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B e FF LHNMR: (400.13 MHz, DMSO -d6) & 12.45 (s, 1 H),
N~ Now o NN 0 F 10.72 (s, 1 H), 9.96 (t, J= 5.9 Hz, 1 H), 8.92 (s, 1 H), 8.51
ae S N S uN (s, 1H), 8.23(d, J = 2.9 Hz, 1 H), 8.02 (dd, J = 8.9, 2.7 Hz,
= o ¢ 1H), 7.78 (dd, J = 3.5, 2.3 Hz, 1 H), 7.72 (d, J = 9.0 Hz),
7.05 (dd, J = 3.5, 1.5 Hz. 1 H), 4.85 (d, J = 6.3 Hz, 2 H),

MS: nyvz 481 [M+1]+.
D ~ 1H NMR (400 MHz ,DMSO -d6) § = 12.45 (br. s., 1 H),

HN

11.74 (s, 1 H), 9.74 (br. ., 1 H), 892 (s, 1 H), 8.76 (br. ¢., 1

H), 8.75 (br. s., 1 H), 8.55 (s, 1 H), 7.76 (br. s., 1 H), 5.56 -

545 (m, 1 H), 1.71 (d, J = 6.8 Hz, 3 H). MS m/Z 496
[M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 12.38 (bs, 1H), 10.47
(s, 1H), 9.31 (d, J = 8.5 Hz, 1H), 8.83 (s, 1H), 7.77 (d, J =
8.5 Hz, 2H), 7.62 (d, J = 8.5 Hz, 2H), 7.21 (s, 1H), 7.03 (s,
1H), 5.39-5.36 (m, 1H), 1.64 (d, J = 7 Hz, 3H)%: m/z 433
[M+1]+.

1H NMR (400.13 MHz, MeOD -d4) 5 8.68 (s, 1 H), 7.80
(br. s, 1 H), 7.63 (d, J = 8.6 Hz, 1H), 7.45 (br. d, J = 8.6 Hz,
1H), 4.448 (d, J = 3.6 Hz, 1 H), 6.97 (d, J = 3.6 Hz, 1 H),
546 (q, J=74,1H), 1.63(d, J=7.1,3H). MS msz 442
[M+1]+.

1IHNMR: (400.13 MHz, DMSO -d6) 8 11.75 (S, 1H), 9.78
(d, J=8.1 Hz, 1H), 8.96 (s, 1H), 8.78 (s, 1H), 8.76 (m, 2H),
8.55 (s, 1H), 7.81, (d, J = 3.4 Hz, 1H), 7.05 (d, J = 3.4 Hz,
1H), 5.50 (dq, J = 8.1, 7.1 Hz, 1H), 3.89 (s, 3H), 1.72 (d, J
=17.1Hz, 3H) MS: mvz 510 [M+1]+.

N,
1U
N
2ok
S
Q.
g
& TN F
S F
1Na |_! F
-N N
N&\N |_\| 07 \:@/k
\\ N L N
H~
N 0]
2Da *N\ o _
= F
N ! N S o} F
«-N H I\/)—< =
N~ i o
N
3Na N H 2 F
NN DD F
\ N =
o N
HN 0
0]

1HNM R (400.13 MHz, MeOD -d4) § 8.77 (s, 1 H), 8.08
(s, 1H),7.93(d,d=9Hz 1 H),7.78(d, J=8.5Hz, 1 H),
7.06(s, 1H), 557 (q,J=p 7.3Hz, 1 H), 1.78d, J =73
Hz, 3H) m/z 458 [M+1]*.

MS vz 483 [M+1]+,
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1H NMR (400MHz ,MeOD) 6 =9.12 (s, 1 H), 8.68 (s, 1 H),
8.62 (s, 1 H), 8.58 (s, 1 H), 8.55 (s, 1 H), 5.70 - 5.62(m, 1
H), 1.84 (d, J =7.1 Hz, 3 H). MS m/s497 [M+1]+.

1HNMR: (400.13 MHz, DMSO -d6) 6 14.41 (s, 1H), 11.75
(s, 1H), 9.99 (d, J = 8.2 Hz, 1H), 9.17 (s, 1H), 8.77 (s, 1H),
8.76 (s, 1H), 8.62 (d, J = 1.2 Hz, 1H), 8.55 (s, 1H), 5.53
(dg, J =8.2, 7.1 Hz, 1H), 1.73 (d, J = 7.1 Hz, 3H), MS m/Z
497 [M+1]+.

4Db

1H NMR (400MHz ,DMSO -d6) 6§ =9.97 (d, J =8.2 Hz, 1
H),9.17(s, 1 H), 8.77 (s, 1 H), 8.75 (s, 1 H), 8.62 (s, 1 H),
8.55(s, 1 H), 5.58 - 5.48 (m, 1 H), 1.73 (d, J = 7.1 Hz, 3 H).
MS m/z 497 [M+1]+,

1H NMR (400.13 MHz, DMSO -d6) § 14.43 (s, 1 H),
10.34 (s, 1 H), 10.01(d, J=8.1 Hz, 1 H), 9.18 (s, 1 H), 8.63
(s, 1H), 8.53 (s, 1 H). 8.23(d, J =8.2 Hz, 1 H), 8.03 (dd, J
=8.7,2.6 Hz, 1 H), 7.72 (d, J = 8.7 Hz, 1 H), 5.55 (dg, J =
8.0, 7.2 Hz, 1 H), 1.73 (d, J = 7.0 Hz, 3 H). MS m/ 496
[M+1]+.

1H NMR (400.13 MHz, DMSO -d6) 8 14.04 (br. s, 1H),
10.80 (s, 1 H), 10.01(d, J =8.5, 2 H), 9.18 (s, 1 H), 8.63 (s,
1H), 8.56 (s, 1H), 8.1 (br. s, 1 H), 7.86 (s, 1 H), 7.85 (d, J =
1.6, 1 H), 555 (dq, J=8.1,6.5, 1 H), 1.74(d, J="7.1, 3 H).
MS: m/z 496 [M+1]+.

1H NMR (400.13 MHz, MeOH -d4) 9.09 (s, 1 H), 8.67 (s,
1H),7.98(s, 1 H), 7.81(d, J=8.8 Hz), 7.62 (d, J = 8.8 Hz,
1H), 7.04 (s, 1 H), 566 (g, J =6.8 Hz, 1 H), 1.82 (d, J =
7.1Hz 3H). MS m/z 443 [M+1]-.

1H-NMR (500 MHz, DMSO -d6): 6§ 14.30 (bs, 1H), 10.46
(s, 1H), 9.51 (s, 1H), 9.12 (s, 1H), 8.61 (s, 1H), 7.77(d, J =
85 Hz, 2H), 7.62 (d, J = 8.5 Hz, 2H), 7.21 (s, 1H),
5.39-5.36 (m, 1H), 1.64 (d, J =7 Hz, 3H); m/z 434 [M+1]*,

1H NMR (400MHz , DMSO -d6) 6= 11.75 (s, 1 H), 10.01 (d,
J=82Hz 1H),9.21(s, 1H),877 (s, 1 H),8.76(d, J=2.3
Hz, 1 H), 8.62 (s, 1 H), 8.54 (s, 1 H), 5.58 - 5.49 (m, 1 H),
412 (s, 3 H), 1.73 (d, J = 7.1 Hz, 3 H) MS m/% 511
[M+1]+.
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5Da N 1IHNMR: (400.13 MHz, CDCI3) § 9.08 (s, 1H), 8.76 (s,
—N - P E 1H), 8.75 (d, J = 8.0 Hz, 1H), 8.67 (s, 1H), 8.52 (s, 1H),
N 8.45 (s, 1H), 8.33 (s, 1H), 5.70 (dq, J = 8.0, 7.0 Hz, 1H),
N 1 S, o} F (s, 1H) (s, 1H) ( )
N H \/)_/< —
N HN 4.21 (s, 3H), 1.87 (d, J = 7.0 Hz, 3H). MS m/z 511 [M+1]+.
\ Cl
5E 1H-NMR (500 MHz, DMSO -d6): § 10.73 (s, 1H), 10.03 (d,
" m el J =10.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H), 8.51 (s, 1H),
o
E N\(ks o F 8.21 (s, 1H), 8.01 (d, J = 5.0 Hz, 1H), 7.72 (d, J = 10.0
an F Hz, 1H), 5.54-551(m, 1H), 4.11 (s, 3H), 1.72 (d, J = 5.0
\/ N Hz, 3H) m/z 510 [M+1]+.
5Na 1H NMR (400MHz ,CDCI13) §=8.96 (s, 1 H), 8.67 (s, 1 HD,

8.44 (s, 1 H), 7.94 (br. 5., 1 H), 7.69 (br. 5., 1 H), 7.51 (d, J
=8.6Hz 1 H), 6.99 (s, 1 H), 5.66 - 5.55 (m, 1 H), 4.12 (s, 3
H), 1.75(d, J=7.1 Hz, 3 H). MS m/z 457 [M+1]+,

1H-NMR (500 MHz, DMSO -d6): 5 10.48 (s, 1H), 9.60 (d, J
=8.5 Hz, 1H), 9.13 (s, 1H), 8.61 (s, 1H), 7.76 (d, J = 8.5
Hz, 2H), 7.62 (d, J = 8.5 Hz, 2H), 7.22 (s, 1H), 5.40-5.36
(m, 1H), 4.09 (s, 3H), 1.65 (d, J =7 Hz, 3H)

1H-NMR (500 MHz, DMSO -d6): § 10.48 (s, 1H), 9.78 (s,
1H), 9.13 (s, 1H), 8.62 (s, 1H), 7.77 (d, J = 8.5 Hz, 2H),
7.62 (d, J = 8.5 Hz, 2H), 7.22 (s, 1H), 4.59 (d, J = 6 Hz,
2H), 4.09 (s, 3H): m/z 434 [M+1]+.

vz 448 [M+1]+.

1H NMR (400MHz ,DMSO -d6) d =9.53 (d, J = 8.6 Hz, 1
H), 9.49(s, 1 H), 9.15(s, 1 H), 8.60 (s, 1 H), 8.30 (d,J =
25 Hz, 1 H), 7.87 (d, J = 8.6 Hz, 2 H), 7.78 (dd, J = 2.5,
8.6 Hz, 1H), 7.57 (d, J =8.6 Hz, 2 H), 6.89 (d, J = 8.6 Hz,
1H), 5.22 (quin, J=7.3 Hz, 1 H), 4.10 (s, 3H), 1.59(d, J =
6.6 Hz, 3 H): m/z 442 [M+1]+.

