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(400 MHz, CDCl3): & 9.04 (dd, J; = 4.0 Hz, J» = 1.6 Hz, 1H), 8.13 (dd,
8.0 Hz, Jo = 2.0 Hz, 1H), 8.07 (d, J = 8.0 Hz, 1H), 7.45 - 7.37 (m, 2
, 3.64 (s, 3H), 3.33 (t, J = 7.2 Hz, 2H), 3.04 (t, J = 7.6 Hz, 2H)
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Hz, CDClg): & 7.01 (d, J = 7.6 Hz, 1H), 6.30 (d, J = 7.2 Hz, 1H), 3.62 (s
, 3H), 3.40 - 3.25 (m, 2H), 2.90 - 2.71 (m, 2H), 2.70 - 2.55 (m, 4H), 1.
95 - 1.70 (m, 2H)
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O0O0OO0O0O0YH NMR (400 MHz, CDClg): 8 7.29 (d, J = 7.6 Hz, 1H), 6.84
(d, J = 7.2 Hz, 1H), 3.75 (t, J = 5.6 Hz, 2H), 3.67 (s, 3H), 3.03 (t, J = 7
.2 Hz, 2H), 2.81 (t, J = 7.6 Hz, 2H), 2.72 (t, J = 6.8 Hz, 2H), 1.96 - 1.8

6 (m, 2H), 1.52 (s, 9H); LC-MS: (M-55)*: 265.2
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NMR (400 MHz, CDClg): & 7.31 (d, J = 7.6 Hz, 1H), 6.83 (d, J = 7.6 Hz,
1H), 3.78 - 3.73 (m, 2H), 3.72 - 3.65 (m, 2H), 2.90 (t, J = 6.8 Hz, 2H),
2.72 (t, J = 6.8 Hz, 2H), 1.98 - 1.86 (m, 4H), 1.53 (s, 9H)
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2 (t, J = 6.0 Hz, 2H), 2.97 - 2.87 (m, 2H), 2.85 - 2.77 (m, 2H), 2.68 (t,
= 6.4 Hz, 2H), 1.83 - 1.76 (m, 2H), 1.43 (s, 9H)

Doo0OoO

Ooooooo
00O0O0(0.000000.0mmol00.0000)00000(00.0mL)00DO0OO
O0O0(0D.000000.O0mmol00.0000)00000p00(0.000000.
mmolD0D.0000)J0000C0O(0.000000.0mmol00.0000000
0)0OOODODOODOOOOODOODOOOODO0O0O0OO0OOO0O0O0O0O0O0O0O000000000
000000000000 0000(0O0.0mL) 0000000000 O00000O0(0
0.0mLx O0)0O00D0OO0D00000O0O0O00000O0(OO0.0mL)000OOO0O00Q0OO
0000000000000 000O0O0000NO0OO0O00O0DOoOoOoO0O0ONooooOooan
00000000000 0000O00D0000O0D00000.000000000000

oo ooo<«eoac o000 ooOooooo

10

20

30

40

50



(181) JP 2024-510196 A 2024.3.6

000000000000 00O000O000O000O0(0000000000OKromasil
Eternity XT OO0Ox OOmmx 0OO0pmOOOOCO[0O(0.00000000000O
0O00)00D00]000000000000000)0000000000(0.0000
0.00mmol000.00000)000000000000LC-MS (M+H)*: 418.3;
HPLCODO: 50.5%(220 nm); *H NMR (400 MHz, DMSO-dg): & 7.39 (d, J =
7.6 Hz, 1H), 6.87 (d, J = 8.0 Hz, 1H), 3.61 (t, J = 6.0 Hz, 2H), 3.58 (s,
3H), 2.80 (d, J = 9.2 Hz, 1H), 2.67 (t, J = 6.4 Hz, 2H), 2.59 (t, J = 7.6
Hz, 3H), 2.49 - 2.44 (m, 1H), 2.30 (t, J = 6.8 Hz, 2H), 2.12 (t, J = 10.0
Hz, 1H), 1.96 (t, J = 10.4 Hz, 1H), 1.85 - 1.73 (m, 5H), 1.66 - 1.57 (m,
1H), 1.48 - 1.44 (m, 1H), 1.43 (s, 9H), 1.40 - 1.35 (m, 1H); SFCOO OO

0: 95.6%
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0.00000000)00000000000LC-MS (M+H)*: 491.4; 1H NMR (40
O MHz, bDMSO-dg): 0 14.1 - 14.0 (m, 1H), 10.7 - 10.6 (m, 1H), 8.83 - 8.
65 (m, 1H), 8.25 - 7.84 (m, 1H), 7.62 (t, J = 6.8 Hz, 1H), 7.16 - 7.10 (
m, 2H), 7.09 - 7.03 (m, 1H), 6.70 - 6.64 (m, 1H), 5.21 - 5.08 (m, 1H), 3
.36 - 3.21 (m, 5H), 3.08 - 3.00 (m, 2H), 2.96 - 2.69 (m, 12H), 2.68 - 2.
61 (m, 2H), 2.20 - 2.05 (m, 2H), 2.02 - 1.96 (m, 2H), 1.93 - 1.81 (m, 4
H). Prep-SFC (O O0O: DAICEL Chiralpak AS (250 mm * 30 mm, 10 um); O
OO0: [0.1%NH3H20 IPA]; B%: 65%- 65%, 4.00; 200, SFC (EW24694-70-P
1A_Al13), RT (0OO1) = 0.5410, RT (ODODDO2) =1.5210)
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oooooao
000000000 YH NMR (400 MHz, CDCIl3): 8 10.6 (br s, 1H), 9.28 (br
s, 1H), 7.33 (s, 1H), 7.23 - 7.17 (m, 2H), 7.11 (d, J = 8.0 Hz, 1H), 6.24
(d, 3 = 7.6 Hz, 1H), 5.45 - 5.43 (m, 1H), 3.43 - 3.36 (m, 2H), 3.30 - 3.2
6 (m, 1H), 3.07 - 2.92 (m, 3H), 2.91 - 2.75 (m, 7H), 2.70 - 2.64 (m, 3H)
, 2.55 - 2.39 (m, 3H), 2.124 - 2.08 (m, 1H), 2.05 - 1.99 (m, 2H), 1.89 - 1
.82 (m, 2H), 1.79 - 1.73 (m, 1H), 1.66 - 1.53 (m, 2H), 1.33 - 1.25 (m, 2
H); LC-MS (M+H)*: 491.2; HPLCO O: 85.3%(220 nm); SFCOOOOO: 100%
oooooao
O0O0O0O0O0D000YH NMR (400 MHz, CDCl3): 3 8.84 (br s, 1H), 8.40 (br
s, 1H), 7.30 (d, J = 6.8 Hz, 1H), 7.21 (s, 1H), 7.15 - 7.10 (m, 2H), 6.48
(d, 3 = 7.2 Hz, 1H), 5.34 - 5.33 (m, 1H), 4.06 - 4.00 (m, 1H), 3.73 (br s,
1H), 3.51 - 3.40 (m, 3H), 3.24 - 3.15 (m, 2H), 3.05 - 2.98 (m, 1H), 2.95
-2.78 (m, 8H), 2.75 - 2.712 (m, 3H), 2.37 - 2.29 (m, 1H), 2.06 - 2.00 (m,
2H), 1.95 - 1.87 (m, 3H), 1.75 - 1.64 (m, 1H), 1.49 - 1.39 (m, 1H), 1.34
-1.24 (m, 3H), 1.21 (d, J = 6.0 Hz, 2H); LC-MS (M+H)*: 491.2; HPLCO DO
91.5%(215 nm); SFCODODDODOO: 97.8%
oooooao
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ZT
Z
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000000000000 0000000000000000LC-MS (M+H)*: 451.4;
1H NMR (400 MHz, DMSO-dg) & 14.1 (s, 1H), 10.9 (br s, 1H), 8.78 (d, J
= 8.4 Hz, 1H), 8.01 (s, 1H), 7.63 (d, J = 7.2 Hz, 1H), 7.33 - 7.30 (m, 4H
), 7.24 - 7.22 (m, 1H), 6.68 (d, J = 7.2 Hz, 1H), 5.17 - 5.12 (m, 1H),

43 - 3.41 (m, 4H), 3.06 - 3.02 (m, 2H), 2.93 - 2.89 (m, 2H), 2.75 - 2.68
(m, 5H), 2.68 - 2.65 (m, 2H), 2.12 - 2.09 (m, 2H), 1.97 - 1.90 (m, 2H),
1.83 - 1.80 (m, 3H), 1.33 - 1.27 (m, 1H); HPLCO O: 99.5%(215 nm); SFC
O0O0OO: 100%

Dooo0oo
ooo00O0D0O0(D)0DD0O0(0O0(0,0,0,0000000000,0000000000
000)0000)I000O0O0OO0O0O0O00O0OO0O0O0)IDO((DO((DOOOOODOODDO)O
000)00D000000(00D0)
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Oodonoao
F
F
F
HC o -
H N \‘lL
X U N OH
| H
=

203

000000000000 0000D0000000D00000000000000000
000000000000 00000000000000000000000000
Ooooo0oo

000000000 LH NMR (400 MHz, DMSO-dg): & 8.76 (d, J = 8.0 Hz, 1H
), 7.74 (s, 1H), 7.64 (d, J = 7.2 Hz, 1H), 7.58 - 7.52 (m, 2H), 7.13 (d, J
= 7.6 Hz, 1H), 6.31 (d, J = 7.2 Hz, 1H), 5.24 (q, J = 6.0 Hz, 1H), 3.25 -
3.19 (m, 3H), 2.69 (d, J = 6.4 Hz, 2H), 2.64 - 2.56 (m, 3H), 2.44 - 2.36
(m, 3H), 2.34 - 2.25 (m, 3H), 2.24 - 2.15 (m, 1H), 1.79 - 1.65 (m, 4H),
1.62 - 1.50 (m, 3H), 1.46 - 1.38 (m, 1H); LC-MS (M+H)*: 519.1
Oooo0o0o

000000000 YH NMR (400 MHz, DMSO-dg) 8 8.86 - 8.78 (m, 1H), 7.
66 - 7.46 (m, 4H), 7.07 (d, J = 7.2 Hz, 1H), 6.92 - 6.73 (m, 1H), 6.27 (
d, J = 7.2 Hz, 1H), 5.20 (g, J = 7.2 Hz, 1H), 3.25 - 3.21 (m, 3H), 2.76 -
2.68 (m, 1H), 2.65 - 2.57 (m, 4H), 2.47 - 2.42 (m, 2H), 2.41 - 2.32 (m,
2H), 2.31 - 2.24 (m, 2H), 2.04 - 1.95 (m, 1H), 1.78 - 1.67 (m, 4H), 1.66
- 1.57 (m, 2H), 1.47 - 1.30 (m, 2H); LC-MS (M+H)*: 519.1

Oooo0oo
oDooo0O0D0O0(D)0D0O0(0O0(0,0,0,0000000000,0000000000
0o00)00D00)000000OO0O0O00OOOOO0)0O00(0,0,0,000000000
00O0D0O0D0000)00000(000)

godooaod
HCl o o)
N_ N JL
X r\O N OH
| H
=
204

000000000000 O0OO0O0O0OO0O0OO0OO0ODODO0OO0ODOO0ODOO0OOO0OOoOoOoooan
000000000000 0O0O0O00O0O0O0O0D00O0O0O0O0O0O0O0O0OOO0O0OoOOoan
Dooooao

000000000 YH NMR (400 MHz, CDClg) & 10.7 - 10.6 (m, 1H), 9.96 -
9.75 (m, 1H), 7.18 (d, J = 6.8 Hz, 1H), 7.12 (d, J = 7.6 Hz, 1H), 7.08 (s,
1H), 6.92 (d, J = 8.0 Hz, 1H), 6.21 (d, J = 7.2 Hz, 1H), 5.46 - 5.35 (m,
1H), 4.78 - 4.51 (m, 1H), 3.47 - 3.32 (m, 2H), 2.95 - 2.80 (m, 5H), 2.71
- 2.55 (m, 8H), 2.52 - 2.37 (m, 3H), 2.33 - 2.30 (m, 1H), 2.01 - 1.90 (m,
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2H), 1.89 - 1.84 (m, 2H), 1.64 - 1.55 (m, 2H), 1.32 - 1.21 (s, 6H); LC-M
S (M+H)*: 505.6

ooooodd

000000000 YH NMR (400 MHz, CDClg) & 10.7 (br s, 1H), 9.34 (br s
., 1H), 7.19 - 7.15 (m, 3H), 6.95 (d, J = 8.0 Hz, 1H), 6.24 (d, J = 7.2 Hz,
1H), 5.43 - 5.41 (m, 1H), 3.39 (br s, 2H), 3.32 - 3.29 (m, 1H), 3.12 - 2.
95 (m, 3H), 2.93 - 2.77 (m, 3H), 2.74 - 2.60 (m, 7H), 2.51 - 2.35 (m, 3

H), 2.22 - 1.99 (m, 4H), 1.90 - 1.81 (m, 2H), 1.60 - 1.46 (m, 2H), 1.39 -
1.24 (m, 4H); LC-MS: (M+H)*: 505.5

gooooao
goooo((o)yoobo((Qooooooooo)yoobo((bh)ooo((oo(o,o,0,0000
000000, 0000000 0b0O0O0DbOO0O)y0ODO0O0) OoooDOoOooODOoOOoODOoOOoDOaO)
oooooooo((ooan)
gooaoad
@/Br
O = O
H N \\”\/?\)'L
|\ N ° H CH
/ HCIO

205

000000000000 00000000000000O00LC-MS (M+H)*: 531.0;
1H NMR (400 MHz, DMSO-dg) & 8.79 (br s, 1H), 8.12 - 7.66 (m, 1H), 7.
64 - 7.53 (m, 1H), 7.49 (s, 1H), 7.44 - 7.42 (m, 1H), 7.34 - 7.25 (m, 2H
), 6.63 (d, J = 6.0 Hz, 1H), 5.15 - 5.09 (m, 1H), 3.51 - 3.40 (m, 5H), 3.
05 (t, 8.0 Hz, 3H), 2.92 - 2.91 (m, 2H), 2.78 - 2.67 (m, 6H), 2.17 - 2.06
(m, 2H), 1.95 - 1.77 (m, 5H)

Dooooao
00000(0)I00(00D0DO0D0DOODDOO)0O00(OD)0O0O0(0O(O,0,0,000
00000D0D0,0000000000000)0000)00000000000000
0D)oOODOODO0OO0OO(0D0O0)

00000

000000000000 00000000000000O00LC-MS (M+H)*: 501.3;
1H NMR (400 MHz, DMSO-dg) & 14.1 (s, 1H), 10.8 (s, 1H), 8.88 (d, J =
8.4 Hz, 1H), 7.98 (s, 1H), 7.89 - 7.86 (m, 3H), 7.77 (s, 1H), 7.62 (d, J =
7.2 Hz, 1H), 7.54 - 7.44 (m, 3H), 6.67 (d, J = 7.6 Hz, 1H), 5.31 (q, J =
7.2 Hz, 1H), 3.41 - 3.38 (m, 2H), 3.13 - 2.87 (m, 5H), 2.88 - 2.81 (m, 7
H), 2.21 - 2.06 (m, 2H), 2.02 - 1.75 (m, 5H), 1.41 - 1.20 (m, 2H); HPLC
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O:93.9%(220 nm); SFCODODODODO:
Oo00gao

(187)

100%

JP 2024-510196 A 2024.3.6

00O0D0(0)000(0O00D00O0D0O0O0D0)0O00(O0)00O0(0O0(0,0,0,000
00000D0,0000000000000)0000)00000000000000

)yDO0O0DD0DO0D0DD0O0(0D00)

gooad
H 0 i °
N_ N o -
[ NN m/\)LOH
i HCI
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000000000000 0000000000000000LC-MS (M+H)*: 501.1;
1H NMR (400 MHz, DMSO-dg) & 14.3 (s, 1H), 11.0 (s, 1H), 8.90 (d, J =

8

7

.0 Hz, 1H), 8.05 (s,
7.2 Hz, 1H), 7.52 - 7.46 (m, 3H), 6.64 (d, J
.2 Hz, 1H), 3.41 - 3.38 (m,

1H), 7.89 - 7.87 (m, 3H), 7.80 (s, :
7.2 Hz, 1H), 5.31 (q, J
1H), 3.09 - 2.96 (m, 3H), 2.95 - 2.91 (m, 2

1H), 7.59 (d, J =

H), 2.86 - 2.69 (m, 8H), 2.20 - 2.12 (m, 2H), 2.03 - 2.88 (m, 2H), 2.86 -
HPLCODO: 93.7%(220 nm); SFCOO OO

2

O Ooogoogoodg

O

O

.70 (m, 4H), 1.51 - 1.45 (m, 1H);
[

100%
goooaoaad

0000000000000 00((00000D0000)0000)000(((0)000 (
o(o0,0,0,0000000000,0000000000000)0000)00000

00000000 D0)00O000(OO0)
Dooo

F
F
F
F
0] @]
1 |
N N AN
~ N - J\N OH
| H
=

unbooooboobooboooboooobooobobboooboobooboooboooboboao
oooooooooooooooooooobobobobobobobooboOboOooooOoDboboo

goooad

O0O00D0O0O0O0O0YH NMR (400 MHz, CDCl3g) & 10.6 (s, 1H), 10.04 (br s,

1H), 7.49 (s, 1H), 7.29 (d, J = 10 Hz,

0

2H), 1.90 - 1.79 (m, 6H); LC-MS: (M+H)™:

1H), 7.20 (d, J

7.2 Hz, 1H), 7.1

(d, J = 8.4 Hz, 1H), 6.23 (d, J = 7.2 Hz, 1H), 5.55 - 5.52 (m, 1H), 3.39
(t, J = 5.20 Hz, 2H), 3.02 (s, 2H), 2.91 - 2.86 (m, 3H), 2.67 (t, J = 6.0
Hz, 4H), 2.56 - 2.51 (m, 1H), 2.48 - 2.43 (m, 3H), 2.01 (d, J = 12.4 Hz,

m), SFCOODODDO: 100%

O

ooooad

537.3; HPLCO O: 100%(220 n
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000000000 YH NMR (400 MHz, CDClg) & 9.20 (br s, 1H), 7.60 (s, 1
H), 7.46 - 7.30 (m, 1H), 7.24 (s, 1H), 7.11 (d, J = 8 Hz, 1H), 6.33 (d, J

= 7.2 Hz, 1H), 5.41 (s, 1H), 3.49 - 3.37 (m, 2H), 3.29 - 3.00 (m, 2H), 2.
92 - 2.84 (m, 5H), 2.77 - 2.49 (m, 5H), 2.42 - 2.30 (br s, 1H), 2.20 - 1.
65 (m, 3H), 1.86 (t, J = 5.2 Hz, 3H), 1.75 (s, 2H); LC-MS: (M+H)*: 537.7
S SFCOOOOO: 100%

Oooo0oo

0000000000000 00000)00D0((O0)000(0O(0,0,0,00000

0O0C0O00,0000000000000)0000)000000000000000)0
oooo(oo0o)

00000
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0000000000000 00C0O0O0000O0OO0O0O00O0DOoOO0O0ONONDoooOoooan
000000000000 00000000000000000000000000
Ooooo0oo

00O0O0O0O0O000LH NMR (400 MHz, DMSO-dg) & 8.65 - 8.63 (m, 1H), 7.
36 (t, J = 7.6 Hz, 2H), 7.30 (t, J = 7.6 Hz, 1H), 7.13 (t, J = 7.6 Hz, 1H),
7.06 (d, J = 7.6 Hz, 2H), 6.99 - 6.95 (m, 3H), 6.84 (d, J = 7.6 Hz, 1H),
5.16 - 5.11 (m, 1H), 3.26 - 3.22 (m, 4H), 2.64 - 2.56 (m, 4H), 2.46 - 2.
41 (m, 3H), 2.33 - 2.29 (m, 2H), 2.23 (t, J = 7.2 Hz, 2H), 2.08 - 1.95 (
m, 2H), 1.79 - 1.66 (m, 4H), 1.59 - 1.58 (m, 2H); LC-MS (M+H)*: 543.4
oooooo

000000000 YH NMR (400 MHz, DMSO-dg) & 8.75 (brs, 1H), 7.39 (t,
J =8.0 Hz, 2H), 7.32 (t, J = 8.0 Hz, 1H), 7.14 (d, J = 7.6 Hz, 1H), 7.12
- 7.08 (m, 2H), 7.01 - 6.98 (m, 3H), 6.84 (d, J = 8.0 Hz, 1H), 6.40 (brs,
1H), 5.15 - 5.13 (m, 1H), 3.33 - 3.25 (m, 4H), 3.06 - 2.96 (m, 3H), 2.91
- 2.79 (m, 2H), 2.68 - 2.63 (m, 4H), 2.57 - 2.54 (m, 2H), 2.01 (brs, 2H),

1.87 - 1.75 (m, 5H), 1.52 - 1.49 (m, 1H); LC-MS (M+H)*: 543.4
oooooao
0o0o0o0o0ooo(ooooooooooDoDoDDoDDoDDoDoDDoDo)DOoO0((OD)ODOO(@Od(
o,0,0, 0000000000, 0000000000 oOoOo)yb0oo)y0oooco0OaO
0o0o0DOo0o0oDoDOoOo)yOoooooboDo@ooao)
oooaga
OH
HCI (‘3 @) |
= N ,.\\J\N O
| H
N
NH

210

0000000000000 000000000000O000YH NMR (400 MHz, D
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MSO-dg) & 14.1 (brs, 1H), 10.9 - 10.7 (m, 1H), 8.79 - 8.75 (m, 1H), 8.0
9 - 7.99 (m, 1H), 7.62 (t, J = 8.0 Hz, 1H), 7.16 (d, J = 8.0 Hz, 1H,), 6.9
7 -6.89 (m, 1H), 6.83 - 6.76 (m, 1H), 6.69 - 6.60 (m, 1H), 5.52 - 5.44
(m, 1H), 3.71 - 3.70 (m, 3H), 3.42 - 3.34 (m, 6H), 3.24 - 3.15 (m, 1H),
3.09 - 2.98 (m, 2H), 2.93 - 2.2.86 (m, 2H), 2.77 - 2.71 (m, 4H), 2.67 -
2.59 (m, 1H), 2.20 - 2.07 (m, 2H), 1.97 - 1.90 (m, 1H), 1.86 - 1.81 (m,
2H), 1.55 - 1.42 (m, 1H), 1.23 (s, 2H), 1.18 (d, J = 8.0 Hz, 6H); LC-MS
(M+H)*: 523.2

Oooooo
000D00000(0,0000000000000000000)000(0)000 (0
o(o0,0,0,0000000000,0000000000000)0000)000000
00O0D0O0D0000)00000(0O00)

Doooo
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gooooad

000000000 LH NMR (400 MHz, DMSO-dg) & 8.53 - 8.42 (m, 1H), 7.
10 - 7.01 (m, 4H), 6.57 - 6.51 (m, 1H), 6.47 (d, J = 7.2 Hz, 1H), 5.21 -
5.16 (m, 1H), 3.24 - 3.22 (m, 2H), 2.93 - 2.81 (m, 5H), 2.69 - 2.66 (m,
1H), 2.62 - 2.56 (m, 5H), 2.33 - 2.32 (m, 2H), 2.29 - 2.24 (m, 2H), 2.03
-1.92 (m, 4H), 1.77 - 1.66 (m, 4H), 1.64 - 1.54 (m, 2H), 1.26 - 1.24 (m,
3H): LC-MS (M+H)*: 419.5

oooooao

000000000 YH NMR (400 MHz, DMSO-dg) 8 8.72 (d, J = 8.0 Hz, 1H)
, 7.18 - 7.05 (m, 4H), 6.34 (d, J = 6.4 Hz, 1H), 5.26 - 5.19 (m, 1H), 3.2
51 - 3.20 (m, 2H), 3.04 - 2.96 (m, 3H), 2.94 - 2.79 (m, 8H), 2.64 - 2.60
(m, 4H), 2.03 - 1.96 (m, 4H), 1.84 - 1.71 (m, 4H), 1.59 - 1.44 (m, 2H),
1.26 - 1.24 (m, 3H); LC-MS (M+H)*: 419.5

ooooodd
gooooooo((o)yooo(bo(o,0,0,0000DO0O0CODODODO,D00DO0OO00O00O0O0O
oooo)booo)yooooooDoooDoDOoooDooOo)yYooo(o,0,0,00o0O0O0O0O00
000000000 D0)0O0O00O0(0D0O0)
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Ooooo0oo

000000000 H NMR: (400 MHz, DMSO-dg) & 8.52 (s, 1H), 7.13 (d, J
= 2.4 Hz, 1H), 7.02 (d, J = 6.4 Hz, 2H), 6.90 (d, J = 6.4 Hz, 1H), 6.51 (
s, 1H), 6.24 (d, J = 6.8 Hz, 1H), 5.33 (d, J = 5.6 Hz, 1H), 3.30 - 3.19 (
m, 3H), 2.90 - 2.80 (m, 1H), 2.75 - 2.55 (m, 7H), 2.44 - 2.38 (m, 1H), 2
.35 - 2.20 (m, 3H), 2.08 - 1.90 (m, 2H), 1.80 - 1.60 (m, 8H), 1.59 - 1.5
0O (m, 1H), 1.48 - 1.25 (m, 2H), 1.15 - 1.10 (m, 3H): LC-MS (M+H)*: 505.5
oooooo

000000000 H NMR: (400 MHz, DMSO-dg) 8 7.52 (d, J = 7.6 Hz, 1H)
, 7.12 - 7.01 (m, 2H), 6.92 (d, J = 7.2 Hz, 1H), 6.58 (d, J = 7.2 Hz, 1H),
5.33 (t, J = 6.4 Hz, 1H), 3.37 - 3.33 (m, 2H), 3.31 - 3.26 (m, 1H), 3.07
- 3.01 (m, 2H), 2.93 - 2.84 (m, 1H), 2.82 - 2.73 (m, 2H), 2.73 - 2.61 (m,
7H), 2.60 - 2.56 (m, 2H), 2.06 - 1.93 (m, 2H), 1.85 - 1.57 (m, 9H), 1.53
- 1.35 (m, 1H), 1.22 - 1.12 (m, 2H); LC-MS (M+H)*: 505.5

ODooo0oo

000000000, 00000000000 000000)0000)000 (00 (0
,0,0,0000000000,0000000000000)0000)00000000
000D0000)0000D0O000(0O00)

ooo0O

H |
N | Na N ‘J\u OH
. HCl

000000000000 0000000000000000H NMR (400 MHz, D
MSO-dg) & 14.3 (br s, 1H), 10.9 (br s, 1H), 8.68 (s, 1H), 8.06 (s, 1H),
7.65 - 7.57 (m, 1H), 7.16 (d, J = 9.2 Hz, 1H), 7.01 (t, J = 6.4 Hz, 1H),
6.71 - 6.61 (m, 2H), 5.15 - 5.00 (m, 1H), 4.48 (t, J = 8.8 Hz, 2H), 3.62
- 3.56 (m, 1H), 3.18 - 2.98 (m, 5H), 2.93 - 2.84 (m, 2H), 2.81 - 2.69 (m,
5H), 2.68- 2.56 (m, 2H), 2.48 - 2.40 (m, 2H), 2.20 - 2.07 (m, 2H), 1.96
- 1.74 (m, 5H), 1.52 - 1.25 (m, 1H); LC-MS (M+H)*: 493.3
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Dooo0oo
000D000(0)000(0O00[0][0,0]00000000000)0000)000(
oo(o,0,0,0000000000,0000000000000)0000)00000
000000000 0)00O000(OOO0)

gooogad
/0
O
q e
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214

000000000000 0000D000000000000H NMR (400 MHz, C
DCl3) & 10.7 (br s, 1H), 9.62 (br s, 1H), 7.20 (d, J = 7.2 Hz, 1H), 6.92
(d, J = 1.6 Hz, 1H), 6.86 (dd, J1 = 8.0 Hz, Jo» = 1.2 Hz, 1H), 6.70 (d, J =
8.4 Hz, 1H), 6.24 (d, J = 7.2 Hz, 1H), 5.88 - 5.87 (m, 2H), 5.36 (br s, 1
H), 3.41 (t, J = 5.6 Hz, 2H), 2.93 - 2.89 (m, 4H), 2.79 (d, J = 4.4 Hz, 2
H), 2.69 (t, J = 6.0 Hz, 4H), 2.56 - 2.55 (m, 2H), 2.40 - 2.38 (m, 1H), 1
.90 -1.86 (m,5H), 1.82-1.79 (m, 1H), 1.67 (brs, 2H); LC-MS (M+H)*: 495 .4
oooooo

0000000000000 O0D0000OD0)0O0O0D)0D0DO0O(0O(0,0,0,0000
000D000,0000000000000)0000)000000000000000)
ooooo(ooo)

oDoooao
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oooo0oo

000000000 YH NMR (400 MHz, DMSO-dg) & 14.18 (s, 1H), 10.96 (s,
1H), 9.03 (d, J = 8.0 Hz, 1H), 8.93 (d, J = 3.6 Hz, 2H), 8.06 - 8.03 (m,
1H), 7.96 (s, 1H), 7.86 - 7.84 (m, 1H), 7.62 (d, J = 7.2 Hz, 1H), 6.68 (d,
J =7.2 Hz, 1H), 5.39 - 5.37 (m, 1H), 3.49 - 3.43 (m, 4H), 3.04 - 2.85 (
m, 4H), 2.83 - 2.75 (m, 4H), 2.73 - 2.72 (m, 4H), 2.18 - 2.11 (m, 2H), 1
.99 - 1.93 (m, 2H), 1.83 - 1.80 (m, 3H); LC-MS (M+H)*: 503.4
Dooo0oo

000000000 H NMR (400 MHz, DMSO-dg) & 14.12 (s, 1H), 10.80 (s,
1H), 9.01 - 8.99 (m, 1H), 8.94 - 8.93 (m, 2H), 8.09 - 8.07 (m, 1H), 8.00
(s, 1H), 7.88 - 7.86 (m, 1H), 7.60 (d, J = 7.2 Hz, 1H), 6.65 (d, J = 7.2 H
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z, 1H), 5.38 (g, J = 8.0 Hz, 1H), 3.47 - 3.42 (m, 4H), 3.03 (m, 2H), 2.85
- 2.74 (m, 6H), 2.73 - 2.72 (m, 4H), 2.12 - 2.09 (m, 2H), 1.99 - 1.92 (m,
2H), 1.81 - 1.79 (m, 3H); LC-MS (M+H)*: 503.4

Dooooao
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000000000 YH NMR (400 MHz, DMSO-dg) & 7.04 (t, J = 7.6 Hz, 1H),
6.84 (d, J = 7.6 Hz, 1H), 6.62 (dd, J1 = 8.4 Hz, Jp = 1.2 Hz, 1H), 6.52 (
s, 2H), 5.28 (q, J = 7.2 Hz, 1H), 4.12 - 3.97 (m, 2H), 3.07 - 3.00 (m, 3H
), 2.95 - 2.86 (m, 3H), 2.84 - 2.78 (m, 2H), 2.73 - 2.65 (m, 4H), 2.60 (d
,J = 7.2 Hz, 2H), 2.34 - 2.31 (m, 1H), 2.06 - 1.84 (m, 6H), 1.83 - 1.74
(m, 4H), 1.24 - 1.22 (m, 2H); LC-MS (M+H)*: 507.5

oooooo

000000000 YH NMR (400MHz, DMSO-dg) 8 8.78 - 8.70 (m, 1H), 7.0
5 (t, J = 7.6 Hz, 1H), 6.88 (d, J = 7.6 Hz, 1H), 6.62 (dd, J = 8.0 Hz, 1H),
6.52 (s, 2H), 5.39 - 5.20 (m, 1H), 4.12 - 3.97 (m, 2H), 3.06 - 2.97 (m,
3H), 2.94 - 2.82 (m, 4H), 2.80 - 2.71 (m, 2H), 2.69 - 2.57 (m, 5H), 2.34
- 2.30 (m, 1H), 2.04 - 1.85 (m, 6H), 1.84 - 1.74 (m, 4H), 1.28 - 1.20 (m,
2H); LC-MS (M+H)*: 507.5
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00000000000 00000000000000000H NMR (400 MHz, D
MSO-dg) & 14.3 - 14.1 (m, 1H), 8.71 (s, 1H), 8.02 (s, 1H), 7.65 - 7.53
(m, 1H), 7.17 - 7.06 (m, 1H), 6.82 - 6.58 (m, 3H), 5.15 - 5.01 (m, 1H),
4.49 (t, J = 8.4 Hz, 2H), 3.47 - 3.40 (m, 4H), 3.18 - 2.97 (m, 5H), 2.95
- 2.85 (m, 2H), 2.80 - 2.67 (m, 4H), 2.66- 2.56 (m, 2H), 2.22 - 2.08 (m,
2H), 1.93 - 1.76 (m, 4H), 1.52 - 1.20 (m, 2H); LC-MS (M+H)*: 493.2
Oooo0oo

00000000000 ([0][0,0]00000000000)000(0)000(00(
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Ooooaoao
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0000000000000 00D00000000000001H NMR (400 MHz, D
MSO-dg) & 11.23 (br s, 1H), 10.95 (s, 1H), 8.74 (d, J = 7.6 Hz, 1H), 8.

06 (s, 1H), 7.62 (d, J = 7.2 Hz, 1H), 6.80 - 6.75 (m, 3H), 6.68 (d, J = 7.
2 Hz, 1H), 6.00 (d, J = 9.2 Hz, 1H), 5.28 - 5.22 (m, 1H), 3.42 - 3.37 (m,
4H), 3.05 (br s, 2H), 2.98 - 2.88 (m, 2H), 2.81 - 2.68 (m, 5H), 2.66 - 2.
62 (m, 2H), 2.18 - 2.08 (m, 2H), 2.00 - 1.91 (m, 2H), 1.82 - 1.74 (m, 3

H), 1.39 - 1.29 (m, 1H); LC-MS (M+H)*: 495.2

ooooodd

00000000 (0,00000000000000000)000(0)00O0(00(O

, 0,0, 000000000, 0000 b0o00bo0o0obo0oOo)yb00bD)y booDoOoOoDbDOO
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000000000000 0000D000000000000H NMR (400MHz,DM
SO-dg) & 10.66 - 10.50 (m, 1H), 8.77 - 8.73 (m, 1H), 7.99 (br s, 1H), 7
.60 (t, J = 6.4 Hz, 1H), 7.08 - 7.03 (m, 1H), 6.78 (t, J = 8.4 Hz, 1H), 6.
67 - 6.60 (m ,2H), 5.09 (q, J = 7.6 Hz, 1H), 4.50 (t, J = 8.8 Hz, 1H), 3.
41 - 3.40 (m, 4H), 3.23 - 3.16 (m, 3H), 3.05 - 3.01 (m, 2H), 2.88 - 2.82
(m, 2H), 2.73 - 2.63 (m, 6H), 2.10 - 2.08 (m, 2H), 1.93 - 1.75 (m, 5H),
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1.47 - 1.25 (m, 1H): LC-MS (M+H)*: 493.2
gooogoao
0000D00(0)000(0,0000000000)000(0)000(00(0,0,0,0
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000)00O00O0(000)
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0000000000000 000000000000000H NMR (400 MHz, C
DCl3) & 10.60 (br s, 1H), 9.93 (br s, 1H), 7.28 (d, J = 1.6 Hz, 2H), 7.19
(d, J = 6.0 Hz, 1H), 7.13 (d, J = 2.0 Hz, 1H), 6.25 (d, J = 7.6 Hz, 1H), 5
.43 (br s, 1H), 3.41 (t, J = 5.6 Hz, 2H), 2.99 - 2.95 (m, 3H), 2.83 (t, J =
4.4 Hz, 2H), 2.69 (t, J = 6.0 Hz, 3H), 2.63 - 2.32 (m, 5H), 1.97 - 1.84 (
m, 8H); LC-MS (M+H)*: 519.3
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000000000000 0000000000000000H NMR (400MHz, DM
SO-dg) & 8.57 (br s, 1H), 8.10 - 8.05 (m, 1H), 7.67 - 7.61 (m, 1H), 7.0
7-7.04 (m, 1H), 6.76 - 6.75 (m, 1H), 6.27 (d, J = 6.8 Hz, 1H), 5.22 - 5.
09 (m, 1H), 3.81 (s, 3H), 3.22 (br s, 3H), 2.61 - 2.58 (m, 6H), 2.32 - 2.
26 (m, 7H), 2.05 - 1.98 (m, 1H), 1.74 - 1.38 (m, 7H); LC-MS (M+H)*: 481.2
Dooo0oo
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000000000000 00O000O00000000000H NMR (400 MHz, D
MSO-dg) & 14.11 (br s, 1H), 10.90 - 10.67 (m, 1H), 8.94 - 8.89 (m, 1H)
, 8.00 (br s, 1H), 7.75 - 7.60 (m, 4H), 6.66 (t, J = 8.0 Hz, 1H), 5.22 - 5
.16 (m, 1H), 3.45 - 3.44 (m, 2H), 3.04 (br s, 3H), 2.90 - 2.89 (m, 2H),

2.75 - 2.73 (m, 7H), 2.52 - 2.51 (m, 1H), 2.12 - 2.11 (m, 2H), 1.94 - 1.
81 (m, 5H), 1.46 - 1.34 (m, 1H); LC-MS (M+H)*: 553.3

Dooooao
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000000000000 0000000000000000H NMR (400 MHz, D
MSO-dg) & 8.91 - 8.89 (m, 1H), 8.19 (s, 1H), 8.11 (s, 1H), 8.00 (s, 1H),
7.95 (d, J = 8.4 Hz, 1H), 7.15 (dd, J1 = 35.6 Hz, Jp = 7.2 Hz, 1H), 6.32
(dd, J1 = 18.8 Hz, Jo= 7.2 Hz, 1H), 5.38 - 5.26 (m, 1H), 4.57 - 4.43 (m,
2H), 3.23 (t, J = 5.2 Hz, 2H), 2.75 - 2.59 (m, 7H), 2.47 - 2.42 (m, 4H),
1.74 - 1.37 (m, 8H); LC-MS (M+H)*: 587.7
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(400 MHz, DMSO-ds) § 8.52 (d,J = 7.6 Hz, 1H), 7.11 - 7.07 (m, 2H), 7.02 -
7.00 (m, 1H), 6.68 (s, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 5.11 (q, ] = 8.0 Hz, 1H),
3.23-3.21 (m, 2H), 2.91 (t,] = 7.6 Hz, 2H), 2.62 - 2.57 (m, 4H), 2.43 - 2.26
(m, 6H), 2.12 (s, 1H), 2.05 {t, ] = 7.6 Hz, 2H), 1.75 - 1.68 {m, 4H), 1.57 -
1.41 (m, 5H), 1.24 (s, 1H), 0.92 - 0.89 (m, 2H), 0.78 - 0.77 (m, 2H).

345

(400 MHz, DMSO-dg) 6 14.18 (d, ] = 1.2 Hz, 1H), 11.05 - 10.85 (m, 1H),
8.82-8.70 (m, 1H), 8.10 - 7.94 (m, 1H), 7.67 - 7.57 (m, 1H), 7.30 (d, ] = 6.0
Hz, 1H), 7.18 - 7.10 (m, 2H), 6.97 (d, J = 6.8 Hz, 1H), 6.72 - 6.63 (m, 1H),
5.80 - 5.68 (m, 1H), 2.87 (s, 5H), 2.74 (d, ] = 6.0 Hz, 5H), 2.67 - 2.61 (m,
2H), 2.40 - 2.29 (m, 1H), 2.21 - 2,11 (m, 2H), 2.11 - 1.97 (m, 2H), 1.97 - 1.87
(m, 2H), 1.87 - 1.67 (m, 4H), 1.34 - 1.21 (m, 1H), 0.93 - 0.84 {(m, 2H), 0.81 -
0.69 (m, 1H), 0.64 - 0.53 (m, 1H).

374

(400 MHgz, CDCL;) § 10.77 (s, 1H), 9.58 (d, ] = 9.2 Hz, 1H), 9.19 (s, 1H),
8.11-7.91 (m, 2H), 7.74 - 7.63 (m, 2H), 7.15 (d, ] = 7.2 He, 1H), 6.20 (d, ] =
7.2 Hz, 1H), 5.85 - 5.68 (m, 1H), 5.07 - 4.81 (m, 1H), 3.41 - 3.34 (m, 3H),
3.16 - 3.04 (m, 2H), 3.03 - 2.99 (m, 1H), 2.74 - 2.69 (m, 1H), 2.63 (t, ] = 6.0
Hz, 2H), 2,47 - 2.35 (m, 3H), 2.27 (d, J = 13.6 Hz, 1H), 2.16 (dd, J, = 12.4
Hz, ] = 3.2 Hz, 1H), 2.06 - 1.97 (m, 2H), 1.85 - 1.78 (m, 3H), 1.62 - 1.50 (m,
2H), 1.29 - 1.22 (m, 1H), 0.96 - 0.84 (m, 1H).

(400 MHz, DMSO-dq) 6 9.32 (brs, 1H), 8.47 (brt, ] = 8.0 Hz, 1H), 7.10 -
7.01 (m, 2H), 6.76 - 6.63 (m, 3H), 6.61 - 6.56 (m, 1H), 6.29 - 6.23 (m, 1H),
5.07 (g, ] = 6.8 Hz, 1H), 3.23 (brs, 3H), 2.77 - 2.66 (m, 1H), 2.61 - 2.57 (m,
4H), 2.46 - 2.40 (m, 2H), 2.36 - 2.31 (m, 1H), 2.26 (t, ] = 6.0 Hz, 2H), 2.14 -
1.94 (m, 2H), 1.76 - 1.58 (m, 6H), 1.46 - 1.30 (m, 2H).

412

(400 MHz, DMSO-ds) & 8.50 (d, ] = 8.4 Hz, 1H), 7.21 (t, ] = 8.0 Hz, 1H),
7.06 (d, ] = 7.6 Hz, 1H), 6.90 (d, ] = 7.6 Hz, 1H), 6.72 (s, 1H), 6.68 (br s,
1H), 6.60 (dd, ], = 8.0 Hz, J; = 2.0 Hz, 1H), 6.27 (d, ] = 7.2 Hz, 1H), 5.26 -
5.19 (m, 1H), 5.13 (q, ] = 7.2 Hz, 1H), 4.90 (t, ] = 6.8 Hz, 2H), 4.55 - 4.48
(m, 2H), 3.23 (t, ] = 5.2 Hz, 3H), 2.74 (m, ] = 10.0 Hz, 1H), 2.62 - 2.59 (m,
4H), 2.44 (t, ] = 7.6 Hz, 2H), 2.37 - 2.32 (m, 1H), 2.31 - 2.25 (m, 2H), 2.09
(t,]=9.6 Hz, TH), 1.99 (1, ] = 9.2 Hz, 1H), 1.78 - 1.69 (m, 4H), 1.66 - 1.59
(m, 2H), 1.47 - 1.31 (m, 2H).

413

(400 MHz, DMSO-ds) & 8.89 (d, ] = 2.0 Hz, 1H), 8.80 (d, ] = 6.8 Hz, 1H),
8.19 (d, ] = 2.0 Hz, 1H), 7.99 (d, ] = 8.4 Hz, 1H), 7.93 (d, ] = 8.0 Hz, 1H),
7.75 - 6.68 (m, 1H), 7.59 (t, ] = 7.2 Hz, 1H), 7.06 (d, ] = 7.2 Hz, 1H), 6.95 -
6.80 (m, 1H), 6.27 (d, ] = 7.2 Hz, 1H), 5.36 (q, ] = 7.6 Hz, 1H), 3.22 (1, ] =
5.2 Hz, 2H), 2.82 (d, ] = 6.8 Hz, 2H), 2,74 (d, ] = 10.4 Hz, 1H), 2,63 - 2.53
(m, 3H), 2.46 - 2.38 (m, 3H), 2.35 - 2.25 (m, 2H), 2.23 - 2.14 (m, 1H), 2.07 -
1.97 (m, 1H), 1.80 - 1.57 (m, 6H), 1.50 - 1.28 (m, 2H).
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(400 MHz, DMSO-d;) & 8.52 (d, ] =8.4 Hz, 1H), 7.20 (t, ] = 8.0 Hz, 1H),
7.06 (d, ] = 7.2 Hz, 1H), 6.91 (d, ] = 7.6 Hz, 1H), 6.82 (brs, 1H), 6.74 (s,
1H), 6.60 (dd, ], = 8.0 Hz, J = 2.0 Hz, 1H), 6.27 (d, ] = 7.2 Hz, 1H), 5.26 -
5.18 (m, 1H), 5.13 (q, ] = 8.0 Hz, 1H), 4.90 (, ] =6.8 Hz, 2H), 4.54 - 4.48
(m, 2H), 3.23 (brs, 3H), 2.97 - 2.86 (m, 1H), 2.68 - 2.63 (m, 1H), 2.62 - 2.59
(m, 3H), 2.46 - 2.40 (m, 2H), 2.37 - 2.33 (m, 1H), 2.27 (t, ] = 6.8 Hz, 2H),
2.17 - 2.10 (m, 1H), 2.06 - 1.98 (m, 1H), 1.77 - 1.69 (m, 4H), 1.67 - 1.57 (m,
2H), 1.47 - 1.38 (m, 2H)

(400 MHz, CDCly) § 10.63 - 10.36 (m, 1H), 9.04 - 8.94 (m, 1H), 8.01 (1, ] =
4.0 Hz, 2H), 7.74 - 7.58 (m, 2H), 7.13 (d, ] = 7.2 Hz, 1H), 6.15 (d, ] = 7.2 Hz,
1H), 5.80 - 5.78 (m, 1H), 3.75 - 3.63 (m, 1H), 3.40 - 3.32 (m, 2H), 3.17-3.11
(m, 1H), 2.98 - 2.93 (m, 2H), 2.87 - 2.76 (m, 3H), 2.63 (¢, ] = 6.0 Hz, 2H),
2.53 - 2.37 (m, 4H), 2.07 - 2.01 (m, 1H), 1.96 - 1.95 (m, 1H), 1.84 - 1.81 (m,
2H), 1.69 - 1.65 (m, 2H), 1.26 (s, 1H), 0.89 - 0.87 (m, 1H).

(400 MHz, DMSO-d,) & 8.91 (d, ] = 2.0 Hz, 1H), 8.79 (d, ] = 7.6 Hz, 1H),
8.24 (d,] = 1.6 Hz, 1H), 7.99 (d, ] = 8.4 Hz, 1H), 7.91 (d, ] = 8.4 Hz, 1H),
7.76 - 6.68 (m, 1H), 7.59 (t, ] = 6.8 Hz, 1H), 7.07(d, ] = 7.2 Hz, 1H), 6.27 (d,
J = 7.6 Hz, 1H), 5.37 (q, ] = 7.6 Hz, 1H), 3.21 (brs, 2H), 2.82 (d, ] = 6.8 Hz,
2H), 2.76 - 2.64 (m, 2H), 2.58 (t, ] = 6.0 Hz, 3H), 2.47 - 2.40 (m, 3H), 2.37 -
2.31 (m, 2H), 2.24 - 2.14 (m, 1H), 1.81 - 1.67 (m, 4H), 1.65 - 1.40 (m, 4H).

541

(400 MHz, DMSO-ds) & 8.45 (d, ] = 7.6 Hz, 1H), 7.09 - 7.04 (m, 2H), 7.00 -
6.98 (m, 1H), 6.63 (s, 1H), 6.26 (d, ] = 7.2 Hz, 1H), 5.10 (g, ] = 7.6 Hz, 1H),
3.23 (1, ] = 5.2 Hz, 2H), 2.91 (t, ] = 7.6 Hz, 2H), 2.71 - 2.67 (m, 1H), 2.62 -
2.56 (m,5H), 2.44 - 2.42 (m, 2H), 2.34 - 2.33 (m, 1H), 2.29 - 2.25 (i, 2H),
2.05 (t, ] = 7.6 Hz, 2H), 1.76 - 1.69 (m, 4H), 1.64 - 1.59 (m, 2H), 1.46 - 1.20
(m, 4H), 0.93 - 0.90 (m, 2H), 0.81 - 0.79 (m, 2H).

