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Ra1l, Rb24) =~ (Ral Rb25)  (Ral, Rb28) = (Ral Rb27)
(Re2, R®1), (R=2, Rb2), (R=2, R®3), (R=2, R®%), (
R22 Rb8)  (R22 Rbe)  (R22, Rb7)  (Ra22, Rb8) (Ra
2 Rb9) (Ra2, Rbv10) =~ (R22, Rb11) = (Ra22 Rb12) = (R
a2 Rb13) = (Ra22 Rb14)  (Ra22 Rb15) = (Ra2 Rb18) = (
Ra2 Rb17) . (R22, Rb18) = (R=22 RP19) = (R22 Rb20)
(Ra2 Rbv21) = (Ra22 Rb22)  (Ra22 Rb23) = (Ra2, Rb24)
, (R22, Rb25) = (R22 Rb26) = (Ra22 Rb27) = (Ra3 Rb1
), (R=3, R®»?), (R=3, R®3), (R=3, R®%), (R23, R"S)

, (Re=3, R®®), (R=3, R®7), (R#3, R®8), (R#3, R®?),

(Ra3, Rbv10) ~ (Ra23 Rb®11)  (Ra23 Rb12) =~ (Ra23, Rb13)
, (R23, Rb14) =~ (R23, Rb15)  (R23 Rb16) = (Ra3 Rb17
), (R23 Rv18) = (Ra3 Rb1°)  (Ra3 Rb20) =~ (Ra23 R®
21y . (Ra3, Rb22) = (Ra3 Rb23) = (Ra23 Rb24) = (Ra3,

Rvp28) ~ (Ra23 Rb26) = (Ra3 Rb27) = (Ra4 Rb1)  (Ra4
, R®2) , (Re=%, R®3), (R=%, R®%), (R2%, R®%), (Res,

Rve)  (Ra24, R»7) (Ra4, R®8) , (Ra24, RP9)  (R24, Rb?
10) ~ (Ra4, Rb11) =~ (Ra4, Rb12) =~ (Ra4, Rb13)  (Ra4,

Rb14) = (Ra4, Rb®»15)  (Ra4, Rb16) =~ (Ra4 Rb17) = (Ra4
Rp18) = (Ra4, Rbv19) = (Ra4, Rb20) =~ (Ra4 Rb21) (R
a4 Rb22) = (Ra4 Rb23)  (Ra4, Rb24) = (Ra4, Rbv25) = (
Ra4, Rb26) = (Ra4, Rb27) = (Ras Rbv1) , (Ras Rb2)  (
Ra5 Rb®b3)  (Ra25 Rb4)  (Ra25 Rb8) (Ra5 Rb6) (R
5 Rb¢7) , (Ra25, R®»8)  (Ra5 Rb®?) (Ras Rbv10)  (Ra5
Rp11)  (Ra2%5 Rb12) =~ (Ra25 Rb»13)  (Ras Rbv14) (R
a6 Rb15)  (Ra5 Rbv16)  (Ra5 Rb17) = (Ras Rb18) = (
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[0077]

[0078]

Res, R®19), (Re%, R®29), (Re%, R®21), (Res, R22),
(R=5, R®23), (Re%, R®2%), (Res, R»25), (Re5, Rb26)
, (Re5, R®27), (Re=s, R®1), (R=5, R®2), (R25, R®),
(R8s, R»4), (R=%, R®%), (R8s, Rb6), (R25, Rb7), (
Res, R®®), (R=6, R®9), (R=e, R®10), (Res, Ro11), (
Ree, R®12), (Ree, R®13), (Res, R®14), (Rs=s, R®19),
(R=e, R®18) , (R=s, R®17), (Res, R®18), (R26, R®19)
. (Ree, R®29) , (Rss, R®21), (R2e, R22), (R=¢, R®?3
), (Ree, Rb24), (Res, R®29), (Rs=s, R®28) , (R2°, R®
27)
X
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-001

1H-NMR (DMSO-d6) &: 0.98~
1.04 {2H, m), 1.23-1.33 (12H, m),
1.80~-1.83 (2H, m), 2.04-2.07 (2H,
m), 2.89 (2H, t, J = 6.3 Hz), 3.35-
3.36 (1H, m), 6.87 (1H, t, J =58
Hz), 7.51-7.55 (3H, m), 7.73 (1H, 4,
J = 7.8 Hz), 1.79-7.81 (2H, m).

1-002

1H-NMR (DMSO-d6) §: 1.00-
1.03 (2H, m), 1.22-1.34 (12H, m),
1.80-1.83 (2H, m), 2.03-2.05 (2H,
m), 2.80 (2H, t, J = 6.3 Hz), 3.35~
336 (1H, m), 687 (1H, t, J =58
Hz), 7.61-7.64 (2H, m), 7.77-7.82
(2H, my).

1003

tH~NMR (DMSO-d6) &: 0.98-
1.01 (2H, m), 1.24-1.26 (12H, m),
1.80-1.83 (2H, m), 2.05-2.06 (2H,
m), 288 (2H, ¢, J = 6.3 Hz), 3.35-
336 (1H, m), 6.87 (1H, t, J = 6.8
Hz), 7.35~7.40 (2H, m), 7.73 (1H, 4,
J = 7.6 Hz), 7.84~7.85 (2H, m).

1-004

1H-NMR (DM80-d6) &:0.99-
1.05 (2H, m), 1.24-1.34 {(12H, m),
1.81-1.83 (2H, m), 2.01-2.03 (2H,
m), 2.890 (2H, t, J = 6.1 Hz), 3.45—
346 (1H, m), 6.87 (1H, +, J= 6.1
Hz), 7.34 (2H, ¢, J = 8.9 Hz), 7.91~
795 (2H, m), 842 (1H, d, J=786
Hz).

005

1H-NMR (DMSO-d6) &: 6.98—
1.05 (2H, m), 1.21-1.36 (J2H, m),
1.80-1.83 (2H, m), 2.03-2.06 (2H,
m), 289 (2H, t, J = 6.3 Hx), 3.34-
3.38 (1H, m), 6.87 (14, t, J = 6.1
Hz), 7.36~7.38 (1H, m}, 7.53-7.65
(3H, m), 7.82 (1H, d, J = 7.6 Hz).
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006

1H-NMR (DMSO-d6) &§: 1.00~
1.07 (2H, m), 1.22-1.33 {6H, m),
1.80-1.83 (2H, m), 2.01-2.02 {2H,
m), 2.78 (2H, t, J = 6.3 Hz), 2.98
(2H, q, J = 7.3 Hz), 3.44-3.47 (1H,
m), 7.02 (1H, t, J = 6.1 Hz), 7.34
(21, t, J = 8.9 Hz), 7.92-7.94 (2H,
m), 8.43 {1H, d, J = 7.6 Hz).

I-0g7

1H-NMR (DMS0O-d6) &:097-
1.03 (2H, m), 1.16-1.38 (13H, m),
1.79-1.82 (2H, m), 2.01-2.03 (2H,
m), 2.88 (24, t. Jd = 6.3 Hz), 3.15-
3.22 (1H, m), 6.84-6.91 (2H, m),
7.60-7.67 {3H, m), 7.94-8.00 {2H,
m).

1-008

{H-NMR (DMSO~d6) &§: 0.99-
1.06 (2H, m), 1.26-1.33 (13H, m),
1.82-1.83 (2H, m), 2.05-2.07 (2H,
m), 288 (2H, t, d = 6.3 Hz), 3.17
(1H, d, J = 5.1 Hz), 3.27 (3H, s),
3.38-342 (1H, m), 687 (1H, t, J =
5.8 Hz), 795 (1H, d. J = 7.6 Hz),
8.02-8.08 (4H, m).

1-008

TH-NMR (DMSO-dé) &: 0.98-
1.05 (2H, m), 1.18-1.25 (5H, m),
1.37-1.38 (1H, m), 1.80-1.83 (2H,
m), 2.03-2.06 (2H, m}, 2.78 (2H, ¢,
J=63Hz2),298(2H, g J=74
Hz), 3.35-3.37 (1H, m), 7.01 (1H, t,
J = 6.1 Hz), 7.35-7.40 (2H, m),
7.73 (1H, d. Jd = 7.6 Hz), 7.83-7.86
(2H, m).

010

1H-NMR (DMSO-d6) §:1.00~
1.03 (2H, m), 1.25-1.33 (12H, m),
1.81-1.83 (2H, m), 2.04-2.07 (2H,
m}, 2.89 (2H, t, J = 6.1 Hz), 3.36—
338 (tH, m), 6.87 (1H,t, J=58
Hz), 7.48-7.52 (1H, m), 7.91-7.96
(3H, m), B.66-8.67 (1H, m).
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011

TH-NMR (DMSO-d6) &: 1.02-1.05
(2H, m), 1.17-1.40 (6H, m), 1.80-1.83
(2H, m), 2.00-2.04 (2H, m), 2.78 {2H, t,
J=63Hz) 298 (2H, g, J = 7.3 Hz),
3.44-348 (1H. m), 7.01 (1H. t. J = 6.1
Hz}, 7.48-7.51 (3H, m), 7.87-7.90 (2H,
m), 840 (1H, d, J = 8.1 Hz).

1012

1H-NMR {DMS0O-d6) & 1.00-1.06
(2H, m), 1.22-1.38 (12H, m). 1.81-1.84
(2H, m), 2.01-2.04 (2H, m), 2.89 (2H, t,
J=6.1 Hz), 3.44-3.48 (1H, m), 6.87
(1H. t. J = 5.8 Hz). 7.48-7.52 (3H. m).
7.88-790(2H, m), 839 (1H. d. J=786
Hz).

1013

TH-NMR (DMSO-d6) §:0.97-1.02
(2H, m), 1.19-1.38 (12H, m), 1.80-1.83
(2H, m), 2.04-2.07 (2H, m), 2.89 {2H. t,
J = 6.3 Hz). 3.36-3.38 {1H, m). 6.87
(1H, t, J = 6.1 Hz), 7.34-7.43 {2H, m),
7.55-7.60 (1H, m), 7.81-7.87 (2H, m).

014

TH-NMR (DMS0-d6) &§: 0.89-1.02
(2H, m), 1.12-1.39 (12H, m), 1.75-1.83
(2H, m), 1.96-2.04 (2H, m), 2.80-2.92
(4H, m), 2.97-3.09 (2H, m), 3.19 - 3.29
(1H, m), 3.45-3.52 (1H, m), 6.85 {1H, t,
J=58Hz) 745 (1H, d, J = 8.1 Hz).

1-015

TH-NMR {DMSC-d6) &: 0.90-1.01
(2H, m), 1.13-1.38 (12H, m). 1.59-1.69
(?H, m), 1.75-1.87 (4H, m), 1.96-2.03
(?H, m), 287 (?H.t, J = 6.3 Hz). 2.97-
3.05 (1H, m), 3.16-3.27 {1H, m), 3.39-
3.45 (2H. m), 3.83-3.89 (2H. m). 6.85
(1H,t, J=58H2), 7.34 (1H, d, J = 8.0
Hz}
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1-016

1H-NMR {DMSO-d6) &§: 0.90-1.01
(PH, m), 1.10-1.38 (21H, m), 1.75-1.82
(2H, m), 1.96-2.04 (2H, m), 2.87 (2H. t,
J=6.3Hz), 3.17-3.26 (1H, m), 6.85
(1H,t, J=58Hz), 730 {1H, d, J=78
Hz).

o017

TH-NMR {DMSO-d6) §: 1.00-1.06
(2H, m), 1.17-1.38 (6H, m), 1.80-1.83
(2H, m), 1.99-2.04 (?H, m), 2.78 (?H. t,
J=63Hz), 298(2H, q, J = 7.4 Hz),
3.45-347 (1H, m), 7.02 (1H. t, J = 6.1
Hz), 7.37-7.41 (1H, m), 7.54-7.62 (?H,
m), 7.74 (1H. d. J = 8.1 Hz). 8.48 (1H. d,
J = 7.6 Hz),

1-018

TH-NMR {DMSC-d6) §: 1.00-1.06
(2H, m), 1.21-1.37 (9H, m), 1.80-1.83
(2H, m), 2.00-2,02 (2H, m), 2.81 {2H, t,
J =63 Hz) 314-3.16 {1H, m), 3.46-
3.47(1H, m), 6.88 (1H, t, J = 6.1 Hz),
7.38-7.40 (1H, m), 7.54-7.62 (2H. m),
7.74 (1H, d, J = 7.6 Hz), 849 (1H, d, J
= 8.1 Hz2).