1H NMR (300MHz ,DMSO -d6)d =9.45 (d, J = 8.3 Hz, 1
H). 9.14 (s, 1H), 8.87 (s, 1 H), 8.60 (s, 1 H), 8.21 - 8.17 (m,
1H),7.67(dd, J=2.5,85Hz 1H), 7.57 - 7.47 (m, J=8.7
Hz 2H), 729 -7.20(m, J=8.7THz 2 H), 6.78 (d, J=8.3
Hz, 1 H), 5.18 (quin, J = 7.3 Hz, 1 H), 4.09 (s, 3 H), 1.57
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oooooao
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(d, J=7.2Hz 3 H), 1.25 (5, 9 H): m/z 430 [M+1]*.
57 A 1H NMR (300MHz ,DMSO -d6) d = 10.10 (s, 1 H), 9.63 (d,
\LN \©\,<F J=8.3Hz 1H),9.16 (s, 1 H), 8.66 (s, 2 H), 8.60 (s, 1 H),
O A ] 8.01 - 7.92 (m, J =8.7 Hz, 2 H), 7.65 - 7.56 (m, J = 8.7 Hz,
N\/ ;JN 2H), 5.23 (quin, J=7.4Hz, 1 H), 4.10(s, 3H), 1.62 (d, =
/ 7.2 Hz, 3 H); m/z 443 [M+1]+.
5AA e o 1H-NMR (500 MHz, DM SO-d6) § 9.90 (s, 1H), 9.31 (d,
AN J=4 Hz, 1H), 9.15 (s, 1H), 8.60 (s, 1H), 8.32 (d, J=15 Hz,
o M 2H) , 7.88 (d, J=10 Hz, 2H), 7.62 (d, J=5 Hz, 2H), 5.30 (m,
P 1H), 4.09 (s, 3H), 1.58 (d, J=5 Hz, 3H); m/z 443 [M+1]~.
s
5BB P ITHNMR(DMSO - D6, 500 MHz) § 9.1 (s, 1H), 8.6 (s, 1H),
\«l" mF 7.9 (d, J=10 Hz , 2H), 7.6 (d, J=10 Hz, 3H), 7.2 (d, J=10
O M Hz, 1H), 5.3 (m, 1H), 4.1 (s, 3H), 1.6 (s, 3H); m/z 443
‘ad [M+1]+,
/

1H-NMR (CDCI3, 500 MHz): § 9.19 (d, 1H), 9.02 (s, 1H),
8.73 (s, 1H), 7.39- 7.28 (m, 5H), 7.07 (d, J=9 Hz, 1H), 6.88
(s, 1H), 5.43-5.40 (m, 1H), 4.17 (s, 3H), 1.74 (d, J=7 Hz,
3H), 1.32 (s, 9H); m/z 431 [M+1]+.

=
e |N
/
5EE Z
H
e! S
“ N
N \r)]
A\
/

1H NMR (400MHz ,DMSO -d6) d=9.49 - 9.43(d, J =8.8
Hz, 1 H), 9.16 (s, 1 H), 8.87 (s, 1 H), 8.59 (s, 1 H), 8.17 (d,
J=20Hz 1H), 768 (dd, J =25, 8.7Hz, 1 H), 752 (d, J
=88Hz 2H),725(d, J=89Hz 2H), 7.25(d, J =45
Hz, 1H),4.98 - 4.77 (m, 1 H), 4.10 (s, 3 H), 2.12 - 1.95(m,
1H),1.94 - 1.78 (m, 1 H), 1.25 (s, 9 H), 0.89 (t, J = 7.3 Hz,
3H): m/z 444 [M+1]+.

1H NMR (400MHz ,DMSO-d6) § = 9.85 (t, J =6.1 Hz, 1
H),9.21(s, 1 H), 9.19 - 9.12 (m, 1 H), 8.67 - 8.59 (m, 1 H),
8.43 - 8.30 (m, 1 H), 8.02 (br. s,, 1 H), 7.87 (d, J = 7.6 Hz, 2
H), 7.58 (d, J =8.1 Hz, 1 H), 7.47 (t, J = 7.6 Hz, 2 H), 7.39
-7.30 (m, 1 H), 4.76 (d, J =6.1 Hz, 2 H), 4.20 - 4.05 (m, 3
H) MS 411 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): § = 10.89 (s, 1H), 10.02
(d, J =5.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H), 856 (d, J =
7.5 Hz, 2H), 8.26 (d, J=5.0 Hz, 1H),7.92 (s, 2H), 5.54 -
5.51 (m, 1H), 4.11 (s, 3H), 1.73 (d, J = 5.0 Hz, 3H); m/z
540 [M+ 1]+,
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W 1H-NMR (500 MHz, DMSO -d6): 6 11.62 (s, 1FHD), 9.99 (d, J
\
o MS - = 8.0 Hz, 1H), 9.22 (s, 11D, 8.62 (s, 2H), 6.66 (s, 1H),
5KK L © 5.48-5.45 (m, 1H), 4.11 (s, 3H), 1.69 (d, J = 5.0 Hz, 3H),
N
N N/) 1.45 (s, 9H): m/z 455 [M+1]+.
/
e m/z 589 [M+1]+.
5LL S M % £

1H NMR (300MHz ,DMSO -d6) d = 10.29 (s, 1 H), 9.98 (d,
J=8.3Hz 1H), 921 (s, 1 H), 863 (s, 1 H), 8.51 (s, 1 H),
768 - 7.62(m, 1 H),7.58(d,J=79Hz 1 H), 7.27 (t, d =

5MM 7 _ _ _
N N) 79Hz 1H),7.18 - 7.09 (m, 1 H), 5.62 - 5.45 (m, 1H), 4.12
(s, 3H), 1.73 (d, J = 7.2 Hz, 3 H), 1.28 (s, 9 H):: m/z 464
[M+1]+,
. 1H NMR (400MHz ,DMSO -d6) d = 9.56 (d, J = 8.3 Hz, 2
\(Qrm H),9.18 - 9.12 (m, 1 H), 8.61 - 8.56 (m, 1 H), 8.18 (d, J =
Ot 2.3Hz 1H), 7.87(dd, J=2.3,8.8 Hz, 1 H), 7.65 - 7.58 (m,
o /)IN 2H), 7.37 - 7.29 (m, 2 H), 6.93 (d. J = 8.8 Hz, 1 H), 5.21
F (quin, J =7.3 Hz, 1 H), 4.11 (s, 3H), 1.57 (d, J = 7.0 Hz, 3
H).
500 o 1H NMR (400MHz ,DMSO -d6) d = 9.87 (t, 1 H), 9.53 (bx.
F
/W i F s, 1H),9.20 (s, 1 H), 863 (s, 1 H), 8.16 (br. s, 1 H),7.83
= &
| E/\C( F (d,J=7.8Hz, 1H), 7.56 -7.36(m, 1H),7.20(d, J=17.7
Mzl N
He, 1 H), 6.93 - 6.75 (m, 2 H), 4.53 (d, J = 6.4 Hz, 2 H),
412 (s, 3 H:: m/z 428 [M+1]-,
5PP 5 m/z 512 [M+1]+.-
F
T/%N N D\%L
AN R
\ | H
o
g m/z 482 [M+1]+.
Ny F
| N
5BBB = ” f )\ /
A H
o]
aD N 1H NMR (400.13 MHz, DMSO -d6) 8 11.77 (s, 1H), 9.89
Me—N. EF (d, J=8.2 Hz, 1H), 9.11 (s, 1H), 8.78 (s, 1H), 8.77 (s, 1H),
0 N7 j>_/<0 F 8.56 (s, 1H), 5.52 (dg, 8.0 7.0 Hz, 1H), 4.03 (s, 3H), 2.65 (s,
el N D—ci[3H. 1706 J=T0HL SH) MS me 525 sl
N
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goooooano
E5 i etk —#
6U N\>r—NH 1H-NMR (500 MHz, DMSO -d6): 6 10.49 (s, 1H), 9.44 (d, J
5 &S =8 Hz, 1H), 9.02 (s, 1H), 7.78 (d, J = 8.5 Hz, 2H), 7.62 (d,
. J = 8.5 Hz, 2H), 7.23 (s, 1H), 5.39-5.36 (m, 1H), 8.99 (s,
Y N g 3H), 2.64 (s, 3H), 1.63 (d, J = 7 Hz, 3H): m/z 462 [M+1]+,
\N \N’J F
/
/=N MS m/z 497 [M+1]+.
D HN B F de s
N NS ]
=N N\/)—lfN \_/ cl
N
& /=N 1HNMR (400.13 MHz, DMSO -d6) § 11.77 (s, 1H), 9.79 (d,
Me—N F. F
, - s o F J =177 He, 1H), 9.09 (s, 1H), 8.78 (s, 1H), 8.77 (s, 2H),
\
NN H Nj_H(N =\ & 8.56 (s, 1H), 5.53 (dg, J = 7.7, 7.1 Hz, 1H), 3.91 (s, 3H),
N 1.70 (d, J = 7.1 Hz, 3H). MS m/z 511 [M+1]*.
= Me IHNMR (400,13 MHz, DMSO -d6) § 11,76 (s, 1H), 9.94 (d,
N/’_—N EF J =80 Hz, 1H), 9.10 (s, 1H), 8.81 (s, 1H), 8.78 (s, 1H),
Nt = N’Hrs 0 F 8.77 (s, 1H), 8.57 (s, 1H), 5.51 (dq, J = 8.0 7.1 Hz, 1H),
it N\/)—XN \_/ - 406 (s, 1H), 171 (d, J = 7.1 Hz, 3H). MS m/% 511
N [M+1]+.
R F 1HNMR (400.13 MHz, CDCI3) 8 9.47 (m 1H), 9.39 (s
10D 5 i
- fw _ 1H) 9.35 (s 1H), 8.65 (s 1H), 8.42 (s 1H), 8.36 (s 1H)5.79
\l/LS N\ pCI (m, 1H), 1.87 (ad, 3H), 155 (m, 2H), 101 (t J = 4.0 Hz,
é“ l =N Bk 3H). MS m/ 514 [M+1]",
S NJ
11D ey (DMSO -D6-200 MHz): § 11.80 (bs, 1H), 9.99 (d, J= 8.2 Hz,
] FE 1H), 9.39 (s, 1H), 8.74 (s, 1H), 8.72 (s, 1H), 8.54 (s, 1H),
N NJ\/S 0 F 5.58-5.50 (m, 1H), 4.34 (s, 3H), 1.69 (d, J="7 Hz, 3H); m/z
N H | \)—/( -
N HN—  )—cl 512 [M+1]+.
N
11Da Ney 1HNMR: (400.13 MHz, DMSO -d6) 8 11.76 (s, 1H), 10.01
_NM : F (d, J =8.2 Hz, 1H), 9.21 (s, 1H), 8.77 (s, 1H), 8.62 (s, 1H),
I N"_S5_ 0 F 8.55 (s, 1H), 5.52 (dq, J = 8.2, 7.1 Hz, 1H), 4.13 (s, 3H),
NeN H 1\/)—( =
N 1.73 (d, J = 7.1 Hz, 3H). MS m/z 512 [M+1]".
HN—\ Y, Cl
1uv fr 1H-NMR (500 MHz, DMSO -d6): § 10.51 (s, 1H), 9.74 (s,
F
) 1H), 9.33 (s, 1H), 7.78 (d, J = 8.5 Hz, 2H), 7.62 (d, J = 8.5
o M A Hz, 2H), 7.25 (s, 1H), 4.63(d, J =6 Hz, 2H), 4.33 (s, 3H);
S m/z435 [M+1]*,
N N
#Ds | © . MS m/z 540 [M+1]*,
HN— = z R F
N / N S o] F
SN H \\/)—( —
N HN—  )—Cl
N

goooogao

A 2010.10.7

10

20

30

40



(126) JP 2010-532381 A 2010.10.7

Ooo0o0o0ogad
& HixE etEs— 4
13Da oﬁ/“NMe MS m/z 555 [M+1]".
bl P s R F
— it
N s O F
NaoN m —
N~ HN—( )¢
N
14U i N\>~—NH 1H-NMR (500 MHz, DMSO -d6): § 12.68 (bs, 1H), 10.50
o A s (s, 1H), 9.21 (d, J = 8 Hz, 1H), 8.82 (s, 1H), 7.87 (s, 1H),
- 7.79 (d, J = 8.5 Hz, 2H), 7.63 (d, J = 8.5 Hz, 2H), 7.22 (s,
/N 3 1H), 5.36-5.34 (m, 1H), 1.59 (d, J = 7 Hz, 3H); m/z 467

[M+1]+.

