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58 MS(ESI)
NMR
B5 Lt m/z {M+H)"
O, _so,ci
A Q\_/?/ 235 1H NMR (400 MHz, CD,0D) & 7.67-7.63 (m, 2H), 7.47-7.34 (m, 2H).
F
(;\r ’ OH TH NMR (400 MHz, DMSO-d;) 5 12.91 (s, 1H), 7.82 {d, J = 8.0 Hz, 1H), 7.75 (d, J
B O 5:0 g 296 = B.0 Hz, 1H), 7.67 (s, 1H), 7.56-7.52 (m, 1H), 7.42-7.37 (m, 1H), 4.294.26 (m,
P i (4 g
{27 o 1H), 3.543.47 (m, 1H), 3.41-3.35 (m, 1H), 2.10-1.82 (m, 3H), 1.73-1.64 (m, 1H).
" Ng\;OH H NMR (300 MHz, CD,0D) & 7.68-7.65 (m, 14}, 7.52-7.50 {m, 2H}, 7.33-7.28 {m,
B2 e B 314 1H), 4.454.42 {m, 1H), 3.67-3.64 {m, 1H), 3.553.51 (m, 1H), 2.18-2.05 (m, 3H),
- o 1.84-1.81 (m, 1H).
p
o MYV ‘~;{OH H NMR (400 MHz, DMSO-dg) 5 12.75 (br-s, 1H), 8.91 (d, J = 8.7 Hz, 1H), 7.75
B3 Y -r-S_%OO 288 (dd, J = 9.1, 4.1 Hz, 1H), 7.60 (dd, J = 8.5, 2.8 Hz, 1H), 7.49 (s, 1H), 7.38 (ddd, J
_ /\J o =9.3,9.3, 2.8 Hz, 1H), 3.96 (dq, J = 8.9, 7.2 Hz, 1H), 1.26 (d, J = 7.2 Hz, 3H).
s
OH
/,\T\ OH
B4 0. &0t 312 v
7 w87 0
' g\ 7
OH
Iy
G OH H NMR (300 MHz, CD;0D} & 7.65-7.61 (m, 1H), 7.50-7.45 {m, 2H}, 7.28 (dt, J =
85 050 § 330 9.0, 2.7 Hz, 1H), 4.38 (s, 1H), 4.28 (s, 1H), 3.75-3.58 (m, 2H), 2.15-2.05 (m, 1H),
" 7o 1.90-1.84 (m, 1H).
s
O N._O
- i e i . H NMR (300 MHz, DMSO-d;) 5 8.27 (s, 3H), 8.16 (s, 1H), 7.95-7.93 (m, 2H),
SN TA‘ 7.75-7.72 (m, 2H), 5.17-5.08 {m, 1H), 3.74 (s, 2H}, 1.43 (d, J = 7.0 Hz, 6H).
NGBS
A CF3
HCI
(
- OTNYO - H NMR (300 MHz, DMSO-d;) 5 8.27 (s, 3H), 8.19 (s, 1H), 7.97-7.94 (m, 2H},
HoN. A N /3\ 7.76-7.73 (m, 2H), 3.96-3.89 (m, 2H), 3.76 (s, 2H), 1.17 {t, J = 6.9 Hz, 3H).
SR
i
B N0
a5 H 2N\/L<- ﬁ =, o~ H NMR (300 MHz, CD;0D} 5 7.97 (s, 1H), 7.88-7.86 (m, 2H), 7.68-7.66 {m, 2H),
’ . ﬂ\ 3.91 (s, 2H), 3.40 (s, 3H).
R 'CF3
HCI

gboooaod
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SEH MS(ESI)
ks B iz (MH) NMR
O, _so,cl !
A2 \ 235 H NMR (400 MHz, CDCl;) & 7.72 (s, 1H), 7.60-7.55 (m, 1H), 7.47 (d, J = 8.8 Hz, 1H), 7.12
(t, J = 8.8 Hz, 1H).
F
O._so,0l
A-3 /@\__/7/ 231 R
e~ O5-50:Cl '
Ad \_/ 255 H NMR (400 MHz, CDCl;) & 8.55 (d, J = 6.0 Hz, 1H), 7.74 (d, J = 1.0 Hz, 1H), 7.59 (dd, J
N, =6.0, 1.0 Hz, 1H).
Cl
NN OH "H NMR (300 MHz, CD;0D) & 7.63 (dd, J = 9.3, 3.9 Hz, 1H), 7.54 (s, 1H), 7.49 (dd, J =
B-6 / \O/\,/S,?O 0 312 8.1, 2.7 Hz, 1H), 7.29 (ddd, J = 9.3, 9.0, 2.7 Hz, 1H), 5.98-5.96 (m, 1H), 5.82-5.78 (m, 1H),
M0 5.20-5.18 (m, 1H), 4.37-4.35 (m, 2H).
F/\
FF
& "H NMR (300 MHz, CD;0D) & 7.66-7.62 (m, 1H), 7.55 (d, J = 1.2 Hz, 1H), 7.49 (dd, J =
B-7 Ovs'hfo X 350 8.4, 2.7 Hz, 1H), 7.29 (dt, J = 9.0, 2.7 Hz, 1H), 4.70-4.64 (m, 1H), 3.98-3.90 (m, 2H), 2.83-
Vo 2.71 (m, 1H), 2.59-2.49 (m, 1H).
E
0 D@\TOH "H NMR (300 MHz, CD,0D) & 7.71 (dd, J = 9.2, 4.1 Hz, 1H), 7.61 (s, 1H), 7.54 (dd, J =
B-8 () Sé 0 300 8.4, 2.7 Hz, 1H), 7.34 (ddd, J = 9.3, 9.0, 2.7 Hz, 1H), 4.76 (t, J = 8.4 Hz, 1H), 4.03-3.96 (m,
. 2H), 2.45-2.36 (m, 2H).
HN ol
B-9 0_ 4009 300 -
\ /o
F
ogooooao
oooood
sEH MS(ESI)
=5 wiEL m/z (M+H)* NMR
N OH
B-10 \0/\,5‘_:0 o 212 "H NMR (400 MHz, CD;0D) & 7.59-7.50 (m, 3H), 7.16-7.12 (m, 1H), 4.47-4.44 (m, 1H),
Q--/ o 3.69-3.64 (m, 1H), 3.56-3.52 (m, 1H), 2.20-2.00 (m, 3H), 1.85-1.81 (m, 1H).
F
o [N 4K "H NMR (400 MHz, DMSO-dg) & 12.92 (s, 1H), 9.12 (s, 1H), 8.66 (d, J = 7.4 Hz, 1H), 7.87
B-11 /j_/fs.go o 297 (d, J = 7.4 Hz, 1H), 7.82 (s, 1H), 4.31 - 4.28 (m, 1H), 3.57 - 3.52 (m, 1H), 3.44 - 3.38 (m,
N 1H), 2.14 - 2.09 (m, 1H), 1.96 - 1.84 (m, 2H), 1.76 - 1.72 (m, 1H) .
o %OH "H NMR (400 MHz, CD;0D): 5 7.56 (s, 1H), 7.52-7.49 (m, 1H), 7.44 (d, J = 0.8 Hz, 1H),
B-12 ) Sg o 310 7.35 (dd, J = 11.2, 1.6 Hz, 1H), 4.43-4.39 (m, 1H), 3.64-3.60 (m, 1H), 3.58-3.31 (m, 1H),
2.46 (s, 3H), 2.18-1.82 (m, 3H), 1.72-1.71 (m, TH).
HN Ol 1
B3 050l 5 H NMR (400 MHz, DMSO-d): 5 12.56 (s, 1H), 9.38 (s, 1H), 9.06 (s, 1H), 8.62(d, J = 5.6
v Hz, 1H), 7.81 (d, J = 5.6 Hz, 1H), 7.64 (s, 1H), 1.35-1.31 (m, 2H), 1.29-1.24 (m, 2H).
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MS(ESI)
m/z (M+H)"

2EH

%5 NMR

"H NMR (400 MHz, CD30D) 5 8.13 (d, J = 2.4 Hz, 1H), 8.05 (d, J = 2.4 Hz, 1H), 7.74 - 7.80 (m, 4H),
5.29 (hept, J = 6.9 Hz, 1H), 4.10 (s, 2H), 1.49 (d, J = 6.9 Hz, 6H).

C-4 3N

"H NMR (400 MHz, DMSO-d¢) 5 8.41 (brs, 3H), 8.07 (d, J = 2.4 Hz, 1H), 7.98 (d, J = 8.2 Hz, 2H), 7.96
311 (d, J = 2.4 Hz, 1H), 7.78 (d, J = 8.2 Hz, 2H), 5.17 (hept, J = 6.8 Hz, 1H), 3.88 - 3.96 (m, 2H), 1.35 (d,
J = 6.8 Hz, 6H).
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6.72 (d, J = 9.4 Hz, 1H), 4.90 (s, 2H).
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TH NMR (400 MHz, CDClz) & 7.54 (s, 1H), 7.35-7.32 (m, 1H), 6.95-6.90 (m, 1H), 6
.79-6.75 (m, 1H), 5.41 (s, 1H).
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14 NMR (300 MHz, CDClg) & 7.41-7.37 (m, 1H), 7.20-7.17 (m, 1H), 7.03-6.96 (m, 1
H), 6.71 (s, 1H).
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MS (ESI) m/z 235 (M+H)™

TH NMR (400 MHz, CDOD) & 7.67-7.63 (m, 2H), 7.47-7.34 (m, 2H).
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MS (ESI) m/z 235 (M+H)™

TH NMR (400 MHz, CDClZ) & 7.72 (s, 1H), 7.60-7.55 (m, 1H), 7.47 (d, J = 8.8 Hz,
1H), 7.12 (t, J = 8.8 Hz, 1H).