(400 MHz, DMSO-d,) 8 14.27 - 14.10 (m, 1H), 10.91 - 10.78 (m, 1H), 8.84
-8.73 (m, 1H), 8.01 (s, 1H), 7.61 (d, ] = 7.2 Hz, 1H), 7.39 - 7.30 (m, 1H),
7.20 - 7.10 (m, 2H), 6.98 (d, ] = 7.2 Hz, 1H), 6.69 - 6.62 (m, 1H), 5.81 - 5.70
(m, 1H), 3.07 - 2.84 (m, 5H), 2.77 - 2.52 (m, 8H), 2.21 - 1.89 (m, 6H), 1.89 -
1.73 (m, 4H), 1.52 - 1.37 (m, 1H), 0.95 - 0.86 (m, 2H), 0.77 - 0.70 (m, 1H),
0.62 - 0.54 (m, 1H).
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0000)0000O000O000O00YH NMR (400 MHz, CDClg) & 7.21 (t, J =
7.6 Hz, 1H), 7.06 (d, J = 7.6 Hz, 1H), 7.01 (s, 1H), 6.95 (d, J = 7.6 Hz,
1H), 5.40 (br s, 1H), 5.06 (br s, 1H), 3.63 (s, 3H), 2.86 - 2.78 (m, 2H),

OOoo0oooo
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Oo0oooooogogoooooao

1.92 - 1.87 (m, 1 H), 1.43 (s, 9H), 0.97 - 0.93 (m, 2H)), 0.70 - 0.67 (m,

2H); LC-MS (M+H)*: 320.2; SFCOOOOO: 99.4%
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D00(0)000D000000(0O0O0000000000D0)000000000O0(0
0)ooo
0O00O0O00(0.00000000pmol00.0000)0000(0.00mL)00O00
000000000 (0.00000.00mLOD0.0000)0000000000000
000000000000 0000O0O0O00D00OOO0O00NO0O0OOO0O0O0ONDoOooOoooan
000000000000 0000O0O00000O000000000(000mg0O00a0
pmolD0DD.000000D0D0)I0000000000YH NMR (400 MHz, DMSO
-dg) & 8.68 (s, 3H), 7.28 - 7.22 (m, 3H), 7.11 - 7.08 (m, 1H), 4.53 (d, J
= 3.2 Hz, 1H), 3.56 (s, 3H), 3.47 - 3.36 (m, 2H), 1.95 - 1.87 (m, 1H),
99 - 0.94 (m, 2H), 0.73 - 0.69 (m, 2H)

oooooo

0000000000 (0DO0((0)000(((0)00O0(000D0000O0D0O00D0D0)00
000000000000 000)000000)0000000000)0000)00,
00000000 ,0000000000(00)000000000(00)000
00O0D000(00.0mg0000pmol00.00000000)00000000(00
Omg0OO0O0Opmol0D.0000000)0000(0.00mL)0000000(0O
OmgO0OOOpmol00O0O0plLOD.0000)0000000(00.0Omg0O00Q
molDOOODO.OplLOD.000D0)0D00OO0O0O0DOOOODODODDOOOOODONODOOOO
000000000000 0000D00000(0.00mL) 0000000000 (0.0
OmLx 0)0OOOODODO0OODOOOOOODODOOO(O.0O0mL)0OOCOOOO0QOOQ
000000000000 0000O0O000000000000000.0mg00000
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000]000000000000000)00000000000(00.0mg000.0
pmolDDD.000D0000.0000)000000000000LC-MS (M+H)*:
5.5; SFCOOOODO: 100%
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O0O0O0O0O00LC-MS (M+H)*: 491.1; 1H NMR (400 MHz, DMSO-dg) & 8.72
(s, 1H), 7.91 (s, 1H), 7.60 (d, J = 7.6 Hz, 1H), 7.17 (d, J = 7.6 Hz, 1H),
7.04 (d, J = 7.6 Hz, 1H), 6.99 (s, 1H), 6.92 (d, J = 7.6 Hz, 1H), 6.65 (d,
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J =7.2 Hz, 1H), 5.11 (q, J = 7.6 Hz, 1H), 3.21 - 3.16 (m, 2H), 3.10 - 3.
02 (m, 3H), 2.93 - 2.86 (m, 2H), 2.76 - 2.54 (m, 8H), 2.10 (s, 2H), 1.92
-1.76 (m, 6H), 1.41 - 1.28 (m, 1H), 0.97 - 0.90 (m, 2H), 0.64 - 0.60 (m,
2H):; HPLCO O: 97.7%(215 nm); SFECOOOODO: 100%
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000000000000 00O000O000O000000000O0LC-MS (M+H)*: 54
5.4, 1H NMR (400 MHz, DMSO-dg) & 14.44 (brs, 1H), 11.20 (brs, 1H), 8
.91 (d, J = 8.0 Hz, 1H), 8.12 (brs, 1H), 7.61 (d, J = 3.2 Hz, 1H), 7.46 -
7.40 (m, 2H), 7.36 - 7.30 (m, 2H), 6.68 (d, J = 7.2 Hz, 1H), 6.10 (s, 1H
), 5.23 - 5.17 (m, 1H), 3.42 - 3.38 (m, 4H), 3.04 - 2.89 (m, 4H), 2.83 -
2.67 (m, 7H), 2.54 (m, 1H), 2.28 (s, 3H), 2.18 - 2.12 (m, 5H), 2.00 - 1.
90 (m, 2H), 1.82 - 1.77 (m, 3H); HPLCODO: 92.6%(254 nm); SFCO OO O O
100%
Dooooao
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000000000000 0000000000000000O00LC-MS (M+H)*: 54
5.3; 1H NMR (400 MHz, DMSO-dg) & 14.32 (s, 1H), 11.08 (s, 1H), 8.88
(d, J = 8.0 Hz, 1H), 8.08 (s, 1H), 7.62 (d, J = 7.2 Hz, 1H), 7.48 - 7.44 (
m, 1H), 7.38 - 7.37 (m, 2H), 7.34 (s, 1H), 7.29 - 7.27 (m, 1H), 6.68 (d,
J =7.6 Hz, 1H), 5.22 (q, J = 7.6 Hz, 1H), 3.71 (s, 3H), 3.42 - 3.40 (m,
4H), 3.05 -3.04 (m, 2H), 2.97 - 2.90 (m, 2H), 2.76 - 2.73 (m, 7H), 2.19
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- 2.12 (m, 2H), 1.96 (s, 3H), 1.92 - 1.76 (m, 5H), 1.34 - 1.31 (m, 1H);
HPLCODO: 93.7%, (220nm); SFCOOODOO: 100%
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000000000000 000000000000000000H NMR (400 MHz
, DMSO-dg) & 8.59 (s, 1H), 7.09 - 7.04 (m, 2H), 6.51 (d, J = 7.6 Hz, 1H
), 6.45 (s, 1H), 6.37 (dd, J = 8.0 Hz, J = 2.0 Hz, 1H), 6.28 (d, J = 7.6 H
z, 1H), 5.13 - 5.07 (m, 1H), 3.23 (t, J = 4.8 Hz, 4H), 3.18 (t, J = 7.6 Hz,
4H), 2.67 - 2.66 (m, 1H), 2.63 - 2.59 (m, 4H), 2.52 - 2.51 (m, 2H), 2.47
- 2.45 (m, 4H), 1.94 - 1.92 (m, 6H), 1.76 - 1.70 (m, 4H), 1.44 - 1.14 (m,
2H); LC-MS (M+H)*: 520.4; HPLCO O: 97.5%(220 nm); SFCOO OO O: 100%
Ooooo0oo
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0000000000000 000O00D0D0O00D0D0D0D0O000D0YH NMR (400 MHz
, CDCl3) & 10.66 (br s, 1H), 9.79 (br s, 1H), 7.128 - 7.11 (m, 2H), 7.01
(s, 1H), 6.93 (d, J = 7.6 Hz, 1H), 6.70 (dd, J1 = 8.0 Hz, Jo = 2.0 Hz, 1H
), 6.19 (d, J = 7.2 Hz, 1H), 5.47 - 5.45 (m, 1H), 3.40 - 3.39 (m, 2H), 3.
17 (t, J = 4.4 Hz, 4H), 2.89 - 2.80 (m, 5H), 2.67 - 2.60 (m, 4H), 2.56 (t,
J = 4.8 Hz, 4H), 2.52 - 2.37 (m, 3H), 2.35 (s, 3H), 2.33 - 2.28 (m, 1H),
1.88 - 1.79 (m, 6H), 1.59 - 1.56 (m, 2H); LC-MS (M+H)*: 549.5; HPLCO
0: 96.6%, (220nm); SFCOOOODO: 100%
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000000000000 0000D00000000000000O0H NMR (400 MHz
, DMSO-dg) & 14.22 (s, 1H), 11.05 (s, 1H), 8.73 (d, J = 8.4 Hz, 1H), 8.0
4 (s, 1H), 7.62 (d, J = 7.2 Hz, 1H), 7.18 (t, J = 8.0 Hz, 1H), 6.98 (s, 1H
), 6.89 (d, J = 8.0 Hz, 1H), 6.80 (d, J = 7.6 Hz, 1H), 6.68 (d, J = 7.2 Hz,
1H), 5.15 - 5.09 (m, 1H), 3.76 (t, J = 4.8 Hz ,4H), 3.12 (s, 4H), 3.04 -
2.91 (m, 6H), 2.79 - 2.63 (m, 9H), 2.16 - 2.14 (m, 2H), 1.93 - 1.80 (m,
6H); LC-MS (M+H)*: 536.6
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000000000000 0000D00000000000000H NMR (400 MHz
, CDCl3) & 10.70 (br s, 1H), 9.79 (br s, 1H), 7.17 (d, J = 7.2 Hz, 1H), 7
.10 (t, J = 7.6 Hz, 1H), 6.97 (s, 1H), 6.86 (d, J = 7.6 Hz, 1H), 6.68 (dd,
J1 = 8.0 Hz, Jo = 2.0 Hz, 1H), 6.19 (d, J = 7.2 Hz, 1H), 5.48 - 5.45 (m,
1H), 3.40 - 3.39 (m, 2H), 3.02 - 2.99 (m, 2H), 2.89 - 2.85 (m, 5H), 2.73
(d, J = 4.4 Hz, 2H), 2.67 - 2.40 (m, 7H), 2.34 - 2.29 (m, 1H), 1.88 - 1.8
0O (m, 6H), 1.78 - 1.64 (m, 4H), 1.32 - 1.29 (m, 2H), 0.96 (s, 6H); LC-MS
(M+H)*: 562.2
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000000000000 000000000000000000H NMR (400 MHz
, DMSO-dg) & 14.4 - 14.1 (m, 1H), 11.2 - 10.9 (m, 1H), 8.77 (d, J = 7.2
Hz, 1H), 8.06 (s, 1H), 7.26 (d, J = 7.2 Hz, 1H), 7.23 - 7.15 (m, 2H), 7.1
2 -7.06 (m, 2H), 6.67 (d, J = 7.2 Hz, 1H), 5.20 - 5.07 (m, 1H), 3.46 - 3
.42 (m, 3H), 3.13 - 2.84 (m, 6H), 2.83 - 2.60 (m, 7H), 2.21 - 2.10 (m, 2
H), 2.04 - 1.88 (m, 4H), 1.86 - 1.70 (m, 5H), 1.68 - 1.58 (m, 2H), 1.56 -
1.44 (m, 2H), 1.43 - 1.25 (m, 1H); LC-MS (M+H)*: 519.4
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0000000000000 00000000000000000H NMR (400 MHz

, DMSO-dg) & 14.3 - 14.1 (m, 1H), 11.1 - 10.8 (m,
Hz, 1H), 8.67 (s, 1H), 8.06 (s, 1H), 7.77 (s,
H), 7.46 (t, J = 7.6 Hz, 1H), 7.40 - 7.30 (m,

1H), 8.86 (d, J = 8.0
1H), 7.62 (d, J = 7.2 Hz, 1
1H), 6.68 (d, J = 7.2 Hz, 1

H), 5.25 - 5.10 (m, 1H), 4.62 - 4.47 (m, 1H), 3.40 - 3.34 (m, 8H), 3.12 -
3.01 (m, 3H), 3.00 - 2.87 (m, 3H), 2.82 - 2.65 (m, 6H), 2.22 - 2.09 (m,
2H), 2.03 - 1.77 (m, 9H), 1.68 - 1.59 (m, 2H), 1.40 - 1.22 (m, 1H); LC-

MS (M+H)*: 534.4
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gooaoao
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000000000000 000000000000000000H NMR (400 MHz
, DMSO-dg) & 14.24 (br s, 1H), 10.92 - 10.82 (m, 1H), 8.66 (d, J = 6.4
Hz, 1H), 8.38 (d, J = 12.0 Hz, 1H), 8.06 (br s, 1H), 7.77 (dd, J1 = 7.2 H
z, J»p = 5.6 Hz, 2H), 7.63 - 7.50 (m, 2H), 7.48 (t, J = 8.0 Hz, 2H), 7.29 (
m, 1H), 6.67 (t, J = 8.0 Hz, 1H), 5.21 (dd, J1 = 7.2 Hz, Jo = 4.4 Hz, 1H),
3.29 (m, 2H), 3.06 (br s, 2H), 2.79 (m, 10H), 2.14 (s, 2H), 1.91 - 1.80 (
m, 5H), 1.44 - 1.41 (m, 1H); LC-MS (M+H)*: 517.3
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000000(0)00O0(0D0(0,00000000000)0000)0000)000
(00(0,0,0,0000000000,0000000000000)0000)0000
00000000000 )0000O0(0O00)

Oooooo
B3
| H
_ N N OH
ﬁ N
0 0

234

000000000000 000000000000000000H NMR (400 MHz
, DMSO-dg) & 8.50 (d, J = 8.0 Hz, 1H), 7.12 (t, J = 8.0 Hz, 1H), 7.05 (d,
J =7.6 Hz, 1H), 6.85 (s, 1H), 6.78 - 6.64 (m, 2H), 6.264 (s, 1H), 6.26 (
d,J = 7.2 Hz, 1H), 5.14 - 5.06 (m, 1H), 3.72 (t, J = 4.2 Hz, 2H), 3.23 (t,
J = 4.2 Hz, 2H), 3.00 (t, J = 4.2 Hz, 2H), 2.89 (s, 2H), 2.73 - 2.70 (m, 1
H), 2.62 - 2.58 (m ,5H), 2.45 - 2.41 (m, 2H), 2.38 - 2.36 (m, 1H), 2.29 -
2.25 (m, 2H), 2.12 - 2.07 (m, 2H), 1.77 - 1.67 (m, 4H), 1.64 - 1.61 (m,
2H), 1.47 - 1.29 (m, 2H), 1.23 - 1.21 (m, 6H); LC-MS (M+H)*: 564.5
000000
0O00O000(0)000(00(0,00000000000)0000)0000)000
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000000000000 000000000000000000H NMR (400 MHz
, DMSO-dg) & 8.54 (d, J = 8.4 Hz, 1H), 7.19 (t, J = 7.6 Hz, 1H), 7.07 -
6.97 (m, 4H), 6.71 (br s, 1H), 6.27 (d, J = 7.2 Hz, 1H), 5.16 - 5.11 (m,
1H), 3.68 (t, J = 4.8 Hz, 2H), 3.38 (s, 2H), 3.23 (t, J = 5.2 Hz, 2H), 3.0
0 -2.99 (m, 2H), 2.72 (d, J = 9.6 Hz, 1H), 2.62 - 2.59 (m, 5H), 2.44 (t,
J = 8.0 Hz, 2H), 2.38 - 2.33 (m, 1H), 2.28 - 2.26 (m, 2H), 2.12 - 2.07 (
m, 1H), 2.02 - 1.97 (m, 1H), 1.75 - 1.61 (m, 6H), 1.44 - 1.36 (m, 2H), O
.92 (d, J = 2.0 Hz, 6H); LC-MS (M+H)*: 564.1
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0000000000000 00000000000000000H NMR (400 MHz
, CDCl3) & 10.71 (s, 1H), 9.82 (br s, 1H), 7.19-7.12 (m, 2H), 6.98 - 6.9
5 (m, 2H), 6.70 (dd, J; = 8.0 Hz, J» = 6.0 Hz, 1H), 6.20 (d, J = 7.2 Hz,
1H), 5.49 - 5.46 (m, 1H), 3.78 - 3.74 (m, 2H), 3.41 - 3.39 (m, 4H), 2.88
-2.81 (m, 5H), 2.68 - 2.31 (m, 10H), 1.88 - 1.77 (m, 6H), 1.59 - 1.55 (
m, 2H), 1.21 (dd, J1 = 6.4 Hz, Jo = 4.4 Hz, 6H); LC-MS (M+H)*: 564.1
oooooao
000D000(0)000(00(0,0000000000000000)0000)000(
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000000000000 000000000000000000H NMR (400 MHz
, CDCl3) & 10.69 (s, 1H), 9.80 (s, 1H), 7.17 (d, J = 7.6 Hz, 1H), 7.12 (t,
J=7.6 Hz, 1H), 7.02 (s, 1H), 6.89 (d, J = 7.2 Hz, 1H), 6.73 (d, J = 8.0
Hz, 1H), 6.19 (d, J = 7.2 Hz, 1H), 5.49 - 5.47 (m, 1H), 3.40 - 3.39 (m, 2
H), 3.09 (t, J = 5.6 Hz, 4H), 2.89 - 2.85 (m, 5H), 2.67 - 2.63 (m, 3H), 2
.54 (br s, 1H), 2.44 - 2.29 (m, 4H), 1.92 - 1.85 (m, 6H), 1.66 - 1.55 (m,
2H), 1.47 (t, J = 5.6 Hz, 4H), 0.95 (s, 6H); LC-MS (M+H)*: 562.5
Dooooao
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D((O0)0o0O0(0OoO(0,0,0,0000000000,0000000000000)00
00)000D000000O000O0O00)DO000O0(00O0)
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000000000000 00O000000000000000O0H NMR (400 MHz
, CDCl3) & 10.58 (s, 1H), 9.99 (br s, 1H), 7.75 - 7.72 (m, 2H), 7.43 - 7.
41 (m, 1H), 7.30 - 7.29 (m, 2H), 7.14 (d, J = 7.2 Hz, 1H), 6.17 - 6.15 (
m, 2H), 5.58 - 5.56 (m, 1H), 3.36 - 3.34 (m, 2H), 2.97 - 2.86 (m, 5H), 2
.67 - 2.61 (m, 3H), 2.50 - 2.48 (m, 2H), 2.43 - 2.39 (m, 1H), 2.33 - 2.3
0O (m, 4H), 1.83 - 1.79 (m, 7H), 1.61-1.58 (m, 2H); LC-MS (M+H)*: 531.0
oooo0oo
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gooaoao
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000000000000 000000000000000000H NMR (400 MHz
, DMSO-dg) & 8.65 (d, J = 8.4 Hz, 1H), 7.58 (s, 1H), 7.51 - 7.48 (m, 1H
), 7.27 (t, J = 8.0 Hz, 1H), 7.05 (d, J = 7.2 Hz, 2H), 6.69 (s, 1H), 6.26 (
d, J = 7.6 Hz, 1H), 5.17 - 5.11 (m, 1H), 3.79 (t, J = 6.8 Hz, 2H), 3.38 -
3.37 (m, 1H), 3.23 (t, J = 5.4 Hz, 2H), 2.71 - 2.65 (m, 2H), 2.61 - 2.58
(m, 4H), 2.49 - 2.41 (m, 4H), 2.29 - 2.21 (m, 2H), 2.15 - 2.00 (m, 4H),
1.76 - 1.67 (m, 4H), 1.64 - 1.62 (m, 2H), 1.47 - 1.31 (m, 2H); LC-MS (M
+H)*: 534.1

Do0oooao
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00000000000 00000000000000002H NMR (400 MHz, DM
SO-dg) & 14.00 (s, 1H), 10.72 (s, 1H), 8.80 (d, J = 8.0 Hz, 1H), 7.95 (s,
1H), 7.64 - 7.60 (m, 4H), 7.54 - 7.46 (m, 3H), 7.43 - 7.37 (m, 2H), 7.29
(d, J = 7.2 Hz, 1H), 6.68 (d, J = 8.0 Hz, 1H), 5.25 - 5.22 (m, 1H), 3.06 (
br s, 3H), 2.93 (d, J = 8.8 Hz, 2H), 2.83 - 2.67 (m, 10H), 2.14 - 2.12 (m
, 2H), 1.96 - 1.82 (m, 6H); LC-MS (M+H)*: 527.3

Dooooao
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000000000 H NMR (400MHz, DMSO-dg) 8 8.56 (d, J = 8.0 Hz, 1H),
7.10 - 7.05 (m, 2H), 6.58 - 6.50 (m, 4H), 6.28 (d, J = 7.2 Hz, 1H), 5.14
- 5.08 (m, 1H), 3.97 - 3.90 (m, 5H), 3.64 - 3.62 (m, 2H), 3.28 - 3.22 (m,
3H), 2.99 (br s, 2H), 2.63 - 2.61 (m, 6H), 2.46 - 2.44 (m, 3H), 2.03 - 1.
97 (m, 1H), 1.91 - 1.85 (m, 4H), 1.75 - 1.66 (m, 6H), 1.42 - 1.40 (m, 1
H); LC-MS (M+H)*: 562.5

oooooo

000000000 H NMR (400MHz, DMSO-dg) 8 8.52 (d, J = 8.0 Hz, 1H),
7.10 - 7.05 (m, 2H), 6.57 - 6.50 (m, 4H), 6.28 (d, J = 7.2 Hz, 1H), 5.13
- 5.08 (m, 1H), 3.96 - 3.90 (m, 5H), 3.63- 3.61 (m, 2H), 3.28 - 3.22 (m,
4H), 2.92 (brs, 1H), 2.62 - 2.59 (m, 5H), 2.47 - 2.43 (m, 4H), 2.01 - 1.
97 (m, 1H), 1.91- 1.66 (m, 11H), 1.41 - 1.38 (m, 1H); LC-MS (M+H)*: 562.5
Oooooo
0Doo0o0O00(0)00D0OD)DO0O0(O0O0(0,0,0,0000000000,000000
0O0O0O0O00D0)0D0O0O0)000O000D0O0OO0O0O0O0D0O0O0)00O(0O0(0,0,0,00
0000000000 0)0000)0000O0(0O00)

Ooo0ogano
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000000000000 000C000000000000000H NMR (400 MHz
, DMSO-dg) & 8.50 (d, J = 8.0 Hz, 1H), 7.13 (t, J = 8.0 Hz, 1H), 7.05 (d,
J =7.2 Hz, 1H), 6.83 (s, 1H), 6.75 - 6.69 (m, 3H), 6.26 (d, J = 7.2 Hz,
1H), 5.15 - 5.09 (m, 1H), 3.23 (t, J = 4.8 Hz, 2H), 2.95 (s, 4H), 2.73 -
2.71 (m, 1H), 2.62 - 2.58 (m, 5H), 2.44 (t, J = 7.2 Hz, 2H), 2.39 - 2.34
(m, 1H), 2.27 - 2.26 (m, 2H), 2.12 - 1.96 (m, 2H), 1.75 - 1.71 (m, 4H),
1.65-1.62 (m, 2H), 1.46 - 1.34 (m, 2H), 1.20 (s, 12H); LC-MS (M+H)*: 592.2
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000000000000 000C000000000000000H NMR (400 MHz
, CDCl3) & 10.72 (br s, 1H), 9.81 (br s, 1H), 7.16-7.14 (m, 2H), 6.96 -
6.92 (m, 2H), 6.67 (d, J = 8.4 Hz, 1H), 6.20 (dd,J1 = 7.2 Hz, Jo = 1.2 H
z, 1H), 5.49 - 5.46 (m, 1H), 4.12 - 4.08 (m, 2H), 3.41 - 3.36 (m, 2H), 3.
16 - 3.12 (m, 2H), 2.87 - 2.79 (m, 7H), 2.68 - 2.31 (m, 8H), 1.92 - 1.84
(m, 6H), 1.59 (br s, 2H), 1.27 (dd, J1 = 6.4 Hz, J» = 0.8 Hz, 6H); LC-MS
(M+H)*: 564.1

oooooo

0000000000000 0000O0D000000O0000)000(O0)000(0O0
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000000000000 0000O0O00000O0O0O00O00NO0O0O00ONoooOoOonoan
000000000000 000O0D000000D0O0000000000

oooo0oo

000000000 YH NMR (400 MHz, CDClg) & 10.82 (s, 1H), 9.35 (d, J =
9.2 Hz, 1H), 7.20 - 7.18 (m, 2H), 7.05 (dd, J1 = 7.2 Hz, Jp = 2.0 Hz, 1H
), 6.91 - 6.87 (m, 1H), 6.24 (d, J = 7.2 Hz, 1H), 5.44 - 5.41 (m, 1H), 3.
39 - 3.34 (m, 3H), 3.08 - 3.00 (m, 2H), 2.84 - 2.83 (m, 1H), 2.80 - 2.79
(m, 1H), 2.67 (t, J = 6.0 Hz, 2H), 2.61 - 2.60 (m, 1H), 2.44 - 2.40 (m, 3
H), 2.23 (d, J = 13.6 Hz, 1H), 2.04 - 2.02 (m, 4H), 1.86 - 1.84 (m, 2H),
1.76 - 1.61 (m, 2H), 1.57 - 1.44 (m, 2H), 0.91 - 0.87 (m, 2H), 0.69 - 0.
66 (m, 2H): LC-MS (M+H)*: 509.1

Ooooo0oo

000000000 YH NMR (400 MHz, CDCl3) 8 10.68 (s, 1H), 9.84 (s, 1H
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), 7.19 (d, J = 7.2 Hz, 1H), 7.16 - 7.12 (m, 1H), 6.95 (dd, J1 = 7.2 Hz, J
5 = 2.0 Hz, 1H), 6.88 - 6.84 (m, 1H), 6.22 (d, J = 7.2 Hz, 1H), 5.43 - 5.
41 (m, 1H), 3.40 (t, J = 4.0 Hz, 2H), 2.94 (br s, 2H), 2.83 - 2.81 (m, 3H
), 2.60 - 2.63 (m, 4H), 2.52 - 2.46 (m, 2H), 2.41 - 2.30 (m, 3H), 2.02 -
1.97 (m, 2H), 1.90 - 1.85 (m, 2H), 1.80 - 1.77 (m, 2H), 1.59 - 1.50 (m,
2H), 0.89 - 0.87 (m, 2H), 0.64 - 0.63 (m, 2H); LC-MS (M+H)*: 509.1
Oooo0oo
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000000000 YH NMR (400 MHz, CDCl3) 8 10.70 (s, 1H), 9.86 (s, 1H
), 7.19 (d, J = 7.6 Hz, 1H), 7.14 (d, J = 7.6 Hz, 1H), 6.86 - 6.84 (m, 2H)
, 6.25 (d, J = 7.2 Hz, 1H), 5.73 - 5.69 (m, 1H), 3.38 - 3.37 (m, 2H), 3.0
8 - 3.00 (m, 3H), 2.92 - 2.87 (m, 1H), 2.83-2.78 (m, 1H), 2.69 - 2.62 (
m, 5H), 2.51 - 2.45 (m, 2H), 2.39 - 2.34 (m, 1H), 2.02 - 1.99 (m, 1H), 1
.88 - 1.77 (m, 6H), 1.62 - 1.58 (m, 2H), 0.82 - 0.79 (m, 2H), 0.53 - 0.5
2 (m, 2H); LC-MS (M+H)*: 509.1

oooooo

000000000 YH NMR (400 MHz, CDClg) & 10.61 (s, 1H), 7.20 (d, J
7.2 Hz, 1H), 7.14 (d, J = 6.8 Hz, '1H), 6.89 - 6.84 (m, 2H), 6.26 (d, J =
7.2 Hz, 1H), 5.66 (s, 1H), 3.41-3.38 (m, 2H), 2.95 - 2.67 (m, 14H), 1.93
-1.79 (m, 8H), 0.84 -0.81 (m, 2H), 0.55-0.53 (m, 2H); LC-MS (M+H)*: 509.1
000000

0000000000000 00C0O0O0000O0OO0O0O00O0DOoOO0O0ONONDoooOoooan
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344

(400 MHz, DMSO-d,) 6 8.63 (d, ] = 7.2 Hz, 1H), 7.15 - 6.98 (m, 3H), 6.86 -
6.70 (m, 2H), 6.27 (d, ] = 7.2 Hz, 1H), 5.41 (q, ] = 7.2 Hz, 1H), 3.23 (, ] = 5.2
Hz, 2H), 2.73 - 2.67 (m, 1H), 2.63 - 2.58 (m, 4H), 2.46 - 2.42 (m, 2H), 2.38 -
2.32 (m, 1H), 2.31 - 2.24 (m, 2H), 2.14 - 2.06 (m, 1H), 2.05 - 1.98 (m, 2H),
1.78 - 1.68 (m, 4H), 1.66 - 1.56 (m, 2H), 1.46 - 1.31 (m, 2H), 1.25 - 1.22 (m,
1H), 1.00 - 0.90 (m, 2H), 0.73 - 0.64 (m, 2H).

347

(400 MHz, DMSO-dg) 6 8.58 (d, ] = 7.6 Hz, 1H), 7.10 (d, ] = 7.2 Hz, 1H), 6.90
-6.88 (m, 2H), 6.75 - 6.73 (m, 1H), 6.29 (d, ] = 7.6 Hz, 1H), 5.11 (q, ] = 8.0
Hz, 1H), 3.24 - 3.23 (m, 2H), 2.67 - 2.59 (m, 5H), 2.45 - 2.12 (m, 8H), 1.92 -
1.85 (m, 1H), 1.79 - 1.67 (m, 4H), 1.58 - 1.42 (m, 4H), 0.94 (dd, ];= 8.0 Hz, J,
= 4.8 Hz, 2H), 0.68 - 0.64 (m, 2H).

533

(400 MHz, CDCly) 8 10.68 (brs, 1H), 9.80 (br s, 1H), 7.29 (s, 1H), 7.26 (br s,
1H), 7.22 - 7.17 (m, 2H), 7.03 (d, J= 7.6 Hz, 1H), 6.21 (d, ] = 7.2 Hz, 1H), 5.49
- 5.47 (m, 1H), 4.08 - 3.97 (m, 2H), 3.90 - 3.83 (m, 1H), 3.62 (1, ] = 8.0 Hz,
1H), 3.44 - 3.29 (m, 3H), 2.99 - 2.76 (m, 5H), 2.73 - 2.54 (m, 4H), 2.53 - 2.39
(m, 2H), 2.38 - 2.21 (m, 2H), 2.10 - 1.91 (m, 4H), 1.89 - 1.74 (m, 4H), 1.69 -
1.54 (m, 2H).

534

(400 MHz, CDCly) 8 10.73 - 10.66 (m, 1H), 9.87 - 9.78 (m, 1H), 7.30 (s, 1H),
7.26 (brs, 1H), 7.22 - 7.17 (m, 2H), 7.02 (d, ] = 7.6 Hz, 1H), 6.21 (d, ] = 6.8
Hz, 1H), 5.50 - 5.47 (m, 1H), 4.14 - 3.96 (m, 2H), 3.88 (q, ] = 8.0 Hz, 1H), 3.62
(t,] = 8.0 Hz, 1H), 3.46 - 3.30 (m, 3H), 3.03 - 2.79 (m, 5H), 2.67 (t, ] = 6.0 Hz,
3H), 2.57 - 2.22 (m, 5H), 2.11 - 1.89 (m, 4H), 1.89 - 1.74 (m, 4H), 1.68 - 1.54
(m, 2H).

536

(400 MHz, DMSO-d,) & 8.60 (d, ] = 8.0 Hz, 1H), 7.49 (s, 1H), 7.42 - 7.35 (m,
2H),7.31(t,] = 2.2 Hz, 1H), 7.17 (d, ] = 7.2 He, 1H), 7.05 (d, ] = 7.2 Hz, 1H),
6.75 (s, 1H), 6.27 - 6.25 (m, 3H), 5.25 - 5.19 (m, 1H), 3.22 (s, 2H), 2.75 - 2.72
(m, 1H), 2.69 - 2.66 (m, 2H), 2.60 (t, ] = 6.0 Hz, 2H), 2.42 - 2.41 (m, 2H), 2.34
-2.32 (m, 1H), 2.30 - 2.26 (m, 3H), 2.12 - 2.08 (m, 1H), 2.01 - 1.95 (m, 1H),
1.75 - 1.69 (m, 4H), 1.63 (d, ] = 9.2 He, 2H), 1.44 - 1.36 (m, 2H).

537

(400 MHz, DMSO-d;) 6 8.67 (brd, J = 7.4 Hz, 1H), 8.44 (d, ] = 2.4 Hz, 1H),
7.81 (s, 1H), 7.73 (d, ] = 1.6 Hz, 1H), 7.66 (dd, J; = 8.0 Hz, J. = 1.4 Hz, 1H),
7.41(t,] = 8.0 Hz, 1H), 7.23 (d, ] = 7.8 Hz, 1H), 7.05 (d, ] = 7.2 Hz, 1H), 6.80
(brs, 1H), 6.53 (t, ] = 2.0 Hz, 1H), 6.26 (d, ] = 7.2 Hz, 1H), 5.23 (q, ] = 6.8 Hz,
1H), 3.22 (brt, ] = 5.4 Hz, 2H), 2.75 (br d, ] = 10.0 Hz, 1H), 2.69 (brd.] = 7.2
Hz, 2H), 2.59 (brt, ] = 6.0 Hz, 3H), 2.47 - 2.38 (m, 3H), 2.34 - 2.26 (m, 2H),
2.15 (brs, 1H), 2.02 (brs, 1H), 1.77 - 1.68 (m, 4H), 1.63 (br d, ] = 9.6 Hz, 2H),
1.49 - 1.30 (m, 2H).
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(400 MHz, DMSO-d,) & 8.56 (d,] = 7.2 Hz, 1H), 7.06 (d, ] = 7.2 Hz, 1H),
6.87 - 6.83 (m, 2H), 6.77 - 6.70 (m, 2H), 6.27 (d, ] = 7.2 He, 1H), 5.11 (g, ] =
8.0 Hz, 1H), 3.23 (1, ] = 5.2 Hz, 2H), 2.73 - 2.67 (m, 1H), 2.62 - 2.59 (m, 4H),
2.45 (v, ] = 7.2 Hz, 2H), 2.39 - 2.25 (m, 4H), 2.12 - 1.97 (m, 2H), 1.93 - 1.86
(m, 1H), 1.77 - 1.68 (m, 4H), 1.64 - 1.62 (m, 2H), 1.45 - 1.33 (m, 2H), 0.97 -
0.92 (m, 2H), 0.68 - 0.66 (m, 2H).

(400 MHz, DMSO-d) & 8.68 (d, ] = 7.2 Hz, 1H), 7.21 - 7.01 (m, 3H), 6.85 (¢,
J = 7.6 Hz, 1H), 6.30 (d, ] = 7.2 Hz, 1H), 5.44 (q, ] = 7.2 Hz, 1H), 3.26 - 3.21
(m, 2H), 3.13 - 2.94 (m, 2H), 2.87 - 2.72 (m, 2H), 2.67 - 2.58 (m, 5H), 2.10 -
1.94 (m, 2H), 1.88 (s, 2H), 1.80 - 1.67 (m, 4H), 1.66 - 1.36 (m, 3H), 1.31 - 1.19
(m, 2H), 1.02 - 0.92 (m, 2H), 0.74 - 0.64 (m, 2H).

582

(400 MHz, CDCl;) 6 10.68 (s, 1H), 9.79 (brs, 1H), 7.18 - 7.11 (m, 2H), 6.92 -
6.87 (m, 2H), 6.64 (dd, J; = 8.0 Hz, ], = 2.4 Hz, 1H), 6.19 (d, ] = 6.8 Hz, 1H),
5.48 - 5.46 (m, 1H), 3.97 - 3.94 (m, 1H), 3.85 - 3.84 (m, 1H), 3.67 - 3.64 (m,
2H), 3.40 - 3.38 (m, 2H), 3.06 - 3.04 (m, 2H), 2.89 - 2.84 (m, 5H), 2.68 - 2.65
(m, 4H), 2.42 - 2.30 (m, 3H), 1.89 - 1.72 (m, 7H), 1.60 (brs, 2H), 1.15(d, ] =
6.4 Hz, 3H), 0.86 (d, ] = 6.4 Hz, 3H).

583

(400 MHz, CDCly) & 10.69 (s, 1H), 9.78 (brs, 1H), 7.18 - 7.11 (m, 2H), 6.93
(s, 1H), 6.88 (d, ] = 7.6 Hz, 1H), 6.62 (dd, ]; = 8.0 Hz, J. = 2.0 Hz, 1H), 6.19
(d, ] = 6.8 Hz, 1H), 5.47 - 5.45 (m, 1H), 3.95 - 3.92 (m, 1H), 3.84 - 3.82 (m,
1H), 3.66 - 3.62 (m, 2H), 3.40 - 3.39 (m, 2H), 3.05 - 3.03 (m, 2H), 2.87 - 2,83
(m, 5H), 2.67 - 2.65 (m, 4H), 2.41 - 2.29 (m, 3H), 1.89 - 1.72 (m, 7H), 1.59 (br
s, 2H), 1.12 (d, ] = 6.4 Hz, 3H), 0.85 (d, ] = 6.8 Hz, 3H).

584

(400 MHz, CDCl3) 6 10.73 (s, 1H), 9.86 (brs, 1H), 7.18 - 7.16 (m, 3H), 7.11 -

7.09 (m, 1H), 6.86 - 6.84 (m, 1H), 6.20 (d, ] = 7.2 Hz, 1H), 5.50 - 5.48 (m, 1H),

3.81 - 3.80 (m, 2H), 3.44 - 3.39 (m, 3H), 2.92 - 2.85 (m, 8H), 2.67 - 2.65 (m,
3H), 2.54 - 2.30 (m, 4H), 1.91 - 1.84 (m, 7H), 1.59 (brs, 2H), 1.23(d, ] = 6.0
Hz, 3H), 0.83 (4, ] = 6.0 Hz, 3H).

585

(400 MHz, CDCly) & 10.68 (s, 1H), 9.86 (brs, 1H), 7.18 - 7.10 (m, 4H), 6.84
(d,] = 8.0 Hz, 1H), 6.20 (d, ] = 7.2 Hz, 1H), 5.51 - 5.49 (m, 1H), 3.82 - 3.75
(m, 2H), 3.45 - 3.39 (m, 3H), 2.96 - 2.86 (m, 8H), 2.66 - 2.65 (m, 3H), 2.54 -
2.29 (m, 4H), 1.91 - 1.84 (m, 7H), 1.59 (brs, 2H), 1.26 (d, ] = 6.0 Hz, 3H),
0.84 (d, ] = 6.0 Hz, 3H).

586

(400 MHz, CDCly & 10.7 (s, 1H), 9.94 (s, 1H), 7.34 - 7.29 (m, 3H), 7.19 (d, ]
=T7.2Hz, 1H), 7.05 (d, ] = 6.4 Hz, 1H), 6.43 (s, 1H), 6.20 (d, ] = 7.2 Hez, 1H),
5.83 (s, 1H), 5.54 (s, 1H), 3.40 (s, 2H), 2.98 - 2.79 (m, 6H), 2.67 (¢, ] = 6.00
Hz, 4H), 2.33 (s, 4H), 2.11 (s, 3H), 2.07 (5, 3H), 1.94 - 1.83 (m, 6H), 1.73 (s,
1H), 1.61 (s, 1H).

(400 MHz, DMSO-d,) ¢ 8.50 (d, ] = 8.4 Hz, 1H), 7.11 - 7.04 (m, 2H), 6.83 (s,
1H), 6.73 (d, ] = 8.4 Hz, 1H), 6.65 (d,] = 7.2 Hz, 2H), 6.26 (d, ] = 7.2 Hz, 1H),
5.11 (g, ] = 7.6 Hz, 1H), 3.23 (s, 2H), 2.78 (s, 4H), 2.74 - 2.71 (m, 1H), 2.61 -
2.60 (m, 4H), 2.46 - 2.42 (m, 3H), 2.34 - 2.28 (m, 3H), 2.11 - 1.99 (m, 2H),
1.76 - 1.63 (m, 6H), 1.45 - 1.34 (m, 2H), 1.22 (s, 2H), 0.98 - 0.97 (m, 12H).
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ocoooooOoooobOoooboooobooobooobooboOo0D.OmLODO0DDODDOODO
ocoooooOooooDOoo.0co0ooooDUooobDUoooOooDUoooOooDoooDoboDooboooOO
coooooooooooooooobOoooboooboopbboobpbooooo
ooo0oo0ooD0ooooDUoooO)yYOooooDoOoOooODOoDOO((ODOOmgODO.00mmolO OO
000D0) 000000000000 YTH NMR (400 MHz, CDCl3g) 8 7.36 - 7.25
(m, 5H), 4.89 (br s, 1H), 3.90 - 3.88 (m, 1H), 3.70 (s, 3H), 3.60 - 3.53
(m, 2H), 1.43 (s, 9H); LC-MS (M-99)*: 180.3
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ooOD.0oob0o00oo0) 00obbO0O0obobO0O0oo0DbDO0O(0CD0DO0OmgDOOOD0.O00pp molD O
0.0000D0) 00000000 O0OOO0O0OLC-MS (M-99)*: 180.1; SFC (RT = 0.73
o)foob0ooDO((oomgOO0O0O0.ODO0pmolODOO0.OD0O0O00)DO0O0DODOODO
oooQg: LC-MS (M-99)*: 180.1; SFC (RT = 0.8438)
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O00D0O0O(0OD00O0OWaters Xbridge O00O00Ox O0Ommx OupmOOOOO[O(O00mMM
O0pgDOO0OO0Opg)000O00D000D0D0DO0OO0OO0ODO0DOODO0DO)OODODO0DDODOOMgOOAO
000000000000 O0O0O00OLC-MS (M+H)*: 565.6: 1H NMR (400 MHz, C
DClz) &8 8.39 (br s, 1H), 7.34 - 7.29 (m, 5H), 7.26 - 7.24 (m, 1H), 6.85
(d, J = 7.6Hz, 1H), 3.97 (t, J = 7.6Hz, 1H), 3.78 - 3.69 (m, 4H), 3.67 (s,
3H), 2.76 - 2.61 (m, 6H), 2.05 - 2.01 (m, 1H), 2.36 - 2.22 (m, 3H), 2.05
-2.01 (m,1H),1.96-1.89 (m,2H),1.85-1.77 (m, 3H),1.52-1.46 (m, 12H)
oooooao
ocooooo(()ybooooooDoooOD)yoobo(o((o,0,0,000D0D0O0O00O0
O, 00000000000 0O0)d0o0DO0)OoooooDOoDoOooOOoDOoODOoOoOOoOO)yoooOodd
(oono)

oooooao

; ;
NN N J\N OH
| H
™

HCI

246

ocoDoo(oo0.Omg0O00.O0pmolOD0.O0DO0)™OpO((OD.ODOmL)DOO
ocoooooDOogo((b.ogoooo0o.0comLODODDO.OO0D)DDODDODODODDOODDO
ocoooooooooboooooooobbOoooboboooboooobOoooboooao
00000000 oooooooooooooO03_Phenomenex Luna C18 0O
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yoooooooo.0OmgOOOO((ODOD.O0000DO0O0OO0)OO0DO0DO0OO0OODODODOO
LC-MS (M+H)*: 451.4; 1H NMR (400 MHz, DMSO-dg) & 14.38 (br s, 1
), 10.95 (br s, 1H), 8.35 (t, J = 5.6 Hz, 1H), 8.09 (s, 1H), 7.63 (d, J =
.2 Hz, 1H), 7.36 - 7.23 (m, 5H), 6.67 (d, J = 7.6 Hz, 1H), 3.76 (t, J =
7.2 Hz, 1H), 3.60 - 3.28 (m, 7H), 3.03 (br s, 2H), 2.91 - 2.66 (m, 7H),
2.16 - 2.07 (m, 2H), 1.92 - 1.80 (m, 4H), 1.40 - 1.30 (m, 1H); HPLCO O:
96.3%(254 nm); SFCOOODODO: 100%
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0O.0mg0O0O0OOpumolDOD.0plLOD.0000)000000(0C0O0mgO0OO0O0NW
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000000000000 O0OO0O0O0OO0ODO0DO0ODO0DO0OO0ODOO0OOO0ODOoO0OoOoOooooan

O00D0O0O(0OD00O0OWaters Xbridge O00O00Ox O0Ommx OupmOO0O0OO[O(O00mMM
O0pgOO0OO0Op)000O00D000D0O0OO0CODO0DOODODO0DO)OODOODDODOOMgO OO
000000000000 o0oo0oo0oOLCc-MS (M+H)Y: 565.6; 1H NMR (400 MHz,
CDClz) 6 8.24 (br s, 1H), 7.33 - 7.26 (m, 5H), 7.25 - 7.23 (m, 1H), 6.83
(d, J = 7.6Hz, 1H), 3.95 - 3.91 (m, 1H), 3.88 - 3.80 (m, 1H), 3.77 - 3.74
(m, 2H), 3.68 - 3.60 (m, 4H), 2.74 (t, J = 6.8 Hz, 3H), 2.65 (t, J = 7.6 H
z, 2H), 2.57 - 2.55 (m, 1H), 2.44 - 2.41 (m, 1H), 2.37 - 2.25 (m, 3H), 2.
07 (br s, 1H), 1.96 - 1.89 (m, 2H), 1.88 - 1.81 (m, 3H), 1.52 (s, 9H), 1.
49 - 1.44 (m, 3H); SFCOOODOO: 100%
oooooao
oooooo(()y boooooDoDoooOD )y boo(Wo((o,0,0,000D0D0O000O00
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00(00.00000000)0000000000O000LC-MS (M+H)*: 451.3; 1H
NMR (400 MHz, DMSO-dg) & 14.42 (br s, 1H), 10.96 (br s, 1H), 8.34 (t,
J =56 Hz, 1H), 8.11 (s, 1H), 7.63 (d, J 7.2 Hz, 1H), 7.36 - 7.26 (m,
5H), 6.68 (d, J = 7.2 Hz, 1H), 3.75 (t, J 7.6 Hz, 1H), 3.53 - 3.32 (m,
6H), 3.06 - 2.98 (m, 2H), 2.91 - 2.73 (m, 7H), 2.18 - 2.10 (m, 2H), 1.89
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- 1.71 (m, 5H), 1.33 - 1.26 (m, 1H); HPLCOO: 97.1%(254 nm); SFCO OO

O0d: 98.6%
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000000000000 0000000000000

000000

000000000 YH NMR (400 MHz, CDClg) & 10.47 (s, 1H), 8.83 (d, J
5.2 Hz, 1H), 7.23 (d, J = 7.2 Hz,1H), 7.10 - 7.07 (m, 2H), 6.98 (d, J =
.0 Hz, 1H), 6.28 (d, J = 7.2 Hz,1H), 4.03 - 3.95 (m, 1H), 3.59 (dd, J1 =
10.0 Hz, J» = 2.8 Hz, 1H), 3.54 - 3.44 (m, 1H), 3.40 (t, J = 5.2 Hz, 2H),
3.14 - 3.03 (m, 2H), 2.93 - 2.85 (m, 1H), 2.84 - 2.76 (m, 1H), 2.76 - 2.
66 (m, 6H), 2.56 - 2.50 (m, 1H), 2.36 - 2.21 (m, 2H), 2.16 - 2.04 (m, 2

H), 2.03 - 1.94 (m, 1H), 1.91 - 1.83 (m, 2H), 1.81 - 1.65 (m, 7H), 1.56 -
1.45 (m, 2H); LC-MS (M+H)*: 505.3

oooooo

000000000 YH NMR (400 MHz, CDClg) 8 10.80 (s, 1H), 8.70 - 8.69
(m, 1H), 7.23 (d, J = 7.6 Hz, 1H), 7.14 - 7.10 (m, 2H), 6.99 (d, J = 7.6

Hz, 1H), 6.29 (d, J = 7.2 Hz, 1H), 3.94 - 3.86 (m, 1H), 3.70 (dd, J1 = 10
.8 Hz, Jo = 3.2 Hz, 1H), 3.46 - 3.36 (m, 3H), 3.23 - 3.10 (m, 2H), 3.01 (
br d, J = 10.4 Hz, 1H), 2.82 - 2.47 (m, 8H), 2.35 - 2.18 (m, 2H), 2.09 -

1.95 (m, 2H), 1.92 - 1.83 (m, 4H), 1.82 - 1.56 (m, 6H), 1.55 - 1.39 (m,

2H); LC-MS (M+H)*: 505.3

oooooo
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000000000000 O0OO0O0O0OO0O0D0OO0ODDO0O0ODOO0OOOODOO0OoOoOooooan
000000000000 O00O0O0O0O0O0O0O000O00

Dooooao

000000000 YH NMR (400 MHz, CDClg) & 10.52 (s, 1H), 8.91 (br s,
1H), 7.85 (s, 1H), 7.80 - 7.77 (m, 3H), 7.54 (dd, J; = 8.8 Hz, Jo = 2.0 H
z, 1H), 7.44 - 7.37 (m, 2H), 7.25 (d, J = 7.2 Hz, 1H), 6.31 (d, J = 7.2 H
z, 1H), 4.09 - 4.03 (m, 1H), 3.85 (dd, J1 = 9.6 Hz, Jo = 2.8 Hz, 1H), 3.7
1-3.63 (m, 1H), 3.39 (t, J = 5.2 Hz, 2H), 3.13 - 3.01 (m, 2H), 2.93 - 2
.80 (m, 2H), 2.70 (t, J = 6.0 Hz, 2H), 2.56 - 2.47 (m, 1H), 2.41 - 2.23 (
m, 2H), 2.21 - 2.11 (m, 1H), 2.11 - 1.98 (m, 2H), 1.90 - 1.75 (m, 4H), 1
.61 - 1.40 (m, 2H); LC-MS (M+H)*: 501.3

Dooooao

000000000 YH NMR (400 MHz, CDCl3) & 10.85 (s, 1H), 8.80 (s, 1H
), 7.88 (s, 1H), 7.83 - 7.76 (m, 3H), 7.58 (dd, J1 = 8.8 Hz, Jo = 2.0 Hz,
1H), 7.45 - 7.37 (m, 2H), 7.25 (d, J = 7.2 Hz, 1H), 6.31 (d, J = 7.2 Hz,
1H), 4.05 - 3.91 (m, 2H), 3.64 - 3.51 (m, 1H), 3.39 (t, J = 5.2 Hz, 2H),
3.26 - 3.14 (m, 2H), 3.01 (d, J = 10.0 Hz, 1H), 2.70 (t, J = 6.4 Hz, 2H),
2.67 - 2.54 (m, 2H), 2.37 - 2.25 (m, 2H), 2.07 - 1.97 (m, 2H), 1.95 - 1.
76 (m, 5H), 1.74 - 1.59 (m, 1H), 1.53 - 1.40 (m, 2H); LC-MS (M+H)*: 501.3
Dooooao

00000000 (000O0O00O000D0)000@OD)DO0O0(O0O(0,0,0,00000
00000,0000000000000)0000)000000000000000)0
Dooo(ooo)

Do0oooao
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Oooo0oo

O0O0O0O0O0YH NMR (400 MHz,CDCI3) 8 10.93 (s, 1H), 8.91 - 8.82 (m, 1
H), 8.57 (d, J = 8.4 Hz, 1H), 7.82 (d, J = 8.0 Hz, 1H),7.73 (d, J = 8.4 Hz
, 1H), 7.63 - 7.51 (m, 2H), 7.48 - 7.38 (m, 2H), 7.26 (d, J = 7.2 Hz, 1H)
,6.33 (d, J = 7.2 Hz, 1H), 4.63 (dd, J1 = 10.8 Hz, J» = 3.2 Hz, 1H), 4.08
- 4.01 (m, 1H), 3.50 - 3.44 (m, 1H), 3.39 (t, J = 5.2 Hz, 2H), 3.32 - 3.2
1 (m, 2H), 3.03 (d, J = 10.0 Hz, 1H), 2.70 (t, J = 6.4 Hz, 2H), 2.63 - 2.

