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1

H NMR (400 MHz, DMSO) & 11.77 (s, 1H), 9.67 (s, 1H), 7.58 (d, J
= 6.1 Hz, 1H), 7.12-6.97 (m, 2H), 6.88 (d, J = 10.6 Hz, 1H), 6.46 (
dd, J = 17.0, 10.2 Hz, 1H), 6.21 (dd, J = 17.0, 1.7 Hz, 1H), 5.73 (
dd, J = 10.2, 1.7 Hz, 1H), 3.90 (dd, J = 18.3, 3.2 Hz, 7H), 3.32-3.2
0 (m, 2H), 2.57 (d, J = 5.2 Hz, 1H), 2.34-2.24 (m, 1H), 2.16 (s, 3H
), 1.70 (d, J = 9.9 Hz, 1H)O
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1

H NMR (400MHz, DMSO) & 12.98 (s, 1H), 11.48 (s, 1H), 8.49 (d, J
= 6.9Hz, 1H), 7.59 (d, J = 7.0Hz, 1H), 7.33 (t, J = 7.6Hz, 1H), 7.18
(t, J = 7.1Hz, 1H), 6.90 (s, 1H), 6.43-6.20(m, 2H), 5.82 (d, J = 9.2H
z, 1H), 4.03 (s, 1H), 3.93 (d, J = 3.6Hz, 6H), 3.42 (d, J 12.8Hz,

1H), 2.86-2.57 (m, 4H), 1.84 (d, J = 11.6Hz, 1H)O
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14 NMR (400MHz, MeOD) & 8.53 (s,1H), 7.42 (dd, J = 17.3, 10.5Hz,
1H), 6.78 (s, 1H), 6.60 (dd, J = 17.3, 1.7Hz, 1H), 6.01 (dd, J = 10.
5, 1.7Hz, 1H), 4.12-4.00 (m, 1H), 3.95 (s, 6H), 3.44 (dd, J = 16.6,

12.7Hz, 1H), 2.74 (ddd, J = 25.2, 12.6, 5.3Hz, 1H), 2.65-2.55 (m, 2H

), 2.37 (ddd, J = 15.3, 12.4, 5.5Hz, 1H), 1.86 (d, J = 9.2Hz, 1H)O
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10.1, 2.2Hz,
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1H NMR (400MHz, DMSO) & 12.21 (d, J = 41.7Hz, 1H), 8.79 (m, 1H)
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(s, 1H), 6.56 (s, 1H), 6.00 (d, J = 35.9Hz, 2H), 4.49 (d, J = 5.5Hz,
2H), 3.94 (s ,6H), 2.06 (s, 3H)O
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1H NMR (400MHz, DMSO) & 13.73 (s, 1H), 11.80 (s, 1H), 8.29 (s, 1
H), 7.80 (d, J = 7.9Hz, 1H), 7.33 (t, J = 7.8Hz, 1H), 7.21 (d, J = 7
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14 NMR (400MHz, DMSO) & 12.70 (s, 1H), 10.00 (s, 1H), 8.21 (s, 1
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14 NMR (400MHz, DMSO) & 12.23 (s, 1H), 11.98 (s, 1H), 8.58 (s,
H), 7.66 (d, J = 7.6Hz, 1H), 7.28 (t, J = 7.7Hz, 1H), 7.14 (t, J =
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14 NMR (400MHz, DMSO) & 13.57 (s, 1H), 11.76 (s, 1H), 8.53 (s, 1
H), 7.82 (d, J = 7.9Hz, 1H), 7.33 (t, J = 7.8Hz, 1H), 7.17 (d, J = 7
.5Hz, 1H), 6.96 (s, 1H), 6.79 (s, 1H), 6.32 (s, 2H), 5.86 (s, 1H), 5.1
0 (s, 2H), 3.89 (d, J = 26.7Hz, 6H)O
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H NMR (400MHz, DMSO) & 13.15 (s, 1H), 11.86 (s, 1H), 8.54 (d, J
= 7.3Hz, 1H), 7.69 (d, J = 7.5Hz, 1H), 7.30 (t, J = 7.5Hz, 1H), 7.15
(d, J = 7.0Hz, 1H), 6.66 (s, 1H), 6.50 (s, 1H), 6.32 (d, J = 9.6Hz,
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1H NMR (400MHz, DMSO) & 11.93 (s, 1H), 9.63 (s, 1H), 7.58 (s, 1H
), 7.37 (d, J = 12.9Hz, 2H), 7.07 (t, J = 7.8Hz, 1H), 6.85 (s, 1H), 6