O d
O
O

0ooooo
000000000000 0000000000000000000000000000
00000O00O000000000000000000000000000000000
0000000000000 O000000000000000000000000000
0000000O000000000000000000000000000000000
0000000000000000000000000000000000000000
000000000000 0000000000000000000000000000
000000000000 0000000000000000000000000000
00000O00000000000000000000000000000000000
0000000000000

MS (ESI) m/z 231 (M+H)™*

0ooooo

000000000000 0000000000000000000000000000
Doooo

000000000000 0000000000000000000000000000
0000000000000000000000000000000000000000
00000000000 000000000000000000000000000000
0000000000000 000000000000000000000000000
00000O00000000000000000000000000000000000
00000O00O000000000000000000000000000000000



(81)

JP 6906449 B2 2021.7.21

0000000000000 000000000000000000000000000
0000000000000 0000000000000000000000000000
000000000000 O0O00O0O000O000O0000000

MS (ESI) m/z 252 (M+H)*

TH NMR (400 MHz, CDCl3) & 8.55 (d, J = 6.0 Hz, 1H), 7.74 (d, J = 1.0 Hz, 1H), 7
.59 (dd, J = 6.0, 1.0 Hz, 1H).
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MS (ESI) m/z 296 (M+H)™*

1H NMR (400 MHz, DMSO-dg) & 12.
= 8.0 Hz, 1H), 7.67 (s, 1H), 7.

).

gboooao

gbdogooobogbogbobgoboooogbogboabodadao

91 (s, 1H), 7.82 (d, J = 8.0 Hz, 1H), 7.75 (d, J
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, 1H), 3.54-3.47 (m, 1H), 3.41-3.35 (m, 1H), 2.10-1.82 (m, 3H), 1.73-1.64 (m, 1H
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TH NMR (300 MHz, CD50D) & 7.68-7.65 (m, 1H), 7.52-7.50
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MS (ESI) m/z 288 (M+H)*

TH NMR (400 MHz, DMSO-dg) & 12.75 (br-s, 1H), 8.91 (d, J = 8.7 Hz, 1H), 7.75 (d
d, J = 9.1, 4.1 Hz, 1H), 7.60 (dd, J = 8.5, 2.8 Hz, 1H), 7.49 (s, 1H), 7.38 (ddd

,J=09.3, 9.3, 2.8 Hz, 1H), 3.96 (dq, J = 8.9, 7.2

, 3H).
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MS (ESI) m/z 146 (M+H)*
TH NMR (CDCl5, 300 MHz): & 6.01-5.99 (m, 1H), 4.49-4.46 (m, 1H), 4.13 (d, J = 2
.7 Hz, 1H), 3.76 (s, 3H), 3.38-3.28 (m, 2H), 2.01-1.84 (m, 2H).
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MS (ESI) m/z 344 (M+H)*

TH NMR (300 MHz, DMSO-dg): & 7.81-7.67 (m, 1H), 7.65-7.61 (m, 2H), 7.44-7.37 (m
, 1H), 5.43 (s, 1H), 4.27-4.25 (m, 1H), 4.16 (s, 1H), 3.67 (s, 3H), 3.63-3.44 (m
2H), 1.97-1.94 (m, 1H), 1.80-1.74 (m, 1H).
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MS (ESI) m/z 330 (M+H)*

TH NMR (300 MHz, CD5OD): & 7.65-7.61 (m, 1H), 7.50-7.45 (m, 2H), 7.28 (dt, J =
9.0, 2.7 Hz, 1H), 4.38 (s, 1H), 4.28 (s, 1H), 3.75-3.58 (m, 2H), 2.15-2.05 (m, 1
.90-1.84 (m, 1H).

00

T
o/

oo ooooooogoooooogodg
OoooooooooooooQgg-.

goad
o

[

gbobooooobooboobobooooooobooboboobooao

O
]
O
O
O
O
O
(]
[
O

Oo0oooogoggdggoobjoo ogg e
Ooooooooojcogoogooao
oo oooooooioiocogogoQg
Ooo0oooooooiocogdg
Oooooooogoogoglioio
Ooo0o0ooogQgoioo
Ooooooooogoioio;o
O0O0o0o0ooogdogioio
OoOoo0ooogdgoioio
OooooooooQgolioio;o
Ooooooooogoioio;o
Oooooooogogoglioio
Oooooooogoogoioio
Ooooooooogoioio;o

OO0 oooooggogioio
Oooooooogoogolioio
Ooooooooogoioio;o

OO0 ooooogoogogliolio
Oooooooogoogoglioio
OooooooogooQgolioio;o
Ooooooooogooioio;o
Oooooooggoglioio
Oooooooogoogolioio
Ooooooooogoioio;o

OO0 ooooogogoglioio
Oooooooogogoglioio
Oooooooogoogolioio;o
OooooooQgogoao
Oooooogogao
Oo0oooQgogao
Ooo0oooQoogoao
OOo0o0ooogo-gogao
Ooo0ooogoQgogao
Ooo0oooQgogoao
OooOooooOooOoao
OoOoooogQgogao
Oo0ooogoQgoao
OoooooOoogoao

0o O O 0o
MS (ESI1) m/z 350 (M+H)™
TH NMR (300 MHz, CD50D) & 7.66-7.62 (m, 1H), 7.55 (d, J = 1.2 Hz, 1H), 7.49 (dd
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J=8.4, 2.7 Hz, 1H), 7.29 (dt, J = 9.0, 2.7 Hz, 1H), 4.70-4.64 (m, 1H), 3.98-

3.90 (m, 2H), 2.83-2.71 (m, 1H), 2.59-2.49 (m, 1H).
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MS (ESI) m/z 300 (M+H)™

1H NMR (300 MHz, CDZ0D) & 7.71 (dd, J = 9.2, 4.1 Hz, 1H), 7.61 (s, 1H), 7.54 (d

d, J =8.4, 2.7 Hz, 1H), 7.34 (ddd, J = 9.3, 9.0,

Hz, 1H), 4.03-3.96 (m, 2H), 2.45-2.36 (m, 2H).

2.7 Hz, 1H), 4.76 (t, J = 8.4
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MS (ESI) m/z 331 (M+H)*

14 NMR (400 MHz, DMSO-dg) & 8.49 (d, J = 6.0 Hz, 1H), 7.93 (dd, J = 6.0, 0.8 Hz
, 1H), 7.80 (d, J = 0.8 Hz, 1H), 4.34 - 4.31 (m, 1H), 3.60-3.53 (m, 1H), 3.48 -
3.43 (m, 1H), 2.17 - 2.12 (m, 1H), 1.96 - 1.75 (m, 3H).
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MS (ESI1) m/z 297 (M+H)™

TH NMR (400 MHz, DMSO-dg) & 12.92 (s, 1H), 9.12 (s, 1H), 8.66 (d, J = 7.4 Hz, 1
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82 (s, 1H), 4.31 - 4.28 (m, 1H), 3.57
- 2.09 (m, 1H), 1.96 - 1.84

- 3.52 (m,

(m, 2H), 1.76 - 1.72
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MS (ESI) m/z 310 (M+H)™*
TH NMR (400 MHz, CD50D):3 7.56 (s, 1H), 7.52-7.49 (m, 1H), 7.44 (d, J = 0.8 Hz,

1H), 7.35 (dd, J = 11.2, 1.6 Hz, 1H), 4.43-4.39 (m, 1H), 3.64-3.60 (m, 1H), 3.5
8-3.31 (m, 1H), 2.46 (s, 3H), 2.18-1.82 (m, 3H), 1.72-1.71 (m, 1H).
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14 NMR (300 MHz, CDClZ): & 9.05 (s, 1H), 8.66 (d, J = 6.0 Hz, 1H), 7.53 (d, J =

6.0 Hz, 1H), 7.45 (s, 1H), 5.92 (s, 1H), 3.32 (s, 3H), 1.64-1.61 (m, 2H), 1.58-

1.56 (m, 2H).
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MS (ESI) m/z 283 (M+H)™

TH NMR (400 MHz, DMSO-dg): &

,J =5.6Hz, 1H), 7.81 (d, J
29-1.24 (m, 2H).
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12.56 (s, 1H), 9.38 (s, 1H), 9.06 (s, 1H), 8.62 (d
= 5.6 Hz, 1H), 7.64 (s, 1H), 1.35-1.31 (m, 2H), 1.
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H NMR (400 MHz, DMSO-dg) & 11.53 (s, 1H), 7.89-7.86 (m, 2H), 7.70-7.67 (m, 3H)
, 1.82 (s, 3H).
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1H NMR (300 MHz, CDCl3) & 7.79-7.76 (m, 2H), 7.52-7.49 (m, 3H), 5.30-5.25 (m, 1
H), 4.32 (s, 2H), 1.53 (s, 3H), 1.50 (s, 3H).
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1H NMR (300 MHz, DMSO-dg) & 7.76-7.73 (m, 2H), 7.50-7.47 (m, 2H), 7.40 (s, 1H),
5.30-5.22 (m, 1H), 4.00 (d, J = 6.6 Hz, 2H), 1.52 (s, 3H), 1.49 (s, 3H), 1.44 (

s, 9H).
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H NMR (300 MHz, DMSO-dg) & 8.27
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(s, 1H), 7.95-7.93 (m, 2H), 7.75

1.43 (d, J = 7.0 Hz, 6H).
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MS (ESI) m/z 300 (M+H)*

1H NMR (300 MHz, CD50D) & 7.97 (s, 1H), 7.88-7.86 (m, 2H), 7.68-7.66 (m, 2H), 3
.91 (s, 2H), 3.40 (s, 3H).
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MS (ESI) m/z 311 (M+H)™*

H NMR (400 MHz, CD50D) & 8.13 (d, J = 2.4 Hz, 1H), 8.05 (d, J = 2.4 Hz,

.74 - 7.80 (m, 4H), 5.29 (hept, J = 6.9 Hz, 1H), 4.10 (s, 2H), 1.49 (d, J = 6.9
Hz, 6H).
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MS (ESI) m/z 311 (M+H)™*
TH NMR (400 MHz, DMSO-dg) & 8.41
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(brs, 3H), 8.07 (d, J
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.4 Hz, 1H), 7.98 (d,

