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[M+H]"O LC-MS: O O O 467.1;

000 : 467.5. *H NMR (400 MHz, CDCly)

6 [ppm]: 7.97 - 7.92 (m, 2H), 8.85 (d, J = 1.6 Hz, 1H),

7.80 (dd, J = 9.6, 2.4 Hz, 1H), 7.71 - 7.66 (m, 2H), 7.62 - 7.55 (m, 2H), 7.53
- 7.46 (m, 3H), 7.06 (td, J = 8.8, 2.4 Hz, 1H), 3.28 (t, J = 7.2 Hz, 2H), 3.06

(t, J = 7.2 Hz, 2H), 2.19 (s, 3H).
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327.4. H NMR (400 MHz, DMSO-dg) & [ppm]: 8.28 (brs, 1H), 7.91 (s, 1H), 7.82 (
dd, J = 8.8, 5.2 Hz,

1H), 7.59 - 7.53 (m, 2H), 7.34 (d, J = 2.4 Hz, 1H), 7.13 (dd, J = 9.6, 2.4 Hz,
1H), 6.96 (td, J = 9.2, 2.0 Hz, 1H), 3.93 (t, J = 6.4 Hz, 2H), 3.42 (s, 3H),
3.25 (t, J = 6.4 Hz, 2H).
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[M+H]*O LC-MS: O O O 459.1;

000 : 459.6. *H NMR (400 MHz, CDCI)

5 [ppm]: 8.18-8.00 (m, 1H), 7.99 - 7.90 (m, 1H), 7.88 30
(s, 1H), 7.72 - 7.66 (m, 1H), 7.58 - 7.50 (m, 1H), 7.40 - 7.30 (m, 1H), 7.04

(td, J = 8.8, 2.0 Hz, 1H), 3.69 (t, J = 7.2 Hz, 2H), 3.54 (t, J = 7.2 Hz, 2H),

3.03 (s, 3H), 1.68 (s, 9H).
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3H),7.50 (dd, J = 8.0 Hz,1.6Hz, 1H),7.06 (dd, J = 8.8, 2.4 Hz, 1H), 6.82

(d, J = 1.0 Hz, 1H), 1.70 (s, 9H).
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9.6, 8.8, 2.4, 1H), 5.11 (s, 2H).
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J =8.6 Hz, 1H), 7.24 (d, J = 9.9, 2.3 Hz, 1H), 6.97 (ddd, J = 9.4, 8.8, 2.3
Hz, 1H), 4.38 (d, J = 6.9 Hz, 2H), 3.18 - 3.18 (m, 2H), 2.91 - 2.72 (m, 2H),
2.38 - 2.22 (m, 1H), 1.73 - 1.59 (m, 2H), 1.58 - 1.40 (m, 2H).
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2.0 Hz, 1H), 6.99 (ddd, J = 9.4, 8.8, 2.0 Hz, 1H), 4.40 - 4.30 (m, 3H), 3.82 -
3.73 (m, 1H), 2.99 - 2.89 (m, 1H), 2.50 - 2.40 (m, 1H), 2.26 - 2.14 (m, 1H),
1.95 (s, 3H), 1.56 - 1.44 (m, 2H), 1.30 - 1.16 (m, 2H).
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C1gH1gFN,O+H™

[M+H]*O LC-MS: O O O 323.1;

OO0 : 323.1. H NMR (300 MHz, DMSO-dg)

6 [ppm]: 11.48 (s, 1H), 8.05 (dd, J = 8.8, 5.6 Hz, 1H),

8.03 (s, 1H), 7.89 (s, 1H), 7.79 - 7.73 (m, 2H), 7.45 (d, J = 8.4 Hz, 1H), 7.40
(br s, 1H), 7.24 (dd, J = 9.9, 2.2 Hz, 1H), 6.99 (ddd, J = 9.4, 8.8, 2.2 Hz,
1H), 6.87 (br s, 1H), 4.64 (t, J = 6.6 Hz, 2H), 2.70 (t, J = 6.6 Hz, 2H).

0Doo0ooo

000000000000 0000000O00000000O0000O000000000
00000000000 O0O0O0

000000000000 00O0000O0O000O0O00O0O0O0O0D0DO0ODO0OOO0OoOoGoaO
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0000000000000 0O00D00O0O0N0D0OOONONOOONONOoDOoODONooOoOooOooaO
000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
0000000000000 000000000000000CygH;gFNg+H" [M+H]*O LC-
MS: 0 0DO0335.2; 00O :

334.9. H NMR (300 MHz, DMSO-dg) & [ppm]: 11.49 (s, 1H), 8.04 (s, 1H), 7.94 (d

d, J = 9.0, 5.4 Hz, 1H),

7.88 (s, 1H), 7.80 - 7.75 (m, 2H), 7.46 (dd, J = 8.4, 1.3 Hz, 1H), 7.25 (dd, J
= 9.8, 2.4 Hz, 1H), 6.99 (ddd, J = 9.7, 8.9, 2.4 Hz, 1H), 4.87 - 4.75 (m, 1H),
3.20 - 3.10 (m, 2H), 2.86 - 2.75 (m, 2H), 2.10 - 2.00 (m, 2H), 2.00 - 1.92 (m,
2H).
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0o
00
0O
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00
0 g
0ooo 0o O Oooo0oOoQ
SHo FNLO+H [M#H]*O LC-MS: 00O 0 377.2; 0 OO -

376.9. H NMR (400 MHz, DMSO-dg) & [ppm]: 11.49 (s, 1H), 8.05 (s, 1H), 7.96 (d

d, J = 8.8, 5.4 Hz, 1H), 10
7.91 (s, 1H), 7.81 - 7.76 (m, 2H), 7.47 (dd, J = 8.4, 1.2 Hz, 1H), 7.25 (dd, J

= 9.9, 2.4 Hz, 1H), 6.99 (ddd, J = 9.6, 8.8, 2.4 Hz, 1H), 5.08 - 4.95 (m, 1H),

4.58 - 4.48 (m, 1H), 4.03 - 3.93 (m, 1H), 3.33 - 3.27 (m, 1H), 2.90 - 2.78 (m,

1H), 2.07 (s, 3H), 2.10 - 1.88 (m, 4H).
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0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 D0000O000000000000000000000000
0000000000000 D0000000000000000000000000000
0000000000000 0000000C,sH;oFNa+H" [M#H]*O LC-MS: O O O 252.1; 20
0oao:

252.1. H NMR (300 MHz, DMSO-dg) & [ppm]: 13.02 (s, 1H), 11.34 (s, 1H), 8.08 (
s, 1H), 7.99 (s, 1H),

7.86 (dd, J = 8.8, 5.4 Hz, 1H), 7.66 (dd, J = 9.0, 1.5 Hz, 1H), 7.64 (d, J =

1.5 Hz, 1H), 7.59 (d, J = 9.0 Hz, 1H), 7.22 (dd, J = 10.0, 2.4 Hz, 1H), 6.95

(ddd, J = 9.7, 8.8, 2.4 Hz, 1H).
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0000000000000 00000000O0O0O00000000000000000
000000 D00000000

0000000000000 000000000D000000000000000000 30
0000000000000 000000000O00000000D0D0O0o0oo0OOoO0On
0000000000000 0000000C0O0O000000000000000000
0000000000000 0000000OO0O0D000000000000000000
0000000000000 00DO0O0O0O0O0O0O0OO0O000000NDDOooOoOoOOoOOn
0000000000000 000000000000000000C,,H;gFN,O+H" [M+H

J*0 LC-MS: 000 309.1; 00O -

308.9. H NMR (300 MHz, DMSO-dg) & [ppm]: 11.39 (s, 1H), 8.08 (s, 1H), 7.99 (s

, 1H), 7.87 (dd, J =

8.8, 5.3 Hz, 1H), 7.72 - 7.61 (m, 3H), 7.58 (br s, 1H), 7.30 (br s, 1H), 7.23

(dd, J = 10.0, 2.3 Hz, 2H), 6.99 (dd, J = 9.5, 8.8, 2.3 Hz, 1H), 5.08 (s, 2H). 40
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0000000000000 0000000000000Cy;HayFN,+HY [M+H]*O LC-MS:

00 0349.2; 00O :

349.0. H NMR (300 MHz, DMSO-dg) & [ppm]: 11.42 (s, 1H), 8.60 (br s, 1H), 8.09
(s, 1H), 8.00 (s, 1H),

7.86 (dd, J = 8.8, 5.3 Hz, 1H), 7.79 - 7.65 (m, 3H), 7.30 (dd, J = 10.0, 2.4

Hz, 1H), 6.96 (ddd, J = 9.6, 8.8, 2.4 Hz, 1H), 4.38 (d, J = 6.7 Hz, 2H), 3.26

3.15 (m, 2H), 2.86 - 2.71 (m, 2H), 2.30 - 2.13 (m, 1H), 1.72 - 1.60 (m, 2H),

1.55 - 1.36 (m, 2H).

ooocooao
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gooooooobooooboooobobbooobbooobbooobbooooboan
0000000000000 D0O00DOD0DOQOCy3H,5FN,O0+HT [M+H]'D LC-MS: O O O 391.2
e O R I

390.9. H NMR (300 MHz, DMSO-dg) & [ppm]: 11.38 (s, 1H), 8.08 (s, 1H), 7.99 (s
, 1H), 7.87 (dd, J =

8.9, 5.5 Hz, 1H), 7.76 (d, J = 8.8 Hz, 1H), 7.71 - 7.66 (m, 2H), 7.22 (dd, J =
10.0, 2.4 Hz, 1H), 6.96 (ddd, J = 9.6, 8.9, 2.3 Hz, 1H), 4.39 - 4.30 (m, 3H),
3.83 - 3.73 (m, 1H), 3.00 - 2.87 (m, 1H), 2.50 - 2.40 (m, 1H), 2.26 - 2.10 (m,
1H), 1.96 (s, 3H), 1.54 - 1.43 (m, 2H), 1.30 - 1.00 (m, 2H).