1019

TH-NMR {DMSC-d6) §: 1.01-1.06
{2H. m), 1.30 (12H. tt. J = 26.6. 6.3 Hz),
1.81-1.84 (2H, m), 2.00-2.03 (2H, m),
2.89 (?H.t. J = 6.3 Hz), 3.44-348 (1H,
m), 6.87 (1H, t, J = 5.8 Hz), 7.38-7.40
(1H, m), 7.56-7.60 (2H, m), 7.74 (1H. d.
J=76Hz) 848 (1H, d, J = 7.6 Hz),

1-020

TH-NMR {DMSO-d6) §: 1.00-1.05
(2H, m), 1.22-1.37 (12H, m). 1.80-1.83
(2H. m), 2.00-2.03 (2H, m), 2.89 {ZH, t,
J=6.1Hz) 343-347 (1H, m), 6.87
(1H, t, J = 5.8 Hz), 7.33-7.39 {2H, m),
7.55-7.61 (1H, m), 7.90-7.92 {1H. m),
8.46 (1H, d, J = 7.6 Hz).
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I-021

{H-NMR (DMS0-d6} &: 1.02-
1.05 (ZH, m), 1.17-1.38 (6H, m),
1.80-1.83 (2H, m), 2.00-2.02 (2H,
m), 2.78 (2H, t, J = 6.3 Hz), 2.98
{2H, q, J = 7.3 Hz), 3.43-3.47 (IH,
m), 7.02 {1H, 1, J = 6.1 Hz), 7.34-
7.38 (2H, m}, 7.55-7.61 (iH, m),
7.90-7.92 (1H, m), 847 (1H, d, J =
7.6 Hz).

022

o
Z/

1H-NMR (DMSO-d6) &: 1.01-
1.05 (2H, m), 1.25-1.33 (8H, m),
1.80-1.83 {2H, m), 2.01-2.03 (2H,
m), 2.81 (2H, ¢, J = 8.3 Hz), 3.14~
3.16 (1H, m), 3.44-3.46 (1H, m),
698 {1H, t, Jd = 6.1 Hz), 7.34-7.38
(2H, m), 7.56-7.59 (1H, m), 7.80—
792 {1H. m), 846 (1H,d, J=7.8
Hz).

1-023

T

1H-NMR (DMSO—-d8) & : 1.00-
1.05 (2H, m), 1.23-1.39 (3H, m),
1.81 (2H, d, J = 13.2 Hz), 2.02 (2H,
d, J=10.1Hz), 280 (2H, t, J =66
Hz), 2.88 (3H, s}, 3.45-346 (IH,
m), 898 (1H, t, J = 6.1 Hz), 7.34
(2H, t, Jd = 8.9 Hz), 7.83 (2H, dd, J
= 8.6, 56 Hz), 843 (1H, d, J = 8.1
Haz).

LC/MS(RT)==1.80
LC/MS(MS)=369.30

1-024

1H-NMR (DMSO-d6) §: 1.00~
1.06 (2H, m), 1.21-1.38 (9H, m),
1.81-1.83 (2H, m), 2.01-2.03 (2H,
m), 281 (2H, t, J = 6.3 Hz), 3.12-
3.18 (1H, m), 3.44-3.48 {1H, m},
6.98 (1H, t, J = 8.1 Hz), 7.47-7.53
(3H, m), 7.88-7.82 (2H, m), .40

(1H, d, J = 8.1 H2).

[0092]
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1-025

1H-NMR (DMS0-d6) &: 0.99~
1.06 {2H, m), 1.21-1.38 (8H, m),
1.80-1.83 (2H, m), 2.00-2.02 {ZH,
m), 281 (2H, t, J = 6.3 Hz), 3.12-
3.16 (1H, m), 3.43-3.47 (1H, m),
6.98 (14, t, J = 6.1 Hz), 7.32-7.36
{2H, m), 7.92-7.94 (2H, m), 8.43
(1H, d, J = 7.6 Hz).

1-026

1H-NMR (DMSO-d6) &: 1.01-
1.08 (2H, m), 1.24-1.39 (3H, m),
1.81-1.82 (2H, m}, 1.99-2.04 (2H,
m), 280 {2H, t, J = 6.3 Hz), 2.88
{34, s), 3.43-3.47 (1H, m), 6.99
(1H, t, J = 6.1 Hz), 7.33-7.39 (2H,
m), 7.56-7.59 (1H, m), 7.80-7.92
(1H, m), 8.47 (1H, d, J = 8.1 Hz).

1-027

1H-NMR (DMSO-d6) &: 1.03~
1.06 (2H, m), 1.24-1.39 (3H, m),
1.80~1.83 (2H, m), 1.99-2.03 (2H,
m), 2.80 (2H, ¢+, J = 6.6 Hz), 2.88
{3H, s), 3.46-3.48 {1H, m), 6.9
{iH, t, J = 6.1 Hz), 7.38~7.40 (1H,
m), 7.54-7.62 (2H, m), 7.74 (1H, d,
J=81Hz),849(1H,d, =76
Hz).

028

C 0 e
e \N/U O_,'\i
H
.,,NAN%{\ )
H
N F
/S\N«Q o-N
H ~
N N
H
O
N7 F
~ ~E© O"\{: C
"’N \N F
H

1H-NMR (DMSO-d6) §: 1.01-
1.06 (2H, m), 1.26-1.39 (3H, m),
1.81-1.82 (2H, m), 1.99-2.03 (2H,
m), 2.80 (2H, t, J = 6.3 Hz), 2.88
(3H, 8), 3.45~-3.47 (1H, m), 6.99
(1H, t, J = 6.1 Hz), 7.57-7.62 (1H,
m), 1.73-7.86 (2H, m), 8.51 (1H, d,
J = 8.1 Ha).

I-029

TH-NMR (DMSO-d6) &: 1.02-
1.05 (2H, m), 1.22-1.32 (6H, m)},
1.80-1.83 (2H, m), 2.00-2.02 (2H,
m), 278 (2H, t, J = 6.3 Hz), 2.98
(2H, g, J = 7.3 Hz), 3.44-3.48 (1H,
m), 702 (iH, t, J = 6.1 H2), 7.57-
7.60 (1H, m), 7.73-7.85 (2H, m),
8.51 (1H, d, J = 8.1 Hz).
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1H-NMR (DMSO-d6) &: 1.01-
oo 1.05 (2H, m), 1.25-1.33 (9H, m),
W F 1.80-1.83 (2H, m), 1.99-2.03 (2H,
1030 j/ N 0N, m), 2.81 (2H, 1, J = 6.3 Hz), 3.14~
H AN E 3.16 (1H, m), 3.45-3.47 (1H, m),
6.98 (1H, t, J = 5.8 Hz), 7.57-7.60

(1H, m), 7.73~7.85 (2H, m), 8.51
(1H, d, J = 7.6 Ha).

1H-NMR (DMSO-d6) 6 : 0.99-
Q 1.03 (2H, m), 1.24-1.31 (12H, m),
iy o-N 1.81-1.83 (2H, m), 2.01-2.03 (2H,
1031 X H/\O Py m), 2.89 (2H, t. J = 6.3 Hz), 3.45~
N F 3.47 (1H, m), 6.87 (IH, t, J = 5.8

Hz), 7.57-7.62 {1H, m), 7.73~7.86
(2H, m), 8.50 {iH, d, J = 7.6 Hz).

tH~NMR (DMSO~d6) &: 0.95~
1.05 (2H, m), 1.27-1.40 (12H, m),
1.78-1.86 (2H, m), 1.98-2.06 (2H,

QP K m), 2.89 (2H, dd, J = 7.1, 5.6 Hz),
032 >I/ N o-N 3.42-3.46 (1H, m), 6.87 (1H, t, J =
H s A £ 6.1 Hz), 7.22-7.27 (1H, m), 7.41-
N~ N 7.47 (1H, m), 7.94-8.00 (1H, m),
8.49 (1H, d, J = 7.6 H2),
LC/MS(RT)=2.15

LC/MS(MS)=429.2

1H-NMR {DMSO~d6} &: 0.85-

1.06 (2H, m), 1.20-1.42 (10H, m),
1.80-1.83 (2H, m), 2.00-2.04 (2H,
m), 2.80 (2H, £, J = 6.3 Hz), 3.11~

0
£
8~N o-N 3.18 (1H, m), 3.39-3.49 (1H, m),
1-033 Y H/U P 6.98 (1H, t, J = 6.1 Hz), 7.25 (1H,
NN F td, J = 8.5, 2.4 Hz), 7.41-7.47 (iH,
H

m), 7.97 (1H, td, J = 8.4, 6.8 Hz),
8.49 (1H, d, d = 7.6 Hz).
LC/MS(RT)=2.02
LC/MS(MS)=415.2
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1034

TH-NMR (DMSO-d6) &:0.96~
1.06 (2H, m), 1.17-1.43 (6H, m),
1.80~1.83 (2H, m), 2.00-2.03 (2H,
m), 278 {2H, t, J = 6.3 Hz2), 2.98
(2H, g, J = 7.3 Hz), 3.39-3.49 (1H,
m), 7.0t {1H, t, J = 5.8 Hz), 7.25
(1H, td, J = 85, 2.4 Hz), 7.41-7.47
{1H, m), 7.94-8.00 (1H, m}, 8.49
(1H, d, J = 7.6 Hz).

LG/MS(RT)=

LC/MS(MS)=401.2

1-035

1H-NMR (DMSO-d6) &§: 0.94-
1.04 (2H, m), 1.27-1.40 (124, m),
1.78—-1.85 (2H, m), 1.89-2.06 (2H,
m), 2.88 (2H, t, J = 6.3 Hz), 3.38-
3.46 (1H, m), 687 (IH, t, J =58
Hz), 747 (1H, td, Jd = 1.5, 1.4 Hz),
7.54 (1H, td, J = 7.6, 1.9 Hz), 7.61
(1H, dd, J = 8.1, 1.5 Hz), 7.79 (1H,
dd, J =786, 1.5 Hz), 847 (1H, d, J
= 7.6 Hz).

1-036

IH-NMR (DMSO-d6) §:0.94—
1.05 (2H, m), 1.20~1.41 (9H, m),
1.78-1.85 (2H, m), 1.98-2.06 (2H,
m), 280 (2H, t, J = 6.1 H2), 3.11-
3.18 (1H, m), 3.37-3.46 (1H, m),
6.98 (1H, t, J = 5.8 Hz), 747 (1H,
td, J =74, 1.4 Hz), 754 (1H, td, J
=78, 1.7 Hz2), 761 (iH, dd, J =
79, 13 Hz), 7.79 (1H, dd, J = 7.6,
2.0 Hz), 847 (1H, d, J = 7.6 Hz).

037

TH~NMR (DMSO-d6) &:0.95~
1.05 (iH, m), 118 (3H, £, =74
Hz), 1.22-1.43 (3H, m), 1.78-1.85
(2H, m), 1.99-2.06 (2H, m}, 2.77
(2H,t, J =63 Hz), 297 (2H, q, J =
7.3 Hz), 3.38-3.47 (1H, m), 7.01
(IH, t, J = 6.1 Hz), 7.47 (IH, td, J
=75 14Hz), 754 (1H, td, J= 7.6,
1.9Hz), 761 (1H, dd, =179, 1.3
Hz), 7.79 (1H, dd, J = 1.6, 1.5 Hz),
847 (14, d, J = 7.6 Hz).
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1-038

N

TH-NMR (DMSO-d6) &:0.97-
1.07 (2H, m), 1.23-1.33 (2H, m),
1.34-1.43 (1H, m), 1.77-1.85 (2H,
m), 1.98-2.06 (2H, m), 2.80 (2H, &,
J = 6.6 Hz), 2.87 (4H, s}, 3.39-3.50
{1H, m), 658 (1H, ¢, J = 6.1 Hz),
7.25 (1H, td, J = 8.5, 2.2 Hz), 741~
7A7 (1H, m), 7.97 (1H, td, J = 8.5,
6.8 Hz), 8.49 (1H, d, J = 7.6 Hz).
LC/MS(RT)=1.79
LC/MS(MS)=387.15

1-038

tH-NMR (DMS0—-d6) & 0.96—
1.06 (2H, m), 1.23-1.33 (2H, m),
1.34-1.42 (1H, m), 1.77-1.84 (2H,
m), 1.98-2.06 (2H, m), 2.79 (2H, t,
J = 8.3 Hz), 2.87 (3H, s), 3.39-3.46
{tH, m}, 6.98 (14, t, J = 6.1 Hz),
747 (14, td, J = 7.5, 1.4 Hz), 7.54
{1H, td, J = 7.7, 1.9 Hz), 7.61 (1H,
dd, J = 8.1, 1.5 Hz), 7.79 (1H, dd, J
=76 15H2), 847 (1H, d, J=786
Hz).

I-040

1H~-NMR (DMSO-d86) &: 0.93-
1.03 (2H, m), 1.26-1.38 (13H, m),
1.77-1.85 (2H, m}, 1.87-2.05 (2H,
m), 287 (2H, t, J = 6.3 Hz), 3.36~
345 (14, m), 6.86 (1H, 1, J = 68
Hz), 7.28 (2H, t, J = 8.4 Hz), 7.62~
769 (1H, m), 858 (iH,d, J=76
Hz).