79 (t, J = 7.4Hz, 1H), 6.51 (dd, J = 16.8, 10.4Hz, 1H), 6.25 (d, J =
17.1Hz, 1H), 5.74 (m, 2H),3.92 (s, 6H), 3.18 (m, 2H), 2.73 (m, 2H)O
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H NMR (400MHz, DMSO) & 11.91 (s, 1H), 9.95 (s, 1H), 7.59 (d, J
= 20.7Hz, 1H), 7.35 (s, 1H), 7.28 (d, J = 7.6Hz, 1H), 7.08 (t, J = 7
.6Hz, 1H), 6.84 (d, J = 6.5Hz, 1H), 6.77 (t, J = 7.5Hz, 1H), 5.72 (s,
1H), 3.92 (s, 6H), 3.18 (m, 2H), 2.73 (m, 2H), 2.05 (s, 3H)O
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14 NMR (400MHz, DMSO) & 11.13 (s, 1H), 7.88 (d, J = 8.6Hz, 1H),
6.88 (s, 1H), 6.04 (m, 2H), 5.50 (dd, J = 9.9, 2.4Hz, 1H), 5.29 (s,
1H), 4.91 (s, 1H), 4.36 (d, J = 5.8Hz, 2H), 3.91(s, 6H), 3.77 (m, 1H
), 1.88 (d, J 10.2Hz, 2H), 1.68 (d, J = 11.6Hz, 2H), 1.34 (m, 4H),
18 (s, 1H)O
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14 NMR (400MHz, DMSO) & 12.84 (s, 1H), 10.87 (s, 1H), 8.16 (s, 1
H), 6.89 (s, 1H), 6.80 (s, 1H), 6.71 (dd, J = 9.1, 2.4Hz, 1H), 6.32 (
dd, J = 16.9, 10.0Hz, 1H), 6.18 (d, J = 16.7Hz, 1H), 5.72 (d, J = 1
0.9Hz, 1H), 4.08-3.98 (m, 1H), 3.93 (d, J = 3.6Hz, 6H), 3.57-3.35 (m,
4H), 2.93 (s, 3H), 2.70 (ddd, J = 20.1, 14.1, 6.4Hz ,4H), 2.28 (s, 6
H), 1.80 (d, J = 10.2Hz, 1H)O
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14 NMR (400MHz, DMSO) & 12.84 (s, 1H), 10.87 (s, 1H), 8.16 (s, 1
H), 6.89 (s, 1H), 6.80 (s, 1H), 6.71 (dd, J = 9.1, 2.4Hz, 1H), 6.32 (
dd, J = 16.9, 10.0Hz, 1H), 6.18 (d, J = 16.7Hz, 1H), 5.72 (d, J = 1
0.9Hz, 1H), 4.08-3.98 (m, 1H), 3.93 (d, J = 3.6Hz, 6H), 3.57-3.35 (m,
4H), 2.93 (s, 3H), 2.70 (ddd, J = 20.1, 14.1, 6.4Hz, 4H), 2.28 (s, 6
H), 1.80 (d, J = 10.2Hz, 1H)O
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14 NMR (400MHz, DMSO) & 12.91 (s, 1H), 9.47 (s, 1H), 7.85 (s, 1H
), 6.89 (s, 1H), 6.52 (dd, J = 17.2, 9.8Hz, 1H), 6.19 (d, J = 16.5Hz,
1H), 5.70 (m, 1H), 3.93 (d, J = 2.5Hz, 6H), 3.77 (s, 3H), 2.73 (m, 2
H), 2.34 (s, 1H), 1.74 (m, 2H), 1.24 (s, 2H)O
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1H NMR (400MHz, CDCl3): & 6.39 (d,
.2Hz, 1H), 3.81 (s, 6H), 3.01-2.90 (m,
.07 (m, 2H), 1.92-1.70 (m, 2H)O
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NMR (400MHz, CDCl3): & 7.80 (d,
), 7.46-7.38 (m, 1H), 6.43-6.36 (m,
1H), 2.87-2.82 (m, 1H), 2.66-2.60
.04 (m, 1H), 1.94-1.78 (m, 1H)O
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1H NMR (400MHz, CDC1l3): & 7.79-7.77 (m, 1H), 7.63-7.57 (m, 2H),
7.40-7.36 (m, 1H), 6.55 (s, 1H), 4.15-4.06 (m, 1H), 3.95 (s, 6H), 3.4
3-3.36 (m, 1H), 2.78-2.72 (m, 1H), 2.67-2.49 (m, 3H), 1.85-1.81(m, 1H)O
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14 NMR (400 MHz, CDCl3): & 7.34-7.31 (m, 1H), 7.04-7.02 (m, 1H),
6.77-6.70 (m, 2H), 6.55 (s, 1H), 6.01 (s, 2H), 4.17-4.11 (m, 2H), 3.9
5 (s, 6H), 3.51-3.44 (m, 1H), 2.81-2.64 (m, 4H)O
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HNMR (400MHz, DMSO): & 12.96 (s, 1H), 11.48 (s, 1H), 8.49 (d, J
= 7.9Hz, 1H), 7.59 (d, J = 7.3Hz, 1H), 7.32 (t, J = 7.7Hz, 1H), 7.17
(t, J = 7.3Hz, 1H), 6.89 (s, 1H), 6.33-6.20 (m, 2H), 5.81 (d, J = 10.
8Hz, 1H), 4.03 (br.s, 1H), 3.93 (d, J = 3.7Hz, 6H), 3.49-3.37 (m, 1H
), 2.82-2.58 (m, 4H), 1.84 (d, J = 11.2Hz, 1H)O
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14 NMS(400MHz, CDCl3): & 6.39 (d, J = 2.2Hz, 2H), 6.36 (t, J = 2.
2Hz, 1H), 3.81 (s, 6H), 3.01-2.91 (m, 1H), 2.64-2.32 (m, 4H), 2.17-2.
07 2H), 1.87-1.78 (m, 2H)O
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14 NMS (400MHz, CDCls): & 7.73-7.71 (m, 1H), 7.60-7.54 (m, 2H), 7
.36-7.34 (m, 1H), 6.41-6.34 (m, 3H), 3.83 (s, 6H), 2.97-2.82 (m, 1H),