60 (m, 1H), 2.31 (t, J = 4.8 Hz, 2H), 2.07 - 2.00 (m, 3H), 1.92 - 1.80 (

m, 5H), 1.79 - 1.68 (m, 1H), 1.55 - 1.47 (m, 2H); LC-MS (M+H)*: 501.5

000000

000000000 YH NMR (400MHz,CDCIg) & 10.37 (s, 1H), 8.78 (br s, 1
H),8.35 (d, J = 8.4 Hz, 1H), 7.83 (d, J = 8.4 Hz, 1H), 7.73 (d, J = 8.0 Hz
, 1H), 7.60 - 7.50 (m, 2H), 7.50 - 7.36 (m, 2H), 7.25 (d, J = 7.6 Hz, 1H)
,6.31 (d, J = 7.2 Hz, 1H), 4.52 - 4.41 (m, 1H), 4.15 - 4.06 (m, 1H), 3.6
7 - 3.60 (m, 1H), 3.38 (t, J = 5.6 Hz, 2H), 3.08 (br s, 2H), 2.92 - 2.79 (
m, 2H), 2.70 (t, J = 6.4 Hz, 2H), 2.64 - 2.43 (m, 2H), 2.33 (br s, 1H), 2.
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11 - 2.02 (m, 2H), 1.93 - 1.74 (m, 5H), 1.70 - 1.51 (m, 2H), 1.36 - 1.23
(m, 1H); LC-MS (M+H)*: 501.4

Dooooao
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Dooo0oo

000000000 YH NMR (400MHz, CDClg): 8 10.55 (s, 1H), 8.83 (s, 1H

), 7.33 - 7.27 (m, 3H), 7.27 - 7.21 (m, 2H), 7.17 - 7.11 (m, 1H), 7.10 (t,
J = 4.0 Hz, 1H), 7.08 - 7.02 (m, 1H), 7.03- 6.96 (m, 1H), 6.88 -6.82 (m,
1H), 6.28 (d, J = 7.2 Hz, 1H), 3.98 - 3.87 (m, 1H), 3.70 - 3.55 (m, 2H),
3.42 (t, J = 10.8 Hz, 2H), 3.04 (d, J = 5.6 Hz, 1H), 2.97 - 2.65 (m, 5H),
2.55 - 2.42 (m, 1H), 2.35 - 2.20 (m, 2H), 2.15 - 1.95 (m, 3H), 1.93 - 1.

84 (m, 2H), 1.82 - 1.61 (m, 3H), 1.56 - 1.41 (m, 2H); LC-MS (M+H)*: 543.3

Do0o0oo0ao

000000000 YH NMR (400MHz, CDCI3): 8 10.75 (s, 1H), 8.72 (s, 1H
),7.32 - 7.26 (m, 2H), 7.25 - 7.22 (m, 2H), 7.19 - 7.15 (m, 1H), 7.14 (t,
J = 3.6 Hz, 1H), 7.08 - 7.03 (m, 1H), 7.03- 6.96 (m, 2H), 6.86 -6.81 (m,
1H), 6.29 (d, J = 7.6 Hz, 1H), 3.95 - 3.84 (m, 1H), 3.80 - 3.70 (m, 1H),
3.53 - 3.44 (m, 1H), 3.41 (t, J = 11.2 Hz, 2H), 3.17 - 3.04 (m, 2H), 3.00
- 2.89 (m, 1H), 2.70 (t, J = 12.4 Hz, 2H),2.65 - 2.50 (m, 2H), 2.38 - 2.2
1 (m, 2H), 2.08 - 1.99 (m, 2H), 1.92 - 1.76 (m, 5H), 1.72 - 1.60 (m, 1H)
,1.56 - 1.41 (m, 2H); LC-MS (M+H)*: 543.4
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Dooo0oo

000000000 YH NMR (400 MHz, CDCl3) 8 10.56 (br s, 1H), 8.89 (br
s, 1H), 7.68 (s, 1H), 7.56 (d, J = 7.6 Hz, 1H), 7.48 - 7.46 (m, 1H), 7.43
- 7.39 (m, 1H), 7.25 (s, 1H), 6.32 (d, J = 7.2 Hz, 1H), 3.92 - 3.86 (m, 1
H), 3.75 (dd, J1 = 8.8 Hz, Jo = 2.4 Hz, 1H), 3.68 - 3.61 (m, 1H), 3.42 (t,
5.2 Hz, 2H), 3.09 (d, J = 11.6 Hz, 1H), 2.98 - 2.84 (m, 3H), 2.71 (t,
J = 6.4 Hz, 2H), 2.50 (br s, 1H), 2.42 - 2.26 (m, 2H), 2.18 - 2.02 (m, 3
H), 1.92 - 1.72 (m, 5H), 1.61 - 1.48 (m, 2H); LC-MS (M+H)*: 519.3
Oooooo

000000000 YH NMR (400 MHz, CDCl3) 8 10.75 (br s, 1H), 8.77 (br
s, 1H), 7.70 (m, 1H), 7.61 (d, J = 7.6 Hz, 1H), 7.48 - 7.40 (m, 2H), 7.26
- 7.21 (m, 1H), 6.32 (d, J = 7.2 Hz, 1H), 3.89 - 3.82 (m, 2H), 3.58 - 3.5
O (m, 1H), 3.42 (t, J = 5.2 Hz, 2H), 3.16 - 2.96 (m, 4H), 2.73 - 2.58 (m,
4H), 2.31 (br s, 2H), 2.10 - 1.79 (m, 6H), 1.73 - 1.43 (m, 3H); LC-MS (
M+H)*: 519.1
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000000000 NMR (400 MHz, DMSO-dg) 8 8.13 (s, 1H), 7.11 (d, J
= 7.2 Hz, 1H), 7.06 - 6.97 (m, 2H), 6.93 (d, J = 6.4 Hz, 1H), 6.29 (d, J =
7.2 Hz, 1H), 3.96 (t, J = 8.0 Hz, 1H), 3.25 - 3.22 (m, 2H), 2.76 - 2.66 (

m, 4H), 2.62 (t, J = 6.0 Hz, 2H), 2.47 - 2.38 (m, 4H), 2.34 - 2.23 (m, 2
H), 2.22 - 2.16 (m, 2H), 2.15 - 1.98 (m, 2H), 1.84 - 1.60 (m, 9H), 1.57 -
1.47 (m, 2H), 1.43 - 1.34 (m, 2H); LC-MS (M+H)*: 505.4

oooo0oo

000000000 LH NMR (400 MHz, DMSO-dg) & 8.16 (s, 1H), 7.11 - 6.9
7 (m, 3H), 6.93 (d, J = 6.8 Hz, 1H), 6.88 - 6.79 (m, 1H), 6.29 (d, J = 7.2
Hz, 1H), 3.95 (t, J = 6.4 Hz, 1H), 3.25 - 3.22 (m, 2H), 2.77 - 2.67 (m, 4
H), 2.61 (t, J = 6.0 Hz, 2H), 2.48 - 2.41 (m, 4H), 2.30 - 1.96 (m, 6H), 1
.84 - 1.62 (m, 9H), 1.58 - 1.48 (m, 2H), 1.44 - 1.34 (m, 2H); LC-MS (M+
H)*: 505.5
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000000000000 D0D0OO0O0OOODoOoOOooOoOan

Dooooao

000000000 YH NMR (400 MHz, CDClg) & 10.40 (s, 1H), 8.74 (br s,
1H), 7.24 - 7.22 (m, 2H), 7.14 (s, 2H), 6.29 (d, J = 7.2 Hz, 1H), 4.04 -
3.90 (m, 1H), 3.64 (dd, J; = 10.0 Hz, Jo = 3.2 Hz, 1H), 3.54 - 3.47 (m,
1H), 3.40 (t, J = 5.6 Hz, 2H), 3.16 - 3.00 (m, 2H), 2.94 - 2.74 (m, 6H),
2.70 (t, J = 6.0 Hz, 2H), 2.57 (br s, 1H), 2.47 - 2.15 (m, 3H), 2.07 - 2.0
O (m, 4H), 1.92 - 1.70 (m, 5H), 1.64 - 1.47 (m, 2H); LC-MS (M+H)*: 491 .4
D0ooooao

000000000 YH NMR (400 MHz, CDCl3) & 7.27 - 7.22 (m, 2H), 7.15
(s, 2H), 6.30 (d, J = 7.2 Hz, 1H), 3.94 - 3.79 (m, 1H), 3.74 (dd, J; = 10
.8 Hz, Jo = 3.6 Hz, 1H), 3.54 - 3.45 (m, 1H), 3.41 (t, J = 5.2 Hz, 2H), 3.
20 - 3.02 (m, 2H), 3.01 - 2.92 (m, 1H), 2.86 (q, J = 8.0 Hz, 4H), 2.82 -
2.73 (m, 1H), 2.70 (t, J = 6.0 Hz, 2H), 2.66 - 2.48 (m, 2H), 2.47 - 2.25
(m, 2H), 2.16 - 1.78 (m, 8H), 1.77 - 1.46 (m, 3H); LC-MS (M+H)*: 491.4
Dooooao
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O0O0O0O0O0YH NMR (400 MHz, DMSO-dg) & 14.03 - 13.97 (m, 1H), 10.44
- 10.38 (m, 1H), 8.29 (s, 1H), 8.00 - 7.83 (m, 1H), 7.63 (d, J = 7.2 Hz,

1H), 7.53 - 7.43 (m, 2H), 7.36 - 7.21 (m, 2H), 6.66 (d, J = 6.8 Hz, 1H),

3.87 - 3.55 (m, 4H), 3.35 - 3.28 (m, 3H), 3.12 - 2.93 (m, 3H), 2.90 - 2.
82 (m, 1H), 2.79 - 2.69 (m, 5H), 2.13 - 2.01 (m, 2H), 1.92 - 1.56 (m, 6

H); LC-MS (M+H)*: 531.3
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00000O0(00OmgO0O0.00mmol00.0000)00000000(000mMgO
0O.00mmol00.0000)000000(0.00mL)0000p0(0.000mL)00
00O0pO0O0p(000mgO0O0.00mmol00.0000)000D00(O0O00)000(
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00000000000 O000O000(0O0O0OmgO0O0O00pmolODOO.0000)000
000000000 YH NMR (400 MHz, CDCl3); 8 7.60 - 7.57 (m, 2H), 7.54

- 7.51 (m, 1H), 7.48 - 7.41 (m, 4H), 7.40 - 7.34 (m, 1H), 7.26 - 7.24 (m,

1H), 4.92 (brs, 1H), 3.98 (t, J = 7.2 Hz, 1H), 3.72 (s, 3H), 3.66 - 3.53 (
m, 2H), 1.43 (s, 9H); LCMS (M-99)*: 256.2
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mgOOOOpumolOODD.0O00O0)0J0D0O0O0OD0OODODOOODOLCMS (M+H)*Y: 641.
3;: 1H NMR (400 MHz, CDCl3) & 7.56 - 7.35 (m, 9H), 7.24 (s, 2H), 6.80 -
6.75 (m, 1H), 4.04 - 3.91 (m, 2H), 3.75 (s, 3H), 3.69 - 3.61 (m, 4H), 2.
72 - 2.43 (m, 8H), 2.27 - 2.25 (m, 4H), 1.92 - 1.81 (m, 6H), 1.51 - 1.48
(m, 9H)
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ocoooooODO0oOo(0o.0O0OmgO0O0CDO.O0CpmolOO00.000D0O0O00DO.O0D0D0O)O
000000000000 1H NMR (400 MHz, DMSO-dg) 8 8.14 (brs, 1H), 7.
61 (d, J 7.6 Hz, 2H), 7.53 - 7.43 (m, 4H), 7.41 - 7.34 (m, 2H), 7.24 (
d, J =7.2 Hz, 1H), 7.10 (d, J = 7.2 Hz, 1H), 6.27 (d, J = 7.2 Hz, 1H), 3.
76 (t, J 7.2 Hz, 1H), 3.60 - 3.53 (m, 3H), 3.24 (t, J = 4.8 Hz, 2H), 2.6
1 (t,J =6.0Hz, 2H), 2.43 (t, J =7.2 Hz, 2H), 2.25 - 2.03 (m, 6H), 1.77
-1.62 (m, 4H),1.47 (d, J = 8.0 Hz, 2H), 1.23 (brs, 2H); LC-MS (M+H)*: 5
27.4. SFCODDOODO: 100%
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000000000000 1YH NMR (400 MHz, DMSO-dg) 8 8.12 (brs, 1H), 7.
62 (d, J = 7.6 Hz, 2H), 7.53 - 7.44 (m, 4H), 7.42 - 7.34 (m, 2H), 7.24 (
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d, J = 7.2 Hz, 1H), 7.10 (d, J = 7.2 Hz, 1H), 6.27 (d, J = 7.2 Hz, 1H), 3.
78 (t, J = 7.2 Hz, 1H), 3.60 - 3.53 (m, 1H), 3.51 - 3.43 (m, 2H), 3.24 (t,
J = 4.8 Hz, 2H), 2.61 (t, J = 6.4 Hz, 2H), 2.43 - 2.48 (m, 2H), 2.25 - 2.
19 (m, 2H), 2.16 - 2.01 (m,4H), 1.77 - 1.61 (m, 4H), 1.47 (d, J = 8.0 Hz
, 2H), 1.34 (brs, 2H); LC-MS (M+H)*: 527.4; SFCOODOOO: 100%
DoOoooao
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000000000 YH NMR (400 MHz, DMSO-dg) & 8.15 (s, 1H), 7.40 - 7.3
1 (m, 4H), 7.23 (d, J = 7.6 Hz, 1H), 7.12 (d, J = 7.2 Hz, 1H), 6.29 (d, J

= 7.2 Hz, 1H), 6.05 (s, 1H), 3.70 (t, J = 6.8 Hz, 1H), 3.24 (t, J = 5.2 Hz,
2H), 2.61 (t, J = 6.0 Hz, 2H), 2.46 - 2.44 (m, 4H), 2.26 - 2.18 (m, 6H),

2.16 - 2.10 (m, 5H), 2.10 - 2.00 (m, 2H), 1.77 - 1.64 (m, 4H), 1.52 - 1.
50 (m, 2H), 1.37 (s, 23.; LC-MS (M+H)*: 545.5

Dooooao

000000000 YH NMR (400 MHz, DMSO-dg + D20) & 7.59 (d, J = 7.6
Hz, 1H), 7.44 (t, J = 8.0 Hz, 1H), 7.36 - 7.33 (m, 2H), 7.24 (d, J = 7.6
Hz, 1H), 6.61 (d, J = 7.6 Hz, 1H), 6.07 (s, 1H), 3.91 - 3.89 (m, 1H), 3.
7 - 3.44 (m, 2H), 3.43 - 3.30 (m, 4H), 3.02 - 3.00 (m, 2H), 2.91 - 2.81

(m, 1H), 2.78 - 2.60 (m, 6H), 2.24 (s, 3H), 2.15 (s, 3H), 2.01 - 1.93 (m,
2H), 1.81 - 1.78 (m, 2H), 1.68 - 1.65 (m, 2H), 1.26 - 1.16 (m, 2H); LC-
MS (M+H)*: 545.5

Dooooao
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000000000 YH NMR (400 MHz, DMSO-dg) & 8.29 (t, J = 4.8 Hz, 1H),

.22 - 7.122 (m, 2H), 7.01 - 6.92 (m, 3H), 6.58 (br s,1H), 6.34 (d, J = 6.
Hz, 1H), 3.71 (t, J = 8.4 Hz, 1H), 3.59 - 3.53 (m, 2H), 3.35 - 3.26 (m,
H), 2.98 - 2.82 (m ,6H), 2.70 - 7.61 (m, 3H), 1.97 - 1.85 (m, 3H), 1.75
s, 5H), 1.43 (br s, 1H), 0.94 - 0.92 (m, 2H), 0.63 (d, J = 4.0 Hz, 2H); L
C-MS (M+H)*: 491.3

oooooad

000000000 'H NMR (400 MHz, DMSO-dg) & 8.08 (s, 1H), 7.17 (t, J
= 8.4 Hz, 1H), 7.10 (d, J = 7.2 Hz, 1H), 6.99 (d, J = 7.6 Hz, 1H), 6.95 (
s, 1H), 6.89 (d, J = 7.6 Hz, 1H), 6.29 (d, J = 7.2 Hz, 1H), 3.64 (t, J = 7.
2 Hz, 1H), 3.53 - 3.46 (m, 2H), 3.39 - 3.32 (m, 2 H), 3.24 (t, J = 4.8 Hz,
2H), 2.61 (t, J = 6.0 Hz, 2H), 2.46 - 2.41 (m, 2H), 2.25 - 2.07 (m, 5H),
1.89 - 1.84 (m, 1H), 1.76 - 1.67 (m, 4H), 1.51 (d, J = 6.0 Hz, 2H), 1.38
-1.36 (m,2H),0.93-0.88(m,2H),0.64-0.60(m, 2H);LC-MS: (M+H)*:491.2
oooooad
Joddoddogg(uuouooooooooooo)ybooDb((O)boo(o (o ,0,0,00
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O00O0O0O0OO0YH NMR (400 MHz, DMSO-dg) 8 8.09 (br s, 1H), 7.13 - 7.07

m, 3H), 7.00 (d, J = 8.4 Hz, 2H), 6.30 (d, J = 7.6 Hz, 1H), 3.62 (t, J =
Hz, 2H), 3.23 (t, J = 5.2 Hz, 2H), 2.61 (t, J = 6.4 Hz, 2H), 2.47 - 2.
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40 (m, 3H), 2.35 - 1.97 (m, 7H), 1.87 - 1.80 (m, 1H), 1.78 - 1.65 (m, 4
H), 1.55 - 1.47 (m, 2H), 1.41 - 1.33 (m, 2H), 0.95 - 0.87 (m, 2H), 0.65 -
0.57 (m, 2H); LC-MS (M+H)*: 491.4

oooo0oo

0O0C0O0O0O0YH NMR (400 MHz, DMSO-dg) 8 8.11 (br s, 1H), 7.15 - 7.06
(m, 3H), 7.00 (d, J = 8.0 Hz, 2H), 6.95 - 6.85 (m, 1H), 6.29 (d, J = 7.6
Hz, 1H), 3.62 (t, J = 7.6 Hz, 2H), 3.24 (t, J = 4.8 Hz, 2H), 2.61 (t, J = 6
.0 Hz, 2H), 2.47 - 2.43 (m, 3H), 2.30 - 2.14 (m, 4H), 2.12 - 1.95 (m, 3H
), 1.90 - 1.81 (m, 1H), 1.78 - 1.65 (m, 4H), 1.77 - 1.47 (m, 2H), 1.43 -
1.34 (m, 2H), 0.95 - 0.87 (m, 2H), 0.65 - 0.57 (m, 2H); LC-MS (M+H)*: 491.6
Ooooo0oo
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Oooooo

0O0O0O0O0O0YH NMR (400 MHz, DMSO-dg) 8 8.25 (br s, 1H), 7.22 - 7.06
(m, 4H), 7.03 - 6.97 (m, 1H), 6.30 (d, J = 7.2 Hz, 1H), 4.38 (t, J = 6.8
Hz, 1H), 3.55 - 3.35 (m, 4H), 3.27 - 3.22 (m, 2H), 3.11 - 3.05 (m, 1H),
2.87 - 2.70 (m, 1H), 2.62 (t, J = 6.0 Hz, 1H), 2.47 - 2.30 (m, 4H), 2.13
- 2.02 (m, 1H), 1.90 - 1.70 (m, 5H), 1.68 - 1.56 (m, 2H), 1.55 - 1.35 (m,
2H), 0.95 - 0.85 (m, 2H), 0.70 - 0.54 (m, 2H); LC-MS (M+H)*: 491.5
oooo0oo

O0O0O0O00YH NMR (400 MHz, DMSO-dg) 8 8.21 (br s, 1H), 7.24 - 7.06
(m, 4H), 7.03 - 6.96 (m, 1H), 6.95 - 6.70 (m, 1H), 6.30 (d, J = 7.2 Hz, 1
H), 4.37 (t, J = 7.6 Hz, 1H), 3.50 - 3.45 (m, 2H), 3.24 (t, J = 5.2 Hz, 2H
), 2.69 - 2.58 (m, 3H), 2.48 - 2.45 (m, 3H), 2.36 - 2.15 (m, 5H), 2.09 -
2.03 (m, 1H), 1.78 - 1.66 (m, 4H), 1.61 - 1.51 (m, 2H), 1.48 - 1.36 (m,
2H), 0.94 - 0.85 (m, 2H), 0.70 - 0.54 (m, 2H); LC-MS (M+H)*: 491.5
Dooo0oo
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(230)

fLeh®s

'HNMR 77— %

302

(400 MHz, DMSO-d;) & 8.18 - 8.16 (m, 1H), 7.45 - 7.43 (m, 2H), 7.30 -
7.24 (m, 2H), 7.14 (d, ] = 6.8 Hz, 1H), 6.32 (d, ] = 7.2 Hz, 1H), 3.68 (¢, ] =
7.2 Hz, 2H), 3.47 (t, ] = 6.0 Hz, 2H), 3.25 (t, ] = 5.2 Hz, 4H), 2.62 (¢, ] = 6.0
Hz, 2H), 2.30 - 2.10 (m, 6H), 1.80 - 1.67 (m, 4H), 1.59 - 1.47 (m, 2H), 1.45 -
1.35 (m, 2H).

303

(400 MHz, DMSO-d¢) 8 8.16 (brs, 1H), 7.45 - 7.42 (m, 2H), 7.29 - 7.24
(m, 2H), 7.15(d, ] = 7.2 Hz, 1H), 6,32 (d, J= 7.2 Hz, 1H), 3.69 (t, ] = 7.2
Hz, 2H), 3.54 - 3.49 (m, 2H), 3.44 - 3.39 (m, 2H), 3.25 (t, ] = 5.6 Hz, 2H),
2.62 (t, ] = 6.0 Hz, 2H), 2.35 - 2.10 (m, 6H), 1.79 - 1.67 (m, 4H), 1.54 - 1.46
(m, 2H), 1.43 - 1.33 (m, 2H).

306

(400 MHz, DMSO-d) & 8.17 (brs, 1H), 7.66 (d, ] = 7.6 Hz, 2H), 7.47 (1, ]
= 7.2 Hz, 2H), 7.41 - 7.34 (m, 3H), 7.13 - 7.07 (m, 2H), 6.29 (d, ] = 7.2 Hz,
1H), 3.80 (t, ] = 7.2 Hz, 1H), 3.63 - 3.49 (m, 3H), 3.24 (¢, ]= 5.2 Hz, 2H),
2.61 (t,] = 6.4 Hz, 2H), 2.45 (t, ] = 7.6 Hz, 3H), 2.27 - 2.07 (m, 5H), 1.77 -
1.62 (m, 4H), 1.52 - 1.49 (m, 2H), 1.40 - 1.36 (m, 2H).

307

(400 MHz, DMSO-ds) 6 8.16 (brs, 1H), 7.66 (d, ] = 7.6 Hz, 2H), 7.47 (¢, ]
= 7.2 Hz, 2H), 7.41 - 7.36 (m, 3H), 7.13 - 7.06 (m, 2H), 6.28 (d, ] = 7.2 Hz,
1H), 3.81 (t, ] = 7.2 Hz, 1H), 3.63 - 3.43 (m, 3H), 3.24 (¢, ] = 5.6 Hz, 2H),
2.61(t,] = 6.4 Hz, 2H), 2.47 - 2.36 (m, 3H), 2.30 - 2.05 (m, 5H), 1.79 - 1.60
(m, 4H), 1.48 - 1.45 (m, 2H), 1.36 - 1.33 (m, 2H).

308

(400 MHz, DMSO-ds) 6 8.14 (brs, 1H), 7.53 - 7.46 (m, 4H), 7.42 - 7.35
(m, 2H), 7.31 - 7.22 (m, 2H), 7.10 (d, ] = 7.2 Hz, 1H), 6.28 (d, ] = 7.2 Hz,
1H), 3.77 (¢, ] = 7.6 Hz, 1H), 3.55 - 3.49 (m, 3H), 3.24 (¢, ] = 5.6 Hz, 2H),
2.61 (t, ] = 6.0 Hz, 2H), 2.48 - 2.43 (m, 3H), 2.33 - 2.07 (m, 5H), 1.77 - 1.68
(m, 4H), 1.55 - 1.48 (m, 2H), 1.41 - 1.35 (m, 2H).

309

(400 MHz, DMSO-ds) 6 8.14 (brs, 1H), 7.53 - 7.45 (m, 4H), 7.42 - 7.35
(m, 2H), 7.29 - 7.22 (m, 2H), 7.11 (d, ] = 7.2 Hz, 1H), 6.29 (d, ] = 7.2 Hz,
1H), 377 (t,] = 7.2 Hz, 1H), 3.54 - 3.51 (m, 3H), 3.24 (t, ] = 5.2 Hz, 2H),
2.61 (t, ] = 6.4 Hz, 2H), 2.44 - 2.38 (m, 3H), 2.31 - 2.08 (m, 5H), 1.78 - 1.62
(m, 4H), 1.53 - 1.42 (m, 2H), 1.40 - 1.29 (m, 2H).

314

(400 MHz, CDCly) 6 10.43 (s, 1H), 8.99 (brs, 1H), 8.24 (s, 1H), 7.33 - 7.28
(m, 2H), 7.25 (d, ] = 7.2 Hz, 1H), 7.14 (dd, ], = 6.0 Hz, ]. = 1.6 Hz, 1H),
6.31(d, ] = 7.6 Hz, 1H), 4.24 (dd, J, = 6.8 Hz, ], = 1.6 Hz, 2H), 4.10 - 4.01
(m, 2H), 3.75 - 3.69 (m, 1H), 3.36 (¢, ] = 5.2 Hz, 2H), 3.14 - 3.07 (m, 2H),
2.95 - 2.93 (m, 1H), 2.86 - 2.79 (m, 1H), 2.69 (t, ] = 6.0 Hz, 2H), 2.51 (brs,
1H), 2.39 - 2.24 (m, 2H), 2,17 - 1.97 (m, 3H), 1.88 - 1.79 (m, 5H), 1.57 -
1.48 (m, 2H), 1.35 - 1.30 {(m, 1H), 0.58 - 0.54 (m, 2H), 0.42 - 0.38 (m, 2H).
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315

(400 MHz, CDCly) 6 10.79 (s, 1H), 8.83 (br s, 1H), 8.36 (s, 1H), 7.34 - 7.29
(m, 2H), 7.25 (d, ] = 7.2 Hz, 1H), 7.16 (d, ] = 6.8 Hz, 1H), 6.32 (d, ] = 7.2
Hz, 1H), 4.25 (d, ] = 6.8 Hz, 2H), 4.17 (dd, ], = 11.2 Hz, ], = 3.2 Hz, 1H),
4.05-3.99 (m, 1H), 3.62 - 3.55 (m, 1H), 3.36 (t, ] = 5.2 Hz, 2H), 3.27 - 3.18
(m, 2H), 3.03 (d, ] = 10.0 Hz, 2H), 2.69 (1, ] = 6.0 Hz, 2H), 2.66 - 2.59 (m,
2H), 2.36 - 2.29 (m, 2H), 2.09 - 1.98 (m, 2H), 1.91 - 1.81 (m, 4H), 1.77 -
1.64 (m, 1H), 1.55 - 1.43 (m, 2H), 1.38 - 1.29 (m, 1H), 0.57 - 0.52 (m, 2H),
0.42 - 0.38 (m, 2H).

316

(400 MHz, DMSO-d:) 8 8.40 (s, 1H), 8.20 (s, 1H), 7.49 (d, ] = 8.8 Hz, 1H),
7.16 (dd, J, = 8.4 Hz, J. = 6.8, 1H), 7.10 (d, ] = 7.2 Hz, 1H), 7.04 - 6.92 (m,
1H), 6.88 (d, ] = 6.8 Hz, 1H), 6.30 (d, ] = 7.2 Hz, 1H), 4.28 (d, ] = 7.2 Hz,
2H), 4.02 (t, ] = 7.2 Hz, 1H), 3.66 - 3.50 (m, 6H), 3.23 (t, ] = 5.2 Hz, 2H),
2.61 (t, ] = 6.0 Hz, 2H), 2.30 - 2.09 (m, 5H), 1.78 - 1.64 (m, 4H), 1.56 - 1.48
(m, 2H), 1.43 - 1.33 (m, 3H), 0.58 - 0.53 (m, 2H), 0.46 - 0.41 (m, 2H).

317

(400 MHz, DMSO-dg) & 8.40 (s, 1H), 8.17 (s, 1H), 7.49 (d, ] = 8.8 Hz, 1H),
7.18 - 7.10 (m, 2H), 6.87 (d, ] = 6.8 Hz, 1H), 6.30 (d, ] = 7.2 Hz, 1H), 4.27
(d, ] = 6.8 Hz, 2H), 4.01 (t, ] = 7.2 Hz, 1H), 3.67 - 3.48 (m, 6H), 3.23 (¢, ] =
8.8 Hz, 2H), 2.62 (t, ] = 6.0 Hz, 2H), 2.44 - 2.42 (m, 2H), 2.22 - 2.19 (m,
3H), 1.78 - 1.72 (m, 2H), 1.70 - 1.65 (m, 2H), 1.51 (d, ] = 8.4 Hz, 2H), 1.42
- 1.34 (m, 3H), 0.58 - 0.52 (m, 2H), 0.45- 0.41 (m, 2H).

318

(400 MHz, CDCl) 6 10.44 (s, 1H), 8.99 (brs, 1H), 8.31 (s, 1H), 7.34 - 7.28
(m, 2H), 7.26 (s, 1H), 7.20 - 7.12 (m, 1H), 6.31 (d, ] = 7.2 Hz, 1H), 4.11 -
4.03 (m, 2H), 3.79 - 3.69 (m, 1H), 3.37 - 3.30 (m, 2H), 3.16 - 3.05 (m, 2H),
3.00-2.90 {m, 1H), 2.88 - 2.79 (m, 1H), 2.69 (t, ] = 6.4 Hz, 2H), 2.54 - 2.49
(m, 1H), 2.43 - 2.24 (m, 2H), 2.19 - 1.96 (m, 3H), 1.91 - 1.71 (m, 5H), 1.60 -
1.45 (m, 2H).

319

(400 MHz, CDCly) § 10.81 (s, 1H), 8.86 - 8.83 (m, 1H), 8.45 (s, 1H), 7.37 -
7.28 (m, 2H), 7.25(d, ] = 7.2 Hz, 1H), 7.21 - 7.14 (m, 1H), 6.32 (d, ] = 7.2
Hz, 1H), 4.19 (dd, J; = 11.2 Hz, J, = 3.6 Hz, 1H), 4.08 - 3.99 (m, 1H), 3.64 -
3.55 (m, 1H), 3.39 - 3.32 (m, 2H), 3.29 - 3.17 (m, 2H), 3.03 (brd, ] = 10.8
Hz, 1H), 2.69 (br t, ] = 6.0 Hz, 2H), 2.65 - 2.57 (m, 2H), 2.37 - 2.25 (m,
2H), 2.10 - 1.97 (m, 2H), 1.96 - 1.79 (m, 5H), 1.78 - 1.63 (m, 1H), 1.57 -
1.42 (m, 2H).

320

(400 MHz, DMSO-ds) 6 8.37 (brs, 1H), 8.11 (s, 1H), 7.66 (d, ] = 7.6 Hz,
1H), 7.27 (d,] = 6.4 Hz, 1H), 7.17 (d, ] = 6.8 Hz, 1H), 7.10 (¢, ] = 7.2 Hz,
1H), 6.33 (d, ] = 6.8 Hz, 1H), 5.91 (brs, 1H), 4.38 (br s, 1H), 4.10 (¢, ] = 7.6
Hz, 1H), 4.01 (1, ] = 7.2 Hz, 2H), 3.90 - 3.86 (m, 2H), 3.64 - 3.58 (m, 4H),
3.24 (s, 2H), 2.67 - 2.55 (m, 4H), 2.40 - 2.28 (m, 4H), 2.27 - 2.19 (m, 2H),
1.74 (s, 4H), 1.60 - 1.39 (m, 4H).
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321

(400 MHz, DMSO-ds) § 8.40 (brs, 1H), 8.11 (s, 1H), 7.66 (d, ] = 7.2 Hz,
1H), 7.28 (d, ] = 6.4 Hz, 1H), 7.18 (d, ] = 6.8 Hz, 1H), 7.11 (t, ] = 7.2 Hz,
1H), 6.34 (d, ] = 7.2 He, 1H), 5.89 (brs, 1H), 4.39 (brs, 1H), 4.08 - 3.97 (m,
4H), 3.94 - 3.85 (m, 3H), 3.65 - 3.62 (m, 2H), 3.24 (s, 2H), 2.63 (s, 2H),
2.59 - 2.53 (m, 2H), 2.43 - 2.29 (m, 4H), 2.24 - 2.15 (m, 2H), 1.81 - 1.66 (m,
4H), 1.62 - 1.37 (m, 4H).

322

(400 MHz, DMSO-ds) & 8.39 (brs, 1H), 8.11 (s, 1H), 7.66 (d, ] = 7.6 Hz,
1H), 7.28 (d, ] = 6.4 Hz, 1H), 7.21 (d, ] = 6.0 Hz, 1H), 7.10 (t, ] = 7.2 Hz,
1H), 6.36 (d, ] = 7.2 Hz, 1H), 5.92 (brs, 1H), 4.41 (brs, 1H), 4.10 - 4.01 (m,
3H), 3.98 - 3.89 (m, 4H), 3.57 (s, 2H), 3.24 (s, 2H), 2.63 (brs, 3H), 2.44 -
2.30 (m, 5H), 2.25 (s, 2H), 1.80 - 1.66 (m, 4H), 1.57 - 1.38 (m, 4H).

323

(400 MHz, DMSO-d;) & 8.38 (s, 1H), 8.11 (s, 1H), 7.66 (d, ] = 8.0 Hz, 1H),
7.28(d, ] =6.8 Hz, 1H), 7.20 (d, ] = 6.4 Hz, 1H), 7.10 (¢, ] = 7.6 Hz, 1H),
6.36 (d, ] = 6.8 Hz, 1H), 5.93 (brs, 1H), 4.43 (br s, 1H), 4.15 (¢, ] = 7.6 Hz,
1H), 4.06 - 3.97 (m, 3H), 3.93 - 3.86 (m, 3H), 3.58 (s, 2H), 3.24 (s, 2H),
2.63 (s, 2H), 2.43 - 2.32 (m, 6H), 2.26 (s, 2H), 1.79 - 1.66 (m, 4H), 1.57 -
1.37 (m, 4H).

324

(400 MHz, DMSO-d;) 6 11.57 (s, 1), 8.12 (brs, 1H), 8.06 (d, ] = 2.0 Hz,
1H), 7.81 (d, ] = 1.6 Hz, 1H), 7.43 (t, ] = 3.2 Hz, 1H), 7.09 (d, ] = 7.2 Hz,
2H), 7.04 - 6.92 (m, 1H), 6.40 (dd, J, = 3.2 Hz, J, = 1.6 Hz, 1H), 6.29 (d,] =
7.2 Hz, 1H), 3.75 (1, ] = 7.2 Hz, 1H), 3.23 (1, ] = 5.2 Hz, 2H), 2.61 (t, ] = 6.0
Hz, 2H), 2.48 - 2.41 (m, 5H), 2.26 - 2.11 (m, 4H), 2.04 - 1.95 (m, 2H), 1.77 -
1.60 (m, 4H), 1.55 - 1.47 (m, 2H), 1.39 - 1.32 (m, 2H).

325

(400 MHz, DMSO-dq) 6 11.53 (s, 1H), 8.14 - 8.03 (m, 2H), 7.80 (d, ] = 1.6
Hz, 1H), 7.43 - 7.37 (m, 2H), 7.09 (d, ] = 7.2 Hz, 1H), 6.96 (d, ] = 8.0 Hz,
1H), 6.38 (t, ] = 2.0 Hz, 1H), 6.28 (d, ] = 7.2 Hz, 1H), 3.71 - 3.67 (m, 1H),
3.23 (t, ] = 5.2 Hz, 2H), 2.61 (t, ] = 6.0 Hz, 2H), 2.45 - 2.40 (m, 5H), 2.25 -
2.14 (m, 4H), 2.03 - 1.95 (m, 2H), 1.76 - 1.72 (m, 2H), 1.68 - 1.64 (m, 2H),
1.55 - 1.47 (m, 2H), 1.36 - 1.30 (m, 2H).

326

(400 MHz, DMSO-d;) & 8.13 (brs, 1H), 8.10 (d, ] = 2.0 Hz, 1H), 7.83 (d, J
= 2.0 Hz, 1H), 7.59 (d, ] = 3.2 Hz, 1H), 7.10 (d, ] = 7.2 Hz, 1H), 7.06 - 6.95
(m, 1H), 6.42 (d, ] = 3.6 Hz, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 4.08 (d,] = 7.2
Hz, 2H), 3.78 (t, ] = 7.2 Hz, 1H), 3.63 - 3.44 (m, 3H), 3.23 (1, ] = 5.2 Hz,
2H), 2.61 (¢, ] = 6.4 Hz, 2H), 2.47 - 2.40 (m, 3H), 2.30 - 2.15 (m, 3H), 2.10 -
1.95 (m, 2H), 1.80 - 1.62 (m, 4H), 1.56 - 1.47 (m, 2H), 1.43 - 1.32 (m, 2H),
1.30 - 1.21 {m, 1H), 0.50 - 0.43 (m, 2H), 0.42 - 0.35 (m, 2H).
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327

(400 MHz, DMSO-d,) & 8.12 (brs, 1H), 8.09 (d, ] = 2.0 Hz, 1H), 7.82 (d, ]
= 2.0 Hz, 1H), 7.59 (d, ] = 3.6 Hz, 1H), 7.10 (d, ] = 7.2 Hz, 1H), 6.42 (d, ] =
3.2 Hz, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 4.08 (d, ] = 6.8 Hz, 2H), 3.79 (t, ] =
7.6 Hz, 1H), 3.65 - 3.56 (m, 1H), 3.48 - 3.37 (m, 1H), 3.23 (1, ] = 4.8 Hz,
2H), 2.61 (t, ] = 6.0 Hz, 2H), 2.48 - 2.38 (m, 4H), 2.30 - 2.13 (m, 4H), 2.10 -
2.03 (m, 1H), 1.78 - 1.71 (m, 2H), 1.70 - 1.62 (m, 2H), 1.54 - 1.45 (m, 2H),
1.38 - 1.32 (m, 2H), 1.26 - 1.22 (m, 1H), 0.50 - 0.42 (m, 2H), 0.41 - 0.36 (m,
2H).

340

(400 MHz, CDCly) 6 10.74 (s, 1H), 8.60 (s, 1H), 7.61 - 7.56 (m, 2H), 7.50
(d, ] = 7.4 Hz, 1H), 7.47 - 7.40 (m, 2H), 7.35 - 7.27 (m, 3H), 7.27 - 7.19 (m,
2H), 6,29 (d, ] = 7.3 Hz, 1H), 3.93 (dd, J, = 10.4 Hz, ]> = 3.2 Hz, 1H), 3.90 -
3.82 (m, 1H), 3.43 - 3.34 (m, 3H), 3.21 - 3.13 (m, 1H), 3.08 - 2.94 (m, 2H),
2.68 (1, ] = 6.2 Hz, 2H), 2.63 - 2.53 (m, 1H), 2.45 (s, 1H), 2.26 - 2.25 (m,
2H), 2.06 - 1.94 (m, 2H), 1.89 - 1.76 (m, 5H), 1.74 - 1.62 (m, 1H), 1.52 -
1.36 (m, 2H).

341

(400 MHz, CDCls) 6 10.48 (s, 1H), 8.82 (s, 1H), 7.57 - 7.52 (m, 2H), 7.44 -
7.36 (m, 3H), 7.33 - 7.27 (m, 2H), 7.26 - 7.21 (m, 3H), 6.28 (d, ] = 7.3 Hg,
1H), 3.85 (dd, ], = 8.4 Hz, ]. = 2.4 Hz, 1H), 3.82 - 3.76 (m, 1H), 3.57 - 3.50
(m, 1H), 3.41 (t, ] = 5.4 Hz, 2H), 3.11 (d, ] = 11.3 Hz, 1H), 2.96 - 2.79 (m,
3H), 2.69 (t,] = 6.1 Hz, 2H), 2.44 (s, 1H), 2.39 - 2.21 (m, 2H), 2.11 (d, ] =
8.9 Hz, 1H), 2.01 - 1.83 (m, 4H), 1.81 - 1.62 (m, 2H), 1.61 - 1.50 (m, 1H),
1.48 - 1.36 (m, 2H).

342

(400 MHz, DMSO-d;) & 8.25 (s, 1H), 7.66 - 7.60 (m, 4H), 7.49 - 7.42 (m,
2H), 7.39 - 7.32 (m, 3H), 7.09 (d, ] = 7.2 Hz, 1H), 6.90 - 6.70 (m, 1H), 6.28
(d,] =7.6Hz, 1H), 3.77 (t, ] = 7.2 Hz, 1H), 3.63 - 3.39 (m, 4H), 3.24 (t,] =
5.2 Hz, 2H), 2.88 - 2.73 (m, 2H), 2.64 - 2.57 (m, 3H), 2.47 - 2.42 (m, 4H),
1.83 - 1.77 (m, 2H), 1.76 - 1.72 (m, 2H), 1.67 - 1.60 (m, 2H), 1.56 - 1.41 (m,
2H).

343

(400 MHz, DMSO-ds) & 8.16 (s, 1H), 7.66 - 7.57 (m, 4H), 7.48 - 7.42 (m,
2H), 7.38 - 7.31 (m, 3H), 7.08 (d, ] = 7.2 Hz, 1H), 6.28 (d, ] = 7.6 Hz, 1H),
3.72 (t, ] = 7.2 Hz, 1H), 3.58 - 3.53 (m, 2H), 3.47 - 3.41 (m, 2H), 3.23 (, ] =
5.2 Hz, 2H), 2.60 (t, ] = 6.0 Hz, 2H), 2.46 - 2.40 (m, 2H), 2.32 - 2.07 (m,
5H), 1.80 - 1.63 (m, 4H), 1.57 - 1.47 (m, 2H), 1.45 - 1.33 (m, 2H).

(400 MHz, DMSO-ds) & 14.32 (s, 1H), 11.05 - 10.73 (m, 1H), 8.44 - 8.31
(m, 1H), 8.06 (s, 1H), 7.62 (d, ] = 7.2 Hz, 1H), 7.18 - 7.06 (m, 2H), 6.96 (d,
J = 6.8 Hz, 1H), 6.67 (dd, J; = 7.6 Hz, ], = 1.6 Hz, 1H), 4.83 - 4.62 (m, 2H),
4.06 - 3.96 (m, 1H), 3.57 - 3.48 (m, 2H), 3.47 - 3.41 (m, 5H), 3.37 - 3.32 {m,
2H), 3.18 (s, 3H), 3.08 - 2.97 (m, 2H), 2.90 - 2.70 (m, 7H), 2.20 - 2.07 (m,
2H), 2.05 - 1.75 (m, 5H), 1.45 - 1.30 (m, 1H), 1.25 - 1.14 (m, 6H).
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560

(400 MHz, CDCly) 8 10.51 (s, 1H), 8.80 (s, 1H), 7.24 (d. ] = 7.2 Hz, 1H),
7.14-7.11 (m, 1H), 7.10 - 7.05 (m, 2H), 6.29 (d, ] = 7.6 Hz, 1H), 3.95 - 3.88
(m, 1H), 3.76 (dd, ], = 9.6 Hz, J» = 2.8 Hz, 1H), 3.54 - 3.47 (m, 1H), 3.41 (¢,
] =5.2 Hz, 2H), 3.14 - 2.98 (m, 4H), 2.96 - 2.88 (m, 3H), 2.86 - 2.78 (m,
1H), 2.70 (¢, ] = 6.0 Hz, 2H), 2.51 (brs, 1H), 2.43 - 2.25 (m, 2H), 2.21 - 1.95
(m, 5H), 1.92 - 1.67 (m, 5H), 1.60 - 1.42 (m, 2H).

561

(400 MHz, CDCly) § 10.86 (brs, 1H), 8.73 (brs, 1H), 7.23 (d, ] = 7.6 Hz,
1H), 7.16 - 7.11 (m, 1H), 7.11 - 7.08 (m, 2H), 6.30 (d, ] = 7.6 Hz, 1H), 3.92
- 3.83 (m, 2H), 3.40 (t, ] = 5.6 Hz, 2H), 3.37 - 3.28 (m, 1H), 3.27 - 2.96 (m,
5H), 2.92 (t, ] = 7.6 Hz, 2H), 2.70 (t, ] = 6.4 Hz, 2H), 2.63 - 2.50 (m, 2H),
2.29 (t,] = 5.2 Hz, 2H), 2.10 - 1.95 (m, 4H), 1.92 - 1.65 (m, 6H), 1.57 - 1.41
(m, 2H).

565

(400 MHz, DMSO-dg) & 8.05 (br s, 1H), 7.12 - 7.05 (m, 2H), 6.89 (brs,
1H), 6.55 - 6.44 (m, 3H), 6.28 (d, ] = 7.2 Hz, 1H), 3.97 - 3.88 (m, 4H), 3.63
- 3.57 (m, 4H), 3.30 - 3.21 (m, 8H), 2.67 - 2.59 (m, 2H), 2.34 - 2.29 (m, 1H),
2.28 - 2.18 (m, 3H), 2.07 - 1.97 (m, 2H),1.92 - 1.82 (m, 2H), 1.77 - 1.65 (m,
4H), 1,52 (d, ] = 5.6 Hz, 2H), 1.41 - 1.32 (m, 2H).

566

(400 MHz, DMSO-ds) 6 8.06 (brs, 1H), 7.12 - 7.05 (m, 2H), 6.92 (br s,
1H), 6.56 - 6.45 (m, 3H), 6.28 (d, ] = 7.2 Hz, 1H), 3.96 - 3.88 (m, 4H), 3.64
- 3.59 (m, 4H), 3.39 - 3.34 (m, 4H), 3.27 - 3.21 (m, 4H), 2.61 (,] = 6.0 Hz,
2H), 2.34 - 2.11 (m, 4H), 2.08 - 1.96 (m, 2H), 1.93 - 1.81 (m, 2H), 1.75 -
1.64 (m, 4H), 1.56 - 1.48 (m, 2H), 1.42 - 1.34 (m, 2H).

594

(400 MHz, DMSO-ds) 6 8.10 (s, 1H), 7.16 - 7.08 (m, 2H), 6.88 (s, 1H),
6.80 (d, ] = 8.4 Hz, 1H), 6.76 (s, 1H), 6.68 (d,] = 7.6 Hz, 1H), 6.29 (d, ] =
7.2 Hz, 1H), 3.73 (t, ] = 4.8 Hz, 2H), 3.62 (t, ] = 7.6 Hz, 1H), 3.44 (¢, | = 6.4
Hz, 3H), 3.24 (t, ] = 5.2 Hz, 3H), 3.00 (t, ] = 4.4 Hz, 2H), 2.89 (s, 2H), 2.61
(t,] = 5.6 Hz, 2H), 2.44 (s, 1H), 2.33 - 2.05 (m, 6H), 1.76 - 1.66 (m, 4H),
1.54 - 1.52 (m, 2H), 1.41 - 1.38 (m, 2H), 1.22 (s, 6H).

595

(400 MHz, DMSO-dg) d 8.08 (s, 1H), 7.16 - 7.09 (m, 2H), 7.00 (br s, 1H},
6.80 - 6.78 (m, 2H), 6.68 (d, ] = 7.6 Hz, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 3.73
(t,] = 4.8 Hz, 2H), 3.62 (¢, ] = 7.6 Hz, 1H), 3.53 - 3.46 (m, 2H), 3.41 - 3.34
(m, 2H), 3.25 - 3.23 (m, 2H), 3.00 (¢, ] = 4.8 Hz, 2H), 2.89 (s, 2H), 2.61 (t,
J=6.0 Hz, 2H), 2.44 - 2.40 (m, 1H), 2.28 - 2.07 (m, 6H), 1.78 - 1.66 (m,
4H), 1.53 - 1.51 (m, 2H), 1.41 - 1.37 (m, 2H), 1.22 (s, 6H).

596

(400 MHz, DMSO-d¢) 6 8.09 (s, 1H), 7.20 (t, ] = 8.0 Hz, 1H), 7.10 (d. ] =
7.2 Hz, 1H), 7.00 - 6.94 (m, 4H), 6.29 (d, ] = 7.2 Hz, 1H), 3.69 - 3.62 (m,

4H), 3.46 - 3.41 (m, 3H), 3.38 (s, 2H), 3.24 (t, ] = 5.2 Hz, 2H), 3.03 - 2.96
(m, 2H), 2.61 (t, ] = 6.0 Hz, 2H), 2.46 - 2.44 (m, 2H), 2.26 - 2.01 (m, 5H),
1.78 - 1.66 (m, 4H), 1.53 - 1.52 (m, 2H), 1.41 - 1.37 (m, 2H), 0.93 (s, 6H).
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597

(400 MHz, DMSO-dq) 8 8.09 (s, 1H), 7.21 (t,] = 8.0 Hz, 1H), 7.10 (d, ] =
7.6 Hz, 1H), 7.00 - 6.96 (m, 3H), 6.29 (d, ] = 7.2 Hz, 1H), 3.69 - 3.64 (m,

5H), 3.41 - 3.39 (m, 2H), 3.38 (s, 2H), 3.24 (¢, ] = 4.4 Hz, 2H), 3.02 - 2.99
(m, 2H), 2.61 (t, ] = 6.0 Hz, 2H), 2.45 - 2.41 (m, 2H), 2.26 - 2.08 (m, 5H),
1.76 - 1.67 (m, 4H), 1.51 - 1.49 (m, 2H), 1.36 - 1.35 (m, 2H), 0.93 (s, 6H).