LC/MS(RT)=2.01
LC/MS(MS)=429.2

I-041

1H-NMR (DMSO~d6) §: 0.93-
103 (2H, m), 1.21 (6H, d, J = 6.6
Hz), 1.22-1.40 (3H, m), 3.10-3.17
(1H, m), 3.37-3.44 (1H, m), 6.98
(14,1, J= 61 H2), 7.28 (2H, . J =
8.4 Hz), 7.62-7.69 (1H, m}, 8.58
{1H, d, J = 7.6 Hz).
LC/MS(RT)=1.87
LC/MS(MS)=415.2
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-042

1H-NMR (DMSO—d6) §: 0.94~
1.04 (2H, m), 1.18 (3H, ¢, J= 74
Hz), 1.22-1.41 (3H, m), 1.77-1.85
(2H, m), 1.97-2.04 (2H, m), 2.76
(2H.t, U= 6.3 Hz), 287 (2H, q, J =
74 Hz), 3.38-3.44 (1H, m), 7.01
(1H, t, J=6.1 H2), 728 (2H, t, J =
8.1 Hz), 7.62-7.69 (1H, m), 8.58
(1H, d, J = 7.6 Hz).
LC/MS(RT)=1.75
LC/MS(MS)=401.2

1-043

1H-NMR (DMSO-d6) §: 0.95~
1.05 (2H, m), 1.22-1.33 (2H, m),
1.34-1.41 (1H, m), 1.77-1.84 (2H,
m), 1.97-2.04 (2H, m), 2.78 (2H, t,
J = 6.3 Hz), 2.87 (3H, s), 3.37-3.45
(1H, m), 6.98 {iH, £, J = 6.1 Hz),
7.28 (2H, t, J = 84 Hz), 7.62-7.69
(1H, m), 8.58 (1H, d, J = 7.6 Hz).
LG/MS(RT)=1.64
LC/MS(MS)=387.15

1-044

1H-NMR {DMS0-d6) &:0.98~
1.06 (2H, m), 1.24-1.37 (13H, m),
1.82 (24, d, d = 11.7 Hz), 2.03 (2H,
d, J=107Hz}, 289 (2H,t, J= 6.3
Hz), 3.48-3.50 {1H, m), 6.87 (1H, t,
J=56H, 777T(IH.t, 4=79
Hz), 793 (1H, d, J = 8.1 Hz), 8.12
(1H, s}, 8.19 (1H, d, J = 8.1 H2),
854 (1H, d, J = 8.1 Ha).
LC/MS(RT)=2.44
L.C/MS(MS)=461.20

1-045

1H-NMR (DMSO-d6) &:0.99-
1.07 (2H, m), 1.26-1.32 (9H, m),
1.82(2H, d, J = 11.2 Hz), 2.03 (2H,
d, J=96Hz), 281 (2H,t, J=6.3
Hz), 3.11-3.18 (1H, m), 3.49-3.50
(1H, m), 6.98 (1H, t, 4 = 6.1 Hz),
777 (1H, £, J = 7.6 Hz), 7.92 (1H,
d, J =76 Hz), 812 {1H, s), 8.19
(1H d, J=786Hz), 854 (iH, d, J =
7.6 Hz).
LC/MS(RT)=2.29

LC/MS(MS)=447.35

[0093]
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1-046

tH-NMR (DMSO-d6) §: 0.99~
1.06 (2H, m), 1.21-1.34 {6H, m),
1.82 (2H, d, J = 11.2 Hz), 2.02 (2H,
d J=101Hz), 278 (2H, t, J = 6.3
Hz), 2.98 (2H, q, J = 7.3 H2), 3.49
(H,d, J=71Hz), 702 (IH, t, J =
6.1 Hz), 7.77 (1H, t, J = 7.9 Hz),
7.92 (1H, d, J = 7.6 Ha), 8.12 (1H,
s), 819 (1H, d, J = 7.6 Hz), 8.54
(1H, d, J = 8.1 Hz).
LC/MS(RT)==2.21
LGC/MS(MS)=433.15

1-047

1H~NMR (DMSO-d6) J: 0.98—-
1.06 (2H, m), 1.29-1.35 (3H, m},
1.82 (2H, d, J = 11.7 Hz), 2.03 (2H,
d, J=96Hz), 280 (2H,t J=66
H2), 2.88 (3H, d, J = 5.1 Hz), 3.49
(1H, £, J=56Hz2), 699 (1H, ¢, J =
6.1 Hz), 7.77 (1H, t, J = 7.9 Hz),
7.92 {iH, d, J = 7.6 Hz), 8.12 {1H,
s), 8.19 (1H, d, J = 7.6 Hz), 8.55
{tH, d, J = 8.1 Ha).
LC/MS(RT)=2.08
LC/MS(MS)=419.20

1-048

1H-NMR (DMSO-d6) &: 1.01~
1.05 {2H, m), 1.23-1.41 (3H, m),
1.80-1.83 (2H, m), 2.02-2.03 (2H,
m), 2.80 (2H, t, J = 6.3 Hz), 2.88
(3H, s), 3.44-3.47 {1H, m), 6.99
(1H, 1, J = 5.8 Hz), 7.34-7.39 (1H,
m), 1.61-7.64 (1H, m), 7.72-1.74
{1H, m), 8.56 (1H, d, J = 7.6 Hz).

1-049

1H-NMR (DMSO-d6) &: 1.02~
1.05 (2H, m), 1.17-1.39 {6H, m},
1.80-1.83 (2H, m), 2.01-2.04 (2H,
m), 2.78 (2H, t, J = 6.3 Hz), 2.98
{2H, g, J = 7.4 Hz), 3.43-3.47 (1H,
m), 7.02 (1H, ¢, J = 6.1 Hz), 7.36-
7.38 (1H, m), 7.61-7.64 (1H, m),
7.72-7.74 (1H, m), 8.56 (1H, d, J =
7.8 Hz).
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1-050

tH-NMR (DMSO—d6) §:087-
1.04 (2H, m)}, 1.23-1.35 (8H, m),
1.80-1.83 (2H, m), 2.00-2.03 (2H,
m), 2.81 (2H, t, J=6.3 Hz), 3.11~
3.18 {1H, m), 3.44-3.46 (1H, m),
698 (1H, t, J = 6.1 Hz), 7.35-7.37
(1H, m), 7.60-7.65 (1H, m), 1.72—
774 (1H, m), 855 (1H, d, J =76
Hz).

I-051

1H-NMR (DMSO-d6) & : 0.96—
1.06 (2H, m), 1.23-1.37 (13H, m),
1.81-1.83 (2H, m), 2.00-2.03 (2H,
m), 2.89 (2H, t. J = 6.3 Hz), 3.43-
347 (1H, m), 687 (1H,t, J=538
Hz), 7.33~7.39 (1H, m), 7.61-7.64
{(1H, m), 7.71-71.75 (1H, m), 855
(1H, d, Jd = 7.6 Hz).

052

1H-NMR {DMS0~-d6) &: 1.02-
1.07 2+, m), 1.23~1.40 (3H, m),
1.80-1.83 {2H, m), 2.00-2.02 (2H,
m}, 280 (2H, t, J = 6.3 Hz), 2.88
(3H, s), 3.45-3.49 {1H, m), 6.99
(1H, t, J = 6.1 Hz), 7.46-7.50 (3H,
m), 8.57 (1H, d, J = 7.6 Hz).

053

x

1H-NMR (DMSO-d8) &: 1.02-
1.05 (2H, m), 1.17-1.29 {6H, m},
1.80-1.84 (2H, m), 2.00-2.02 (2H,
m), 278 (2H, t, J = 6.3 Hz), 2.98
{2H, q, Jd = 7.3 Hz), 3.46-3.48 (1H,
m), 7.02 (1H, t, d = 5.8 Hz), 7.46~
7.50 {3H, m), 8.57 (1H, d, J=8.1
Hz).

1-054

TH-NMR (DMS0~dé) §: 1.00-
1.05 (2H, m), 1.25-1.32 (9H, m),
1.81-1.83 (2H, m}, 2.00-2.02 (2H,
m), 2.81 (2H, t, J = 6.3 Hz), 3.14~
3.16 (1H, m), 3.45-3.47 (1H, m),
6.98 (1H. &, J = 6.1 Hz), 7.46-7.50
(8H, m), 857 (1H, d, J = 7.6 Hz).




WO 2012/147764

[$k14]

PCT/JP2012/061032

K fiNo.

L EE

NMRF i LC/MSF—4
{RT MS)

1-055

)

1H-NMR (DMSO-d6) &: 0.98—
1.07 (2H, m), 1.24-1.39 (3H m},
1.78-1.82 {2H, m), 1.98-2.05 (2H,
m), 2.78-2.82 {2H, m), 2.88 {3H, s),
3.42-3.50 (1H, m), 6.98 {1.0H, s),
7.56 (1H, d, J = 8.1 Hz), 7.67 (1H,
t, J = 7.8 Hz), 7.76 (1H, s), 7.92
(1H, d, J= 7.8 Hz), 853 (1H, d, J =
8.1 Hz).

I-056

{ o
2
€z
z
0
=z _Z
O
-l
=3

tH-NMR (DMSO-d6) §:0.98-
1.10 (2H, m), 1.15-1.45 (6H, m),
1.77-1.85 (2H, m), 1.98-2.07 (2H,
m), 2.75-2.82 (2H, m), 2.95-3.02
(2H, m), 3.42-3.52 (1H, m), 7.02
(1H, 8), 7.57 (1H, d, J = 7.1 Hz),
7.67 (1H, t, J = 7.9 Hz), 7.76 (1H,
s), 792 (1H, d, J = 7.6 Hz), 8.53
(1H,d, d = 7.1 Hz).

1-057

A o
/w\‘o
TE
T
7S
g
Q
"njL—n
I

1H~-NMR (DMSO-d6) &: 0.98-
1.05 (2H, m), 1.19-1.42 (9H, m),
1.78~1.85 (2H, m), 1.88-2.05 (2H,
m), 2.81 (2H, t, Jd = 6.3 Hz), 3.11-
3.18 (1H, m), 3.40-3.52 (1H, m),
6.98 (1H, t, J = 6.1 Hz), 7.56 (1H,
d, J=66Hz), 767 (1H, £, =81
Hz), 776 (14, s}, 792 (1H, d, J =
7.6 Hz), 853 (1H. d, J = 7.6 Hz).

I-058

1H~NMR (DMS0O—d6) &: 097~
1.10 {2H, ), 1.20-1.42 (12H, m),
1.78-1.85 (2.1H, d, J = 12.7 Hz),
1.98-2.05 (2H, m), 289 (2H, t, J =
6.3 Hz), 347 (1H, d, J = 7.6 Hz),
6.87 (1H, t. J = 5.8 Hz), 7.56 (1H,
d, J=8.1 Hy), 7.67 (1H, t, J = 8.1
Hz), 776 (1H, 8), 792 (1H, d, J =
8.1 Hz), 853 (1H, d, J = 7.6 Ha).
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1-059

1H-NMR (DMSO-d6) &: 0.98-
1.07 (2H, m), 118 (3H, t, J= 7.3
Hz), 1.23-1.42 (3H, m), 1.78-1.85
(2H, m), 1.99-2.06 (2H, m), 2.77~
280 (2H, m), 298 (2H, q. J =73
Hz), 3.42-3.53 {1H, m), 7.00-7.03
(tH, m), 7.88 (2H, d, J = 8.1 Ha2),
8.10 (2H, d, J = 8.1 Hz), 8.54 (1H,
d, J = 8.1 Hz).

[-060

N7 F

TN,
/I%N

1H-NMR (DMSO-d6) &: 0.94-
1.06 (2H, m), 1.22-1.39 (12H, m),
1.81-1.84 (2H, m), 2.00-2.02 (2H,
m), 2.89 (2H, t, J = 6.3 Hz), 3.45~
347 (1H, m), 687 (1H, t, J =58
Hz), 7.44~7.53 (3H, m), 8.56 (1H, d,
J=8.1 Hz).

I-061

1H~NMR {DMSO~-d6) §: 0.98-
1.09 (2H, ,m), 1.23-1.44 (3H, m),
1.78-1.85 (2H, m), 1.99-2.06 (2H,
m), 2.79-2.82 (2H, m), 2.88 (3H, s),
3.43-3.52(1H, .m), 699 (1H, t, J =
6.1 Hz), 7.88 (ZH, d, J = 8.1 Ha),
8.10 (2H, d, J = 8.1 Hz), 8.55 (1H,
d, J = 7.6 Hz).

LC/MS(RT)=2.10
LG/MS(MS)=418.15

062

1H-NMR (DMSO-d6) &8: 087~
1.07 (2H, m}, 1.21~1.41 (9H, m),
1.79-1.86 (2H, m), 1.99-2.06 (2H,
m), 2.79-2.83 (2H, m), 3.12-3.18
{1H, m), 3.44-352 (1H, m }, 6.97—
7.00 (1H, m), 788 (2H, d, J = 8.6
Hz), 8.10 (2H, d. J = 8.1 Hz), 8.54
(1H, d, J = 7.6 Hz).
LC/MS(RT)=2.30
LC/MS(MS)=447.00
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1-063

0. .0

N

1H-NMR (DMS0~d6) §: 097
1.07 (2H, m), 1.22-1.40 (12H, m},
1.79-1.85 (2H, m), 1.99-2.07 (2H,
m), 2.88~2.91 {2H, m), 3.45-3.51
(1H, m), 6.87 (1H, t, J = 6.1 Hz),
7.88 (2H, d, J = 8.1 Hz), 8.10 (2H,
dJ=81Hz), 854(1H, d, J=T786
Hz).