150 N
N
ks
0. N s
9 F

1H-NMR (500 MHz, DMSO -d6): & 10.48 (bs, 1H), 9.12
(bs, 1H), 8.82 (s, 1H), 7.98 (s, 1H), 7.79 (d, J = 8.5 Hz,
2H), 7.63 (d, J = 8.5 Hz, 2H), 7.22 (s, 1H), 5.36-5.34 (m,
1H), 3.90 (s, 3H), 1.72 (d, J = 7 Hz, 3H); m/z 481 [M+1]",

16U N
Ny
s
o, N
B F

1H-NMR (DMSO-D6 + D20, 500 MHz): § 8.95 (s, 1H),
8.58 (s, 1H), 7.73 (d, J = 8.5 Hz, 2H), 7.60 (d, J = 8.5 Hz,
2H), 7.21 (s, 1H), 5.37-5.35 (m, 1H), 1.62 (d, J = 7 Hz,
3H): m/z 458 [M+1]*.

170 N
o —NH
. ”“(@’

E:

IH-NMR (500 MHz, DMSO -d6): § 10.49 (s, 1H), 9.44 (d, J
=8 Hz, 1H), 9.06 (s, 1H), 8.74 (s, 1H), 7.78 (d, J = 8 He,
2H), 7.62 (d, J = 8.5 Hz, 2H), 7.23 (s, 1H), 5.41-5.39 (m,
1H), 3.90 (s, 3H), 1.64 (d, J = 7 Hz, 3H); m/z 472 [M+1]*.

1H NMR (300MHz ,DMSO -d6) d = 10.51 (br. s., 1 H), 9.45
(d, J=8.THz, 1 H),9.07 (s, 1 H),8.76 (s, 1 H), 7.78 (d, J =
8.7Hz 2H), 7.63(d, J=9.1 Hz, 2 H), 7.25 (s, 1 H), 5.69 -
5.26 (m, 1 H), 3.91 (s, 3 H), 1.65 (d, J = 8.7 Hz, 3 H) MS
m/z AT2 [M+1]+,

IH-NMR (500 MHz, DMSO -d6): d 12.23 (bs, 1H), 11.76
(hs, 1H), 9.60 (bs, 1H) 8.78 (s, 1H), 8.75 (s, 1H), 8.73 (s,
1H), 8.53 (s, 1H), 6.74 (s, 1H), 5.495.46 (m, 1H), 2.49 (s,
3H), 1.70 (d, J= 7.5 Hz, 3H); mvz 510 [M+1]*.

NN F
S | E
/
170a N
i
2 F
A 0 F
P / \N S/I\ F
N=/ H
18D N
N' N Cl
a &
o] N " F F
N
N N
H
19D h M=
YE’H Lt
5 5 F
0. N, 3

1H-NMR (500 MHz, DMSO -d6): d 11.72 (bs, 1H), 9.68
(d, J=8.5 Hz, 1H), 8.84 (s, 1H), 8.76 (s, 1H), 8.73 (s, 1H),
8.53(s, 1H), 6.84 (s, 1H), 5.49-5.46 (m, 1H), 3.77 (s, 3H),
2,52 (s, 3H), 1.70 (d, J= 7.5 Hz, 3H); m/z 524 [M+1]+.
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EE
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Ktk 7 — &

20Da

1H NMR (300MHz ,MeOD -di) 6= 8.86 (s, 1 H), 8.59 (s, 1
H), 8.56 (s, 1 H), 8.53 (s, 1 H), 7.00 (s, 1 H), 5.59 (¢, J =
7.1 Hz, 1 H), 4.07 (d, J = 11.7 Hz, 2 H), 3.86 (s, 3 H), 3.76
(t,J=12.3Hz, 2 H), 355 (d, J = 12.8 Hz, 2 H), 3.36 - 3.31
(m, 2 H), 3.25 - 3.12 (m, 2 H), 3.03 (t, J = 7.4 Hz, 2 H),
2.35 -2.21(m, 2H), 1.81(d, J=6.8 Hz, 3H) MS m/ 637
[M+1]+.

21Da }\
=N

F F
s o F
W

1H NMR (400MHz, Me OD-dy) 8=9.11 (s, 1 H), 8.59 (s, 1
H), 8.56 (s, 1 H), 8.53 (s, 1 H), 5.70 - 5.62 (m, 1 H), 3.95 (s,
3H), 286, 3H),1.82(d, J=69Hz 3H MS m#Z525
[M+1]+.

22Da Q

1H NMR (400MHz, MeOD -ds) 6=9.10 (s, 1 H), 8.60 (s, 1
H), 8.57 (s, 1 H), 8.54 (s, 1 H), 5.66 (g, J = 7.1 Hz, 1 H),
492 (s, 2 H), 4.03 (t, J = 4.7 Hz, 4 H), 3.94 (s, 3 H), 3.60
(br.s.,4H), 1.83(d, J=7.1 Hz, 3H) MS m 610 [M+1]"*.

1H NMR (400MHz, CDCls) 6= 8.60 (s, 1 H), 8.49 (s, 1 H),
8.35 (s, 1 H), 8.24 (s, 1 H), 5.40 (m, 1 H), 3.71 (br. 5., 2 H),
3.61 - 3.46 (m, 2 H), 2.99 (br. s, 3 H), 2.24 (br. 5., 2 H),
1.68(d, J=6.9Hz 3H) MS m/% 569 [M+1]*.

1H NMR (300MHz ,MeOD -ds) §=9.07 (s, 1 H), 8.63 (s, 1
H), 8.61 (s, 1 H), 8.57 (s, 1 H), 5.65 (m, 1 H), 4.01 (br.s., 4
H), 3.92 (s, 3 H), 3.68 (br. s.. 4 H), 3.52 - 3.45 (m, 2 H),
3.29 - 3.05 (m, 2 H), 2.53 - 2.40 (m, 2 H), 1.87 (d, J =17.1
Hz, 3 H). MS m/z 638 [M+1]+.

1H NMR (300MHz ,MeOD -d) § = 9.07 (br. s, 1 H), 8.63
(s, 1 H), 8.59 (s, 1 H), 8.57 (s, 1 H), 5.67 (q, J =6.9 Hz, 1
H), 4.07 (s, 3 H), 249 (s, 1 H), 1.84 (d, J = 7.0 Hz, 3 H),
1.55 - 1.35 (m, 4 H)

TH-NMR (500 MHz, DMSO -ds): 8 11.78 (s, 1H), 9.98 (d, J
=7 Hz, 1H), 9.39 (s, 1H), 8.78 (s, 2H), 8.58 (s, 1H), 5.45
(m, 1H), 4.64 (d. J =7 Hz, 2H), 1.72 (d, . J =7 Hz 3H),
1.43-1.40 (m, 1H), 0.60 -0.48 (m, 4H), MS m/z552 [M+1]~,

NN H "'\/)_gu \7/ .
23Da H
NN H ey |
Y I~ Lo
=
—~ o F
mf):N O
24Da
N7 N
N
L—ﬁ \l !‘Y]I\,SHU \/:
= .
S
o
N/
25Da "{
NAN l"i \
M% L
— [e] F
IN ] d
26D H N
H N A -al
O s o ..FF
Ny, F
B A
P
27D A=
) Y \ /¢

1H-NMR (200 MHz, DMSO -ds): § 11.77 (s, 1H), 10.01 (d,
NH), 9.38 (s, 1H), 8.77 (s, 2H), 8.55 (s, 1H), 5.58-5.50 (m,
1H), 4.14-4.11 (m, 1H), 1.72 (d, J = 8 Hz, 3H), 1.40-1.23
(m, 4H); m/z 538 [M+1]*.
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B

7 — 5

1H-NMR (500 MHz, MeOD -ds): § 9.34 (s, 1H), 8.62 (s,
1H), 8.58 (s, 1H), 854 (s, 1H), 5.72-5.71 (m, 1H),
4.91-4.83 (m, 2H), 1.85 (d, J =7 Hz, 3H), 1.70 (¢, J = 7.5
Hz, 3H); m/z 525 [M+1]+.

29D

HN <l

1H-NMR (200M Hz, DMSO -ds): 8§ 11.75 (s, 1H), 9.97 (d,
NH), 9.49 (s, 1H), 8.77 (s, 2H), 8.55 (s, 1H), 6.00-5.86 (m,
2H), 5.59-5.52 (m, 1H), 1.72 (d, J = 6.6 Hz, 3H): m/z 580
[M+1]+.

1H-NMR (200 MHz, DMSO -ds): 6 11.77 (s, 1H), 10.01 (d,
NH), 9.39 (s, 1H), 8.77 (s, 2H), 8.56 (s, 1H), 5.56 -5.54 (m,
1H), 4.88 (t, J =6.0 Hz, 2H), 2.89 (t, J = 6.0 Hz, 2H), 2.16
(s, 6H), 1.70 (d, J = 7.4 Hz, 3H); m/z 569 [M+1]+.

31D

1H-NMR (200 MHz, DMSO -de): 6 11.76 (s, 1H), 10.01 (d,
NH), 9.39 (s, 1H), 8.77 (s, 2H), 8.56 (s, 1H), 5.59-5.52 (m,
1H), 4.82 (t, J = 6.6 Hz, 2H), 3.37-3.24 (m, 10H), 2.15-2.11
(m, 2H), 1.72 (d, J = 7 Hz, 3H); m/z 624 [M]~.