598

(400 MHz, CDCl;) & 10.43 (brs, 1H), 8.80 (brs, 1H), 7.23 (d, ] = 7.2 He,
1H), 7.15 (t, ] = 7.6 Hz, 1H), 6.92 (s, 1H), 6.82 (d, ] = 7.6 Hz, 1H), 6.75 (dd,
Ji = 8.0 Hz, J, = 2.0 Hz, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 4.02 - 4.00 (m, 1H),
3.59 - 3.49 (m, 2H), 3.40 (1, ] = 5.2 Hz, 2H), 3.08 - 3.06 (m, 4H), 2.90 - 2.89
(m, 1H), 2.80 - 2.75 (m, 3H), 2.69 (t, ] = 6.4 Hz, 2H), 2.54 (s, 1H), 2.37 -
2.22 (m, 2H), 2.15 - 1.98 (m, 3H), 1.88 - 1.67 (m, 7H), 1.52 - 1.45 (m, 2H),
1.33 (t, ] = 6.4 Hz, 2H), 1.00 (s, 6H).

599

(400 MHz, CDCly) & 10.74 (brs, 1H), 8.70 (brs, 1H), 7.22 (d, ] = 7.2 Hz,
1H), 7.15 (¢, ] = 8.0 Hz, 1H), 6.94 (s, 1H), 6.85 (d, ] = 7.6 Hz, 1H), 6.75 (dd,
Ji=8.0Hz, ], = 2.0 Hz, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 3.96 - 3.94 (m, 1H),
3.71 (dd, ] = 10.8 Hz, Ja = 3.6 Hz, TH), 3.41 - 3.38 (m, 3H), 3.09 - 3.06 (m,
5H), 2.81 (s, 2H), 2.70 - 2.67 (m, 4H), 2.28 - 2.27 (m, 2H), 2.02 (t, ] = 13.2
Hz, 2H), 1.87 - 1.85 (m, 5H), 1.69 - 1.68 (m, 3H), 1.50 - 1.45 (m, 2H), 1.33
(t, ] = 6.0 Hz, 2H), 0.99 (s, 6H).

600

(400 MHz, CDCl;) & 10.42 (s, 1H), 8.79 (s, 1H), 7.23 (d, ] = 7.2 Hz, 1H),
7.17 (t,] = 7.6 Hz, 1H), 6.97 (s, 1H), 6.85 (d, ] = 7.2 Hz, 1H), 6.81 (d, ] =
8.0 Hz, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 4.05 - 3.96 (m, 1H), 3.64 - 3.59 (m,
1H), 3.56 - 3.47 (m, 1H), 3.40 (1, ] = 5.2 Hz, 2H), 3.18 - 3.14 (m, 4H), 3.12 -
3.01 (m, 2H), 2.93 - 2.85 (m, 1H), 2.83 - 2.75 (m, 1H), 2.70 (1, ] = 6.0 Hz,
2H), 2.54 (s, 1H), 2.36 - 2.21 (m, 2H), 2.16 - 1.96 (m, 3H), 1.91 - 1.74 (mn,
5H), 1.54 - 1.46 (m, 6H), 0.97 (s, 6H).

601

(400 MHz, CDCl;) 6 10.74 (s, 1H), 8.69 (s, 1H), 7.23 (d, ] =7.6 Hz, 1H),
7.17 (t, ] = 7.6 He, 1H), 7.00 (s, 1H), 6.88 (d, ] = 7.6 Hz, 1H), 6.81 (d. ] =
7.2 Hz, 1H), 6.30 (d, ] = 7.2 Hz, 1H), 3.98 - 3.88 (m, 1H), 3.72 (dd, J,= 10.8
Hz, J.= 3.2, 1H), 3.47 - 3.37 (m, 3H), 3.20 - 3.11 (m, 6H), 3.03 - 2.96 (m,
1H), 2.69 (t, ] = 6.0 Hz, 2H), 2.65 - 2.53 (m, 2H), 2.29 - 2.27 (m, 2H), 2.03
(d, ] =12.0 Hz, 2H), 1.91 - 1.80 (m, 5H), 1.68 (d, J=12.4 Hz, 1H), 1.53 -
1.46 (m, 6H), 0.97 (s, 6H).

602

(400 MHz, CDCly) & 10.47 (brs, 1H), 8.83 - 8.81 (m, 1H), 7.24 (d, ] =7.2
Hz, 1H), 7.19 (t, ] = 8.0 Hz, 1H), 6.93 - 6.88 (m, 2H), 6.76 (dd, ], = 8.0 Hz,
Jo = 2.0 Hz, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 4.03 - 3.97 (m, 1H), 3.85 - 3.71
(m, 2H), 3.65 - 3.36 (m, 6H), 3.16 - 3.00 (m, 2H), 2,93 - 2.74 (m, 2H), 2.70
(t.] = 6.0 Hz, 2H), 2.54 (br s, 1H), 2.47 - 2.38 (m, 2H), 2.35 - 2.20 (m, 2H),
2.17 - 1.96 (m, 3H), 1.91 - 1.84 (m, 2H), 1.83 - 1.66 (m, 3H), 1.60 - 1.41 (m,
2H), 1.25 (d, ] = 6.0 Hz, 6H).
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603

(400 MHz, DMSO-dg) & 8.30 (brs, 1H), 8.04 (brs, 1H), 7.15 - 7.07 (m,
2H), 6.78 - 6.76 (m, 2H), 6.67 (d, ] = 7.6 Hz, 1H), 6.28 (d, | = 7.2 Hz, 1H),
4,07 - 4.00 (m, 3H), 3.58 (t, ] = 7.2 Hz, 2H), 3.51 - 3.43 (m, 2H), 3.41 - 3.32
(m, 2H), 3.23 (t, ] = 5.2 Hz, 2H), 3.13 (dd, J, = 11.6 Hz, J, = 3.2 Hz, 2H),
2.79 (dd, Ji = 11.6 Hz, ], = 6.0 Hz, 2H), 2.61 (1, ] = 6.0 Hz, 2H), 2.44 - 2,40
(m, 1H), 2.30 - 2.16 (m, 3H), 2.13 - 2.02 (m, 1H), 1.82 - 1.60 (m, 4H), 1.58 -
1.45 (m, 2H), 1.42 - 1.31 (m, 2H), 1.25 - 117 (m, 6H).

604

(400 MHz, CDCl;) 6 10.80 (brs, 1H), 8.73 - 8.70 (m, 1H), 7.26 - 7.17 (m,
2H), 6.96 - 6.91 (m, 2H), 6.76 (dd, J; = 8.0 Hz, J. = 2.0 Hz, 1H), 6.30 (d, ] =
7.2 Hz, 1H), 3.97 - 3.88 (m, 1H), 3.84 - 3.70 (m, 3H), 3.53 - 3.36 (m, 5H),
3.26 - 3.11 (m, 2H), 3.00 (br d, J = 10.8 Hz, 1H), 2.70 (t, ] = 6.0 Hz, 2H),
2.65-2.51 (m, 2H), 2.44 - 2.38 (m, 2H), 2.34 - 2.21 (m, 2H), 2.10 - 1.95 (m,
2H), 1.92 - 1.76 (m, 5H), 1.75 - 1.61 {(m, 1H), 1.54 - 1.39 (m, 2H), 1.25 (d, ]
= 6.0 Hz, 6H).

605

(400 MHz, DMSO-dy) & 8.15 - 8.11 (m, 1H), 7.16 - 7.08 (m, 2H), 6.99 -
6.85 (m, 1H), 6.80 - 6.75 (m, 2H), 6.67 (d, J= 7.6 Hz, 1H), 6.29 (d, ] = 7.2
Hz, 1H), 4.05 - 3.99 (m, 2H), 3.63 (t, ] = 7.2 Hz, 2H), 3.52 - 3.46 (m, 3H),
3.42 - 3.37 (m, 2H), 3.26 - 3.22 (m, 2H), 3.14 (dd, J, = 11.6 Hz, ], = 2.8 Hz,
2H), 2.80 (dd, J, = 12.0 Hz, ], = 6.4 Hz, 2H), 2.61 (t, ] = 6.0 Hz, 2H), 2.46 -
2.40 (m, 2H), 2.36 - 2.30 (m, 3H), 1.78 - 1.69 (m, 4H), 1.59 - 1.49 (m, 2H),
1.44-1.34 (m, 2H), 1.19 (d, ] = 6.4 Hz, 6H).

619

(400 MHz, DMSO-d6)

§ 8.44 (s, 1H), 8.06 (s, 1H), 7.56 (d, ] = 8.4 Hz, 1H), 7.10 (t, ] = 8.0 Hz,
2H), 7.01 - 6.95 (m, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 5.25 (t, ] = 7.6 Hz, 1H),
4.31 (t, ] = 6.0 Hz, 1H), 3.79 - 3.72 (m, 2H), 3.59 - 3.55 (m, 2H), 3.26 - 3.23
(m, 3H), 2.85 - 2.74 (m, 2H), 2.62 (t, ] = 5.2 He, 2H), 2.43 - 2.40 (m, 2H),
2.34 - 2.23 (m, 6H), 1.77 - 1.64 (m, 4H), 1.52 - 1.46 (m, 2H), 1.40 - 1.33 (m,
2H), 1.25 - 1.16 (m, 2H)

620

(400 MHz, DMSO-d6)

§ 8.75(d, ] =2.0Hz, 1H), 8.44 (d,] = 1.6 Hz, 1H), 8.19 (br s, 1H), 7.91 (s,
1H), 7.70 (br d, J= 7.6 Hz, 2H), 7.50 (br t, ] = 7.6 Hz, 2H), 7.45 - 7.39 (m,
1H), 7.13 (brd, ] = 7.2 Hz, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 3.83 (brt,] = 7.2
Hz, 1H), 3.69 - 3.56 (m, 2H), 3.24 (br s, 2H), 2.61 (brt, ] = 6.0 Hz, 2H),
2.47 - 2.36 (m, 4H), 2.29 - 2.09 (m, 5H), 1.78 - 1.63 (m, 4H), 1.49 - 1.31 (m,
4H)
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(400 MHz, CDCly)
8 10.74 (s, 1H), 8.74 (s, 1H), 7.71 (d, ] = 7.6 Hz, 1H), 7.56 - 7.50 (m, 1H),
7.44 (v, ] = 6.8 Hz, 2H), 7.40 (s, 1H), 7.38 - 7.31 (m, 2H), 7.24 - 7.16 (m,
621 2H), 6.28 (d, ] = 7.2 Hz, 1H), 3.98 - 3.89 (m, 1H), 3.86 - 3.80 (m, 1H), 3.54
-3.45 (m, 1H), 3.41 (1, ] = 5.6 Hz, 2H), 3.18 - 3.08 (m, 2H), 2.95 (d, ] = 10.4
Hz, 1H), 2.69 (t, ] = 6.2 Hz, 2H), 2.63 - 2.52 (m, 2H), 2.33 - 2.21 (m, 2H),
2.06 - 1.97 (m, 2H), 1.92 - 1.83 (m, 4H), 1.81 (s, 1H), 1.71 - 1.58 (m, 1H),
1.52 - 1.40 (m, 2H)
(400 MHz, DMSO-dé)
J 8.18 (s, 1H), 7.51 - 7.33 (m, 7H), 7.15 (1, ] = 9.2 Hz, 2H), 6.30 (d, ] = 7.2
622 Hz, 1H), 3.91 (1, ] = 7.2 Hz, 1H), 3.57 - 3.44 (m, 3H), 3.24 (1, ] = 5.6 Hz,
2H), 2.67 - 2.60 (m, 3H), 2.49 - 2.43 (m, 2H), 2.29 - 2,17 (m, 5H), 1.77 -
1.63 (m, 4H), 1.53 - 1.39 (m, 4H),
(400 MHz, DMSO-d6)
3 8.44 (s, 1H), 8.07 (brs, 1H), 7.56 (d, ] = 8.4 Hz, 1H), 7.10 (t, ] = 6.4 Hz,
2H), 6.98 (t,] = 7.6 Hz, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 5.31 - 5.19 (m, 1H),
623 4.31 (t,] = 7.2 Hz, 1H), 3.77 - 3.72 (m, 2H), 3.60 - 3.54 (m, 3H), 3.24 (brs,
2H), 2.85 - 2.74 (m, 2H), 2.62 (t,] = 6.0 Hz, 2H), 2.45 - 2.41 (m, 2H), 2.33 -
2.25 (m, 4H), 2.23 - 2.09 (m, 2H), 1.78 - 1.63 (m, 4H), 1.50 (brd, ] = 6.0
Hz, 2H), 1.36 (brs, 2H), 1.23 (brs, 2H)
(400 MHz, CDCl)
3 10.51 (brs 1H), 8.96 (brs, 1H), 7.92 (brs, 1H), 7.49 (br d, ] = 8.4 Hz,
1H), 7.24 (brd, ] = 7.2 Hz, 2H), 7.01 (br t, ] = 8.0 Hz, 1H), 6.31 (d, ] = 7.2
- Hz, 1H), 5.16 - 5.03 (m, 1H), 4.66 (br s, 1H), 4.44 (dd, J1 = 8.0 Hz, J2 = 2.8
Hz, 1H), 4.00 - 3.88 (m, 2H), 3.40 - 3.36 (m, 2H), 3.11 (d, ] = 11.6 Hz, 1H),
2.96 - 2.89 (m, 2H), 2.70 (t, ] = 6.0 Hz, 2H), 2.49 - 2.41 (m, 3H), 2.35 - 2.30
(m, 1H), 2.23 - 2.16 (m, 1H), 2.07 - 1.99 (m, 2H), 1.88 - 1.76 (m, 4H), 1.57 -
1.46 (m, 2H), 1.31 - 1.23 (m, 4H), 0.93 - 0.81 (m, 2H)
(400 MHz, CDCl)
d =10.55 - 10.37 (m, 1H), 8.89 - 8.73 (m, 1H), 7.74 - 7.68 (m, 1H), 7.55 -
7.49 (m, 1H), 7.45 - 7.40 (m, 2H), 7.36 (d, ] = 7.6 Hz, 2H), 7.34 - 7.30 (m,
- 1H), 7.23 (d,] = 7.2 Hz, 1H), 7.20 - 7.16 (m, 1H), 6.28 (d, ] = 7.2 Hz, 1H),
4.02 - 3.95 (m, 1H), 3.77 - 3.71 (m, 1H), 3.62 - 3.56 (m, 1H), 3.42 (1, ] = 5.6
Hz, 2H), 3.09 - 2.87 (m, 4H), 2.87 - 2.73 (m, 2H), 2.70 (¢, ] = 6.0 Hz, 2H),
2.53 (s, 1H), 2.32 - 2.20 (m, 2H), 2.10 - 2.02 (m, 2H), 1.89 - 1.84 (m, 2H),
1.79 (s, 2H), 1.59 - 1.44 (m, 2H)
(400 MHz, DMSO-d6)
3 8.16 (s, 1H), 7.50 - 7.40 (m, 7H), 7.34 - 7.12 (m, 2H), 6.30 (d, ] = 7.6 Hz,
626 1H), 3.92 (t,] = 7.2 Hz, 1H), 3.61 - 3.47 (m, 3H), 3.24 (¢, ] = 4.8 Hz, 2H),

2.67 - 2,60 (m, 3H), 2.49 - 2.45 (m, 2H), 2.43 - 2.18 (m, 5H), 1.77 - 1.69 (m,
4H), 1.51 - 1.39 (m, 4H).
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627

(400 MHz, DMSO-d6)

§ 8.75 (d,] = 1.2 Hz, 1H), 8.44 (s, 1H), 8.19 (br s, 1H), 7.91 (s, 1H), 7.69
(brd, ] =7.2Hz 2H), 7.50 (brt, ] = 7.2 Hz, 2H), 7.45 - 7.39 (m, 1H), 7.13
(brd,] =7.2Hz 1H), 6.29 (d, ] = 7.2 Hz, 1H), 3.81 (brt, ] = 7.2 Hz, 1H),
3.68 - 3.55 (m, 2H), 3.25 -3.22 (m, 2H), 2.61 (brt, ] = 6.0 Hz, 4H), 2.47 -
2.44 (m, 2H), 2.31 - 2.05 (m, 5H), 1.78 - 1.63 (m, 4H), 1.54 - 1.32 (m, 4H)

628

(400 MHz, CDCly)

§ 10.83 - 10.44 (m, 1H), 9.01 - 8.84 (m, 1H), 8.62 (t,] = 5.2 Hz, 1H), 7.70 -
7.55 (m, 3H), 7.50 - 7.38 (m, 3H), 7.35 (dd, J1 = 4.8 Hz, J2 = 1.6 Hz, 1H),
7.23 (dd, J1 = 7.2 Hz, ]2 = 3.2 Hz, 1H), 6.28 (d, ] = 7.2 Hz, 1H), 4.14 - 3.90
(m, 2H), 3.80 - 3.71 (m, 1H), 3.40 (br t, ] = 5.6 Hz, 2H), 3.20 - 3.08 (m, 2H),
3.00 - 2.92 (m, 1H), 2.79 - 2.74 (m, 1H), 2.69 (br t, ] = 6.0 Hz, 2H), 2.64 -
2.55 (m, 2H), 2.37 - 2.24 (m, 2H), 2.08 - 1.96 (m, 2H), 1.90 - 1.79 (m, 4H),
1.76 - 1.67 (m, 1H), 1.61 - 1.42 (m, 2H)

629

(400 MHz, DMSO-dé)

5 8.18 (s, 1H), 7.62 - 7.38 (m, 6H), 7.31 - 7.18 (m, 1H), 7.12 (d, ] = 7.6 Hz,
2H), 6.28 (d, ] = 7.2 Hz, 1H), 3.82 (br t, ] = 7.6 Hz, 1H), 3.60 - 3.55 (m,
2H), 3.24 (t, ] = 5.4 Hz, 2H), 2.61 (1, J= 6.0 Hz, 2H), 2.45 (t, ] = 7.6 Hz,
3H), 2.38 - 2.09 (m, 6H), 1.81 - 1.62 (m, 4H), 1.58 - 1.46 (m, 2H), 1.45 -
1.33 (m, 2H).

630

(400 MHz, CDCly)

8 10.82 (s, 1H), 8.78 - 8.67 (m, 1H), 7.67 - 7.56 (m, 3H), 7.46 - 7.35 (m,
5H), 7.34 - 7.28 (m, 1H), 7.24 (d, ] = 7.6 Hz, 1H), 6.31 (d, ] = 7.2 Hz, 1H),
3.98 - 3.89 (m, 1H), 3.85 (dd, J1 = 10.4 Hz, J2 = 3.6 Hz, 1H), 3.60 - 3.49 (m,
1H), 3.41 (brt, ] = 5.2 Hz, 2H), 3.22 - 3.10 (m, 2H), 2.93 - 2.82 (m, 1H),
2.74 - 2.54 (m, 4H), 2.35 - 2.20 (m, 2H), 2.07 - 1.97 (m, 1H), 1.96 - 1.83 (m,
5H), 1.78 - 1.66 (m, LH), 1.39 (t.] = 11.2 Hz, 1H), 1.12 - 1.01 (m, 1H), 0.77
(d, J= 6.4 Hz, 3H)

631

(400 MHz, CDCl,)

§ 7.61 -7.57 (m, 3H), 7.43 - 7.28 (m, 6H), 7.22 - 7.10 (m, 1H), 6.21 (s,
1H), 3.85 - 3.72 (m, 2H), 3.68 - 3.59 (m, 1H), 3.41 (t, ] = 5.6 Hz, 2H), 3.31 -
3.11 (m, 1H), 2.74 - 2.59 (m, 6H), 2.34 - 2.17 (m, 1H), 1.95 - 1.85 (m, 7H),
1.76 - 1.69 (m, 1H), 1.33 - 1.26 (m, 2H), 0.93 (d, ] = 7.6 Hz, 3H).
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(400 MHz, CDCly)

& 10.57 (brs, 1H), 8.94 - 8.85 (m, 1H), 7.84 (s, 1H), 7.81 - 7.75 (m, 3H),
7.53(dd, ]1 = 8.4 Hz, ]2 = 1.2 Hz, 1H), 7.44 - 7.36 (m, 2H), 7.25 (d, ] = 7.2
Hz, 1H), 6.31 (d.] = 7.2 Hz, 1H), 4.09 - 3.98 (m, 1H), 3.84 (dd, J1 = 9.6 Hz,
J2 = 2.8 Hz, 1H), 3.75 - 3.64 (m, 1H), 3.39 (br t, ] = 4.8 Hz, 2H), 3.15 (brd,
J=11.6 Hz, 1H), 3.09 - 2.95 (m, 1H), 2.91 - 2.80 (m, 2H), 2.70 (¢, ] = 6.0
Hz, 2H), 2.57 - 2.49 (m, 1H), 2.41 - 2.25 (m, 2H), 2.15 - 1.98 (m, 3H), 1.96 -
1.83 (m, 3H), 1.82 - 1.71 (m, 1H), 1.40 (¢, ] = 11.2 Hz, 1H), 1.15 - 1.05 (m,
1H), 0.84 (d, | = 6.4 Hz, 3H)

633

(400 MHz, CDCl)

§ 7.82 (s, 1H), 7.78 - 7.75 (m, 3H), 7.52 - 7.49 (m, 1H), 7.44 - 7.38 (m,
2H), 7.01 - 6.96 (m, 1H), 5.95 (s, 1H), 3.85 (t, ] = 6.0 Hz, 2H), 3.67 - 3.62
(m, 1H), 3.95 (1, ] = 5.6 Hz, 3H), 2.91 - 2.84 (m, 1H), 2.67 - 2,40 (m, 6H),
2.19-2.13 (m, 1H), 2.01 - 1.76 (m, 8H), 1.38 - 1.26 (m, 1H),0.91 (d,] = 5.6
Hz, 3H).

634

(400 MHz, CDCly)

8 7.84 (s, 1H), 7.82 - 7.78 (m, 3H), 7.56 (dd, J1 = 8.4 Hz, ]2 = 1.6 Hz, 1H),
7.45 - 7.40 (m, 2H), 7.23 (d, ] = 7.6 Hz, 1H), 6.28 (d, ] = 7.6 Hz, 1H), 4.01 -
3.92 (m, 1H), 3.91 - 3.85 (m, 1H), 3.59 - 3.51 (m, 2H), 3.43 - 3.38 (m, 2H),
2.90 - 2.83 (m, 1H), 2.80 - 2.75 (m, 1H), 2.70 (¢, ] = 6.2 Hz, ZH), 2.67 - 2.60
(m, 1H), 2.57 - 2.45 (m, 1H), 2.37 - 2.28 (m, 1H), 2.18 - 2.11 (m, 1H), 2.02 -
1.96 (m, 1H), 1.94 (s, 1H), 1.92 - 1.89 (m, 1H), 1.88 - 1.83 (m, 3H), 1.78 -
1.70 {m, 1H), 1.39 - 1.32 (m, 1H), 1.27 (s, 1H), 0.99 - 0.93 (i, 3H).

635

(400 MHz, CDCls)

& 10.50 (brs, 1H), 8.89 (brs, 1H), 7.84 (s, 1H), 7.79 - 7.77 (m, 3H), 7.52
(dd, J1 = 8.8 Hz, ]2 = 1.6 Hz, 1H), 7.46 - 7.34 (m, 2H), 7.27 - 7.22 (m, 1H),
6.31 (d, ] = 7.6 Hz, 1H), 4.06 - 4.00 (m, 1H), 3.91 - 3.79 (m, 1H), 3.76 - 3.62
(m, 1H), 3.39 (t, ] = 5.2 Hz, 2H), 3.14 (br d, ] = 11.6 Hz, 1H), 3.09 - 2.98
(m, 1H), 2.92 - 2.79 (m, 2H), 2.70 (t, ] = 6.0 Hz, 2H), 2.57 - 2.46 (m, 1H),
2.41-2.24 (m, 2H), 2.13 - 1.98 (m, 3H), 1.95 - 1.84 (m, 3H), 1.82 - 1.70 (m,
1H), 1.40 (¢, ] = 10.8 Hz, 1H), 1.14 - 1.06 (m, 1H), 0.84 (d, ] = 6.4 Hz, 3H)

636

(400 MHz, DMSO-d6)

8 8.17 (s, 1H), 7.58 - 7.40 (m, 6H), 7.26 - 7.19 (m, 1H), 7.12 (d, ] = 7.6 Hz,
2H), 6.28 (d, ] = 7.3 Hz, 1H), 3.82 (t, ] = 7.2 Hz, 1H), 3.63 - 3.51 (m, 2H),
3.24 (t, ] = 5.1 Hz, 2H), 2.61 (t, ] = 6.0 Hz, 2H), 2.47 - 2.38 (m, 3H), 2.36 -
2.12 (m, 6H), 1.76 - 1.66 (m, 4H), 1.48 (d, ] = 7.0 Hz, 2H), 1.36 (s, 2H)
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637

(400 MHz, CDCl3)

d 7.60 (d, ] = 8.8 Hz, 3H), 7.47 - 7.38 (m, 5H), 7.35 - 7.31 (m, 1H), 7.22 (d,
] =7.2Hz, 1H), 6.28 (d, ] = 7.2 Hz, 1H), 3.96 - 3.88 (m, 1H), 3.82 - 3.75 (m,
1H), 3.53 - 3.47 (m, 1H), 3.45 - 3.39 (m, 2H), 2.92 - 2.80 (m, 3H), 2.72 -
2.66 (m, 3H), 2.44 - 2.33 (m, 1H), 2.21 - 2.07 (m, 2H), 1.96 - 1.79 (m, 6H),
1.42 - 1.23 (m, 3H), 0.96 (d, ] = 5.6 Hz, 3H).

638

(400 MHz, CDCls)

5 10.82 (brs, 1H), 8.75 - 8.72 (m, 1H), 7.65 - 7.60 (m, 3H), 7.48 - 7.35 (m,
5H), 7.34 - 7.28 (m, 1H), 7.24 (d, ] = 7.2 Hz, 1H), 6.31 (d, ] = 7.6 Hz, 1H),
4,03 - 3.81 (m, 2H), 3.60 - 3.48 (m, 1H), 3.41 (¢, ] = 4.4 Hz, 2H), 3.23 - 3.10
(m, 2H), 2.95 - 2.84 (m, 1H), 2.75 - 2.53 (m, 4H), 2.36 - 2.20 (m, 2H), 2.07 -
1.97 (m, 1H), 1.96 - 1.82 (m, 5H), 1.80 - 1.64 (m, 1H), 1.39 (t, ] = 10.8 Hz,
1H), 1.11 - 1,03 (m, 1H), 0.77 (d, ] = 6.8 Hz, 3H).

639

(400 MHz, CDCly)

8 10.83 (brs, 1H), 8.77 (t, ] = 4.8 Hz, 1H), 7.88 (s, 1H), 7.84 - 7.75 (m,
3H), 7.57 (dd, J1 = 8.4 Hz, ]2 = 2.0 Hz, 1H), 7.46 - 7.37 (m, 2H), 7.25 (d, |
=T7.2Hz, 1H), 6.32 (d, ] = 7.2 Hz, 1H), 4.01 - 3.89 (m, 2H), 3.67 - 3.57 (m,
1H), 3.40 (t, ] = 5.2 Hz, 2H), 3.24 - 3.12 (m, 2H), 2.96 - 2.88 (m, 1H), 2.72 -
2.63 (m, 3H), 2.58 (brd, ] = 2.0 Hz, 1H), 2.38 - 2.23 (m, 2H), 2.00 - 1.84
(m, 6H), 1.74 - 1.62 (m, 1H), 1.39 (¢, ] = 11.2 Hz, 1H), 1.14 - 1.00 (m, 1H),
0.71(d, ] = 6.8 Hz, 3H)

640

(400 MHz, CDCly)

8 10.56 (brs, 1H), 8.87 (brd, ] = 2.8 Hz, 1H), 7.63 - 7.56 (m, 3H), 7.45 -
7.35 (m, 5H), 7.33 - 7.28 (m, 1H), 7.24 (d, ] = 7.2 Hz, 1H), 6.30 (d, ] = 7.6
Hz, 1H), 4.04 - 3.94 (m, 1H), 3.74 (dd, J1 = 9.6 Hz, ]2 = 2.4 Hz, 1H), 3.67 -
3.57 (m, 1H), 3.41 (brt, ] = 4.8 Hz, 2H), 3.12 (br d, ] = 12.0 Hz, 1H), 3.07 -
2.95 (m, 1H), 2.89 - 2.78 (m, 2H), 2.70 (¢, ] = 6.0 Hz, 2H), 2.54 (brd, ] = 1.6
Hz, 1H), 2.37 - 2.24 (m, 2H), 2.12 - 1.98 (m, 3H), 1.95 - 1.83 (m, 3H), 1.79 -
1.69 (m, 1H), 1.39 (t, ] = 10.8 Hz, 1H), 1.18 - 1.03 (m, 1H), 0.83 (d, ] = 6.4
Hz, 3H)

641

(400 MHz, CDCls)

§ 7.83 (s, 1H), 7.80 - 7.74 (m, 3H), 7.50 (d, ] = 8.8 Hz, 1H), 7.44 - 7.38 (m,
2H), 7.11 - 6.98 (m, 1H), 6.19 - 5.98 (m, 1H), 3.90 - 3.82 (m, 2H), 3.70 -
3.61 (m, 1H), 3.41 - 3.35 (m, 2H), 2.85 - 2.73 (m, 1H), 2.67 (t, ] = 6.2 Hz,
2H), 2.63 - 2.48 (m, 3H), 2.47 - 2.35 (m, 1H), 2.17 - 2.06 (m, 1H), 1.98 -
1.91 (m, 2H), 1.90 - 1.83 (m, 4H), 1.81 - 1.74 (m, 1H), 1.39 - 1.24 (m, 3H),
0.93 - 0.90 (m, 3H).
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642

{400 MHz, CDCly)

8 7.62 -7.57 (m, 3H), 7.45 - 7.42 (m, 1H), 7.41 - 7.37 (m, 2H), 7.37 - 7.34
(m, 2H), 7.33 - 7.28 (m, 1H), 7.19 - 7.11 (m, 1H), 6.24 - 6.17 (m, 1H), 3.85 -
3.73 (m, 2H), 3.69 - 3.57 (m, 1H), 3.41 (t, ] = 5.6 Hz, 2H), 2.69 (, ] = 6.0
Hz, 3H), 2.64 - 2.56 (m, 2H), 2.39 - 2.23 (m, 1H), 2.02 - 1.83 (m, 6H), 1.80 -
1.57 (m, 2H), 1.35 - 1.22 (m, 4H), 0.93 (d, ] = 6.0 Hz, 3H).

643

(400 MHz, CDCIy)

8 8.79 - 8.74 (m, 1H), 7.86 (s, 1H), 7.80 - 7.77 (m, 3H), 7.56 - 7.52 (m,
1H), 7.48 - 7.34 (m, 2H), 6.33 (d, ] = 7.2 Hz, 1H), 3.98 - 3.95 (m, 2H), 3.72
-3.53 (m, 1H), 3.41 (brt, ] = 5.2 Hz, 2H), 3.23 - 3.13 (m, 1H), 3.11 - 3.00
(m, 1H), 2.95 - 2.86 (m, 1H), 2.75 - 2.57 (m, 4H), 2.44 - 2.26 (m, 2H), 2.05 -
1.84 (m, 6H), 1.78 - 1,66 (m, 1H), 1.52 - 1.38 (m, 1H), 1.15 - 1.03 (m, 1H),
0.73 (d,] = 3.6 Hz, 3H).

644

(400 MHz, CDCl,)

& 10.56 (brs, 1H), 8.88 - 8.86 (m, 1H), 7.66 - 7.55 (m, 3H), 7.46 - 7.35 (m,
5H), 7.25 (d, ] = 7.2 Hz, 1H), 7.26 - 7.22 (m, 1H), 6.30 (d, ] = 7.6 Hz, 1H),
4.02 - 3.96 (m, 1H), 3.74 (dd, J1 = 9.6 Hz, ]2 = 2.8 Hz, 1H), 3.68 - 3.57 (m,
1H), 3.41 (brt, ] = 4.4 Hz, 2H), 3.18 - 3.08 (m, 1H), 3.06 - 2.96 (m, 1H),
2.91-2.78 (m, 2H), 2.70 (t, ] = 6.0 Hz, 2H), 2.57 - 2.51 (m, 1H), 2.38 - 2.21
(m, 2H), 2.13 - 1.98 (m, 3H), 1.95 - 1.82 (m, 3H), 1.80 - 1.68 (m, 1H), 1.39
(t,] = 10.8 Hz, 1H), 1.18 - 1.04 (m, 1H), 0.83 (d, ] = 6.8 Hz, 3H).

(400 MHz, CDCl,)

§ 7.83-7.75 (m, 5H), 7.55 (dd, J1 = 8.8 Hz, J2 = 1.6 Hz, 1H), 7.45 - 7.38
(m, 2H), 7.20 (d, ] = 7.2 Hz, 1H), 6.27 (d, ] = 7.2 Hz, 1H), 3.98 - 3.86 (m,
3H), 3.60 - 3.50 (m, 2H), 3.41 - 3.38 (m, 2H), 2.88 - 2.76 (m, 3H), 2.69 (1, ]
= 6.4 Hz, 2H), 2.65 - 2.55 (m, 1H), 2.36 - 2.33 (m, 1H), 2.12 (s, 1H), 2.04 -
1.99 (m, 1H), 1.92 - 1.76 (m, 6H), 1.38 - 1.26 (m, 1H), 0.95 (d, ] = 5.6 Hz,
3H).

646

(400 MHz, CDCl3)

& 7.77-7.72 (m, 1H), 7.61 - 7.59 (m, 3H), 7.47 - 7.36 (m, 5H), 7.33 - 7.30
(m, 1H), 7.21 (d, ] = 7.2 Hz, 1H), 6.27 (d, ] = 7.2 Hz, 1H), 3.90 - 3.89 (m,
1H), 3.79 - 3.76 (m, 1H), 3.54 - 3.48 (m, 2H), 3.42 - 3.40 (m, 2H}, 2.83 -
2.78 (m, 3H), 2.69 {1, ] = 6.0 Hz, 2H), 2.64 - 2.53 (m, 2H), 2.36 - 2.34 (m,
1H), 2.11 - 2.02 (m, 2H), 1.92 - 1.77 (m, 6H), 1.35 - 1.32 (m, 1H), 0.94 (d, ]
= 5.2 Hz, 3H).

oooooad

10

20

30

40

50



(242) JP 2024-510196 A 2024.3.6

oo0ooaoano
SNATREG 1%
NH, PdfgC-NAh v T TREE T Rss ~Rss
H Cul)MMCNA v TU T RBERE 4 HN Hovs 454> HCl HN
Boc/”\)ﬁro\ - B ,N\)\ro\ "™ HxN O\.,
I 73 FRABRESE e ocM
ANKUT I FREBERER 0 0
JEIFELRHR P:on@RMPALFLLESE 52 53

OooooooooooooooogQgoog

=
N N, N OLi
Bos 10 0
p

T3P, DIEA, DMF

IFFFI— Ra#tak

51

= Hy- o
| H\/j\rr 2HEHRES
= N N 0
N7 N iy -
éoc o] 0

54

R
l\ y PN
z N N OH
NN
0

HCI ©
55

BANHRssTHY . Rsh\P Y —. BRPY—N. AFOFPY—)L. BRAFOPY—N. -C(O)Rsz. -SO;Rg;
F1-(X-CONHRg;THS. XVIIDESH

Oooooooooogoaog
Oooooooooogoaog
Oooooooooogoao

O 0Ooo0oo0ooOoano

A¥—L12
Ee6

ocoooooOooooooooqvinooopooooooooooao

O

O

Ooooo0o0ooo
(00DD0DO0D0O0D0oO0)

O

O 0Oo0oo0oo0oo0oao

(o.ocooo)yhooooooooboooboooooo((bb.ooobo)yoo
ocobooooooooboooo((b.oobo)yobooooOoOoooOOOoOoODO
oooooouoooooooooooooooooooooooooooao
ooooooouooooouooooooooooooooooooooao

oooooOoo
OoooooOoobooooooo0oo0oO0pgO0Odpg(.0Ob0O)DOooODOC(

oboo0o0oo)booobDO0oO0oobO0oO0ooDO0O0OO0Op(OCx)y Db OOOOODOODDODDODOGQD(O
ypOooooooooo(.0o0ooo)ybooboooooooooDoooOooooo
gpbOoOOOOO0OOOOOpgO0O0O0oO0oOoooOooooobobobOboboObObODbODbODODODDODODO
o.0mLOOO0OOOOOpgDODODpOO0OO0OO0DO0OO0OO0OO0oOoOoOoOoOoOoooooooooao
ooooooooooooooooooooboooboobobODbODbODbODODbOOoOODOO0Oo
ooooooouoogooogoo

(rHyocooooobpboooobao

oooad
ocoboo((b.0o0o0DbD)yOooOO0ooDODO0ODO0ODODDODO0OODODDOOODDOOODDOODD(
oc.oooo)y boooogooobogoo((0b.oooOo)yoboo((ooo)ypoboooooooOo
o((0b.oooboo)ybooooOobOOooODOO0OODODO0DODODDODODDOODODDODODODODDOO
oooooooooooooooooooobbbbopO0oO0opgbObObObObODbODDbDDbDDDDD
oooooooooooooooooooooobooobooboboboboboOoDoOOoOoOOoOoOOonn

O
O
O
O
O
O
O
O

10

20

30

40

50



e [ B [ B ) e I |
OO0 OoDooDooOo0gQUoDoDoDoDooDoOo0oOooUL0UooDoDooDo0 gooooooooogogQgoog

ooooogoban

gooo

ugooad

(243) JP 2024-510196 A 2024.3.6

oooo((o.0oog)yhgooooooooooo((b.oboboobo)ybooooO(o.OO
ybooooooooo.coogoooooooooooooo((b.oooo)yooao
boooooooooooogbbDbODOOOOOOOO0OO0OODOOOooOooOogg
gobodgobooboboobooboopgobpgObO0oobOooboo
oooooouooouoouoouooooooooooooooooooooao
gobooboobobooobooboobooboao

O
g
O
g
g
u

OooOoo0oo0oo0ooao

O

ocooooU0ooooob g

O

O

OooOoOo0DO00 oooooifpgp~coooooog
ODooooUoooootdgUbUooooooao

goobooad

ooooooo
0(0.0000)000000(0.00mmol)000000(0.0000)00
(0.00000)00000000000000000O0O000O000O000
(0.0000)000000000O0O0D0O0O0O0OO0O0OO0O0O0OOOOOO0O
00000O0pO00p000O00O0O0O0D0O0O0O0O0OO0O0OOO0OOOOO0O0O
000000000000 O0O0O0O00O0O0O0O0O0OOO0O0OOOOOoOoOoooan

ooooooao
0(0.0000)00000000(0.00mL) 000000000000 O0/(

o(o.oooo0)ybobooobOoOoobODOoDOooDbDO0OobO(Ob.obbo)yoooOoo
ocoOo)yooooooOoOoooOoOoooOoOoooDOoOooDO0oO0OO0pO((0DO0.Om
oooooooooooooooooooooooobobobbODbDbDbDDbODbOpO
oooooooooooooooooooooobobbDboDbODDbDDDDDODOOO
ooooooooooooooooooooooao

oobo)yooooooooooooooobooooboooooOoooOogooopOoooao

O

Ooooooooooogooooo
Oooooooooooogooooao
Oooooooooooogooooao
Ooooooooooogogooao

oooooogod

gooogoan

oooooboan

(00 D0)OO
oDo(o0.00

g
g

0
O

O

u
0
g

OooUg
OooUog

g
u
O
g

go
g o
oad
g o

OOoooaogd

o

uoooooooooooooooooooooooooao
oooooouooooooooooooooooooao

oooooo.0o0oo0oooo)yoooooooo(o.00m
o)yooooooo(b.oooo)yooooooobooooao
gboooobpgbO0oO0obOoobbooboobbobboonn
uobobooobpgbO0OpgOOobOoobbobobooboobd
ooooooooooooooooooooooooooao
gooaoaad

oo0)boooooogogog(oo.ooog)ysooooooooao

uono
gono

ugboboouobouobooobobooboooboooboooobooboaa
ooooooooogogdgpooogviinoooooo

10

20

30

40

50



(244) JP 2024-510196 A 2024.3.6

goooaoano

B(OH), O O
NH; O O
3 57 HN TFA HN
H = =

Boc” k WO\ : _ :

CU(OAC)z, TEA, BOC/ N WO\ DCM HZN \/\H/O\
o DCM

56 (o] (e}

58 59

= N OLi
N N
Bt o B (I\j\/\/ OW(H Hi}l o
g N N ‘ 0]
T3P, DIEA, DCM e DCM
, ; NN \/\H/
Boc (@] 0]
60

LIOHH,0 O
S HN O — = HN

1 MeOH, H,0 |
= N N B ) H2 K N/ N OH

TFA
61 261

ZL
|

AE¥—L13

1 1 T I 1 s I I T 6 A 6 A R A O B A AR A |
(Vvirhoooooboooboooao

gooooad

ooooooaao
0o0ooDo0o0oo((o.00000.00mmol0D0 . 0000)00O0DODOOODOO.000000
O.0mmol00 . 000O0)00O0D0(0D0.OmL)DOODOODO(0D.000O000.OmMmM
ol00.00mMLOD.0000)0D00(0O00)g(000mg0O000umolDO.000OO
0)boooODOoODOoOoODDODOoOoDoODOoOoDDODOoDOoDDODODO0oO0ODDO0ODO0oDDoDOoDOoO(OCooDoODOooOobDOoOobDOaOo
0ooodoboOpg(0OO0)ObDO . OODOg)OODODOODODODOODDOODOODOODODOODORO
00000000 DO0DO0o0Do0O0o0Do0DO0o0DD0D.OmLOO0DODDOOODO(ODO.OmLx O0)0O0O0
1 I I I I 1 I I A I O N R B R R N O A W A A W
0000000 o0oDbOO0oOO0DbOOoDOooDoDOoooDOoooDoIsco(boob)oonO SepaFlas
h(ODOOO)OoooooOooDoooDoooDoDooooooooooooDoooooooao
mLOODODODODOD)OODODOOODODODOODDO(ODOOmgOODODOpuwmolODO.OO0ODOO)O
00000000000 IH NMR (400 MHz, CDClg) &8 7.97 - 7.95 (m, 1H), 7.
81 - 7.77 (m, 1H), 7.49 - 7.45 (m, 2H), 7.34 - 7.29 (m, 2H), 6.52 (d, J =
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.3; 'H NMR (400 MHz, CDCl3) & 7.95 - 7.92 (m, 1H), 7.76 - 7.75 (m, 1H
), 7.47 - 7.42 (m, 2H), 7.30 - 7.27 (m, 1H), 7.26 - 7.22 (m, 3H), 6.61 (d
,J = 7.6 Hz, 1H), 6.48 (d, J = 6.8 Hz, 1H), 5.74 (d, J = 6.8 Hz, 1H), 4.3
8 - 4.33 (m, 1H), 4.07 - 3.99 (m, 1H), 3.79 - 3.76 (m, 1H), 3.75 (s, 3H),
3.75 - 3.68 (m, 3H), 2.96 - 2.93 (m, 1H), 2.81 - 2.75 (m, 1H), 2.71 (t, J
= 6.4 Hz, 2H), 2.61 - 2.50 (m, 3H), 2.42 - 2.19 (m, 3H), 1.96 - 1.85 (m,
H), 1.82 - 1.70 (m, 4H), 1.50 (s, 9H)
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)OO 0O0O00000O0O0O0LC-MS (M+H)*: 516.5; 1H NMR (400 MHz, CDCl3)
& 10.6 - 10.3 (m, 1H), 9.06 - 8.98 (m, 1H), 8.03 - 7.96 (m, 1H), 7.82 -
7.72 (m, 1H), 7.47 - 7.40 (m, 3H), 7.30 - 7.27 (m, 1H), 7.27 - 7.24 (m,
1H), 7.20 (d, J = 8.0 Hz, 1H), 6.99 (d, J = 8.0 Hz, 1H), 6.31 (d, J = 7.2
Hz, 1H), 6.00 - 5.85 (m, 1H), 4.46 - 4.39 (m, 1H), 3.94 (d, J = 8.8 Hz, 1
H), 3.58 - 3.48 (m, 3H), 3.14 - 3.08 (m, 1H), 2.98 - 2.91 (m, 2H), 2.75 -
2.56 (m, 5H), 2.52 - 2.31 (m, 3H), 2.17 - 2.08 (m, 1H), 1.99 - 1.89 (m,
4H), 1.87 - 1.79 (m, 1H), 1.68 - 1.53 (m, 2H)
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000D00)000000O0O0(0O00)
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262

0000000000000 00C000000000000000YH NMR (400 MHz
, DMSO-dg) & 14.2 (br s, 1H), 10.7 (br s, 1H), 8.34 (t, J = 4.8 Hz, 1H),
8. 05 (s, 2H), 7.96 (d, J = 8.0 Hz, 1H), 7.63 (d, J = 7.6 Hz, 1H), 6.67 (d
,J = 7.2 Hz, 1H), 3.44 - 3.43 (m, 4H), 3.26 - 3.20 (m, 2H), 3.10 - 3.01
(m, 2H), 2.95 - 2.81 (m, 3H), 2.77 - 2.72 (m, 4H), 2.21 - 2.07 (m, 3H),
1.94 - 1.76 (m, 5H), 1.72 - 1.65 (m, 4H), 1.62 - 1.56 (m, 1H), 1.40 - 1.
16 (m, 6H); LC-MS (M+H)*: 500.8
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000000000000 00O000000000000000O0YH NMR (400 MHz
, DMSO-dg) & 14.3 (s, 1H), 10.9 (m, 1H), 8.47 (t, J = 5.6 Hz, 1H), 8.20
- 8.04 (m, 1H), 7.75 - 7.57 (m, 2H), 6.67 (d, J = 7.2 Hz, 1H), 4.32 - 4.2
7 (m, 1H), 3.45 - 3.27 (m, 7H), 3.05 (br s, 2H), 2.93 - 2.84 (m, 2H), 2.
79 - 2.71 (m, 4H), 2.21 - 2.06 (m, 2H), 1.99 - 1.90 (m, 3H), 1.86 - 1.78
(m, 3H), 1.48 - 1.07 (m, 10H), 1.03 (s, 3H): LC-MS (M+H)*: 514.3
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000000000000 000000000000000000H NMR (400 MHz
DMSO-dg) & 14.2 (br s, 1H), 10.7 (br s, 1H), 8.29 - 8.21 (m, 1H), 8.03
br s, 1H), 7.90 (d, J = 8.0 Hz, 1H), 7.62 (d, J = 7.2 Hz, 1H), 6.66 (d, J
7.2 Hz, 1H), 4.18 (q, J = 6.4 Hz, 1H), 3.55 - 3.48 (m, 2H), 3.46 - 3.39
(m, 4H), 3.30 (t, J = 6.4 Hz, 2H), 3.23 - 3.14 (m, 2H), 3.10 - 3.03 (m, 2
H), 2.93 - 2.83 (m, 2H), 2.78 - 2.69 (m, 4H), 2.62 - 2.56 (m, 1H), 2.19 -
2.08 (m, 2H), 1.91 - 1.80 (m, 8H), 1.75 - 1.68 (m, 6H), 1.43 - 1.38 (m,
1H), 1.28 - 1.14 (m, 5H); LC-MS (M+H)*: 597.5
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0oo0oooooobo0o0ofo0o00oo0oD0o0ooDo0oo0ob0Do0oD0b0Do0DU0O0O0OdO1IH NMR (400 MHz
, CDCl3) & 10.4 (br s, 1H), 8.69 (br s, 1H), 7.26 (d, J = 7.6 Hz, 1H), 6.
30 (d, J = 7.2 Hz, 1H), 5.56 - 5.35 (m, 1H), 4.15 (br s, 1H), 3.94 - 3.90
(m, 1H), 3.48 (m, J = 5.6 Hz, 3H), 2.96 - 2.91 (m, 2H), 2.77 - 2.71 (m,
4H), 2.55 (br s, 1H), 2.30 - 2.29 (m, 3H), 1.91 - 1.85 (m, 7H), 1.52 - 1.
50 (m, 2H), 1.46 (s, 9H); LC-MS (M+H)*: 490.4
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000000000000 0000D00000000000000H NMR (400 MHz
, D20) & 7.60 (t, J = 7.6 Hz, 1H), 7.52 - 7.38 (m, 4H), 6.53 - 6.50 (m,
1H), 4.44 - 4.22 (m, 3H), 3.55 - 3.32 (m, 5H), 3.18 - 3.07 (m, 2H), 2.97
- 2.91 (m, 1H), 2.89 (s, 3H), 2.85 - 2.65 (m, 6H), 2.58 - 2.48 (m, 2H), 2
.12 - 2.03 (m, 2H), 1.95 - 1.67 (m, 10H), 1.35 - 1.29 (m, 5H); LC-MS (M
+H)*: 690.4

Oooo0oo

00O0O000(0)00D0OD)D0DO0DODOODOODODOOOODOO0DOOO)0DOO0O00)O
000000000000 0D0)00OO0(O0)0DO(OO(0,0,0,0000000000
000000000000 D0)0D00O0)00O0000000000000)00O000(