LC/MS(RT)=2.42
LC/MS(MS)=461.25

064

1H-NMR (DMSO-d6) §: 1.01-
1.07 (2H, m), 1.26-1.37 (3H, m},
1.80-1.83 (2H, m), 2.01-2.04 (2H,
m), 2.80 (2H, t, J = 6.3 Hz), 2.88
(3H, s), 3.44-3.48 (1H, m), 6.98
(1H, t, J = 6.1 Hz), 7.47-7.53 (3H,
m), 7.88-7.90 (2H, m), 840 (1H, d,
J = 81 Hz),

1-065

N

TH-NMR (DMSO-d6} & : 0.98-
1.05 (2H, m), 1.24-1.39 (3H, m),
1.81 (2H, d, J = 12.7 Hz), 2.02 (2H,
d,J = 8.6 Hz), 280 (2H, t, J = 6.6
Hz), 2.88 {3H, s}, 3.45-347 (1H,
m), 689 (iH, t, J = 6.1 Hz), 7.50
(2H, d, J = 8.1 Hz), 801 (ZH, t, J =
4.6 Hz), 8.48 (1H, d, J = 8.1 Hz).
LC/MS(RT)=2.17
LC/MS(M5)=435.15

1-066

TH-NMR (DMSO-dB) & : (.95~
1.03 (2H, m), 1.24-1.34 (9H, m),
1.82 (2H, d, J = 12.2 Hz), 2.02 (2H,
d J=10.1 Hz), 281 (2H,t, J = 6.3
Hz), 3.11-3.18 (1H, m), 3.45-3.47
(1H, m), 6.98 (1H, £, J = 6.1 Haz),
7.50 (2H, 4, J = 8.1 Hz), 8.01 (2H,
d, J=981Hz), 848 (1H,d, J =76
Hz).

LC/MS(RT)=2.36
L.C/MS(MS)=463.20
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067

1H-NMR {DMSO-d8) & : 0.96-
105 (2H m), 119 (3H, 1, J =74
Hz), 1.23-1.38 (3H, m), 1.82 (2H, d,
Jd =117 Hz), 2.02 (2H, d, J = 10.1
Hz), 2.78 (2H, t, J = 6.6 Hz), 2.98
(2H, g, J = 7.4 Hz), 3.45-3.47 (IH,
m), 7.02 {iH, t, J = 6.1 Hz), 7.50
(2H, d. J = 8.1 Hz), 801 (2H, £, J =
4.3 Hz), 8.48 (1H, d, J = 8.1 Hz).
LC/MS(RT)=2.26
LC/MS(MS)=449.20

[-088

>r "N o-N
el ) - OCF3
N

TH~NMR (DMSO-d6) & : 0.96—
1.06 (2H, m), 1.25-1.29 (12H, m),
1.82 (2H, d, J = 12.2 Hz), 2.03 (2H,
d,J =101 Hz), 289 {2H, . J = 6.1
Hz), 3.46-3.48 (1H, m), 6.87 (1H, t,
J = 56 Hz), 7.50 (2H, d, J = 8.1
Hz), 801 (2H, d, J = 8.6 Hz), 848
(1H, d, J = 8.1 Ha).
LC/MS(RT)=245
LC/MS(MS)=477.50

I-069

1H-NMR (DMSO-d6) & : 0.95-
1.05 (2H, m), 1.26~1.36 (3H, m),
1.81 (2H, d, J = 13.2 Hz), 2.02 (2H,
d, J=10.1 Hz), 280 (2H,t, J = 6.8
Hz), 2.88 (3H, s), 3.45-3.47 (IH,
m), 6.99 (1H, t, J = 6.1 Hz), 1.57
(2H, d, J =43 Hz), 789 (2H, d, J =
4.3 Hz), 8.47 (1H, d, J = 8.1 Hz).
LC/MS(RT)=2.00
LC/MS(MS)=384.95

070

QO

N

O
~-S-y o-N
H’\OWNANyw C1
H

tH-NMR (DMSO-d6) & : 0.96-
1.03 (2H, m), 119 {3H, t, J = 7.4
Hz), 1.23~1.38 (3H, m), 1.82 (2H, d,
J =107 Hz), 202 (2H, d, J = 10.1
Hz), 2.78 (2H, t, J = 6.3 Hz), 2.98)
(2H, q, J = 7.4 Hz), 345-3.47 (1H,
m), 7.02 (1H, t, J = 5.8 Ha), 7.57
(2H,d, J =86 Hz), 789 (2H, t, J =
43 Hz), 846 (1H, d, J = 7.6 H2).
LC/MS(RT)=2.10
LC/MS3(MS)=398.95
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071

N

TH-NMR (DMSO-d6) & : 0.94-
1.03 (2H, m), 1.24-1.34 {9H, m),
1.82 (2H, d, J = 13.2 Hz), 202 (2H,
d, J = 10.7 Hz), 2.81 (2H, +, J = 6.3
Hz), 3.11-3.18 (i1H, m)}, 3.45-3.486
{tH, m), 6.58 (14, t, J = 58 Hz},
7.57 (2H, d, J = 8.6 Hz), 7.89 (2H,
d J=86Hz), 846 (iH, d, J=76
Hz).

LC/MS(RT)=222
LC/MS(MS)=413.00

-072

tH-NMR (DMSO-d6) & : 0.96-
1.03 (2H, m), 1.25-1.34 (12H, m),
1.82 (2H, d, J = 11.7 He), 2.02 {2H,
d,J =96 Hz), 289 (2H, t, J = 6.1
Hz), 3.45-3.47 (1H, m), 6.87 (1H, ¢,
J = 58 Hz), 7.56-7.59 (2H, m),
7.88-7.91 (2H, m), 8.46 (1H, d, J =
8.1 Hz).

LC/MS(RT)=2.38
LC/MS(MS)=427.20

I-073

1H-NMR (DMSO-dg) & : 0.96-
1.05 (2H, m), 1.25-1.40 (3H, m),
182 (2H, d, J = 12.7 Hz), 2.03 (2H,
d J=96Hz), 280 (2H, ¢, J = 6.6
Hz), 2.88 (3H, s), 3.48-3.52 (1H,
m), 688 (1H, t. J = 6.3 Hz), 8.06
{1H, d, J = 8.1 Hz), 8.51 {1H, dd, J
=84 18 Hz), 869 (1H, d, J = 7.6
Hz), 8.21 (1H, s).
LC/MS(RT)==1.89
LC/MS(MS)=420.15

074

N7

1H-NMR (DMSO-d6) & : 0.96-
1.03 (2H, m), 1.24-1.35 (8H, m),
1.82 {2H, d, Jd = 11.2 Hz), 2.03 (2H,
d,J=10.1 Hz), 281 (2H, t, J = 6.3
Hz), 3.12-3.18 (1H, m), 3.48-3.50
(1H, m), 6.99 (1H, t, J = 6.1 Hz),
806 (14, d, J = 8.1 Hz), 8.51 (1H,
dd, J = 9.6, 4.8 Hz), 868 (1H, d, J
= 7.6 Hz), 9.21 (iH, s).
LC/MS{RT)=2.08
LC/MS(MS)=448.00
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075

1H-NMR (DMSO~-d6) &§ : 0.89
103 (2H, my, 119 (84, t, J = T4
Hz), 1.25-1.39 (3H, m), 1.83 (2H, d,
J =122 Hz), 203 (2H, d, J = 101
Hz), 279 (2H, t, J = 6.3 Hz}, 2.98
(2H, q, J = 7.4 Hz), 3.49-3.51 (1H,
m), 7.02 (IH, t, J = 6.1 Hz), 8.06
(1H, d, J = 8.6 Hz), 8.51 (1H, dd, J
=48, 24 Hz), 868 (IH, d, J=76
Hz), 8.21 (1H, s).
LC/MS(RT)=1.97
LC/MS(MS)=434.20

076

1H-NMR (DMS0-d6) & : 0.97-
1.03 (2H, m), 1.28-1.32 (12H, m),
183 (2H, d, J = 11.7 Hz), 2.05 {(2H,
d, J=104 Hz), 288 (2H, 1, J = 8.3
Hz), 3.49-3.51 (14, m), 6.88 (1H, t,
J = 58 Hz), 806 (1H, d, J = 8.1
Hz), 8.51 (1H, dd, J = 8.1, 4.1 Hz),
8.68 (1H, d, J = 7.6 Hz), 9.20 (1H,
s}

LC/MS(RT)=2.20

{ C/MS(MS)=462.05

1-077

1H-NMR (DMS0~d6) & 0.99~
1.06 (2H, m), 1.26~1.39 {34, m),
1.81-1.82 (24, m), 2.02-2.03 (2H,
m), 2.80 (2H, t, J = 6.2 Hz), 2.88
{3H, s), 3.44-3.45 (14, m), 6.58
(1H, t, J = 6.1 Hz), 7.52-7.58 (2H,
my), 7.66-7.68 (1H, m), 7.98-8.00
(1H, m), 848 (1H, d, Jd = 7.6 Hz).

=078

1H-NMR (BMSO~-d6) &: 1.00-
1.04 (2H, m), 1.21-1.33 (6H, m},
1.81-1.83 (2H, m), 2.02-2.04 (2H,
m), 2.78 (2H, t, J = 6.3 Hz), 2.98
(2H, g, J = 7.4 Hz), 3.42-3.46 (1H,
m}, 7.02 (1H, t, J = 6.1 Hz), 7.52—
7.57 (2H, m), 7.66~7.68 (1H, m),
7.98-8.00 (1H, m), 848 (1H, d, J =

7.6 Hz).
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{H-NMR (DMSO~-d6) &: 0.99-
1.04 (2H, m), 1.20-1.38 (8H, m),
Q0 F2CO 1.80-1.83 (2H, m), 2.02-2.03 (2H,

S N o-N m), 2.80 (2H, t, J = 6.3 Hz), 3.12~
1079 H A N 3.15 (1H, m), 3.42-3.45 (1H, m),
“NT N 6.98 (1H, t, J = 6.1 Hz), 7.53-7.57

H (2H, m), 7.66-7.68 (1H, m), 7.8~
8.00{1H, m) 848 (iH,d, J=746
Hz).

1H-NMR (DMS0-d6) J§: 0.98-
1.04 (2H, m), 1.22-1.37 (12H, m),

. 0. 0
R o NE 1.81-1.83 (2H, m), 2.02-2.04 (2H,
N - m), 2.89 {2H, ¢, J = 6.3 Hz), 3.42~

o] A\ H 1 *
I-080 >( H .,,N/k\ *‘@ 346 (1H, m), 6.87 (1H, t, J = 5.8

Hz), 7.52~7.57 (2H, t), 7.66-7.68
H (1H, m), 7.98-8.00 (1H, m), 8.47
(1H. d, J = 7.6 Hz).

1H-NMR (DMSO~d6) & 1.02-
0 0 1.06 (2H, m), 1.23~1.41 (3H, m),
el Cl 1.80-1.83 (2H, m), 1.99-2.04 (2H,
1081 d N/\O O‘fi}\@ m), 2.80 (2H, t, J = 6.3 Hz), 2.88
H A (3H, 5), 3.45-3.48 (1H, m), 6.99
NT N (1H, t, J = 6.1 Hz), 7.53-7.63 (2H,

H m), 7.84-7.86 (2H, m), 8.50 (1H, d,
J = 8.1 Ha).

1H-NMR (DMSO-d6) &: 1.03-
o 0 1.06 (2H, m), 1.22-1.34 (6H, m),
N ci 1.80-1.83 (2H, m), 2.00-2.02 (2H,
osz | N o-N : m), 2.78 (2H, t, J = 6.3 Hz), 2.98
H N (2H, g, J = 7.4 Hz), 3.45-3.49 (1H,
N m), 7.02 (1H, £, J = 6.1 Hz), 7.53-

7.63 (2H, m), 7.84~7.86 (2H, m),
8.50 (1H, d, J = 8.1 Ha).

{H-NMR (DMSO~d6) & : 1.02~
00 1.04 (2H, m), 1.21~1.38 (9H, m),

Y cl 1.80-1.84 (2H, m), 1.99-2.03 (2H,

1083 Y N o-N m), 2.81 (2H, t, J = 6.3 Hz), 3.11-
H LM 3.18 (1H, m), 3.45-3.49 (1H, m),

NT N 6.98 (1H, t, J = 5.8 Hz), 7.56-7.60

(2H, m), 7.84-7.86 (2H, m), 8.50
(1H, d, J = 7.6 Hz).
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1-084

\\Sffo Cl

1H-NMR (DMSO-d8)} &: 097-1.07
(2H, m), 1.28-1.33 (12H, m}, 1.81-1.84
(2H, m), 2.02-2.03 (2H, m), 2.89 (2H, t,
J = 6.3 Hz), 3.45-3.49 (1H, m), 6.87
(1H, t, J = 5.8 Hz), 7.53-7.63 (2H, m),
7.84-786 (2H, m), 850 (1H, d, J=1786
Hz).

1-085

1H-NMR (DMSO—d6} &: 0.94-1.06
(2H, m), 1.14-1.27 (11H, m}, 1.30-1.40
(1H, m), 1.73-1.82 (2H, m}, 1.91-1.99
(2H, m), 2.78 (2H, t, J = 6.3 Hz), 2.87
(3H, s), 6.96 (1H, t, J = 6.1 Hz), 8.08
(1H, d, J = 8.1 Hz). 1H ovedap with
solvent.