J =8.2 Hz, 2H), 7.96 (d, J = 2.4 Hz, 1H), 7.78 (d, J = 8.2 Hz, 2H), 5.17 (hept,
J = 6.8 Hz, 1H), 3.88 - 3.96 (m, 2H), 1.35 (d, J = 6.8 Hz, 6H).
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1H NMR (400 MHz, DMSO-dg) & 7.90 (d, J = 8.0 Hz, 2H), 7.68 (d, J = 8.4, Hz, 2H),
7.52 (s, 1H) 7.41 (dd, J = 2.8, 9.6 Hz, 1H), 6.48 (d, J = 9.2 Hz, 1H) 2.05 (s,
3H).
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TH NMR (300 MHz, CDClZ) & 7.79 (d, J = 8.4 Hz, 2H), 7.56 (d, J = 8.1 Hz, 2H), 7.
45-7.40 (m, 1H), 7.26 (s, 1H), 6.70 (d, J = 9.6 Hz, 1H). 4.88 (br s, 1H), 4.11 (
d, J = 6 Hz, 2H) 1.50 (s, 9H).
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IH NMR (400 MHz, CD5OD) & 7.90-7.86 (m, 3H), 7.74 (d, J = 9.4 Hz, 1H), 7.67 (d,
J = 8.0 Hz, 2H), 6.72 (d, J = 9.4 Hz, 1H), 4.90 (s, 2H).
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605

H NMR (400 MHz, DMSO-d¢) & 8.38 (dd, J = 5.8, 5.8 Hz, 1H), 7.91 - 7.85 (m, 2H), 7.84 - 7.79 (m,
1H), 7.73 (dd, J = 8.4, 1.0 Hz, 1H), 7.69 - 7.62 (m, 3H), 7.60 - 7.51 (m, 2H), 7.41 (ddd, J = 7.7, 7.6,
0.9 Hz, 1H), 5.12 (hept, J = 6.9 Hz, 1H), 4.22 (dd, J = 8.0, 3.8 Hz, 1H), 4.09 - 3.95 (m, 2H), 3.58 -
3.48 (m, 1H), 3.35 - 3.31 (m, 1H), 1.95 - 1.79 (m, 3H), 1.66 - 1.55 (m, 1H), 1.42 (d, J = 6.9 Hz, 6H).

591

*H NMR (400 MHz, DMSO-d¢) & 8.39 (dd, J = 6.0, 5.8 Hz, 1H), 7.88 (d, J = 8.4 Hz, 2H), 7.84 - 7.79
(m, 1H), 7.73 (d, J = 8.4 Hz, 1H), 7.70 - 7.64 (m, 3H), 7.62 (s, 1H), 7.55 (ddd, J = 8.5, 7.2, 1.3 Hz,
1H), 7.45 - 7.38 (m, 1H), 4.22 (dd, J = 8.0, 3.8 Hz, 1H), 4.08 (dd, J = 16.0, 6.0 Hz, 1H), 4.05 - 3.98
(m, 1H), 3.92 (q, J = 7.0 Hz, 2H), 3.58 - 3.50 (m, 1H), 3.35 - 3.32 (m, 1H), 1.96 - 1.77 (m, 3H), 1.68 -
1.55 (m, H), 1.16 (t, J = 7.0 Hz, 3H).

623

"H NMR (400 MHz, DMSO-d:) & 8.38 (dd, J = 5.8, 5.8 Hz, 1H), 7.88 (d, J = 8.4 Hz, 2H), 7.81 - 7.75
(m, 1H), 7.66 (d, J = 8.4 Hz, 2H), 7.64 - 7.60 (m, 2H), 7.58 - 7.56 (m, 1H), 7.42 (ddd, J = 9.3, 9.3,
2.8 Hz, 1H), 5.12 (hept, J = 6.9 Hz, 1H), 4.22(dd, J = 8.2, 3.7 Hz, 1H), 4.10 - 3.94 (m, 2H), 3.60 -
3.55 (m, 1H), 3.40 - 3.28 (m, 1H), 1.97 - 1.76 (m, 3H), 1.67 - 1.55 (m, 1H), 1.42 (d, J = 6.9 Hz, 6H).

609

*H NMR (400 MHz, DMSO-d¢) & 8.39 (dd, J = 5.7, 5.7 Hz, 1H), 7.90 - 7.85 (m, 2H), 7.82 - 7.75 (m,
1H), 7.70 - 7.65 (m, 2H), 7.65 - 7.60 (m, 3H), 7.42 (ddd, J = 9.2, 8.2, 2.7 Hz, 1H), 4.22 (dd, J = 8.1,
3.8 Hz, H), 4.11 - 3.97 (m, 2H), 3.91 (q, J = 7.0 Hz, 2H), 3.55 (ddd, J = 9.4, 6.3, 4.8 Hz, 1H), 3.35
-3.27 (m, 1H), 1.96 - 1.79 (m, 3H), 1.67 - 1.56 (m, 1H), 1.16 (t, J = 7.0 Hz, 3H).

585

*H NMR (400 MHz, DMSO-d¢) & 8.40 (dd, J = 4.9, 4.9 Hz, 1H), 7.89 (d, J = 8.5 Hz, 2H), 7.79 (dd, J
=9.3,3.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 2H), 7.64 - 7.60 (m, 3H), 7.42 (ddd, J = 9.3, 9.2, 2.7 Hz,
1H), 4.22 (dd, J = 8.1, 3.8 Hz, 1H), 4.07 (dd, J = 15.6, 4.9 Hz, 1H), 4.01 (dd, J = 15.6, 4.9 Hz, 1H),
3.59 - 3.51 (m, 1H), 3.38 - 3.31 (m, 1H), 3.25 (s, 3H), 1.97 - 1.80 (m, 3H), 1.66 - 1.57 (m, 1H).

569

*H NMR (400 MHz, DMSO-d¢) & 8.78 (d, J = 8.2 Hz, 1H), 8.20 (t, J = 5.3 Hz, 1H), 7.90 (d, J = 8.4
Hz, 2H), 7.72 (dd, J = 9.0, 4.2 Hz, 1H), 7.66 - 7.61 (m, 3H), 7.57 (dd, J = 8.5, 2.7 Hz, 1H), 7.44 (d,
J = 0.9 Hz, 1H), 7.35 (ddd, J = 9.2, 9.0, 2.7 Hz, 1H), 3.96 (dq, J = 8.2, 7.0 Hz, 1H), 3.87 (d, J = 5.3
Hz, 2H), 3.24 (s, 3H), 1.15 (d, J = 7.0 Hz, 3H).

621

"H NMR (400 MHz, DMSO-de) & 8.44 (dd, J = 5.8, 5.8 Hz, 1H), 7.90 - 7.85 (m, 2H), 7.81 (brd, J =
7.8 Hz, 1H), 7.69 (dd, J = 8.5, 1.0 Hz, 1H), 7.66 (d, J = 8.5 Hz, 2H), 7.62 (d, J = 0.9 Hz, 1H), 7.56
(d, J = 1.2 Hz, 1H), 7.53 (ddd, J = 8.5, 7.2, 1.3 Hz, 1H), 7.39 (ddd, J = 7.5, 7.2, 1.0 Hz, 1H), 5.11
(hept, J = 6.9 Hz, 1H), 4.12 - 3.96 (m, 4H), 3.65 - 3.59 (m, 1H), 3.50 - 3.45 (m, 1H), 2.01 - 1.88 (m,
1H), 1.70 (dd, J = 12.9, 6.2 Hz, 1H), 1.42 (d, J = 6.9 Hz, 6H).

639

‘H NMR (400 MHz, DMSO-de) 5 8.45 (dd, J = 5.8, 5.8 Hz, 1H), 7.88 (d, J = 8.5 Hz, 2H), 7.75 (dd, J
=9.1,4.0 Hz, 1H), 7.66 (d, J = 8.3 Hz, 2H), 7.64 - 7.59 (m, 2H), 7.56 (s, 1H), 7.39 (ddd, J = 8.2,
9.2, 2.7 Hz, 1H), 5.11 (hept, J = 6.9 Hz, 2H), 4.14 - 3.96 (m, 4H), 3.62 (ddd, J = 8.6, 8.6, 1.8 Hz,
1H), 3.51 - 3.45 (m, 1H), 2.00 - 1.89 (m, 1H), 1.71 (dd, J = 12.8, 6.2 Hz, 1H), 1.42 (d, J = 6.9 Hz,
6H).

647

'H NMR (400 MHz, DMSO-de) 5 8.38 (dd, J = 5.7, 5.7 Hz, 1H), 7.88 (d, J = 8.4 Hz, 2H), 7.84 - 7.80
(m, 1H), 7.75 - 7.70 (m, 1H), 7.69 - 7.63 (m, 3H), 7.59 (d, J = 1.2 Hz, 1H), 7.55 (ddd, J = 8.5, 7.3,
1.3 Hz, H), 7.41 (ddd, J = 8.0, 7.3, 0.9 Hz, 1H), 5.06 - 4.90 (m, 1H), 4.22 (dd, J = 8.0, 3.8 Hz, 1H),
4.11 - 3.90 {m, 4H), 3.60 - 3.49 (m, 1H), 3.45 - 3.38 (m, 1H), 3.30 - 3.20 {m, 2H), 2.66 - 2.52 (m, 2H),
1.97 - 1.79 (m, 3H), 1.67 - 1.48 (m, 3H).
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"H NMR (400 MHz, DMSO-d) 5 8.38 (t, J = 5.7 Hz, 1H), 7.87 (d, J = 8.4 Hz, 2H), 7.75

- 623 |(d,J = 0.8 Hz, 1H), 7.72 - 7.53 (m, 5H), 7.32 - 7.22 (m, 1H), 5.12 (hept, J = 6.9 Hz, 1H),
4.22 (dd, J = 8.2, 3.8 Hz, 1H), 4.09 - 3.94 (m, 2H), 3.61 - 3.51 (m, 1H), 3.44 - 3.34 (m,
1H), 2.02 - 1.78 (m, 3H), 1.70 - 1.57 (m, 1H), 1.42 (d, J = 6.9 Hz, 6H).