32U

O,
=

L

Ba
i s
:
N F
' F

IH-NMR (500 MHz, DMSO -ds) § = 10.49 (s, 1H), 9.89 (d,
NH), 9.44 (s, 1H), 8.65 (d, J =8.0 Hz, 1H), 7.78 (d, J = 8.0
Hz 2H), 7.76 (d, J = 8.0 Hz, 1H), 7.62 (d, J = 8.0 Hz, 2H),
7.23 (s, 1H), 5.51- 5.40 (m, 1H), 1.64 (d, J = 8.0 Hz, 3H)
MS m/z 450 [M+1]".
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&5 it ReET— &
ip o N K 'H NMR (400.13 MHz, DMSO -ds) §13.74 (s, 1 H), 9.62 (d, J =
O NUA T 8.3Hz, 1H), 8.89 (s, 1H), 8.01 (d, J=85Hz 1 H), 7.83(d, J =
/ Sy NT 85Hz 1H),7.77(dd, J=3.4, 2.4 Hz, 1 H), 7.28 (d, J = 8.5 Hz,
9 [ 3 1H), 7.05 (dd, J = 3.4, 1.8 Hz 1 H), 7.0 (s, 1 H), 5.52 (m, 1 H),
g B 1.70 (d, J = 7.2 Hz. 1 H), 1.54 (s, 3 H), 1.21 (m, 2 H), 0.86 (m, 2
H  MS: mi 429 [M+1]*,
50 i 4\}4 y 'H NMR (400.13 MHz, DMSO -do) §14.28 (s, 1H), 9.90 (d, J = 10
Me“%n oN ¥ 9.1 Ho), 9.19 (s, 1H), 9.17 (s, 1HD, 8.64 (s, 1H), 7.08 (s, 1H),
N= T S ':I,ﬁ/% 5.56 (m, 1H), 4.12 (s, 3H), 1.72 (d, J= 8.1 Hz, 3H), 1.42 (s, 3H)
=N MS: m/z 447 [M+1]+.
i ; 'H NMR (400MHz, CDCI3) 6 = 9.27 (s, 1 H), 9.16 (s, 1 H), 8.69
W @_Q:IN:HV (@, J=8.5Hz 1 H), 7.05 (d, J=0.8 Hz, 1 H), 5.84 - 5.73 (m, 1
S H), 4.44 (s, 3 H), 1.84(d, J=7.1 Hz, 3 H), 1.46 (s, 9 ) MS
L m/z 448 [M+1]°.
P NN 'H NMR (400MHz .DMSO -d6) 5 = 9.89 (d, J = 8.5 Hz, 1 D),
\%: O\_'i % 9.19 (s, 1 H), 8.64 (s, 1 H), 7.97 (d, J = 8.5 Hz, 1H), 7.31 (d, J =
=] Mm 8.6 Hz, 1 H), 7.03 (s, 1 HD, 5.63 - 5.45 (m, 2 H), 4.12 (s, 3 H),
= 1.71(d, J=7.1Hz, 3H), 1.53 (s, 3H), 1.22 - 1.18 (m, 2 H), 0.88 20
083 (m, 2H)  MS mi 444 [M+1]*.
Ooo0o00o0ooao
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5
46 a N 1H NMR (400MHz ,DMSO -d6) §=19.08 (s, 1H), 8.78
N\ /0 (br. s, 1H), 8.75 (s, 1H), 8.54 (s, 1H), 8.09 (s, 1H),

8.01 (1H, s), 7.43, (s, 1H), 5.69 (m, 1H), 4.21 (s 2H),
4.13 (m, 3H), 3.58 (m, 4H), 3.21 (m, 4H), 1.86 (d, J=
6.7 Hz) MS m/z 599 [M+1]+.

1H NMR (400MHz, CDCI3) 6§ = 9.08 (s, 1 H), 9.05
(s, 1H), 8.78(d, J=8.7Hz, 1 H), 8.73 (s, 1 H), 8.49
(s, 1 H), 815 (s, 1 H), 7.56 (s, 1 H), 7.14 (s, 1 H),
5.73 - 5.61 (m, 1 H), 4.19 (s, 3 H), 4.07 - 3.90 (m, 4
H), 3.32 (br.s, 4H) 3.00 (m, 2 H), 2.92 - 2.76 (m, 2
H), 229 - 2.16 (m, 2 H), 1.84 (d, J= 6.7 Hz, 3 H)
MS m/z 603 [M+1]+.

1H NMR (400MHz ,CDCI3) § = 9.15 (br. s., 1 H),
8.91(s, 1 H), 8.64(d, J=8.1Hz, 1 H), 8.60 (s, 1 H),
8.33(d, J=8.7Hz 1H), 813 (s, 1H), 7.31 (s, 1 H),
7.29(s, 1 H), 5.58 - 5.48 (m, 1 H), 4.04 (s, 3 H), 3.34
(s, 6 H), 1.70 (d, J = 6.9 Hz, 3 H) MS m% 519
[M+1]+.

47
N H
(0] n YQHN
L C X
F
48 \N"‘N
3 o)
N
N | \M F
k s ) F
H : F
0 —N
\
® N o N
H I/\>—< 7
O, \‘/l\ S (0]
=N

1H NMR (400MHz, CDCI3) Shift = 8.89 (s, 1 H),
8.62 (d, J =8.5 Hz, 1 H), 8.57 (s, 1 H), 8.13 (s, 1 H),
8.09(s, 1 H), 7.55 (t, J = 2.0 Hz, 1 H), 7.49 (ddd, J =
0.9, 2.1, 8.1Hz 1 H), 7.22 (t, J = 8.0 Hz, 1 H), 7.10
(ddd, J=0.9, 1.9, 7.9 Hz, 1 H), 5.50 (dgq, J = 7.0, 8.1
Hz, 1 H), 4.04 (s, 3 H), 1.68 (d, J =6.9 Hz, 3 H), 1.57
(s,6 H) MS m/z 475 [M+1]+.

1H NMR (400MHz ,DMSO -d6) d = 10.25 (s, 1 H),
9.98 (d, J =8.1 Hz, 1 H), 9.21 (s, 1 H), 8.63 (s, 1 H),
8.49 (s, 1H), 7.57 (s, 1 H), 7.37(d, J = 8.1 Hz, 1 H),
7.18 (d, J = 8.1 Hz, 1 H), 5.52 (quin, J = 7.3 Hz, 1
H), 4.12 (s. 3 H), 2.83 (dt, J = 7.5, 11.9 Hz, 4 H),
2.01 (quin, J = 7.3 Hz, 2 H), 1.72 (d, J = 7.1 Hz, 3
H): m/z 448 [M+1]+.
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51
H 1\
o
0

1H NMR (300MHz ,DMSO -d6) d = 10.36 (s, 1 H),
997(d, J=79Hz 1H), 9.21 (s, 1 H), 8.63 (s, 1 H),
8.53 (s, 1 H), 8.30(d, J=19Hz 1 H), 7.48 (dd, J =
1.7, 8.1 Hz, 1 H), 7.17 (d, J = 7.9 Hz, 1 H), 5.61 -
5.45 (m, 1 H), 4.18 - 4.03 (m, 5 H), 3.09 (t, J = 8.3
Hz, 2 H), 2.16 (s, 3 H), 1.72 (d, 3 H: m#z 491
[M=+1]+.

1H NMR (300MHz ,.DMSO -d6) d = 10.30 (s, 1 H),
9.98(d, J=8.3Hz 1H), 9.21(s, 1 H), 8.63 (s, 1 H),
849 (s, 1 H), 758 (d, J=8.7Hz 2 H), 7.36 (d, J =
8.7 Hz, 2 H), 5.60 - 5.45 (m, 1 H), 4.12 (s, 3 H), 1.73
(d, J=7.2 Hz, 3 H), 1.27 (s, 9 H); m/z 464 [M+1]",

1H NMR (40 0MHz, DMSO -d6) d = 9.95 (d. J = 8.1
Hz 1H), 9.22 - 9.17 (m, 1 H), 8.85 (d, J =4.0 Hz, 1
H),8.62 (s, 1 H), 8.29 - 8.22 (m, 1 H), 7.31 - 7.22 (m,
2H),7.20 - 7.10 (m, 3 H), 5.55 - 5.43 (m, 1 H), 4.17 -
4.06 (m, 3 H), 3.00 - 2.90 (m, 1 H), 2.07 (ddd, J =
35, 6.2, 9.5 Hz, 1 H), 1.75 - 1.66 (m, 3 H), 1.34 -
1.26 (m, 1 H), 1.26 - 1.18 (m, 1 H) MS m/Z 448
[M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 9.10 (s, 1H), 8.61
(s, 1H), 8.35 (s, 1H), 7.37-7.25 (m, 7TH), 5.60-5.58
(m, 1H), 5.28-5.25 (m, 1H), 4.15 (s, 3H), 3.00-2.95
(m, 2H), 2.36 (s, 6H), 1.79 (d, J = 7.0 Hz, 3H); m/z
479 [M+1]+.

Nl por
N

o ML) . g:o
;(D\‘( By

1H-NMR (500 MHz, DMSO -d6): § 10.99 (s, 1H),
10.02 (d, J = 7.5 Hz, 1H), 9.20 (s, 1H), 8.61 (d, J =
7.5 Hz, 2H), 8.12- 8.10 (m, 4H), 5.535.52 (m, 1H),
411 (s, 3H), 1.73 (d, J = 8.0 Hz, 3H); m/z 540
[M+1]+.

o
VR
% '

=N
IN)
N

/

1H NMR (400MHz ,DMSO -d6) d = 10.50 (s, 1 H),
10.01(d, J=8.1Hz, 1 H), 9.22 (s, 1 H), 8.86 (s, 1 H),
8.63 (s, 1 H),859(d, J=3.5Hz 1H), 854 (s, 1 H),
807 - 7.98 (m, 2 H), 7.77(d, J = 6.6 Hz, 1 H), 7.55 -
7.44 (m, 3 H), 5.54 (quin, J=7.2 Hz, 1 H), 4.12 (s, 3
H), 1.74(d, J = 7.1 Hz, 3 H); m/% 485 [M+1]+.

gooooao

10

20

30



(132)