1-086

1H-NMR (DMSO0O—d6) & : 0.93-1.06
(2H, m), 1.06-1.26 (14H, m), 1.29-1.39
(1H, m), 1.75-1.82 (2H, m}, 1.91-1.99
(2H, m), 2.76 (2H, t, J = 6.3 Hz), 2.97
(°H, q,J=73Hz), 699(1H, t, J=538
Hz), 8.07 (1H, d, J = 7.6 Hz). 1H
overlap with solvent.

1-087

1H-NMR (DMSO-d6) & : 0.93-1.06
(2H, m), 1.15-1.25 (17H, m), 1.28-1.39
(1H, m), 1.74-1.83 (2H, m}, 1.91-1.99
(2H, m), 2.79 (2H, t, J = 6.3 Hz), 3.09-
3.19 (1H, m), 696 (1H, t, J = 5.8 Hz),
8.07 (1H, d, J = 7.6 Hz). 1H overlap
with solvent.

1-088

1H-NMR (DMSO-d6) &:0.91-1.06
(2H, m), 1.13-1.39 (21H, m), 1.28-1.39
(1H, m), 1.74-1.83 (2H, m), 1.92-1.99
(2H, m), 2.87 (2H, t, J = 6.3 Hz), 6.85
(1H, t, J=5.8 Hz), 8.07 (1H, d, J =81
Hz). 1H overlap with solvent.
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1-089

N/

\
Tz

TH-NMR (DMSO-d6) & : 0.97-
101 (2H, m), 1.23-1.368 (3H, m),
1.80 (2H. d. J = 12.2 Hz), 2.02 (2H,
d J=101H2, 279{2H, t, J = 6.3
Hz), 2.87 (3H, s), 3.40-341 (iH,
m), 6.88 (1H, t, J = 6.1 Hz), 7.74~
782 (3H, m), 790 (1d, d, J = 716
Hz), 8.49 (1H, d, J = 7.1 Hz).
LC/MS(RT) =185
LC/MS(MS)=419.15

080

1H-NMR (DMSO-d6) & : 0.96—
1.02 (2H, m), 1.18 (3H, t, J = 74
Hz), 1.23-1.37 (34, m), 1.81 (2H, d,
Jd =112 Hz), 202 (24, 4, J = 101
Hz), 277 (2H, t, J = 6.3 Hz), 2.97
(2H, a, J = 7.4 Hz), 3.39-341 (1H,
m), 701 (1H, t, J = 6.1 Hz}, 7.74~
7.82 (3BH, m), 790 (1H, d, J = 7.8
Hz), 8.49 (1H, d, J = 7.6 Hz).
LC/MS(RT) =185
LC/MS(MS)=433.20

-081

1H-NMR (PMSO-d6) & : 0.96-
1.03 {2H, m), 1.25-1.31 (9H, m),
1.81 (2H, d, J = 13.2 Hz), 2.02 {2H,
d J=101Hz), 278 (2H, ¢, J = 6.3
Hz), 3.10-3.17 {tH, m), 3.40 (1H, d,
J = 7.6 Hz), 698 (1H, t J = 6.1
Hz), 7.74-7.82 {3H, m), 7.90 (1H, d,
J =76 Hz), 849 (1H, d, J = 76
Hz).

LC/MS(RT)=2.04
LC/MSIMS)=447.40

1-082

1H-NMR (DMSO~-d6) & : 0.96-
1.03 (2H, m), 1.25-1.30 (12H, m),
1.81 (2H, d, J = 12.2 Hz), 2.02 (2H,
d J=96Hz), 288 (2H, ¢ J=63
Hz), 3.39-3.41 (1H, m), 6.87 {1H, ¢,
J = 58 Hz), 7.76-7.80 (3H, m),
7.90 (1H, d, J = 8.1 Hz), 8.49 (1H,
d, J = 7.6 Hz).

LC/MS(RT)=2.16
LC/MS(MS)=461.40
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1-093

1H-NMR (DMSO-d6) §: 103~
1.06 {24, m), 1.25-1.36 (3H, m),
1.80-1.82 (2H, m), 2.00-2.02 (2H,
m), 2.80 (2H, t, J = 6.3 Hz), 2.88
(3H, 5), 3.44-3.46 (1H, m), 6.98
(iH, t, J = 6.1 Hz), 7.45-7.46 {2H,
m), 7.63-7.67 (1H, m), 8.55 (1H, d,
J=786 Hz).

1-094

T

1H-NMR (DMSO~d6) &: 0.99-
1.05 (2H, m), 1.17-1.41 (6H, m),
1.80-1.83 (2H, m}, 1.99-2.03 (2H,
m), 2.78 (2H, t, J = 6.3 Hz), 2.98
(2H, g, J = 7.4 Hz), 3.42-3.49 (1H,
m), 7.02 (1M, £, J = 6.1 Hz), 7.45~
7.46 (2H, m), 7.63-7.67 {1H, m),
855 (iH, d, J = 7.6 Hz).

I-085

QL0 E

-

1H-NMR {(DMSO-d6) &: 0.99-
1.06 (2H, m), 1.24-1.34 (8H, m),
1.81-1.83 (2H, m), 1.99-2.04 (2H,
m), 2.80 (2H, t, J = 6.3 Hz), 3.14~
3.15 (1H, m), 3.43-3.47 (1H, m),
6.98 (1H, t, J = 6.1 Hz), 7.45-7.46
{2H, m), 7.63-7.67 (1H, m), 8.55
(14, d. J = 8.1 Hz).

I-096

il

1H-NMR (DMSO~d6) &: 0.98~
1.04 (2H, m), 1.22-1.38 (12H, m),
1.80-1.84 (2H, m), 1.89-2.03 (2H,
m), 2.80 (2H, t, J = 6.1 Hz), 3.44-
347 (1H, m), 6.87 (14, t, J= 5.8
Hz), 7.45-7.46 {2H, m), 7.63-7.67
(1H, m), 8.54 {i1H, d, J = 8.1 Hz).

1-097

1H~-NMR (DMSO-d6) &:0.98-
1.03 (2H, m), 1.24-1.39 (3H, m),
182 (2H, d, J = 12.2 Hz), 2.02 (2H,
d, J=10.1 Hz), 280 (2H, t, J = 6.3
Hz), 2.88 (3H, s), 3.46-3.48 (1H,
m), 6.99 (1H, t, J = 6.1 Hz), 7.88
(1H, td, J = 8.6, 3.0 Hz), 8.02 (1H,
dd, J = 8.6, 4.6 Hz), .48 (1H, d, J
= 8.1 Hz), 8.70 {1H, d, J = 2.5 Hz).
LC/MS(RT)=1.41
LC/MS(MS)=370.15
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1-098

1H-NMR (DMSO-d6} &:0.96-1.03
(2H, m), 1.19 (3H, t, J = 7.4 H2), 1.24—
1.38 (3H, m), 1.82 (2H, d, J = 11.7 Hz},
202 (2H,d, J=96Hz), 278 2H, t, J =
6.3 Hz), 2.98 (2H, q, J = 7.4 Hz), 3.45—
3.47 (1H, m), 7.02 (1H, t, J = 5.8 Hz),
7.88 (1H, td, J = 8.7, 2.70 Hz), 8.02 (1H,
dd, J=86,46Hz), 848(1H,d, J=17.6
Hz), 8.70 (1H, d, J = 3.0 Hz).
LC/MS(RT)=1.52

LC/MS(MS)=384.20

1-099

1H-NMR (DMSO-d8) &:0.96-1.02
(2H, m), 1.24-1.34 (9H, m}, 1.82 (2H, d,
J=11.2 Hz), 2.02 (2H, d, J = 10.7 Hz),
281 (2H, t, J=6.3 Hz), 3.11-3.18 (1H,
m), 3.46-3.47 (1H, m), 6.99 (1H, t, J =
6.1 Hz), 7.88 (1H, td, J = 8.7, 2.7 Hz},
8.02 (1H, dd, J = 8.6, 4.6 Hz), 8.48 (1H,
d, J=76Hz), 870 (1H, d, J = 3.0 Hz).
LC/MS(RT)=1.65
LC/MS(MS)=398.20

100

1H-NMR (DMSO-d6} &:0.97-1.02
(2H, m), 1.25-1.34 (12H, m), 1.82 (2H,
d, J=12.7Hz), 2.03 (2H, d, J=10.1
Hz), 2.89 (2H, t, J = 6.1 Hz), 3.46-3.48
(1H, m), 6.88 (1H, t, J = 5.8 Hz), 7.88
(1H, td, J=8.7, 2.7 Hz}, 8.02 (1H, dd, J
= 86,46 Hz), 848 (1H, d, J = 7.6 Hz),
8.70 (1H, d, J = 2.5 Hz).
LC/MS(RTY=1.77

LC/MS{MS)=412.30

101

1H-NMR (DMS0O—d8} &: 0.93-1.04
(2H, m), 1.15-1.27 (2H, m), 1.30-1.41
(1H, m), 1.53-1.73 (6H, m}, 1.74-1.81
(2H, m), 1.83-1.99 (4H, m), 2.78 (2H, t,
J = 6.6 Hz), 287 (3H, s), 2.89-2.96 (1H,
m), 6.96 (1H, t, J = 5.8 Hz), 8.09 (1H, d,
J = 7.6 Hz). 1H overap with solvent.
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102

1H-NMR (DMSO-d6) &:0.91-1.03
(2H, m), 1.16-1.26 (5H, m}, 1.29-1.39
(1H, m), 1.53-1.72 (6H, m), 1.61-1.66
(6H, m), 1.75-1.82 (2H, m), 1.88-1.99
(4H, m), 2.76 (2H, t, J = 6.3 Hz), 2.89—
2.99 (3H, m), 7.00 (1H, t, J = 6.1 Hz),
8.08 (1H, d, J = 7.6 Hz). 1H overlap
with solvent.

103

1H-NMR (DMS0—d6) & : 0.90-1.05
(2H, m), 1.15-1.25 (8H, m}, 1.28-1.39
(1H, m), 1.52-1.72 (6H, m), 1.75-1.83
(2H, m), 1.84-1.99 (4H, m), 2.78 (2H, t,
J = 6.3 Hz), 2.89-2.96 (1H, m), 3.08-
3.19 (1H, m), 6.96 (1H, t, J = 6.1 Hz),
8.08 (1H, d, J = 7.6 Hz). 1H overlap
with solvent.

104

1H-NMR (DMSO-d6) &: 0.91-1.04
(2H, m), 1.15-1.38 (12H, m), 1.53-1.72
(6H, m), 1.75-1.82 (2H, m), 1.84-1.99
(4H, m), 2.85-2.96 (3H, m), 6.85 (1H, t,
J=58Hz), 808 (1H, d, J=7.6 Hz). 1H
overap with solvent.

1105

(7]
ra
Tz
z
e
o)
/

1H-NMR (DMSO-dé) &:0.98-1.04
(2H, m), 1.34-1.37 (12H, m), 1.81-1.89
(4H, m), 2.89 (2H. t, J = 6.3 Hz)}, 3.75—
3.77 (1H, m), 6.87 (1H, t, J = 5.8 Hz),
7.60-7.63 (3H, m), 8.06-8.08 (2H, m),
9.33 (1H, d, J = 8.6 Hz).
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N
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H Ay
NN

H

1H-NMR (DMSO-d6} &: 0.81-1.03 (2H, m),
1.14-1.25 (7H, m), 1.29-1.42 (3H, m), 1.73-1.81
(2H, m), 1.88-1.99 (2H, m), 2.75 (2H, t, J = 6.1
Hz), 2.96 (2H, q, J = 7.3 Hz). 6.94-7.00 {(1H, m),
7.21-7.37 (5H, m), 812 (1H, d, J=8.1 Hz). 1H
overlap with solvent.

107

1H-NMR (DMSO-d6é) &: 0.93-1.04 (2H, m),
1.16-1.28 (5H, m), 1.30-1.40 (1H, m), 1.75-1.83
(2H, m), 1.92-2.00 (2H, m), 2.71-2.84 (4H, m),
2.90-3.01 (4H, m), 6.98 (1H, t, J = 6.1 Hz), 8.28
(1H, d, J = 7.6 Hz). 2H overlap with solvent.

1-108

1H-NMR (DMSO-d6) &: 0.92-1.01 (2H, m),
1.13-1.38 (18H, m), 1.75-1.82 (2H, m), 1.92-
200 (2H, m), 2.73-2.82 (1H, m), 28 (2H, t, J =
6.3 Hz), 6.83 (1H, t, J=5.8 Hz), 8.07 (1H, d, J
= 8.1 Hz). 1H overlap with solvent peak.