2.69-2.60 (m, 1H), 2.52-2.40 (m, 3H), 2.03 (s, 1H), 1.84-1.78 (m, 1H)O
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14 NMS (400MHz, CDCl3): & 7.86-7.80 (m, 1H), 7.62-7.60 (m, 2H), 7
46-7.41 (m, 1H), 6.55 (s, 1H), 4.12-4.10 (m, 1H), 3.96 (d, J = 1.2H
z, 6H), 3.52-3.45 (m, 1H), 2.82-2.64 (m, 2H), 2.61-2.51 (m, 2H), 1.87
-1.83 (m, 1H)O

oooooo

oOooo

000000000000 00O00000000000000000000000000
0000000000000 0O00O0O00O00OO0OoOOoooo
000000000000 00O00O000000000000000000000000



(129)

JP 7346420 B2 2023.9.19

000000000000 00O000000000000000000000nooooan
000000000000 00O00D00000O0000000000000000000
000000000000 00O00O00000O0000N0O0000Noo0oooooooan
000000000000 00O00000O000000000000000000000
000000000000 00O00000O00O00O0O00O00OooNoo0oooooooan
0000000000000 0O00O000O00O000O00O0O00O00O0O0OoONooooan
0000000000000 00000000000000000000

00 OO0 000000 000 0000000

oooooo

14 NMS (400MHz, CDCls): & 7.34-7.32 (m, 1H), 7.28 (s, 1H), 6.80-6.
71 (m, 2H), 6.55 (s, 1H), 4.20-4.07 (m, 1H), 3.95 (s, 6H), 3.52-3.45
(m, 1H), 2.82-2.66 (m, 4H), 1.95-1.86 (m, 1H)O
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14 NMS (400MHz, DMSO): & 12.96 (s, 1H), 11.48 (s, 1H), 8.49 (d, J
= 8.1Hz, 1H), 7.59 (d, J = 7.4Hz, 1H), 7.32 (t, J = 7.6Hz, 1H), 7.17
(t, J = 7.4Hz, 1H), 6.89 (s, 1H), 6.41-6.16(m, 2H), 5.81 (d, J = 9.6H
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1H), 4.03 (br.s, 1H), 3.93 (d, J = 3.7Hz, 6H),

.86-2.59 (m, 4H), 1.84 (d, J = 11.4Hz, 1H)O
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1H NMR (400MHz, DMSO): & 12.80 (s, 1H), 10.58 (s, 1H), 8.29 (s,
1H), 6.99 (s, 1H), 6.86 (s, 1H), 6.54 (s, 2H), 6.18 (s, 3H), 5.80 (s,
1H), 3.74 (s, 6H), 3.45 (s, 2H), 2.84 (s, 2H), 1.98 (s, 2H)O
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P1: 1HNMR (400MHz, DMSO): & 12.92 (s, 1H), 9.42 (s, 1H),

1H), 6.93 (t, J = 8.3Hz, 1H), 6.53 (dd, J = 17.0, 10.2Hz,
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P2: 1HNMR (400MHz, DMSO): & 12.92 (s, 1H), 9.42 (s, 1H), 7.84 (s,
1H), 6.93 (t, J = 8.3Hz, 1H), 6.53 (dd, J = 17.0, 10.2Hz, 1H), 6.19
(dd, J = 17.0, 2.1Hz, 1H), 5.66 (dd, J = 10.2, 2.1Hz, 1H), 3.86 (s,
6H), 3.76 (s, 3H), 3.43-3.36 (m, 1H), 2.98-2.92 (m, 2H), 2.47-2.38 (
m, 1H), 2.13-2.05 (m, 1H), 1.90 (d, J = 12.4Hz, 1H)0O
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1H NMR (400MHz, MeOD): & 8.01 (d, J = 8.4Hz, 1H), 7.04 (s, 1H),
6.94 (d, J = 8.4Hz, 1H), 6.67 (s, 1H), 6.30-6.19 (m, 2H), 5.67 (d, J
= 9.3Hz, 1H), 4.53 (s, 2H), 4.07 (s, 1H), 3.83 (d, J = 3.4Hz, 6H), 3.
25 (s, 5H), 2.95 (s, 4H), 2.65 (dd, J = 21.0, 14.8Hz, 3H), 2.57 (s, 3H)O
oooood