0Doo0Oo0oo

0000000000000 0O00O00O0O0O00O0D0O0DO0DO0ODONDODONOoOOoOoOooooaO
00000000000 O0O0000
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000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O000000000O0000O00O00O0O0O0DOO0OooGoaO
000000000000 000000000000000O0000000000000
0000000000000 00000000000000000000C,gH;gFN,O+H"
[M+H]*O LC-MS: 0 00 323.1; 00O :

322.9. 1H NMR (300 MHz, DMSO-dg) & [ppm]: 11.34 (s, 1H), 8.27 (d, J = 0.8 Hz,
1H), 7.93 - 7.91 (m,

1H), 7.88 (dd, J = 8.8, 5.4 Hz, 1H), 7.67 - 7.61 (m, 2H), 7.56 (dd, J = 9.0,
1.6 Hz, 1H), 7.43 (br s, 1H), 7.21 (dd, J = 10.0, 2.3 Hz, 1H), 6.95 (ddd, J =
9.6, 8.8, 2.3 Hz, 1H), 6.92 (br s, 1H), 4.62 (t, J = 6.8 Hz, 2H), 2.79 (t, J =

6.9 Hz, 2H).
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0000000000000 D0000O000000000000000000000000
0000000000000 D0000000000000000000000000000
000000000 CygHyoFN4+HT [M#H] O LC-MS: 0O 0 0 335.2; 00O O :

334.9. H NMR (300 MHz, DMSO-dg) & [ppm]: 11.36 (s, 1H), 8.07 (s, 1H), 7.98 (s
, 1H), 7.86 (dd, J =
8.8, 5.4 Hz, 1H), 7.77 (d, J = 8.8 Hz, 1H), 7.67 (dd, J = 8.8, 1.6 Hz, 1H),



1.6 Hz, 1H), 7.22 (dd, J

(220)

10.0, 2.4 Hz, 1H), 6.95 (ddd, J =

JP 2017-507983 A 2017.3.23

9.6,

8.8, 2.4 Hz, 1H), 4.73 - 4.60 (m, 1H), 3.14 - 3.04 (m, 2H), 2.76 - 2.64 (m,

1H), 7.66 - 7.63 (m, 2H), 7.46 (s, 1H), 7.
1H), 4.86 - 4.

(br s, 1H), 2.05 - 1.93 (m, 2H), 1.91
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7.66 (d, J =

2H), 2.20
oooooad
oooooooood
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oooooooooo
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gooooooood
376.9. 1H NMR (300
.83 (dd, J =

(ddd, J =

- 3.32 (m, 1H), 2.93 - 2.81
oooooad
oooooooooo
oooooooooo
gooooooooo
oooooooooo
oooooooood
oooooooooo
gooooooooo
oooooooooo
oooooooooo
308.9. 1H NMR (400
d, J = 8.8, 5.4 Hz, 1H),

O 0Ooo0ooo
O Ooogooo
O 0Ooo0oo0oo0oao
O Ooo0oooao

O

- 1.82 (m, 2H).

gogoboooobobooooboboad
ooao

googooboooooobobodoaad
ooooODbOO0OO0O0o0o0oooan
[M+H]"O LC-MS: O O O 377.2;

25 (s, 1H), 7.92 - 7.89 (m,

12 (dd, J

O

O

O

[M+H]*O

u
O
gooobooooobbooonb
a
O

O O0ooo
O
(]

00 10

1H), 7

10.0, 2.3 Hz, 1H), 6.88
66 (m, 2H), 4.16 - 4.06 (m, 1H), 3.42
- 2.00 (m, 4H), 2.18 (s, 3H).
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LC-Ms: O OO 309.1; O
[ppm]: 11.42 (s, 1H), 8.32 (s,

7.80 (s, 1H), 7.81 - 7.72 (m, 2H), 7.66 (br s, 1H), 7.39 (dd, J
1H), 7.35 (br s, 1H), 7.24 (dd, J
1H), 5.09 (s, 2H).

N

OooOoooogogogoN
OO0 oood
OOoooood

O

Hz

O

Oooo0oogo Qg
O 0oo0Oo0oo0oano
OoOooogano
Oo0oo00oooad

O

O

O

O

O

CozHogFN,O+H™

[M+H]*O LC-MS:
389.9.

ad
e}

o :
[ppm]: 11.43 (s, 1H), 8.32 (s, 1H), 7.90
8.8, 5.4 Hz, 1H), 7.80 (s, 1H), 7.77 - 7.71
7.23 (dd, J
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00 0O 389.9;
1H NMR (400 MHz, DMSO-dg)

10.0, 2.4 Hz, 1H), 6.97 (ddd,

(dd, J

(m, 2H), 7.39 (d, J
10.0, 2.3 Hz, 1H), 6.97 (dd, J =9.6, 8.8, 2.3 Hz,
4.30 (m, 3H), 3.85 - 3.75 (m, 1H), 3.05 - 2.90 (m, 1H), 2.50 - 2.42 (m, 1H),
2.31 - 2.22 (m, 1H), 1.97 (s, 3H), 1.60 - 1.40 (m, 2H), 1.30 - 1.00 (m, 2H).
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0000000000000 00000000O0O0O00000000000000000
0000000000000 0000000O0C0O000000000000000000
0000000000000 000000000D000000000000000000
0000000000000 000000000000000000000000C,gH4
FN4O+H* [M+H]*O LC-MS: 0 00 323.1; 0 OO :

323.1. H NMR (300 MHz, MeOH-d,) & [ppm]: 8.16 (s, 1H), 7.87 (dd, J = 8.8, 5.3

Hz, 1H), 7.81 (s, 1H),

7.70 (d, J = 8.7 Hz, 1H), 7.52 (s, 1H), 7.41 (d, J = 8.7 Hz, 1H), 7.13 (dd, J =
9.8, 2.3 Hz, 1H), 6.90 (ddd, J = 9.6, 8.8, 2.3 Hz, 1H), 4.73 (t, J = 6.7 Hz,
2H), 2.94 (t, J = 6.7 Hz, 2H).

Dooo0QoO

0000000000000 0000000OC0O0O000000000000000000
00000000 D0000000

0000000000000 000000000O00000000D0D0O0o0oo0OOoO0On
000000000 CygHyoFN4+HY [MHH]*O LC-MS: 0 0 0 335.2; 00O :

334.9. 1H NMR (400 MHz, DMSO-dg) & [ppm]: 11.41 (s, 1H), 8.36 (s, 1H), 7.91 (d
d, J = 8.6, 5.4 Hz, 1H),

7.83 (s, 1H), 7.75 - 7.70 (m, 2H), 7.39 (d, J = 8.6, 1.4 Hz, 1H), 7.24 (dd, J =
10.0, 2.4 Hz, 1H), 6.97 (ddd, J = 9.6, 8.8, 2.4 Hz, 1H), 4.62 - 4.50 (m, 1H),
3.22 - 3.13 (m, 2H), 2.82 - 2.70 (m, 2H), 2.16 - 1.93 (m, 4H).
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ooocooobooboooooooooobobboboooooooobobobobooooooooobooao
00000000000 00O00O0C,,H7FN,O+H [M#H]TO LC-MS: O 0O 0O 377.2; 00O DO

376.9. 'H NMR (400 MHz, DMSO-dg) & [ppm]: 11.42 (s, 1H), 8.40 (s, 1H), 7.89 (d
d, J = 8.7, 5.4 Hz, 1H),

7.80 (s, 1H), 7.75 - 7.71 (m, 2H), 7.39 (d, J = 8.5 Hz, 1H), 7.23 (dd, J =

10.0, 2.3 Hz, 1H), 6.96 (dd, J = 9.4, 8.7, 2.3 Hz, 1H), 4.81 - 4.71 (m, 1H),
4.56 - 4.43 (m, 1H), 4.02 - 3.94 (m, 1H), 3.32 - 3.22 (m, 1H), 2.82 - 2.73 (m,
1H), 2.21 - 1.86 (m, 4H), 2.07 (s, 3H).

Oooo0QooO
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Oooo000000O0000000

0000000000000 00000000O0O0O00000000000000000
0000000000000 00000000000000C,,H,sFN,0+H" [M+H]*O LC-M
S: 000309.1; 00O =

308.9. H NMR (300 MHz, DMSO-dg) & [ppm]: 11.38 (s, 1H), 8.31 (s, 1H), 7.97 (s
, 1H), 7.90 (dd, J =

8.7, 5.5 Hz, 1H), 7.70 - 7.55 (m, 4H), 7.37 (s, 1H), 7.22 (dd, J = 9.9, 2.3 Hz,
1H), 6.96 (ddd, J = 9.6, 8.7 2.3 Hz, 1H), 5.08 (s, 2H).
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0000000000000 0000000000CagHogFN,O+HY [M#H]*O LC-MS: O O
0391.2; 00O -

390.9. H NMR (400 MHz, MeOH-d,) & [ppm]: 8.14 (s, 1H), 7.90 (s, 1H), 7.84 (dd
, J =18.8, 5.4 Hz, 1H),

7.68 - 7.61 (m, 2H), 7.46 (s, 1H), 7.12 (dd, J = 9.8, 2.3 Hz, 1H), 6.89 (dd, J

= 9.7, 8.8, 2.3 Hz, 1H), 4.54 - 4.47 (m, 1H), 4.11 (d, J = 7.0 Hz, 2H), 3.92 -
3.85 (m, 1H), 3.09 - 3.00 (m, 1H), 2.62 - 2.53 (m, 1H), 2.37 - 2.24 (m, 1H),
2.06 (s, 3H), 1.63 - 1.54 (m, 2H), 1.34 - 1.13 (m, 2H).

ooocooao
gooooooooboogogooboogoboboboooboboooobboooboboooooboao 10
goooboooooboboooobboao
ugogoboboooooboouooboooobobbooobbooooobboooobboooooan
0000000000000 000000000DO0C,;gH;gFN,O+H" [M+H] O LC-MS: O O
0323.1; OO0 :

322.9. 'H NMR (300 MHz, DMSO-dg) & [ppm]: 11.39 (s, 1H), 8.07 (s, 1H), 7.98 (s
, 1H), 7.87 (dd, J =

8.7, 5.4 Hz, 1H), 7.74 - 7.66 (m, 3H), 7.43 (s, 1H), 7.23 (dd, J = 10.0, 2.0

Hz, 1H), 6.96 (ddd, J =9.3, 8.7 2.0 Hz, 1H), 6.89 (s, 1H), 4.61 (t, J = 6.8 Hz,
2H), 2.70 (€, J = 6.8 Hz, 2H).

Do00000 20
0000000000000 D0000000000000000000000000000
0000000000 00000

0000000000000 D0000000000000000000000000000
0000000000000 D0D000D000000000000000000000000
0000000000000 D0D000D000000000000000000000000
0000000000000 D0000D000000000000000000000000
0000000000000 D0000000000000000000000000CyH
1oFN+H* [M+H]*D LC-MS: 0 0 0 335.4; 00O :

334.9. H NMR (300 MHz, DMSO-dg) & [ppm]: 11.37 (s, 1H), 8.36 (s, 1H), 7.92 (s

, 1H), 7.87 (dd, J = 30
8.8, 5.4 Hz, 1H), 7.68 - 7.63 (m, 2H), 7.55 (dd, J = 9.0, 1.6 Hz, 1H), 7.22

(dd, J = 10.0, 2.4 Hz, 1H), 6.96 (ddd, J = 9.7, 8.8, 2.4 Hz, 1H), 4.59 - 4.43

(m, 1H), 3.11 - 3.02 (m, 2H), 2.70 - 2.59 (m, 2H), 2.26 (br s, 1H), 2.10 - 1.89

(m, 4H).