0o0o0)
Ooooooao
O~_ _OH
|\ H O o\\S//O /
_ N N / N
H N H N
0
267

000000000000 000000000000000000H NMR (400 MHz
, DMSO-dg) & 13.96 - 13.95 (m, 1H), 10.52 - 10.49 (m, 1H), 8.35 - 8.30
(m, 1H), 8.25 - 8.23 (m, 1H), 8.02 - 7.93 (m, 1H), 7.62 - 7.60 (m, 1H),
7.23 (d, J = 7.6 Hz, 1H), 6.87 (d, J = 6.8 Hz, 1H), 6.64 (t, J = 6.8 Hz, 2
H), 4.35 - 4.31 (m, 1H), 3.59 - 3.57 (m, 5H), 3.47 - 3.37 (m, 3H), 2.97 -
2.90 (m, 3H), 2.59 - 2.56 (m, 3H), 2.55 - 2.53 (m, 8H), 2.51 - 2.49 (m,
5H), 2.33 - 1.82 (m, 8H), 1.82 - 1.75 (m, 2H), 1.25 - 1.23 (m, 2H); LC-
MS (M+H)*: 696.7
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000000000000 000000000000000000YH NMR (400 MHz
, CDCl3) & 8.20 (s, 1H), 7.99 - 7.93 (m, 1H), 7.77 - 7.57 (m, 2H), 7.16
(t, J = 7.6 Hz, 1H), 6.34 - 6.31 (m, 1H), 4.12 - 3.97 (m, 4H), 3.51 - 3.3
3 (m, 5H), 3.31 - 3.24 (m, 3H), 3.23 - 3.18 (m, 3H), 3.16 - 3.02 (m, 2H)
, 2.93 - 2.87 (m, 1H), 2.69 - 2.55 (m, 4H), 2.39 - 2.23 (m, 4H), 1.99 - 1
.59 (m, 12H), 1.46 - 1.44 (m, 2H), 1.34 - 1.17 (m, 4H); LC-MS (M+H)*: 627.8
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0000000000000 00D0D00D0D000000D0D0DO0O00IH NMR (400 MHz
, CDCl3) & 10.2 (br s, 1H), 8.92 (br s, 1H), 7.21 (d, J = 7.2 Hz, 1H), 6.
27 (d, J = 7.2 Hz, 1H), 3.94 - 3.87 (m, 1H), 3.49 - 3.45 (m, 3H), 3.30 -

3.22 (m, 2H), 3.09 (dd, J1 = 8.4 Hz, Jp = 3.2 Hz, 1H), 2.95 - 2.77 (m, 3
H), 2.71 (t, J = 6.0 Hz, 2H), 2.67 - 2.59 (m, 1H), 2.57 - 2.53 (m, 2H), 2
41 - 2.26 (m, 3H), 2.01 -1.72 (m, 7H), 1.53 - 1.30 (m, 12H), 0.96 (s, 3
H); LC-MS (M+H)*: 500.6
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000000000000 0000D00000000000000H NMR (400 MHz
, CDCl3) & 10.06 (s, 1H), 8.75 (s, 1H), 7.25 (s, 1H), 6.87 (d, J = 6.4 Hz
, 1H), 6.30 (d, J = 7.2 Hz, 1H), 4.46 - 4.40 (m, 1H), 3.81 - 3.74 (m, 1H)
, 3.73 - 3.51 (m, 2H), 3.48 (t, J = 4.8 Hz, 2H), 2.96 (t, J = 13.6 Hz, 2H)
, 2.89 - 2.80 (m, 1H), 2.75 - 2.66 (m, 3H), 2.54 (s, 1H), 2.62 (t, J = 5.2
Hz, 2H), 2.16 (d, J = 9.6 Hz, 1H), 1.98 (d, J = 12.4 Hz, 1H), 1.94 - 1.84
(m, 4H), 1.80 - 1.75 (m, 6H), 1.62 - 1.45 (m, 10H); LC-MS (M+H)*: 526.4
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0000000000000 0DO0DO0ODO0ODO0ODO0ODO0DO0ODOYH NMR (400 MHz
, DMSO-dg) & 8.96 (s, 1H), 8.72 (d, J = 8.0 Hz, 1H), 8.10 (t, J = 7.6 Hz,
1H), 7.94 (d, J = 8.4 Hz, 1H), 7.85 (t, J = 7.6 Hz, 1H), 7.61 (d, J = 7.6
Hz, 1H), 6.65 (d, J = 7.2 Hz, 1H), 5.14 - 5.07 (m, 1H), 3.93 - 3.88 (m, 1
H), 3.43 - 3.36 (m, 3H), 3.07 - 3.02 (m, 3H), 2.93 - 2.81 (m, 3H), 2.75 -
2.71 (m, 4H), 2.17 - 1.95 (m, 3H), 1.86 - 1.74 (m, 5H), 1.51 - 1.34 (m,
1H); LC-MS (M+H)*: 518.3
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000000000000 000000000000000000H NMR (400 MHz
, CDCl3) & 10.13 (s, 1H), 8.58 (br s, 1H), 8.04 - 7.89 (m, 2H), 7.56 - 7.
43 (m, 3H), 7.27 - 7.24 (m, 1H), 6.30 (d, J = 7.2 Hz, 1H), 5.97 (s, 1H),
4.05 -3.93 (m, 1H), 3.63 (d, J = 7.6 Hz, 1H), 3.48 - 3.42 (m, 2H), 3.30
- 3.19 (m, 1H), 2.82 - 2.63 (m, 6H), 2.53 (s, 1H), 2.44 - 2.19 (m, 4H),

.94 - 1.91 (m, 2H), 1.86 - 1.80 (m, 2H), 1.70 - 1.63 (m, 1H), 1.56 - 1.4

7 (m, 2H), 1.32 - 1.25 (m, 1H); LC-MS (M+H)*: 530.4
oooooad
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000000000000 00O0000000000000000YH NMR (400 MHz
, CDCl3) & 10.19 (s, 1H), 9.07 (br s, 1H), 8.58 (d, J = 5.6 Hz, 1H), 8.07
(d, J = 8.4 Hz, 1H), 7.99 (d, J = 8.4 Hz, 1H), 7.64 (t, J = 7.6 Hz, 1H), 7
46 (t, J = 7.6 Hz, 1H), 7.30 (d, J = 7.2 Hz, 1H), 7.16 - 6.94 (m, 1H), 6
88 (d, J = 6.0 Hz, 1H), 6.35 (d, J = 7.2 Hz, 1H), 4.36 - 4.26 (m, 1H), 4
07 - 3.99 (m, 1H), 3.53 (t, J = 5.2 Hz, 2H), 3.32 - 3.23 (m, 1H), 3.01 -
2.84 (m, 3H), 2.81 - 2.67 (m, 4H), 2.62 (s, 1H), 2.39 - 2.32 (m, 2H), 2.
09 (d, J = 10.8 Hz, 1H), 1.99 - 1.76 (m, 7H), 1.63 - 1.60 (m, 1H); LC-MS
(M+H)*: 517
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000000000000 00O000000000000000O0H NMR (400 MHz
, DMSO-dg) & 14.19 (br s, 1H), 10.77 (br s, 1H), 8.41 - 8.27 (m, 1H), 8
.02 (br s, 1H), 7.62 (d, J = 7.2 Hz, 1H), 7.47 (d, J = 9.6 Hz, 1H), 6.67 (
d, J = 7.6 Hz, 1H), 3.96 - 3.90 (m, 1H), 3.46 - 3.41 (m, 5H), 3.26 - 3.14
(m, 2H), 3.05 (t, J = 7.6 Hz, 2H), 2.92 - 2.80 (m, 3H), 2.79 - 2.70 (m, 4
H), 2.17 - 2.07 (m, 3H), 2.01 (d, J = 11.2 Hz, 1H), 1.97 - 1.69 (m, 7H),
1.61 (d, J = 12.0 Hz, 1H), 1.51 - 1.04 (m, 6H); LC-MS (M+H)*: 536.3
Dooooao
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000000000000 000000000000000000H NMR (400MHz,
CDClz) & 10.24 (s, 1H), 8.60 (s, 1H), 7.81 (s, 1H), 7.75 (d, J = 7.6 Hz,
1H), 7.30 (d, J = 8.0Hz, 1H), 7.25 (s, 1H), 6.29 (d, J = 7.2Hz, 1H), 5.86
(s, 1H), 4.08 - 4.00 (m, 1H), 3.63 (d, J = 8.4Hz, 1H), 3.49 - 3.45 (m, 2H
), 3.28 - 3.19 (m, 1H), 2.94 (q, J = 7.6Hz, 5H), 2.85 -2.77 (m, 2H), 2.73
(t, J = 6.0 Hz, 2H), 2.70 - 2.63 (m, 1H), 2.53 (s, 1H), 2.35 - 2.26 (m, 2
H), 2.10 (t, J = 7.6 Hz, 2H), 1.99 - 1.90 (m, 4H), 1.84 (br s, 2H), 1.72 -
1.65 (m, 2H),1.53 - 1.47 (m, 2H); LC-MS (M+H)*: 570.3
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000000000000 000000000000000000H NMR (400MHz,
CDClz) & 10.20 (s, 1H), 8.77 (s, 1H), 8.64 (s, 1H), 7.66 (d, J = 5.2 Hz,
1H), 7.38 (d, J = 5.2 Hz, 1H), 7.32 - 7.28 (m, 1H), 6.58 - 6.67 (m, 1H),
6.33 (d, J = 7.2 Hz, 1H), 4.90 - 4.82 (m, 1H), 4.11 - 4.03 (m, 1H), 3.81
- 3.70 (m, 2H), 3.49 (t, J = 5.2 Hz, 2H), 2.99 - 2.77 (m, 5H), 2.73 (t, J
= 6.0 Hz, 2H), 2.59 (s, 1H), 2.37 - 2.31 (m, 2H), 1.92 (t, J = 5.6 Hz, 4H
), 1.64 - 1.55 (m, 2H), 1.28 - 21.25 (m, 2H); LC-MS (M+H)*: 524.0
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000000000000 000000000000000000H NMR (400MHz,
CDCIl3) & 10.25 (s, 1H), 8.69 (s, 1H), 7.34 - 7.28 (m, 1H), 6.53 - 6.39 (
m, 1H), 6.33 (d, J = 7.2 Hz, 1H), 4.89 - 4.73 (m, 1H), 4.23 - 4.05 (m, 1
H), 3.76 - 3.44 (m, 4H), 3.09 - 2.98 (m, 2H), 2.92 - 2.78 (m, 4H), 2.74
(t, J = 6.4 Hz, 3H), 2.47 - 2.43 (m, 3H), 2.38 - 2.27 (m, 1H), 2.06 - 1.7
8 (m, 7H), 1.76 - 1.65 (m, 1H); LC-MS (M+H)*: 538.0
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000000000000 000000000000000000H NMR (400MHz,
DMSO-dg) & 8.47 - 8.41 (m, 2H), 7.77 - 7.69 (m, 1H), 7.14 (d, J = 7.6
Hz, 1H), 6.32 (d, J = 7.2 Hz, 1H),4.83 (t, J = 6.8 Hz, 1H),3.73 - 3.65 (m
,1H), 3.60 - 3.48 (m,4H), 3.24 (t, J = 5.6 Hz, 2H),3.19 - 3.11 (m,1H), 3.
04 - 2.95 (m,1H), 2.87 - 2.73 (m,3H), 2.68 - 2.64 (m,1H), 2.61 (t, J = 6
4 Hz, 3H), 1.92 - 1.81 (m, 2H), 1.77 - 1.66 (m, 4H), 1.59 - 1.42 (m, 2H
); LC-MS (M+H)*: 554.0
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00000000000 0000000000000000000YH NMR (400MHz,
DMSO-dg) & 14.33 - 14.20 (m, 1H), 10.76 (s, 1H), 9.00 - 8.92 (m, 1H),
8.65 - 8.62 (m, 1H), 8.51 (s, 1H), 8.01 (s, 1H), 7.92 (d, J = 5.76, 1H),
7.72 - 7.69 (m, 1H), 7.61 (d, J = 7.36, 1H), 6.66 (d, J = 7.24, 1H), 4.87
- 4.83 (m, 1H), 3.48 - 3.41 (m, 5H), 3.04 (s, 2H), 2.91 - 2.71 (m, 7H), 2
.12 - 2.07 (m, 2H), 1.80 - 1.64 (m, 4H), 1.41 - 1.33 (m, 2H); LC-MS (M+
H)*: 524.3
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000000000000 000000000000000000YH NMR (400 MHz
, CDCl3) & 10.16 - 10.12 (m, 1H), 8.45 (s, 1H), 7.29 (s, 1H), 6.92 (d, J
= 4.4 Hz, 1H), 6.79 (s, 1H), 6.33 (d, J = 7.2 Hz, 1H), 4.79 - 4.78 (m, 1H
), 4.11 - 3.97 (m, 1H), 3.90 - 3.58 (m, 2H), 3.49 (t, J = 5.6 Hz, 2H), 3.0
8 - 2.84 (m, 3H), 2.81 (t, J = 8.0 Hz, 2H), 2.74 (t, J = 6.0 Hz, 2H), 2.69
(s, 3H), 2.61 - 2.33 (m, 3H), 2.03 - 1.79 (m, 6H), 1.76 - 1.51 (m, 2H); L
C-MS (M+H)*: 538.3
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0000000000000 00D0O0OD0DD0O0OD0DD0D0OO0OD0DDO0O0OYH NMR (400MHz,
CDCl3) 8 7.63 (d, J = 7.6 Hz, 1H), 7.35 (d, J = 8.0 Hz, 1H), 7.23 - 7.15
(m, 2H), 7.00 (t, J = 8.0 Hz, 1H), 6.33 (d, J = 7.6 Hz, 1H), 4.33 (s, 1H),
3.46 - 3.35 (m, 2H), 3.25 (t, J = 5.2 Hz, 2H), 2.89 - 2.79 (m, 1H), 2.62
(t, J = 6.0 Hz, 3H), 2.48 - 2.19 (m, 7H), 1.80 - 1.68 (m, 4H), 1.65 - 1.5
6 (m, 2H), 1.45 (s, 2H); LC-MS (M+H)*: 522.6
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000000000000 000000000000000000H NMR (400 MHz
, CDCl3) & 14.22 (br s, 1H), 10.79 (br s, 1H), 8.90 (br s, 2H), 8.76 - 8.
57 (m, 1H), 8.31 - 7.99 (m, 3H), 7.62 (d, J = 7.2 Hz, 1H), 6.66 (d, J = 7
.2 Hz, 1H), 5.05 (br s, 1H), 3.97 - 3.85 (m, 2H), 3.67 - 3.54 (m, 2H), 3.
46 - 3.34 (m, 4H), 3.09 - 2.99 (m, 2H), 2.91 - 2.79 (m, 2H), 2.77 - 2.69
(m, 4H), 2.18 - 2.08 (m, 2H), 1.89 - 1.69 (m, 5H), 1.48 - 1.30 (m, 1H);
LC-MS (M+H)*: 586.0
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000000000 D0)0000]0000000000000]000]000([[00(0
00000000 )000D000O000D0]000]00000(000)
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283

000000000000 000000000000000000H NMR (400MHz,
DMSO-dg) & 8.53 (s, 1H), 8.25 - 8.10 (m, 2H), 7.22 (d, J = 7.2 Hz, 1H),
7.08 (s, 1H), 6.36 (d, J = 7.2 Hz, 1H), 4.52 (q, J = 6.8 Hz, 1H), 3.59 - 3
.49 (m, 2H), 3.40 - 3.22 (m, 4H), 2.93 - 2.81 (m, 1H), 2.66 - 2.54 (m, 4
H), 2.44 - 2.24 (m, 4H), 1.84 - 1.70 (m, 4H), 1.65 -1.54 (m, 2H), 1.47 (
s, 2H); LC-MS (M+H)*: 536.3

Dooooao
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000000000000 000000000000000000H NMR (400 MHz
, DMSO-dg) & 8.12 (br s, 1H), 7.94 - 7.70 (m, 1H), 7.18 (d, J = 7.2 Hz,
1H), 6.34 (d, J = 7.2 Hz, 1H), 6.16 (d, J = 8.0 Hz, 1H), 5.90 (d, J = 7.2
Hz, 1H), 4.01 (g, J = 6.8 Hz, 1H), 3.34 - 3.25 (m, 4H), 3.12 - 3.03 (m, 2
H), 2.85 - 2.75 (m, 1H), 2.63 (d, J = 6.0 Hz, 2H), 2.42 - 2.12 (m, 6H), 1
.78 - 1.68 (m, 6H), 1.66 - 1.57 (m, 4H), 1.52 - 1.42 (m, 3H), 1.27 - 1.1
8 (m, 3H), 1.14 - 1.01 (m, 3H); LC-MS (M+H)*: 515.5

Dooooao
00000D0(00)000(0D0O00[0.0.0]00000000000000)000 ((
0D)ooOo(o0oO(0,0,0,0000000000,0000000000000)0000)
000000000000 D00O0)0DOOO0(@mOn)
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00000000000 0000000000000000000YH NMR (400MHz,
DMSO-dg) & 8.09 (s, 1H), 7.70 (dd, J1 = 7.2, Jp = 4.8, 1H), 7.46 (m, 1H
), 7.16 - 7.14 (m, 1H), 6.32 (d, J = 7.2, 1H), 4.24 - 4.19 (m, 1H), 3.31 -
3.22 (m, 5H), 7.72 - 7.69 (m, 1H), 7.61 (d, J = 7.2, 1H), 6.66 (d, J = 7.
2, 1H), 4.87 - 4.83 (m, 1H), 3.48 - 3.41 (m, 5H), 2.84 - 2.82 (m, 1H), 2
.63 - 2.52 (m, 3H), 2.44 - 2.25 (m, 7H), 1.89 (s, 1H), 1.78 - 1.70 (m, 5
H), 1.63 - 1.53 (m, 5H), 1.47 - 1.40 (m, 7H), 1.25 - 1.23 (m, 2H); LC-MS
(M+H)*: 526.1
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310

(400 MHz, DMSO-ds+D-0O) & 8.63 (d, ] = 8.0 Hz, 1H), 8.13 (s, 1H), 7.54 - 7.43
(m, 1H), 7.24 - 7.17 (m, 1H), 7.13 (t, ] = 8.0 Hz, 2H), 6.36 (d, | = 6.8 Hz, 1H),
4.33 (¢, ] = 6.4 Hz, 1H), 3.70 - 3.63 (m, 2H), 3.31 - 3.20 (m, 4H), 2.89 (br s, 1H),

2.66 - 2.54 (m, 4H), 2.39 - 2.23 (m, 4H), 1.81 - 1.72 (m, 4H), 1.66 - 1.59 (m, 2H),

1.51-1.43 (m, 2H).

311

(400 MHz, DMSO-d¢) 6 8.18 (s, 1H), 8.08 (brs, 1H), 7.78 (d, ] = 8.0 Hz, LH),

7.62 (brs, 1H), 7.16 (d, ] = 7.2 Hz, 1H), 6.33 (d, ] = 7.2 Hz, 1H), 4.18 - 4.17 (m,
1H), 3.85 - 3.82 (m, 3H), 3.45 - 3.25 (m, 8H), 2.80 (d, ] = 9.2 Hz, 1H), 2.63 (t, ]
= 6.0 Hz, 2H), 2.43 - 2.32 (m, 6H), 1.77 - 1.44 (m, 12H).

312

(400 MHz, CDCl3) & 10.05 (s, 1H), 8.96 (s, 1H), 8.74 - 8.70 (m, 2H), 8.02 (d. ]

= 6.4 Hz, 1H), 7.78 - 7.76 (m, 2H), 6.33 (d, ] = 7.2 Hz, 1H), 4.75 - 4.70 (m, 1H),
3.95 - 3.87 (m, 1H), 3.84 - 3.78 (m, 1H), 3.47 (t, ] = 5.6 Hz, 2H), 3.04 - 2.99 (m,
2H), 2.96 - 2.91 (m, 1H), 2.77 - 2.68 (m, 4H), 2.59 (s, 1H), 2.32 - 2.24 (m, 2H),

2.15 (s, 1H), 2.03 - 1.98 (m, 1H), 1.94 - 1.88 (m, 4H), 1.85 - 1.81 (m, 2H), 1.61 -
1.54 (m, 2H).

313

(400 MHz, CDCl3) 6 10.30 (brs, 1H), 8.75 (brs, 1H), 8.06 (d, ] = 6.4 Hz, 1H),
6.32 (d, ] = 7.2 Hz, 1H), 4.61 - 4.51 (m, 1H), 3.93 - 3.79 (m, 2H), 3.49 (t, ] = 5.2
Hz, 2H), 3.06 - 2.88 (m, 2H), 2.80 - 2.71 (m, 4H), 2.56 (br s, 1H), 2.39 - 2.28 (m,
2H), 2.27 - 2.16 (m, 2H), 1.99 - 1.86 (m, 6H), 1.78 - 1.71 (m, 1H), 1.58 - 1.49 (m,
2H), 1.27 - 1.18 (m, 4H).

348

(400 MHz, DMSO-ds) 6 8.42(d, ] = 7.2 Hz, 1H), 8.27 - 8.15 (m, 1H), 7.98 (brs;,
1H), 7.58 (s, 2H), 7.21 (d, ] = 7.2 Hz, 1H), 6.36 (m, 1H), 4.20 (¢, ] = 6.0 Hz, 1H),
3.61 - 3.60 (m, 2H), 3.43 - 3.34 (m, 1H), 3.28 (x, ] = 5.2 Hz, 2H), 2.95 - 2.83 (m,
1H), 2.69 - 2.52 (m, 5H), 2.48 - 2.30 (m, 4H), 1.87 - 1.70 (m, 4H), 1.69 - 1.42 (m,
4H).

359

(400 MHz, DMSO-d,) 6 8.32 (d, ] = 7.4 Hz, 1H), 8.13 (brs, 2H), 7.20 (d, ] =
7.3 Hz, 1H), 6.79 (d, ] = 11.8 Hz, 2H), 6.35 (d, ] = 7.3 Hz, 1H), 4.97 - 4.87 (m,
1H), 4.29 (q, ] = 7.2 Hz, 1H), 4.17 (d, ] = 12.8 Hz, 1H), 3.96 (dd, J; = 11.4 Hz, ],
= 3.5 Hz, 1H), 3.75 (brd, ] = 11.4 Hz, 1H), 3.53 - 3.42 (m, 5H), 3.30 - 3.20 (m,
5H), 2.87 - 2.77 (m, 1H), 2.65 - 2.62 (m, 2H), 2.41 - 2.36 (m, 2H), 2.29 - 2.15 (m,
3H), 1.80 - 1.69 (m, 4H), 1.61 (br d, ] = 8.1 Hz, 2H), 1.48 - 1.44 (m, 2H).

360

(400 MHz, DMSO-d;) & 8.30 (brs, 1H), 8.15 (d, ] = 2.0 Hz, 1H), 7.93 (d,] =
8.4 Hz, 2H), 7.68 (br d, ] = 8.4 Hz, 1H), 7.39 (t, ] = 7.6 Hz, 2H), 7.27 (1, ] = 7.2
Hz, 1H), 7.23 - 7.17 (m, 1H), 7.12/(d, ] = 8.4 Hz, 1H), 6.38 - 6.32 (m, 1H), 6.05
(d,]=5.6Hz, 1H),3.93 (d,] = 4.0 Hz, 1H), 3.62 - 3.51 (m, 2H), 3.38 - 3.23 (m,
4H), 2.67 - 2.61 {m, 2H), 2.59 - 2.54 (m, 2H), 2.45 (brs, 2H), 2.41 - 2.33 (m,
3H), 1.85 - 1.70 (m, 4H), 1.63 - 1.43 (m, 4H).
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361

(400 MHz, DMSO-ds) & 8.47 (t,] = 5.2 Hz, 1H), 8.08 (dd, J, = 14.8 Hz, J. = 1.2
Hz, 2H), 7.66 - 7.61 (m, 2H), 7.47 (v, ] = 7.2 Hz, 2H), 7.41 - 7.37 (m, 1H), 7.26 -
7.19 (m, 2H), 6.38 (d, ] = 7.2 Hz, 1H), 6.31 (d, ] = 7.6 Hz, 1H), 4.13 - 4.09 (m,
1H), 3.58 - 3.52 (m, 3H), 3.46 - 3.41 (m, 2H), 3.28 (, ] = 5.2 Hz, 2H), 3.17 - 3.11
(m, 1H), 2.97 (brs, 1H), 2.84 - 2.70 (m, 3H), 2.64 (t, ] = 6.4 Hz, 2H), 2.58 - 2.53
(m, 1H), 2.02 - 1.89 (m, 2H), 1.79 - 1.68 (m, 5H), 1.57 - 1.48 (m, 1H).

362

(400 MHz, DMSO-ds) & 8.60 (d, ] = 7.6 Hz, 1H), 8.26 (brs, 1H), 8.07 (s, LH),
7.48 (d,] = 2.4 Hz, 1H), 7.46 (s, 1H), 7.44 - 7.38 (m, 1H), 7.22 (d, ] = 7.2 Hz,
1H), 6.36 (d, ] = 7.2 Hz, 1H), 4.37 - 4.32 (m, 1H), 3.64 - 3.51 (m, 2H), 3.27 (¢, ]
= 5.6 Hz, 2H), 3.24 - 3.16 (m, 1H), 2.95 - 2.86 (m, 1H), 2.64 (t, ] = 6.0 Hz, 2H),
2.60 - 2.55 (m, 1H), 2.55 - 2.51 (m, 1H), 2.47 - 2.42 (m, 1H), 2.42 - 2.23 (m, 3H),
2.21 (brs, 1H), 1.83 - 1.70 (m, 4H), 1.63 - 1.61 (m, 2H), 1.53 - 1.41 (m, 2H),

363

(400 MHz, DMSO-d;) & 8.74 (d, ] = 8.0 Hz, 1H), 8.22 (s, 1H), 7.86 (d, ] = 2.0
Hz, 2H), 7.82 - 7.81 (m, 1H), 7.17 (d, ] = 7.2 Hz, 1H), 6.32 (d, ] = 7.2 Hz, 1H),
4.38 (q, ] = 7.6 Hz, 1H), 3.55 - 3.48 (m, 2H), 3.45 - 3.38 (m, 2H), 3.26 (brt, ] =
5.6 Hz, 2H), 2.82 - 2.74 (m, 1H), 2.63 (t, | = 6.0 Hz, 2H), 2.41 - 2.29 (m, 3H),
2.27-2.11 (m, 3H), 1.78 - 1.58 (m, 6H), 1.44 (brt, ] = 8.0 Hz, 2H).

364

(400 MHz, CDCly) ¢ 10.20 (s, 1H), 8.73 (s, 1H), 7.72 (d, ] = 2.0 Hz, 1H), 7.39
(d,] = 6.4 Hz, 1H), 7.32 - 7.29 (m, 2H), 7.28 (s, 1H), 6.32 (d, ] = 7.2 Hz, 1H),
4.64 - 4.60 (m, 1H), 3.94 - 3.82 (m, 2H), 3.49 (s, 2H), 2.96 - 2.89 (m, 2H), 2.80
(d,J=9.2Hz, 1H), 2.73 (1, ] = 6.0 Hz, 4H), 2.59 (s, 2H), 2.32 (s, 1H), 1.95 - 1.91
(m, 4H), 1.85 - 1.77 (m, 2H), 1.58 (s, 2H).

365

(400 MHz, DMSO-ds) 6 8.49 (d, J = 7.8 He, 1H), 8.15 - 8.00 (m, 2H), 7.70 (, ]
=4.8Hz, 1H), 7.41 (d, ] =4.6 Hz, 2H), 7.20 (d, ] = 7.2 Hz, 1H), 6.35 (d, ] = 7.2
Hz, 1H), 4.34 (q, ] = 7.6 Hz, 1H), 3.56 - 3.49 (m, 2H), 3.38 - 3.31 (m, 2H), 3.28
(brt, ] =5.6 Hz, 2H), 2.80 (brs, 1H), 2.64 (t, ] = 6.0 Hz, 2H), 2.42 - 2.36 (m,
3H), 2.30 - 2.18 (m, 3H), 1.80 - 1.71 (m, 4H), 1.63 - 1.61 (m, 2H), 1.52 - 1.42 (m,
2H).

366

(400 MHz, CDCly) § 10.07 (s, 1H), 7.29 (s, 1H), 6.97 (s, 1H), 6.33 (d, ] = 7.2
Hz, 1H), 4.46 - 4.33 (m, 1H), 3.81 - 3.57 (m, 3H), 3.49 (t, ] = 5.6 Hz, 3H), 3.04 -
2.99 (m, 1H), 2.87 - 2.79 (m, 2H), 2.74 (t, ] = 6.0 Hz, 3H), 2.34 - 2.25 (m, 1H),
2.23-2.10 (m, 3H), 2.08 - 1.92 (m, 6H), 1.91 - 1.79 (m, 6H), 1.80 - 1.60 (m, 4H).

367

(400 MHz, DMSO-ds) 6 8.64 (d, ] = 8.0 Hz, 1H), 8.23 (s, 1H), 8.07 (dd, ], = 7.2
Hz, ], = 2.0 Hz, 1H), 7.91 - 7.84 (m, 1H), 7.83 - 7.65 (m, 1H), 7.53 (¢, ] = 8.8 Hz,
1H), 7.16 (d,] = 7.2 Hz, 1H), 6.32 (d, ] = 7.6 Hz, 1H), 4.39 (dd. ], = 14.4 Hz, ], =
6.8 Hz, 1H), 3.56 - 3.38 (m, 3H), 3.26 (t, ] = 5.2 Hz, 2H), 2.82 - 2.74 (m, 1H),
2.70 - 2.58 (m, 3H), 2.48 - 2.42 (m, 1H), 2.41 - 2.33 (m, 2H), 2.31 - 2.13 (m, 3H),
1.81 - 1.66 (m, 4H), 1.65 - 1.57 (m, 2H), 1.51 - 1.37 (m, 2H).
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368

(400 MHz, DMSO-ds) & 8.68 (d, ] = 7.6 Hz, 1H), 8.22 (s, 1H), 8.08 (d, ] = 2 Hz,
1H), 7.82 (dd, ], = 8.4 Hz, ], = 2.0 Hz, 1H), 7.78 - 7.73 (m, 1H), 7.17 (d, ] = 7.6
Hz, 1H), 6.32 (d, ] = 7.2 Hz, 1H), 4.37 (dd, J, = 14.4 Hz, J, = 6.8 Hz, 1H), 3.43 -
3.39 (m, 4H), 3.26 (t, ] = 5.2 Hz, 3H), 2.79 - 2.72 (m, 1H), 2.63 (t, ] = 6 Hz, 2H),
2.37-2.31 (m, 2H), 2.26 - 2.11 (m, 3H), 1.79 - 1.57 (m, 6H), 1.49 - 1.38 (m, 2H).

369

(400 MHz, DMSO-ds) 6 8.31(d, ] = 7.2 Hz, 1H), 8.25 (s, 1H), 7.73 (d, ] = 8.0
Hz, 2H), 7.59 - 7.40 (m, 1H), 7.18 - 7.11 (m, 3H), 6.34 - 6.28 (m, 1H), 4.41 - 4.34
(m, 1H), 3.56 - 3.49 (m, 3H), 3.44 - 3.40 (m, 2H), 3.25 (¢, ] = 4.8 Hz, 2H), 2.85 -
2.75 (m, 1H), 2.62 (t, ] = 5.6 Hz, 3H), 2.45 (d, ] = 8.4 Hz, 1H), 2.39 (s, 1H), 2.29
-2.16 (m, 2H), 2.01 - 1.92 (m, 1H), 1.80 - 1.68 (m, 4H), 1.61 (s, 2H), 1.45 (d, ] =
6.4 Hz, 2H). 1.00 (dd, J; = 13.2 Hg, J. = 5.2 Hz, 2H), 0.75 - 0.69 (m, 2H).

370

(400 MHz, CDCl3) & 10.16 (m, 1H), 8.81 (brs, 1H), 7.67 - 7.39 (m, 3H), 7.33 -
7.27 (m, 1H), 7.26 (d,] = 4.0 Hz, 1H), 7.17 (d, ] = 7.6 Hz, 1H), 6.31 {d, ] = 7.2
Hz, 1H), 4.76 - 4.57 (m, 1H), 4.02 - 3.90 (m, 1H), 3.85 - 3.57 (m, 2H), 3.48 (d, ]
=5.2 Hz, 3H), 3.06 - 2.81 (m, 3H), 2.79 - 2.67 (m, 3H), 2.65 - 2.51 (m, 1H), 2.32
(brs, 2H), 2.04 - 1.80 (m, 7H), 1.68 - 1.49 (m, 2H), 1.08 - 0.85 (m, 2H), 0.81 -
0.67 (m, 2H).

371

(400 MHz, DMSO-ds) & 8.17 - 8.14 (m, 3H), 7.66 (brs, 1H), 7.31 (1, ] = 7.6 Hz,
2H), 7.16 (t, ] = 6.0 Hz, 2H), 6.90 (d, ] = 8.0 Hz, 1H), 6.32 (d, ] = 7.2 Hz, 1H),
4.42 - 4.33 (m, 2H), 3.54 - 3.48 (m, 1H), 3.45 - 3.38 (m, 2H), 3.26 (brt, ] = 5.2
Hz, 2H), 2.86 (brs, 1H), 2.63 (brt, ] = 6.0 Hz, 2H), 2.45 - 2.22 (m, 7H), 1.83 -
1.70 (m, 4H), 1.64 - 1.62 (m, 2H), 1.53 - 1.35 (m, 2H), 0.94 - 0.83 (m, 2H), 0.73 -
0.60 (m, 2H).

372

(400 MHz, DMSO-d,) 6 8.52 (d, J = 8.0 Hz, 1H), 8.23 (s, 1H), 7.90 - 7.83 (m,
2H), 7.82 - 7.58 (m, 1H), 7.57 - 7.49 (m, 2H), 7.16 (d, ] = 7.6 Hz, 1H), 6.32 (d, ]
= 7.2 Hz, 1H), 4.40 - 4.33 (m, 1H), 3.54 - 3.50 (m, 2H), 3.45 - 3.37 (m, 2H), 3.26
(t.] = 5.6 Hz, 2H), 2.76 (d, ] = 9.6 Hz, 1H), 2.62 (1, ] = 6 Hz, 2H), 2.47 - 2.42
(m, 1H), 2.40 - 2.31 (m, 2H), 2.30 - 2.11 (m, 3H), 1.82 - 1.65 (m, 4H), 1.65 - 1.54
(m, 2H), 1.44 (t, ] = 8.0 Hz, 2H).

373

(400 MHz, CDCly) & 10.12 (s, 1H), 8.86 (brs, 1H), 7.91 (s, 1H), 7.77 (d, ] = 7.6
Hz, 1H), 7.69 (brd, ] = 5.2 Hz, 1H), 7.44 - 7.40 (m, 1H), 7.35 (1, ] = 7.6 Hz, 1H),
7.28 (s, 1H), 6.33 (d, ] = 7.6 Hz, 1H), 4.72 - 4.64 (m, 1H), 3.98 - 3.89 (m, 1H),
3.81-3.66 (m, 1H), 3.48 (1, ] = 5.2 Hz, 2H), 3.09 - 2.82 (m, 3H), 2.79 - 2.68 (m,
3H), 2.67 - 2.53 (m, 1H), 2.45 - 2.10 (m, 3H), 2.03 - 1.78 (m, TH), 1.68 - 1.48 (m,
2H).

375

(400 MHz, DMSO-d;) & 8.64 - 8.46 (m, 1H), 8.37 (s, 1H), 8.17 (d, ] = 2.4 Hz,
1H), 7.93 (d, ] = 7.2 Hz, 2H), 7.69 (d, ] = 8.4 Hz, 1H), 7.39 (t, ] = 7.6 Hz, 2H),
7.27 (t,] = 7.6 Hz, 2H), 7.14 (dd, J; = 8.8 Hz, ], = 2.8 Hz, 1H), 6.39 (d, ] = 7.2
Hz, 1H), 6.04 (d, ] = 7.2 Hz, 1H), 3.90 (q, ] = 5.6 Hz, 1H), 3.69 - 3.59 (m, 2H),
3.30 (t, ] = 4.8 Hz, 2H), 3.19 - 3.08 (m, 2H), 2.76 - 2.58 (m, 6H), 2.47 - 2.31 (m,
3H), 1.91 - 1.86 (m, 1H), 1.80 - 1.64 (m, 5H), 1.59 - 1.50 (m, 2H).
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376

(400 MHz, DMSO-ds) 6 8.28 (brs, 1H), 8.09 - 8.04 (m, 2H), 7.66 (d, ] = 7.6 Hz,
2H), 747 (t,] = 7.2 Hz, 2H), 7.41 - 7.34 (m, 1H), 7.30 - 7.18 (m, 2H), 6.36 (d, ]
=7.2 Hz, 1H), 5.98 (d, ] = 8.4 Hz, 1H), 3.97 - 3.88 (m, 1H), 3.64 - 3.53 (m, 4H),
3.29-3.28 (m, 2H), 2.68 - 2.61 (m, 3H), 2.59 - 2.54 (m, 1H), 2.39 - 2.37 (m, 1H),
2.33-2.23 (m, 4H), 1.83 - 1.68 (m, 4H), 1.55 (brs, 3H), 1.45 - 1.38 (m, 1H)

448

(400 MHz, CD3CN-d3) & 10.4 - 9.94 (m, 1H), 8.61 - 8.07 (m, 1H), 7.36 (d, ] =
7.2 Hz, 1H), 7.18 - 7.12 (m, 1H), 7.11 - 7.06 (m, 1H), 6.85 (d, ] = 2.0 Hz, 1H),
6.39 (d, ] = 7.2 Hz, 1H), 6.04 - 5.81 (m, 1H), 4.05 - 3.93 (m, 1H), 3.40 - 3.28 (m,
5H), 3.11 - 2.99 (m, 1H), 2.98 - 2.89 (m, 2H), 2.76 (s, 3H), 2.74 - 2.66 (m, 3H),
2.63 - 2.56 (m, 2H), 2.43 - 2.34 (m, 4H), 1.89 - 1.82 (m, 3H), 1.79 - 1.72 (m 3H),
1.66 - 1.40 (m, 4H).

449

(400 MHz, DMSO-d¢) & 8.49 (s, 1H), 8.22 (brs, 1H), 8.00 (s, 2H), 7.52 - 7.47
(m, 3H), 7.20 - 7.14 (m, 2H), 6.34 (d, ] = 7.2 Hz, 1H), 4.53 (brs, 1H), 3.59 (brs,
1H), 3.32 - 3.27 (m, 4H), 2.82 (brs, 1H), 3.63 (t, ] = 6.0 Hz, 2H), 2.52 - 2,51 (m,
1H), 2.48 - 2.43 (m, 1H), 2.38 (brs, 2H), 2.29 - 2.21 (m, 3H), 1.77 - 1.59 (m,
6H), 1.47 - 1.45 (m, 2H).

450

(400 MHz, DMSO-d,) é 8.05 (s, 1H), 7.42 (dd, ], = 8.4 Hz, J. = 2.0 Hz, 1H),
7.34(d,] =1.6 Hz, 1H), 7.17 (d, ] = 7.2 Hz, 1H), 6.92 (s, 1H), 6.46 (d, ] = 8.4
Hz, 1H), 6.34 (d, ] = 7.2 Hz, 1H), 3.41 (s, 2H), 3.39 (s, 2H), 3.29 - 3.23 (m, 4H),
3.20 - 3.14 (m, 2H), 2.92 (1, ] = 8.4 Hz, 2H), 2.76 (s, 3H), 2.63 (t, ] = 6.0 Hz,
2H), 2.48 - 2.41 (m, 4H), 2.39 - 2.33 (m, 2H), 1.76 (d, ] = 4.4 Hz, 2H), 1.64 -
1.55 (m, 2H), 1.52 - 1.43 (m, 2H), 1.24 - 1.16 (m, 2H).

451

(400 MHz, DMSO-d;) & 8.63 (s, 2H), 8.18 (brs, 1H), 7.83 (d, ] = 7.6 Hz, 1H),
7.16 (d, ] = 7.2 Hz, 1H), 6.32 (d, ] = 7.6 Hz, 1H), 4.37 (q, ] = 6.4 Hz, 1H), 3.60 -
3.53 (m, 1H), 3.47 - 3.40 (m, 1H), 3.25 (t, ] = 5.2 Hz, 2H), 2.83 - 2.80 (m, 1H),
2.64 - 2.52 (m, 5H), 2.46 - 2.37 (m, 3H), 2.33 - 2.26 (m, 1H), 2.19 (br s, 1H),
1.76 - 1.73 (m, 4H), 1.61 - 1.58 (m, 2H), 1.45 - 1.42 (m, 2H).

(400 MHz, CDCly) 8 10.3 (brs, 1H), 8.93 (brs, 1H), 7.29 (s, 1H), 6.81 (d, ] =
6.8 Hz, 1H), 6.65 (s, 1H), 6.32 (d, ] = 7.2 Hz, 1H), 4.27 - 4.21 (m, 1H), 4.09 -
4.01 (m, 1H), 3.50 (s, 2H), 3.31 - 3.23 (m, 1H), 3.02 - 2.95 (m, 3H), 2.83 - 2.69
(m, 5H), 2.56 (s, 1H), 2.46 - 2.28 (m, 5H), 2.00 - 1.75 (m, 12H), 1.67 - 1.55 (m,
4H), 1.32 - 1.27 (m, 2H), 0.90 - 0.88 (m, 6H).

542

(400 MHz, DMSO-d;) 6 8.19 (s, 1H), 8.03 (s, 1H), 7.41 (dd. ], = 8.4 He, ], = 2.0
Hz, 1H), 7.34 (s, 1H), 7.23 (d, ] = 7.6 Hz, 1H), 6.92 (d, ] = 2.0 Hz, 1H), 6.45 (d, ]
= 8.4 Hz, 1H), 6.36 (d, ] = 7.2 Hz, 1H), 3.42 (d, ] = 7.6 Hz, 2H), 3.38 (s, 1H),
3.36 (s, 1H), 3.25 (t, ] = 5.2 Hz, 2H), 3.09 - 2.95 (m, 2H), 2.93 - 2.85 (m, 3H),
2.75 (s, 3H), 2.64 (t, ] = 6.0 Hz, 2H), 2.58 - 2.52 (m, 2H), 2.48 - 2.43 (m, 1H),
2.36 - 2.19 (m, 4H), 1.78 - 1.74 (m, 2H), 1.63 - 1.55 (m, 2H), 1.46 (d, ] = 8.4 Hz,
2H), 1.25 - 1.16 (m, 2H).
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543

(400 MHz, CDCly) 6 10.14 (brs, 1H), 8.65 - 8.36 (m, 1H), 7.78 (d, ] = 7.6 Hz,
1H), 7.38 (d,] = 7.6 Hz, 1H), 7.27 - 7.21 (m, 2H), 6.30 (d, ] = 7.2 Hz, 1H), 5.99
(brs, 1H), 3.97 - 3.87 (m, 1H), 3.64 - 3.55 (m, 1H), 3.46 (1, ] = 5.2 Hz, 2H), 3.32
(d, ] = 7.2 Hz, 2H), 3.25 - 3.13 (m, 1H), 2.98 - 2.85 (m, 3H), 2.83 - 2.70 (m, 4H),
2.68 - 2.62 (m, 1H), 2.55 (brs, 1H), 2.46 - 2.25 (m, 3H), 2.17 - 2.05 (m, 2H),
1.98 - 1.80 (m, 6H), 1.74 - 1.62 (m, 1H), 1.58 - 1.45 (m, 2H).

544

(400 MHz, DMSO-d,) 6 8.41 (d, ] = 7.2 Hz, 1H), 8.25 (s, 1H), 7.85 - 7.83 (m,
2H), 7.56 - 7.46 (m, 3H), 7.17 (d, ] = 7.2 Hz, 1H), 6.33 (d, ] = 7.2 Hz, 1H), 4.42 -
4.32 (m, 1H), 3.59 - 3.54 (m, 2H), 3.28 - 3.25 (m, 2H), 2.77 - 2.73 (m, 1H), 2.68 -
2.63 (m, 3H), 2.40 - 2,31 (m, 3H), 2,27 -2,16 (m, 3H), 1.79 - 1,67 (m, 5H), 1.63 -
1.61 (m, 2H), 1.47 - 1.42 (m, 2H).

545

(400 MHz, CDCly) & 10.3 (s, 1H), 8.57 (s, 1H), 7.43 (dd, J; = 2.0 Hz, J, = 1.6
Hz, 1H), 7.37 (dd, J; = 1.2 Hz, ], = 1.6 Hz, 1H), 7.25 (d, ] = 7.2 Hz, 2H), 7.23 -
7.19 (m, 1H), 6.61 (d, ] = 6.4 Hz, 1H), 6.28 (d, ] = 7.2 Hz, 1H), 4.46 - 4.23 (m,
1H), 3.75 - 3.71 (m, 4H), 3.47 (¢, ] = 5.6 Hz, 2H), 2.87 - 2.78 (m, 2H), 2.72 (1, ] =
6.2 Hz, 4H), 2.48 (s, 1H), 2.23 (s, 2H), 2,16 - 2.13 (m, 1H), 1.95 - 1.88 (m, 4H),
1.86 - 1.82 (m, 2H),1.76 - 1.65 (m, 1H), 1.50 (d, ] = 12.8 Hz, 2H).

546

(400 MHz, DMSO-ds) ¢ 8.07 (brs, 1H), 7.68 - 7.42 (brs, 1H), 7.37 - 7.26 (m,
4H), 7.24 - 7.13 (m, 3H), 6.36 - 6.30 (m, 1H), 4.13 - 4.01 (m, 2H), 3.45 - 3.21 (m,
7H), 2.79 - 2.71 (m, 1H), 2.62 (br t, ] = 6.2 Hz, 2H), 2.48 - 2.43 (m, 1H), 2.38 -
2.26 (m, 3H), 2.17 (br d, ] = 4.4 Hz, 2H), 1.80 - 1.70 (m, 4H), 1.59 (br s, 2H),
1.43 (d, ] = 2.8 Hz, 6H).

(400 MHz, DMSO-dqs) 6 14.36 (s, 1H), 10.99 (s, 1H), 8.27 (s, 1H), 8.07 (s, 1H),

7.62 (d, ] = 7.2 Hz, 1H), 7.36 (d, ] = 4.4 Hz, 4H), 7.33 - 7.27 (m, 1H), 6.75 (d, ] =
7.2 Hz, 1H), 6.68 (d, ] = 7.6 Hz, 1H), 4.29 (d, J]= 4.0 Hz, 1H), 3.34-3.32 (m, 1H),

3.23 - 3.12 (m, 2H), 3.07 (s, 2H), 2.88 - 2.70 (m, 8H), 2.22 - 2.09 (m, 2H), 1.99 -

1.66 (m, 6H), 1.50 - 1.17 (m, 4H), 1.02 - 0.94 (m, 2H).

548

(400 MHz, CDCly) & 10.17 (s, 1H), 8.81 (s, 1H), 7.74 (s, 1H), 7.66 (d, ] = 7.6
Hz, 1H), 7.48 (d, ] = 6.0 Hz, 1H), 7.25 - 7.22 (m, 1H), 6.31 (d, ] = 7.2 Hz, 1H),
4.66 (q,] = 6.0 Hz, 1H), 4.01 - 3.95 (m, 1H), 3.67- 3.61 (m, 1H), 3.48 (,] = 5.2
Hz, 2H), 3.00 - 2.71 (m, 10H), 2.58 (s, 1H), 2.31 - 2.20 (m, 3H), 2.12 - 1.80 (m,
9H), 1.57 - 1.50 (m, 2H),

549

(400 MHz, DMSO-d) 8 14.30 (s, 1H), 10.93 (s, 1H), 8.45 (¢, ] = 5.6 Hz, 1H),
8.33 (d,] = 7.6 Hz, 1H), 8.06 (s, 1H), 7.62 (d,] = 7.6 Hz, 1H), 7.43 (d, ] = 7.6
Hz, 1H), 7.35 (d, ] = 7.2 Hz, 1H), 7.21 (, ] = 7.6 Hz, 1H), 6.67 (d, ] = 7.2 Hz,
1H), 4.55 - 4.46 (m, 1H), 3.64 - 3.55 (m, 2H), 3.45 - 3.34 (m, 5H), 3.07 (¢, ] = 9.2
Hz, 4H), 2.92 - 2.84 (m, 4H), 2.78 - 2.70 (m, 4H), 2.17 - 2.06 (m, 2H), 2.01 - 1.95
(m, 2H), 1.92 - 1.73 (m, 5H), 1.48 - 1.36 (m, 1H).
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550

(400 MHz, DMSO-d;) & 8.53 - 8.33 (m, 2H), 8.04 (s, 1H), 7.58 (d] = 7.2 Hz,
1H), 7.36 - 7.23 (m, 4H), 7.23 - 7.16 (m, 1H), 6.65 (d, ] = 7.6 Hz, 1H), 4.32 (dd,
Ji=12.8 Hz, ], = 6.8 Hz, 1H), 3.51 - 3.46 (m, 4H), 3.44 - 3.38 (m, 5H), 3.29 -
3.21 (m, 2H), 3.04 (¢, ] = 7.6 Hz, 2H), 2.85 (s, 2H), 2.79 - 2,68 (m, 4H), 2.21 -
2.03 (m, 2H), 1.80 (s, 4H).

562

(400 MHz, CDCl3) § 9.86 (brs, 1H), 8.78 (s, 1H), 8.28 - 8.06 (m, 2H), 7.99 (d, ]
=7.2He, 1H), 7.42 (t,] = 7.6 Hz, 1H), 6.32 (d, ] = 7.2 Hz, 1H), 4.99 - 4.92 (m,
1H), 4.11 - 3.70 (m, 3H), 3.44 (t, ] = 4.8 Hz, 2H), 3.09 - 2.64 (m, 8H), 2.45 (brs,
2H), 2.06 - 1.85 (m, 6H), 1.71 - 1.64 (m, 1H), 1.34 - 1.25 (m, 1H).

563

(400 MHz, DMSO-d¢) & 8.65 (s, 1H), 8.49 (s, 1H), 8.25 (d, ] = 4.8 Hz, 1H), 7.32
(brs, 1H), 7.20 - 7.16 (m, 1H), 6.36 - 6.33 (m, 1H), 4.41 (s, 1H), 3.59 (¢, ] = 4.8
Hz, 2H), 3.27 (s, 2H), 2.80 (br s, 1H), 2.67 - 2.61 (m, 3H), 2.40 - 2.32 (m, 7H),
1.77 - 1.76 (m, 4H), 1.62 - 1,59 (m, 2H), 1.47 - 1.45 (m, 2H).