P2: MS m/z (ESI): 569.8[M+1]0

ee: 97.5503%0O

1H NMR (400MHz, MeOD): & 8.00 (d, J = 7.9Hz, 1H), 7.03 (s, 1H),
6.94 (d, J = 9.1Hz, 1H), 6.67 (s, 1H), 6.24 (d, J = 9.4Hz, 2H), 5.66
(d, J = 9.1Hz, 1H), 4.52 (s, 2H), 4.07 (s, 1H), 3.83 (d, J = 3.6Hz,
6H), 3.25 (s, 5H), 2.92 (d, J = 8.9Hz, 4H), 2.68 (dd, J = 15.9, 6.1H
z, 2H), 2.60 (s, 1H), 2.53 (s, 3H)O
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P1: 1H NMR (400MHz, DMSO): & 12.73 (s, 1H), 11.67 (s, 1H), 8.08
(s, 1H), 7.40 (s, 1H), 7.23-7.15 (m, 1H), 6.89 (s, 1H), 6.54 (d, J =
7.4Hz, 1H), 6.26 (s, 1H), 5.80 (s, 1H), 3.93 (d, J = 3.7Hz, 6H), 2.94
(s, 6H), 2.73 (s, 3H), 2.00 (d, J = 7.5Hz, 2H), 1.82 (s, 2H)O
oooooo
P2: 1H NMR (400MHz, DMSO): & 12.74 (s, 1H), 11.67 (s, 1H), 8.09
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(s, 1H), 7.41 (d, J = 8.5Hz, 1H), 7.23-7.17 (m, 1H), 6.89 (s, 1H), 6.
54 (d, J = 8.1Hz, 1H), 6.26 (s, 1H), 5.81 (s, 1H), 3.93 (d, J = 3.7
Hz, 6H), 2.94 (s, 6H), 2.73 (s, 3H), 2.00 (dd, J = 14.4, 6.8Hz, 2H),
1.82 (s, 2H)O
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P1: 1H NMR (400MHz, DMSO): & 12.90 (s, 1H), 10.96 (s, 1H), 8.22

(s, 1H), 6.88 (s, 1H), 6.83 (s, 1H), 6.74 (dd, J = 9.1, 2.8Hz, 1H), 6.
41-6.25 (m, 1H), 6.21-6.16 (m, 1H), 5.71 (dd, J = 10.0, 1.6Hz, 1H),

3.93 (d, J = 3.8Hz, 6H), 2.91 (s, 6H), 2.84-2.58(m, 5H), 2.51 (q, J =
2Hz, 2H)O
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P2: 1H NMR (400MHz, DMSO): & 12.90 (s, 1H), 10.96 (s, 1H), 8.22

(s, 1H), 6.88 (s, 1H), 6.83 (s, 1H), 6.74 (dd, J = 9.1, 2.8Hz, 1H), 6.
41-6.25 (m, 1H), 6.21-6.16(m, 1H), 5.71 (dd, J = 10.0, 1.6Hz, 1H), 3
3 (d, J = 3.8Hz, 6H), 2.91 (s, 6H), 2.84-2.58 (m, 5H), 2.51 (q, J = 2Hz, 2H)O
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P1: 1'H NMR (400MHz, CDCl3): & 11.26 (s, 1H), 8.68 (d, J 8.9Hz,
1H), 7.50 (d, J = 2.5Hz, 1H), 7.32-7.24 (m, 2H), 6.54 (s, 1H), 6.37-6
.22 (m, 2H), 5.73-5.70 (m, 1H), 4.26-4.10(m, 1H), 3.94 (s, 3H), 3.93
(s, 3H), 3.63-3.56(m, 1H), 2.87-2.76 (m, 4H), 1.98-1.95 (m, 1H)O
oooggod