Oooooo
ocoooooooooooUoooUooUoooUoooUoooUooUooDoDooDooooooO
0000000000000 000o0D0o0oDooDoDoooOao
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ocoooOoooOooo0oooUoooUooOoUOooU0ooDoOUooODOoUooOUDoDDUOooODOoUooDUOoOoDoDO
coooooooooooooooooooooooooooooDoDooDoooDooDoDO 40
0000000000000 D000D00D0OAO0C,,HqFN,O+HY [M+H]TO LC-MS: O O O 377

4; 000 :

376.9. 'H NMR (300 MHz, DMSO-dg) & [ppm]: 8.25 (s, 1H), 7.90 (s, 1H), 7.83 (dd

, J=8.8, 5.3 Hz, 1H),

7.65 - 7.61 (m, 2H), 7.45 (s, 1H), 7.11 (dd, J = 9.8, 2.4 Hz, 1H), 6.88 (ddd, J

= 9.6, 8.8, 2.4 Hz, 1H), 4.78 - 4.67 (m, 2H), 4.15 - 4.06 (m, 1H), 3.40 - 3.34

(m, 1H), 2.91 - 2.80 (m, 1H), 2.30 - 2.00 (m, 4H), 2.17 (s, 3H).
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0000000000000 00000000O0O0O00000000000000000

0000000000000 0000000O0C0O000000000000000000

0000000000000 000000000D000000000000000000

0000000000000 00000000000C,gH,oFNg+H" [M#H]*O LC-MS: O O

0252.1; 000 :

252.0. 1H NMR (300 MHz, DMSO-dg) & [ppm]: 12.44 - 12.33 (m, 1H), 11.38 - 11.30
(m, 1H), 8.22 - 8.17

(m, 1H), 7.88 - 7.72 (m, 2H), 7.71 - 7.44 (m, 3H), 7.25 - 7.18 (m, 1H), 7.01 -

6.90 (m, 1H).
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000000000000
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0000000000000 D0D000D0000000O0000D0000000000000
0000000000000 0000000000000000000000000C,eH
1oFNg+H* [M+H]*D LC-MS: 0 0 0 266.1; 00O :

265.9. 'H NMR (400 MHz, DMSO-dg) & [ppm]: 12.16 (s, 1H), 11.34 (s, 1H), 7.82 (
dd, J = 8.7, 5.5 Hz,

1H), 7.67 (s, 1H), 7.62 (s, 1H), 7.51 (d, J = 8.2 Hz, 1H), 7.41 (d, J = 8.2 Hz,

1H), 7.22 (dd, J = 10.0, 1.9 Hz, 1H), 6.95 (ddd, J = 9.6, 8.7, 1.9 Hz, 1H),

2.50 (s, 3H).
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280.9. 'H NMR (400 MHz, DMSO-dg) & [ppm]:11.34 (s, 1H), 7.82 (dd, J = 8.8, 5.5
Hz, 1H), 7.70 (s, 1H),

7.61 (s, 1H), 7.54 (d, J = 8.2 Hz, 1H), 7.42 (d, J = 8.3 Hz, 1H), 7.22 (dd, J =
9.9, 2.3 Hz, 1H), 6.95 (td, J = 9.4, 2.1 Hz, 1H), 3.94 (s, 2H).
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0000000000000 000000000O0O00000000000000000
0000000000000 000000000000000000C,gH, PN +H [M+H]
*OLC-MS: 000 309.1; 00O -

309.1. H NMR (400 MHz, CDCl;) & [ppm]: 10.06- 9.46 (m, 1H), 8.31 (s, 1H), 7.8 30
6 (dd, J = 8.6, 5.3

Hz, 1H), 7.80 - 7.62 (m, 1H), 7.52 (d, J = 6.8 Hz, 1H), 7.35 (d, J = 2.3 Hz,
1H), 7.12 (dd, J = 9.5, 2.2 Hz, 1H), 6.96 (td, J = 9.3, 2.3 Hz, 1H), 3.80 (s,
2H), 2.38 (s, 6H).
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0000000000000 0000000O00O0000000000000000000
00000000000 0000000000O0O000000000000000000
00000 C,gH,sFN4O+HY [M+H]*O LC-MS: 0 0 0 323.1; 0 00O
322.1. 'H NMR (400 MHz, MeOH-d,) & [ppm]: 7.76 (dd, J = 8.8, 5.2 Hz, 1H), 7.71
(s, 1H), 7.53 (d, J =

8.4 Hz, 1H), 7.48 (d, J = 8.4 Hz, 1H), 7.38 (s, 1H), 7.07 (d, J = 9.6 Hz, 1H),
6.83 (td, J = 9.2, 2.4 Hz, 1H), 4.59 (s, 2H), 2.03 (s, 3H).
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OxJJooooooobooooob,0ob0oboboboo0oooOooDbOooboobbooDbDooboao
OO0xpoO0ooOoooooooooooooooobooooooobpooDoooOoo0g O
o,o0ocoooo0ooogooooboooDoobogoooooDUooobDoooDobUooDoDooo
0000000000000 0000000O0C,;gH;gFNgO+H™ [M+H] O LC-MS: O O O 338.1
o000 :

337.9. 1H NMR (400 MHz, DMSO-dg) & [ppm]: 11.36 (s, 1H), 8.55 (s, 1H), 7.83 (d

d, J =8.7, 5.4 Hz, 1H),

7.73 (s, 1H), 7.63 (d, J = 1.7 Hz, 1H), 7.56 (d, J = 8.3 Hz, 1H), 7.45 (d, J =
8.3 Hz, 1H), 7.22 (dd, J 10.0, 2.2 Hz, 1H), 6.95 (td, J = 9.5, 2.2 Hz, 1H),
4.55 (s, 2H), 3.22 (s, 2H).
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000000000000 00O0O0O00O0O0O00OO0O0O0O0OO0ODONDOODONOOoODOoOoGooaO
00000000000 000000000000000000000000, 00, 0O
00000000000 000000000,00,0000000000000000
0000000000000 0O00O00O0O0O00O0O0O0DO0DO0ODONODOODONOoOOoOoOoooaO
0 O CqoHysFN,0,S-H™

[M-H]~O LC-MS: O O O 357.1;

00O : 356.9. 1H NMR (400 MHz, MeOD) & [ppm]:7.74 (dd, J = 8.8, 5.3 Hz, 1H),

7.70 (s, 1H), 7.52 (d, J
8.4 Hz, 1H), 7.46 (dd, J
2.3 Hz, 1H), 6.80 (td, J

8.4, 1.2 Hz, 1H), 7.35 (s, 1H), 7.04 (dd, J = 9.8,
9.3, 2.3 Hz, 1H), 4.46 (s, 2H), 2.92 (s, 3H).
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ooooonoD
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F

000000000000 0000000O00000000O0000O000000000
0000000000000 0O00O0O0O0O0O0DO0OO0ONONO0DOONONDOoDONOoOoOoNOooooaO
000000000000 00O0O0O00O0O0O00OO0O0O0O0OO0ODONDOODONOOoODOoOoGooaO
0000000000000 00000000000000000CyHysFNg+HY [M+H]™
OLC-MS: 0O O0364.2; 000 :

364.2. H NMR (400 MHz, DMSO-dg) & [ppm]: 11.69 (br s, 1H), 11.10 (br s, 1H),
7.99 (s, 1H), 7.86 -

7.84 (m, 4H), 7.28 (dd, J = 9.8, 2.0 Hz, 1H), 7.02 (td, J = 9.6, 2.0 Hz, 1H),
4.26 (s, 2H), 3.43 - 3.40 (m, 2H), 3.18 - 3.10 (m, 4H), 2.84 - 2.76 (m, 5H).
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00000000 oD0oo0DO0DO0oo0D0Do0ooDo0oo0Do0DO0o0DO0Do0oDoDU0ooDDO0oOoDOo0DOoo0Do0DoOoODOoOoDaO
0000000000000 D0D0D0D0D0D0D0D0D0DO000DO0OO0DODOC,;H5FNg0,S+HT
[M+H]*O LC-MS: O O O 428.2;

000 : 428.2. *H NMR (400 MHz, CD50D)

o [ppm]: 7.72 (dd, J = 8.8, 5.2 Hz, 1H), 7.67 (s, 1H),

7.49 (d, J = 8.8 Hz, 1H), 7.43 (dd, J 8.4, 0.9 Hz, 1H), 7.33 (s, 1H), 7.02
(dd, J = 9.6, 2.0 Hz, 1H), 7.78 (d, J 8.8, 2.0 Hz, 1H), 3.77 (s, 2H),
3.28-3.20 (m, 4H), 2.75 (s, 3H), 2.62 2.52 (m, 4H).
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F H 30
0000000000000 0000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 0000000C,; H,gFN+#HY [MHH]YO LC-MS: O O O 295.1;
000 :

295.1. H NMR (400 MHz, CD,0-d,) & [ppm]: 7.86 - 7.82 (m, 2H), 7.61 - 7.53 (m,

2H), 7.46 (s, 1H), 7.14

(dd, J = 10.0, 2.4 Hz, 1H), 6.91 (td, J = 9.2, 2.4 Hz, 1H), 3.28 - 3.22 (m,

2H), 3.16 - 3.08 (m, 2H). 40
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0000000000000 00O000O0O0O0OoOOoO0ONOoOoaO

000000000000 000O0O00O0O000O0O0O00O00

000000000000 000O0000O0000O00000

OLC-MS: 0O O0337.1; 000 :

337.1. H NMR (400 MHz, CD,0-d,) & [ppm]: 7.70 (dd, J
(s, 1H), 7.47 - 7.40

JP 2017-507983 A 2017.3.23

000000000000
000000000000
000000000000
0 O CyoHqa,FNLO+HT [M+H]™

8.8, 5.6 Hz, 2H), 7.64

(m, 2H), 7.32 (s, 1H), 7.02 (dd, J = 9.6, 2.2 Hz, 1H), 6.77 (td, J = 9.2,
2.4Hz, 1H), 3.54 (t, J = 6.8 Hz, 2H), 2.99 (t, J = 6.8 Hz, 2H).
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goooboooooobooooobboooobobobooobboooobobooobobDboo
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+ 0O 0O 00O

[M+H]*O LC-MS: O O O 373.1;
000 : 373.1. *H NMR (400 MHz, CD,O-d,)
5 [ppm]: 7.73 - 7.66 (m, 2H), 7.51-7.44 (m, 2H), 7.34

(s, 1H), 7.02 (dd, J = 10.0, 2.0 Hz, 1H), 6.78 (td, J = 8.8, 2.0 Hz, 1H), 3.