1-109

1H-NMR (DMSO-d6) &: 0.91-1.04 (2H, m),
1.14-1.25 (10H, m), 1.27-1.41 (3H, m), 1.73-
1.82 (2H, m), 1.89-1.96 (2H, m), 278 (2H, t, J =
6.3 Hz), 3.08-3.18 (1H, m), 6.94 (1H, t, J= 5.8
Hz), 7.22-7.36 (5H, m), 8.11 (1H, d, J = 7.6 Hz).
1H overlap with solvent

I-110

TH-NMR (DMSO-d6) &: 0.91-1.04 (2H, m),
1.15-1.45 (16H, m), 1.74-1.83 {2H, m), 1.90-
1.99 (2H, m), 2.87 (2H, t, J = 6.1 Hz), 6.83 (1H,
t, J=56Hz), 841 {(1H,d, J=81Hz). 1H
overlap with solvent.
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1H-NMR (DMSO-d6) &: 0.90-1.00 (2H, m),
P 1.14-1.34 (12H, m), 1.49 (3H, d, J = 7.1 Hz),
111 >( N o-N 1.73-1.80 (2H, m), 1.8-1.95 (2H, m), 2.85 (2H, t,
H o A J = 6.1 Hz), 403 (1H, q. J = 7.1 Hz), 6.82 (1H,
NN t, J = 5.6 Hz), 7.20-7.35 (5H, m), 8.14 (1H, d, J
= 7.6 Hz). 1H overlap with solvent peak.

O\\SP 1H-NMR (DMSO-d6) &: 0.91-1.04 (2H, m),
>r “N o-N CFs [1.16-1.40 (12H, m), 1.80 (2H, d, J = 12 Ha),
H o D=7 196 (2H, t, J = 15 Hz), 287 (2H, t, J = 6.1 Hz),
N 3.72 (2H, q. J = 11 Hz), 6.84 (1H, t. J = 5.8 H2),

844 (1H, d, J = 7.6 Hz). 1H overaps with
solvent peak

-112

o0 0 TH-NMR (DMSO-d6) &' 0.93-1.05 (2H, m),
=4 1.19 (3H, t, J = 7.4Hz), 1.20-1.40 (3H, m), 1.47
113 N O-N  CF: |(6H,s),1.79 (2H,d, J = 12 Hz), 1.96 (2H, d, J =
>‘j§ 10 Hz), 2.76 (2H. t, J = 6.3 Hz), 297 (?H. q. J =
o 7.3 Hz), 6.98 {1H, t, J = 6.1 Hz), 8.42 (1H, d, J
= 7.6 Hz). 1H overlaps with solvent peak

TH-NMR (DMSO-d6) &:0.93-1.02 (2H, m),

SN o0-N  cF, [116-1.38 (12H, m), 1.47 (6H, 5), 1.79 (2H, d, J
114 >[/ H/\O I W * |5 12 Hz), 1.96 (2H, d, J = 12 Hz), 287 (2H, t, J
“NTN 6.1 Hz), 6.83 (1H, t. J = 5.8 Hz), 8.42 (1H, d,

H J = 7.6 Hz). 1H overlaps with solvent peak

o0 1H-NMR (DMSO0-d6) &: 0.92-1.02 (2H, m),
S _N E 1.17-1.40 (3H, m), 1.75-1.83 (2H, m), 1.89-2.00
it H/\O TSy [ 287-204 G 278 G 3= 03

N =N Hz), 2.86 (3H, s), 6.95 (1H, t, J = 6.1 Hz), 8.22
H (1H, d, J = 7.6 Hz). 3H overlap with solvent
peak.
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I-116

1H-NMR (DMSO-d6) &: 0.92-1.02 (2H, m),
1.27-1.40 (6H, m), 1.75-1.83 (2H, m), 1.88-1.99
(3H, m), 2.09-2.35 (4H, m), 2.76 (2H, t, J = 6.6
Hz), 297 (?H, q, J= 73 Hz), 698 (1H, t, J =
5.8 Hz), 8.22 {1H, d, J = 8.1 Hz). 3H overap
with solvent

=117

1H-NMR (DMSO-d6) &: 0.92-1.02 (2H, m),
1.18-1.40 (9H, m), 1.75-1.83 (2H, m), 1.88-2.00
(3H, m), 2.07-2.35 (4H, m), 2.79 (2H, t, J=6.3
Hz}, 3.10-3.17 (1H, m). 6.94 (1H, t J = 6.1 Hz),
8.22 (1H, d, J = 7.6 Hz). 3H overap with
solvent peak.

I-118

Iz
=

1H-NMR (DMSO-d6) &: 0.93-1.01 (2H, m),
1.17-1.36 (12H, m), 1.75-1.83 {2H, m), 1.88-
1.99 (3H, m), 2.21-2.37 (4H, m), 287 (2H,t, J =
6.3 Hz), 883 (1H, t, J=58Hz), 822 (1H, d, J
= 7.6 Hz). 3H overlap with solvent peak.

-119

e/

1H-NMR (DMSO-d6) &: 0.90-1.00 (2H, m),
1.10-1.25 (8H, m), 1.25-1.4 (1H, m), 1.49 (3H,
d, J=7.1Hz), 1.72-1.81 (2H, m), 1.85-1.92
(2H, m), 2.77 (2H, t, J = 6.1 Hz)}, 3.10-3.17 (1H,
m), 403 (1H, q. J=7.1 Hz), 694 (IH, t, J=5.6
Hz}, 7.19-7.35 (5H, m), 8.15 (1H, d, J = 7.6 H).
1H overlap with solvent peak.

1-120

1H-NMR (DMSO-d6) &: 0.85-1.00 (2H, m),
1.13-1.25 (5H, m), 1.25-1.40 (1H, m), 1.49 (3H,
d,J=71Hz), 1.72-1.82 (2H, m), 1.87-1.97
(2H, m), 2.75 (2H, d, J = 7.1 Hz), 2.96 (2H, q, J
= 7.4 Hz}, 4.03 (1H, q, J = 7.1 Hz), 6.97 (1H,
brs), 7.20-7.35 (5H, m), 8.15 (1H, brs). 1H
overlap with solvent peak.
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21

1H-NMR (DMSO-d6) &: 0.88-1.00 (2H, m),
1.14-1.34 (12H, m), 1.72-1.91 (2H, m), 1.88—
1.96 (2H, m), 285 (2H, t, J = 6.1 Hz), 3.79 (2H,
s), 6.82 (1H, t, J = 5.6 Hz), 7.20-7.35 (5H, m),
8.16 (1H, d, J = 7.6 Hz). 1H overap with
solvent peak

122

1H-NMR (DMSO-d8) &: 0.88-1.00 (2H, m),
1.14-1.25 (5H, m), 1.24-1.40 (1H, m), 1.72-1.82
(2H, m), 1.88-1.96 (2H, m), 2.72-2.78 (2H, m),
296 (2H, q, J =73 Hz), 3.79 (2H, s), 6.97 (1H,
brs), 7.20~7.35 (5H, m), 8.16 (I1H, d, J= 7.6
Hz). 1H overlap with solvent peak.

1-123

1H-NMR (DMSO-d6) &: 0.92-1.03 (2H, m),
1.18-1.42 (12H, m), 1.75-1.82 {2H, m), 1.90-
200 (2H, m), 2.86 (2H, t, J = 6.1 Hz), 6.83 (1H,
t, J=5.8Hz), 7.52-7.61 (6H, m), 8.73 {1H, d, J
= 7.1 Hz). 1H overlap with solvent peak.

1-124

1H-NMR (DMSO-D6) &:0.91-1.05 (2H, m),
1.13-1.41 (6H, m), 1.73-1.82 (2H, m), 1.89-1.99
(2H, m), 2.71-2.79 (2H. m), 296 (2H, q, J = 7.3
Hz), 6.98 (1H, br s), 7.51-7.62 (5H, m), 8.74
(1H, d, J = 3.0 Hz).1H overap with solvent
peak.

1125

1H-NMR (DMSO-D6) &: 0.89-1.01 (2H, m),
1.12-1.38 (12H, m), 1.71-1.82 (2H, m), 1.88—
1.98 (2H, m), 2.82-2.89 (2H, m), 3.80 (2H, s),
6.82 (1H, ), 7.10-7.16 (2H, m), 7.29-7.34 (2H,
m), 8.18 (1H, d, J = 7.6 Hz).1H overlap with
solvent peak.
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1-126

1H-NMR (DMSO-D8) &: 0.89-1.02 (2H, m),
1.12-1.26 (5H, m), 1.27-1.40 (1H, m), 1.73-1.81
(2H, m), 1.88-1.96 (2H, m), 2.72-2.78 (2H, m).
2.96 (2H, q, J = 7.4 Hz), 3.80 (2H, s), 6.97 (1H,
brs), 713 (2H,t, J=8.9 Hz), 7.31 (2H, dd, J =
86, 5.6 Hz), 8.18 (1H, d, J = 8.1 Hz).1H overlap
with solvent peak.

127

\/S‘N O—N
H P Sea
/,N N

1H-NMR (DMSO-d6) &: 0.93-1.05 (2H, m),
1.13-1.28 (5H, m), 1.28-1.46 (5H, m), 1.78 (2H,
d, J=12 Hz), 1.94 (2H, d, J = 10 Hz), 2.76 (2H,
t, J=6.3Hz). 297 (2H, q. J =74 Hz), 6.98
(1H,t, J=58Hz), 842 (1H, d, J= 7.6 Hz). 1H
overlaps with solvent peak

1-128

o O

N

1H-NMR (DMSO-d6) &: 0.93-1.05 (2H, m),
1.19-1.42 (12H, m), 1.79 (2H, d, J = 13 Hz),
1.93-2.05 (4H, m), 2.50-2.56 (4H, m), 2.87 (2H,
t, J = 6.3 Hz), 3.30-3.40 (1H, m), 6.83 (1H, t, J
= 5.8 Hz), 8.44 (1H, d, J = 7.6 Hz).

=129

1H-NMR (DMSO-d6) &: 0.95-1.04 (2H, m),
1.18 (3H, t, 7.4Hz), 1.23 (2H, q, J = 12Hz),
1.30-1.40 (1H, m), 1.79 (2H, d, J = 12 Hz),
1.92-2.03 (4H, m), 2.50-2.57 (4H, m), 2.76 {2H,
t,J =686 Hz), 297 (2H, q, J = 7.4 Hz), 3.33-
3.40 {1H, m), 6.98 (1H, t, J = 6.1 Hz), 8.45 (1H,
d,J=176Hz).

I-130

1H-NMR (CDCI3} &:0.88-1.01 (2H, m), 1.11-
1.37 (12H, m), 1.59 (6H. s), 1.71-1.81 (2H, m),
1.86-1.98 (2H, m), 2.85 (2H, t, J = 6.3 Hz), 6.81
(1H,t, J =56 Hz), 7.20 (1H, dd, J = 8.9, 4.3
Hz), 7.27-7.33 (4H, m}, 8.10 (1H, d, J = 8.1
Hz).1H overap with solvent peak.
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-131

1H-NMR (DMSO-D6) &: 0.88-1.01 (2H, m),
1.10-1.25 (5H, m), 1.26-1.39 (1H, m), 1.59 {6H,
s), 1.71-1.80 (2H, m), 1.86-1.96 (2H, m), 2.70-
277 (2H, m), 295 (2H, q. J = 7.3 Hz), 6.96 (IH,
s), 7.17-7.24 (1H, m), 7.28-7.32 (4H, m), 8.10
(1H, d, J = 7.6 Hz).1H overap with solvent
peak.

1-132

1H-NMR (DMSO-d6) &: 0.92-1.04 (2H,m),
1.18-1.40 (12H, m), 1.79 (2H, d, J = 12 Hz),
196 (2H, d, J = 9.6 Hz), 2.71-2.83 (2H, m),
2.87 (2H. t. J = 6.34), 2.91-3.01 (2H, m), 6.83
(1H,t, J=5.6 Hz), 8.27 (1H, d, J = 7.6 Hz). 2H
overlap with solvent peak.

I-133

1H-NMR (DMSO-d6) &: 0.91-1.05 (2H, m),
1.16-1.37 (9H, m), 1.75-1.83 (2H, m), 1.93-2.00
(2H, m), 2.75-2.83 (4H, m), 2.90-3.01 (2H, m),
3.08-3.19 (1H, m), 6.95 (1H, t, J = 5.8 Hz), 8.28
(1H, d, J = 8.1 Hz). 2H overlap with solvent
peak.

I-134

00

Y

1H-NMR (DMSO-D6) &:0.92-1.05 (2H, m),
1.18-1.40 (12H, m), 1.75-1.84 (2H, m), 1.89-
2.02 (5H, m), 287 (2H, t, J = 6.6 Hz), 6.84 (1H,
t,J=56Hz), 869 (1H,d, J=7.1 Hz).1H
overlap with solvent peak.

I-135

1H-NMR (DMSO-d6) &: 0.37-0.51 (4H, m),
0.93-1.05 (2H, m), 1.17-1.40 (12H, m), 1.75—
1.83 (2H, m), 1.93-2.00 (2H, m), 2.25-2.30 (2H,
m), 2.40-2.47 (2H, m), 2.87 (2H, t, J = 6.1 Hz),
3.46-3.55 (1H, m), 6.85 (1H, t, 5.8 Hz), 8.13
(1H, d, J = 7.6 Hz). 1H overlaps with solvent
peak
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1-136

1H-NMR (DMSO-D8) &: 0.93-1.06 (2H, m),
1.14-1.41 (12H, m), 1.74-1.86 {2H, m), 1.93-
2.03 (2H, m), 2.84-290 (2H, m), 6.84 (1H, t, J =
5.8 Hz), 9.07 (1H, br s).1H overlap with solvent
peak.