'H NMR (400 MHz, DMSO-d) 5 8.35 (t, J = 5.8 Hz, 1H), 7.86 (d, J = 8.3 Hz, 2H), 7.65

» 605 |(d,J = 8.3 Hz, 2H), 7.62 (d, J = 4.1 Hz, 1H), 7.56 (d, J = 1.2 Hz, 1H), 7.35 (d, J = 4.1
Hz, 1H), 5.11 (hept, J = 6.9 Hz, 1H), 4.10 - 3.94 (m, 3H), 3.52 - 3.42 (m, 1H), 3.25 - 3.15
(m, 1H), 1.92 - 1.77 (m, 3H), 1.67 - 1.54 (m, 1H), 1.42 (d, J = 6.9 Hz, 6H).

"H NMR (400 MHz, DMSO-d) 5 8.33 (t, J = 5.8 Hz, 1H), 7.92 - 7.81 (m, 4H), 7.65 (d, J

15 583 |= 8.1 Hz, 2H), 7.60 (s, 1H), 7.49 - 7.40 (m, 2H), 5.12 (hept, J = 6.9 Hz, 1H), 4.09 - 3.96
(m, 3H), 3.44 - 3.35 (m, 1H), 3.19 - 3.09 (m, 1H), 1.87 - 1.69 (m, 3H), 1.56 - 1.46 (m,
1H), 1.42 (d, J = 6.9 Hz, 6H).

“H NMR (400 MHz, DMSO-dg) 5 8.65 (t, J = 5.9 Hz, 1H), 7.93 (d, J = 7.8 Hz, 2H), 7.86
—7.80 (m, 1H), 7.77 — 7.69 (m, 5H), 7.65 (d, J = 2.4 Hz, 1H), 7.56 (ddd, J = 8.5, 7.3,

e sgg  |1-3Hz, 1H), 7.46 —7.38 (m, 1H), 5.19 (hept, J = 6.8 Hz, 1H), 4.27 (dd, J = 8.4, 3.6 Hz,
1H), 4.22 (dd, J = 15.0, 6.0 Hz, 1H), 4.17 (dd, J = 15.0, 5.7 Hz, 1H), 3.64 — 3.55 (m,
1H), 3.38 — 3.31 (m, 1H), 2.01 — 1.80 (m, 3H), 1.68 — 1.59 (m, 1H), 1.34 (d, J = 6.8 Hz,
3H), 1.34 (d, J = 6.8 Hz, 3H).

14 546 -

15 588 %

'H NMR (400 MHz, DMSO-d) 5 8.52 (dd, J = 6.0, 5.4 Hz, 1H), 7.88 (d, J = 8.2 Hz, 2H),
7.77 (dd, J = 9.1, 3.9 Hz, 1H), 7.70 - 7.59 (m, 4H), 7.54 (s, 1H), 7.42 (ddd, J = 9.3, 9.1,

16 621 2.8 Hz, 1H), 5.95 - 5.89 (m, 1H), 5.75 - 5.68 (m, 1H), 5.12 (hept, J = 6.9 Hz, 1H), 5.05 -
4.97 (m, 1H), 4.39 - 4.28 (m, 1H), 4.28 - 4.19 (m, 1H), 4.08 (dd, J = 15.6, 6.0 Hz, 1H),
3.97 (dd, J =15.6, 5.4 Hz, 1H), 1.42 (d, J = 6.9 Hz, 6H).
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659

'H NMR (400 MHz, DMSO-d&) 5 8.60 (t, J = 5.7 Hz, 1H), 7.87 (d, J = 8.2 Hz, 2H), 7.78
(dd, J = 9.0, 4.1 Hz, 1H), 7.70 (d, J = 0.9 Hz, 1H), 7.69 - 7.63 (m, 3H), 7.61 (s, 1H), 7.44
(ddd, J =9.2, 9.0, 2.7 Hz, 1H), 5.12 (hept, J = 6.9 Hz, 1H), 4.47 (dd, J = 8.7, 6.9 Hz,
1H), 4.03 (d, J = 5.7 Hz, 2H), 4.01 - 3.86 (m, 2H), 2.81 - 2.64 (m, 1H), 2.46 - 2.35 (m,
1H), 1.42 (d, J = 6.9 Hz, 6H).

18

609

'H NMR (400 MHz, DMSO-d¢) 5 8.41 (dd, J = 6.0, 5.4 Hz, 1H), 7.91 - 7.80 {m, 3H), 7.74
(d, J = 0.9 Hz, 1H), 7.71 - 7.64 (m, 3H), 7.61 (s, 1H), 7.46 (ddd, J = 9.3, 9.0, 2.8 Hz,
1H), 5.12 (hept, J = 6.9 Hz, 1H), 4.56 (dd, J = 9.1, 7.5 Hz, 1H), 4.11 (dd, J = 15.4, 6.0
Hz, 1H), 4.02 (dd, J = 15.4, 5.4 Hz, 1H), 3.93 - 3.78 (m, 2H), 2.31 - 2.15 (m, 2H), 1.42
(d, J = 6.9 Hz, 6H).

19

621

'H NMR (400 MHz, DMSO-d¢) 5 8.38 (dd, J = 5.8, 5.7 Hz, 1H), 8.14 - 8.08 {m, 2H), 8.07
-8.02 (m, 1H), 7.86 (d, J = 8.1 Hz, 2H), 7.67 (d, J = 8.1 Hz, 2H), 7.62 - 7.50 (m, 3H),
5.12 (hept, J = 6.9 Hz, 1H), 4.14 - 4.02 (m, 2H), 4.01 (dd, J = 15.4, 5.7 Hz, 1H), 3.60 -
3.49 (m, 1H), 3.31 - 3.24 (m, 1H), 1.88 - 1.75 (m, 3H), 1.63 - 1.51 (m, 1H), 1.43 (d, J =
6.9 Hz, 6H).

20

606

H NMR (400 MHz, DMSO-d¢) 5 8.63 (t, J/ = 6.0 Hz, 1H), 8.09 (d, J = 2.6 Hz, 1H), 7.85
(d, J =8.2 Hz, 2H), 7.80 (dd, J = 9.1, 4.1 Hz, 1H), 7.76 — 7.71 {m, 3H), 7.70 — 7.68 (m,
1H), 7.64 (dd, J = 8.5, 2.7 Hz, 1H), 7.43 (td, J = 9.3, 2.8 Hz, 1H), 5.17 (hept, J = 6.8
Hz, 1H), 4.34 (dd, J = 8.2, 3.7 Hz, 1H), 4.22 (dd, J =17.0, 6.2 Hz, 1H), 4.12 (dd, J =
16.9, 5.6 Hz, 1H), 3.65 — 3.57 (m, 1H), 3.46 — 3.36 (m, 1H), 2.06 — 1.84 (m, 3H), 1.74 —
1.58 (m, 1H), 1.41 (d, J = 6.8 Hz, 6H).

21

606

H NMR (400 MHz, DMSO-d) 5 8.65 (t, J = 5.9 Hz, 1H), 7.93 (d, J = 8.1 Hz, 2H), 7.80
(dd, J =9.2, 4.1 Hz, 1H), 7.76 — 7.68 (m, 4H), 7.65 (d, J = 2.5 Hz, 1H), 7.63 (dd, J =
8.5, 2.6 Hz, 1H), 7.42 (td, J = 9.2, 2.8 Hz, 1H), 5.19 {(hept, J = 6.8 Hz, 1H), 4.26 (dd, J
= 8.4, 3.6 Hz, 1H), 4.23 (dd, J = 15.4, 6.0 Hz, 1H), 4.17 (dd, J = 15.0, 5.8 Hz, 1H), 3.63
—3.56 (m, 1H), 3.38 (dt, J = 9.9, 6.8 Hz, 1H), 2.04 — 1.80 (m, 3H), 1.70 — 1.58 {m, 1H),
1.34(d, J = 7.0 Hz, 3H), 1.33 (d, J = 6.9 Hz, 3H).

22

564

H NMR (400 MHz, DMSO-d¢) 5 8.58 (t, J = 5.9 Hz, 1H), 7.90 (d, J = 8.4 Hz, 2H), 7.80
(dd, J = 9.2, 4.1 Hz, 1H), 7.68 — 7.60 (m, 5H), 7.48 (dd, J = 9.5, 2.5 Hz, 1H), 7.42 (td, J
=9.2, 2.8 Hz, 1H), 6.54 {d, J = 9.5 Hz, 1H), 4.23 (dd, J = 8.2, 3.6 Hz, 1H), 4.11 (d, J =
5.9 Hz, 2H), 3.62 — 3.52 (m, 1H), 3.38 (dt, J = 9.8, 6.8 Hz, 3H), 2.01 — 1.78 (m, 3H), 1.70
—1.58 {m, TH).

23

606

'H NMR (400 MHz, DMSO-d&) 5 9.20 (d, / = 1.0 Hz, 1H), 8.71 (d, J = 6.0 Hz, 1H), 8.40
{t, J = 5.7 Hz, 1H), 7.93 (dt, J = 6.0, 1.1 Hz, 1H), 7.88 (d, J = 8.5 Hz, 2H), 7.82{d, J =
1.0 Hz, 1H), 7.66 (d, J = 8.3 Hz, 2H), 7.58 (s, 1H), 5.12 (hept, J = 6.9 Hz, 1H), 4.24 (dd,
J = 8.3, 3.7 Hz, 1H), 4.05 (dd, J = 15.5, 5.6 Hz, 1H), 3.98 (dd, J = 15.5, 5.6 Hz, 1H),
3.63 — 3.54 (m, 1H), 3.54 — 3.49 (m, 1H), 2.05 — 1.79 (m, 3H), 1.73 - 1.61 (m, 1H), 1.43
(d, J = 6.9 Hz, 6H).
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597

'H NMR (400 MHz, DMSO-d¢) 5 8.79 (d, J = 8.1 Hz, 1H), 8.20 (t, J =5.5 Hz, 1H),7.89 (d, J =
8.5 Hz, 2H), 7.73 (dd, J = 9.1, 4.0 Hz, 1H), 7.64 (d, J = 8.3 Hz, 2H}, 7.60 — 7.51 (m, 2H), 7.44
(d, J = 0.8 Hz, 1H), 7.36 {td, J = 9.2, 2.7 Hz, 1H), 5.11 (hept, J = 6.9 Hz, 1H), 4.02 — 3.91 (m,
1H), 3.86 (d, J = 5.4 Hz, 2H), 1.41 (d, J =6.9 Hz, 6H), 1.14 (d, J =7.0 Hz, 3H).