P2: 1H NMR (400MHz, CDCl3): & 11.29 (s, 1H), 8.67 (d, J = 8.9Hz,
1H), 7.50 (d, J = 2.5Hz, 1H), 7.29-7.24 (m, 1H), 6.54 (s, 1H), 6.37-6
.21 (m, 2H), 5.73-5.70(m, 1H), 4.22-4.12 (m, 1H), 3.94 (s, 3H), 3.93
(s, 3H), 3.62-3.55 (m, 1H), 2.91-2.72 (m, 4H), 2.01-1.91 (m, 1H)O
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P1: 1H NMR (400MHz, DMSO): & 12.91 (s, 1H), 11.48 (s, 1H), 8.35
(s, 1H), 7.48 (d, J = 7.8Hz, 1H), 6.99 (d, J = 8.2Hz, 1H), 6.89 (s,
1H), 6.34-6.22 (m, 2H), 5.81 (d, J = 9.4Hz, 1H), 4.02 (s, 1H), 3.93
(d, J = 3.7Hz, 6H), 3.53-3.35 (m, 2H), 2.74 (t, J = 17.6Hz, 3H), 2.34
(s, 3H), 1.84 (d, J = 10.8Hz, 1H)O

goooogad

P2: 1H NMR (400MHz, DMSO): & 12.91 (s, 1H), 11.48 (s, 1H), 8.35
(s, 1H), 7.48 (d, J = 8.0Hz, 1H), 7.00 (d, J = 7.6Hz, 1H), 6.89 (s,
1H), 6.34-6.22(m, 2H), 5.81 (d, J = 9.2Hz, 1H), 4.02 (s, 1H), 3.93 (d
, J = 3.7Hz, 6H), 3.47-3.36 (m, 2H), 2.76 (d, J = 15.3Hz, 3H), 2.34
(s, 3H), 1.84 (d, J = 11.5Hz, 1H)O
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P1: 1H NMR (400MHz, DMSO): & 13.06 (s, 1H), 11.69 (s, 1H), 8.62
(s, 1H), 7.62 (d, J = 8.1Hz, 1H), 7.24 (d, J = 5.3Hz, 1H), 7.23 (s,
1H), 6.90 (s, 1H), 6.34-6.25 (m, 2H), 5.87 (d, J = 11.0Hz,1H), 4.03
(s, 1H), 3.93 (d, J = 3.6Hz, 6H), 3.49-3.39 (m, 1H), 2.78 (d, J = 15
.8Hz, 3H), 2.65 (d, J = 12.6Hz, 1H), 1.85 (d, J = 10.8Hz, 1H)O
goooogad

P2: 1H NMR (400MHz, DMSO): & 13.07 (s, 1H), 11.69 (s, 1H), 8.62
(s, 1H), 7.62 (d, J = 8.4Hz, 1H), 7.24 (d, J = 8.2Hz, 1H), 6.89 (s,
1H), 6.31 (t, J = 5.9Hz, 2H), 5.88 (s, 1H), 4.07-3.98 (m, 1H), 3.93 (
d, J = 3.6Hz, 6H), 3.48-3.39 (m, 1H), 2.78 (d, J = 15.4Hz, 4H), 1.85
(d, J = 11.6Hz, 1H)O
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P1: MS m/z (ESI): 489.8[M+1]*0
ee: 100%0

14 NMR (400MHz, DMSO): & 13.01 (s, 1H), 11.74 (s, 1H), 8.39 (d, J
= 13.0Hz, 1H), 7.63 (s, 1H), 7.02 (s, 1H), 6.89 (s, 1H), 6.30 (d, J =
2.6Hz, 2H), 5.87 (d, J = 7.7Hz, 1H), 4.02 (s, 1H), 3.93 (d, J = 3.6H
z, 6H), 3.47-3.39 (m, 1H), 2.82-2.61 (m, 4H), 1.83 (s, 1H)O
gooooad

P2: MS m/z (ESI): 489.9 [M+1]*O

ee: 100%0O

1H NMR (400MHz, MeOD) & 8.33 (s, 1H), 7.60 (s, 1H), 6.94 (s, 1H),
6.77 (s, 1H), 6.36 (d, J = 4.8Hz, 2H), 5.87-5.78 (m, 1H), 4.16 (s, 1
H), 3.93 (d, J = 3.7Hz, 6H), 3.56 (dd, J = 15.8, 12.2Hz, 1H), 2.78 (
dd, J = 15.9, 5.5Hz, 4H), 1.88 (s, 1H)O
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P1: 1H NMR (400MHz, MeOD): & 8.83 (s, 1H), 7.68 (d, J = 9.7Hz, 1
H), 7.44 (t, J = 7.6Hz, 1H), 7.14 (s, 1H), 6.75-6.61 (m, 2H), 6.13 (d
d, J = 7.6, 2.8Hz, 1H), 4.47 (s, 1H), 4.27 (d, J = 3.7Hz, 6H), 3.95-3
.81 (m, 1H), 3.13 (s, 4H), 2.23 (d, J = 9.2Hz, 1H)O
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P2: 1H NMR (400MHz, MeOD): & 8.83 (s, 1H), 7.68 (d, J = 9.7Hz, 1
H), 7.44 (t, J = 7.6Hz, 1H), 7.14 (s, 1H), 6.75-6.61 (m, 2H), 6.13 (d
d, J = 7.6, 2.8Hz, 1H), 4.47 (s, 1H), 4.27 (d, J = 3.7Hz, 6H), 3.95-3
.81 (m, 1H), 3.13 (s, 4H), 2.23 (d, J = 9.2Hz, 1H)O
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P1: 1H NMR (400MHz, DMSO): & 12.23-12.18 (m, 1H), 8.12-8.02 (m,
2H), 6.86 (s, 1H), 6.30-6.23 (m, 1H), 6.06 (dd, J = 17.0, 2.1Hz, 1H),
556 (d, J = 11.9Hz, 1H), 3.92 (d, J = 2.2Hz, 7H), 3.31 (s, 2H), 2.6
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8 (s, 1H), 2.58 (s, 1H), 1.75-1.70 (m, 1H), 1.24 (s, 1H), 0.91-0.65 (m, 6H)O
oooooao