JP 2010-532381 A 2010.10.7

goooooano
& g T — 4
%
57 1H NMR (400MHz ,DMSO -d6) d = 10.28 (s, 1 H),
& pﬁ):}s(m 9.99(d, J=8.1Hz, 1H), 9.21(s, 1 H), 8.63 (s, 1 H),
L. ° 8.50 (s, 1 H), 7.60 - 7.49 (m, 2 H), 7.24 (t, J =7.8 Hz,
“@;} 1 H), 6,97 (d, J = 8.1 Hg, 1 H), 5.53 (quin, J = 7.2
/ Hz 1H), 412 (s, 3 H), 1.73 (d, J="7.1 Hz, 3 H), 0.84
- 0.70 (m, 4 H); m/z 462 [M+1]+.
58 1H-NMR (500 MHz, DMSO -d6): § 10.51 (s, 1H),
o M m@ 10.01 (d, J = 5.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
s ¥ G 850 (s, 1H), 7.83 (s, 1H), 7.61 (d, J = 5.0 Hz, 1H),
L A 7.39- 7.36 (m, 1M, 7.17 (d, J =8.0 Hz, 1H), 5.54-
/ 5.51 (m, 1H), 4.11 (s, 3H), 1.72 (d, J = 6.0 Hz, 3H):
m/z442 [M+1]*.
59 - 1H-NMR (500 MHz, DMSO -d6): § 10.67 (s, 1H),
N
. %" \_s 10.02 (d, J = 8.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
%N 8.54 (s, 1H), 8.47 (d, J = 8.0 Hz, 2H), 7.67 (d, J =
N A 8.0 Hz, 2H), 554- 551 (m, 1H), 4.11 (s, 3H), 1.72
/ (d, J = 6.0 Hz, 3H): m/z 409 [M+ 1]*.
60 IH-NMR (500 MHz, DMSO -d6): § 10.33 (s, 1H),
. M“:H; i 9.99 (d, J = 10,0 Hz, 1H), 9.20 (s, 1H), 8.62 (s, 1H),
] 8.50 (s, 1H), 7.67 (d, J= 7.5 Hz, 2H), 7.34 (d, J =
L N)N 7.5 Hz, 2H), 7.10- 7.06 (m, 1H), 5.52- 5,51 (m, 1H),
! 411 (s, 3H), 1.72 @, J = 6.0 Hz, 3H): m/z 408
[M+1]+,
61 IH-NMR (500 MHz, DMSO -d6): § 10.37 (s, 1H),
. E\KEH:@ 9.96 (s, 1H), 9.20 (s, 1H), 8.61 (s, 1H), 8.49 (s, 1H),
iy 7.57 (s, 1H), 7.52- 7.50 (m, 1HD, 7.20 - 7.18 (m, 1H),
Lo N) 5.53- 5.50 (m, 1H), 4.23 (s, 2H), 4.11 (s, 3H),
3.36-3.35 (m, 2HD), 2.98- 2.97 (m, 2H), 1.72 (d, J =
5.0 Hz, 3H); m/z 463 [M+1]+.
62 1H-NMR (500 MHz, DMSO -d6): § 10.31 (s, 1H),
5 @}“{P%”” 9.99 (d, J = 5.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
/:LIN ° 8.48 (s, 1H), 7.52 (m, 2H), 7.15 (d, J = 5.0 Hz, 1H),
L N,) 5.52-5.50 (m, 1H), 4.58 - 4.53 (m, 2H), 4.11 (s, 3H),
{ 3.64- 3.61 (m, 2H), 2.72- 2.49 (m, 2H), 2.06 (s, 3H),
1.72 (d, J = 5.0 Hz, 3H): m/z 505 [M+1]+.
63 IH-NMR (500 MHz, MeOD -d4): § 9.02 (s, 1H), 8.53
a M2 :HQ:\/»_/{’ (s, 1H), 8.31 (s, 1HD, 7.32- 7.28 (m, 2H), 7.17 (d,J
[T =10.0 Hz, 1H), 5.53- 5.50 (m, 1H), 4.21 (s, 2H), 4.06
“@EJ (s, 3H), 3.71- 3.70 (m, 1H), 3.57- 3.50 (m, 1H),
4 3.25- 3.20 (m, 2H), 2.96- 2.93 (m, 2H), 1.72(d, J
=5.0 Hz, 3H) m/z 521 [M+1]*.
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1H-NMR (500 MHz, DMSO -d6): § 10.52 (s, 1H),
10.01 (d, J = 5.0 Hz, 1H), 9.20 (s, 1H), 8.62 (s, 1H),
8.50 (s, 1H), 7.63 (d, J = 11.5 Hz, 1H), 7.46 (d, J =
8.0Hz, 1H), 7.39- 7.37 (m, 1H), 6.94- 6.91 (m, 1H),
5.54- 5.51 (m, 1H), 4.11 (s, 3H), 1.72 (d, J = 6.0 Hz,
3H); m/z 426 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 11.14 (s, 1H),
9,92 (d, J = 7.5 Hz, 1H), 9.15 (s, 1H), 8.78 (s, 1H),
8.57 (s, 1H), 8.47 (s, 1H), 8.05 (d, J = 5.0 Hz, 1H),
7.85 (t, J=5.0Hz 1H), 7.20(d, J=5.0Hz 1H),
5.49- 5.48 (m, 1H), 4.07 (s, 3H), 1.72 (d, J = 5.0 Hz,
3H); m/z 409 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 10.40 (s, 1H),
9.98 (d, J = 5.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
8.49 (s, 1H), 7.53 (d, J = 10.0 Hz, 1H), 7.18 (d, J =
10.0 Hz, 1H), 5.53- 5.50 (m, 1H), 4.11 (s, 3H),
3.64-3.05 (m, 6H), 2.92 (s, 3H), 1.72 (d, J = 5.0 Hz,
3H); m/z 477 [M+1]+.

IH-NMR (500 MHz, DMSO -d6): § 10.41 (s, 1H),
9.99 (d, J = 10 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
8.50 (s, 1H), 7.62 (s, 1H), 7.54 (d, J = 5.0 Hz, 1H),
7.21(d, J=5.0Hz, 1H), 5.51-5.50 (m, 1H), 4.11 (s,
3H), 3.63-3.12 (m, 7H), 1.72 (d, J = 5.0 Hz, 3H),
1.33- 1.31 (g, 6H); m/z 505 [M+1]+,

1H-NMR (500 MHz, DMSO -d6): § 9.92 (d, J = 10.0
Hz, 1H), 9.19 (s, 1H), 8.60 (s, 1H), 8.35 (d, J = 10.0
Hz, 1H), 8.27 (s, 1H), 5.48- 5.45 (m, 1H), 4.11 (s,
3H), 3.68 (bs, 1H), 1.78- 1.77 (m, 2H), 1.68 (d, J =
5.0 Hz, 3H), 1.67- 1.66 (m, 2H), 1.65-1.64 (m, 2H),
1.25- 1.23 (m, 5H): m/z 414 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 10.47 (s, 1H),
10.00 (d, J = 5.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
8.50 (s, 1H), 7.97 (s, 1H), 7.66 (d, J = 5.0 Hz, 1H),
7.31- 7.30 (m, 2H), 5.53- 551 (m, 1H), 4.11 (s, 3H),
1.72 (d, J = 6.0 Hz, 3H): m/z 486 [M+1]+.

gooooad

10

20

30



(134) JP 2010-532381 A 2010.10.7

goooogag

70 & 1H-NMR (500 MHz, DMSO -d6): § 11.05 (s, 1H),
. 10.27 (s,1H), 9.98 (d, J = 10.0 Hz, 1H), 9.20 (s, 1H),
s o 8.62 (s, 1H), 8.50 (s, 1H), 7.93 (s, 1H), 7.47(d, J =
L 10.0 Hz, 1H), 7.28 (s, 1H), 7.19 (d, J = 10.0 Hz,
1H), 6.36 (s, 1H), 5.53- 5.51 (m, 1H), 4.11 (s, 3H),
1.73 (d, J = 10.0 Hz, 3H); m/z 447 [M+1]+,
1H-NMR (500 MHz, DMSO -d6): § 10.27 (s, 1H),
oo el N 9.98 (d, J = 5.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
s o 8.49 (s, 1H), 7.49- 7.45 (m, 2H), 7.21 (t, J = 10.0 Hz,
N N 1H), 6.93 (d, J = 10.0 Hz, 1H), 5.53- 5.50 (m, 1H),
4.11 (s, 3H), 2.28 (s, 3H), 1.72 (d, J = 6.0 Hz, 3H);
m/z422 [M+1]+.
] 1H-NMR (500 MHz, DMSO -d6): § 9.15 (s, 1H), 8.78
Ny : (s,1H), 8.57 (s, 1H), 8.47 (s, 1H), 8.29 (s, 1H), 8.05
‘ LA (d, J = 5.0 Hz, 1H), 7.40 (d, J = 5.0 Hz, 1H), 5.49-
W 5.48 (m, 1H), 4.07 (s, 3H), 1.70 (d, J = 5.0 Hz, 3H);
m/z409 [M+1]+.

HN@ 1H-NMR (CDCI3, 200 MHz): & 9.04 (s, 1H),
m = 8.77-8.74 (m, 2H), 8.23 (s, 1H), 8.00-7.96 (m, 2H),

HT)\
5 . 7.85 (d, J = 8 Hz, 1H), 7.14 (d, J = 8 Hz, 1H),
Nl

71

ZT

zx

N 5.69-5.61 (m, 1H), 4.18 (s, 3H), 3.78 (s, 2ZH), 2.19 (s,
/ 2H), 1.84 (d, J = 7 Hz, 3H), 1.35 (s, 6H): m/z 519
[M+1]+,
74 1H-NMR (500 MHz, DMSO -d6): § 10.42 (s, 1H),
o HYEH:FQj( 9.99 (d, J = 10.0 Hz, 1H), 9.78 (s, 1H), 9.20 (s, 1H),
ST ng 8.62 (s, 1H), 8.50 (s, 1H), 7.60 (s, 1H), 7.45 (d, J =
\ N) 10.0 Hz, 1H), 7.29 (d, J = 10.0 Hz, 1H), 6.94 (d, J =
/ 10.0 Hz, 1H), 5.52- 5.51 (m, 1H), 4.11 (s, 3H), 2.98
(s, 3H), 1.72(d, J = 5.0 Hz, 3H); m/z 501 [M+1]+.
75 1H-NMR (500 MHz, DMSO -d6): § 10.23 (s, 1H),
o W 9.90 (bs, 1H), 9.19 (s, 1H), 8.61 (s, 1H), 8.47 (s, 1H),
@\IN ¢ Fsﬁc 7.31 (s, 1H), 7.21- 7.20 (m, 2H), 6.67 (d, J=5.0
“; L/ b Hz, 1H), 5.54- 5.51 (m, 1H), 4.56 -4.52 (m, 1H), 4.11

(s, 3H), 1.73 (d, J = 5.0 Hz, 3H), 1.26- 1.25 (m, 6H);
m/z466 [M+1]+.

(s, 1H), 8.44 (s, 1H), 7.53 (d, J = 10.0 Hz, 2H), 7.26

% ¥ (d. J = 10.0 Hz, 1H), 7.03 (d, J = 10.0 Hz, 1H), 5.48-
4

N

/

76 P:( 1H-NMR (500 MHz, DMSO -d6): § 9.14 (s, 1H), 8.56
o]

5.46 (m, 1H), 4.07 (s, 3H), 3.35 (s, 2H), 2.35- 2.26
(m, 4H), 1.69 (d, J = 5.0 Hz, 3H), 1.43-1.42 (m,
4H),1.32-1.31 (m, 2H); m/z 505 [M+1]+.
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1H-NMR (500 MHz, DMSO -d6): § 10.59 (s, 1H),
10.00 (d, J = 5.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
8.51 (s, 1H), 7.79 (s, 1H), 7.68 (d, J = 10.0 Hz, 1H),
7.47 (¢, J = 5.0 Hz, 1H), 7.10 (d, J = 5.0 Hz, 1H),
5.54-5.51 (m, 1H), 4.11 (s, 3H), 1.73 (d, J = 10.0 Hz,
3H) m/z 492 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 10.20 (s, 1H),
9.98 (d, J = 5.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
8.48 (s, 1H), 7.26 (s, 1H), 7.18 (d, J = 10.0 Hz, 2H),
6.71(d, J = 5.0 Hz, 1H), 5.53- 5.50 (m, 1H), 4.11 (s,
3H), 3.73- 3.72 (m, 4H), 3.07 - 3.06 (m, 4H), 1.72 (d,
J=5.0 Hz, 3H); m/z 493 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 10.34 (s, 1H),
9.99 (d, J = 7.5 Hz, 1H), 9.20 (s, 1H), 8.62 (s, 1H),
851 (s, 1H), 7.63 (d, J = 10.0 Hz, 2H), 7.28 (t, J =
5.0 Hz, 1H), 7.04 (d, J =175 Hz, 1H), 5.53- 5.50
(m, 1H), 4.11 (s, 3H), 3.55- 3.42 (m, 4H), 3.41 (d,
J =175 Hz 2H), 2.34- 2.30 (m, 4H), 1.72 (d, J = 5.0
Hz, 3H); m/z 507 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 10.30 (s, 1H),
9.98 (d, NH), 9.20 (s, 1H), 8.62 (s, 1H), 8.49 (s, 1H),
760-7.50 (m, 2H), 7.24 (s, 1H), 6.97 (s, 1H),
5.53-5.49 (m, 1H), 4.11 (s, 3H), 3.56 (s, 3H)
282-2.75 (m, 4H), 1.72 (d, J = 7 Hz, 3H): m/z 494
[M+1]+.