(t, J = 7.0 Hz, 2H), 3.11 (m, J = 7.0 Hz, 2H), 2.81 (s, 3H).
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0000000000000 0000000000000000000000000
0000000000000 O0000O0000000000
0000000000000 D00000000000D00000000000000
0000000000000 D00000000000D00000000000000
0000000000000 D0000000000000000000000000
0000000000000 D0000000000000000000000000
0000000000000 00000000000D0 CygHy6FNgO,S+H*

[M+H]*O LC-MS: O O O 358.1;

00O : 358.1. H NMR (400 MHz, DMSO-dg)

& [ppm]: 12.35 (s, 0.45H), 12.35 (s, 0.55H), 11.37 (s,

0.55H), 11.33 (s, 0.45H), 7.85 - 7.79 (m, 1H), 7.77 (s, 0.45H), 7.66 - 7.63
1H), 7.62 - 7.57 (m, 1H), 7.52 - 7.41 (m, 1.55H), 7.24 - 7.19 (m, 1H), 6.99
6.91 (m, 1H), 3.71 - 3.65 (m, 2H), 3.32 - 3.27 (m, 2H), 2.32 (s, 3H), 0 OO
OoooOo.
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gooooQ0ooooo0ooooooootooooooD oo ooOopoD oo oooooao 20
go0doo0og0oooogggogoooyggoooyggyggooyygpoD ooy ooy oo ogooao
gofdooooooogogooouoygotooooogogoboooyo oD ooy oD ooy oo ooooOooao
gooo0O0o0Q0ooooo0ooooQoo0ooUoUoooooD oo oOooOooOooooao
ooocooboobobooooooooobbbooooooooobobboboboooooooo, 0o
g ooooobbooooooooobbobooooooooobobboboooooooan
DDDCZOngFN4+H+ [M+H]+D LC-MS: 0 00 335.2; 000 :
335.1. 1H NMR (400 MHz, MeOH-d,) & [ppm]: 7.84 (dd, J = 8.8, 5.2 Hz, 1H), 7.79
(s, 1H), 7.62 (d, J =
8.4 Hz, 1H), 7.56 (d, J = 8.4 Hz, 1H), 7.46 (s, 1H), 7.15 (dd, J = 9.8, 2.2 Hz,
1H), 6.91 (td, J = 9.2, 2.0 Hz, 1H), 3.54 - 3.51 (m, 2H), 3.31-3.28 (m, 1H), 30
3.21 - 3.15 (m, 2H), 2.38 - 2.35 (m, 2H), 2.20 - 2.13 (m, 2H).
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000000000000 000O0000O0000O00000000
0000000000000 00O000OO0O0O0DOO0O0OoOOoOOoao
0000, 00000000000000000000000000
000000000000 000O0000O000000000000
000000000000 000O0000O000000000000
O CoqHog FN4OLS+HY

LC-MS: 0 O O 413.1;

000 : 413.1. *H NMR (400 MHz, MeOH-d,)

& [ppml: 7.72 (dd, J = 8.4, 5.2 Hz, 1H), 7.65 (s, 1H),

7.47 (d, J = 8.4 Hz, 1H), 7.41 (d, J = 8.4, 1H), 7.33 (s, 1H), 7.02 (dd, J =
9.8, 2.4 Hz, 1H), 6.78 (td, J = 9.2, 2.0 Hz, 1H), 3.75 (d, J = 12.0 Hz, 2H),
3.02 (tt, J = 11.7, 3.6 Hz, 1H), 2.86 - 2.77 (m, 2H), 2.73 (s, 3H), 2.13 - 2.09
(m, 2H), 1.96 - 1.86 (m, 2H).
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goooogag

NH,

HN”SN
N
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H

F

ooooo0oo0oooDOooo0DooU0ooDUoooDO0oDO0DooDUooDDOooDoDooODOooDoDOooOaO
000000000 DoDU0ooo0Do0oo0DooDUooOo0DO0o0D0DOooDU0ooODO0ooDOoDOooDoDoOooDoOooOaOo
0OoDo0oo0oo00oDOooo0Do0ooo0DooDooDoDo0oDo0ooDooDoDOooDoDooDoDooDooaOo
0000000000000 000000000000000C;gH;,FN,+HT [M+H]TO LC-
MS: 0 OO0 267.1; 00O :

267.1. 'H NMR (400 MHz, DMSO-dg) & [ppm]: 11.21 (br s, 1H), 10.61 (br s, 1H),
7.78 (dd, J = 8.8, 5.5

Hz, 1H), 7.49 (d, J = 2.0 Hz, 1H), 7.34 (s, 1H), 7.18 (dd, J = 10.1, 2.2 Hz,
1H), 7.16 - 7.11 (m, 2H), 6.92 (ddd, J = 9.6, 8.6, 2.2 Hz, 1H), 6.11 (br s,

2H).

Do0o000D0

0000000000000 D0000D000000000000000000000000
0000000000000 D0000O0000000000

0000000000000 D0000D000000000000000000000000
0000000000000 0000000000000000000000000000
0000000000000 D0000000000000000000000000000
0000000000000 D0D000D00O0O0000O0000D0000D000000000
0000000000000 D00000000x0000000000000000000
0000000000000 0000000000x0000000000000000
0000, 00,0000000000000000D00C0O0DO00O0D00O000000
0000000000000 D0000D000000000000000000000000
00000C,HygFN4+HT [M#H]*O LC-MS: 0 00 295.1; 0 OO :

294.9. 1H NMR (400 MHz, DMSO-dg) & [ppm]: 11.34 (s, 1H), 7.82 (dd, J = 8.7, 5.

4 Hz, 1H), 7.70 (s, 1H),

7.61 (s, 1H), 7.53 (d, J = 8.7 Hz, 1H), 7.42 (d, J = 8.7 Hz, 1H), 7.22 (dd, J =
10.0, 2.3 Hz, 1H), 6.95 (ddd, J =9.4, 8.7, 2.3 Hz, 1H), 3.87 (s, 2H), 2.34 (s,
3H).
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000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O00000000000000000000000000
000000000000 000000000000000O0000000000000
0000000000000 0D0000000000000000000000000,
00000000000 000000x00000000000,00,0000000
000000000000 0000000O00000000O0000O000000000
0000000000000 O00000000CygHagFN,05S+H"
[M+H]*O LC-MS: O O O
491.2; 00O : 490.9.
Dooo0oo
000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
000000000000 000000000000000O0000O000000000
0000000000000 0O00O00O0O0O00O0D0O0DO0DO0ODONDODONOoOOoOoOooooaO
0000000000000 0 CygH,oFN,O+HY [M#H] O LC-MS: 0 0 0 351.2; 00O :
351.2. H NMR (400 MHz, MeOH-d,) & [ppm]: 7.71 (dd, J = 8.4, 5.2 Hz, 1H), 7.67

(s, 1H), 7.49 (d, J =

8.4 Hz, 1H), 7.41 (d, J = 8.4 Hz, 1H), 7.33 (s, 1H), 7.01 (dd, J = 10.0, 2.4
Hz, 1H), 6.78 (ddd, J = 9.2, 8.4, 2.4 Hz, 1H), 3.72 (s, 1H), 3.66 - 3.61 (m,
4H), 2.50 - 2.44 (m, 4H).
0Doo0Oo00oo
000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
00000000000 000O0O000O000O0
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000000000, 000000000000000000000000000000
0000000000000 0OO00D00OO0ODN0DO0OO0ONONO0DOONONODOODONOoOoOoNOooooaO
000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O000000000O0000O00O00O0O0O0DOO0OooGoaO
000000000000 000000000000000O0000000000000
0000O000000000000Cy,H;gFN,05S+HY
[M+H]*O LC-MS: O O O
463.1; 00O : 462.8.
Do0o0o00oo
000000000000 00O0000O0O000O0O00O0O0O0O0D0DO0ODO0OOO0OoOoGoaO
000000000000 00O0O0000O0000O0000O0000O00O00O0O0OoGoaO
0000000000000 0O00D00O0O0N0D0OOONONOOONONOoDOoODONooOoOooOooaO
000000000000 00O0000O0O0O00O0O0O0O0O0O0O0ODODONOoOOoONOoOoGooaO
000000000000 00O0000O0O000O0O000O0O000O0O0O0O0OO0OO0O0OoGoaO
00000000000 00000000C,gH,sFN,O+HY [M+H]*O LC-MS: O O O 323.1;
000
322.9. H NMR (400 MHz, DMSO-dg) & [ppm]: 12.15 (s, 1H), 11.33 (s, 1H), 7.82 (
dd, J = 8.7, 5.5 Hz,

1H), 7.67 (s, 1H), 7.61 (d, J = 1.9 Hz, 1H), 7.51 (d, J = 8.1 Hz, 1H), 7.48 -
7.38 (m, 2H), 7.22 (dd, J = 10.0, 2.0 Hz, 1H), 6.95 (ddd, J = 9.6, 8.7, 2.0 Hz,
1H), 6.86 (s, 1H), 3.03 (t, J = 7.6 Hz, 2H), 2.64 (t, J = 7.6 Hz, 2H).
O0oo0O0O0O

gogoboooooobboooobboon

g

oooobobOooooooooooboao

gooooooobobbooooobobooooooboooao

goocoobObobOobooooooooobboboooao

10

20

30

40



(235) JP 2017-507983 A 2017.3.23

00000000 oD0oo0DO0DO0oo0D0Do0ooDo0oo0Do0DO0o0DO0Do0oDoDU0ooDDO0oOoDOo0DOoo0Do0DoOoODOoOoDaO
0Ooo0oo0oo0oooDooo0Dooo0DooDoooDOooDOo0DooDUooDoDOooDoDooDoDooDooaOo
ooooooo0oooDOooo0DOooU0ooDUoooDO0oDO0ooDUooDDO0ooDOoDooODUooDUOoLoOaO
00000000000 C;gHgFN,O0+HT [M+H]TO LC-MS: O 0O 0O 253.1; 0 OO :

253.0. 'H NMR (400 MHz, CDCl3) & [ppm]: 8.30 (br s, 1H), 8.14 (s, 1H), 8.03 (s
1H), 7.84 (dd, J =

8.8, 5.2 Hz, 1H), 7.69 - 7.63 (m, 2H), 7.37 (d, J = 2.4 Hz, 1H), 7.14 (dd, J =
9.4, 2.2 Hz, 1H), 6.98 (ddd, J = 9.4, 8.8, 2.2 Hz, 1H).
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267.0. H NMR (400 MHz, DMSO-dg) & [ppm]: 11.45 (s, 1H), 7.87 (s, 1H), 7.83 (d
d, J = 8.8, 5.2 Hz, 1H),

7.73 - 7.68 (m, 2H), 7.63 (d, J = 8.0 Hz, 1H), 7.50 (dd, J = 10.0, 2.4 Hz, 1H),

7.23 (ddd, J = 9.2, 8.8, 2.4 Hz, 1H), 2.63 (s, 3H).
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253.0. H NMR (400 MHz, DMSO-dg) & [ppm]: 8.43 (s, 1H), 7.89 (s, 1H), 7.84 - 7
.82 (m, 1H), 7.75 (d, J

= 8.0Hz, 1H), 7.70 (dd, J = 8.4, 1.6 Hz, 1H), 7.52 (s, 1H), 7.12 (dd, J = 10,
2.4 Hz, 1H), 6.90 (m, 1H).
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0 00 O CooHygFNgO+H™ [M+H]™O LC-MS: O O O 3