P2: 1H NMR (400MHz, DMSO): & 12.23-12.18 (m, 1H), 8.12-8.02 (m,
2H), 6.86 (s, 1H), 6.30-6.23 (m, 1H), 6.06 (dd, J = 17.0, 2.1Hz, 1H),
556 (d, J = 11.9Hz, 1H), 3.92 (d, J = 2.2Hz, 7H), 3.31 (s, 2H), 2.6
8 (s, 1H), 2.58 (s, 1H), 1.75-1.70 (m, 1H), 1.24 (s, 1H), 0.91-0.65 (m, 6H)0O
MS m/z (ESI): 450.1 [M+1]*O
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P1: MS m/z (ESI): 557.0[M+1]*0O

ee: 100% (214 nm); 100% (254 nm)O

1H NMR (400MHz, DMSO): & 12.93 (s, 1H), 11.08 (s, 1H), 8.30 (s,
1H), 7.04 (s, 1H), 6.95 (d, J = 8.3Hz, 1H), 6.89 (s, 1H), 6.30 (s, 1
H), 6.22 (s, 1H), 5.76 (s, 1H), 4.03 (s, 1H), 3.93 (d, J = 3.7Hz, 6H),
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3.76 (t, J = 4.4Hz, 4H), 3.12 (d, J = 3.5Hz, 4H), 2.94-2.53 (m, 5H),
1.80(s, 1H)O

oooooo

P2: MS m/z (ESI): 557.0[M+1]0O

ee: 98.128% (214 nm); 98.596% (254 nm)0O

1H NMR (400MHz, DMSO): & 12.93(s, 1H), 11.09 (s, 1H), 8.33 (s, 1
H), 7.01 (d, J = 41.8Hz, 2H), 6.89 (s, 1H), 6.28 (s, 1H), 6.22 (s, 1
H), 5.75 (d, J = 9.5Hz, 1H), 4.04 (s, 1H), 3.93 (d, J = 3.2Hz, 6H),
3.75 (s, 4H), 3.12 (s, 4H), 2.76 (d, J = 20.8Hz, 5H), 1.82 (s, 1H)O
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MS m/z (ESI). 487.8 [M+1]*O

HPLC: 91.273% (214 nm); 94.245% (254 nm)0O

oooooo

1H NMR (400MHz, DMSO): & 13.26 (s, 1H), 12.80 (s, 1H), 11.44 (s,
1H), 9.71 (s, 1H), 8.33 (s, 1H), 7.55 (s, 2H), 7.07 (s, 1H), 6.92 (s,
1H), 6.40 (s, 2H), 6.28 (d, J = 16.9Hz, 1H), 5.84 (s, 1H), 3.94 (s, 6
H), 2.95 (s, 1H), 2.44-2.27 (m, 1H)O
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oooooo
1H NMR (400MHz, MeOD): & 8.36 (s, 1H), 7.76 (s, 1H), 7.28 (s, 1H),
7.13 (s, 1H), 6.81 (s, 1H), 6.38 (s, 3H), 5.80 (d, J = 8.4Hz, 1H), 3.
96 (s, 6H), 3.00 (d, J = 9.7Hz, 1H), 2.62 (s, 1H)O
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14 NMR (300MHz, DMSO) & 12.83 (s, 2H), 11.08 (s, 1H), 8.28 (s, 1
H), 7.42 (d, J = 35.7Hz, 2H), 7.18-6.81 (m, 4H), 6.34 (s, 4H), 6.18
(d, J = 16.7Hz, 2H), 5.70 (d, J = 8.6Hz, 2H), 3.92 (s, 12H), 2.47 (s,
8H), 2.34 (s, 6H)O
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1H NMR (400MHz, DMSO): & 12.90 (s, 1H), 10.96 (s, 1H), 8.22 (s,
1H), 6.88 (s, 1H), 6.83 (s, 1H), 6.74 (dd, J = 9.1, 2.8Hz, 1H), 6.41-
6.25 (m, 1H), 6.18 (dd, J = 17.0, 1.7Hz, 1H), 5.75-5.69 (m, 1H), 3.9
3 (d, J = 3.8Hz, 6H), 2.91 (s, 6H), 2.84-2.58 (m, 5H), 2.51 (dt, J =
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3.5, 1.7Hz, 2H)O
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MS m/z (ESI). 555.0 [M+1]*O