25

619

'H NMR (400 MHz, DMSO-d) 5 8.37 (t,J = 5.8 Hz, 1H), 7.90 — 7.84 (m, 2H), 7.66 (d, J = 8.3
Hz, 2H), 7.63 — 7.55 (m, 4H), 7.36 (dd, J = 8.6, 1.8 Hz, 1H), 5.12 (hept, J = 6.9 Hz, 1H), 4.20
(dd, J =7.8,4.0 Hz, 1H), 4.05 (dd, J =15.8, 5.7 Hz, 1H), 3.99 (dd, J =15.7, 5.2 Hz, 1H), 3.58
—3.50 (m, 1H), 3.33 (dt, J = 9.5, 8.5 Hz, 1H), 2.42 (s, 3H), 1.93 — 1.77 (m, 3H), 1.58 (dd, J =
8.4,3.8 Hz, 1H), 1.42 (d, J = 6.9 Hz, 6H).

26

609

"H NMR (400 MHz, DMSO-dg) 5 9.32 (s, 1H), 8.01 (t, J = 6.0 Hz, 1H), 7.90 (d, J = 8.2 Hz, 2H),
7.78 (ddd, J = 9.1, 4.1, 0.9 Hz, 1H), 7.67 (d, J = 8.2 Hz, 2H), 7.59 (dd, J = 8.5, 2.7 Hz, 1H),
7.56 (s, 1H), 7.50 (d, J = 0.9 Hz, 1H), 7.40 (ddd, J = 9.2,9.1,2.7 Hz, 1H), 5.12 (hept, J = 6.9
Hz, 1H), 3.93 (d, J = 6.0 Hz, 2H), 1.42 (d, J = 6.9 Hz, 6H), 1.23 - 1.15 (m, 2H), 0.91 - 0.84 (m,
2H).

27

589

'H NMR (400 MHz, DMSO-d¢) 5 9.19 (d, J = 0.8 Hz, 1H), 8.70 (d, J = 5.9 Hz, 1H), 8.64 (dd, J
=6.2,5.8 Hz, 1H), 8.09 (d, J = 2.6 Hz, 1H), 7.94 - 7.88 (m, 2H), 7.86 (d, J = 8.1 Hz, 2H), 7.74
(d,J =8.1 Hz, 2H), 7.71 - 7.66 (m, 1H), 5.17 (hept, J = 6.8 Hz, 1H), 4.35 (dd, J = 8.5, 3.6 Hz,
1H), 4.21 (dd, J =17.0, 6.2 Hz, 1H), 4.12 (dd, J = 17.0, 5.8 Hz, 1H), 3.68 - 3.58 (m, 1H), 3.45 -
3.38 (m, 1H), 2.11 - 1.85 (m, 3H), 1.77 - 1.63 (m, 1H), 1.41 (d, J = 6.8 Hz, 6H).

28

589

"H NMR (400 MHz, DMSO-d¢) 5 9.05 (d, J = 2.3 Hz, 1H), 8.63 (dd, J = 6.3, 5.6 Hz, 1H), 8.29
(dd, J =8.2,1.9 Hz, 1H), 8.22 (d, J = 2.6 Hz, 1H), 7.92 (dd, J = 8.2, 0.8 Hz, 1H), 7.84 (ddd, J
=7.9,1.3,1.0 Hz, 1H), 7.79 - 7.71 (m, 3H), 7.56 (ddd, J = 8.5, 7.3, 1.3 Hz, 1H), 7.42 (ddd, J
=7.9,7.3,0.9 Hz, 1H), 5.18 (hept, J = 6.9 Hz, 1H), 4.33 (dd, J = 8.2, 3.8 Hz, 1H), 4.24 (dd, J =
17.1, 6.3 Hz, 1H), 4.12 (dd, J = 17.1,5.6 Hz, 1H), 3.66 - 3.57 (m, 1H), 3.41 - 3.36 (m, 1H), 2.04
-1.84 (m, 3H),1.71 - 1.58 (m, 1H), 1.42 (d, J = 6.9 Hz, 6H).

29

606

"H NMR (400 MHz, DMSO-d) 5 8.86 (d, J = 2.4 Hz, 1H), 8.38 (t, J = 5.8 Hz, 1H), 8.20 (dd, J
=84,2.4Hz, 1H),8.08 (dd, J = 8.5,0.7 Hz, 1H), 7.84 — 7.80 {m, 1H), 7.73 (dq, J = 8.4, 0.9 Hz,
1H), 7.67 — 7.63 (m, 2H), 7.55 (ddd, J = 8.5, 7.2, 1.3 Hz, 1H), 7.41 (ddd, J = 8.0,7.3, 0.9 Hz,
1H), 5.11 (hept, J = 6.9 Hz, 1H), 4.23 (dd, J = 8.0, 3.8 Hz, 1H), 4.07 (dd, J = 16.3, 5.7 Hz, 1H),
4.00 (dd, J =14.9, 5.1 Hz, 1H), 3.58 — 3.50 (m, 1H), 3.35 (dt, J = 9.6, 6.6 Hz, 1H), 1.96 — 1.80
(m, 3H), 1.67 — 1.54 (m, 1H), 1.43 (d, J = 6.8 Hz, 6H).

30

624

'H NMR (400 MHz, DMSO-d¢) 5 8.86 (d, J = 2.4 Hz, 1H), 8.39 (t, J = 5.8 Hz, 1H), 8.20 (dd, J
=8.5,2.4Hz, 1H), 8.08 (d, J = 8.4 Hz, 1H), 7.79 (dd, J =9.2, 4.0 Hz, 1H), 7.68 — 7.59 (m, 3H),
7.42 (td, J =9.2,2.8 Hz, 1H), 5.12 (hept, J = 6.9 Hz, 1H), 4.23 (dd, J = 8.2, 3.6 Hz, 1H), 4.07
(dd, J =15.6, 5.8 Hz, 1H), 4.00 (dd, J = 15.6, 5.6 Hz, 1H), 3.61 — 3.50 (m, 1H), 3.36 (dt, J =
9.6, 6.6 Hz, 1H), 2.00 — 1.79 (m, 3H), 1.68 — 1.56 (m, 1H), 1.43 (d, J = 6.9 Hz, 6H).

gboooaod

10

20

30



gbooooao

(104) JP 6906449 B2 2021.7.21

Eél
&5

MS(ESI)
m/z

(M+H)"

NMR

31

640

H NMR (400 MHz, DMSO-d;) 5 8.86 (d, J = 2.4 Hz, 1H), 8.46 (t, J = 5.8 Hz, 1H), 8.20
(dd, J = 8.5, 2.4 Hz, 1H), 8.09 (d, J = 8.5 Hz, 1H), 7.75 (dd, J = 9.2, 4.0 Hz, 1H), 7.65 —
7.58 (m, 3H), 7.39 (td, J = 9.2, 2.8 Hz, 1H), 5.11 (hept, J = 6.8 Hz, 1H), 4.17 — 3.95 (m,
4H), 3.62 (t, J = 8.4 Hz, 1H), 3.50 — 3.39 (m, 1H), 1.95 (dtd, J = 12.4, 8.6, 4.2 Hz, 1H),
1.71 (dd, J = 13.0, 6.2 Hz, 1H), 1.43 (d, J = 6.9 Hz, 6H).

32

607

"H NMR (400 MHz, DMSO-d;) 8 9.25 (s, 1H), 8.86 (s, 1H), 8.75 (d, J = 6.1 Hz, 1H),
8.40 (t, J = 6.2 Hz, 1H), 8.20 (d, J = 8.5 Hz, 1H), 8.09 (d, J = 8.4 Hz, 1H), 8.01 (d, J =
6.1 Hz, 1H), 7.86 (s, 1H), 7.65 (s, 1H), 5.12 (hept, J = 6.2 Hz, 1H), 4.26 (dd, J = 8.6,
3.7 Hz, 1H), 4.06 (dd, J = 15.4, 5.8 Hz, 1H), 3.99 (dd, J = 15.6, 5.7 Hz, 1H), 3.65 — 3.51
(m, 1H), 3.44 — 3.33 (m, 1H), 2.04 — 1.79 (m, 3H), 1.74 —1.60 (m, 1H), 1.43 (d, J = 6.9
Hz, 6H).

33

606

H NMR (400 MHz, DMSO-d;) 5 8.95 — 8.92 (m, 1H), 8.47 (t, J = 5.8 Hz, 1H), 8.41 (dd,
J =8.8, 2.5 Hz, 1H), 8.03 (d, J = 8.6 Hz, 1H), 7.97 — 7.95 (m, 1H), 7.84 — 7.80 (m, 1H),
7.74 (dd, J = 8.4, 1.0 Hz, 1H), 7.68 (d, J = 0.9 Hz, 1H), 7.55 (ddd, J = 8.5, 7.2, 1.3 Hz,
1H), 7.45 — 7.38 (m, 1H), 5.14 (hept, J = 7.0 Hz, 1H), 4.26 (dd, J = 7.6, 3.8 Hz, 1H),
4.04 (d, J = 5.7 Hz, 2H), 3.57 — 3.51 (m, 1H), 3.36 (dt, J = 10.1, 6.6 Hz, 1H), 1.96 —
1.81 (m, 3H), 1.69 — 1.57 (m, 1H), 1.43 (d, J = 10.6, 6.9 Hz, 6H).

34

624

'H NMR (400 MHz, DMSO-d,) 5 8.93 (brs, 1H), 8.47 (t, J = 5.8 Hz, 1H), 8.41 (dd, J =
8.7, 2.5 Hz, 1H), 8.03 (d, J = 8.6 Hz, 1H), 7.96 (s, 1H), 7.80 (dd, J = 9.2, 4.0 Hz, 1H),
7.67 —7.60 (m, 2H), 7.42 (td, J = 9.3, 2.8 Hz, 1H), 5.14 (hept, J = 6.8 Hz, 1H), 4.26
(dd, J = 7.8, 3.5 Hz, 1H), 4.04 (d, J = 5.7 Hz, 2H), 3.55 — 3.52 (m, 1H), 3.36 (dt, J =
10.1, 6.6 Hz, 1H), 1.99 — 1.81 (m, 3H), 1.72 — 1.57 (m, 1H), 1.44 (d, J = 6.9 Hz, 6H).