81

1H NMR (300MHz ,.DMSO -d6) d = 10.10 (s, 1 H),
9.97(d, J=7.9Hz 1 H), 921 (s, 1 H), 8.63 (s, 1 H),
8.46 (s, 1 H), 7.19 - 7.05 (m, 3 H), 5.61 - 5.44 (m, 1
H), 4.12 (s, 3 H), 2.94 - 2,74 (m, 4 H), 1.97 (quin, J =
7.4Hz 2 H), 1.73 (d, 3 H); m/z 448 [M+1]~.

1H NMR (300MHz ,DMSO -d6) d = 9.93 (d, J = 7.9
Hz 1 H), 9.20(s, 1 H), 8.81(d, J= 6.8 Hz, 1 H), 8.62
(s, 1 H), 8.30 (s, 1 H), 7.27 - 7.11 (m, 4 H), 5.56 -
5.42 (m, 1 H), 4.63 (sxt, J=7.1 Hz, 1 H), 4.12 (s, 3
H), 3.23 (dd, J=7.9, 15.9 Hz, 2 H), 2.91 (dd, J=6.2,
16.1 Hz, 2 H), 1.69 (d, J = 7.2 Hz, 3 H); m/z 448
[M+1]+.
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1HNMR (300MHz,DMSO -d6) d=9.92(d, J=17.2
Hz, 1 H), 9.20 (s, 1 H), 8.62 (s, 1 H), 8.38 (s, 1 H),
8.35(d, J=7.9Hz 1 H), 827 (s, 1 H),805(d, J=
6.0 Hz, 1 H), 5.55 - 5.41 (m, 1 H), 4.12 (s, 3 H), 4.02
- 352 (m, 1 H), 1.99 - 0.89 (m, 12 H), 0.84 (s, 9 H);
m/z 470 [M+1]+,

1H NMR (300MHz ,DMSO -d6) d =9.92 (d, J = 7.9
Hz 1H), 9.20 (s, 1 H), 8.62 (s, 1 H), 8.44 (t, J = 6.2
Hz, 1H), 8.33 (s, 1 H), 5.56 - 5.41 (mn, 1 H), 4.12 (s, 3
H).2.93(d, J=6.4Hz 2 H), 1.91 (br.s., 3H), 1.74 -
1.51 (m, 9 H), 1.45 (d, J = 2.3 Hz, 6 H); m/z 480
[M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 10.28 (s, 1H),
9.98 (d, J = 10.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
8.49 (s, 1H), 7.53- 7.51 (m, 2H), 7.24 (t. J = 5.0 Hz,
1H), 6.99 (d, J = 5.0 Hz, 1H), 5.53- 5.50 (m, 1H),
4,11 (s, 3H), 2.86- 2.84 (m, 1H), 1.72 (d, J = 5.0 Hz,
3H),1.19- 1.18 (m, 6H); m/z 450 [M+1]*.

IH-NMR (500 MHz, DMSO -d6): § 9.93 (d, J = 8.5
Hz, 1H), 9.18 (s, 1H), 8.69 (s, 1H), 8.60 (s, 1H), 8.19
(s, 1H), 7.56 - 7.49 (m, 4H), 5.48-5.45 (m, 1H), 4.10
(s, 3H), 3.47- 3.45 (m, 2H), 2.91-2.88 (m, 2H),1.68
(d,J =17.0 Hz, 3H); m/z 504 [M+1]+,

1H-NMR (500 MHz, DMSO -d6): § 9.13 (s, 1H), 8.64
(s, 1H), 8.43 (s, 1H), 7.53 (s, 1H), 7.49 (d, J = 8 Hz,
1H), 7.28 (t, J = 7.5 Hz, 1H), 7.05 (d, J = 7.5 Haz,
1H), 5.65-5.63 (m, 1H), 4.17 (s, 3H), 2.94 (t, J = 8
Hz 2H), 2.54 (t, J = 8 Hz, 2H), 1.83 (d, J = 7 Hz,
3H); m/z 479 [M+1]+.

1H-NMR (500 MHz, MeOD -d4): § 9.13 (s, 1H), 8.64
(s, 1H), 8.44 (s, 1H), 7.60 (d, J = 8 Hz, 1H), 7.53 (s,
1H), 7.28 (t, J = 8 Hz, 1H), 7.10 (d, J = 8 Hz, 1H),
5.66-5.62 (m, 1H), 4.17 (s, 3H), 3.56 (s, 2H) 1.83 (d,
J =7 Hz, 3H); m/z 466 [M+1]-.

1H-NMR (500 MHz, DMSO -d6): § 10.04 (s, 1H),
9.56 (d, J=8.0 Hz, 1H), 9.19 (s, 1H), 8.61 (s, 1H),
8.45 (s, 1H), 6.19 (m, 2H), 6.79 (d, J=7.0 Hz, 1H),
5.54 (s, 1H), 5.51 (q, J=8.0 Hz, 1H), 4.11 (s, 3H),
3.15 (s, 2H), 1.71 (d, 3H), 1.18 (s, 9H): mé& 477
[M+1]+.
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1H-NMR (500 MHz, DMSO -d6): § 9.92 (d, J = 10.0
Hz, 1H), 9.18 (s, 1H), 8.60 (s, 1H), 8.52 (s, 1H), 8.22
(s, 1H), 5.45-5.41 {m, 1H), 4.10 (s, 3H), 3.21- 3.19
(m, 2H), 1.68 (d, J = 5.0 Hz, 3H), 1.42- 1.38 (m, 2H),
0.89 (s, 9H): m/z 416 [M+1]*,

91

1H-NMR (500 MHz, DMSO -d6): § 10.35 (s, 1H),
9.98 (d, NH), 9.20 (s, 1H), 8.62 (s, 1H), 8.51 (s, 1H),
7.53-7.56 (m, 2H), 7.46 (s, 1H), 7.25 (t, J = 8 Hz,
1H), 7.00 (d, J = 8 Hz, 1H), 5.53-5.49 (m, 1H), 4.11
(s, 3H), 1.72 (d, J = 7 Hz, 3H); m/z 465 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 10.41 (s, 1H),
9.99 (d, J = 5.0 Hz, 1H), 9.20 (s, 1H), 8.61 (s, 1H),
8.50 (s, 1H), 7.61 (s, 1H), 7.54 (d, J = 10.0 Hz, 1H),
7.20 (d, J=10.0 Hz, 1H), 5.53- 5.50 (m, 1H), 4.51-
4,484 (m, 1H), 4.25- 4.22 (m, 1H), 4.11 (s, 3H), 3.71-
3.70 (m, 2H), 3.27 - 3.25 (m, 2H), 3.10- 3.08 (m, 2H),
1.72 (d, J = 5.0 Hz, 3H), 1.31- 1.28 (m, 3H): m/z 491
[M+1]+.

1H-NMR (500 MHz, DMSO -d6): & 10.56 (s, 1H),
10.00 (d, NH), 9.20 (s, 1H), 9.78 (s, 1H), 9.65 (s,
1H), 9.48 (s, 1H), 8.01 (d, J=8 Hz, 1H), 7.78(d, J =
8 Hz, 1H), 7.65 (t, J = 8 Hz, 1H), 5.55-5.50 (m, 1H),
4.11 (s, 3H), 3.82 (s, 3H), 1.72 (d, J = 7 Hz, 3H); m/z
466 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 10.89 (s, 1H),
10.02 (d, J = 5.0 Hz, 1H), 9.20 (s, 1H), 8.99 (s, 1H),
8.61 (s, 1H), 8.56 (s, 1H), 8.39 (d, J = 7.5 Hz, 1H),
791(d, J=5.0Hz 1H), 5.54-5.51 (m, 1H), 4.11
(s, 3H), 1.73 (d, J = 5.0 Hz, 3H); m/z 477 [M+1]*.

1H-NMR (500 MHz, DMSO -d6): § 12.05 (bs, 1H),
10.30 (s, 1H), 9.95 (s, 1H), 9.19 (s, 1H), 8.61 (s, 1H),
8.49 (s, 1H), 7.50-7.45 (m, 2H), 7.23 (s, 1H), 6.97 (s,
1H), 5.53-5.49 (m, 1H), 4.11 (s, 3H), 2.82-2.75 (m,
4H), 1.72(d, J = 7 Hz, 3H); m/z 480 [M+1]+

1H-NMR (500 MHz, DMSO-d6): 6 = 9.93 (d, J =
10.0 Hz, 1H), 9.18 (s, 1H), 8.69 (s, 1H), 8.68 (s, 11,
8.21 (s, 1H), 7.30- 7.15 (m, 4H), 5.48-5.45 (m, 1H),
4.10 (s, 3H), 3.44- 3.42 (m, 2H), 2.81-2.78 (m,
2H),1.68 (d, J = 5.0 Hz, 3H); m/z 470 [M+ 1]+,
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97 o 1H-NMR (500 MHz, DMSO -d6): § 9.93 (d, J = 10.0
N i Hz, 1H), 9.18 (s, 1H), 8.69 (s, 1H), 8.68 (s, 1H), 8.21
o AT (s, 1H), 7.30- 7.15 (m, 4H), 5.485.45 (m, 1H), 4.10
Rl i (s, 3H), 3.44- 3.42 (m, 2H), 2.81-2.78 (m, 2H),1.68
(d, J = 5.0 Hz, 3H); m/z 470 [M+1]*.
98 - 1H-NMR (500 MHz, DMSO -d6): § 10.36 (s, 1H),
o h m“m 9.98 (d, NH), 9.20 (s, 1H), 8.61 (s, 1H), 8.50 (s, 1H),
\[)\S o 7.60-7.56 (m, 2H), 7.28 (t, J =8 Hz, 1H), 7.00(d, J =
‘am 7.5 Hz, 1H), 5.53-5.49 (m, 1H), 4.11 (s, 3H), 3.65 (s,
/ 2H) 3.60 (s, 3H), 1.72 (d, J = 7 Hz, 3H); m/z 480
[M+1]+.
99 1H-NMR (DMSO -D6+ D20, 500 MHz): § 9.15 (s,

1H), 8.57 (s, 1H), 8.48 (s, 1H), 8.06 (s, 1H), 7.81 (d,
J=85Hz, 1H), 7.57(d, J= 8.5 Hz, 1H), 7.42 (t, J =
8.5 Hz, 1H), 5.54-5.49 (m, 1H), 4.11 (s, 3H), 1.72 (d,
J=17Hz, 3H); m/z 451 [M+1]+,

100 . 1H-NMR (500 MHz, DMSO -d6): 6 9.98 (d, J = 8.5
. %ﬁ/\@ Hz, 1H).9.18 (s, 1H), 8.65 (s, 1H), 8.60 (s, 1H), 8.21
e g | (s, 1H), 7.26- 7.17 (m, 5H), 5.54- 550 (m, 1H), 4,10
L H (s, 3H), 3.42- 3.40 (m, 2H), 2.80- 2.77 (m, 2H), 1.68
(d, J=7.0 Hz, 3H): m/z 436 [M~+1]".