564

(400 MHz, DMSO-ds) 6 8.51 (s, 1H), 8.42 (t, ] = 6.0 Hz, 1H), 7.98 (d, ] = 4.0
Hz, 2H), 7.70 (brs, 1H), 7.53 - 7.49 (m, 3H), 7.13 - 7.10 (m, 2H), 6.74 (brs,
1H), 6.32 (d, ] = 7.2 Hz, 1H), 4.78 (brs, 1H), 3.61 - 3.54 (m, 2H), 3.49 - 3.46 (m,
2H), 3.26 (t, ] = 5.2 Hz, 4H), 2.96 - 2.90 (m, 3H), 2.81 - 2.71 (m, 2H), 2.62 (t, ] =
6.0 Hz, 2H), 2.00 - 1.96 (i, 2H), 1.78 - 1.74 (m, 5H), 1.48 - 1.44 (m, 1H).

567

(400 MHz, DMSO+D,0) & 7.37 - 7.35 (m, 2H), 7.21 - 7.18 (m, 3H), 6.90 - 6.88
(m, 1H), 6.35 (dd, J; = 7.2 Hz. ], = 4.4 Hz, 1H), 4.01 (g, ] = 6.0 Hz, 1H), 3.56 -
3.48 (m, 1H), 3.45 - 3.37 (m, 1H), 3.35 - 3.25 (m, 3H), 2.68 - 2.62 (m, 1H), 2.53 -
2.51 (m, 3H), 2.50 - 2.47 (m, 4H), 1.81 - 1.52 (m, 8H).

588

(400 MHz, DMSO-dy) 6 8.25 (s, 1H), 7.22 (d, ] = 6.4 Hz, 1H), 7.10 - 7.02 (m,
2H), 6.65 - 6.56 (m, 2H), 6,36 (d, ] = 7.2 Hz, 1H), 4.98 (s, 1H), 3.87 (s, 1H), 3.56
-3.50 (m, 1H), 3.47 - 3.41 (m, 1H), 3.31 - 3.18 (m, 4H), 3.13 - 2.97 (m, 3H), 2.67
- 2.69 (m, 4H), 2,45 - 2.40 (m, 3H), 2.37 - 2.27 (m, 4H), 1.80 - 1,71 (m, 4H), 1.61
- 1.43 (m, 4H).

(400 MHz, DMSO-d;+D,0) § 7.15 (d, ] = 7.2 Hz, 1H), 7.00 (¢, ] = 7.2 Hz, 1H),
6.50 - 6.44 (m, 3H), 6.33 (d, ] = 7.2 Hz, 1H), 3.76 (s, 3H), 3.46 - 3.43 (m, 2H),

3.25-3.22 (m, 5H), 2.95 - 2.78 (m, 5H), 2.67 (¢, ] = 6.8 Hz, 3H), 2.60 (t, ] = 6.0
Hz, 3H), 1.82 (s, 2H), 1.73 (¢, ] = 4.8 Hz, 2H), 1.67 - 1.65 (m, 2H), 1.52 (s, 2H).

(400 MHz, DMSO-d¢) 6 8.32 (s, 1H), 7.25 (d, ] = 6.8 Hz, 1H), 7.11 - 7.02 (m,
2H), 6.71 - 6.58 (m, 2H), 6.37 (d, ] = 7.2 Hz, 1H), 4.93 (s, 1H), 3.79 (s, 1H), 3.74
-3.65 (m, 2H), 3.31 - 3.28 (m, 2H), 3.27 - 3.23 (m, 1H), 3.13 - 3.02 (m, 3H), 2.98
=2.91 (m, 1H), 2.70 - 2.56 (m, 5H), 2.44 - 2.32 (m, 3H), 2.28 - 2.12 (m, 3H), 1.82
-1.74 (m, 3H), 1.72 - 1.58 (m, 3H), 1.55 - 1.41 (m, 2H).
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(400 MHz, DMSO-ds) 6 8.35 (brs, 1H), 7.82 (d, ] = 4.4 Hz, 1H), 7.27 - 7.21 (m
1H), 7.11 - 6.99 (m, 2H), 6.40 - 6.34 (m, 1H), 5.26 - 5.17 (m, 1H), 3.81 - 3.76 (m,
591 2H), 3.68 - 3.63 (m, 2H), 3.48 - 3.42 (m, 2H), 3.30 (t, ] = 4.8 Hz, 2H), 3.18 - 3.13
(m, 1H), 2.97 - 2.91 (m, 3H), 2.65 (1, ] = 5.6 Hz, 3H), 2.45 - 2.38 (i, 2H), 2.33 -
2.13 (m, 3H), 1.82 - 1.74 (m, 3H), 1.71 - 1.57 (m, 3H), 1.56 - 1.41 {m, 2H).
(400 MHz, DMSO-d¢+D-0) 6 7.23 (d, ] = 7.2 Hz, 1H), 7.01 (t, ] = 7.6 Hz, 1H),

553 6.57 (s, 1H), 6.51 - 6.46 (m, 2H), 6.37 (d, ] = 7.2 Hz, 1H), 3.70 - 3.69 (m, 1H),

3.62 - 3.57 (m, 2H), 3.28 - 3.21 (m, 3H), 3.04 - 2.86 (m, 4H), 2.64 - 2.54 (m, 6H),
2.45 - 2.33 (m, 5H), 1.83 - 1.49 (m, 8H).
(400 MHz, DMSO-ds) 6 8.29 (brs, 1H), 7.81 (d, ] = 4.8 Hz, 1H), 7.23 (d, ] =
6.8 Hz, 1H), 7.10 - 7.03 (m, 1H), 6.97 - 6.91 (m, 1H), 6.37 (d, ] = 7.2 Hz, 1H),
554 5.29 (d, ] = 5.2 He, 1H), 3.90 - 3.83 (m, 2H), 3.50 (t, J= 5.2 Hz, 2H), 3.43 - 3.41

(m, 2H), 3.30 - 3.27 (m, 2H), 3.02 - 2.90 (m, 4H), 2.64 (¢, ] = 6.4
Hz, 3H), 2.41 (brs, 2H), 2.35 - 2.24 (m, 3H), 1.81 - 1.72 (m, 4H), 1.64 - 1.50 (m,
3H), 1.48 - 1.40 (m, 1H).
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000000000000 0000O0000000000000000H NMR (400
MHz, DMSO-dg) & 14.2 (br s, 1H), 12.3 (br s, 1H), 10.7 (br s, 1H), 8.76
(d, J = 6.4 Hz, 1H), 8.02 (br s, 1H), 7.59 (d, J = 7.2 Hz, 1H), 7.32 - 7.3
1 (m, 4H), 7.26 - 7.23 (m, 1H), 6.62 (d, J = 7.2 Hz, 1H), 5.16 - 5.12 (m,
1H), 3.41 - 3.40 (m, 3H), 3.03 (br s, 2H), 2.87 - 2.81 (m, 3H), 2.73 - 2.
66 (m, 6H), 2.82 - 1.68 (m, 10H), 1.44 (br s, 1H); LC-MS (M+H)*: 465.5
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000000000000 000C0D0000000000000000H NMR (400
MHz, DMSO-dg) & 14.09 (s, 1H), 10.62 (brs, 1H), 8.76 (d, J = 8.0 Hz, 1

H), 8.01 (s, 1H), 7.61 (d, J = 7.2 Hz, 1H), 7.33 - 7.29 (m, 4H), 7.24 - 7.

20 (m, 1H), 6.64 (d, J = 7.2 Hz, 1H), 5.18 - 5.11 (m, 1H), 3.42 (s, 3H),
3.05 (brs, 2H), 2.94 - 2.88 (m, 2H), 2.78 - 2.62 (m, 7H), 2.52 - 2.51 (m
.. 1H), 1.93 - 1.86 (m, 2H), 1.83 - 1.77 (m, 3H), 1.76 - 1.67 (m, 4H),
34 - 1.30 (m, 1H); LC-MS (M+H)*: 465.3
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000000000000 00000D000000000000000H NMR (400
MHz, DMSO-dg) & 13.99 - 13.79 (m, 1H), 8.50 (dd, J1 = 28.0 Hz, Jo = 8
.4 Hz, 1H), 8.00 (d, J = 16.8 Hz, 1H), 7.60 - 7.57 (m, 1H), 7.31 - 7.28 (
m, 4H), 7.25 - 7.20 (m, 1H), 6.66 - 6.22 (m, 1H), 5.16 (q, J = 7.6 Hz, 1
H), 4.34 - 4.31 (m, 1H), 4.09 (d, J = 12.0 Hz, 1H), 3.82 - 3.75 (m, 2H),
3.16 - 3.08 (m, 1H), 2.96 - 2.78 (m, 4H), 2.73 - 2.62 (m, 6H), 1.86 - 1.
42 (m, 6H); LC-MS (M+H)*: 465.3
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000000000000 000C0D0000000000000000H NMR (400
MHz, CDCl3) & 9.94 (br s, 2H), 7.38 (d, J = 7.2 Hz, 2H), 7.29 (s, 1H), 7
.25 (s, 1H), 7.21 - 7.13 (m, 2H), 6.24 (d, J = 7.2 Hz, 1H), 5.39 - 5.34 (
m, 1H), 3.43 - 3.34 (m, 2H), 3.07 (br s, 1H), 2.94 - 2.87 (m, 1H), 2.85 -
2.72 (m, 4H), 2.68 (t, J = 6.4 Hz, 2H), 2.65 - 2.39 (m, 4H), 2.15 - 1.49
(m, 2H), 1.89 - 1.83 (m, 2H), 1.78 - 1.71 (m, 1H), 1.59 - 1.50 (m, 2H);
LC-MS (M+H)*: 437.4
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DOO00O00O0YH NMR (400 MHz, CDCI3) & 11.3 - 10.6 (m, 1H), 9.13 (s, 1

H), 7.42 (d, J = 7.6 Hz, 2H), 7.35 - 7.28 (m, 2H), 7.25 - 7.18 (m, 2H), 6
.27 (d, J = 7.2 Hz, 1H), 5.36 - 5.19 (m, 1H), 3.51 - 3.33 (m, 3H), 2.99 -
2.86 (m, 1H), 2.85 - 2.76 (m, 4H), 2.74 - 2.64 (m, 3H), 2.60 - 2.43 (m,

3H), 2.26 - 2.04 (m, 4H), 1.93 - 1.84 (m, 2H), 1.75 - 1.63 (m, 1H); LC-

MS (M+H)*: 487.4

ooooodd

00O0O0O0O0YH NMR (400 MHz, CDClg) & 10.7 (s, 1H), 9.43 (d, J = 7.2 H
z, 1H), 7.41 (d, J = 7.6 Hz, 2H), 7.27 - 7.20 (m, 3H), 7.15 (t, J = 7.2 Hz
, 1H), 6.26 (d, J = 7.2 Hz, 1H), 5.40 - 5.26 (m, 1H), 3.40 (t, J = 5.6 Hz,
2H), 3.03 - 2.97 (m, 1H), 2.95 - 2.87 (m, 2H), 2.86 - 2.82 (m, 3H), 2.68
(t, J = 6.0 Hz, 2H), 2.63 - 2.54 (m, 3H), 2.49 - 2.42 (m, 2H), 2.15 - 1.9
4 (m, 3H), 1.92 - 1.81 (m, 3H); LC-MS (M+H)*: 487.3
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0000000000 0)000000000000H NMR (400 MHz, DMSO-dg
) & 9.59 (s, 1H), 3.85 - 3.04 (m, 4H), 2.49 - 2.42 (m, 1H), 1.90 - 1.82
(m, 1H), 1.70 - 1.46 (m, 2H), 1.38 (s, 9H), 1.30 - 1.25 (m, 1H)
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7.20 (m, 1H), 3.96 - 3.75 (m, 2H), 3.34 - 3.62 (m, 1H), 3.63 (s, 3H),
30 - 3.14 (m, 1H), 2.80 - 2.63 (m, 2H), 2.58 - 2.52 (m, 1H), 2.20 - 2.07
(m, 2H), 1.75 - 1.62 (m, 1H), 1.55 - 1.46 (m, 1H), 1.38 (s, 2H), 1.37 (s,
9H), 1.28 - 1.21 (m, 1H), 1.10 - 0.94 (m, 1H); LC-MS (M+H)*: 377.3
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000)00000000000YH NMR (400 MHz, DMSO-dg) & 14.3 (s, 1H),
10.9 (s, 1H), 10.1 (s, 1H), 9.75 (s, 1H), 8.09 (s, 1H), 7.72 - 7.58 (m, 3
H), 7.46 - 7.35 (m, 3H), 6.70 (d, J = 7.2 Hz, 1H), 4.52 (s, 1H), 3.69 (d,
J =10.8 Hz, 2H), 3.42 - 3.25 (m, 2H), 3.17 - 2.90 (m, 4H), 2.87 - 2.54
(m, 7H), 2.45 - 2.29 (m, 2H), 2.22 - 2.09 (m, 2H), 2.01 - 1.63 (m, 5H),
1.10 - 0.95 (m, 1H); LC-MS (M+H)*: 437.2
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(d, J = 12.8 Hz, 1H), 3.56 (s, 3H), 2.99 (q, J = 8.4 Hz, 1H), 2.78 - 2.6
(m, 2H), 2.40 - 2.22 (m, 1H), 2.09 (d, J = 7.6 Hz, 2H), 2.00 (s, 3H), 1
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1H), 11.3 - 11.0 (m, 1H), 10.8 (s, 1H), 8.12 (s, 1H), 7.78 - 7.65 (m, 2H
), 7.62 (d, J = 7.6 Hz, 1H), 7.52 - 7.42 (m, 3H), 6.79 - 6.60 (m, 1H), 4.

75 (s, 1H), 4.20 - 4.11 (m, 1H), 3.50 - 3.35 (m, 4H), 3.34 - 2.90 (m, 5H
), 2.85 - 2.50 (m, 10H), 2.30 - 2.05 (m, 2H), 1.95 - 1.65 (m, 5H), 1.18 -

0.94 (m, 1H); LC-MS (M+H)*: 451.3
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3.27 - 3.08 (m, 2H), 2.94 (d, J = 11.6 Hz, 1H), 2.87 - 2.74 (m, 2H), 2.6
9 (t, J = 6.4 Hz, 2H), 2.59 (t, J = 7.6 Hz, 3H), 2.44 - 2.21 (m, 2H), 2.18
- 2.10 (m, 2H), 1.85 - 1.74 (m, 4H), 1.69 - 1.54 (m, 2H), 1.44 (s, 9H);
C-MS (M+H)*: 390.4
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9.6 Hz, 1H), 3.05 - 3.01 (m, 3H), 2.95 - 2.86 (m, 2H), 2.84 - 2.71 (m, 5

10

20

30

40



(275) JP 2024-510196 A 2024.3.6

~

o O e e e N e s e O L B
OooOooOoOT OO0

2.51 -2.19 (m, 4H), 1.98 - 1.84 (m, 4H), 1.80 - 1.65 (m, 3H), 1.56 -
2 (m, 9H); LC-MS (M+H)*: 468.5
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-dg) 6 7.35 - 7.28 (m, 4H), 7.26 - 7.18 (m, 1H), 7.02 (d, J = 7.2 Hz, 1H
), 6.25 (d, J = 7.2 Hz, 1H), 6.19 (s, 1H), 5.55 - 5.47 (m, 1H), 4.93 (t, J
= 6.8 Hz, 1H), 3.95 - 3.81 (m, 2H), 3.24 - 3.19 (m, 2H), 2.79 (brs, 2H),
2.65 - 2.55 (m, 4H), 2.42 (t, J = 8.0 Hz, 3H), 2.11 - 1.96 (m, 1H), 1.84
(brs, 2H), 1.78 - 1.70 (m, 4H), 1.66 - 1.53 (m, 2H), 1.51 - 1.38 (m, 1H),
1.06 - 0.88 (m, 1H); LC-MS (M+H)*: 438.4
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O0O0O0O0YH NMR (400 MHz, CDCI3) & 7.33 - 7.31 (m, 2H), 7.27 - 7.23 (
m, 3H), 3.79 - 3.76 (m, 2H), 3.35 - 3.28 (m, 1H), 2.73 (dd, J; = 15.2 Hz

Jo = 7.6 Hz, 1H), 2.58 (dd, J1 = 15.2 Hz, Jo = 7.6 Hz, 1H), 1.35 (s, 9H)
00000
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1H NMR (400 MHz, CDCl3) & 9.71 (s, 1H), 7.40 - 7.36 (m, 2H), 7.34 - 7
.32 (m, 1H), 7.22 - 7.20 (m, 2H), 4.09 (dd, J1 = 8.4 Hz, J» = 2.0 Hz, 1H
), 3.07 (dd, J1 = 16.4 Hz, Jo = 8.4 Hz, 1H), 2.56 (dd, J1 = 16.4 Hz, Jp =
10.0 Hz, 1H), 1.40 (s, 9H)
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0000000000 YH NMR (400 MHz, CDClg) & 7.29 (d, J = 7.6 Hz, 1H),
6.82 (d, J = 7.6 Hz, 1H), 5.02 (br s, 1H), 3.76 (t, J = 6.0 Hz, 3H), 2.72
(q, J = 6.4 Hz, 4H), 2.47 (br s, 2H), 2.36 (t, J = 6.4 Hz, 3H), 2.24 - 2.22
(m, 1H), 1.96 - 1.88 (m, 4H), 1.62 (s, 4H), 1.53 (s, 9H), 1.45 (s, 9H);
C-MS (M+H)*: 475.2
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o)yooooooooooo((boOmgOOODpwmolOODDO . ODODO)YOODOOODO
OO0O0O01IH NMR (400 MHz, CDCIlg) & 14.2 (br s, 1H), 8.00 (br s, 1H), 7.
62 (d, J = 6.8 Hz, 1H), 7.36 - 7.34 (m, 4H), 7.29 - 7.26 (m, 1H), 6.66 (
d, J =6.8 Hz, 1H), 6.53 - 6.51 (m, 1H), 3.78 - 3.64 (m, 2H), 3.43 - 3.41
(m, 4H), 3.18 - 2.94 (m, 6H), 2.81 - 2.72 (m, 6H), 2.19 - 2.07 (m, 3H),
1.94 - 1.89 (m, 1H), 1.83 - 1.82 (m, 3H), 1.61-1.59 (m, 1H), 1.19 (s, 9
H); LC-MS: (M+H)*: 493.2
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MSO-dg) & 7.31 - 7.27 (m, 2H), 7.23 - 7.19 (m, 3H), 7.02 (d, J = 7.2 Hz
, 1H), 6.43 (s, 1H), 6.26 - 6.23 (m, 1H), 3.23 (s, 2H), 3.15 - 3.09 (m, 1
H), 2.95 - 2.89 (m, 2H), 2.75 - 2.74 (m, 3H), 2.59 (d, J = 6.0 Hz, 2H), 2
.53 - 2.52 (m, 1H), 2.41 - 2.39 (m, 3H), 2.26 (t, J = 7.2 Hz, 2H), 2.02 -
1.88 (m, 2H), 1.75-1.71 (m, 5H), 1.62-1.60 (m, 1H), 1.43 - 1.35 (m, 1H)
,1.18 - 1.16 (m, 1H): LC-MS (M+H)*: 437.4
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I000.0000000.0000)00000000000001H NMR (400 MHz,
DMSO-dg) 6 14.4 (br s, 1H), 11.5 (br s, 1H), 8.10 (s, 1H), 7.63 (d, J =
7.2 Hz, 1H), 7.44 (d, J = 6.8 Hz, 2H), 7.34 (t, J = 7.2 Hz, 2H), 7.28 - 7.
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27 (m, 1H), 6.67 (d, J = 7.2 Hz, 1H), 3.45 - 3.43 (m, 3H), 3.32 - 3.25 (
m, 3H), 3.12 - 3.02 (m, 3H), 2.79 - 2.74 (m, 5H), 2.70 - 2.66 (m, 4H),
.27 - 2.14 (m, 3H), 2.00 - 1.96 (m, 2H), 1.82 - 1.79 (m, 3H), 1.75 (s,
H). LC-MS (M+H)*: 451.4
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Clz) 8 7.94 (d, J = 7.6 Hz, 2H), 7.61 - 7.57 (m, 1H), 7.49 - 7.57 (m, 2H)
,3.77 - 3.73 (m, 2H), 3.61 - 3.56 (m, 1H), 3.49 - 3.45 (m, 1H), 3.16 - 3
.08 (m, 2H), 1.89 - 1.84 (m, 2H), 1.82 - 1.75 (m, 1H), 1.46 (s, 9H); LC-
MS (M+Na)*: 342.0
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D00000O000LC-MS (M+H)*: 277.9
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d, J =7.6 Hz, 1H), 7.29 - 7.18 (m, 5H), 6.68 - 6.65 (m, 1H), 3.80 - 3.66
(m, 3H), 3.65 - 3.56 (m, 2H), 3.50 - 3.43 (m, 3H), 3.34 - 3.22 (m, 2H),
3.05 - 3.04 (m, 2H), 3.03 (br s, 1H), 2.79 - 2.66 (m, 5H), 2.12 (br s, 3
H), 1.83 - 1.75 (m, 4H), 1.66 - 1.43 (m, 1H); LC-MS (M+H)*: 438.4
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m, 3H), 7.26 (br s, 1H), 7.22 - 7.20 (m, 2H), 6.28 (d, J = 7.2 Hz, 1H), 4
.07 (br s, 1H), 3.90 - 3.88 (m, 1H), 3.72 - 3.71 (m, 2H), 3.64 - 3.61 (m,
1H), 3.45 (t, J = 5.6 Hz, 2H), 3.10 - 3.07 (m, 1H), 2.73 - 2.70 (m, 4H),
2.61 - 2.58 (m, 2H), 2.47 - 2.40 (m, 2H), 2.26 - 2.14 (m, 2H), 1.91 - 1.
69 (m, 7H), 1.30 - 1.26 (m, 1H): LC-MS (M+H)*: 438.2
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m, 2H), 7.26 - 7.24 (m, 2H), 7.21 - 7.19 (m, 2H), 6.26 (d, J = 7.2 Hz, 1
H), 4.14 (br s, 1H), 4.00 (dd, J; = 11.2 Hz, J2 = 3.6 Hz, 1H), 3.78 (t, J
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= 10.8 Hz, 1H), 3.47 - 3.44 (m, 3H), 3.36 - 3.33 (m, 1H), 2.99 - 2.92 (
m, 1H), 2.73 - 2.70 (m, 4H), 2.55 - 2.43 (m, 5H), 2.08 (br s, 1H), 1.91 -
1.88 (m, 3H), 1.70 - 1.61 (m, 4H), 1.28 - 1.26 (m, 1H); LC-MS (M+H)*: 438.2
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000000000000 0O0D00DO0D0DO0O0D0OO0O0O0O(0.000000.0mmol
0.000O0)0000000O0O0O0O0O00O0O00O000O00QpO0(O0O0.OmL)0O0OO
00O0((00.0mLx 0)000000000000000000(00.0mLx 0)00
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0000000000 .000000.0mmol000.0000)000000O0000O
O0lH NMR (400 MHz, CDCl3) & 6.84 (dd, J1 = 15.6 Hz, Jo = 6.8 Hz, 1H
5.86 (dd, J1 = 16.0 Hz, Jo = 1.2 Hz, 1H), 4.19 (q, J = 6.8 Hz, 2H), 4.0
- 3.82 (m, 2H), 2.91 - 2.56 (m, 2H), 2.38 - 2.22 (m, 1H), 1.94 - 1.83
1H), 1.74 - 1.60 (m, 2H), 1.46 (s, 9H), 1.42 - 1.33 (m, 1H), 1.29 (t,
= 6.8 Hz, 3H)
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l3) & 4.13 (q, J = 6.8 Hz, 2H), 4.04 - 3.68 (m, 2H), 2.88 - 2.72 (m, 1H
,2.62 - 2.38 (m, 1H), 2.33 (t, J = 8.0 Hz, 2H), 1.84 - 1.75 (m, 1H), 1.7

(s, 1H), 1.66 - 1.59 (m, 1H), 1.58 - 1.51 (m, 1H), 1.50 - 1.47 (m, 1H),
.45 (s, 9H),1.43-1.34 (m,1H),1.25(t,J=87.2Hz,3H),1.17-1.01(m, 1H)
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OoooooDoo

00000 o((0.00o0o0o0.0dmmold00.0000)000O0O((O0D.O0mL)OOO
Oo0Do0Do0o0D0DgO((D00OmgO0.0O0OmmolOD0.0000)00pg0O(0.00mML)ODO

oo0oo0ooD0ooopDU0oOoooDO0O0ooDO0DOdOo0pO(0D0.OmML)DODOODODO(O
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0000000000 1YH NMR (400 MHz, DMSO-dg) 8 3.93 - 3.63 (m, 2H),
.78 - 2.63 (m, 1H), 1.88 (t, J = 7.2 Hz, 2H), 1.76 - 1.64 (m, 1H), 1.60

-1.50 (m, 1H), 1.41 (s, 1H), 1.38 (s, 9H), 1.35 - 1.21 (m, 4H), 1.09 - 0
.92 (m, 1H); LC-MS (M-55)*: 202.1
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.59 - 2.35 (m, 3H), 1.88 - 1.53 (m, 5H), 1.48 (s, 1H), 1.45 (s, 9H), 1.1
- 1.03 (m, 1H); LC-MS (M-99)*: 201.2
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00000000000 0000((SCcOo(000D0)0I000 SepaFlash(O0OODO)O 10
000000000000 000C0O0000000O0O000000O000mLOODOOO
0)OOODODODOODOODOOO(DOOmgOO.00mmol000.0000)000000
O0O0OO0YH NMR (400 MHz, CDCI3) & 7.99 - 7.94 (m, 2H), 7.60 - 7.53 (
m, 1H), 7.47 (t, J = 8.0 Hz, 2H), 4.14 - 3.85 (m, 2H), 3.15 - 2.95 (m, 2
H), 2.88 - 2.73 (m, 1H), 2.66 - 2.41 (m, 1H), 1.92 - 1.86 (m, 1H), 1.75 -
1.62 (m, 3H), 1.58 - 1.48 (m, 2H), 1.46 (s, 9H), 1.22 - 1.09 (m, 1H); LC
-MS (M-99)*: 218.2
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CDCl3) & 7.46 - 7.34 (m, 5H), 6.03 (s, 1H), 4.22 (q, J = 7.2 Hz, 2H), 4.
00 - 3.87 (m, 2H), 3.26 - 3.12 (m, 1H), 3.11 - 2.99 (m, 1H), 2.77 - 2.67
(m, 1H), 2.50 - 2.46 (m, 1H), 1.93 - 1.82 (m, 1H), 1.66 - 1.60 (m, 2H), 30
1.53 - 1.48 (m, 1H), 1.45 (s, 9H), 1.44 - 1.41 (m, 1H), 1.41 - 1.37 (m,
1H), 1.32 (t, J = 7.2 Hz, 3H); LC-MS (M-99)*: 288.6
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Dooooao

DOO00O00O0YH NMR (400 MHz, CDCI3) & 11.13 (s, 1H), 7.25 - 7.20 (m, 2
H), 7.19 - 7.07 (m, 4H), 6.18 (d, J = 7.2 Hz, 1H), 3.69 - 3.58 (m, 1H), 3

.37 (br s, 2H), 3.26 (t, J = 10.8 Hz, 1H), 3.13 - 3.05 (m, 1H), 2.75 (d, J
= 7.2 Hz, 1H), 2.62 (t, J = 6.0 Hz, 3H), 2.54 - 2.40 (m, 3H), 2.36 - 2.29
(m, 1H), 2.21 - 2.11 (m, 2H), 2.08 - 1.99 (m, 1H), 1.94 - 1.78 (m, 4H),
1.72 - 1.61 (m, 1H), 1.57 - 1.50 (m, 1H), 1.47 - 1.39 (m, 2H), 1.25 - 1.
12 (m, 1H), 1.07 - 0.91 (m, 2H), 0.82 - 0.69 (m, 1H); LC-MS (M+H)*: 436.4
Ooooo0oo

O0O0O0O00YH NMR (400 MHz, DMSO-dg) 3 14.60 - 13.92 (m, 1H), 10.75
- 9.89 (m, 1H), 8.03 (s, 1H), 7.61 (d, J = 7.2 Hz, 1H), 7.31 - 7.16 (m, 4
H), 6.64 (d, J = 7.2 Hz, 1H), 3.46 - 3.41 (m, 3H), 3.29 - 3.23 (m, 2H), 3
.04 - 3.86 (m, 3H), 2.77 - 2.69 (m, 4H), 2.64 - 2.55 (m, 1H), 2.44 (d, J
= 8.4 Hz, 1H), 2.15 - 1.96 (m, 2H), 1.85 - 1.73 (m, 4H), 1.69 - 1.51 (m,
2H), 1.35 - 1.18 (m, 3H), 1.16 - 1.02 (m, 1H), 0.97 - 0.80 (m, 2H); LC-
MS (M+H)*: 436.6
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yooool]ooooooooooooooo)yYhooopooooDoooo((o.oomgO O
O0Opmol00O0.00000000000)00000000000TH NMR (400 M
Hz, DMSO-dg) 6 7.84 (d, J = 8.4 Hz, 1H), 7.33 - 7.25 (m, 3H), 7.22 - 7.
12 (m, 2H), 6.32 (d, J = 7.2 Hz, 1H), 3.90 (dd, J; = 10.0 Hz, Jp = 4.4 H
z, 1H), 3.72 - 3.69 (m, 1H), 3.27 - 3.24 (m, 4H), 2.94 (dd, J; = 16.8 Hz,
Jp = 10.0 Hz, 1H), 2.62 (t, J = 6.0 Hz, 2H), 2.44 - 2.29 (m, 5H), 2.25 -
2.19 (m, 1H), 2.28 - 2.18 (m, 2H), 1.78 - 1.63 (m, 4H), 1.48 - 1.31 (m,
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2H), 1.17 - 1.12 (m, 1H); LC-MS (M+H)*: 451.4
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LEMES

'HNMR 7— £

414

(400 MHz, CDCls) 6 10.42 (s, 1H), 8.24 (d, ] = 8.4 Hz, 1H), 7.28 (s, 2H), 7.27
(s, 2H), 7.23 (d, ] = 7.6 Hz, 1H), 7.21 - 7.15 (m, 1H), 6.28 (d, J = 7.2 Hz, 1H),
4.57 - 455 (m, 1H), 3.60 - 3.53 (m, 2H), 3.44 (1, ] = 5.6 Hz, 2H), 3.25 (brt, ] =
6.8 Hz 1H), 3.06 (d, ] = 10.0 Hz, 1H), 2.86 - 2.82 (m, 1H), 2.74 - 2.64 (m, 8H),
2.40 (brs, 1H), 2.27 - 2.20 (m, 2H), 1.94 - 1.88 (m, 3H), 1.81 - 1.74 (m, 2H),
1.72 - 1,67 (m, 2H).

415

(400 MHz, DMSO-ds) 6 7.86 (d, ] = 7.2 Hz, 1H), 7.25 - 7.18 (m, 4H), 7.16 -
7.11 (m, 1H), 7.02 (d, ] = 7.2 Hz, 1H), 6.28 (s, 1H), 6.24 (d, ] = 7.2 Hz, 1H),

4.05 - 4.00 (m, 1H), 3.45 - 3.43 (m, 2H), 3.24 - 3.21 (m, 2H), 2.61 - 2.55 (m,

3H), 2.53 - 2.51 (m, 1H), 2.45 - 2.39 (m, 3H), 2.36 - 2.23 (m, 5H), 2.01 - 1.94
(m, 2H), 1.77 - 1.71 (m, 2H), 1.58 - 1.50 (m, 2H), 1.48 - 1.41 (m, 1H), 1.38 -

1.30 (m, 2H).

416

(400 MHz, CDCl3) 6 10.93 - 10.53 (m, 1H), 8.37 - 7.92 (m, 1H), 7.29 (s, 1H),
7.26-7.22 (m, 3H), 7.22 - 717 (m, 1H), 6.39 - 6.26 (m, 1H), 4.71 - 4.49 (m,
1H), 3.80 - 3.73 (m, 1H), 3.67 - 3.59 (m, 2H), 3.54 - 3.48 (m, 2H), 3.46 - 3.39
(m, 2H), 2.88 - 2.80 (m, 1H), 2.79 - 2.77 (m, 1H), 2.75 - 2.70 (m, 3H), 2.67 (d. ]
= 6.0 Hz, 2H), 2.64 - 2.61 (m, 1H), 2.60 - 2.50 (m, 1H), 2.44 - 2.34 (m, 1H), 2.18
- 2.09 (m, 3H), 2.07 - 1.98 (m, 1H), 1.95 - 1.87 (m, 2H).

417

(400 MHz, DMSO-ds) 6 8.13 (s, 1H), 7.95 (dd, ], = 26.8 Hz, ], = 6.4 Hz, 1H),
7.28 - 7.14 (m, 5H), 7.12 - 7.05 (m, 1H), 6.44 - 6.34 (m, 1H), 6.28 (dd, ], = 7.2
Hz, J» = 5.2 Hz, 1H), 3.49 - 3.44 (m, 2H), 3.25 (d, ] = 3.2 Hz, 2H), 3.13 - 3.05
(m, 2H), 2.69 - 2.53 (m, 4H), 2.47 - 2.44 (m, 2H), 2.42-2.32 (m, 3H), 2.21-2.09
(m, 2H), 1.87-1.72 (m, 5H), 1.54 - 1.39 (m, 1H).

418

(400 MHz, DMSO-ds+D2Q) § 7.34 - 7.20 (m, 5H), 7.06 - 7.00 (m, 1H), 6.28 -
6.21 (m, 1H), 4.24 - 4.08 (m, 1H), 3.58 - 3.53 (m, 1H), 3.41 - 3.31 (m, 3H), 3.22
(brs, 2H), 3.17 - 3.08 (m, 1H), 2.62 - 2.57 (m, 2H), 2.46 - 2.40 (m, 2H), 2.23 -
2,11 (m, 3H), 2.07 - 1.93 (m, 3H), 1.87 - 1.69 (m, 6H).

419

(400 MHz, DMSO-d) & 8.00 (dd, J; = 17.6 Hz, J. = 6.4 Hz, 1H), 7.35 - 7.21 (m,
5H), 7.03 (t, ] = 6.8 Hz, 1H), 6.38 (d, ] = 50.8 Hz, 1H), 6.24 (q, ] = 4.0 Hz, 1H),
4.22 - 4.11 (m, 1H), 3.57 (q, ] = 6.0 Hz, 1H), 3.46 - 3.42 (m, 2H), 3.35 - 3.32 (m,
1H), 3.23 (brs, 2H), 3.17 - 3.14 (m, 1H), 2.60 (t, ] = 5.6 Hz, 2H), 2.46 - 2.39 (m,
2H), 2.23 - 2.12 (m, 3H), 2.06 - 1.92 (m, 3H), 1.87 - 1.63 (m, 6H).

420

(400 MHz, DMSO-d,) & 7.95 (br d, ] = 7.8 Hz, 1H), 7.33 - 7.20 (m, 5H), 7.06
(d,] = 7.2 Hz, 1H), 6.92 (s, 1H), 6.25 (d, ] = 7.2 Hz, 1H), 4.17 - 4.08 (m, 1H),
3.44 (t,] = 6.8 Hz, 1H), 3.24 (t, ] = 4.4 Hz, 2H), 2.65 - 2,58 (m, 3H), 2.52 (d, ] =
2.0 Hz, 1H), 2.45 - 2.34 (m, 4H), 2.34 - 2.26 (m, 2H), 2.19 - 2.09 (m, 1H), 2.06 -
1,98 (m, 3H), 1.87 - 1.79 (m, TH), 1.77 - 1.71 (m, 2H), 1.69 - 1.62 (m, 1H), 1.56
- 1.47 (m, 2H), 1.46 - 1.37 (m, 2H).
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LaYES

'HNMR 7— %

421

(400 MHz, DMSO-ds) 6 7.96 (brd, ] = 6.8 Hz, 1H), 7.31 - 7.19 (m, 5H), 7.01
(d, ] =7.6 Hz, 1H), 6.36 (s, 1H), 6.24 (d, ] = 7.6 Hz, 1H), 4.10 (t, ] = 4.0 Hz,
1H), 3.41 (r,] = 7.6 Hz, 1H), 3.22 (brt, ] = 5.2 Hz, 2H), 2.63 - 2.57 (m, 3H),
2.52(d, ] = 1.6 Hz, 1H), 2.44 - 2.32 (m, 6H), 2.18 - 2.08 (m, 1H), 2.06 - 1.94 (m,
3H), 1.85- 1.77 (m, 1H), 1.77 - 1.70 (m, 2H), 1.61 - 1.46 (m, 3H), 1.45 - 1.36
(m, 2H).

422

(400 MHz, DMSO-ds} ¢ 8.01 (dd, J; = 18.1 Hz, ], = 6.6 Hz, 1H), 7.33 - 7.22 (m,
5H), 7.03 (¢, ] = 5.6 Hz, 1H), 6.45 - 6.28 (m, 1H), 6.25 - 6.23 (m, 1H), 4.24 - 4,10
(m, 1H), 3.59 - 3.55 (m, 1H), 3.47 - 3.40 (m, 3H), 3.23 (s, 2H), 3.17 - 3.12 (m,
1H), 2.60 (¢, ] = 5.1 Hz, 2H), 2.45 - 2.41 (m, 2H), 2.22 - 2.15 (m, 3H), 2.06 - 1.91
(m, 3H), 1.87 - 1.69 (m, 6H).

423

(400 MHz, DMSO-d;) 8 8.01 (dd, J; = 19.1 Hz, J. = 6.6 Hz, 1H), 7.39 - 7.18 (m,
5H), 7.04 - 7.01 (m, 1H), 6.41 (s, 1H), 6.26 - 6.23 (m, 1H), 4.24 - 4.13 (m, 1H),
3.58 - 3.54 (m, 1H), 3.50 - 3.46 (m, 1H), 3.42 - 3.33 (m, 2H), 3.26 - 3.21 (m,
2H), 3.15 - 3.09 (m, 1H), 2.63 - 2.56 (m, 2H), 2.43 (q, ] = 6.8 Hz, 2H), 2.24 -
2.09 (m, 3H), 2.09 - 1.92 (m, 3H), 1.90 - 1.63 (m, 6H].

424

(400 MHz, DMSO-d) 6 8.20 - 8.12 (m, 1H), 7.89 (d, ] = 7.6 Hz, 2H), 7.67 (s,
2H), 7.66 - 7.61 (m, 2H), 7.00 (d, ] = 7.2 Hz, 1H), 6.26 - 6.20 (m, 2H), 4.12 -
4.04 (m, 2H), 3.69 (d, ] = 2.4 He, 1H), 3.24 - 3.20 (m, 3H), 2.68 - 2.61 (m, 2H),
2.37 - 2.32 (m, 3H), 2.25 - 2.14 (m, 2H), 2.09 - 1.93 (m, 4H), 1.83 - 1.62 (m,
7H), 1.61 (s, 6H), 1.45 - 1.32 (m, 3H).

424

(400 MHz, DMSO-ds) 6 7.91 (brd, ] =5.6 Hz, 1H), 7.34 - 7.29 (m, 2H), 7.28 -
7.22 (m, 3H), 7.09 - 7.04 (m, 1H), 6.98 - 6.92 (m, 1H), 6.25 (d, ] = 7.2 Hz, 1H),
4.14 - 4.08 (m, 1H), 3.45 (brs, 2H), 3.24 (br s, 1H), 2.69 - 2.64 (m, 1H), 2.62 -
2.58 (m, 4H), 2.44 - 2.39 (m, 3H), 2.34 - 2.26 (m, 3H), 2.14 - 2.07 (m, 1H), 2.03
- 2.00 (m, 2H), 1.86 - 1.79 (m, 1H), 1.79 - 1.72 (m, 2H), 1.70 - 1.61 (m, 1H),
1.56 - 147 (m, 2H), 1.45 - 1.39 (m, 2H).

425

(400 MHz, CDCl;) § 10.89 (brs, 1H),8.22 (d,] = 7.6 Hz, 1H), 7.23 (d, ] = 7.2
Hz, 1H), 6.59 (d, ] = 7.6 Hz, 1H), 6.25 (d, ] = 7.2 Hz, 1H), 4.51 - 4.42 (m, 3 H),
3.47 (t, ] = 4.8 Hz, 2H), 3.13 - 3.08 (m, 1H), 3.02 (d, ] = 9.6 Hz, 1 H), 2.90 - 2.82
(m, 1H), 2.71 (t, ] = 6.0 Hz, 3H), 2.66 - 2.58 (m, 1H), 2.45 - 2.42 (m, 1H), 2.38 -
2.31 (m, 1H), 2.27 - 2.16 (m, 3H), 2.04 - 1.98 (m, 3H), 1.94 - 1.85 (m, 3H), 1.76
- 1.71 (m, 6H), 1.65 - 1.57 (m, 10H).

426

(400 MHz, DMSO-ds) 6 7.94-7.92 (m, 1H), 7.21 (d, ] = 6.8 Hz, 1H), 7.03 (d. ]
= 7.2Hz, 1H), 6.49 (s, 1H), 6.25 (d, ] = 7.2 Hz, 1H), 4.09 (br s, 1H), 3.99 - 3.93
(m, 1H), 3.22 (brs, 2H), 2.83 (d, ] = 6.4 Hz, 1H), 2.60 (¢, ] = 6.0 Hz, 3H), 2.43
(t,J=7.6 Hz, 2H), 2.11 - 1.98 (m, 4H), 1.91 - 1.84 (m, 2H), 1.77 - 1.71 (m, 3H),
1.63 - 1.55 (m, 11H), 1.54 - 1.44 (m, 9H).
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428

(400 MHz, DMSO-d,) 6 8.10 (dd, J, = 25.6 Hz, ], = 6.8 Hz, 1H), 7.35 (t, ] = 6.8
Hz, 1H), 7.05 (d, ] = 7.2 Hz, 1H), 6.51 (s, 1H), 6.26 (dd, J, = 7.2 Hz, ], = 2.8 Hz,
1H), 4.28 - 4.12 (m, 1H), 4.12 - 4.02 (m, 1H), 3.58 (dd, ], = 10.8 Hz, ] = 6.4 Hz,
1H), 3.46 - 3.39 (m, 4H), 3.34 - 3.32 (m, 2H), 3.24 (s, 1H), 3.20 - 3.12 (m. 2H),
2.61 (1, ] = 6.4 Hz, 2H), 2.45 (d, ] = 5.2 Hz, 2H), 2.25-2.16 (m, 2H), 2.14 - 2.08
(m, 2H), 2.06 - 1.91 (m, 2H), 1.83 - 1.75 (m, 4H), 1.64 - 1.59 (m, 5H), 1.58 -
1.55 (m, 1H), 1.55 - 1.49 (m, 5H).

429

(400 MHz, DMSO-ds) 6 8.14-8.02 (m, 1H), 7.35 (t, ] = 6.8 Hz, 1H), 7.05 (d, ] =
7.2 Hz, 1H), 6.51 (s, 1H), 6.26 (dd, ]: = 7.2 Hz, ], = 2.8 Hz, 1H), 4.28 - 4.12 (m,
1H), 4.12 - 4.02 (m, 1H), 3.58 (dd, J; = 10.8 Hz, J; = 6.4 Hz, 1H), 3.46 - 3.39 (m,
4H), 3.34 - 3.32 (m, 2H), 3.24 (s, 1H), 3.20 - 3.12 (m, 2H), 2.61 (t, ] = 6.4 Hz,
2H), 2.45 (d, ] = 5.2 Hz, 2H), 2.25-2.16 (m, 2H), 2.14 - 2.08 (m, 2H), 2.06 - 1.91
(m, 2H), 1.83 - 1.75 (m, 4H), 1.64 - 1.59 (m, 5H), 1.58 - 1.55 (m, 1H), 1.55 -
1.49 (m, 5H).

430

(400 MHz, DMSO-ds) ¢ 14.30 - 14.15 (m, 1H), 10.99 - 10.79 (m, 1H), 8.50 -
8.28 (m, 1H), 8.07 (brd, ] = 1.4 Hz, 1H), 7.61 (brd, ] = 7.2 Hz, 1H), 7.48 - 7.37
(m, 1H), 6.67 - 6.57 (m, 1H), 4.44 - 4.27 (m, 1H), 4.17 - 4.09 (m, 1H), 3.47 -
3.46 (m, 1H), 3.16 - 3.11 (m, 2H), 2.75 - 2.68 (m, 4H), 2.13 (br s, 4H), 2.03 -
1.96 (m, 2H), 1.82 (br d, ] = 4.8 Hz, 4H), 1.69 (br d, ] = 1.6 Hz, 5H), 1.65 - 1.59
(m, 6H), 1.52 (brs, 7H), 1.32 - 1.22 (m, 2H).

431

(400 MHz, DMSO-ds) 6 8.11 (d,] = 6.4 Hz, 1H), 7.19 (d, ] = 6.8 Hz, 1H), 7.08
(d,] = 7.6 Hz, 1H), 7.03 (s, 1H), 6.26 (d, ] = 7.6 Hz, 1H), 4.14 (s, 1H), 4.03 -
3.95 (m, 1H), 3.26 - 3.22 (m, 2H), 2.90 - 2.83 (m, 1H), 2.71 - 2.65 (m, 2H), 2.60
(t,] = 6.0 Hz, 3H), 2.45 (d, ] = 5.6 Hz, 2H), 2.13 - 2.03 (m, 4H), 1.93 - 1.82 (m,
2H), 1.77 - 1.71 (m, 2H), 1.64 - 1.57 (m, 8H), 1.56 - 1.46 (m, 11H).

432

(400 MHz, DMSO-ds) 6 8.09 (dd, ], = 14.8 Hz, ], = 6.8 Hz, 1H), 7.34 (d, ] = 7.6
Hz, 1H), 7.04 (d, ] = 7.2 Hz, 1H), 6.42 (br d, ] = 9.6 Hz, 1H), 6.24 (dd, ], = 3.6
Hz, Jo = 3.6 Hz, 1H), 4.26 - 4.11 (m, 1H), 4.10 - 4.02 (m, 1H), 3.58 (dd, J, = 6.0
Hz, J, = 4.4 Hz, 1H), 3.43 - 3.38 (m, 2H), 3.25 - 3.22 (m, 2H), 3.16 - 3.12 (m,
1H), 2.60 (t, ] = 6.2 Hz, 2H), 2.47 - 2.41 (m, 2H), 2.23 - 2.07 (m, 4H), 2.05 - 1.90
(m, 2H), 1.84 - 1,69 (m, 6H), 1.64 - 1.48 (m, 13H).

433

(400 MHz, DMSO-d;) 6 8.09 (dd, J, = 25.6 Hz, ], = 6.8 Hz, 1H), 7.33 - 7.30 (m,
1H), 7.05 (d, ] = 7.3 Hz, 1H), 6.61 (brs, 1H), 6.25 (dd, J, = 7.2 Hz, ], = 3.2 Hz,
1H), 4.25 - 4.13 (m, 1H), 4.09 - 4.05 (m, 1H), 3.57 (dd, ], = 10.4 Hz, ], = 6.2 Hz,
1H), 3.46 - 3.33 (m, 2H), 3.24 (brt, ] = 5.3 Hz, 2H), 3.19 - 3.10 (m, 1H), 2.60 (x,
J = 6.4 Hz, 2H), 2.46 - 2.42 (m, 2H), 2.23 - 2.16 (m, 2H), 2.13 - 2.06 (m, 2H),
2.03 - 1.87 (m, 2H), 1.86 - 1.69 (m, 6H), 1.65 - 1.47 (m, 13H).
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434

(400 MHz, DMSO-ds) 6 8.20 - 8.12 (m, 1H), 7.89 (d, ] = 7.6 Hz, 2H), 7.67 (s,
2H), 7.66 - 7.61 (m, 2H), 7.00 (d, ] = 7.2 Hz, 1H), 6.26 - 6.20 (m, 2H), 4.12 -
4.04 (m, 2H), 3.69 (d, ] = 2.4 Hz, 1H), 3.24 - 3.20 (m, 3H), 2.68 - 2.61 (m, 2H),
2.37 - 2.32 (m, 3H), 2.25 - 2.14 (m, 2H), 2.09 - 1.93 (m, 4H), 1.83 - 1.62 (m,
7H), 1.61 (s, 6H), 1.45 - 1.32 (m, 3H).

435

(400 MHz, DMSO-d;) ¢ 8.19 - 8.12 (m, 1H), 7.91 - 7.87 (m, 2H), 7.75 - 7.70
(m, 1H), 7.70 - 7.66 (m, 1H), 7.64 (d, ]= 7.6 Hz, 2H), 7.00 (d, ] = 7.2 Hz, 1H),
6.27 - 6.20 (m, 2H), 4.13 - 4.05 (m, 2H), 3.73 - 3.66 (m, 1H), 3.24 - 3.17 (m,
3H), 2.59 (br d, ] = 6.4 Hz, 3H), 2.43 - 2.37 (m, 3H), 2.35 - 2.29 (m, 3H), 2.23 -
2.18 (m, 1H), 2.07 - 1.98 (m, 3H), 1.86 - 1.79 (m, 2H), 1.75 - 1.65 (m, 4H), 1.59
-1.43 (m, 6H), 1.43 - 1.37 (m, 2H).

436

(400 MHz, DMSO-ds) ¢ 8.22 - 8.12 (m, 1H), 7.96 (d, ] = 7.6 Hz, 1H), 7.90 -
7.83 (m, 2H), 7.76 - 7.68 (m, 1H), 7.66 - 7.59 (m, 2H), 7.07 (d, ] = 7.2 Hg, 2H),
6.26 (d, ] = 7.2 Hz, 1H), 4.19 - 4.02 (m, 4H), 3.45 - 3.41 (m, 1H), 3.24 (t,] = 5.2
Hz, 2H), 3.20 - 3.14 (m, 1H), 2.93 (d, ] = 6.0 Hz, 1H), 2.79 - 2.67 (m, 2H), 2.60
(t. ] = 6.0 Hz, 4H), 2.46 - 2.40 {m, 2H), 2.18 - 2.07 (m, 3H), 1.96 - 1.84 (m, 2H),
1.81 - 1.70 (m, 4H), 1.69 - 1.57 (m, 3H), 1.56 - 1.40 (m, 4H).