35

640

'H NMR (400 MHz, DMSO-d;) 5 8.95 — 8.91 (m, 1H), 8.54 (t, J = 5.8 Hz, 1H), 8.41 (dd,
J =8.7, 2.5 Hz, 1H), 8.03 (d, J = 8.6 Hz, 1H), 7.94 (brs, 1H), 7.76 (dd, J = 9.1, 4.1 Hz,
1H), 7.65 — 7.59 (m, 2H), 7.39 (td, J = 9.2, 2.8 Hz, 1H), 5.13 (hept, J = 6.8 Hz, 1H),
4.14 (d, J = 3.2 Hz, 1H), 4.08 — 4.01 (m, 3H), 3.65 — 3.59 (m, 1H), 3.52 — 3.42 (m, 1H),
2.04—1.91 (m, 1H), 1.74 (dd, J = 13.4, 6.4 Hz, 1H), 1.44 (d, J = 6.9 Hz, 6H).

36

607

'H NMR (400 MHz, DMSO-d) 5 9.20 (brs, 1H), 8.95 — 8.92 (m, 1H), 8.72 (d, J = 6.0 Hz,
1H), 8.49 (t, J = 5.8 Hz, 1H), 8.41 (dd, J = 8.8, 2.5 Hz, 1H), 8.03 (d, J = 8.6 Hz, 1H),
7.98 —7.93 (m, 2H), 7.84 (d, J = 1.0 Hz, 1H), 5.13 (hept, J = 6.7 Hz, 1H), 4.28 (dd, J =
8.3, 3.5 Hz, 1H), 4.03 (d, J = 5.7 Hz, 2H), 3.63 — 3.54 (m, 1H), 3.39 (dt, J = 9.7, 6.9 Hz,
1H), 2.03 — 1.81 (m, 3H), 1.75 — 1.63 (m, 1H), 1.44 (d, J = 6.9 Hz, 6H).

37

607

'H NMR (400 MHz, DMSO-d;) 5 9.04 (d, J = 2.3 Hz, 1H), 8.64 (dd, J = 6.0, 5.7 Hz, 1H),
8.33 - 8.26 (m, 1H), 8.22 (d, J = 2.6 Hz, 1H), 7.93 (dd, J = 8.4, 0.8 Hz, 1H), 7.83 - 7.77
(m, 1H), 7.76 - 7.71 (m, 2H), 7.65 (dd, J = 8.4, 2.7 Hz, 1H), 7.43 (ddd, J = 9.3, 9.2, 2.7
Hz, 1H), 5.18 (hept, J = 6.8 Hz, 1H), 4.34 (dd, J = 8.3, 3.7 Hz, 1H), 4.24 (dd, J = 17.0,
6.0 Hz, 1H), 4.13 (dd, J = 17.0, 5.7 Hz, 1H), 3.67 - 3.56 (m, 1H), 3.45 - 3.36 (m, 1H),
2.08 - 1.84 (m, 3H), 1.72 - 1.61 (m, 1H), 1.42 (d, J = 6.8 Hz, 6H).
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555

H NMR (400 MHz, DMSO-ds) 3 8.37 {t, J = 5.8 Hz, 1H), 7.82(d, J = 7.8 Hz, 1H), 7.73 (d, J = 8.4
Hz, 1H), 7.65 (s, 1H), 7.55 (ddd, J = 8.5, 7.2, 1.4 Hz, 1H), 7.48 (s, 1H), 7.48 — 7.38 (m, 3H), 7.35 -
7.29 (m, 2H), 5.11 (hept, J = 6.3, 5.9 Hz, 1H), 4.22 (dd, J = 8.2, 3.7 Hz, 1H), 4.04 (dd, J = 15.6, 5.9
Hz, 1H), 3.98 (dd, J = 15.6, 5.5 Hz, 1H), 3.56 — 3.50 (m, 1H), 3.34 (dt, J = 9.5, 6.5 Hz, 1H), 1.95 -
1.78 (m, 3H), 1.66 — 1.54 (m, 1H), 1.41 (d, J = 6.9 Hz, 6H).

39

573

H NMR (400 MHz, DMSO-ds) 5 8.37 {t, J = 5.8 Hz, 1H), 7.78 (dd, J = 9.0, 4.2 Hz, 1H), 7.65-7.60
(m, 2H), 7.50 — 7.43 (m, 3H), 7.41 (dd, J = 9.2, 2.8 Hz, 1H), 7.36 — 7.28 (m, 2H), 5.1 (hept, J = 7.2
Hz, 1H), 4.21 (dd, J = 8.2, 3.8 Hz, 1H), 4.04 (dd, J = 16.7, 5.9 Hz, 1H), 3.97 (dd, J = 15.2, 5.4 Hz,
1H), 3.59 — 3.50 (m, 1H), 3.35 (dt, J = 9.9, 6.7 Hz, 1H), 1.97 — 1.78 (m, 3H), 1.68 — 1.56 (m, 1H),
1.41 (d, J = 6.8 Hz, 6H).

40

571

'H NMR (400 MHz, DMSO-d¢) 5 8.38 {t, J = 5.8 Hz, 1H), 7.82(d, J = 7.8 Hz, 1H), 7.74(d, J = 8.4
Hz, 1H), 7.66 (d, J = 1.0 Hz, 1H), 7.58 — 7.52 (m, 3H), 7.50 (brs, 1H), 7.47 — 7.38 (m, 3H), 5.11
(hept, J = 7.3 Hz, 1H), 4.22 (dd, J = 8.1, 3.8 Hz, 1H), 4.05 (dd, J = 15.6, 5.8 Hz, 1H), 3.98 (dd, J =
15.5, 5.6 Hz, 1H), 3.59 — 3.50 (m, 1H), 3.34 (dt, J = 9.7, 6.5 Hz, 1H), 1.96 — 1.78 (m, 3H), 1.67 -
1.54 (m, 1H), 1.41(d, J = 6.9 Hz, 6H).

41

589

"H NMR (400 MHz, DMSO-d¢) 3 8.38 {t, J = 5.8 Hz, 1H), 7.79 {dd, J = 9.1, 4.0 Hz, 1H), 7.65 - 7.61
{m, 2H), 7.58 — 7.52 (m, 2H), 7.50 (brs, 1H), 7.46 — 7.38 (m, 3H), 5.11 (hept, J = 6.8 Hz, 1H), 4.22
(dd, J = 8.2, 3.7 Hz, 1H), 4.04 (dd, J = 15.6, 4.9 Hz, 1H), 3.97 (dd, J = 15.9, 5.5 Hz, 1H), 3.59 —
3.50 (m, 1H), 3.35 (dt, J = 9.8, 6.7 Hz, 1H), 1.98 — 1.78 (m, 3H), 1.67 — 1.55 (m, 1H), 1.41(d, J =
6.9 Hz, 6H).

42

589

H NMR (400 MHz, DMSO-d¢) 5 8.97 - 8.88 (m, 1H), 8.63 (dd, J = 6.1, 6.0 Hz, 1H), 8.51(d, J = 2.5
Hz, 1H), 8.22 (ddd, J = 8.6, 2.4, 0.8 Hz, 1H), 8.12 (d, J = 8.6 Hz, 1H), 8.07 - 8.02 (m, 1H), 7.83
(ddd, J = 8.0, 1.4, 0.7 Hz, 1H), 7.79 - 7.71 (m, 2H), 7.56 (ddd, J = 8.6, 7.3, 1.4 Hz, 1H), 7.42 (ddd,
J =8.0,7.3, 0.9 Hz, 1H), 5.17 (hept, J = 6.7 Hz, 1H), 4.36 (dd, J = 7.5, 3.9 Hz, 1H), 4.26 - 4.09 (m,
2H), 3.80 - 3.57 (m, 1H), 3.47 - 3.36 (m, 1H), 2.03 - 1.88 {m, 3H), 1.75 - 1.63 (m, 1H), 1.41 (d, J =
6.8 Hz, 6H).

43

607

'H NMR (400 MHz, DMSO-d¢) 5 8.95 - 8.89 (m, 1H), 8.63 (dd, J = 6.4, 6.0 Hz, 1H), 8.51(d, J =2.5
Hz, 1H), 8.22 (dd, J = 8.6, 2.1 Hz, 1H), 8.11 (d, J = 8.6 Hz, 1H), 8.03 (dd, J = 2.4, 1.3 Hz, 1H),
7.80 (dd, J = 9.2, 4.1 Hz, 1H), 7.72 (d, J = 0.9 Hz, 1H), 7.63 (dd, J = 8.5, 2.8 Hz, 1H), 7.42 (ddd, J
=9.3, 9.2, 2.8 Hz, 1H), 5.17 (hept, J = 6.8 Hz, 1H), 4.36 (dd, J = 7.8, 3.5 Hz, 1H), 4.25 - 4.08 (m,
2H), 3.68 - 3.58 (m, 1H), 3.54 - 3.48 (m, 1H), 2.05 - 1.85 (m, 3H), 1.79 - 1.65 (m, 1H), 1.41(d, J =
6.8 Hz, 6H).