101 . 1H-NMR (500 MHz, DMSO -d6): 6 9.93 (d, J = 10.0
. H\‘/Q-\(:‘:Q Hz, 1H), 9.19 (s, 1H), 8.66 (s, 1H), 8.60 (s, 1H), 8.22
L (s, 1H), 7.17- 7.08 {m, 2H), 6.94 (d, J = 10.0 Hz, 1H),
NCEJ‘ 6.85 (d, J = 10.0 Hz, 1H),5.47- 5.46 (m, 1H), 4.10 (s,
L 3HD, 3.75 (s, 3H), 3.37- 3.35 (m, 2H), 2.78- 2.75 (m,

2H), 1.68 (d, J = 5.0 Hz, 3H); m/z 466 [M+1]+.
102 % 1H-NMR (500 MHz, DMSO -d6): § 9.80 (bs, 1H),
oo “{/H“‘/\Q 9.17 (s, 1H), 8.59 (s, 2H), 8.21 (s, 1H), 7.19- 7.16 (m,
:F% 2 o 1H), 6.76- 6.73 (m, 3HD), 5.48- 5.46 (m, 1H), 4.10 (s,
v ]l N)N 3H), 3.70 (s, 3H), 3.44- 3.42 (m, 2H), 2.79- 2.76 (m,

¢ 2H), 1.70 (d, J = 5.0 Hz, 3H): m/z 466 [M+1]*.
103 1H-NMR (500 MHz, DMSO -d6): § 9.93 (d, J = 8.5

Hz, 1H), 9.19 (s, 1H), 8.60 (s, 1H), 8.43 (s, 1H), 8.26
(s, 1H), 7.38 (d, J = 8.5 Hz, 2H), 7.30(d, J = 8.5 Hz,
2H), 7.18 7.15 (m, 1H), 5.48-5.45 (m, 1H), 4.10 (s,
3H), 3.39 (d, J = 7.0 Hz, 2H), 1.68 (d, J = 7.0 Hz,
3H), 1.25 (s, 6H): m/z 464 [M+1]+.
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104

1H-NMR (500 MHz, DMSO -d6): § 9.92 (d, J = 7.5
Hz, 1H), 9.19 (s, 1H), 8.60 (s, 1H), 8.47 (bs, 1H),
8.26 (s, 1H), 5.48-5.45 (m, 1H), 4.61 (d, J = 5.0 Hz,
1H), 4.11 (s, 3H), 3.44- 3.41 (m, 1H), 3.14- 3.06 (m,
2H), 1.69 (d, J = 5.0 Hz, 3H), 1.60- 1.56 (m, 2H),
1.41- 1.37 (m, 2H), 1.15 (d, J = 5.0 Hz, 2H), 1.1-
0.9 (m, 3H); m/z 444 [M+1]+.

105

1H-NMR (500 MHz, DMSO -d6): § 9.94 (d, NH),
9.44 (d, NH), 9.18 (s, 1H), 8.60 (s, 1H), 8.48 (s, 1H),
7.35-7.24 (m, 10H), 6.30 (d, J = 8.5 Hz, 1H),
5.49-5.46 (m, 1H), 4.10 (s, 3H), 1.69 (d, J = 7.0 Hz,
3H); m/z 498 [M+1]+.

106 .

1H-NMR (CDCI3, 500 MHz): § 9.03 (s, 1H), 8.73-
8.70 (m, 2H), 8.09 (s, 1H), 7.14 (t, J = 8.5 Hz, 1H),
6.99- 6.96 (m, 2H), 6.14 (bs, 1H), 5.62-5.49 (m,
1H), 4.55 (d, J = 5.5 Hz, 2H), 4.18 (s, 3H), 2.25 (s,
3H), 1.81 (d, J = 7.0 Hz, 3H); m/z 454 [M+1]+.

107 H

1H-NMR. (CDCL3, 500 MHz): § 9.04 (s, 1H), 8.74 (s,
2H), 8.31 (s, 1H), 6.56 (s, 1H), 5.68-5.65 (m, 1H),
4.18 (s, 3H), 1.84 (d, J = 7.0 Hz, 3H), 1.30(s, 9H):
m/z471 [M+1]*,

108

NH

1H-NMR (500 MHz, DMSO -d6): & = 10.69 (s, 1H),
9.93 (d, J = 8.5 Hz, 1H), 9.19 (s, 1H), 8.71 (s, 1H),
8.61 (s, 1H), 8.20 (s, 1H), 7.42 (d, J = 8.5 Hz, 1H),
721 (d, J = 85 Hz, 1H), 6.94-6.89 (m, 2H),
5.48-5.47 (m, 1H), 4.11 (s, 3H), 3.32-3.30 (m, 2H),
2.88-2.83 (m, 2H), 2.35 (s, 3H), 1.70 (d, J = 7.0 Hz,
3H); m/z 488.7 [M+1]+.

109 H
N

& €
= N\ 7/
2 N
N)‘lu)

1H-NMR (500 MHz, DMSO -d6): § 11.35 (s, 1H),
9.94 (d, NH), 9.20 (s, 1H), 8.84 (s, 1H), 8.82 (s, 1H),
8.62 (s, 1H), 8.50 (s, 1H), 8.16 (s, 1H), 8.01 (d, J =
7.5 Hz, 1H), 7.65 (d, J = 7.5 Hz, 1H), 7.46 (d, J = 8.0
Hz, 1H), 7.37 (d, J = 8.0 Hz, 1H), 7.14-7.00 (m, 2H),
5.50-5.47 (m, 1H), 4.11 (s, 3H),3.45-3.42(m, 2H),
3.06-3.04(m, 2H), 1.69 (d, J = 7.5 Hz, 3H): m/z 552
[M+1]+.
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110 . IH-NMR (500 MHz, DMSO -d6): 6 9.93 (d, J = 9.5
- Hz, 1H), 9.19 (s, 1H), 8.72 (s, 1H), 8.60 (s, 1H), 8.21
Rigehe A3 " (s, 1H), 7.56 (s, 1H), 7.40 (d, J = 8.5 Hz, 1H), 7.21 (s,
an 1H), 7.10 (d, J = 9.0 Hz, 1H), 5.49-5.46 (m, 1H), 4.11
T (s, 3H), 3.70 (s, 3HD, 3.42-3.40 (m, 2H), 2.86 (t, J =
7.0 Hz, 2H), 1.69 (d, J = 7.0 Hz, 3H) m/z 523
[M+1]+.
111 g \ IH-NMR (500 MHz, DMSO0 -d6): 8 10.09 (d, NH),

9.24 (s, 1H), 8.73 (s, 1H), 8.64 (s, 1H), 7.46 (s, 1H),
7.28 (s, 1H), 7.03 (s, 1H), 6.94 (s, 2H), 5.75 (s, 1H),
5.57-5.56 (m, 1H), 4.14 (s, 3H), 1.77 (d, J = 7.0 Hz,
3H): m/z 480 [M+1]+.

A 2010.10.7

1H NMR (300MHz ,DMSO -d6) d = 10.10 (s, 1 H),
9.97 (d, J =7.9 Hz, 1 H), 9.21 (s, 1 H), 8.63 (s, 1 H),
846 (s, 1 H), 7.19 - 7.05 (m, 3 H), 5.61 - 5.44 (m, 1
H), 4.12 (s, 3 H), 2.94 - 2.74 (m, 4 H), 1.97 (quin, J =
7.4 Hz, 2 H), 1.73 (d, 3 H); mv/z 448 [M+1]+.

112 .
H R
:FYME
N | o
N =
e
113

1H-NMR (500 MHz, DMSO -d6): § 9.92 (d, NH),
9.18 (s, 1H), 8.60-8.58 (m, 2H), 8.25 (s, 1H),
5.46-5.45 (m, 1H), 4.10 (s, 3H), 3.03-3.01 (m, 2H),
1.68 (d, J=7.0 Hz, 3H), 1.63-1.10 (m, 13H): m/z 442
[M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 9.94-9.92 (m,
1H), 9.18 (s, 1H), 9.03 (d, NH), 8.60 (s, 1H), 8.33 (s,
1H),7.31-7.27 (m, 4H), 7.23-7.20 (m, 1H), 5.48-5.45
(m, 1H), 5.00-4.96 (m, 1H), 4.10 (s, 3H), 2.19-2.17
(m, 2H), 2.09 (s, 6H),1.93-1.83 (m, 2H), 1.68 (d, J =
6.5 Hz, 3H); m/z 493 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): § 9.90 (d, J = 7.5
Hz, 1H), 9.18 (s, 1H), 8.60 (s, 1H), 8.28 (s, 1H), 7.77
(s, 1H), 5.46-5.43 (m, 1H), 4.10 (s, 3H), 2.00 (s, 8H),
1.67- 1.61 (m, 9H); m/z 466 [M+1]*.

N/
N
/
114
N H
AT
< N
7 SN
N \N)
115
o A N A
¥ o
P N N
N
N N
116

1H-NMR (500 MHz, DMSO -d6): 8 9.92 (d, J = 7.5
Hz, 1H), 9.19 (s, 1H), 8.60 (s, 1H), 8.29 (s, 1H), 8.26
(d, J = 7.5 Hz, 1H), 5.48-5.45 (m, 1H), 4.10 (s, 3H),
3.76- 3.71 (g, 1H), 1.68 (d, J = 5.0 Hz, 3H), 1.67-
1.58 (m, 6H), 1.37- 1.32 (m, 1H), 1.07 - 1.06 (m, 5H),
0.98- 0.92 (m, 3H); m/z 442 [M+1]".
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1H-NMR (500 MHz, DMSO -d6): 6§ =9.95 (d, J = 8.0
Hz. 1H), 9.19 (s, 1H), 8.82 (s, 1H), 8.61 (s, 1H), 8.29
(s, 1H), 7.18-7.05 (m, 4H), 5.50-5.47 (m, 1H), 4.11
(s, 3H), 3.45-3.42 (m, 2H), 2.98-2.96 (m, 1H),
2.70-2.65 (m, 3H), 1.74-1.71 (m, 3H), 1.70 (d,. J =7
Hz, 3H): m/z 476 [M+1]+.

118

1H-NMR (500 MHz, DMSO -d6): § 9.19 (s, 1H), 8.60
(s, 1H), 8.29 (s, 1H), 8.26 (d, J = 7.5 Hz, 1H),
5.48-5.45 (m, 1H), 4.11 (s, 3H), 3.76- 3.71 (g, 1H),
1.69 (d, J = 5.0 Hz, 3H), 1.67- 1.62 (m, 6H), 1.37-
1.32 (m, 1H), 1.07 - 1.06 (m, 5H), 0.98- 0.92 (m, 3H);
m/z442 [M+1]+,

119

1H-NMR (500 MHz, DMSO -d6): § 9.94 (d, NH),
9.19(s, 1H), 8.60 (s, 2H), 8.25 (s, 1H), 5.49-5.46 (m,
1H). 4.10 (s, 3H), 3.00-2.70 (m, 4H), 1.69 (d, J = 7.0
Hz, 3H), 1.61-1.59 (m, 6H), 1.05-0.95 (m, 6H); m/z
457 [M+1]+.