(400 MHz, DMSO-ds} ¢ 8.23 - 8.17 (i, 1H), 7.96 (brd, ] = 7.6 Hz, 1H), 7.87
(d, ] =7.4 Hz, 2H), 7.76 - 7.68 (m, 1H), 7.67 - 7.59 (m, 2H), 7.07 (brd, ] = 7.4
Hz, 1H), 6.26 (d, ] = 7.4 Hz, 1H), 4.20 - 4.02 (m, 4H), 3.45 - 3.41 (m, 1H), 3.25 -
3.13 (m, 3H), 2.93 (brd, ] = 5.0 Hz, 1H), 2.80 - 2.58 (m, 6H), 2.47 - 2.41 (m,
2H), 2.18 - 2.04 (m, 3H), 1.99 - 1.85 (m, 2H), 1.82 - 1.70 (m, 4H), 1.69 - 1.57
(m, 3H), 1.56 (brs, 4H).

438

(400 MHz, DMSO-d,} 6 8.23 -8.07 (m, 1H), 7.93 - 7.79 (m, 3H), 7.76 - 7.68
(m, 1H), 7.66 - 7.59 (m, 2H), 7.06 - 6.99 (m, 1H), 6.43 (s, 1H), 6.26 - 6.20 (m,
1H), 4.21 - 4.09 (m, 2H), 3.97 (s, 1H), 3.61 - 3.57 (m, 2H), 3.26 - 3.20 (m, 3H),
3.19 - 3.10 (m, 3H), 2.59 (t, ] = 6.0 Hz, 2H), 2.45 - 2.39 (m, 2H), 2.23 - 2.07 (m,
4H), 2.03 - 1.89 (m, 2H), 1.85 - 1.69 (m, 8H), 1.63 - 1.46 (m, 2H).

439

(400 MHz, DMSO-d,) 6 8.14 (brd, ] = 7.4 Hz, 1H), 8.06 (dd, J, = 26.4 Hz, ], =
5.2 He, 1H), 7.88 (d, ] = 7.8 Hz, 2H), 7.75 - 7.69 (m, 1H), 7.66 - 7.60 (m, ZH),
7.04 (brd, ] = 7.2 Hz, 1H), 6.65 - 6.56 (m, 1H), 6.25 (dd, J, = 7.2 Hz, J, = 3.2 Hz,
1H), 4.26 - 4.21 (m, 1H), 4.18 - 4.14 (m, 1H), 4.11 (brs, 1H), 3.58 (dd, J, = 10.4
Hz, J, = 6.4 Hz, 1H), 3.46 - 3.38 (m, 3H), 3.23 (brt, ] = 5.2 Hz, 2H), 3.19 - 3.12
(m, 2H), 2.59 (brt, ] = 6.0 Hz, 2H), 2.47 - 2.41 (m, 2H), 2.23 - 2.12 (m, 4H),
2.06 - 1.92 (m, 2H), 1.87 - 1.62 (m, 9H), 1.52 - 1.45 (m, 1H).

440

(400 MHz, DMSO-ds) & 8.18 - 8.01 (m, 2H), 7.88 (d, ] = 8.0 Hz, 2H), 7.73 -
7.70 (m, 1H), 7.67 - 7.58 (m, 2H), 7.07 (d, ] = 7.6 Hz, 1H), 6.76 (brd, ] = 18.6
Hz, 1H), 6.26 (dd, ], = 6.8 Hz, J, = 1.2 Hz, 1H), 4.25 - 4.09 (m, 3H), 3.60 - 3.56
(m, 2H), 3.43 - 3.38 (m, 3H), 3.32 - 3.29 (m, 1H), 3.24 - 3.12 (m, 4H), 2.60 (brt,
] = 6.0 Hz, 2H), 2.24 - 2.11 (m, 4H), 2.06 - 1.90 (m, 2H), 1.87 - 1.59 (m, 9H),
1.52 - 1.39 (m, 1H).
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(400 MHz, DMSO-ds) & 8.15 - 8.01 (m, 2H), 7.86 (dd, ], = 7.2 Hz, ], = 1.2 Hz,
2H), 7.76 - 7.59 (m, 3H), 7.10 - 7.02 (m, 1H), 6.70 (d, ] = 35.2 Hz, 1H), 6.27 -

”m 6.24 (m, 1H), 4.27 - 4.09 (m, 3H), 3.60 - 3.56 (m, 1H), 3.48 - 3.38 (m, 4H), 3.24
(brt, ] = 4.8 Hz, 2H), 3.19 - 3.15 (m, 2H), 2.60 (brt, ] = 5.2 Hz, 2H), 2.46 - 2.42
(m, 2H), 2.25 - 2.10 (m, 4H), 2.05 - 1.91 (m, 2H), 1.84 - 1.72 (m, 7H), 1.67 -
1.57 (m, 1H), 1.54 - 1.44 (m, 1H).
(400 MHz, CDCl3) é 11.0 - 10.8 (m, 1H), 8.31 - 8.15 (m, 1H), 7.31 - 7.29 (m,

_ 2H), 7.26 - 7.19 (m, 4H), 6.33 - 6.30 (m, 1H), 4.72 - 4.52 (m, 2H), 3.78 - 3.43

520 (m, TH), 2.89 - 2.49 (m, 9H), 2.44 - 2.32 (m, 1H), 2.20 - 1.98 (m, 4H), 1.94 -
2.88 {(m, 2H),
(400 MHz, CDCl;) 8 10.7 (brs, 1H), 8.40 (brs, 1H), 8.06 (d, ] = 8.0 Hz, 1H),

- 7.77 {d, ] = 6.0 Hz, 1H), 7.29 - 7.27 (m, 1H), 7.26 - 7.16 (m, 5H), 6.31 (dd, ], =
7.2 Hz, ], = 3.6 Hz, 1H), 4.60 - 4.48 (m, 1H), 3.73 - 3.38 (m, 7H), 2.82 - 2.55 (m,
9H), 2.48 - 2.29 (m, 1H), 2.14 - 1.97 (m, 4H), 1.91 - 1.88 (m, 2H).
(400 MHz, CDCl;) & 10.8 (brs, 1H), 8.08 - 8.00 (m, 1H), 7.52 - 7.28 (m, 3H),

527 7.27 -7.18 (m, 4H), 6.33 (d, ] = 7.2 Hz, 1H), 4.69 - 4.57 (m, 1H), 3.77 - 3.45 (m,
7H), 2.82 - 2.67 (m, 8H), 2,61 - 2.49 (m, 1H), 2.35 - 2.34 (m, 1H), 2.09 - 2.00
(m, 4H), 1.94 - 1.89 (m, 2H).
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O(000p00000000D0000000000000D000000000000
000O0O000pO00.00)000000000000(00.00000.0mmol00
0000)000000000000YH NMR (400 MHz, DMSO-dg) 8 8.55 (s,

1H), 8.13 (t, J = 2.0 Hz, 1H), 7.97 - 7.94 (m, 1H), 7.79 - 7.78 (m, 1H),

7
a
O
a

51 (t, J = 7.6 Hz, 1H), 1.19 (s, 9H); LC-MS (M+H)*: 288.1
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0O0OmgO0OOOpmol0D.000C0O0D0)000000000(0.000000.0m
mol00.0O0OmLODO.0000)0000(0DO0.O0mL)00O0O00O0pO00(0.0000
00.0mLOCO.0000)000CO00C0CO00QO0O000O000O00C0CO000O000O00O
p0000O000O0pO00O0O0((0O0.0mL) 0000000000 (00.0mLx 0)00
00000000000 00000(00.OmLxO0)0000000pg00pgO0O0O000
000000000000 00D0D00O00O0D0D0DO0O0D0DO0O((0O0O0gO00O0O00O000
000000000000 O0O0O0O0O0O0O00O0O00O0O00O0O0O0O0O0O0O0gDO0.000
Opg)0 00000000000 (0.00000.00mmol00D0.0000)00000
00O000O00YH NMR (400 MHz, DMSO-dg) & 7.90 (s, 1H), 7.60 - 7.56 (
m, 2H), 7.37 - 7.33 (m, 1H), 6.35 (d, J = 10.8 Hz, 1H), 5.04 - 4.94 (m,
1H), 4.30 - 4.23 (m, 2H), 1.27 - 1.23 (m, 3H), 1.10 (s, 9H); LC-MS (M+H

)*: 413.9
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.37 (s, 2H), 4.32 - 4.26 (m, 2H), 1.43 (s, 9H), 1.30 (t, J = 7.2 Hz, 3H);
C-MS (M-55)*: 351.9
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H), 6.30 (d, J = 7.2 Hz, 1H), 5.73 - 5.66 (m, 1H), 3.81 (t, J 4.8 Hz, 2
H), 3.40 - 3.36 (m, 3H), 3.04 - 2.88 (m, 6H), 2.71 (d, J = 6.0 Hz, 2H), 2
.64 - 2.51 (m, 3H), 2.45 - 2.39 (m, 1H), 2.22 - 2.18 (m, 2H), 2.01 - 1.9
9 (m, 2H), 1.89 - 1.86 (m, 3H), 1.62 - 1.49 (m, 3H), 1.27 - 1.24 (m, 6H)
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O0O0O0O0O0YH NMR (400MHz, DMSO-dg) & 8.33 (s, 1H),7.61 (d, J = 8.0

Hz, 2H), 7.56 - 7.50 (m, 2H), 7.47 (t,J = 7.6 Hz, 2H),7.41 - 7.34 (m, 2
H), 7.29 (d, J = 7.6 Hz, 1H), 7.09 (d, J = 7.2 Hz, 1H), 7.05 - 6.89 (m, 1
H), 6.28 (d, J 7.6 Hz, 1H), 4.08 (s, 1H), 3.51 - 3.46 (m, 2H), 3.24 (t,

J =52 Hz, 2H), 2.61 (t, J = 6.0 Hz, 2H), 2.46 - 2.41 (m, 2H), 2.27 - 2.
15 (m, 3H), 2.12 - 1.96 (m, 2H), 1.78 - 1.64 (m, 4H), 1.53 - 1.42 (m, 2
H), 1.35 - 1.31 (m, 1H), 1.23 (s, 1H), 0.84 - 0.68 (m, 3H), 0.62 - 0.54 (
m, 1H); LC-MS (M+H)*: 553.3

oooooao

O0O0DO0O0O0YH NMR (400MHz, DMSO-dg) 8 8.28 (s, 1H),7.61 (d, J = 7.6

Hz, 2H), 7.55 (s, 1H), 7.51 (d, J = 7.6 Hz, 1H), 7.46 (t, J = 8.0 Hz, 2H),
7.40 - 7.33 (m, 2H), 7.32 - 7.26 (m, 1H), 7.09 (d, J = 7.2 Hz, 1H), 7.03
(br s, 1H), 6.26 (d, J = 7.2 Hz, 1H), 4.14 (s, 1H), 3.51 - 3.45 (m, 2H), 3
.24 (s, 3H), 2.61 (t, J = 5.6 Hz, 2H), 2.40 (t, J = 7.6 Hz, 2H), 2.19 - 2.1
1 (m, 2H), 2.09 - 2.02 (m, 1H), 1.94 - 1.89 (m, 1H), 1.79 - 1.71 (m, 2H)
,1.66 - 1.56 (m, 2H), 1.52 - 1.43 (m, 2H), 1.31 - 1.24 (m, 2H), 0.80 (s,
3H), 0.63 - 0.56 (m, 1H); LC-MS (M+H)*: 553.3
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1H), 6.29 - 6.25 (m, 2H), 3.54 - 3.50 (m, 3H), 3.22 - 3.21 (m, 5H), 2.91
-2.85 (m, 1H), 2.70 - 2.54 (m, 6H), 2.45 - 2.41 (m, 1H), 1.93 - 1.70 (m,
5H), 1.62 - 1.57 (m, 1H), 1.39 - 1.34 (m, 1H), 1.15 - 1.01 (m, 1H). LC-
MS: (M+H)*: 424.20 0000000
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LaEs

'HNMR 7 — &

336

(400 MHz, CDClz} 6 9.23 (brs, 1H), 7.30 - 7.28 (m, 2H), 7.27 - 7.24 (m, 2H),
7.19 - 7.13 (m, 2H), 6.43 - 6.40 (m,1H), 3.77 - 3.59 (m, 2H), 3.53 - 3.35 (m, 6H),
2.87 - 2.67 (m, 4H), 2.63 - 2.55 (m, 1H), 2.46 - 2.27 (m, 3H), 1.89 - 1.87 (m, 2H),
1.76 - 1.68 (m, 2H), 1.45 - 1.41 (m, 2H).

337

(400 MHz, DMSO-d;) 6 10.47 - 10.15 (m, 1H), 7.31 - 7.28 (m, 1H), 7.27 - 7.14
(m, 5H), 6.32 (d, ] = 7.2 Hz, 1H), 4.14 - 4.08 (m, 1H), 3.92 (s, 1H), 3.91 - 3.87
(m, 1H), 3.75 - 3.67 (m, 1H), 3.76 - 3.60 (m, 1H), 3.67 - 3.51 (m, 1H), 3.50 - 3.38
(m, 3H), 3.24 - 2.91 (m, 4H), 2.79 - 2.59 (m, 6H), 2.43 - 2.27 (m, 1H), 2.03 (s,
1H), 1.98 - 1.58 (m, 2H), 1.25 (s, IH).

353

(400 MHz, CDCl3) & 9.85 (s, 1H), 7.30 - 7.22 (m, 4H), 7.22 - 7.11 (m, 2H), 6.30

-6.27 (m, 1H), 3.93 - 3.79 (m, 1H), 3.63 (dd, J; = 10.8 Hz, J» = 5.2 Hz, 1H), 3.55

-3.31 (m, 5H), 3.06 - 2.96 (m, 1H), 2.88 - 2.73 (m, 2H), 2.72 - 2.48 (m, 6H), 2.19
- 1.97 (m, 2H), 1.93 - 1.74 (m, 3H), 1.73 - 1.62 (m, 1H), 1.51 - 1.38 (m, 1H), 1.35
- 1.18 (m, 1H).

354

(400 MHz, CDCl3) & 9.58 (brs, 1H), 7.31 - 7.28 (m, 3H), 7.25 (brs, 1H), 7.23 -
7.10 (m, 2H), 6.28 (d, ] = 7.2 Hz, 1H), 3.89 - 3.86 (m, 1H), 3.77 - 3.72 (m, 1H),
3.64 - 3.56 (m, 1H), 3.53 - 3.36 (m, 4H), 2.98 - 2.67 (m, 8H), 2.58 (dd, ], = 15.2
Hz, Jo = 5.2 Hz, 1H), 2.42 - 2.09 (m, 2H), 1.96 - 1.82 (m, 3H), 1.80 - 1.68 (m,
1H), 1.63 - 1.49 (m, 1H), 1.43 - 1.30 (m, IH).

355

(400 MHz, CDCly) 6 7.28 (s, 2H), 7.27 - 7.25 (m, 1H), 7.25 - 7.06 (m, 3H), 6.40
(d,J=7.2Hz, 1H), 3.72 - 3.65 (m, 2H), 3.56 - 3.34 (m, 6H), 2.72 - 2.61 (m, 6H),
2.36 (brs, 2H), 1.95 - 1.75 (m, 3H), 1.65 - 1.36 (m, 3H).

356

(400 MHz, CDCl3) 6 7.31 - 7.28 (m, 3H), 7.27 - 7.24 (m, 1H), 7.21 - 7.15 (m,
2H), 6.42 (d,] = 7.2 Hz, 1H), 3.84 - 3.73 (m, 1H), 3.66 - 3.47 (m, 4H), 3.46 -
3.38 (m, 3H), 2.85 (dd, J, = 15.2 Hz, J, = 9.2 Hz, 1H), 2.75 - 2.65 (m, 3H), 2.63 -
2.48 (m, 2H), 2.47 - 2.33 (m, 2H), 1.95 - 1.78 (m, 3H), 1.74 - 1.63 (m, 1H), 1.58 -
1.42 (m, 2H).

(400 MHz, DMSO-dg) 6 7.29 - 7.17 (m, 5H), 7.02 (d, ] = 7.2 Hz, 1H), 6.42 (br s,
1H), 6.24 (d, ] = 7.6 Hz, 1H), 3.57 - 3.47 (m, 2H), 3.32 - 3.16 (m, 4H), 2.88 (br d,
J = 8.8 Hz, 1H), 2.76 - 2.54 (m, 4H), 2.48 - 2.39 (m, 3H), 2.37 - 2.27 (m, 2H),
2.03 - 1.84 (m, 2H), 1.83 - 1.68 (m, 3H), 1.66 - 1.48 (m, 3H), 1.48 - 1.27 (m, 3H),
1.15 - 0.99 (m, 1H).

358

(400 MHz, DMSO-dy) 6 7.29 - 7.16 (m, 5H), 7.01 (d, ] = 7.2 Hz, 1H), 6.39 (br s,
1H), 6.24 (d, ] = 7.2 Hz, 1H), 3.56 - 3.48 (m, 2H), 3.27 - 3.16 (m, 4H), 2.82 (br d,
] = 8.0 Hz, 1H), 2.72 - 2.66 (m, 1H), 2.59 (brt, ] = 6.0 Hz, 3H), 2.47 - 2.39 (m,
3H), 2.28 - 2.21 (m, 2H), 1.89 - 1.66 (m, 5H), 1.64 - 1.48 (m, 3H), 1.43 - 1.28 (m,
3H), 1.10 - 0.96 (m, 1H).

10

20

30

40

50



gooaoao

(304)

fLepES

'HNMR 7 — %

442

(400 MHz, DMSO-d;) 6 7.30 - 7.23 (m, 4H), 7.21 - 7.15 (m, 1H), 7.05 (d, ] =
7.2 Hz, 1H), 6.80 (s, 1H), 6.28 - 6.24 (m, 1H), 3.54 (d, ] = 3.6 Hz, 2H), 3.26 -
3.19 (m, 4H), 2.97 (d, ] = 9.2 Hz, 1H), 2.69 - 2.58 (m, 4H), 2.47 - 2.38 (m, 3H),
2.32-2.20 (m, 2H), 1.89 - 1.78 (m, 2H), 1.78 - 1.58 (m, 6H), 1.40 - 1.28 (m, 1H),
1.08 - 1.04 (m, 1H).

(400 MHz, DMSO-d,) § 7.47 - 7.14 (m, 6H), 7.04 (d, ] = 7.2 Hz, 1H), 6.28 -
6.21 (m, 1H), 3.23 (s, 1H), 2.64 - 2.56 (m, 4H), 2.45 - 2.35 (m, 4H), 2.31 - 2.22
(m, 2H), 1.88 - 1.56 (m, 9H), 1.39 - 1.36 (m, 2H), 1.25 - 1.21 (m, 2H), 1.04 - 1.02
(m, 2H).

456

(400 MHz, DMSO-d;) 8 7.64 (d, ] = 7.6 Hz, 2H), 7.54 (s, 1H), 7.50 - 7.42 (m,
3H), 7.40 - 7.33 (m, 2H), 7.25 (d, ] = 7.6 Hz, 1H), 7.04 (d, ] = 7.2 Hz, 1H), 6.74
(s, 1H), 6.25 (d, ] = 7.6 Hz, 1H), 3.65 - 3.60 (m, 2H), 3.32 - 3.26 {(m, 3H), 3.23 -
3.22 (m, 3H), 3.01 - 2.94 (m, 1H), 2.75 - 2.69 (m, 1H), 2.62 - 2.54 (m, 4H), 2.44 -
2.37 (m, 2H), 2.34 - 2.24 (m, 2H), 1.78 - 1.70 (m, 4H), 1.64 - 1.56 (m, 1H), 1.42 -
1.30 (m, 1H), 1.23 (s, 1H), 1.13 - 0.99 (m, 1H).

457

(400 MHz, DMSO-d;) & 7.64 (d, ] = 7.2 Hz, 2H), 7.54 (s, 1H), 7.51 - 7.43 (m,
3H), 7.40 - 7.33 (m, 2H), 7.25 (d, ] = 7.6 Hz, 1H), 7.03 (d, ] = 7.2 Hz, 1H), 6.68
(s, TH), 6.25 (d, ] = 7.2 Hz, 1H), 3.62 (d, ] = 6.8 Hz, 2H), 3.39 - 3.30 (m, 3H),
3.23-3.22 (m, 3H), 2.91 (d, ] = 8.4 Hz, 1H), 2.76 - 2.70 (m, 1H), 2.64 - 2.56 (m,
4H), 2.45 - 2.37 (m, 2H), 2.33 - 2.23 (m, 2H), 1.88 - 1.80 (m, 2H), 1.76 - 1.67 (m,
4H), 1.42 - 1.35 (m, 1H), 1.13 - 1.03 (m, 1H).

458

(400 MHz, DMSO-d;) & 7.63 (d,] = 7.6 Hz, 1H), 7.57 (d, ] = 8.4 Hz, 1H), 7.45
(t,] = 7.6 Hz, 1H), 7.38 - 7.30 (m, 3H), 7.05 (d, ] = 7.2 Hz, 1H), 6.76 (s, 1H),
6.27 (d,] = 7.2 Hz, 1H), 3.63 - 3.56 (m, 3H),3.24 (1,] = 5.6 Hz, 1H), 3.01 (d, ] =
9.6 Hz, 1H), 2.76 - 2.64 (m, 2H), 2.60 (t, ] = 6.0 Hz, 3H), 2.47 - 2.40 (m, 4H),
2.34 - 2.31 (m, 1H), 2.01 - 1.90 (m, 1H), 1.85 - 1.77 (m, 2H), 1.76 - 1.70 (m, 3H),
1.66 - 1.59 (m, 1H), 1.44 - 1.33 (m, 1H), 1.16 - 1.05 (m, 1H).

459

(400 MHz, DMSO-dy) 6 7.63 (d, ] = 7.2 Hz, 1H), 7.57 (d, ] = 8.4 Hz, 1H), 7.45
(t,] = 7.6 Hz, 1H), 7.38 - 7.31 (m, 3H), 7.03 (d, ] = 7.2 Hz, 1H), 6.68 (s, 1H),
6.25 (d, ] = 7.2 Hz, 1H), 3.58 (d, ] = 6.8 Hz, 3H), 3.23 (t, ] = 4.0 Hz, 1H), 2.90
(d,]=7.2Hz, 1H), 2.77 - 2.64 (m, 2H), 2.59 (t, ] = 6.0 Hz, 3H), 2.44 - 2.36 (m,
3H), 2.31 - 2.21 (m, 2H), 1.90 - 1.80 (m, 2H), 1.77 - 1.67 (m, 4H), 1.65 - 1.59 (m,
1H), 1.43 - 1.32 (m, 1H), 1.10 - 1.03 (m, 1H).

JP 2024-510196 A 2024.3.6

460

(400 MHz, DMSO-dg) & 7.42 - 7.21 (m, 9H), 7.17 - 7.05 (m, 2H), 6.27 (d, ] =
7.6 Hz, 1H), 3.51 - 3.40 (m, 4H), 3.24 (brs, 2H), 3.10 - 3.04 (m, 1H), 2.89 (br d,
J=8.8 Hz, 1H), 2.63 - 2.58 (m, 2H), 2.56 - 2.54 (m, 1H), 2.45 - 2.35 (m, 2H),
2.31-2.23 (m, 1H), 2.17 - 2.08 (m, 1H), 1.79 - 1.69 (m, 4H), 1.66 - 1.57 (m, 2H),
1.53 - 1.46 (m, 1H), 1.39 - 1.23 (m, 2H), 1.06 (t, ] = 7.2 Hz, 1H), 0.95 - 0.84 (m,
1H).
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461

(400 MHz, DMSO-ds) 8 7.43 - 7.30 (m, 7H), 7.26 - 7.22 {m, 1H), 7.14 - 7.04
(m, 2H), 6.84 (brs, 1H), 6.25 (d, ] = 7.3 He, 1H), 3.59 - 3.46 (m, 2H), 3.45 - 3.38
(m, 2H), 3.23 (brs, 2H), 3.05 - 2.97 (m, 1H), 2.76 (br d, ] = 7.8 Hz, 1H), 2.62 -
2,58 (m, 2H), 2.56 - 2.53 (m, 1H), 2.44 - 2.33 (m, 2H), 2.27 - 2.14 {m, 2H), 1.81 -
1.61 (m, 6H), 1.56 - 1.47 (m, 2H), 1.29 - 1.22 (m, 1H), 1.10 - 0.83 (m, 2H).

462

(400 MHz, DMSO-ds) 6 7.10 - 7.01 (m, 2H), 6.67 (s, 1H), 6.54 - 6.45 (m, 3H),
6.26 (d, ] = 7.2 Hz, 1H), 3.98 - 3.89 (m, 4H), 3.63 (d. ] = 11.2 Hz, 1H), 3.54 -
3.48 (m, 2H), 3.29 (s, 1H), 3.25 - 3.22 (m, 3H), 3.14 - 3.12 (m, 1H), 2.98 - 2,92
(m, 1H), 2.69 - 2.64 (m, 1H), 2.63 - 2.57 (m, 4H), 2.44 - 2.39 (m, 3H), 2.35 - 2.25
(m, 3H), 2.04 - 1.81 (m, 6H), 1.77 - 1.65 (m, 6H).

463

(400 MHz, DMSO-dg) & 7.09-7.02 (m, 2H), 6.64 (s, 1H), 6.54 - 6.46 (m, 3H),
6.25 (d, ] = 7.2 Hz, 1H), 3.96 - 3.91 (m, 4H), 3.65 - 3.60 (m, 2H), 3.52 - 3.50 (m,
2H), 3.24 - 3.23 (m, 3H), 3.16 - 3.13 (m, 2H), 2.91 - 2.86 (m, 1H), 2.60 (t, ] = 6.4
Hz, 4H), 2.43 - 2.38 (m, 3H), 2.28 - 2.21 (m, 2H), 2.03 - 1.92 (m, 2H), 1.89 - 1.82
(m, 3H), 1.76 - 1.71 (m, 2H), 1.69 - 1.60 (m, 4H), 1.44 - 1.34 (m, 1H), 1.11 - 1.01
(m, 1H).

464

(400 MHz, DMSO-d;) 6 7.10 - 7.02 (m, 2H), 6.59 (s, 1H), 6.50 (t, ] = 7.2 Hz,
3H), 6.27 (d,] = 7.2 Hz, 1H), 3.96 - 3.91 (m, 4H), 3.62 (d, ] = 9.2 Hz, 2H), 3.53
(s, 2H), 3.26 - 3.23 (m, 4H), 3.19 - 3.17 (m, 2H), 3.00 - 2.96 (m, 1H), 2.73 - 2.64
(m, 3H), 2.60 (1, ] = 5.2 Hz, 3H), 2.45 (s, 2H), 2.03 - 1.97 (m, 2H), 1.94 - 1.83
(m, 3H), 1.75 - 1.65 (m, 7H), 1.45 (s, 1H).

465

(400 MHz, DMSO-d;) 6 7.08 - 7.02 (m, 2H), 6.64 (s, 1H), 6.53 - 6.46 (m, 3H),
6.25 (d, ] = 7.2 Hz, 1H), 3.96 - 3.90 (m, 4H), 3.63 (d. ] = 10.4 Hz, 1H), 3.55 -
3.49 (m, 2H), 3.29 - 3.22 (m, 5H), 3.14 - 3.10 (m, 1H), 2.94 (d, ] = 9.2 He, 1H),
2.68 - 2.63 (m, 1H), 2.60 (t, ] = 6.0 Hz, 4H), 2.45 - 2.39 (m, 3H), 2.31 - 2.24 (m,
2H), 2.02 - 1.80 (m, 6H), 1.77 - 1.65 (m, 6H),

481

(400 MHz, DMSO-ds) 6 7.08 - 7.02 (m, 2H), 6.99 - 6.93 (m, 2H), 6.91 - 6.85
(m, 1H), 6.26 (d, ] = 7.2 Hz, 1H), 3.60 - 3.45 (m, 4H), 3.28 - 3.21 (m, 3H), 2.98
(d, ] =9.6 Hz, 1H), 2.66 - 2.55 (m, 4H), 2.48 - 2.37 (m, 3H), 2.35 - 2.20 (m, 2H),
1.90 - 1.78 (m, 3H), 1.77 - 1.71 (m, 3H), 1.70 - 1.66 (m, 1H), 1.63 - 1.55 (m, 1H),
1.42 - 1.30 (m, 1H), 1.10 - 0.95 (m, 1H), 0.93 - 0.84 (m, 2H), 0.64 - 0.55 (m, 2H).

489

(400 MHz, DMSO-d;) & 8.21 (dd, J; = 3.6 Hz, J. = 2.0 Hz, 2H), 7.29 (¢, ] = 1.8
Hz, 1H), 7.06 (d, ] = 7.2 Hz, 1H), 6.89 (br s, 1H), 6.26 (d, ] = 7.2 Hz, 1H), 3.57
(dd, Ji = 6.8 Hz, J, = 2.4 Hz, 2H), 3.30 - 3.14 (m, 4H), 2.96 (br d, ] = 8.8 Hz, 1H),
2.70 - 2.55 (m, 4H), 2.48 - 2.35 (m, 3H), 2.35 - 2.21 (m, 2H), 1.94 - 1.83 (m, 2H),
1.82 - 1.64 (m, 6H), 1.63 - 1.54 (m, 1H), 1.37 - 1.22 (m, 1H), 1.08 - 1.00 (m, 1H),
1.00 - 0.93 (m, 2H), 0.74 - 0.67 (m, 2H).
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490

(400 MHz, DMSO-d) 6 8.25(d, ] = 5.2 Hz, 1H), 7.18 (s, 1H), 7.06 (d, ] = 7.6
Hz, 1H), 7.01 (dd, ], = 5.2 Hz, J, = 1.2 Hz, 1H), 6.88 (s, 1H), 6.26 (d, ] = 7.2 Hz,
1H), 3.59 - 3.55 (m, 3H), 3.34 - 3.31 (m, 2H), 3.25 - 3.21 (m, 3H), 2.91 (d, ] =
8.0 He, 1H), 2.68 - 2.58 (m, 4H), 2.52 (d, ] = 2.0 Hz, 1H), 2.44 - 2.39 (m, 2H),
2.33-2.24 (m, 2H), 2.04 - 1.99 (m, 1H), 1.85 - 1.81 (m, 1H), 1.76 - 1.66 (m, 4H),
1.41 - 1.33 (m, 1H), 1.27 - 1.21 {(m, 1H), 1.09 - 1.00 (m, 1H), 0.91 - 0.86 (m, 4H).

491

(400 MHz, DMSO-d¢+D-0) 8 7.20 (t, ] = 7.6 Hz, 1H), 7.14 (s, 1H), 7.11 - 7.04
(m, 3H), 6.26 (d, ] = 7.2 Hz, 1H), 4.00 (t, ] = 8.0 Hz, 1H), 3.95 - 3.88 (m, 1H),
3.77 (q, ] = 8.0 Hz, 1H), 3.56 - 3.51 (m, 4H), 3.34 - 3.29 (m, 1H), 3.26 - 3.20 (m,
3H), 3.19 - 3.14 (m, 1H), 2.94 (d, ] = 8.4 Hz, 1H), 2.69 - 2.63 (m, 1H), 2.60 (¢, ]
= 6.0 Hz, 3H), 2.45 - 2.38 (m, 3H), 2.33 - 2.24 (m, 3H), 1.92 - 1.84 (m, 2H), 1.77
-1.72 (m, 4H), 1.63 - 1.56 (m, 1H), 1.39 - 1.31 (m, 1H), 1.26 - 1.19 (m, 1H), 1.09
-0.98 (m, 1H).

493

(400 MHz, DMSO-ds+D20) & 7.21 (t,] = 7.6 He, 1H), 7.15 (s, 1H), 7.11 - 7.03
(m, 3H), 6.26 (d, ] = 7.2 Hz, 1H), 4.00 (t, J= 8.0 Hz, 1H), 3.95 - 3.88 (m, 1H),
3.77 (q, ] = 8.0 Hz, 1H), 3.54 - 3.49 (m, 4H), 3.36 - 3.30 (m, 2H), 3.25 - 3.19 (m,
3H), 2.89 (d, ] = 9.2 Hz, 1H), 2.69 - 2.64 (m, 1H), 2.59 (t, ] = 6.4 Hz, 3H), 2.46 -
2.37 (m, 3H), 2.35 - 2.23 {m, 3H), 1.91 - 1.86 (m, 1H), 1.83 - 1.78 (m, 1H), 1.76 -
1.67 (m, 4H), 1.65 - 1.59 (m, 1H), 1.43 - 1.33 (m, 1H), 1.23 - 1.21 (m, 1H), 1.15 -
1.03 (m, 1H).

506

(400 MHz, DMSO-d¢+D»0) 8 7.20 (¢, ] = 7.6 Hz, 1H), 7.13 (s, 1H), 7.11 - 7.04
(m, 3H), 6.27 (d, ] = 7.2 Hz, 1H), 4.00 (t, ]= 6.8 Hz, 1H), 3.95 - 3.88 (m, 1H),
3.77 (q, ] = 8.0 Hz, 1H), 3.50 - 3.47 (m, 2H), 3.37 - 3.20 (m, 5H), 3.19 - 3.12 (m,
1H), 2.94 (d, ] = 8.0 Hz, 1H), 2.68 - 2.62 (m, 1H), 2.61 - 2.54 (m, 4H), 2.45 -
2.38 (m, 3H), 2.33 - 2.23 (m, 3H), 1.93 - 1.84 (m, 2H), 1.78 - 1.71 (m, 4H), 1.63 -
1.57 (m, 1H), 1.39 - 1.31 (m, 1H), 1.28 - 1.20 (m, 1H), 1.10 - 0.99 (m, 1H).

507

(400 MHz, DMSO-d¢+D»0) 6 7.20 (t,] = 7.6 Hz, 1H), 7.14 (s, 1H), 7.10 - 7.04
(m, 3H), 6.26 (d, ] = 7.2 Hz, 1H), 4.00 (¢, ] = 7.6 Hz, 1H), 3.94 - 3.88 (m, 1H),
3.77 (g, ] = 8.0 Hz, 1H), 3.53 - 3.47 (m, 4H), 3.35 - 3.28 (m, 2H), 3.25 - 3.18 (m,
3H), 2.87 (d, ] = 10.8 Hz, 1H), 2.68 - 2.62 (m, 1H), 2.61 - 2,57 (m, 3H), 2.46 -
2.37 (m, 3H), 2.32 - 2.21 (m, 3H), 1.90 - 1.81 (m, 2H), 1.75 - 1.67 {m, 4H), 1.63 -
1.57 (m, 1H), 1.41 - 1.31 (m, 1H), 1.28 - 1.18 (m, 1H), 1.11 - 1.01 (m, 1H).

508

(400 MHz, DMSO-ds) 6 7.08 - 7.02 (m, 2H), 6.99 - 6.93 (m, 1H), 6.91 - 6.85
(m, 2H), 6.26 (d, ] = 7.2 Hez, 1H), 3.58 - 3.50 (m, 3H), 3.35 - 3.27 (m, 1H), 2.23
(t,] = 5.6 Hz, 2H), 2.89 (d, ] = 8.0 Hz, 1H), 2.65 - 2.55 (m, 4H), 2.49 - 2.36 (m,
3H), 2.34 - 2.18 (m, 2H), 1.90 - 1.78 (m, 3H), 1.77 - 1.70 (m, 3H), 1.69 - 1.62 (m,
2H), 1.61 - 1.55 (m, 1H), 1.42 - 1.31 (m, 1H), 1.09 - 0.97 (m, 1H), 0,94 - 0.84 (m,
2H), 0.65 - 0.56 (m, 2H).
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513

(400 MHz, DMSO-d,) & 8.21 (brs, 2H), 7.30 (s, 1H), 7.05 (d, ] = 7.2 Hz, 1H),
6.81 (brs, 1H), 6.26 (d, ] = 7.2 Hz, 1H), 3.61 - 3.51 (m, 2H), 3.35 - 3.28 (m, 1H),
3.24-3.23 (m, 3H), 2.88 (br d, ] = 8.6 Hz, 1H), 2.67 (dd, J; = 16.0 Hz, ], = 6.8
Hz, 1H), 2.60 (br ¢, ] = 6.4 Hz, 3H), 2.48 - 2.35 (m, 3H), 2.31 - 2.23 (m, 2H),
1.93 - 1.57 (m, 9H), 1.39 - 1.23 (m, 1H), 1.05 - 1.03 (m, 1H), 1.00 - 0.94 (m, 2H),
0.76 - 0.66 (m, 2H).

514

(400 MHz, DMSO-ds) § 8.25 (d, ] = 5.2 Hz, 1H), 7.18 (s, 1H), 7.07 (d, ] = 7.2
Hz, 1H), 7.00 (dd, J, = 4.8 Hz, J, = 1.2 Hz, 2H), 6.27 (d, ] = 7.2 Hz, 1H), 3.58 (d,
] = 6.8 Hz, 3H), 3.25 - 3.22 (m, 3H), 3.15 (t, ]= 7.2 Hz, 2H), 3.01 (d, ] = 9.6 Hz,
1H), 2.68 - 2.63 (m, 1H), 2.61 (t,] = 6.4 Hz, 3H), 2.52 (d, ] = 1.6 Hz, 1H), 2.46 -
2.42 (m, 2H), 2.34 - 2.26 (m, 2H), 2.05 - 1.98 (m, 1H), 1.92 - 1.84 (m, 1H), 1.77 -
1.73 (m, 3H), 1.63 - 1,57 {m, 1H), 1.40 - 1.32 (m, 1H), 1.25 - 1.22 (m, 1H), 1.08 -
0.99 (m, 1H), 0.91 - 0.86 (m, 4H).

568

(400 MHz, DMSO-d,) 8 7.47 (brs, 1H), 7.35 (d, ] = 4.8 Hz, 1H), 7.11 (1, T = 8.0
Hz, 1H), 6.84 (s, 1H), 6.75 (dd, J1 = 8.0 Hz, J. = 2.0 Hz, 1H), 6.69 (d, ] = 7.6 Hz,
1H), 6.48 (d,] = 7.2 Hz, 1H), 3.74 - 3.71 (m, 3H), 3.61 - 3.57 (m, 3H), 3.34 -
3.30 (m, 3H), 3.23 - 3.14 (m, 3H), 3.03 - 3.00 (m, 4H), 2.94 - 2.91 (m, 3H), 2.67 -
2.61 (m, 5H), 2.07 - 2.06 (m, 2H), 1.80 - 1.72 (m, 5H), 1.45 (brs, 1H), 1.22 (s,
6H).

569

(400 MHz, DMSO-ds) 6 7.10 (t,] = 7.6 Hz, 1H), 7.04 (d, ] = 7.2 Hz, 1H), 6.81
(s, 1H), 6.74 (dd, ], = 8.4 Hz, ]» = 2.0 Hz, 1H), 6.67 (d, ] = 8.0 Hz, 2H), 6.25 (d, ]
= 7.2 Hz, 1H), 3.73 (1, ] = 4.8 Hz, 2H), 3.52 (d, ] = 6.8 Hz, 2H), 3.36 - 3.29 (m,
1H), 3.23 - 3.22 (m, 3H), 3.01 (¢, ] = 4.8 Hz, 2H), 2.90 - 2.86 (m, 3H), 2.60 - 2.58
(m, 4H), 2.42 - 2.40 (m, 3H), 2.30 - 2.21 (m, 2H), 1.75 - 1.67 (m, 8H), 1.42 - 1.33
(m, 1H), 1.22 (s, 6H), 1.10 - 1.01 (m, 1H).

570

(400 MHz, DMSO-d;) 8 7.10 - 7.01 (m, 2H), 6.78 (s, 1H), 6.71 (dd, ], = 8.2 Hz,
Jo= 2.0 Hz, 1H), 6.67 (brs, 1H), 6.61 (d, ] = 7.6 Hz, 1H), 6.25 (d, ] = 7.2 Hz,
1H), 3.60 - 3.46 (m, 3H), 3.30 - 3.21 (m, 3H), 3.15 - 3.11 (m, 1H), 3.03 - 2.98 (m,
2H), 2.95 (br d, ] = 8.8 Hz, 1H), 2.77 (s, 2H), 2.68 - 2.57 (m, 4H), 2.46 - 2.38 (m,
3H), 2.32 - 2.26 (m, 2H), 1.86 - 1.67 (m, 6H), 1.66 - 1.58 (m, 3H), 1.39 - 1.25 (m,
3H), 1.06 (brd, ] = 12.6 Hz, 1H), 0.95 (s, 6H).

571

(400 MHz, DMSO-ds) 8 7.11 - 7.01 (m, 2H), 6.81 (s, 1H), 6.75 (d, ] = 8.0 Hz,
1H), 6.68 (s, 1H), 6.61 (d, ] = 7.6 Hz, 1H), 6.26 (d,] = 7.6 Hz, 1H), 3.55 - 3.51
(m, 4H), 3.24 - 3.23 (m, 3H), 3.10 (t, ] = 5.2 Hz, 4H), 2.94 (d, ] = 8.4 Hz, 1H),
2.68 - 2.64 (m, 1H), 2.63 - 2.57 (m, 4H), 2.44 - 2.39 (m, 3H), 2.33 - 2.25 (m, 2H),
1.91-1.80 (m, 2H), 1.78 - 1.68 (m, 5H), 1.63 - 1.56 (m, 1H), 1.41 (¢, ] = 5.6 Hz,
4H), 0.94 (s, 6H).
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572

(400 MHz, DMSO-d,) 6 7.11 - 7.01 (m, 2H), 6.78 (s, 1H), 6.74 - 6.65 (m, 2H),
6.61(d,] = 7.6 Hz, 1H), 6.25 (d, ] = 7.2 Hz, 1H), 3.52 (brd, ] = 6.8 Hz, 2H),
3.34 - 3.28 (m, 1H), 3.23 - 3.20 (m, 2H), 3.19 - 3.11 (m, 1H), 3.03 - 2.98 (m, 2H),
2.90 (brd, ] = 9.2 Hz, 1H), 2.77 (s, 2H), 2.68 - 2.57 (m, 4H), 2.48 - 2.33 (m, 4H),
2.32 - 2.22 (m, 2H), 1.86 - 1.83 (m, 2H), 1.76 - 1.67 (m, 4H), 1.66 - 1.59 (m, 3H),
1.46 - 1.35 (m, 1H), 1.33 - 1.27 (m, 2H), 1.12 - 1.02 (m, 1H), 0.95 (s, 6H).

(400 MHz, DMSO-d;) § 7.11-7.02 (m, 2H), 6.81 (s, 1H), 6.77 - 6.72 (m, 1H),
6.65 (s, 1H), 6.61 (d, ] = 7.6 Hz, 1H), 6,25 (d,] = 7.2 Hz, 1H), 3.52 (d,] = 6.8
Hz, 4H), 3.23 (s, 3H), 3.10 (¢, ] = 5.6 Hz, 4H), 2.88 (d, ] = 8.4 Hz, 1H), 2.68 -
2.64 (m, 1H), 2.60 (¢, ] = 6.4 Hz, 4H), 2.46 - 2.39 (m, 3H), 2.33 - 2.25 (m, 2H),
1.87 - 1.80 (m, 2H), 1.76 - 1.65 (m, 5H), 1.63 - 1.57 (m, 1H), 1.41 (¢, ] = 5.6 Hz,
4H), 0.94 (s, 6H).

574

(400 MHz, DMSO-ds) 6 7.42 - 7.33 (m, 2H), 7.32 - 7.24 (m, 2H), 7.05 (d, ] =
7.2 Hz, 1H), 6.80 (s, 1H), 6.26 (d, ] = 7.2 Hz, 1H), 6.05 (s, 1H), 3.61 (d, ] = 10.4
Hz, 2H), 3.32 - 3.21 (m, 6H), 2.99 (d. ] = 8.8 Hz, 1H), 2.73 - 2.67 (m, 1H), 2.60
(t,] =6.0Hz, 3H), 2.52 (d, ] = 1.6 Hz, 1H), 2.48 - 2.37 (m, 3H), 2.35 - 2.31 (m,
1H), 2.26 (s, 3H), 2.17 (s, 3H), 1.95 - 1.85 (m, 1H), 1.78 - 1.72 (m, 4H), 1.62 -
1.57 (m, 1H), 1.40 - 1.31 {m, 1H), 1.11 - 1.00 (m, 1H).

575

(400 MHz, DMSO-ds) & 7.43 - 7.36 (m, 2H), 7.34 - 7.27 (m, 2H), 7.24 - 7.09
(m, 1H), 6.35 (d, ] = 7.6 Hz, 1H), 6.06 (s, 1H), 3.72 (s, 1H), 3.68 - 3.58 (m, 3H),
3.38 - 3.31 (m, 2H), 3.28 - 3.22 (m, 3H), 3.00 (s, 2H), 2.82 (dd, ], = 16.0 Hz, J, =
5.6 Hz, 1H), 2.65 - 2.61 (m, 2H), 2.60 - 2.54 (m, 2H), 2.52 (d, ] = 1.6 Hz, 2H),
2.27 (s, 3H), 2.17 (s, 3H), 1.97 (d, ] = 7.2 Hz, 1H), 1.79 - 1.72 (m, 3H), 1.70 -
1.61 (m, 1H), 1.55 (s, 1H), 1.35 - 1.07 (m, 2H).

576

(400 MHz, DMSO-dy) 6 7.49-7.37 (m, 4H), 7.05 (d, ] = 7.2 Hz, 1H), 6.83 (s,
1H), 6.75 (s, 1H), 6.26 (d, ] = 7.2 Hz, 1H), 3.62 (d, ] = 6.8 Hz, 2H), 3.34 - 3.29
(m, 4H), 3.23 (s, 3H), 2.98 (d, ] = 9.6 Hz, 1H), 2.74 - 2.67 (m, 1H), 2.62 - 2.53
(m, 4H), 2.46 - 2.36 (m, 3H), 2.32 (s, 3H), 1.95 - 1.84 (m, 1H), 1.78 - 1.72 (m,
4H), 1.63 - 1.55 (m, 1H), 1.43 - 1.28 (m, 1H), 1.12 - 1.00 (m, 1H).

577

(400 MHz, DMSO-ds) & 7.50 - 7.37 (m, 4H), 7.05 (d, ] = 7.2 Hz, 1H), 6.75 (s,
1H), 6.71 (s, 1H), 6.25 (d, ] = 7.2 Hz, 1H), 3.63 - 3.60 (m, 2H), 3.39 - 3.33 (m,
4H), 3.23 (s, 3H), 2.93 (d, ] = 6.8 Hz, 1H), 2.77 - 2.69 (m, 1H), 2.63 - 2.54 (m,
4H), 2.45 - 2.37 (m, 3H), 2.32 (s, 3H), 1.84 - 1.79 (m, 1H), 1.77 - 1.69 (m, 4H),
1.66 - 1.60 (m, 1H), 1.45 - 1.33 (m, 1H), 1.19 - 1.03 (m, 1H) & 7.64 (d,] = 7.2
Hz, 2H), 7.54 (s, 1H), 7.51 - 7.43 (m, 3H), 7.40 - 7.33 (m, 2H), 7.25 (d, ] = 7.6
Hz, 1H), 7.03 (d, ] = 7.2 Hz, 1H), 6.68 (s, 1H), 6.25 (d, ] = 7.2 Hz, 1H), 3.62 (d, ]
= 6.8 Hz, 2H), 3.39 - 3.30 (m, 3H), 3.23 - 3.22 (m, 3H), 2.91 (d, ] = 8.4 Hz, 1H),
2.76 - 2.70 (m, 1H), 2.64 - 2.56 (m, 4H), 2.45 - 2.37 (m, 2H), 2.33 - 2.23 (m, 2H),
1.88 - 1.80 (m, 2H), 1.76 - 1.67 (m, 4H), 1.42 - 1.35 (m, 1H), 1.13 - 1.03 (m, 1H).
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579

(400 MHz, DMSO-dg) & 7.04 (d, ] = 8.0 Hz, 1H), 6.68 (s, 1H), 6.58 (d, ] = 8.0
Hz, 2H), 6.49 (s, 1H), 6.25 (d, ] = 4.0 Hz, 1H), 3.72 (t, ] = 4.0 Hz, 2H), 3.56 -
3.45 (m, 3H), 3.32 (s, 2H), 3.23 (d, ] = 4.0 Hz, 2H), 3.10 (¢, ] = 4.0 Hz, 1H), 3.00
-2.93 (m, 3H), 2.88 (s, 2H), 2.67 - 2.64 (m, 2H), 2.59 (¢, ] = 8.0 Hz, 4H), 2.33 -
2.29 (m, 3H), 2.20 (s, 3H), 1.84 - 1.79 (m, 2H), 1.75 - 1.58 (m, 6H), 1.22 (s, 6H).

581

(400 MHz, DMSO-d;) & 7.04 (d, ] = 8.0 Hz, 1H), 6.66 (s, 1H), 6.58 (d, ] = 16
Hz, 2H), 6.49 (s, 1H), 6.25 (s, ] = 8.0 Hz, 1H), 3.72 (¢, ] = 4.0 Hz, 3H), 3.50 (d, ]
= 8.0 Hz, 3H), 3.33 - 3.31 (m, 2H), 3.23 (s, 2H), 3.13 (q, ] = 8.0 Hz, 1H), 2.99 (¢,
] = 4.0 Hz, 2H), 2.90 - 2.88 (m, 3H), 2.66 (d, ] = 4.0 Hz, 1H), 2.60 (q, ] = 4.0 Hz,
4H), 2.41 (q, ] = 8.0 Hz, 3H), 2.20 (s, 3H), 1.84 (d, ] = 8.0 Hz, 2H), 1.77 - 1.59
(m, 6H), 1.22 (s, 6H).

647

(400 MHz, DMSO-d6) & 7.30 (d, ] = 8.0 Hz, 1H), 7.07 (br d, ] = 7.2 Hz, 1H),
7.02 (s, 1H), 6.95 (br d, ] = 8.4 Hz, 1H), 6.63 (brs, 1H), 6.28 (brd, ] = 7.2 Hz,
1H), 3.75 (brs, 2H), 3.62 - 3.53 (m, 3H), 3.46 (s, 1H), 3.30 - 3.17 (m, 4H), 3.08
(brd,J =104 Hz, 1H), 2.88 (s, 2H), 2.74 - 2.70 (m, 4H), 2.67 (br d, ] = 6.4 Hz,
1H), 2.61 (brt, | = 5.6 Hz, 3H), 2.48 - 2.40 (m, 3H), 1.93 - 1.63 (m, 7H), 1.48 (br
s, 1H), 1.26 (s, 6H).