HPLC: 82.029% (214 nm); 82.027% (254 nm)0O

oooooo

1H NMR (400MHz, DMSO): & 12.95 (s, 1H), 7.95-7.68 (m, 1H), 7.00
(d, J = 8.5Hz, 2H), 6.91 (t, J = 12.6Hz, 2H), 6.40 (d, J = 24.2Hz, 2
H), 6.19 (d, J = 17.0Hz, 1H), 5.70 (d, J = 9.8Hz, 1H), 3.94 (s, 6H),
.75 (s, 4H), 3.14 (s, 4H), 2.71 (d, J = 24.4Hz, 2H), 2.41 (s, 2H)O
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P1: MS m/z (ESI): 538.1 [M+1]*0O

ee: 100%0O

IHNMR (400MHz, DMSO): & 12.91 (s, 1H), 11.08 (s, 1H), 8.29 (s, 1
H), 7.02 (s, 1H), 6.94 (d, J = 8.3Hz, 2H), 6.30 (s, 1H), 6.19 (d, J =
17.0Hz, 1H), 5.73(d, J = 10.1Hz, 1H), 3.86 (s, 6H), 3.37 (s, 2H), 3.1
4 (s, 4H), 2.92 (s, 2H), 2.67 (s, 1H), 2.46 (s, 4H), 2.22 (s, 3H), 1.99 (s, 2H)O
oooooao

P2: MS m/z (ESI): 538.2[M+1]*0O

ee. 97.8%0

1H NMR (400MHz, DMSO): & 12.90 (s, 1H), 11.08 (s, 1H), 8.29 (s,
1H), 7.02 (s, 1H), 6.93 (t, J = 8.0Hz, 2H), 6.30 (s, 1H), 6.19 (d, J
= 16.9Hz, 1H), 5.73 (d, J = 10.1Hz, 1H), 3.86 (s, 6H), 3.37 (s, 2H),
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3.14 (s, 4H), 2.94 (d, J = 9.5Hz, 2H), 2.68 (s, 1H), 2.46 (s, 4H), 2.
22 (s, 3H), 2.08 (s, 1H), 1.99 (s, 1H)O
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MS m/z (ESI): 426.0[M+1]*O

oooooo

P1: 1H NMR (400MHz, DMSO) & 12.91 (s, 1H), 9.41 (s, 1H), 7.81 (s,
1H), 6.61 (dd, J = 7.0, 2.8Hz, 1H), 6.56-6.46 (m, 1H), 6.18 (dd, J =
17.0, 2.0Hz, 1H), 5.70-5.62 (m, 1H), 3.83 (s, 3H), 3.77 (s, 3H), 3.75
(s, 3H), 3.32-3.20 (m, 1H), 2.96-2.72 (m, 1H), 2.48-2.30 (m, 1H), 1.8
9 (s, 1H)O

Oooooo

P2: 1H NMR (400MHz, DMSO) & 12.91 (s, 1H), 9.41 (s, 1H), 7.81 (s,
1H), 6.61 (dd, J = 7.0, 2.8Hz, 1H),6.56-6.46 (m, 1H), 6.19 (dd, J =
17.0, 2.0Hz, 1H), 5.66 (dd, J = 10.2, 1.8Hz, 1H), 3.83 (s, 3H), 3.77
(s, 3H), 3.75 (s, 3H), 3.25 (d, J = 9.5Hz, 1H), 2.90 (dd, J = 15.7,
5.2Hz, 1H), 2.85-2.70 (m, 1H), 2.49-2.30 (m, 1H), 1.89 (s, 1H)O
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P1: NMR (400MHz, DMSO): & 12.95 (s, 1H), 9.48 (s, 1H), 7.85 (s, 1 40
H), 6.91 (d, J = 7.8Hz, 2H), 6.53 (dd, J = 17.0, 10.2Hz, 1H), 6.19 (