606

H NMR (400 MHz, DMSO-d¢) 3 8.62 (dd, J = 6.1, 5.8 Hz, 1H), 8.09 (d, J = 2.6 Hz, 1H), 7.90 - 7.83
(m, 3H), 7.74 (d, J = 8.1 Hz, 2H), 7.73 - 7.67 (m, 1H), 7.66 - 7.54 (m, 2H), 7.27 (ddd, J = 9.6, 7.7,
1.2 Hz, 1H), 5.18 (hept, J = 6.8 Hz, 1H), 4.35 (dd, J = 8.3, 3.7 Hz, 1H), 4.21 (dd, J = 17.1, 6.1 Hz,
1H), 4.13 (dd, J =17.1, 5.8 Hz, 1H), 3.66 - 3.57 (m, 1H), 3.48 - 3.39 (m, 1H), 2.06 - 1.85 (m, 3H),
1.73 - 1.61 (m, 1H), 1.41 (d, J = 6.8 Hz, 6H).
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£ A0

#S

MS(ESI)

m/z

(M+H)"

NMR

H NMR (400 MHz, DMSO-d¢) 3 8.65 (t, J = 5.9 Hz, 1H), 7.93 (d, J = 7.9 Hz, 2H), 7.84 (d, J = 0.9
Hz, 1H), 7.77 - 7.69 (m, 3H), 7.68 - 7.53 (m, 3H), 7.27 (ddd, J = 9.7, 7.8, 1.0 Hz, 1H), 5.19 (hept, J

4 806 1 6.8 Hz, 1H), 4.28 (dd, J = 8.4, 3.7 Hz, 1H), 4.28 - 4.12 (m, 2H), 3.60 - 3.56 (m, 1H), 3.53 - 3.35
(m, 1H), 2.05 - 1.80 (m, 3H), 1.70 - 1.60 (m, 1H), 1.34 (d, J = 6.8 Hz, 3H), 1.33 (d, J = 6.8 Hz, 3H).
"H NMR (400 MHz, DMSO-d¢) 5 9.20 (d, J = 1.0 Hz, 1H), 8.71 (d, J = 6.0 Hz, 1H), 8.66 (dd, J =
6.0, 5.7 Hz, 1H), 7.98 - 7.90 (m, 3H), 7.89 (d, J = 1.0 Hz, 1H), 7.74 (d, J = 8.7 Hz, 2H), 7.71 (d, J =
46 589 |24 Hz, 1H), 7.65 (d, J = 2.4 Hz, TH), 5.19 (hept, J = 6.8 Hz, 1TH), 4.28 (dd, J = 8.6, 3.6 Hz, 1H),
4.22 (dd, J = 15.0, 6.0 Hz, 1H), 4.16 (dd, J = 15.0, 5.7 Hz, 1H), 3.63 - 3.58 (m, 1H), 3.44 - 3.36 (m,
1H), 2.06 - 1.96 (m, 1H), 1.95 - 1.80 {(m, 2H), 1.74 - 1.63 {(m, 1H), 1.34 (d, J = 6.8 Hz, 3H), 1.33 (d,
J = 6.8 Hz, 3H).
'H NMR (400 MHz, DMSO-d¢) 5 8.74 (dd, J = 6.3, 5.8 Hz, 1H), 7.93 (d, J = 7.8 Hz, 2H), 7.80 - 7.71
47 622 (M, 3H), 7.69 (d, J = 2.5 Hz, 1H), 7.68 - 7.60 (m, 3H), 7.40 (ddd, J = 9.2, 9.2, 2.8 Hz, 1H), 5.19
(hept, J = 6.8 Hz, 1H), 4.25 (dd, J = 14.9, 6.3 Hz, 1H), 4.19 - 4.08 (m, 2H), 4.06 (s, 1H), 3.71 - 3.64
(m, 1H), 3.53 - 3.42 (m, 1H), 2.01 - 1.88 (m, 1H), 1.78 - 1.70 (m, 1H), 1.34 (d, J = 6.8 Hz, 6H).
'H NMR (400 MHz, DMSO-d¢) 5 9.05 {d, J = 2.2 Hz, 1H), 8.66 (dd, J = 6.0, 5.7 Hz, 1H), 8.42 (dd, J
=8.2, 1.8 Hz, 1H), 7.94 (dd, J = 8.2, 0.8 Hz, 1H), 7.83 (ddd, J = 7.8, 1.2, 0.6 Hz, 1H), 7.80 - 7.72
48 589  |(m, 4H), 7.56 (ddd, J = 8.4, 7.2, 1.2 Hz, 1H), 7.42 (ddd, J =7.8, 7.2, 0.9 Hz, 1H), 5.19 (hept, J =
6.8 Hz, 1H), 4.31 - 4.20 {m, 2H), 4.18 (dd, J = 15.1, 5.7 Hz, 1H), 3.64 - 3.56 (m, 1H), 3.40 - 3.33 (m,
1H), 2.01 - 1.81 (m, 3H), 1.68 - 1.57 (m, 1H), 1.349 (d, J = 6.8 Hz, 3H), 1.346 (d, J = 6.8 Hz, 3H).
"H NMR (400 MHz, DMSO-ds) 5 9.05 (d, J = 2.1 Hz, 1H), 8.67 (dd, J = 6.0, 5.6 Hz, 1H), 8.41 (dd, J
=8.2, 1.9 Hz, 1H), 7.93 (d, J = 8.2 Hz, 1H), 7.84 - 7.75 (m, 3H), 7.70 (d, J = 0.9 Hz, 1H), 7.64 (dd,
49 607 |J =8.5,2.8Hz, 1H), 7.43 (ddd, J = 9.2, 9.2, 2.8 Hz, 1H), 5.18 (hept, J = 6.8 Hz, 1H), 4.29 - 4.21
(m, 2H), 4.18 (dd, J = 14.9, 5.6 Hz, 1H}, 3.64 - 3.55 (m, 1H), 3.42 - 3.33 (m, 1H), 2.05 - 1.80 (m,
3H), 1.70 - 1.58 (m, 1H), 1.34 (d, J = 6.6 Hz, 6H).
"H NMR (400 MHz, DMSO-d¢) 5 9.00 - 8.95 (m, 1H), 8.81 (d, J = 8.5 Hz, 1H), 8.69 (t, J = 5.9 Hz,
1H), 8.42 (d, J = 2.6 Hz, 1H), 8.28 - 8.20 (m, 1H), 7.85 (d, J = 2.6 Hz, 1H}, 7.82 (ddd, J = 7.8, 1.4,
50 589 0.9 Hz, 1H), 7.75 (dd, J = 8.5, 0.9 Hz, 1H), 7.72 (d, J = 0.9 Hz, 1H), 7.56 (ddd, J = 8.5, 7.3, 1.4 Hz,
1H), 7.42 (ddd, J = 8.0, 7.3, 0.9 Hz, 1H), 5.26 (hept, J = 6.8 Hz, 1H), 4.31 - 4.16 (m, 3H), 3.63 -
3.56 (m, 1H), 3.40 - 3.33 (m, 1H), 1.98 - 1.81 (m, 3H), 1.69 - 1.57 (m, 1H), 1.36 (d, J = 6.8 Hz, 6H).
"H NMR (400 MHz, DMSO-d¢) 5 8.94 - 8.87 {m, 1H), 8.74 (d, J = 8.5 Hz, 1H), 8.63 (t, J = 5.9 Hz,
1H), 8.35 (d, J = 2.6 Hz, 1H), 8.17 (dd, J = 8.5, 2.3 Hz, 1H), 7.78 (d, J = 2.6 Hz, 1H), 7.74 (dd, J =
51 607 |9.1, 4.0 Hz, 1H), 7.62 (d, J = 0.9 Hz, 1H), 7.56 {dd, J = 8.5, 2.8 Hz, 1H), 7.35 (ddd, J =9.3, 9.1,
2.8 Hz, 1H), 5.19 (hept, J = 6.8 Hz, 1H), 4.25 - 4.09 (m, 3H), 3.57 - 3.49 (m, 1H), 3.36 - 3.25 (m,
1H), 1.95 - 1.73 (m, 3H), 1.66 - 1.52 (m, 1H), 1.29 (d, J = 6.8 Hz, 6H).
oooooao
0o0oDoDo0o0oDooo0o0o0oDoDoo0oDooooDooo0ooodoooooDoooooaoan
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0do0DoDooboOo0ooooOo0o0ooDDOOo0boDDbODO0o0oboDoOOoo0oDODOo0ooDDbODOoOooDDbODOoOoDoOoaon
0000000000000 oDO00o0o0D00o0Do0oo0o0o0Do0oO0o0DoDOoO0oDoDOoOooDooOoao
00dupwO0O0O0O0OD0OOD0OODOODOODODOOO0ODODODODOOOODOODODODODODOODO
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0000000000000 oOO00o0o0DO0o0o0Do0oo0oo0oODo0o0oo0DoDOo0o0DobODOoO0ooDoOoan
oooao

MS (ESI) m/z 605 (M+H)*

TH NMR (400 MHz, DMSO-dg) & 8.38 (dd, J = 5.8, 5.8 Hz, 1H), 7.91 - 7.85 (m, 2H)
, 7.84 - 7.79 (m, 1H), 7.73 (dd, J = 8.4, 1.0 Hz, 1H), 7.69 - 7.62 (m, 3H), 7.60
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- 7.51 (m, 2H), 7.41 (ddd, J = 7.7, 7.6, 0.9 Hz, 1H), 5.12 (hept, J = 6.9 Hz, 1
H), 4.22 (dd, J = 8.0, 3.8 Hz, 1H), 4.09 - 3.95 (m, 2H), 3.58 - 3.48 (m, 1H), 3.
35 - 3.31 (m, 1H), 1.95 - 1.79 (m, 3H), 1.66 - 1.55 (m, 1H), 1.42 (d, J = 6.9 Hz
6H) .