[ppm]: 11.49 (br s, 1H), 7.91 (s, 1H), 7.89
(d, J = 8.4 Hz, 1H), 7.66 (dd, J = 8.6, 1.4

1H), 6.97 (td, J =10.6, 2.5 Hz, 1H), 3.13 -
2H), 2.03 (d, J = 10.8 Hz, 2H), 1.72 (td, J
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1H), 7.23 (dd, J = 2.4, 10.0 Hz, 1H), 6.97 (td, J = 2.4, 9.6 Hz, 1H), 4.32 (d,
J = 13.6 Hz, 1H), 3.87 (d, J = 13.6 Hz, 1H), 3.35 - 3.27 (m, 2H), 2.88 (t, J =
11.2 Hz, 1H), 2.13 (t, J = 14.0 Hz, 2H), 2.04 (s, 3H), 1.88-1.77 (m, 1H), 1.72
.62 (m, 1H).
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[M+H]*O LC-MS: O O O 346.1;

000 : 346.0. *'H NMR (400 MHz, DMSO-dg)

o [ppm]: 12.51(s, 1H), 11.44 (s, 1H), 7.86 (dd, J =

9.2, 5.6 Hz, 1H), 7.76 (s, 1H), 7.72 (d, J = 2.0 Hz, 1H), 7.59 (d, J = 8.0 Hz,

1H), 7.36 (d, J = 8.4 Hz, 1H), 7.22 (dd, J = 10.0, 2.4 Hz, 1H), 6.98 - 6.94 (m,

1H), 3.08 (s, 3H).
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350.1. H NMR (400 MHz, CD50D) & [ppm]: 7.73 (dd, J = 8.8, 5.2 Hz, 1H), 7.70 (
s, 1H), 7.50 (d, J =

8.8 Hz, 1H), 7.44 (d, J = 8.4 Hz, 1H), 7.34 (s, 1H), 7.03 (dd, J = 9.6, 2.0 Hz,

1H), 7.79 (d, J = 8.8, 2.0 Hz, 1H), 3.74 (s, 2H), 2.89 (t, J = 4.8 Hz, 4H),

2.52 (t, J = 4.8 Hz, 4H).
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. 'H NMR (400 MHz, DMSO-dg) & [ppm]: 12.19 (d, J = 24.0 Hz, 1H), 11.33 (d,

J = 12.8 Hz, 1H), 7.82

(dd, J = 8.4, 5.2 Hz, 1H), 7.76 - 7.66 (m, 2H), 7.61 (dd, J = 9.6, 2.4 Hz, 1H), 10
7.59 - 7.47 (m, 1H), 7.43 (td, J = 9.6, 2.4 Hz, 1H), 7.25 - 7.16 (m, 2H), 6.99

- 6.91 (m, 1H), 3.73 (s, 2H).
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S: 000351.2; 0DOO:

351.1. *H NMR (400 MHz, CD50D) & [ppm]: 7.77 (s, 1H), 7.67 (dd, J = 8.8, 5.2 H

z, 1H), 7.54 (dd, J =

8.8, 1.2 Hz, 1H), 7.49 (d, J = 8.4 Hz, 1H), 7.36 (s, 1H), 7.03 (dd, J = 9.6,

2.0 Hz, 1H), 6.78 (td, J = 9.6, 2.0 Hz, 1H), 3.77 (s, 2H), 2.83 (t, J = 4.8 Hz, 40

4H), 2.56 (t, J = 4.8 Hz, 4H).
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00000000000000000000000O00CyHaFNLO+HT [M+H]'O LC-MS: O
00365.2; 000«

365.1. H NMR (400 MHz, CD50D) & [ppm]: 7.89 (d, J = 0.8 Hz, 1H), 7.80 (dd, J
= 8.8, 5.2 Hz, 1H),

7.67 (dd, J = 8.8, 1.6 Hz, 1H), 7.62 (d, J = 8.4 Hz, 1H), 7.47 (s, 1H), 7.13
(dd, J = 9.6, 2.0 Hz, 1H), 6.89 (td, J = 9.6, 2.0 Hz, 1H), 3.90 (s, 2H), 2.78 -
2.68 (m, 4H), 2.68 - 2.39 (m, 4H), 2.28 (s, 3H).
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o [ppm]: 7.86 (s, 1H), 7.75 (dd, J = 8.8, 5.6 Hz, 1H),

7.62 (d, J = 8.4 Hz, 1H), 7.56 (d, J = 8.4 Hz, 1H), 7.44 (s, 1H), 7.12 (dd, J =
9.6, 1.6 Hz, 1H), 6.87 (td, J = 9.6, 2.0 Hz, 1H), 3.82 (s, 2H), 3.69 (t, J =
4.4 Hz, 4H), 2.59 (t, J = 4.4 Hz, 4H).
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[M+H] O LC-MS: O O O 326.1;

000 : 325.8. 1H NMR (400 MHz, DMSO-dg)

o [ppm]: 11.43 (br s, 1H), 10.97 (br s, 1H), 9.81 (br

s, 1H), 7.81 (dd, J = 8.4, 5.2 Hz, 1H), 7.65 (d, J = 2.4 Hz, 1H), 7.31 (d, J =

8.0 Hz, 1H), 7.24 - 7.21 (m, 2H), 7.12 (dd, J = 8.0, 1.2 Hz, 1H), 6.97 (td, J =

9.2, 2.0 Hz, 1H), 4.28 (s, 2H).
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265.9. H NMR (400 MHz, MeOD-d,) & [ppm]: 11.30 (s, 1H), 10.59 (s, 2H), 7.76 (
dd, = 8.4

Hz, = 5.6 Hz, 1H), 7.56 (d, J = 2.0 Hz, 1H), 7.23 -

7.19 (m, 2H), 7.15 (s, 1H), 6.98 (d, J = 7.6 Hz, 1H), 6.94 (td, J,
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[Srpy an
N R
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000 : 352.1. H NMR (400 MHz, DMSO-dg)
& [ppml: 11.51 (s, 1H), 7.96 (s, 1H), 7.91 - 7.88 (m,
1H), 7.77 - 7.74 (m, 2H),7.69 - 7.67 (m, 1H), 7.24 (dd, J = 2.0, 9.6 Hz, 1H),

6.97 (td, J = 2.4, 9.6 Hz, 1H), 3.87 (s, 2H), 3.61 - 3.59 (m, 4H), 2.56 - 2.54
(m, 4H).
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[M-H]™O LC-MS: O O O 338.1;

000 : 337.9. 'H NMR (400 MHz, DMSO-dg)

6 [ppm]: 11.40 (br s, 1H), 10.27 (br s, 1H), 9.60 (br

s, 1H), 7.81 (dd, J = 8.8, 5.4 Hz, 1H), 7.63 (d, J = 2.8 Hz, 1H), 7.24-7.19 (m,

3H), 7.11 (dd, J = 8.0, 1.6 Hz, 1H), 6.97 (td, J = 9.6, 2.0 Hz, 1H), 3.63 (t, J

6.6 Hz, 2H), 2.70 (t, J = 6.8 Hz, 2H).
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OLC-MS: 00 0365.2 ; 000 : 364.9. H NMR (400 MHz, DMSO-dg) & [ppm]: 11.54
(s, 1H), 7.95 - 7.88 (m, 2H), 7.76 - 7.67 (m, 3H),

7.24 (dd, J = 9.6, 1.6 Hz, 1H), 6.99 - 6.95 (m, 1H), 3.84 (s, 2H), 2.55 (s,
4H), 2.34 (s, 4H), 2.15 (s,3H)
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[M-H] O LC-MS: O O O 324.1;

000 : 323.9. 1'H NMR (400 MHz, DMSO-dg)

o [ppm]: 11.31 (br s, 1H), 10.95 (br s, 1H), 9.74 (br
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s, 1H), 7.80 (dd, J = 8.7, 5.4 Hz, 1H), 7.59 (d, J = 2.0 Hz, 1H), 7.54 (d, J =
2.0 Hz, 1H), 7.46 -7.43 (m, 1H), 7.19 (dd, J = 10.0, 2.0 Hz, 1H), 6.99 - 6.90
(m, 2H), 4.32 (s, 2H).
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[M+H]*O LC-MS: O O O 360.1;

000 : 360.0. *H NMR (400 MHz, DMSO-dg)

6 [ppm]: 11.45 (br s, 1H), 8.01 (br s, 1H), 7.95 (s,
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2.0 Hz, 1H), 6.98 (td, J = 9.2, 2.4 Hz, 1H).
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6 [ppm]: 11.37 (br s, 1H), 8.08 (br s, 1H), 7.98 (br s,

1H), 7.86 (dd, J = 8.8, 5.6 Hz, 1H), 7.74 - 7.67 (m, 3H), 7.22 (dd, J = 9.6,

2.4 Hz, 1H), 6.96 (td, J = 9.4, 2.4 Hz, 1H), 4.65 (t, J = 6.8 Hz, 2H), 3.47 -

3.38 (m, 6H), 3.34 - 3.30 (m, 2H), 2.96 (t, J = 6.8 Hz, 2H).
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T [M+H]'O LC-MS: 0 O 0O 406.2; O OO :
406.2. 1H NMR (400 MHz, DMSO-dg) & [ppm]: 11.36 (s, 1H), 8.08 (s, 1H), 7.98 (s
, 1H), 7.88 - 7.84 (m,
1H), 7.73 - 7.66 (m, 3H), 7.22 (dd, J = 10.0, 2.4 Hz, 1H), 6.96 (td, J = 8.8, 30

2.4 Hz, 1H), 4.64 (t, J

2.94 (t, J =
000000

6.8 Hz, 2H), 3.40-3.38 (m, 2H), 3.32 - 3.29 (m, 2H),

6.8 Hz, 2H), 2.14 - 2.09 (m, 7H).
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(m, 2H), 7.72 - 7.66 (m, 3H), 7.22 (dd, J
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[M+H]"O LC-MS: O O O 367-2;

000 : 367.1. 1H NMR (400 MHz, DMSO-dg)

o [ppm]: 11.37 (br s, 1H), 8.07 (br s, 1H), 7.98 - 7.94

(m, 2H), 7.88 - 7.85 (m, 1H), 7.70 - 7.67 (m, 3H), 7.22 (d, J

(m, 2H), 2.71 (t, J = 6.0 Hz, 2H).
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C51Ho,FN,05S+H™

LC-MS: O O O 429.1;

000 : 429.1. 1H NMR (400 MHz, DMSO-dg)

o [ppm]: 11.37 (br s, 1H), 8.25 (t, J = 5.6 Hz, 1H),

8.07 (s, 1H), 7.98 (s, 1H), 7.89 - 7.85 (m, 1H), 7.70 (s, 2H), 7.67 (s, 1H),
7.22 (dd, J = 10.0, 2.0 Hz, 1H), 6.96 (td, J = 9.2, 2.0 Hz, 1H), 4.63 (t, J =
6.8 Hz, 2H), 3.40 (q, J = 6.4 Hz, 2H), 3.12 (t, J = 6.8 Hz, 2H), 2.89 (s, 3H),
2.72 (t, J = 6.8 Hz, 2H).
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(m, 2H), 2.93 (t, J
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s, 1H), 8.07 (s, 1H), 7.97