dd, J = 17.0, 2.1Hz, 1H), 5.66 (dd, J = 10.2, 2.1Hz, 1H), 3.90 (s, 3

H), 3.89 (s, 3H), 3.76 (s, 3H), 3. 65(dd, J = 16.9, 11.1Hz, 2H), 2.86

(dd, J = 15.6, 5.2Hz, 1H), 2.58 (dq, J = 7.8,5.5Hz, 1H),2.49-2.35 (m,

2H), 2.21 (s, 1H)O

oooooo

P2: 1H NMR (400 MHz, DMSO): & 12.94 (s, 1H), 9.47 (s, 1H), 7.85

(s, 1H), 6.91(d, J=7.8 Hz, 2H), 6.52(dd, J=17.0, 10.2 Hz, 1H), 6.19 (

dd, J=17.0, 2.1 Hz, 1H), 5.66 (dd, J=10.2, 2.1 Hz, 1H), 3.90 (s, 3H),

3.89 (s, 3H), 3.76( s, 3H), 3.71-3.58 (m, 2H), 2.86 (dd,J=15.7, 5.3 H 50
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1H), 2.38-2.46 (m, 2H), 2.21 (s, 1H), 1.87 (d, J=11.9 Hz, 1H)O
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1H NMR (400 MHz, DMSO): & 12.75(d,J =187.3 Hz,1H), 11.36 (s,
H), 9.41 (s, 1H), 8.07 (s, 1H), 7.27 (s, 3H), 6.91 (s, 2H), 6.60 (s,
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52 (s, 4H), 2.34 (s, 4H)O
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MS m/z (ESI): 407.8 [M+1]*O
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P1: 1H NMR (400 MHz, DMSO): & 12.89(s, 1H), 9.43 (s, 1H), 7.80 (s
. 1H), 6.57 - 6.46 (m, 3H), 6.37 (t, J=2.2 Hz, 1H), 6.19 (dd, J=17.0,
2.1 Hz, 1H), 5.66 (dd, J=10.2, 2.0 Hz, 1H), 3.77 (s, 3H), 3.74 (s, 6
H), 3.00 - 2.86 (m, 2H), 2.75 (t, J=14.3 Hz, 1H), 2.49 - 2.41 (m, 1
H), 2.36 (d, J=16.9 Hz, 1H), 1.97-1.75 (m, 2H)O

ogooooano

P2: 1H NMR (400 MHz, DMSO): & 12.89 (s, 1H), 9.43 (s, 1H), 7.80
(s, 1H), 6.57 - 6.45 (m, 3H), 6.37 (t, J=2.2 Hz, 1H), 6.18 (dd, J=17.
0, 2.0 Hz, 1H), 5.66 (dd, J=10.2, 1.9 Hz, 1H), 3.77(s, 3H), 3.74 (s,
6H), 2.92 (d, J=11.9 Hz, 2H), 2.75 (t, J=14.1 Hz, 1H), 2.49-2.41 (m,
1H), 2.36 (d, J=14.9 Hz, 1H), 2.01-1.77 (m, 2H)O

ee: 100%0
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MS m/z (ESI): 442.0[M+1]1*0O
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P1: 1H NMR (400 MHz, DMSO): & 12.96 (s, 1H), 9.49 (s, 1H), 7.83 (s
. 1H), 6.62 (d, J=2.9 Hz, 2H), 6.52 (dd, J=17.0, 10.2 Hz,1H), 6.19 (d,
J=17.0 Hz, 1H), 5.66(d, J=10.2 Hz, 1H), 3.86 (s, 3H), 3.79 (s, 3H), 3
.76 (s, 3H), 3.46 (s, 2H), 2.94 (dd, J=15.7, 5.1Hz, 1H), 2.75 - 2.66
(m, 1H), 2.38 (d, J=14.5Hz, 1H), 1.90 (s, 1H)O

ogooooano

P2: 1H NMR (400 MHz, DMSO): & 12.99 (s, 1H), 9.49 (s, 1H), 7.83
(s, 1H), 6.62 (d,J =3.0 Hz, 2H), 6.52 (dd, J=17.0, 10.2Hz, 1H), 6.19
(d, J=17.0 Hz,1H), 5.66 (d,J=10.1 Hz,1H), 3.86 (s, 3H), 3.79 (s, 3H),
3.76 (s, 3H), 3.53 - 3.42 (m, 2H), 2.94 (dd, J=15.5, 4.7Hz, 1H), 2.76
- 2.65 (m, 1H), 2.39 (d, J=14.9 Hz, 1H), 1.90 (s, 1H)O
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LEMES IC50 (nM)
015 80
093 2922
096 348.25
98 7251.51
103 101.1
107 340.21
111 76.94
113 1881.25
114 15848
133 456
137 27.82
140 24.62
t&EHES IC50 (nM)
015-P1 049.56
015-P2 55.51
P1=5.73
281
P2=2.96
P1=190.00
283
P2=45.00
P1=628.39
284
P2=165.59
P1=2616.21
285
P2=479.39
286 3669.50
P1=157.54
287
P2=91.08
P1=158.39
288
P2=922.6
P1=108.77
289
P2=210.06
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P1=557.00
291
P2=132.00
P1=8133
292
P2=135.07
P1=1899.07
293
P2=7400.39
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