Do0o0o00

0000000000000 0000000000000000000000000000
0000000000000

Do0o0o00
D0000000000000000000000000000000000000000
D000D000000000000000000000000000000000000
D0000000000000000000000000000000000000
0000000000000 0000O000000000000000000000000
0000000000000000

0000000000000 000000000000000000000000000
0000000000000000000000

MS (ESI) m/z 286 (M+H)*

H NMR (300 MHz, DMSO-dg) & 11.9 (s, 1H), 8.23 (s, 3H), 8.14 (s, 1H), 7.91 (d,
J=8.4Hz, 2H), 7.71 (d, J = 8.4 Hz, 2H), 3.72 (s, 2H).
0000000000000 0000000000000000000000000000
0000000000000 000000000000000000000000000
000000000

0000000000000 0000O000000000000000000000000
0000000000000 0000000O0p000000000000000000
0000000000000 000000000000000000000000000
0000000000000 0000O000O00O0O000O000O000O00000000
0000000000000 0000000000000000000000000000
0000000000000 0000000000O000O000ON0ONONooNooonoon
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000p 00
0000000000000 000000000000000000000000000
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0000000000000 0000000000000000000000000000
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MS (ESI) m/z 470 (M+H)*

0000000000000 0000O000O00O0O000O000O000O00000000
0000000000000 0000000000000000000000000000
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MS (ESI) m/z 647 (M+H)™*

1H NMR (400 MHz, DMSO-dg) & 8.38 (dd, J = 5.7, 5.7 Hz, 1H), 7.88 (d, J = 8.4 Hz
, 2H), 7.84 - 7.80 (m, 1H), 7.75 - 7.70 (m, 1H), 7.69 - 7.63 (m, 3H), 7.59 (d, J
= 1.2 Hz, 1H), 7.55 (ddd, J = 8.5, 7.3, 1.3 Hz, 1H), 7.41 (ddd, J = 8.0, 7.3, O
.9 Hz, 1H), 5.06 - 4.90 (m, 1H), 4.22 (dd, J = 8.0, 3.8 Hz, 1H), 4.11 - 3.90 (m,
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4H), 3.60 - 3.49 (m, 1H), 3.45 - 3.38 (m, 1H), 3.30 - 3.20 (m, 2H), 2.66 - 2.52
(m, 2H), 1.97 - 1.79 (m, 3H), 1.67 - 1.48 (m, 3H).
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O
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ooad
ooao 10
RS | hTRPA1
g | IC50 (uM)
1 0.016
2 0.026
3 0.0073
20
4 0.011
5 0.021
5 0.54
7 0.22
8 0.064
9 0.14 %
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=HES | O | mEEES | TN
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11 0.033 21 0.0089
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14 0.16 24 0.042
15 0.079 25 9s2
16 0.0036 26 e
17 0.046 27 0.093
18 0.0090 28 0.18
19 0.056 29 0.030
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30 0.010 41 0024
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35 0.16 46 0.098

36 0.20 47 0.23

37 0.031 48 0.21

38 0.24 49 0.045

39 0.10 50 0.11

40 0.085 51 0.081
Ooooooao
0o0oo0ooo0obOoOoobOooooboOooooao
O00oo0oo0ooo00 0000000000000 ooooooooooooooooaon
Oo0oooooooonoooooonobononooonooononan
go0ooooooooooootoootooobooonooonan
000000 bO0oO0oo0bOO0o0oooODOo0oboOooOooOoooonooaa
O000000o0o0o0o0oooooooooooooononoan
od
ooooooboOoooooag
O00oo0ooo0ooooooooooooooooooooaon
Oo0oooooooonoooooonobonooooonoonnan
0do0o0O0oo0obOo0ooo0bOo0oobOOo0oboOoDoobOoooobooa
OO0o0oo0ooooooooogno
Oo0oooooooonoooooonobononooonooononan

JP 6906449 B2 2021.7.21

oo

uod
oogod
oono

O

g

O
O
O
O
O
O
O
O
O

O
O
OJ
O
O
O
O
O

10

20

30

40

50



I [

O Ooooooaog
OOoooooao
O 0Ooo0ooo
OO oOgogo

OoooooooooooQgaog

O Ooo0oooao
O Ooo0oooao

O 0Oooo

O
O
O

OooDoooooooooooogogoogao
O
|
|

Oooooooooooog x oooaog
Ooooooooooooogooooo

O
O
O

Oooooogooooooggogao
OoooooooooogogQgoao

Ooo0oo0ooood
OOoo0oooogd
OoOoo0oooogd
Oooo0ooood

OO0 oDoDoooooooooogodg
OooOoo0ooood

I R R o A B
OooDoo4oUogoooo4dgogoooao
OoOooDoooooooogoooao
oo oooooooooooogodg

(112)

JP 6906449 B2 2021.7.21

gboooobooboboboooooboobobobooboooboao

O 0Ooogooo
O 0Ooo0ooo

ooooooooboboon
gbobooooooobobobobooooboboboboonn

O 0O oo
O Oooo
O 0Oooo
O 0ooo
O Oooo
O Oooo

[ Ry |
o R |
[ R |
O OO
I I Ry |
O O
O O

O0Ooo0oooao
O Oo0oooao
O Oooooao
OOoo0oooao
O Ooo0ooo
O OooOooo
O Ooooo
O Ooo0ooo
O OoOooo
O Ooooo
O Ooo0ooo
OO oOgoo
O Ooooo
O Ooooo
O 0Ooo0ooo
O Ooo0gooo
O Ooooo

O Oooooao
OOoo0oooao
O0Ooo0oooao
O Oo0oooo
OOoo0oooao
OOoo0oooao
O 0Oo0Oooo
O Oooooao
OOoo0oooao
O0Ooo0oo0ooao
O OooO0oooao
OOoo0oooo
O0Ooo0oooao
O O0Oo0Oooo
OO x Oooo

O 0Oooo

O 0o oo

O Oooo
O O0ooo
I Y O o Y
O Oooo
O Oooo
O 0Oooo
O Oooo
O Oooo
O 0Oooo

g
u
O

O o0ood

O

0
4
O

O Oooo
O

g
u

uood
OO
oo

O

O

oo
g

O

oono
uood

O
O
O

ugonf
uod

O
O
O

goo
uod

ooooboooooooooooboooooooboboooooao
gboooobooboboboooooobooboboboboo
ubooooboboobobooboooouobooboaobaoao
oooobOoooooboooooooboooooooboooooao
gbooooobooboobobooboooooboboboob

uod
od
oo

O d

O

oo
ao

O

god
uod

ooooocoooooooao

po0ooooboooooooboao
ogoaoaao

gbooooobobobo
oboooobooboobao
oooooooobooog
oooooooobooog
oboooobobobo

EhehlE=S

RE5EE
(mg/kg)

rat blood flow model

(%inh.)

0.3

45

1

56

=

3

58

O Oo0oo0ooooaog
OOoo0ooooao
O 0O0o0ooooaog
O Oo0ooooaog
O Ooo0ooooao
O Ooo0oo0oooao
O O ogoog
O 0Ooogooo
O 0Ooo0ooo
Y [ Y
O Ooogoo

oooao
ooboao
agoaao
oooao
ogooao

O 0Ooo0ooo

gooboooooboboooobooboooooboodg
ooooooooooooooobooogooobooo

ugbooboooogan

goobOooooooocoobooboooooboog
ooobooooooooooooboooooobooo

10

20

30

40



(113)

JP 6906449 B2 2021.7.21

oooobOoooooooooooboooooooboooooao

gboooobooboboboooooobooboboboboo

gbooooobooboboboooooooboboboboog
uboooooobobobooobooboaa

0
ooooooboooooao
goboDoooboooboon
gooooooooooao
gogooooobobobbbbbbobooooo
gooooo
go0ooooooooooao
goooooooooboan
gooo
2 0.3 mg/kg_Ex.1
z | -o- vehicle
2_ gl Ex.1
3
2%,
':1_::2
28
§° 21
5 1 5w
Time after AITC stimulation (min)
N=4, Mean+S.D.
1 mg/kg_Ex.1
81 -~ vehicle
- Ex.1

o
)

change in blood flow
(fold change)
Y

N
h

=1

5 10 15 20

0
Time after AITC stimulation (min)
N=4, Mean+S.D.
3 mg/kg_Ex.1
8 -eo- vehicle
2 -a Ex.1
256
3%
o £
af,
c @
Pl -
33
§<2
E=
o
0+ T T T 1
0 5 10 15 20

Time after AITC stimulation (min)
N=3-5, Mean+S.D.



(114) JP 6906449 B2 2021.7.21

ooooDao
0006906449000001 . app




(115)

JP 6906449 B2 2021.7.21

gboooooooan

(51)Int.CI.
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
0ooo

(74000

(72000

(72000

(72000

gog

00
43/00  (2006.01) 0000 43/00
25/04  (2006.01) 0ooo  25/04
29/00  (2006.01) 0ooo  29/00
3/10  (2006.01) oooo  3/10
25/00  (2006.01) oooog  25/00
19/02  (2006.01) ooog  19/02
11/06  (2006.01) o000 11/06
11/00  (2006.01) oooo  11/00
11/04  (2006.01) oooo  11/04
1/00  (2006.01) oooo /00
1/04  (2006.01) oooo 1/04
1/18  (2006.01) oooo /18
17/04  (2006.01) oooo  17/04
37/08  (2006.01) oooo  37/08
17/00  (2006.01) oooog 17/00
31/513  (2006.01) 0ooo  31/513
31/4439  (2006.01) 0000  31/4439
31/444  (2006.01) 0000 31/444
11/14  (2006.01) oooo 11714
14/705  (2006.01) 0ooo  14/705
15/12  (2006.01) oooo  15/12
100151301

0oooooooo

ooooo
00000000000000000000000000
oooo
0000000000000000000000000CO
ooooo

oobooooooobooboooobooobooooono

goaod

(6) 0000 DOOOOoOoOooooDOObOOoOoooooDoOboo

gboboboboobooboooooooooooon
gbobgboobooboobooooooooooood
ooboooobooboooobooobooboooon
gboboboobooboobooooooooooooon
gbobobooboobooboooooooooooon
oobooooboooboooooooboobooo

gbobobooboobooboooooooooooon

gogo
goano
gooo
gogo
goano
gooo
gogo
goano
goano
gooo
gogo
goano
gooo
gogo
gogno
gooo
gooo
gogno
goano
gooo
gogo

uo

go

ao

O

goood
godod
gooog
gooog
agoood
goood
goood
goood
godod
goood
gooog
goood
gooog
goood
goood
goood
goood
goood
godod
gooog
goood

Database REGISTRYO OO OO OO OO DORN 1658421-60-300 Retrieved from STN international

[online] ;retrieved on 3 February 2021

G8yoooooodant.Cl.odon)

ooooooboooooooooon
oooooobooooboooooon



(116) JP 6906449 B2 2021.7.21

gboboooooooobooooon
ooooooboooooooo
oooooobooooooo
gboobooboooooboboboooob



	biblio-graphic-data
	claims
	description
	drawings
	reference-file-article
	overflow