Hz, 1H), 6.96 (td, J =

6.8 Hz, 2H), 3.32 - 3.30 (m, 2H), 3.25 - 3.23

6.8 Hz, 2H), 2.55 - 2.47 (m, 4H).
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-~ [M-H]O LC-MS: 00O O265.1; 00O :

265.1. 'H NMR (400 MHz, MeOH-d,) & [ppm]: 7.68 (dd, J =
(s, 1H), 7.18 (s, 1H),
7.07 (s, 2H), 7.01 (dd, J

3.45 (s, 2H).
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CigHsFNLO+HY [M+H]*O LC-MS: 0 0 0 323.1; 00O :
323.2. H NMR (400 MHz, DMSO-dg) & [ppm]: 11.51 (br s, 1H), 8.13 (s, 1H), 7.96

(dd, J = 8.8, 5.6 Hz,
1H), 7.85 (s, 1H), 7.69 -7.67(m, 2H). 7.51 (d, J = 8.0 Hz, 1H), 7.47 (br s,
1H), 7.24 (dd, J = 9.8, 2.2 Hz, 1H), 6.97 (td, J = 9.2, 2.0 Hz, 2H), 4.52 (t, J
6.4 Hz, 2H), 2.68 (t, J = 6.6 Hz, 2H).
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CigHsFNLO+HY [M+H]*O LC-MS: 0 0 0 323.1; 00O :
323.2. 'H NMR (400 MHz, DMSO-dg) & [ppm]: 11.37 (br s, 1H), 8.16 (s, 1H), 7.87

(s, 1H), 7.84 (dd, J =
8.4, 5.6 Hz, 1H), 7.68 (d, J = 8.0 Hz, 1H), 7.64 (d, J = 2.4 Hz, 1H), 7.57 (d,
J = 8.4 Hz, 1H), 7.42 (s, 1H), 7.22 (dd, J = 10.0, 2.4 Hz, 1H), 6.95 (m, 2H),
4.48 (t, J = 6.4 Hz, 2H), 2.66 (t, J = 6.6 Hz, 2H).
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[M+H]*O LC-MS: O O O 378.2;0 0 O : 378.1. *H NMR (400 MHz, DMSO-dg) & [ppml: 1

1.48 (s, 1H), 7.92 (s, 1H), 7.89 (dd, J = 5.6, 8.8 Hz, 1H), 30

7.75 (d, J = 2.8 Hz, 1H), 7.73 (d, J = 7.2 Hz, 1H), 7.66 (dd, J = 1.6, 8.0 Hz,
1H), 7.23 (dd, J = 2.4, 10.0 Hz, 1H), 6.97 (td, J = 2.4, 9.6 Hz, 1H), 4.32 (d,
J = 13.6 Hz, 1H), 3.87 (d, J = 13.6 Hz, 1H), 3.35 - 3.27 (m, 2H), 2.88 (t, J =
11.2 Hz, 1H), 2.13 (t, J = 14.0 Hz, 2H), 2.04 (s, 3H), 1.88-1.77 (m, 1H), 1.72
- 1.62 (m, 1H).
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[M+H]*O LC-MS: O O O 414.12;
O0o0: 414.10.

8.0 Hz, 1H), 7.24 (dd, J

H NMR (400 MHz, DMSO-dg)
5 [ppm]: 11.48 (s, 1H), 7.93 (s, 1H), 7.88 (dd, J =
5.6, 8.8 Hz, 1H), 7.75 (s, 1H), 7.74 (d, J = 11.2 Hz, 2H), 7.66 (dd, J = 1.6,

= 2.4, 10.0 Hz, 1H), 6.97 (td, J = 2.4, 10.0 Hz, 1H),

3.62 - 3.58 (m, 2H), 3.26-3.19 (m, 1H), 3.00 (td, J = 2.4, 12.0 Hz, 2H), 2.91 (s

3H), 2.24 (dd, J

gooodaad

13.6, 3.6 Hz, 2H), 1.93 - 1.89 (m, 2H).
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LC-MS: 0 O 0O 265.1;

8.8, 5.6 Hz,
1H), 7.56 (d, J = 2.4 Hz, 1H), 7.50 (s, 1H), 7.46 (d, J =

Hz, 1H), 3.53 (s, 2H).
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.19
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sH1oFNgO+H [M+H]™O0 LC-MS: 0O O 0 268.1; 0 0 O :

268.0.

1

H NMR (400 MHz, DMSO) & 11.33

(s, 1H), 7.82 (dd, J = 8.8, 5.4 Hz, 1H), 7.61 (d, J = 2.4 Hz,
1.2 Hz, 1H), 7.40 (dd, J = 8.0, 1.2 Hz, 1H), 7.36 (s, 2H), 7.24 (d, J = 8.1 Hz,

1H), 7.20
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[M+H]*O LC-MS: O O O 404.1;

000 : 403.8. 'H NMR (400 MHz, MeOD ) & [ppm]: 7.77 - 7.71
58 (m, 2H), 7.43 (s, 1H), 7.04

(dd, J = 10.0, 2.4 Hz, 1H), 6.82 (td, J = 9.2, 2.4 Hz, 1H), 4.
(t, J = 6.0 Hz, 2H), 3.34 (t, J = 6.0 Hz, 2H), 3.22 (s, 3H).
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(dd, J = 10.0, 2.4 Hz, 1H), 6.93 (td, J = 9.6, 2.4 Hz, 1H).
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[M+H]*O LC-MS: 0O 0O O 417.1;

000 : 417.5. H NMR (400 MHz, CDCl,

) & [ppm]: 8.33 (s, 1H), 7.82 (dd, J = 8.8, 5.2 Hz,

1H), 7.76 (d, J = 0.9 Hz, 1H), 7.74 (d, J = 8.3 Hz, 1H), 7.62 (dd, J = 8.2, 1.4
Hz, 1H), 7.38 (d, J = 2.3 Hz, 1H), 7.14 (dd, J = 9.4, 2.2 Hz, 1H), 6.99 (td, J
= 9.2, 2.3 Hz, 1H), 4.67 (s, 2H), 3.34 (t, J = 6.3 Hz, 2H), 2.86 (t, J = 6.3
Hz, 2H), 2.27 (s, 6H).
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[M+H]*O LC-MS: O O O 359.1;
000 : 359.1. *H NMR (400 MHz, DMSO-dg)
6 [ppm]: 11.49 (br s, 1H), 7.93 (d, J = 1.2 Hz, 1H),
7.88 (dd, J = 8.8, 1.6 Hz, 1H), 7.76 (d, J = 2.4 Hz, 1H), 7.73 (d, J = 8.0 Hz,
1H), 7.68 (dd, J = 8.4, 1.6 Hz, 1H), 7.24 (dd, J = 9.6, 2.4 Hz, 1H), 6.97 (td, 30
J =9.6, 2.4 Hz, 1H), 3.73 (t, J = 7.6 Hz, 2H), 3.44 (t, J = 7.8 Hz, 2H), 3.11
(s, 3H).
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[M+H]*O LC-MS: O O O 325.1;
000 : 325.1. 1H NMR (400 MHz, DMSO-dg)
o [ppm]l: 11.48 (br s, 1H), 7.92 (s, 1H), 7.89 (dd, J =
8.8, 5.5 Hz, 1H), 7.76 (d, J = 1.8 Hz, 1H), 7.72 (d, J = 8.4 Hz, 1H), 7.67 (dd,
J=28.4, 1.8 Hz, 1H), 7.24 (dd, J = 9.9, 2.2 Hz, 1H), 6.97 (t, J = 2.0 Hz, 1H), 30
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7.2 Hz, 2H), 2.84 (t, J = 7.6 Hz, 2H), 2.48 - 2.47 (m, 4H).
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234.0. 1H NMR (400 MHz, DMSO-dg) & [ppm]: 12.93 (s, 1H), 11.40 (s, 1H), 8.04 (
s, 1H), 7.91 (d, J = 7.6

Hz, 1H), 7.80 - 7.76 (m, 3H), 7.47 (d, J = 8.4 Hz, 2H), 7.20 - 7.10 (m, 2H).
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235.5. H NMR (300 MHz, DMSO-dg) & [ppm]: 11.45 (s, 1H), 8.71 (s, 1H), 8.01 (d
, J=1.1 Hz, 1H), 7.93

(d, J = 7.6 Hz, 1H), 7.83 (d, J = 8.2 Hz, 1H), 7.79 (d, J = 2.6 Hz, 1H), 7.75
(dd, J = 8.3, 1.5 Hz, 1H), 7.48-7.45 (m, 1H), 7.20 - 7.09 (m, 2H).
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7.74 (d, J = 2.4 Hz,

1H), 7.70 (d, J = 8.2 Hz, 1H), 7.64 (dd, J = 8.3, 1.5 Hz, 1H), 7.23 (dd, J =
9.9, 2.4 Hz, 1H), 6.96 (td, J = 9.5, 2.4 Hz, 1H), 3.11 (t, J = 7.2 Hz, 2H),
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(d, J = 8.6 Hz, 1H), 7.83 (d, J = 8.4 Hz, 1H), 7.79 (d, J = 2.6 Hz, 1H), 7.74
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1H), 7.77 (d, J = 1.1 Hz, 1H), 7.74 (d, J = 2.4 Hz, 1H), 7.62 (dd, J = 8.4, 1.6
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Hz, 1H), 7.29 (d, J = 8.4 Hz, 1H), 7.24 (dd, J = 9.6, 2.4 Hz, 1H), 6.97 (td, J
= 9.6, 2.4 Hz, 1H).
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Hz, 1H), 7.92 (d, J = 7.8 Hz, 1H), 7.78 (dd, J = 7.0, 5.5 Hz, 2H), 7.72 (dd, J 30
.3, 1.5 Hz, 1H), 7.47 (d, J = 8.0 Hz, 1H), 7.20 - 7.15 (m, 1H), 7.14 - 7.09

1H), 4.54 (s, 2H), 3.04 (s, 3H).