1H-NMR (500 MHz, DMSO -d6): 6 =9.92 (d, J = 8.0
Hz, 1H), 9.18 (s, 1H), 8.59 (s, 1H), 8.52 (d, J = 8.
1H), 8.19 (s, 1H), 6.28 (s, 1H), 5.48-5.45 (m, 1H),
4.42-4.39 (m, 1H), 4.29-4.28 (m, 2H), 4.10 (s, 3H),
1.97-1.98 (m, 1H), 1.68 (d, J =7 Hz, 3H), 1.15(d, J =
6.5 Hz, 3H), 0.92-0.91 (m, 2H), 0.67-0.66 (m, 2H);
m/z 548 [M+1]+.

121

1H-NMR (500 MHz, DMSO -d6): § 10.55 (s, 1H),
9.94 (bs, 1H), 9.19 (s, 1H), 8.61 (s, 1H), 8.37 (s, 1H),
7.95 (s, 1H), 7.50 (s, 1H), 5.53-5.50 (m, 1H), 4.11 (s,
3H), 4.08- 4.06 (m, 2H), 1.71 (d, J = 7.5 Hz, 3H),
1.34- 1.31 (m, 3H); m/z 426 [M+ 1].-

1H-NMR (500 MHz, DMSO -d6): § 9.93 (d, J = 8.0
Hz 1H), 9.19 (s, 1H), 8.60 (s, 1H), 8.27- 8.25 (m,
2H), 5.47-5.45 (m, 1H), 4.10 (s, 3H), 3.70-3.68 (m,
1H), 2.15-2.01 (m, 3H), 1.67 (d, J = 7 Hz, 3H),
1.55-1.10 (m, 11H); m/z 454 [M~+1]".

1H-NMR (500 MHz, DMSO -d6): 6 9.92 (d. J = 7.5
Hz, 1H), 9.18 (s, 1H), 8.60 (s, 1H), 8.40 (bs, 1H),
8.25 (s, 1H), 6.92 (s, 1H), 6.74 (s, 1H), 5.48 -5.47 (m,
1H), 4.11 (s, 3H), 3.26- 3.24 (m, 2H), 1.88- 1.86 (m,
2H), 1.69 (d, J = 5.0 Hz, 3H), 1.55- 1.50 (m, 4H),
128-1.25 (m, 4H); m/z544 [M+1]+.
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124 1H-NMR (500 MHz, MeOD -d4): § 9.14 (s, 1H), 8.64
< I (s, 1H), 8.47 (s, 1H), 8.15 (s, 1H), 7.90 (d, J =8.5 Hz,
% A 1H), 7.49(d, J=8.5 Hz, 1H), 5.65-5.64 (m, 1H), 4.17
T (s, 3H), 3.64-3.55 (m, 2H), 3.42-3.37 (m, 2H), 1.82
(d, J =6.5 Hz, 3H): m /2498 [M+1]~.
" 1H-NMR (500 MHz, DMSO-d6): § 9.93 (d, NH), 10
- HT/EH:QD 9.18 (s, 1H), 8.60 (s, 1H), 8.46 (d, NH), 8.26 (s, 1H),

L 5.48-5.47 (m, 1H), 4.10 (s, 3H), 3.82-3.80 (m, 1H),
"CE; ° 197-1.70 (m, 9H), 1.67 (d, J = 7.0 Hz, 3H); m/z 482
[M+1]+.

126 " 1H-NMR (500 MHz, DMSO -d6): § 10.09 (d. NH),
o \W/EHNQ 9.21 (s, 1H), 8.67 (s, 1H), 8.62 (s, 1H), 6.71 (s, 2H),
G 5.57-5.56 (m, 1H), 5.16 (s, 1H), 4.11 (s, 3H), 1.73 (d,
W 7 J = 6.5 Hz, 3H), 1.72-1.70 (m, 1H), 0.80-0.75 (m,
! 2H),0.68-0.58 (m, 2H); m/z 438 [M+1]+.
127 0 G 1H-NMR (500 MHz, D MSO-d6): & 9.93 (d, NH),
o “Y'K}\\{N B 9.18 (s, 1H), 8.60 (s, 1H), 8.33 (s, 1H), 851 (d, 20
; T I H NH),8.19 (s, 1H), 6.41 (s, 1H), 5.48-5.45 (m, 1H),
L 433-4.30 (m, 1H), 4.17 (d, J = 6.5 Hz, 3H), 4.10 (s,
! 3H), 2.28 (s, 3H), 1.68 (d, J = 7.0 Hz, 3H), 1.14(d, J
=6.0 Hz, 3H): m/z 522 [M+1]*.
128 1H-NMR (500 MHz, MeOD -d4): 6 9.14 (s, 1H), 8.65
(s, 1H), 8.48 (s, 1H), 8.11 (s, 1H), 7.92 (d. J = 10.0
Hz, 1H), 7.56 (t, J=8.5Hz, 1H), 7.45(d, J=10.0
Hz, 1H),5.66- 5.64 (m, 1H), 4.18 (s, 3H), 1.84 (d, J=
5.0 Hz, 3H); m/z 476 [M+ 1]+.
129 1H-NMR (500 MHz, DMSO -d6): § 10.37 (s, 1H),
9.93 (bs, 1H), 9.19 (s, 1H), 8.63 (d, J = 10.0 Hz, 30
2H), 8.48 (s, 1H), 7.64 (d, J = 7.5 Hz, 1H), 7.55 (s,
1H), 7.32 (t, J = 5.0 Hz, 1H), 7.03 (d, J=17.5 Hz,
1H), 5.53- 5.50 (m, 1H), 5.40 (s,2H), 4.11 (s, 3H),
1.72 (d, J = 7.5 Hz, 3H): m/z 489 [M+ 1]+,

125
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IHNMR: (400.13 MHz, CDCls) & = 9.06 (s, 1H),
8.78 (s, 1H), 8.77 (d, /= 8.0 Hz, 1H), 8.73, (s, 1H),
8.44 (s, 1H), 8.41 (s, 1H), 8.11 (s, 1H), 5.69 (dq, J/=
8.0, 7.3 Hz, 1H), 5.87 (t, /= 6.4 Hz, 2H), 3.79 (m,
4H), 3.27 (t, J = 6.4 Hz, 2H), 2.85 (m, 4H), 1.87 (d,
J=T7.3Hz 3H). MS m# 610 [M+1]*.
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132 |/
M ey

133 o

1H NMR (400MHz ,CDCls) § = 9.28 (d, 1 H), 9.16
(s, 1H),894 (s, 1 H), 871 (d, J =8.0Hz, 2H),
8.70 (s, 1 H) 8.42 (s, 1 H), 8.41 (s, 1 H), 5.65 (dq, J
=7.0,8.1Hz, 2 H), 4.99 (br. ., 2 H), 3.90 - 3.83 (m,
3 H),3.50(s, 3H),2.87 (br.s., 3H), 1.85(d, J =6.9
Hz, 3 H)

134 |

THNMR (400.13 MHz, DMSO -de) & = 10.02 (d, /=
8.0 Hz, 1H), 9.21 (s, 1H), 8.78 (s, 1H), 8.67 (s, 1H),
8.65 (s, 1H), 8.55 (s, 1H), 5.53 (dq, /= 8.0 7.0 Hz,
1H), 4.56 (t, J = 6.6 Hz, 2H), 2.32 (t, J = 6.6 Hz,
2H), 2.18 (s, 6H), 2.05 (quin, J = 6.6 Hz, 2H), 1.73
(d, J =7.0Hz, 3H). MS m/z582 [M+1]+,

135 \

1H NMR (400MHz ,DMSO-d6) § = 9.97 (d, d =
8.2 Hz, 1 H), 9.17 (s, 1 H), 8.77 (s, 1 H), 8.75 (s, 1
H), 8.54 (s, 1 H), 8.15 (s, 1 H), 5.57 - 5.44 (m, 1 H),
4.60 (t, J = 6.9 Hz, 2 H), 3.33 (br. s, 7 H), 2.36 -
2.31 (m, 2 H), 2.22 (5, 7 H), 2.17 - 2.09 (m, 2 H),
1.72(d, J= 7.1 Hz, 3 H) MS m/ 582 [M+1]*.

136<>
N

IHNMR (400.13 MHz, DMSO -do) 6 = 10.01 {d, /=
8.0 Hz, 1H), 9.20 (s, 1H), 8.77 (s, 1H), 8.76 (s, 1H),
8.64 (s, 1H), 8.55 (s, 1H), 5.53 (dg, /= 8.0, 7.0 Hz,
1H). 4.56 (m, 2H), 2.31 (t, J= 7.0, 2H), 2.27 (m,
4H), 2.06 (quint, J =7.0 Hz, 2), 1.73 (d, J = 8.0
Hz, 3H), 1.38 (m, 4H), 1.32 (m, 2H). MS m/z 622
[M+1]+.
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137 1H NMR (400MHz ,DMSO -d6) § = 9.96 (d, J = 8.2
O Hz, 1 H), 9.16 (s, 1 H), 9.05 (s, 1 H), 8.77 (s, 1 H),
8.75(s, 1 H), 8.54 (s, 1 H), 5.60 - 5.44 (m, 1 H), 4.60
(t, J=6.8 Hz, 2 H), 2.33 - 2.21 (m, 6 H), 2.12 (m, 2
N . H), 1.72(d, J= 6.9 Hz, 3 H), 1.44 (m, 4 H), 1.33 (m,
N FF 2H) MS m/ 622 [M+1].
N s o F
SN H | —
N\)_SN %
N
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# 6. HE

EA-1) Hifir/ & HEARTR hEu e 77
v 4 -MEK1 (15:1) DB021505 Biogen Idec. e -80 C

767 pgmL (10.8 M)
ATP 10 mM, 500 pl GibcoBRL 8330-019 20 °C
B-Raf (WT) 12 pgld80 yl 54% H ¥k | Upstate 14-530M 80 C
2.1 uM)

DMSO 100% Fisher D128 -500 RT
AL T EYy Ta7 4 | 148 uMSA (2.20 mg/ml) | Prozyme PJ25S T4 C
a7 = (SA-APC)
ARY 2 o—F 0 HFRAK| 265 ug/ml (L8 uM) Cell Signaling | 9121 20 °C
MEK1/2(Ser 217/221) #ii& Technologies Inc.
Lance Eu-W1024 #i 7 ¥ % | 880 pug/ml(5.5 uM) Perkin Elmer ADO083 4C
IgG
LANCE 10X #& 2R N/A Perkin Elmer CR97-100 4 C
TBS FDA—/—T 1 v NIA Pierce 37535 4 °C
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50 mM Hepes, 60 mM NaCl, 3 mM MgCl: 40°C
IM PFF21LA b—A(DTD) 150l 7 U =2— FHZ-20 oC
1M MnCle 40°C
20% BSA, 0.002%7 Vb ~r U 7 A 4°C
20% Tween-20 iR (~25°C)
dH:0 #2¢> 1 M EDTA EiR (~25°C)
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