6438

(400 MHz, DMSO-d6) & 7.29 (d, ] = 8.4 Hz, 1H), 7.07 - 7.00 (m, 2H), 6.93 (br
d,] = 8.0 Hz, 1H), 6.73 (brs, 1H), 6.25 (d, ] = 7.2 Hz, 1H), 3.75 (br s, 2H), 3.58 -
3.52 (m, 2H), 3.33 - 3.28 (m, 1H), 3.25 - 3.20 (m, 3H), 2.88 (brs, 3H), 2.74 (s,
2H), 2.68 - 2.56 (m, 4H), 2.47 - 2.37 (m, 3H), 2.33 - 2.19 (m, 2H), 1.91 - 1.81 (m,
2H), 1.77 - 1.56 (m, 6H), 1.44 - 1.34 (m, 1H), 1.26 (s, 6H), 1.12 - 0.99 (m, 1H).

649

(400 MHz, DMSO-d6) & 8.18 (d, ] = 2.4 Hz, 1H), 7.92 (s, 1H), 7.31 (brs, 1H},
7.06 (d,] = 7.2 Hz, 1H), 6.71 (brs, 1H), 6.27 (d, ] = 7.4 Hz, 1H), 3.64 - 3.52 (m,
3H), 3.39 - 3.35 (m, 4H), 3.25 - 3.21 (m, 3H), 2,93 (br d, ] = 9.2 Hz, 1H), 2.73 -
2.67 (m, 2H), 2.60 (br t, ] = 6.0 Hz, 2H), 2.54 (s, 1H), 2.48 - 2.28 (m, 4H), 2.11 -
1.95 (m, 5H), 1.86 - 1.57 (m, 6H), 1.51 - 1.32 (m, 1H), 1.23 (s, 1H), 1.19 - 1.06
(m, 1H).

650

(400 MHz, DMSO-d6) & 7.05 (d, ] = 7.2 Hz, 1H), 6.77 (d, ] = 6.4 Hz, 2H), 6.69
(s, 1H), 6.26 (d, ] = 7.2 Hz, 1H), 3.71 (s, 2H), 3.53 (d, ] = 6.4 He, 2H), 3.25 (s,
2H), 3.25 - 3.10 (m, 2H), 3.05 (s, 2H), 2.96 (s, 2H), 2.90 - 2.85 (m, 1H), 2.66 (s,
1H), 2.61 - 2.58 (m, 3H), 2.45 - 2.42 (m, 3H), 2.42 - 2.41 (m, 2H), 1.84 - 1.81 (m,
2H), 1.75 - 1.68 (m, 6H), 1.37 - 1.36 (m, 2H), 1.20 (s, 6H).

651

(400 MHz, DMSO-d6) & 7.13 - 7.08 (m, 1H), 7.05 (d, ] = 7.2 Hz, 1H), 6.85 (s,
1H), 6.79 (d, ] = 8.4 Hz, 1H), 6.70 - 6.65 (m, 2H), 6.26 (d, ] = 7.2 Hz, 1H), 3.57 -
3.48 (m, 3H), 3.35 (s, 2H), 3.23 (¢, ] = 5.6 Hz, 4H), 3.18 (d, ] = 6.8 Hz, 1H), 3.01
(s, 2H), 2.92 (d, ] = 9.2 Hz, 1H), 2.70 - 2.63 (m, 2H), 2.60 (t, ] = 6.0 Hz, 2H),
2.48 - 2.40 (m, 3H), 2.38 - 2.28 (m, 2H), 2.14 - 2.05 (m, 2H), 2.01 - 1.94 (m, 1H),
1.86 - 1.78 (m, 2H), 1.76 - 1.72 (m, 2H), 1.65 - 1.59 (m, 1H), 1.43 - 1.36 (m, 1H),
1.23 (s, 1H), 1.07 (s, 6H).

oooooad
oooooooooooooooao

O.

ooooooooooooano

JP 2024-510196 A 2024.3.6

10

20

30

40

50



(310) JP 2024-510196 A 2024.3.6

Ooooooao
Chz .~ OH |
o @ 2 OYO
Bog. - > Cbz o
B BF3+Et,0, DCM “NT A \/(RTl\IJH
Boc
1 3

00000O0((0.000000.00mmol00.0000)0000(0.00mL)000
000D0O00(0.00000.00mmol00.0000)00000g000p0(00.
mgDOOOpmolDODD.0plLO0D0.00000)0000000000000000O
000000000000 0000O0000000.000000000000000
0(00.0mL) 0000000000000 O0Q(00.0mLxO0)0000000Q0O
0000000000000 00O0O000D0O0O0D0O00DO0OOOO0O0ONO(NO0QgO
000000000000 000)000000000000(0.00000000y
mol0J0D.0000)000O000O0O00O0O00O0YH NMR (400 MHz, CDClg) & 7
43 - 7.26 (m, 5H), 5.07 (s, 2H), 4.19 (q, J = 6.4 Hz, 1H), 3.70 - 3.40 (
m, 10H), 1.86 - 1.72 (m, 1H), 1.67 - 1.57 (m, 1H), 1.55 - 1.43 (m, 2H),
1.37 (s, 9H)0 O OO0 O0O0O0O

OOoo0ooooao

Ooo0oo0ooaoano
0. 000000000000 O0
0DoDo0o0OoD
B it G
Ry HCIoF x4 > =
Cbz . KW > Cbz. o
N7 \/\ITIH DCM N7 NN NH,
Boc HCI
153 154

ocoooooOo(o.000o0b0O0O0Ob0pmolOD0.0OO0O0D0)0O0DCD((D.ODmML)DDO
ocooooooooo(o.ocoo00o0.00mLOO0O0.O0O0)ODOOOQODODOODODODOO
ooooooooooooooooooooooboboooooboOoODbODODbODODOOoOOOnn
gooooobooboobogooboogoooobooboobobbooboobooboooboobooan
0(0.00000000000)00D0D00D0DO0OD0OO0OO0OLC-MS: (M+H)*:337.2
ugoodaoano

o.0o0o0o0O00O0O0COCDOO0OO0OO0

Doo0DO00
Wt ab
¥ o 155 X0
Cbz“r\[j-“o\/-\NH2 T3P, DIEA, DCM CbZ‘U-“O\/\ﬁ
HCI
154 156

000000D0(0.0000000O0umol00.00000000)000O00(00.0O
mgODOOOOpmolDD.0000)I00O0(00C0mMgO0O0.00mmol0O0O00pLODO
0D.0000O00.0000)00000(000mg00.00mmol00O00pLOO.0O0O
00)000O0(0.00mL)0000O000O000O0pgO00O000O00C0O0O00O00O00O

10

20

30

40



(311) JP 2024-510196 A 2024.3.6

godoooooobogoobbbbbbbbo0dooo oo oo booDbboo0ooooogao
0000000000000 0000000000000000(00.0mL)00000
000(0.00mLx 0)DO0O0DODDOODODDODOODDODODODDODO(ODO.OmL)ODOOODOOO
p0d0pO0D0OO0OODOODDODDOODDODOODDOODOODODODDOODDOODO(ODOORgQ
00000000 DbO0O0o0o0D0o0oDOo)ObODODODDODODDODODO(ODODOmMgOOO)O O
DO0O0000O0O0O0O0O0LC-MS (M+H)*: 473.200000000
gooogoao
0.0000000000000
000000

| |

O%:/O 0 Pd(OH),, H, O\:/O 0

Cbz‘r\o-“o\/\N MeOH HU-“O\/\N

H H

156 157

0oooooDo((Ob.00o0DoDo0o0Do0DdwmolOO0.0O0O0O0)DOODDODO(O.0O0mML)ODO
00D00(00)g(000000mg)00g00000000000000000000gq
0o0oo0o0ooDoo0ooDoooDoDdg(0oOPsi)J000D0DO0O0ODO0DODODODOODDODOOOGOO
N I e e 0 O 6 I A O A O N O AR MO
00000000 DbO0oO0oo0Do0D0oo0DoDo0oo0DoDo0oo0b0D(0b0.OmgO0D0O0O)OODOODODOODOOO
OOOOH NMR(400 MHz, CDCI3) &8 6.38 (d, J = 8.0 Hz, 1H), 4.71 - 4.65
(m, 1H), 3.90 (dd, J; = 9.2 Hz, Jp = 2.8 Hz, 1H), 3.74 (s, 3H), 3.67 (dd,
J1 = 9.2 Hz, Jp = 3.2 Hz, 1H), 3.36 - 3.31 (m, 1H), 2.91 - 2.86 (m, 1H),

2.80 - 2.72 (m, 1H), 1.98 - 1.85 (m, 2H), 1.77 - 1.68 (m, 8H), 1.66 - 1.
58 (m, 7H), 1.49 - 1.40 (m, 1H), 1.27 - 1.16 (m, 1H)0OOOO0O0OO
Oooooo

0. 0000000000000

Dooo0oo

‘ 1

N__N 0] 0]

(@] o] = = 2
> 0 | [e] ?oc (o]

: ~ 158 N_ N O
AN Oy > | N TN
Q H NaBH(OAc)s, DCE p H

157 159

000O0O0(00.0mg0000pmol00.0000)0000000(000O0mgO
OpmolDD.000D0)IDD0O(0DOO0)g(00.0mgdO000p molOdO.00O
)0 ODD0(0.00mL)00000000D0O00p00000000000O0000
00O0O0O000pO00C0O0O0000O0OO0O0O00O0O0OCOO0O0D0ODOOOD.00000
000000000000 0000D0000000000000(0O0O0gD0000
O000O0000)0000O0O00000O0O0(00.0mg000.0pmolOODO.O
0)OOODODODODOOODOOOLC-MS (M+H)*: 613.500000000
alalalls

0000000000000

Oooooooogd
oD oooooogdg

10

20

30

50



(312) JP 2024-510196 A 2024.3.6

goooaoano

|
(@] (0]
I?oc \\i/ o . O‘\\:/OHO
NN N Oy HCI &7 %4 > NN Pl ke
» H H,0 \ H
L

159 382

000000 og((Uo.Odmg000.0pmol0D.0D0D0D0)DOpgO(O.000mML)OO
ooooooDooooDOo(.000O0D0D0D0dp LODO.OO0DO0)OODDODODOODDOODOO
ooooooDO0ooooDO0ooooDU0oO0oooODU0O0oo0DU0Do0Do0DOoDU0UOo0DoODOoDUOOo0DDODOoDOooODDOOO
0Oo0o00oDoD0oo0oooD0DOo0oo0D0D0Do0o0O0000D0D0DO0Do0DO0D0DO0o0DO0Do0Do0ODoD0oDOooODDoDOO0OnD
00(00D0DD0OO00D00O0O0OWaters Xbridge O00O0OxO0Omm DOupmODOOODTI[O
(00OpOO0OO0Opg)O0O0OO0DOCDODO0DUOO0ODO0DOODODOODO)ODODODODODDODODOOOOO
(00OD.00mgO0OO0C.O0pmol000.00000D0O0.0000)DODODOODODODODOO
0lH NMR (400 MHz, DMSO-dg) & 7.04 (dd, J1 = 22.0 Hz, Jo = 7.2 Hz, 2
H), 6.64 (br s, 1H), 6.28 (d, J = 7.2 Hz, 1H), 4.21 - 4.11 (m, 1H), 3.41
(br s, 1H), 3.24 (s, 2H), 2.86 (d, J = 10.0 Hz, 1H), 2.70 - 2.52 (m, 4H),
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331

(400 MHz, CDCly) 6 10.14 (brs, 1H), 7.23 (d, ] = 7.2 Hz, 1H), 6.66 (d, ] = 6.0
Hz, 1H), 6.30 (d, ] = 6.0 Hz, 1H), 4.43 - 4.41 (m, 1H), 3.80 - 3.63 (m, 3H), 3.50
-3.47 (m, 3H), 2.92 - 2.85 (m, 1H), 2.72 (d, ] = 6.4 Hz, 4H), 2.61 - 2.43 (m,
2H), 2.10 - 2.01 (m, 4H), 1.93 - 1.90 (m, 4H), 1.77 - 1.73 (m, 8H), 1.61 - 1.57
{(m, 8H), 1.42 - 1.30 (m, 1H).

332

(400 MHz, CDCls) ¢ 10.40 (brs, 1H), 8.62 (s, 1H), 7.94 (d, ] = 8.4 Hz, 1H),
7.78 (d, ] = 8.4 Hz, 1H), 7.70 - 7.68 (m, 2H), 7.41 (t, = 7.2 Hz, 1H), 7.21 (d, ]
=7.2Hz, 1H), 6.24 (d, ] = 7.6 Hz, 1H), 4.96 - 4.92 (m, 1H), 3.95 - 3.93 (m, 1H),
3.82-3.78 (m, 1H), 3.51 - 3.46 (m, 3H), 3.08 (brs, 1H), 2.73 - 2.68 (m, 6H),
2.39 - 2.34 (m, 5H), 1.91 - 1.88 (m, 4H), 1.79 - 1.70 (m, 2H), 1.59 - 1.58 (m,
2H).

333

(400 MHz, CDCL) & 10.34 (brs, 1H), 7.22 (d, ] = 7.2 Hz, 1H), 6.98 (d, ] = 6.8
Hz, 1H), 6.28 (d, ] = 7.2 Hz, 1H), 4.46 - 4.42 (m, 1H), 3.73 - 3.70 (m, 2H), 3.47
- 3.44 (m, 3H), 3.21 - 3.19 (m, 1H), 2.75 - 2.69 (m, 5H), 2.58 (brs, 1H), 2.35 (br
s, 2H), 2.19 - 2.18 (m, 2H), 2.12 - 1.98 (m, 2H), 1.88 - 1.85 (m, 3H), 1.79 - 1.75
{m, 8H), 1.61 - 1.58 (m, 8H), 1.49 - 1.43 (m, 1H).

334

(400 MHz, CDCly) & 10.21 (brs, 1H), 8.62 (s, 1H), 7.91 (d, ] = 8.4 Hz, 1H),
7.71-7.60 (m, 2H), 7.25 (d, ] = 7.2 Hz, 1H), 6.32 (d, ] = 7.2 Hz, 1H), 4.92 -
4.88 (m, 1H), 3.93 - 3.90 (m, 1H), 3.79 - 3.76 (m, 2H), 3.44 (s, 3H), 2.90 - 2.87
(m, 1H), 2.73 - 2.70 (m, 5H), 2.54 (brs, 1H), 2.37 - 2.33 (m, 2H), 2.18 - 2.02
{m, 3H), 1.91 - 1.88 (m, 3H), 1.77 - 1.70 (m, 2H), 1.45 - 1.42 (m, 2H).

381

(400 MHz, CDCly)

§ 10.24 (s, 1H), 7.22 (d, ] = 6.8 Hz, 1H), 6.98 (d, ] = 5.2 Hz, 1H), 6.41 (d, ] =
6.8 Hz, 1H), 4.38 - 4.33 (m, 1H), 3.76 (d, ] = 13.6 Hz, 1H), 3.62 - 3.57 (m, 1H),
3.51 - 3.41 (m, 4H), 3.35 (d, ] = 13.6 Hz, 1H), 2.74 (¢, ] = 6.0 Hz. 2H), 2.62 -
2,57 (m, 2H), 2.27 - 2.22 (m, 2H), 1.95 - 1.89 (m, 3H), 1.77 - 1.73 (m, 8H), 1.62
- 1.58 (m, 8H), 1.42 - 1.39 (m, 2H).

383

(400 MHz, CDCLy) § 7.24 (d, ] = 7.2 Hz, 1H), 6.87 (d, ] = 6.4 Hz, 1H), 6.37 (d,
] = 7.2 Hz, 1H), 4.45 - 4.40 (m, 1H), 3.77 - 3.70 (mn, 1H), 3.60 - 3.53 (m, 1H),
3.47 (t,] = 5.6 Hz, 3H), 3.20 (d, ] = 11.4 Hz, 1H), 3.00 - 2.94 (m, 2H), 2.73 (1, ]
= 6.0 Hz, 3H), 2.33 - 2.23 (m, 2H), 2.19 - 2.09 (m, 2H), 1.93 - 1.89 (m, 2H),
1.78 - 1.73 (m, 8H), 1.64 - 1.57 (m, 10H), 0.88 - 0.83 (m, 1H).

384

{400 MHz, CDCl;) ¢ 10.85 (s, TH), 7.20 (d, J = 7.2 Hz, 1H), 6.99 (d, ] = 7.6
Hz, 1H), 6.23 (d, ] = 6.8 Hz, 1H), 4.46 (s, 1H), 3.79 - 3.71 (m, 2H), 3.52 - 3.40
(m, 4H), 2.89 - 2.83 (m, 1H), 2.75 - 2.67 (m, 3H), 2.66 - 2.58 (m, 3H), 2.52 -
2.46 (m, 1H), 2.22 - 2.15 (m, 1H), 2.05 - 1.96 {(m, 1H), 1.95 - 1.86 (m, 3H), 1.84
- 1.65 (m, 12H), 1.64 - 1.57 (m, 8H), 1.54 - 1.52 (m, 1H).

10

20

30

40

50



gooaoao

(314)

fL&wES

'HNMR 7 — &

385

(400 MHz, CDCly) § 10.83 (brs, 1H), 8.59 (s, 1H), 8.02 (brd, ] = 8.4 Hz, 1H),
7.80 - 7.75 {m, 1H), 7.70 - 7.65 (m, 2H), 7.43 - 7.38 (m, 1H), 7.17 (brd, ] = 7.2
Hz, 1H), 6.17 (d, ] = 7.2 Hz, 1H), 5.07 - 5.00 (m, 1H), 3.93 - 3.84 (m, 2H), 3.52
- 3.45 (m, 3H), 2.69 (brt, ] = 5.6 Hz, 3H), 2.57 - 2.32 (m, 8H), 2.31 - 2.17 (m,
1H), 1.96 - 1.86 (m, 3H), 1.78 - 1.61 (m, 3H), 1.57 - 1.45 (m, 3H), 1.43 - 1.31
{m, 1H).

386

(400 MHz, CDCly) § 9.28 (brs, 1H), 8.59 (s, 1H), 7.94 (d, ] = 8.4 Hz, 1H),
7.73 (d, J = 8.4 Hz, 1H), 7.63 (t, ] = 6.8 Hz, 2H), 7.33 (t, ] = 7.2 Hz, 1H), 7.16
(d,]=7.2Hz, 1H), 6.29 (d,] = 7.2 Hz, 1H), 4.93 (q, ] = 5.6 Hz, 1H), 3.84 - 3.67
(m, 2H), 3.51 (brs, 1H), 3.46 - 3.36 (m, 2H), 3.05 - 2.87 (m, 2H), 2.86 - 2.77
(m, 3H), 2.71 - 2.61 (m, 2H), 2.58 - 2.30 (m, 5H), 1.92 - 1.65 (m, 4H), 1.55 -
1.37 (m, 2H).

387

(400 MHz, DMSO-d;) ¢ 8.45 (s, 1H), 8.36 (d, ] = 8.0 Hz, 1H), 8.23 (d, ] = 7.6
Hz, 1H), 7.85 - 7.74 (m, 1H), 7.74 - 7.69 (m, 1H), 7.55 (t, ] = 7.6 Hz, 1H), 7.04
(d,] =7.2Hz, 1H), 6.39 (d, ] = 7.2 Hz, 1H), 6.34 (s, 1H), 4.82 (m, 1H), 3.60 -
3.53 (m, 2H), 3.31 - 3.28 (m, 4H), 3.22 (s, 2H), 2.86 (d, ] = 8.8 Hz, 1H), 2.62 -
2.57 (m, 2H), 2.17 - 2.05 (m, 2H), 2.00 - 1.90 (m, 2H), 1.76 - 1.72 (m, 3H), 1.71
- 1.55 (m, 1H), 1.38 - 1.32 (m, 1H), 1.23 - 1.06 (m, 1H).

388

(400 MHz, DMSO-ds) 6 8.41 -8.20 {m, 2H), 7.54 - 7.09 (m, 2H), 6.95 (d, ] =
6.4 Hz, 1H), 6.36 (s, 1H), 6.14 (d, ] = 6.0 Hz, 1H), 5.23 (s, 1H), 4.15 (s, 1H),
3.60 (s, 3H), 3.21 (t, ] = 4.8 Hz, 3H), 2.83 (s, 2H), 2.72 - 2.64 (m, 2H), 2.56 (¢, ]
= 6.1 Hz, 2H), 2.42 - 2.28 (m, 3H), 2.11 - 1.94 (m, 1H), 1.86 - 1.78 (m, 2H),
1.74 - 1.68 (m, 2H), 1.60 (s, 2H), 1.46 - 1.39 (m, 1H).

397

(400 MHz, CDCly) 6 10.12 (s, 1H), 7.22 (d, ] = 7.2 Hz, 1H), 7.01 (d, ] = 6.0
Hz, 1H), 6.37 (d, ] = 7.2 Hz, 1H), 4.39 - 4.34 (m, 1H), 3.58 (d, ] = 4.0 Hz, 2H),
3.49 (d, ] = 3.6 Hz, 2H), 2.96 - 2.94 (m, 1H), 2.73 (t, ] = 6.0 Hz, 3H), 2.45 (d, ]
= 10.8 Hz, 1H), 2.33 - 2.25 (m, 2H), 2.14 - 2.03 (m, 3H), 1.91 (¢, ] = 5.2 Hz,
2H), 1.76 - 1.72 (m, 8H), 1.61 - 1.55 (m, 8H), 1.50 - 1.43 (m, 2H).

398

(400 MHz, CDCly) & 10.17 (s, 1H), 7.25 (s, 1H), 6.83 (d, ] = 5.2 Hz, 1H), 6.36
(d,] =7.2 Hz, 1H), 4.35 - 4.29 (m, 1H), 3.82 - 3.75 {m, 1H), 3.50 (t, ] = 5.6 Hz,
2H), 3.43 - 3.35 (m, 2H), 3.19 (d, ] = 11.2 Hz, 1H), 2.99 - 2.96 (m, 1H), 2.87 -
2.83 (m, 2H), 2.73 (t, ] = 6.0 Hz, 3H), 2.40 (s, 1H), 2.29 - 2.23 (m, 2H), 1.95 -
1.91 (m, 2H), 1.79 - 1.70 (m, 8H), 1.65 - 1.55 (m. 10H), 0.89 - 0.82 (m, 1H).

399

(400 MHz, CDCLy) 6 10.57 (s, 1H), 7.21 (d, ] = 7.2 Hz, 1H), 6.75 (d, ] = 5.6
Hz, 1H), 6.25 (d, ] = 7.2 Hz, 1H), 4.38 - 4.33 (m, 1H), 3.78 - 3.72 (m, 1H), 3.50
-3.45 (m, 3H), 3.43 - 3.38 (m, 1H), 3.07 - 2.97 (m, 1H), 2.73 - 2.68 (m, 3H),
2.66-2.52 (m, 3H), 2.43 - 2.35 (m, 1H), 2.28 - 2.19 (m, 2H), 2.16 - 2.07 (m,
2H), 1.95 - 1.88 (m, 2H), 1.81 - 1.68 (m, 12H), 1.62 - 1.57 (m, §H), 1.51 - 1.45
(m, 1H).
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405

(400 MHz, CDCly) § 10.42 (brs, 1H), 8.62 (s, 1H), 7.89 (d, ] = 8.0 Hz, 1H),
7.79 (brd, ] = 8.4 Hz, 1H), 7.69 (t, J= 7.2 Hz, 1H), 7.43 (brt, ] = 7.6 Hz, 1H),
7.33-7.28 (m, 1H), 7.23 (d, ] = 7.2 Hz, 1H), 6.35 - 6.23 (m, 1H), 4.82 - 4.77
(m, 1H), 3.89 - 3.83 (m, 1H), 3.70 - 3.59 (m, 2H), 3.52 - 3.48 (brs, 2H), 3.45 -
3.41 (m, 1H), 3.06 - 2.96 (m, 1H), 2.78 - 2.69 (m, 3H), 2.62 - 2.49 (m, 3H), 2.45
-2.33 (m, 2H), 2.31 - 2.10 (m, 2H), 1,95 - 1,89 (m, 2H), 1.85 - 1.71 (m, 4H),
1.67 - 1.41 {m, 4H).

406

(400 MHz, CDCL;) & 9.36 (brs, 1H), 8.60 (s, 1H), 7.91 (d, ] = 8.0 Hz, 1H),
7.75-7.55 (m, 3H), 7.32 - 7.26 {m, 1H), 7.24 (d, ] = 7.6 Hz, 1H), 6.39 (d, ] =
7.6 Hz, 1H), 4.78 (q, ] = 5.6 Hz, 1H), 3.85 - 3.77 (m, 1H), 3.62 - 3.53 (m, 1H),
3.51-3.41 (m, 3H), 3.05 - 2.83 (m, 5H), 2.72 (t, ] = 6.0 Hz, 2H), 2.65 - 2.46 (m,
4H), 2.46 - 2.34 (m, 1H), 1.97 - 1.82 (m, 3H), 1.70 - 1.45 (m, 3H).

407

(400 MHz, DMSO-ds) § =8.43 (s, 1H), 8.31 (d.] = 8.4 Hz, 1H), 8.19(d, ] =
7.6 Hz, 1H), 7.85 - 7.75 (m, 1H), 7.71 - 7.69 (m, 1H), 7.57 - 7.48 (m, 1H), 6.95
(d,]=7.2Hz 1H), 6.35 - 6.26 (m, 2H), 4.83 - 4.78 (m, 1H), 3.63 - 3.58 (m,
2H), 3.22 - 3.17 (m, 5H), 2.80 - 2.76 (m, 1H), 2.56 (s, 3H), 2.13 - 2.09 (m, 1H),
1.88 - 1.81 (m, 2H), 1.75 - 1.69 (m, 2H), 1.63 - 1.55 (m, 1H), 1.33 - 1.28 (m,
1H), 1.23 - 1.22 (m, 2H), 1.16 - 1.06 (m, 1H).

443

(400 MHz, DMSO-ds) 6 7.16 (d, ] = 7.2 Hz, 1H), 7.09 (d, ] = 7.2 Hz, 1H), 6.87
(s, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 4.20 - 4.14 (m, 1H), 3.33 - 3.30 (m, 3H), 3.27 -
3.23 (m, 3H), 3.00 (d, ] = 10.8 Hz, 1H), 2.61 (m, 3H), 2.47 - 2.42 (m, 3H), 2.19
-2.13(m, 1H), 2.08 (d, ] = 11.2 Hz, 1H), 1.96 - 1.88 (m, 1H), 1.84 - 1.69 (m,
7H), 1.64 - 1.58 (m, 6H), 1.56 - 1.54 (m, 1H), 1.53 - 1.48 (m, 6H), 1.44 - 1.37
(m, 1H), 1.21 - 1.13 (m, 1H).

444

(400 MHz, DMSO-d,) 6 8.44 (s, 1H), 8.32 (d, ] = 8.4 Hz. 1H), 8.13 (d, ] = 7.2
Hz, 1H), 7.79 - 7.75 (m, 1H), 7.68 (d, ] = 7.6 Hz, 1H), 7.52 - 7.49 (m, 1H), 7.28
(s, 1H), 7.10 (d, ] = 7.2 Hz, 1H), 6.29 (d, ] = 7.2 Hz, 1H), 4.83 -4.78 (m, 1H),

3.64 -3.60 (m, 1H), 3.57 -3.51 (m, 1H), 3.31 - 3.29 (m, 1H), 3.23 (1, ] = 5.2 Hz,
2H), 3.17 (s, 1H), 3.10 (d, ] = 8.0 Hz, 1H), 2.63 - 2.59 (t, ] = 6.0 Hz, 3H), 2.43 -
2.41 (m, 2H), 2.34 - 2.31 (m, 1H), 2.20 -2.17 (m, 1H), 2.09 - 2.04 (m, 2H), 1.80
- 1.68 (m, 6H), 1.67 - 1.62 (m, 2H), 1.40 - 1.31 (m, 1H), 1.17 - 1.10 (m, 1H).

446

(400 MHz, DMSO-d;) & 8.45 (s, 1H), 8.31 (d, ] = 8.4 Hz, 1H), 8.16 (d, ] = 7.6
Hz, 1H), 7.81 - 7.75 (m, 1H), 7.71 - 7.67 (m, 1H), 7.52 - 7.49 (m, 8.2 He, 1H),
7.03 (d, ] = 7.2 Hz, 1H), 6.71 (s, 1H), 6.21 (d, ] = 7.4 Hz, 1H), 4.83 - 4.73 (m,
1H), 3.64 - 3.61 (m, 1H), 3.58 -3.53 (m, 1H), 3.31 -3.29 (m, 1H), 3.23 (t,] = 5.2
Hz, 2H), 2.87 - 2.79 (m, 1H), 2.62 - 2.56 (m, 3H), 2.34 (t, ] = 7.6 Hz, 2H), 2.28 -
2.24 (m, 1H), 2.20 - 2.09 (m, 3H), 1.88 - 1.70 (m, 5H), 1.68 - 1.60 (m, 3H), 1.40
- 1.33 (m, 1H), 1.18 - 1.12 (m, 1H).
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447

(400 MHz, DMSO-d) & 7.21 (d, ] = 7.6 Hz, 1H), 7.07 (d, ] = 7.2 Hz, 1H), 6.75
(s, 1H), 6.28 (d, ] = 7.2 Hz, 1H), 4.22 - 4.13 (m, 1H), 3.32 - 3.29 (m, 3H), 3.24
(s, 2H), 2.90 (d, ] = 9.6 Hz, 1H), 2.61 (t, ] = 6.4 Hz, 3H), 2.45 (1, | = 7.6 Hz,
3H), 2.37 - 2.31 (m, 1H), 2.15 - 2.08 (m, 1H), 2.06 - 1.99 (m, 1H), 1.91 - 1.84
(m, 2H), 1.80 - 1.70 (m, 6H), 1.63 - 1.58 (m, 6H), 1.55 (d, ] = 3.2 Hz, 1H), 1.53
- 1.48 (m, 6H), 1.42 (d, ] = 3.6 1H), 1.20 (s, 1H).

466

(400 MHz, DMSO-d;) ¢ 8.40 (d, ] = 7.6 Hz, 1H), 7.17 - 7.06 (m, 2H), 6.79 (d, ]
= 11.6 Hz, 2H), 6.30 (d, ] = 7.2 Hz, 1H), 4.96 - 4.86 (m, 1H), 4.42 - 4.34 (m,
1H), 4.17 (d, ] = 12.8 Hz, 1H), 3.96 (dd, J; = 11.2 Hz, J, = 3.6 Hz, 1H), 3.78 -
3.72 (m, 1H), 3.59 - 3.41 (m, 5H), 3.35 - 3.20 (m, 5H), 3.06 (d, J= 8.4 Hz, 1H),
2.61 (1, ] = 6.4 Hz, 3H), 2.46 - 2.38 (m, 3H), 2.35 - 2.31 (m, 1H), 2.04 - 1.94 (m,
2H), 1.85 - 1.73 (m, 5H), 1.70 - 1.66 (m, 1H), 1.45 - 1.34 (m, 1H), 1.24 - 1.14
(m, 1H).

467

(400 MHz, DMSO-d,) 6 8.29 (d, ] = 8.0 Hz, 1H), 7.10 (d, ] = 8.0 Hz, 2H), 6.65
(d, ] = 12.0 Hz, 2H), 6.29 (d, ] = 4.0 Hz, 1H), 4.35 (q, ] = 8.0 Hz, 1H), 3.70 (1, ]
=4.0 Hz, 4H), 3.53 (t, ] = 8.0 Hz, 2H), 3.25 (d, ] = 4.0 Hz, 4H), 3.20 (¢, ] = 4.0
Hz, 4H), 3.04 (s, 1H), 2.61 (1, ] = 8.0 Hz, 4H), 2.45 - 2.41 (m, 4H), 2.10 - 1.91
(m, 4H), 1.82 - 1.66 (m, 6H).

468

(400 MHz, DMSO-d,) & 8.69 (d, ] = 7.6 Hz, 1H), 7.54 - 7.45 (m, 1H), 7.27 (s,
1H), 7.17 - 7.09 (m, 3H), 6.31 (d, ] = 7.2 Hz, 1H), 4.47 - 4.41 (m, 1H), 3.58 -
3.47 (m, 5H), 3.34 - 3.30 (m, 1H), 3.26 (1, ] = 5.2 Hz, 2H), 3.10 (d, ] = 9.2 Hz,
1H), 2.62 (t, ] = 6.0 Hz, 3H), 2.46 - 2.39 (m, 2H), 2.38 - 2.33 (m, 1H), 2.11 -
1.94 (m, 3H), 1.84 - 1.72 (m, 5H), 1.46 - 1.38 (m, 1H), 1.24 - 1.17 (m, 1H).

469

(400 MHz, DMSO-dy) & 8.37 (d, ] = 7.6 Hz, 1H), 7.85 (d, ] = 7.2 Hz, 2H), 7.53
(t,] =7.6 Hz, 1H), 7.46 (t,] = 7.6 Hz, 2H), 7.23 (5, 1H), 7.11 (d, ] = 7.2 Hz,
1H), 6.30 (d, ] = 7.6 Hz, 1H), 4.50 - 4.42 (m, 1H), 3.59 - 3.56 (m, 2H), 3.53 -
3.50 (m, 2H), 3.35 - 3.29 (m, 2H), 3.24 (t, ] = 5.2 Hz, 2H), 3.09 (d, ] = 10.0 Hz,
1H), 2.61 (t, ] = 6.0 Hz, 3H), 2.47 - 2.39 (m, 2H), 2.37 - 2.30 (m, 1H), 2.10 -
2.01 (m, 2H), 1.97 - 1.89 (m, 2H), 1.82 - 1.71 (m, 4H), 1.46 - 1.34 (m, 1H), 1.24
- 1.12 (m, 1H).

470

(400 MHz, DMSO-d:) & 8.42 (s, 1H), 8.11 (d,] =5.2 Hz, 1H), 7.74 (d, ] = 7.2
Hz, 1H), 7.38 (d, ] = 5.2 Hz, 1H), 7.04 (d, ] = 7.2 Hz, 1H), 6.73 (s, 1H), 6.23 (d,
] =7.2 Hz, 1H), 4.76 - 4.65 (m, 1H), 3.62 - 3.52 (m, 2H), 3.30 - 3.20 (m, 4H),
2.85(d, ] = 10.4 Hz, 1H), 2.60 (t, ] = 6.0 Hz, 3H), 2.36 (¢, ] = 7.6 Hz, 2H), 2.31
-2.25 (m, 1H), 2.20 - 2.16 (m, 1H), 2.12 - 2.02 (m, 2H), 1.99 - 1.93 (m, 1H),
1.86 - 1.78 (m, 2H), 1.77 - 1.71 (m, 2H), 1.68 - 1.62 (m, 2H), 1.44 - 1.31 (m,
1H), 1.20 - 1.08 (m, 1H).
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472

(400 MHz, DMSO-ds) 6 8.31 (s, 1H), 7.93 - 7.88 (m, 1H), 7.72 - 7.69 (m, 1H),
7.59 - 7.54 (m, 1H), 7.42 - 7.32 (m, 1H), 7.12 (d, ] = 7.2 Hz, 1H), 6.30 (d, ] =
7.2 Hz, 1H), 4.80 - 4.74 (m, 1H), 3.63 (d, ] = 4.8 Hz, 1H), 3.55 (d, ] = 4.4 Hz,
1H), 3.25 (s, 2H), 3.16 - 3.14 (m, 1H), 2.70 - 2.61 (m, 3H), 2.60 (s, 2H), 2.42 (s,
2H), 2.34 - 2.32 (m, 2H), 2.17 (s, 1H), 1.99 - 1.93 (m, 2H), 1.88 - 1.82 (m, 2H),
1.78 - 1.74 (m, 2H), 1.65 (s, 2H), 1.38 - 1.33 (m, 1H), 1.15 (s, 1H).

473

(400 MHz, DMSO-ds) 6 8.28 (s, 1H), 7.31 - 7.20 (m, 1H), 7.18 (s, 1H), 7.12 (d,
] =8.0 Hz, 1H), 7.07 - 7.02 (m, 1H), 6.32 (d, ] = 4.0 Hz, 1H), 4.55 - 4.43 (m,
1H), 3.58 (t, ] = 4.0 Hz, 2H), 2.28 - 2.23 (m, 2H), 2.92 (d, ] = 12.0 Hz, 1H), 2.64
- 2.58 (m, 6H), 2.53 - 2.51 (m, 4H), 2.25 - 2.05 (m, 3H), 2.03 - 1.95 (m, 1H),
1.90 - 1.63 (m, 7H), 1.50 - 1.37 (m, 2H).

474

(400 MHz, DMSO-ds) ¢ 8.52 - 8.40 (m, 2H), 8.39 - 8.24 (m, 1H), 7.69 - 7.56
(m, 1H), 7.12 (d, ] = 7.2 Hz, 1H), 6.30 (d, ] = 7.2 Hz, 1H), 4.83 - 4.71 (m, 1H),
3.60 (s, 1H), 3.23 - 3.21 (m, 2H), 3.13 - 3.10 (m, 1H), 2.60 (d, ] = 6.0 Hz, 2H),
2.42(d, ] = 8.4 Hz, 4H), 2.33 (s, 2H), 2.27 - 2.17 (m, 2H), 2.10 - 2.01 (m, 2H),
1.90 (s, 2H), 1.78 - 1.72 (m, 4H), 1.64 (d, ] = 2.8 Hz, 2H), 1.39 - 1.33 (m, 1H),
1.19 - 1.11 (m, 1H).

475

(400 MHz, DMSO-ds) & 8.60 - 8.53 (m, 2H), 8.01 - 7.88 (m, 1H), 7.80 - 7.65
(m, 1H), 7.02 (d, ] = 7.2 Hz, 1H), 6.68 (s, 1H), 6.21 (d, ] = 7.2 Hz, 1H), 4.85 -
4.73 (m, 1H), 3.63 - 3.61 (m, 2H), 3.23 (1, ] = 5.2 Hz, 3H), 2.86 (s, 1H), 2.59 (,
J = 6.0 Hz, 3H), 2.38 - 2.31 (m, 3H), 2.28 - 2.21 (m, 1H), 2.18 - 2.04 (m, 3H),
1.98 - 1.87 (m, 1H), 1.81 - 1.68 (m, 4H), 1.67 - 1.58 (m, 2H), 1.44 - 1.32 (m,
1H), 1.21 - 1.13 (m, 1H).

479

(400 MHz, DMSO-ds) 6 8.39 (d, ] = 7.6 Hz, 1H), 7.85 (d, ] = 7.2 Hz, 2H), 7.53
(t,] =7.2Hz, 1H), 7.45 (t, ] = 7.6 Hz, 2H), 7.06 (d, ] = 7.2 Hz, 1H), 6.84 (s,
1H), 6.25 (d, ] = 7.2 Hz, 1H), 4.45 - 4.40 (m, 1H), 3.59 - 3.49 (m, 4H), 3.35 -
3.30 (m, 1H), 3.24 (t, ] = 5.2 Hz, 2H), 2.87 (d, ] = 9.2 Hz, 1H), 2.60 (t, ] = 6.0
Hz, 3H), 2.41 (t, ] = 7.6 Hz, 2H), 2.36 - 2.26 (m, 2H), 2.07 - 1.93 (m, 4H), 1.77 -
1.69 (m, 4H), 1.43 - 1.34 (m, 1H), 1.24 - 1.14 (m, 1H).

480

(400 MHz, DMSO-d,) & 8.73 (d, ] = 7.6 Hz, 1H), 7.54 - 7.44 (m, 1H), 7.13 (¢, ]
= 7.6 Hz, 2H), 7.06 (d, ] = 7.6 Hz, 1H), 6.82 (s, 1H), 6.27 (d, ] = 7.6 Hz, 1H),
4.45 - 4.37 (m, 1H), 3.57 - 3.49 (m, 2H), 3.38 - 3.31 (m, 1H), 3.24 (t, ] = 5.2 He,
2H), 2.91 (d, ] = 10.4 Hz, 1H), 2.60 (t, ] = 6.0 Hz, 3H), 2.43 (1, ] = 7.6 Hz, 3H),
2.37 - 2.33 (m, 1H), 2.07 - 1.95 (m, 3H), 1.88 - 1.72 (m, 6H), 1.66 (m, 1H), 1.43
-1.34 (m, 1H), 1.20 - 1.17 (m, 1H).

494

(400 MHz, DMSO-ds) & 8.49 (d, ] = 7.6 Hz, 1H), 7.06 (d, ] = 7.2 Hz, 1H), 6.83
- 6.68 (m, 3H), 6.27 (d, ] = 7.6 Hz, 1H), 4.97 - 4.84 (m, 1H), 4.43 - 4.32 (m,
1H), 4.17 (d, ] = 12.8 Hz, 1H), 3.96 (dd, J; = 11.2 Hz, J, = 3.2 Hz, 1H), 3.75 (d,
] =11.6 Hz, 1H), 3.58 - 3.36 (m, 6H), 3.28 - 3.22 (m, 3H), 2.93 (d, ] = 9.6 Hz,
1H), 2.60 (t, ] = 6.0 Hz, 2H), 2.44 (t, ] = 7.6 Hz, 4H), 2.15 (s, 2H), 2.01 - 1.94
(m, 1H), 1.91 - 1.83 (m, 1H), 1.81 - 1.67 (m, 6H), 1.47 - 1.37 (m, 1H), 1.26 -
1.21 (m, 1H).
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497

(400 MHz, DMSO-ds) 6 8.59 - 8.53 (m, 2H), 7.95 (s, 1H), 7.78 - 7.69 (m, 1H),
7.56 - 7.25 (m, 1H), 7.12 (d, ] = 7.6 Hz, 1H), 6.30 (d, ] = 7.6 Hz, 1H), 4.86 -
4.78 (m, 1H), 3.63 - 3.59 (m, 2H), 3.23 (t, ] = 5.2 Hz, 3H), 3.15 - 3.12 (m, 1H),
2.61 (1, ] = 6.0 Hz, 3H), 2.45 - 2.39 (m, 3H), 2.34 - 2.31 (m, 1H), 2.28 - 2.03 (m,
4H), 1.85 - 1.72 (m, 4H), 1.70 - 1.60 (m, 2H), 1.41 - 1.33 (m, 1H), 1.19 - 1.11
(m, 1H).

498

(400 MHz, DMSO-d,) 6 8.32 (s, 1H), 7.90 (d, ] = 8.0 Hz, 1H), 7.71 (d, ] = 6.0
Hz, 1H), 7.57 (d, ] = 6.0 Hz, 1H), 7.44 - 7.31 (m, 1H), 7.12 (d, ] = 7.2 Hz, 1H),
6.30 (d, ] = 7.2 Hz, 1H), 4.82 - 4.69 (m, 1H), 3.61 - 3.59 (m, 1H), 3.53 (s, 1H),
3.24 (s, 2H), 3.13 (d, ] = 8.0 Hz, 1H), 2.63 - 2.59 (m, 3H), 2.57 - 2.55 (m, 2H),
2.44 - 2.37 (m, 3H), 2.30 - 2.25 (m, 1H), 2.19 - 2.13 (m, 1H), 2.00 - 1.92 (m,
2H), 1.85- 1.79 (m, 2H), 1.77 - 1.73 (m, 2H), 1.68 - 1.59 (m, 2H), 1.41 - 1.31
(m, 1H), 1.14 - 1.07 (m, 1H).

(400 MHz, DMSO-ds) 6 8.27 (s, 1H), 7.21 - 7.14 (m, 2H), 7.12 (d, ] = 8.0 Hz,
1H), 7.04 - 6.87 (m, 1H), 6.32 (d, ] = 8.0 Hz, 1H), 4.42 (d, ] = 4.0 Hz, 1H), 3.65
- 3.62 (m, 1H), 3.25 (t, ] = 4.0 Hz, 3H), 2.99 (d, ] = 8.0 Hz, 1H), 2.68 - 2.66 (m,
1H), 2.62 (t, ] = 8.0 Hz, 3H), 2.59 (s, 3H), 2.54 - 2.52 (m, 2H), 2.47 - 2.42 (m,
2H), 2.18 - 2.09 (m, 2H), 1.97 - 1.65 (m, 7H), 1.52 - 1.25 (m, 3H).

(400 MHz, DMSO-ds) 6 8.50 - 8.43 (m, 1H), 8.41 (s, 1H), 8.38 - 8.20 (m, 1H),
7.62 (s, 1H), 7.12 (d, ] = 7.2 Hz, 1H), 6.30 (d, ] = 7.2 Hz, 1H), 4.77 (d, ] = 2.8
Hz, 1H), 3.59 (s, 1H), 3.23 (s, 2H), 3.14 - 3.11 (m, 1H), 2.61 (s, 2H), 2.47 - 2.38
(m, 4H), 2.37 - 2.27 (m, 2H), 2.20 (d, ] = 2.4 Hz, 2H), 2.09 - 2.00 (m, 2H), 1.90
(s, 2H), 1.77 - 1.71 (m, 4H), 1.69 - 1.58 (m, 2H), 1.37 - 1.32 (m, 1H), 1.14 (s,
1H).

(400 MHz, DMSO-d;) é 8.41 (s, 1H), 8.10 (d, ] = 5.2 Hz, 1H), 7.70 (d, ] = 7.2
Hz, 1H), 7.38 (d, ] = 5.2 Hz, 1H), 7.19 (s, 1H), 7.10 (d, ] = 7.6 Hz, 1H), 6.30 (d,
J = 7.2 Hz, 1H), 4.77 - 4.64 (m, 1H), 3.61 - 3.58 (m, 2H), 3.30 - 3.28 (m, 1H),
3.26 - 3.21 (m, 3H), 3.10 (d, ] = 9.2 Hz, 1H), 2.61 (1, ] = 5.6 Hz, 3H), 2.46 - 2.27
(m, 4H), 2.19 - 2.11 (m, 1H), 2.05 - 1.96 (m, 2H), 1.89 - 1.79 (m, 2H), 1.77 -
1.62 (m, 4H), 1.41 - 1.31 (m, 1H), 1.15 - 1.08 (m, 1H).

512

(400 MHz, DMSO-d,) & 8.28 (d, ] = 8.0 Hz, 1H), 7.05 (d, ] = 8.0 Hz, 1H), 6.78
(s, 1H), 6.64 (d, ] = 12.0 Hz, 2H), 6.27 (d, ] = 8.0 Hz, 1H), 4.32 (q, ] =8.0 Hz,
1H), 3.69 (t, ] = 4.0 Hz, 4H), 3.52 (s, 2H), 3.35 (1, ] = 4.0 Hz, 2H), 3.24 (¢, ] =
4.0 Hz, 2H), 3.21 (1, ] = 4.0 Hz, 4H), 2.90 (d, ] = 8.0 Hz, 1H),2.60 (1, ] = 4.0 Hz.
4H), 2.45 - 2.36 (m, 4H), 2.11 - 1.83 (m, 4H), 1.75 - 1.65 (m, 6H).
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0ooooo
*9
fLa¥IEs 'HNMR 7 — £
(400 MHz, DMSO-d6) & 7.65 - 7.61 (m, 2H), 7.55 - 7.52 (m, 2H), 7.47 - 7.34
(m, 4H), 7.27 (d, ] = 7.6 Hz, 1H), 7.04 (d, ] = 7.2 Hz, 1H), 6.73 (s, 1H), 6.26 (d,
299 J=7.2Hz 1H), 3.69 (t, ] = 7.2 Hz, 1H), 3.43 - 3.34 (m, 2H), 3.22 - 3.20 (m,
2H), 2.94 - 2.88 (m, 1H), 2.59 (¢, ] = 6.0 Hz, 4H), 2.44 - 2.40 (m, 2H), 2.28 -
2.22 (m, 2H), 1.90 - 1.78 (m, 4H), 1.77 - 1.63 (m, 6H), 1.41 - 1.30 (m, 1H), 1.11
- 1.02 (m, 1H).
(400 MHz, DMSO-d6) & 7.62 - 7.58 (m, 2H), 7.52 (s, 1H), 7.44 (t, ] = 7.2 Hz,
3H), 7.36 - 7.28 (m, 2H), 7.24 (d, ] = 7.6 Hz, 1H), 7.00 (d, ] = 7.2 Hz, 1H), 6.42
. (s, 1H), 6.22 (d,] = 7.2 Hz, 1H), 3.38 - 3.27 (m, 4H), 3.24 - 3.14 (m, 4H), 2.84
390 (d,] = 8.4 Hz, 1H), 2.58 (d, ] = 6.0 Hz, 2H), 2.38 (t, ] = 7.6 Hz, 2H), 2.23 - 2.18
(m, 2H), 1.84 (s, 1H), 1.81 - 1.58 (m, 8H), 1.39 - 1.28 (m, 1H), 1.10 - 0.98 (m,
1H).
(400 MHz, DMSO-d6) § 7.10 (t, ] = 7.6 Hz, 1H), 7.04 (d, ] = 7.2 Hz, 1H), 6.85
(s, 1H), 6.79 (d, ] = 8.4 Hz, 1H), 6.71 - 6.66 (m, 2H), 6.26 (d, ] = 7.2 Hz, 1H),
3.59 - 3.48 (m, 3H), 3.43 - 3.36 (m, 1H), 3.29 (s, 1H), 3.25 - 3.21 (m, 4H), 3.17 -
652 3.12 (m, 1H), 3.01 (s, 2H), 2.98 - 2.93 (m, 1H), 2.70 - 2.63 (m, 1H), 2.62 - 2.58
(m, 3H), 2.47 - 2.39 (m, 3H), 2.31 (d, ] = 6.8 Hz, 2H), 2.14 - 2.05 (m, 2H), 1.91
(s, IH), 1.83 - 1.77 {m, 2H), 1.76 - 1.72 (m, 2H), 1.65 - 1.57 (m, 1H), 1.41 - 1.32
(m, 1H), 1.23 (s, 1H), 1.07 (s, 6H).
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