0oo0O

000000000000 00O0D0O00DO0D0O0O0OO0OD0O0O0OO0OO0O0O0DOO0O0O0OooOan
000000000000 00O0D0O0O0O0O0O0O0OO0O0O0O0O0O0O0O0O0O0O0O0O0OOaOn

OooooQgogao
OO0 ooogo-gogao
Oo0oooQgogoao

[}
0 CopHy sN5O5S+HY
*0

I
o0

I I o |
I I

oggono



(282) JP 2017-507983 A 2017.3.23

goooogag

/
I=Z

ey

10
F N

H
0000000000000 D0000000000000000000000000000
0000000000000 000000000000000000000000000 20
0000000000000 D0000O000000000000000000000000
0000000000000 D0000000000000000000000000000
0000000000000 D0000D000000000000000000000000
0000000000000 D0000O000000000000000x0000000
000000000, 00,0000000000000000000D000000000
00D000000000000000000 CyyHyyFN,O5+HT
[M+H]*D LC-MS: O O O 393.2;

000 : 393.1. IH NMR (400 MHz, DMSO-dg)

& [ppm]: 11.48 (br s, 1H), 8.49 (t, J = 5.6 Hz, 1H),

7.91-7.87 (m, 2H), 7.76 (d, J = 2.8 Hz, 1H), 7.72 (d, J = 8.4 Hz, 1H)),7.66 30
(dd,J = 8.0, 1.2 Hz, 1H), 7.24 (dd, J = 10, 2.4 Hz, 1H), 6.98 (m, 1H), 4.62 -

4.57 (m, 2H), 3.08 - 3.07 (m, 1H), 2.83 - 2.80 (m, 1H), 2.36 (s, 3H), 2.30 -

2.28 (m, 1H), 2.11 - 2.07 (m, 1H), 1.78 - 1.74 (m, 3H).
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d, J = 8.8, 5.2 Hz, 1H),

7.77 (d, J = 2.4 Hz, 1H), 7.74 (d, J = 8.0 Hz, 1H), 7.68 (dd, J = 8.0, 1.2 Hz,
1H), 7.46 (t, J = 6.0 Hz, 1H), 7.24 (dd, J = 10.0, 2.4 Hz, 1H), 6.97 (td, J =

9.6, 2.4 Hz, 1H), 6.77 (s, 2H), 4.40 (d, J = 6.4 Hz, 2H).
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7.95 (d, J = 7.9 Hz, 1H), 7.71 (dd, J = 8.5, 1.6 Hz, 1H), 7.65 (dd, J = 8.5,

0.5 Hz, 1H), 7.47 - 7.45 (m, 1H), 7.41 (d, J = 2.8 Hz, 1H), 7.30-7.20 (m, 2H).
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[M+H]*O LC-MS: O O O 428.1;

000 : 428.1. 1H NMR (400 MHz, DMSO-dg) & [ppml: 11.47(s, 1H), 7.90 - 7.86 (m

, 2H),7.75 - 7.70 (m, 2H), 7.66

- 7.64 (m, 1H), 7.23 (dd, J = 10, 2.4 Hz, 1H), 6.96 (td, J = 9.6, 2.4 Hz, 1H),

3.56 (d, J= 12.0 Hz, 2H), 2.95 (d, J= 6.8 Hz, 2H), 2.85 (s, 3H), 2.74 (td, J=

12.4, 2.4 Hz, 2H), 2.07 - 2.01(m, 1H), 1.84 (dd, J= 12.4, 2.0 Hz, 2H) 1.37(qd,

J= 12.4, 4.0 Hz, 2H).
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[M+H]O LC-MS: O O O 472.2;

000 : 472.8. H NMR (400 MHz, DMSO-dg)

5 [ppm]: 11.50 (s, 1H), 8.02 (t, J = 6.0 Hz, 1H), 7.96

(d, J = 1.0 Hz, 1H), 7.89 (dd, J = 8.8, 5.4 Hz, 1H), 7.78 - 7.75 (m, 2H), 7.70
(dd, J = 8.3, 1.5 Hz, 1H), 7.24 (dd, J = 9.9, 2.3 Hz, 1H), 6.97 (td, J = 9.6,
2.4 Hz, 1H), 4.55 (d, J = 5.8 Hz, 2H), 3.29 (d, J = 7.8 Hz, 2H), 2.70 - 2.64

(m, 2H), 2.44 - 2.23 (m, 7H), 2.13 (s, 3H).
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[M+H]*O LC-MS: O O O 458.2;

000 : 457.8. 1H NMR (400 MHz, DMSO-dg)

6 [ppm]: 11.50 (s, 1H), 7.96 (d, J = 1.0 Hz, 1H), 7.89
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(dd, J = 8.8, 5.4 Hz, 1H), 7.80 - 7.74 (m, 2H), 7.70 (dd, J = 8.3, 1.5 Hz, 1H),
7.24 (dd, J = 9.9, 2.3 Hz, 1H), 6.97 (td, J = 9.5, 2.4 Hz, 1H), 4.55 (s, 2H),
3.29 (t, J = 7.6 Hz, 2H), 2.66 - 2.61 (m, 6H), 2.33 - 2.24 (m, 4H).
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[M+H]*O LC-MS: O O O 443.2;

000 : 443.6. 1H NMR (400 MHz, DMSO-dg)

5 [ppm]: 11.50 (s, 1H), 8.03 (s, 1H), 7.95 (d, J = 1.0

Hz, 1H), 7.89 (dd, J = 8.8, 5.4 Hz, 1H), 7.79 - 7.74 (m, 2H), 7.70 (dd, J =

8.3, 1.4 Hz, 1H), 7.24 (dd, J = 9.9, 2.4 Hz, 1H), 6.97 (td, J = 9.4, 2.4 Hz, 40
1H), 4.54 (s, 2H), 3.31 - 3.28 (m, 2H), 2.79 - 2.75 (m, 2H), 2.41 (s, 4H), 1.64

(dt, J = 6.3, 3.0 Hz, 4H).
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LC-MS: 0 00O 364.2; 0 OO :

364.1. 1H NMR (400 MHz, DMSO-dg) & [ppm]:

11.47(s, 1H), 7.89 - 7.86(m, 2H), 7.74(d, J=2.4Hz,1H), 7.70 (d, J=8.4Hz, 1H),

7.64 (dd, J=1.6Hz, J=8.8Hz, 1H), 7.23(dd, J = 2.4Hz, J=9.6Hz, 1H), 6.96 (td, J

= 2_.4Hz, J=9.6Hz, 1H), 2.87 (d, J=8.8Hz, 2H), 2.73 (d, J=11.6Hz, 2H), 2.13(s,

3H), 1.88 - 1.81 (m, 3H), 1.68 (d, J=12.8Hz, 2H) 1.36 - 1.28 (m, 2H),

gooocooao
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[M+H]*O LC-MS: O O O 550.2;

000 : 550.7. %H NMR (400 MHz, DMSO-dg)

5 [ppm]: 11.51 (br s, 1H), 8.06 - 8.01 (m, 1H), 7.96

(d, J = 1.0 Hz, 1H), 7.89 (dd, J = 8.8, 5.4 Hz, 1H), 7.80 - 7.75 (m, 2H), 7.70

(dd, J = 8.3, 1.5 Hz, 1H), 7.24 (dd, J = 9.9, 2.4 Hz, 1H), 7.03 - 6.95 (m, 2H),

4.54 (d, J = 5.6 Hz, 2H), 3.30 (s, 2H), 3.08 (br s, 1H), 2.86 (s, 3H), 2.76 -

2.74 (m, 2H), 2.69 - 2.67 (m, 2H), 2.03 - 1.98 (m, 2H), 1.77 - 1.75 (m, 2H), 40

1.45 -1.40 (m, 2H).
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[M+H]*O LC-MS: O O O 376.0;

O=0=0

0000000000000 D0D000000
000000000000 C, Hy,CINGOgS+H™

000 : 376.0. 'H NMR (400 MHz, DMSO-dg)

o [ppm]: 11.58 (br s, 1H), 7.98 - 7.95

(m, 2H), 7.92

(d, J = 8.6 Hz, 1H), 7.83 (d, J = 2.5 Hz, 1H), 7.77 (d, J = 8.4 Hz, 1H), 7.70

(dd, J = 8.3, 1.6 Hz, 1H), 7.51 (d, J =
1H), 4.54 (s, 2H), 3.03 (s, 3H).
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[M+H] O LC-MS: O O O 360.1;

000 : 360.1. *H NMR (400 MHz, DMSO-dg)

o [ppm]: 11.59 (br s, 1H), 8.02 (br t, J = 6.1 Hz, 1H),

7.98 (d, J =1.6 Hz, 1H), 7.87 (d, J = 2.2 Hz, 1H), 7.76 (d, J = 8.4 Hz, 1H),

7.70 (dd, J =8.4, 1.6 Hz, 1H), 7.64 (dd, J = 10.6, 2.4 Hz, 1H), 7.47 (dd, J =

8.8, 4.8 Hz, 1H), 7.03 (ddd, J = 9.5, 8.8, 2.4 Hz, 1H), 4.54 (d, J = 6.0 Hz,

2H), 3.04 (s, 3H).
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C1oH13FN403-
H-

[M-H] O LC-MS: O O O 363.1;

000 : 363.1. *H NMR (400 MHz, MeOH-d,)

5 [ppm]: 7.74-7.71 (m, 2H), 7.60-7.58 (m, 2H), 7.42 (s, 40
1H), 7.09 (dd, J = 9.6, 2.0 Hz, 1H), 6.81 (td, J = 8.8, 2.4 Hz, 1H), 4.59 (dd,
J=17.2, 4.8 Hz, 1H), 3.43 (dd, J = 16.4, 4.8 Hz, 1H), 3.27-3.25 (m, 1H).
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[M-H]~O LC-MS: O O O 315.0;

000 : 315.0. 1H NMR (400 MHz, DMSO-dg)

o [ppm]: 11.80 (br s,
1H), 8.17 (d, J = 1.6 Hz,

1H), 7.93 (dd, J =
1H) .
Dooo0QoO

1H), 8.26 (dd, J = 8.4, 1.6 Hz,

1H), 8.12 (d, J = 8.4 Hz, 1H), 8.10 (d, J = 2.4 Hz,

8.8, 5.3 Hz, 1H), 7.28 (dd, J = 9.8, 2.4 Hz, 1H), 7.05 (m,
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LC-MS: O O O 324.1;
: 324.0. 1'H NMR (400 MHz, DMSO-dg)

H,

11.00 (s, 1H), 9.78 (s, 1H),

1H), 7.54 (dd, J = 10.4, 2.4 Hz, 1H), 7.45 (dd, J = 8.9,
4.7 Hz, 1H), 7.30 (d, J
8.1, 1.9 Hz, 1H), 7.01 (td, J = 9.1, 2.4 Hz, 1H), 4.28 (s, 2H).