1-137

1H-NMR (DMSO-d6) &: 0.92-1.03(2H, m),
1.15-1.42 (12H, m), 1.75-1.83 (2H, m), 1.93—
2.00 (2H, m), 2.83-3.01 (6H, m), 4.79-4.83 (2H,
m), 6.85 (1H, t J=53 Hz), 8.16 (1H,d, J= 7.6
Hz). 2H overlap with solvent peak.

I-138

1H-NMR (DMSO-d6) &: 0.92-1.02 (2H, m),
1.16-1.35 (6H, m), 1.75-1.85 (6H, m), 1.93-2.15
(6H, m), 2.76 (2H. t, J=6.3 Hz), 297 (2H, q, J
=73 Hz), 7.00 (1H, t, J = 5.8 Hz), 8.37 (1H, d,
J = 7.6 Hz). 1H overlap with solvent peak.

I-139

TH-NMR (DMSO-d6) &: 0.92-1.02 (2H, m),
1.20-1.40 (9H, m), 1.70-1.90 (6H, m), 1.93-2.20
(6H, m), 2.79 (2H, t, J = 6.3 Hz), 3.10-3.17 (1H,
m), 6.96 (1H, t, J=6.1 Hz), 837 (1H, d, J= 7.6
Hz). 1H overlap with solvent peak.

1-140

0 0

N

S

TH-NMR (DMSO-d6) &: 0.92-1.02 (2H, m),
1.18-1.40 (12H, m), 1.70-1.90 (6H, m), 1.90-
2.20 (6H, m), 2.87 (2H, t, J = 6.3 Hz), 6.85 (1H,
t, J=58Hz), 837 (1H,d, J=8.1 Hz). 1H
overlap with solvent peak.
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1H-NMR (DMSO-D6) &: 0.94-1.07 (2H, m),
1.14-1.43 (6H, m), 1.75-1.86 (2H, m), 1.92-2.03
(2H, m), 2.73-2.79 (2H, m), 297 (2H, q. J = 7.3
Hz}, 3.36-3.48 (1H, m), 7.00 (1H, t, J = 6.1 Hz},
9.09 (1H, br s).

1-142

1H-NMR (DMSO-d6) &: 0.93-1.05 (2H, m),
1.16-1.40 (6H, m), 1.50 (3H, s), 1.75-1.83 (2H,
m), 1.93-2.00 (2H, m), 2.59-2.70 (2H, m), 2.76
(2H, t, J = 6.3 Hz), 2.95-3.05 (4H, m), 6.99 (1H,
t,J=6.1Hz), 828 (1H,d, J=76 Hz). 1H
overlap with solvent peak.

1-143

1H-NMR (DMSO-d6) &: 0.92-1.04 (2H, m),
1.18-1.40 (12H, m). 1.50 (3H, &), 1.75-1.83 (2H,
m), 1.93-2.00 (2H, m), 2.58-2.68 (2H, m), 2.87
(2H,t, J=6.3 Hz}, 3.00 (2H, q, J = 14 Hz), 6.84
(1H,t, J = 5.8 Hz), 8.28 (1H, 7.6 Hz). 1H
overlap with solvent peak.

I-144

1H-NMR (DMSO-D6) &:0.92-1.05 (2H, m),
1.15-1.40 (9H, m), 1.47 (6H, ), 1.74-1.84 (2H,
m), 1.91-2.00 (2H, m), 2.74-2.84 (2H, m), 3.08—
3.19 (1H, m), 6.96 (1H, t, J = 6.1 Hz), 8.43 (1H,
d, J = 7.6 Hz).1H overap with solvent peak.

I-145

1H-NMR (DMSO-D6) &: 0.93-1.06 (2H, m),
1.17-1.42 (9H, m), 1.75-1.85 (2H, m), 1.93-2.02
(2H, m), 2.76-2.82 (2H, m), 3.09-3.20 (1H, m),
6.97 (1H, t, J= 5.8 Hz), 9.09 (1H, br s).1H
overlap with solvent peak.
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I-146

1H-NMR (DMSO-d6) &: 0.90-1.05 (2H, m),
1.12-1.40 (12H, m), 1.79 (2H, d, J = 11 Hz),
197 (2H,d, J=12 Hz), 2.87 (2H, t, J = 6.1 Hz),
685 (1H, t J=58Hz), 765 (1H, d, J=76
Hz), 8.09 (1H, d, J = 2.0 Hz). 1H overlap with
solvent peak.

1147

1H-NMR (DMSO-d8) &: 0.93-1.05 (2H, m),
1.15-1.40 (9H, m), 1.50 (3H, s), 1.75-1.82 (2H,
m), 1.92-2.00 (2H, m), 2.55-2.67 (2H, m), 2.79
(2H. t, J = 6.3 Hz), 2.95-3.05 (2H, m), 3.10—
317 (1H, m), 695 (1H, t, J = 6.1 Hz), 8.27 (1H,
d.J =8.1 Hz). 1H overlap with solvent peak.

1-148

1H-NMR (DMSO-d6) &: 0.85-1.02 (6H, m),
1.18-1.28 (2H, m), 1.30-1.42 (1H, m), 1.50 (3H,
s), 1.76-1.83 (2H, m), 1.93—2.00 (2H, m), 2.58-
2.68 (2H, m), 2.82 (2H, t, J = 6.6 Hz), 3.95-3.05
(2H, m), 7.02 (1H, t, J = 6.1 Hz}, 828 (1H, d, J
= 8.1 Hz). 2H overlap with solvent peaks.

1-149

1H-NMR (DMSO-D8) &: 0.93-1.06 (2H, m),
1.19-1.40 (12H, m), 1.76-1.84 (2H, m), 1.94—
2.02 (2H, m), 2.84-290 (2H, m), 685 (1H, t, J =
5.3 Hz), 9.16 (1H, br s).1H overlap with solvent
peak.

I-150

1H-NMR (DMSO0-d6) &: 0.92-1.02 (2H, m),
1.15-1.25 (8H, m), 1.34 (iH, s), 1.79 (2H, d, J
12Hz), 197 (2H,d, J=13Hz), 278 (2H. t, J
6.3 Hz), 3.10-3.18 (1H, m), 6.96 (1H, t, J=5.8
Hz), 7.64 (1H, d, J=8.1 Hz}, 809 (1H, d, J =
1.5 Hz). 1H overlap with solvent peak.
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I-151

1H-NMR (DMSO-d6) &: 0.90-1.30 (13H, m),
1.30-1.40 (1H, m}, 1.79 (2H, d, J = 12 Hz), 2.02
(2H, d, J = 9.6 Hz), 2.88 (2H, t, J = 6.1 Ha),
6.84 (1H, t, J=5.6 Hz), 7.29 (1H, s), 7.96 (1H,
d, J = 7.6 Hz). 1H overlap with solvent peak.

I-152

1H-NMR (DMSO-D6) &: 0.93-1.06 (2H, m),
1.13-1.42 (9H, m), 1.75-1.84 (2H, m), 1.93-2.02
(2H, m), 2.76-2.82 (2H, m), 3.08-3.20 (1H, m),
6.97 (1H, t, J=6.1 Hz), 9.17 (1H, br s).1H
overlap with solvent peak.

I-153

N
O\
N

T=

CF5
E

1H-NMR (DMSO-D8) &: 0.94-1.07 (2H, m),
1.12-1.43 (6H, m), 1.76-1.84 (2H, m), 1.93-2.02
(2H, m), 2.74-2.79 (2H. m), 297 (2H. q, J =74
Hz), 7.00 (1H, t J = 5.3 Hz), 9.16 (1H, br s}.1H
overlap with solvent peak.

I-154

1H-NMR (DMSO-d6) &: 0.75-0.80 (2H, m),
0.88-1.45 (10H, m), 1.50 (3H, s), 1.78-1.83 (2H,
m), 1.92-2.00 (2H, m), 2.58-2.68 (2H, m), 2.80
(2H, t, J = 11Hz2), 2.95-3.06 (2H, m), 7.09 (1H,
t, J=6.1Hz), 828 (1H,d, J=7.6 Hz). 1H
overlap with solvent peak.

I-155

C 0

N

1H-NMR (DMSO-D6} &:0.85-1.08 (6H, m),
1.21-1.43 (3H, m), 1.77-1.88 (2H, m), 1.94-2.02
(2H, m), 2.79-2.86 (2H, m), 7.03 (1H, t, J = 6.1
Hz}, 9.16 (1H, s).2H overlap with solvent peak.
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), € 1H-NMR (DMSO-D6) &: 0.95-1.08 (2H, m),
Sy o-N cF. [1:20-1.44 (3H, m), 1.75-1.84 (2H, m), 1.94-2.02
I-156 H/\O I 3 3 |(2H, m), 2.76-2.81 (2H, m), 2.87 (3H, s), 6.97
NTTEN F [(1H.t, J=58 Hz), 9.16 (1H, d, J = 3.5 Hz).1H
H F overlap with solvent peak.
3 \ 1H-NMR (DMS0-d6) &: 0.92-1.05 (2H, m),
N s- 1.15-1.40 (13H, m), 1.80 (2H, d, J = 12 Hz),
2 F
157 >|/ H/\O-,,N/L\NW 2.01 (2H, d, J = 9 Hz), 2.80-3.00 (6H, m), 6.84
N F |(1H.t, J = 5.6 Hz), 8.45 (1H, s). 1H overlap
with solvent peak.
Q, 1H-NMR (DMSO-d6) &: 0.95-1.08 (2H, m),
XS\N s-N 1.15-1.45 (12H, m), 1.81 (2H, d, J = 12 Hz),
1-158 H S S—CF, |2.04 (2H, d, J = 10 Hz), 2.88 (2H, t, J = 6.3 Ha),
‘NN 6.85 (1H, t, J = 5.83 Hz), 8.95 (1H, bs). 1H
H overlap with solvent peak.
Qf 1H-NMR (DMSO-d6) &: 0.95-1.05 (2H, m),
~S s-N 1.15-1.45 (6H, m), 1.79 (2H, d, J = 12 Hz), 2.02
1-159 H wAs << |(2H. 4, 9 = 11 Hz), 2.75-3.00 (8H, m), 7.00 (1H,
H N t, J = 6.1 Hz), 8.45 (1H, s). 2H overlap with
solvent peak.
Q[ 1H-NMR (DMSO-d6) &: 0.97-1.10 (2H, m),
~-S-y s-N 1.15-1.30 (5H, m), 1.40 (1H, bs), 1.81 (2H, d, J
I-160 H L s S—CFs |=12 Hz), 203 (2H, d, J = 10 Hz), 2.77 (2H, t, J
'N” "N = 6.3 Hz), 297 (?H, q, J =74 Hz), 7.01 (1H, t,
H J=6.1 Hz), 8.92 (1H, bs).
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1H-NMR (DMSO-d6) 5: 0.94-1.04 (2H,
QL T - |m). 1.16-1.36 (134, m), 1.80 (2H, d, J =
” >rsH/\(j o-m 13 Hz), 1.98 (2H, d, J = 11 Hz), 2.87
N - (2H, t, J = 6.3 Hz), 3.25-3.44 (4H, m),
H 6.85 (1H, t, J = 5.8 Hz), 8.59 (1H, d, J =
8.1 Hz).
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oo 1H-NMR (DMSO-d6) &: 1.00-1.32 (7H,

Y m), 1.41 (1.0H, bs), 1.83 (2H, d, J = 12
~~ “N”\O s-N, Hz), 2.09 (2H, d, J = 10 Hz), 2.79 (2H, t,

1162 H -,,NAN>“© J = 6.3 Hz), 2.98 (2H, g, J = 7.3 Hz),

H 3.43 (1H, bs), 7.01 (1H, 1, J = 6.1 Hz),

7.44-7.50 (3H, m), 8.05-8.10 (2H, m),
8.49 (1H, bs).

oo 1H-NMR (DMSO-d6) &: 0.95-1.10 (2H,

Y m), 1.20-1.32 (8H, m), 1.39 (1H, bs),
\‘/ H/\O 5N 1.83 (2H, d, J = 12 Hz), 2.10 (2H, d, J =

1163 »/N/@N%© 10 Hz), 2.82 (2H, t, J = 6.3 Hz), 3.12-

H 3.18 (1H, m), 3.44 (1H, bs), 6.97 (1H, t,

J = 6.1 Hz), 7.42-7.50 (3H, m), 8.05-
8.10 (2H, m), 8.49 (1H, bs).

1H-NMR (DMSO-d6) &: 1.00-1.12 (2H,
m), 1.20-1.32 (2H, m), 1.42 (1H, s),
/‘\s'\ N 1.83(2H,d,J=12Hz),2.10 (2H,d, J =
o H/\O /SL »\@ 10 Hz), 2.81 (2H, t, J = 6.3 Hz), 2.88
EINE N (3H,s), 3.42(1H, bs), 6.98 (1H, t, J =
H 6.1 Hz), 7.42-7.50 (3H, d, J = 3.6 Hz),

8.05-810 (2H,t, J = 3.8 Hz), 8.49 (1H,
).