8.1 Hz, 1H), 7.24 (d, J = 1.9 Hz, 1H), 7.12 (dd, J =
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O00279.1;
TH NMR (400 MHz, DMSO-dg)

o [ppm]: 11.75 (br s, 1H), 11.25 (br s, 1H), 8.14 (d, J

= 8.0 Hz, 1H), 8.06 (s, 1H), 8.05 (s, 1H),7-92 (dd, J = 8.8, 5.2 Hz, 1H), 7.85
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0 0 O CygHaaFNo+H]Y [M+H]*O LC-MS: 0O O 0 253.1; 0 0O O :
1H NMR (400 MHz, MeOD) & [ppm]:

7.81 - 7.78 (m, 1H), 7.58 (s, 1H), 7.54 (d, J = 7.6 Hz, 1H), 7.45 (s, 1H), 7.35
7.8 Hz, 1H), 7.13 (dd, J = 9.9, 2.4 Hz, 1H), 6.89 (td, J =9.6, 2.4 Hz,

7 (, J

0od

= 10.0 Hz, 4H).
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O

000 301.1;
14 NMR (400 MHz, DMSO-dg)

& [ppm]: 11.60 (s, 1H), 8.03-8.00 (m, 2H), 7.92 (d, J =

2.4 Hz, 1H), 7.88 - 7.86 (m, 2H), 7.86 (s, 1H), 7.62 (d, J = 8.0 Hz, 1H),
9.6, 2.0 Hz, 1H), 7.03 - 6.99 (m, 1H), 4.44 (s, 2H).
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0000000000000 O0000000000000000000000000
0000000000000 D0000000000000000000000000
0000000000000 D00000000000D00000000000000
0000000000000 0000000000000000000000000
0000000000000 D0000000000000000000000000
0000000000000 C,gH;FN,0,8-H™ [M-H] O LC-MS: 0 0 0 301.0; O 00O
301.0. H NMR (400 MHz, DMSO-dg) & [ppm]: 11.64 (br s, 1H), 7.95 (dd, J =

5.6 Hz, 1H), 7.90 -

O Ooooo
O 0Ooo0ooo

0

.4,

7.80 (m, 4H), 7.74 (s, 1H), 7.27-7.25 (m, 1H), 7.03 - 6.98 (m, 1H), 4.45 (d, J

= 4.3 Hz, 2H).
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[M+H]"O LC-MS: O O O 352.1;
000 : 352.1. 1H NMR (400 MHz, DMSO-dg)

o [ppm]: 11.42 (br s, 1H), 7.81 (dd, J = 8.8, 5.6 Hz,

1H), 7.68 (d, J = 2.4 Hz, 1H), 7.60 (s, 1H), 7.53 - 7.45 (m, 2H), 7.-22 (dd,
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10.0, 2.4 Hz, 1H), 6.95 (td, J = 9.2, 2.4 Hz, 1H), 4.21 - 4.15 (m, 1H), 3.08
(d, J = 12.0 Hz, 2H), 2.59 (t, J = 12.0 Hz, 2H), 2.19 - 2.07 (m, 3H), 1.76 -
1.72 (m, 2H).
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[M+H]"O LC-MS: O O O 297.1;
0O00:297.1. *H NMR (400 MHz, DMSO) & 11.40 (s, 1H), 7.81 (s, 1H), 7.59 (s,
1H), 7.55 (d, J = 2.0 Hz,
1H), 7.41 (dd, J = 8.4, 5.4 Hz, 1H), 7.24 (dd, J = 10.0, 2.4 Hz, 1H), 6.89 (td,
J=9.6, 2.4 Hz, 1H), 5.19 (t, J = 5.6 Hz, 1H), 4.50 (d, J = 5.6 Hz, 2H), 2.63
(s, 3H).
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0000000000000 D00000000000000000000
0000000000000 D0000000D0000000000000
0000000000000 0000000000000000000
0000000000000 D00000000000000000000
0000000000000 D C,;gHy1FN5058-H™
00 O 329.0;

(400 MHz, DMSO-dg) & [ppm]: 11.86 (br s,

1H), 8.35-8.29 (m, 3H), 8.16 (d, J = 2.4 Hz, 1H), 7.95 (dd, J = 8.6, 5.0 Hz,
1H), 7.29 (dd, J = 9.6, 2.0 Hz, 1H), 7.06-7.05 (m, 1H), 3.19 (s, 3H).
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00o00000oo0ooo0oo0o0o0o0o0ooooOxO00D00oDoooDoOoo0Do0ooDoo0o0D, 00,0
gcoooooooooooUoooUooUOooUooDLUooDo,00o0D, 0000 DOUOLOO
0000000000000 000000000000O00C,3H,5FN,0+HT [M+H]* O LC-MS: 30
000393.2; OO0 :

393.2. 'H NMR (400 MHz, DMSO-dg) & [ppm]: 11.46 (br s, 1H), 7.89 - 7.86 (m, 2H

), 7.74 (s, 1H), 7.70

(d, J = 8.3 Hz, 1H), 7.64 (dd, J = 8.2, 1.5 Hz, 1H), 7.23 (dd, J = 9.9, 2.2 Hz,

1H), 6.96 (td, J = 9.3, 2.4 Hz, 1H), 3.11 (t, J = 7.3 Hz, 2H), 2.85 - 2.73 (m,

4H), 2.67 (s, 2H), 1.82 (s, 1H), 1.54 (&, J = 10.3 Hz, 2H), 0.91 (d, J = 6.3

Hz, 6H).
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[M + H]*O LC-MS: O O O 380.2; 30

000 : 380.2. *H NMR (400 MHz, DMSO-dg)

5 [ppm]: 11.46 (br s 1H), 7.90-7.86 (m, 2H), 7.74 (d, J

= 2.5 Hz, 1H), 7.70 (d, J = 8.4 Hz, 1H), 7.64 (dd, J = 8.2, 1.5 Hz, 1H), 7.23

(dd, J = 10.0, 2.4 Hz, 1H), 6.96-6.93 (m, 1H), 4.51 (s,1H), 3.34 - 3.29 (m,

1H), 3.12 - 3.08 (m, 2H), 2.83 - 2.75 (m, 4H), 2.14 - 2.11 (m, 2H), 1.71

- 1.62 (m, 2H), 1.39 - 1.30 (m, 2H).
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00 000 0 CogHogFN,O+HY [M+H]*O LC-MS: O O O : 393.2;
393.2. 1H NMR (400 MHz, MeOD) & [ppm]: 7.71-7.68 (m, 2H), 7.52 (s, 2H),
(s, 1H), 6.99 (dd, J =

10.0, 2.4 Hz, 1H), 6.77 (td, J = 9.2, 2.4 Hz, 1H), 3.25-3.19 (m, 1H), 3.05-3.00
(m, 2H), 2.85-2.79 (m, 2H), 2.78-2.67 (m, 2H), 2.36-2.21 (m, 1H), 2.20 (s, 1H),
2.04 (t, J = 10.9 Hz, 1H), 1.10 (m, 6H).
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C23H25FN40
+H" [M+H]"O LC-MS: 0 O 0O : 393.2; 0 O O : 393.2
TH NMR

(300 MHz, DMSO-dg) & [ppm]: 11.46 (br s,

1H), 7.90-7.85 (m, 2H), 7.74 (d, J = 1.8 Hz, 1H), 7.69 (d, J = 8.1 Hz, 1H),
7.64 (dd, J = 8.1, 1.8 Hz, 1H), 7.23 (dd, J = 9.6, 2.4 Hz, 1H), 6.96 (td, J =
9.6, 2.4 Hz, 1H), 3.12-3.00 (m, 2H), 2.99-2.95 (m, 2H), 2.81-2.68 (m, 2H),
2.43-2.38 (m, 2H), 2.11-2.08 (m, 2H), 1.68 (brs, 1H), 0.95 (d, J = 6.6 Hz, 6H).
[o 1%

+10.9° (c=0.2,MeOH).
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0000000000 Cy,HqFN,O [M+ H]J'D LC-MS: O O 0O 376.2; OO0 :

376.8. 'H NMR (400 MHz, DMSO-dg) & [ppm]: 11.50 (br s, 1H), 7.90-7.86 (m, 2H),

7.75 (s, 1H), 7.71-7.63

(m, 2H), 7.23 (dd, J = 10.0, 2.4 Hz, 1H), 6.96 (td, J = 18.8, 2.0 Hz, 1H), 3.82

(s, 2H), 3.48 (s, 2H), 3.20 (s, 4H), 2.94-2.90 (m, 2H), 2.83-2.81 (m, 2H).
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CosHogFN,O+H™
[M+H]*O LC-MS: 0 O 0O : 393.2; 0O 0O : 393.2
TH NMR
(400 MHz, DMSO-dg) & [ppm]: 11.48 (br s,
1H), 7.89-7.86 (m, 2H), 7.75 (d, J = 2.4 Hz, 1H), 7.67 (d, J = 13.6 Hz, 2H),
7.24 (dd, J = 10.0, 2.0 Hz, 1H), 6.96 (td, J = 9.6, 2.4 Hz, 1H), 3.12-3.00 (m,
2H), 3.00-2.98 (m, 2H), 2.80-2.77 (m, 2H), 2.43-2.40 (m, 2H), 2.12-2.10 (m,
2H), 1.68 (brs, 1H), 0.97 (d, J = 6.4 Hz, 6H).
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[M + H]*O LC-MS: 0O O :

409.2; 0 OO : 408.8. 1H NMR (400 MHz,

DMSO-dg) & [ppm]: 11.51 (br s, 1H), 7.90 -

7.87 (m, 2H), 7.75 (s, 1H), 7.71 (d, J = 8.4 Hz, 1H), 7.65 (d, J = 8.0 Hz, 1H),
7.24 (d, J = 10.4 Hz, 1H), 6.96 (t, J = 9.6 Hz, 1H), 3.34-3.09 (m, 5H), 3.05
(d, J = 11.6 Hz, 1H), 2.92-2.87 (m, 3H), 2.78 (t, J = 11.6 Hz, 1H), 2.27 -2.18
(m, 2H).
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0 O CyigH,oFNO+H [M+H]*O LC-MS: 0 O 0O : 252.1; 00O 0O : 251.9. *H NMR (400 MHz,
DMSO- dg) & [ppm]: 11.47 (br s, 1H), 7.98 (d, J = 1.6 Hz, 1H), 7.90 (dd, J
=8.8, 5.2 Hz, 1H), 7.84 (s, 1H), 7.55 (d, J = 2.4 Hz, 1H), 7.70 (d, J = 8.0 Hz,
1H), 7.59 (d, J = 8.0 Hz, 1H), 7.24 (dd, J = 9.8, 2.4 Hz, 1H), 6.97 (ud,

, 2.4 Hz, 2H).
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0ooO
%=k ICs0 (NM)
1 586
2 946
3 2122
4 3179
5 1166
6 7526
7 13770
8 609
9 645
10 427
11 680
12 709
13 407
14 2221
15 1158
16 1990
17 935
18 948
19 2192
20 421
21 2667
22 539
23 322
24 924
25 188
26 388
46 1332
96 2387
97 716
98 489
100 1464
101 1380
102 835
105 913
106 814
107 2796
110 1630
122 2089
123 1359
124 1208
128 6066
130 2423
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L&Y IC50 (nM)
1 154
26 150
27 678
28 1447
30 896
31 2299
32 460
33 635
34 863
35 689
36 1131
37 1534
38 505
39 2864
40 750
44 345
45 595
47 100
48 118
53 79
54 109
59 622
60 638
62 210
64 176
65 109
66 203
68 78
70 251
74 72
75 92
77 246
78 82
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