1H-NMR (DMSO-d6) &: 0.96-1.05 (2H,
00 m), 1.15-1.40 (12H, m), 1.81 (2H,d, J =
e 12 Hz), 2.01 (2H, t, J =10 Hz), 2.89
" >r m/\O /OL’\>_© (2H,t,J=6.1 Hz), 6.85 (1H, t, J = 6.1
INTTN Hz), 7.15 (1H, d, J = 8.1 Hz), 7.24 (1H,
H t, J=7.4Hz), 7.36 (2H, t, J = 7.6 Hz),

765 (2H,d, J =7.1 Hz), 7.90 (0.9H, s).
1H overlap with solvent peak.

1H-NMR (DMSO-d6) 5: 0.95-1.05
0.0 - (12H, m), 1.81 (2H, d, J = 11 Hz), 2.01
X&N o (2H, d, J = 9.9 Hz), 2.89 (2H, 1, J = 6.3
1-166 H s Hz), 6.85 (1H, t, J = 5.6 Hz), 7.33 (1H, t,
NT N J = 7.4 Hz), 7.42-7.53 (3H, m), 7.79

(2H, d, J = 7.6 Hz). 1H overlap with
solvent peak.

[0097]  BAFIC, AEBBILEMOEMEERG ZLHT 5,



WO 2012/147764 98 PCT/JP2012/061032

HERGI1T < IZNPY Y S5SHREKICHT 2EMM

YIANPY Y5ZAAKAZI—-NFBcDNAES (Biochim,
Biophys. Acta 1328: 83-89, 1997%R)
%, F|WNRI4H— pME18S (Takebe et al. Mol,

Cell. Biol. 8, 466—-472)sO0—=v%_Lr,
"BONKERENIS—%, Lipofect AMINERE (BFE 12K
oY) ZRAVWT, ERHRBEICLAED > TEEMIECHOICNS Y
27x92av L. NPY Y5 ZRFALEREMEZE 7,

YUANPY Y5ZARKARBEIELZCHOMENSHELLBERE.
AFRBICHRDIIEEMBE L300, 000cpm®d [128 ] RTHIALRYY (
REE60pM: GE ANLRFTTHE) &I, Py aA#EER (O.
1% #$MBE7ILTIVEESL20mM HEPES—Han k s &K,
pH7. 4) T, 25T, 2BBIYFarR—rav ki 1% KY
IFLYAIVRBLEISRA749—GF /CICTEBLKZ, 50mM

Tris—HCIBE®R pH7. 4ICTHER, Hy~<ehov9—ICT
JS27 48— EOREEEE KD, FBFENKEEIE200nMRTS
ARYYEETTHEL., BENRTIA4 RY YHESIIHT 2B R{ESHD
E0%BAERE (1 Csoffl) KD [Inui, A. et al.
Endocrinology 131, 2090-2096 (1992)
BR] , BREUTICRY,

AEBICEDIEEYIE. Y IANPY YESHKICHTEIRTIARYY
(NPY tREGEME) OHEE%EEE LKL, BIBAREEMIE. TTANPY Y
bZA/WICH L THRMMEEZRL &,

FERZ U TICRTY,

&1 —006:0. 32nM
k&1 —011:0. 34nM
k&1 —017:0. 22nM
k&1 —018:0. 20nM
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[0098]

kel —023:1. 40nM
t&¥1-024:0. 13nM
kel —027 : 0. 86nM
k&Y 1 —029:0. 22nM
t&#1 —034:0. 18nM
Et&®1 —053:0. 23nM
teEm1 —081:0. 90nM
E&#1 —099:0. 80nM
E&®H1—100:0. 90nM
E&®M1 —130:0. 7nM
k&1 —136:1. 56nM
t&®1 —138:0. 5nM
t&®1 —143:0. 8nM
t&®M1 —145:3. 1 nM
t&®l —146:4. 21 nM
t&®m1 —147:0. 61 nM

t&¥1 —149:1. 04nM
t&# 1 —150:
t&¥1l —152: 65nM
t&¥1—153:1. 67 nM
t&¥1—161:1. 9nM
REAGI2 ERMNNPY Y5ZRKICHT BEHMME

ERNPY Y5ZAAKEI—-RTScDNAES (WO96 /716542
S5M) &, FERIH9— pME18S (Takebe et al.
Mo I. Cel I. Biol. 8, 466—-472)Icvo—=—y
JLllk, BONERENIY—%, LipofectAMINEHE (BE
LAvENOY I V) ZRAWT ERGHASICLAN > TEEMRECHO
IChSvR71x49av L. NPY Y5EZRKRLERBHBEES,

6 nM

o w
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EMNPY Y5EZRAKEFRBILLCHOMBEISHE LLEBEERE., &
HPICRBILEMBELT30, 000cpmd [1251] RTHYALRYY (#&
BEE60pPM: GE ALRTTHE) &I, Py AEER (0. 1
% HIMEFINTIVEEH20 mM HEPES—Hank s &R,
pH7. 4) T, 25T, 2BBIYFarR—av ik 1%RYT
FLYAIVBLETSRT7400%—GF /CICTEBEBLKE, 50mM
Tris—HCIBER pH7. 4ICTHREER, Av~hovsy—IcTy
TRAT 4N —EOREERE KD, FRENESIF200 nMRTS
ARYYEETTHUEL. BEARTIA RY YHEEICHT 2HRIEESHYO
E0%BAERE (1 Csoffl) KD [Inui, A. et al.
Endocrinology 131, 2090—-2096 (1992)
28],

WRELTICRY,

k&1 —017:0. 81 nM
k&1 —029:0. 86nM
[0099] EERBI3 S v MENEBITIMEETM

htty hRK—=—22V 4% (Drug. Metab,. Dispos. (200
1) ; 29, 957-966%8R) #AVWT. vk (Cr 1 ;CD (
SD), J, 8weeks) ADFIRAZXES (0. Bmg,/mL kg
) 30DEOMES L UKAREN S, BT (B MEIERSRE; Kp
) &R L 7%,

[0100] ERGI4 <y ZNFBITHEETE

htty hRK—=—22V 4% (Drug. Metab,. Dispos. (200
1) 5 29, 957-966%HK) ZzAWT,. vU9X (Jcl ;C5H7
BL/6J, J, 8weeks) ~A0OO%KES (2mg 10mL "k
g) IBMFAIEOBBBOMES L CHMREEN S, MEiTHE (B miE
DEBRE; Kp) ZFHET 2 &N TE S,

[0101] SHERBIS S v MIH T 2 ERYENRETTM
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hey hR=YVTERERWVWT, vk (Cr |l ;CD (SD), J,
8we ek s) BIRWNKZS (0. 5mg,/mL "k g) BOmMFHEEH
Boo, ¥R (t1.72) 8L02H57 )75 (CLtot) ZiHE
L7z,
[0102] AE&fI6 CHOMRRICHITS c AMPERKINFEI/ER
EMNPY Y5EZRFARRIEZCHOMAER, 2. SmMAYITFI
XFILFHUFY (SIGMAK) FETFT37C. 20981 Fa~N—
vav g ARBICKRIEEMERMLS 2BA vFaR—2 3> L,
FOBS50NMNPYBLPTOuMZ#ILRAY Y (Sigmatt) &0
ZTC30pEAvFan—vavlk, TN HCIE#RMLTRIEZEL
L7z, EEHhDcAMPEA2EIA kit (Amersham LIF
E SIENCE#HSH) ZAVWTHELRL, Z4#NLXY VRIBICES c A
MPERKICKHTBZNPYDMEHERAEZ100%&E L. TONPYERICRT
DAFKBICHRDIEEMDE O%AERE (1 Csofl) HRD7,
WRELTICRY,
k&1 —017:3, 3nM
t&¥1—018:2. 1 nM
k&1 —029:1. 3nM
[0103] HE&HI7 NPY Y 5SHRMERM
Y 1HIIFHE (human neuroblastoma, SK—N-—
MC) BEGRBLIOCY 2FEME (human neuroblastom
a, SMS—KAN) BEERZFERAL HRA2 ERAKOAETHRZT
W, ARBICHRZIEEMDONPY Y1SBERBIUNPY Y 2ZEEICH
THHMMEZAET 5, TOBRICELY. ARBICKRZEEYWNANPY Y5
SRRBREEELTWDIEARRTHIENTE D,
[0104] EERHIS ERMFIER
I—FIHEBET., #C57BL/6JvIR (12—-14 5@#. 28
—359g) OARBEENSEEMECENITA> THELLIFEAL, BEEL
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[0105]

[0106]

MEBHIEE, BHSBbregma &Y lambdallfAnr>TH 1

mm#gAs, EFEHNSERICH I mmOABICES KL EBWTERKY
TmmONRERIT, RENSEEEOYIRICO. 5% ROx>TOE
IWAFILEILO—R (BHELEEEASHR) KERD D WL DKERICHE
BLEERYEZREROKRSE L. 85 15EE £ERBKHDWVIENP
Y YEZBERRKENTI=ZM ([ cPP™-7, NPY19-23 A a3!
, Aib32 Gln3*%] —hPancreatic Polypeptid
e:Tocrisftf) O. Tnmo | ZHICHIFAEREORLY Hh=a
—LZRAWVWTIEALL, FAHEZSLCARBERICINVAOERES
EL. 0. 5%k FOF>FOLILAFIEZILO—-RABRIESE S HRYE
BEBREOBOEEEDEZFE L,

FORER., AHBRALEME12. 5mg .k gDEETHRE LLIBA.

5%t ROF>FOELAFLEZLO-R52EKE5 LBEELBRLTER
ENERICIE I N,
SER(GIO CY PREERER

miRO 7= FE NFI/OYV—LEZRAWT, ENEECYPLELTFE (
CYP1A2, 2C9, 2C19, 2D6, 3A4) QBARMMEERSERIG
ELTT—IhFILYLTAaVDO—BRIFILIE (CYPTA2) ., bL
THIROAFIL—KEE{E (CYP2C9) . X71= M VD4 —KE
t (CYP2C19) ., 7HAMOAXMLIZ7VDORXAFII (CYP2
D6) ., FIL7xFY DKkt (CYP3A4) %#iEEEL, ThEThO
KRBDERENWRIEESWICL > TRREINZREEETML 7,
RISEHEIELLTDESY : HE, 0. 5 wumol L I rFTLYIL
74 (CYP1A2), 100 umol /L KLF7¥IR (CYP2
C9). 50 umol /L S—x7x=hf¥ (CYP2C19). 5
wumo | /L FEFAMOAKLZ7Y (CYP2D6)., 1 umol )/
L U7z (CYP3A4) ; RIGKHHE. 159 ; RISEE. 37
C; Bk 7—IRerfFzosOVY—L 0. 2mg HVNRIE mL ;
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[0107]

[0108]

[0109]

[0110]

WHREMRE, 1. 5. 10, 20 umo |l /L (4:R) .
96NTFL—MIRBEAE®RELT. 50mM Hepes EBERPICK
SEOEE., E NI /OYV—L4A, BREY%E LEREKRTINA, BERTH
ZNADPHZRML T, ERETHHHEREZRBL. 37C. 1 52H
RENL7E. X5 /= 7Eb=NYIL=11 (v./ V) BAREZHMNT
532ETRIBEEILELE, 3000 rpm, 159BDEMEER, FDOLE
BROLYILT74Y (CYP1TAZ2REY) Z8ATILFINILAIVET

MLT74 3 RKBREA (CYP2COREY) . X7xz=hqM424" K
Btk (CYP2C19RKEY) . T2 O T77> (CYP2D6RKH
¥) . TIU7xFIUTILA—E (CYP3A4AREY) #LC/MS/
MSTE=ZL %,

B ERBLLBRETHIDMSODHERISRICHRMLAEZEDEI Y L
O—JL (100%) &L. BBREMAREMATZETNETLORE TCOREE
M (%) ZEHL., BECIMHEEZRVWT, OVATA Y IETIVICLDH
WEICLY I Cso2EBH LT
BT O RBMREMICOWVWT

ENFIIOYV—LICL L EMSTM: ) RGNy 77— (pH
7. 4) ICNADPH (EE1mM, BBENKHDIZSE) . IOV
— i (REEO. 5 mg protein/ml) BLUKLEY (KE
E2uM) Z5RML., 37CTORBLU3 0NBRMBIER, JivOY
BEAaDiEald. NADPHICKATUDPGA (EESmM) 25&ML
oo RIBBEDEEDTEZRZNYIL X5/ —=Ib=1,/1 (v/v) &K
LRISZELELEE. 20RO LEBETOELEMEHPLCTHELE, 09
BLU3O0ODDEDLERASRFRGICEDBEREZE L L. AFRBLEEY
DRBREM %R L 72,

BEREI1T 1 MRABESR

BEULRBRBICREEEEAN, JP— 1K (BkFrYUHL2. Og. &
B27. OmLICKEMATIOOOmMLELK) ., JP—23 (pH6. 8
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DY) VEEREREEKRSOOmMLICAKSO0OOmLAEMAA) . 20mmo | /L
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