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-A-1

H NMR (500 MHz, DMSO-d6)  1.67 (2H, m), 2.01
(2H, m), 2.26 (3H, m), 2.52 (br s, 3H), 2.92 (1H, m),
5.26 (1H, m), 6.74 (2H, br s), 8.49 (1H, 5), 8.74 (1H,
m), 9.50 (2H, m)#£59.99 (1H, br s).

I-A-2

387.3

2.17

'H NMR (500 MHz, DMSO0-d6) & 1.61-.171 (2H, m),
1.93 (1H, m), 2,02 (1H, m), 2.29 (1H, m), 2.40 (1H,
m), 2.47 (1H, m), 2.85 (1H, m), 5.21-5.25 (1H, m),
0.74 (2H, brs), 8.48 (1H, m), 8.73 (1H, d), 9.50 (2H,
m)#£¢10.01 (1H, 8) ppm.

I-A-3

399.0

2.01

"H NMR (500 MHz, DMSO-d6)  9.92 (s, 1H), 9.81
(s, 1jH), 9.55 (s, 1H), 9.52 (dd, T = 4.8, 2.5 Hz, 1H),
8.74 (dd, ] = 2.5, 0.5 Hz, 1H), 8.50 (s, 1H), 6.78 (s,
2H), 5.50 - 5.42 (m, 1H), 3.90 (m, 1H), 3.53 - 3.25
(m, 5H), 2.59 (s, 1H), 2.47 - 2.37 (m, 1H), 2.08 - 1.93
(m, 3H).

1-A-4

399.0

2.02

TH NMR (500 MHz, DMSO-d6) 3 9.87 (s, 1H), 9.82
(s, 1I1), 9.55 (s, 1), 9.52 (dd, J = 4.8, 2.5 Iz, 1),
8.79 - 8.72 (m, 1H), 8.51 (s, LH), 6.78 (s, 2H), 5.45
(d,1=9.1 Hz, 1H), 3.90 (m, 1H), 3.50 - 3.26 (m, 5H),
243 (d, T = 11.4 Hz, 1H), 2.07 - 1.94 (m, 3H).

1-A-5

387.0

2.00

"H NMR (500 MHz, DMSO-d6 @ 375K) & 2.25-2.34
(5H, m), 3.44 (3H, m), 5.47 (1H, m), 8.50 (1H, s),
8.73 (1H, m), 9.34 (1H, m), 9.49 (1H, s)&4v9.78
(1H, br ) ppm.

I-A-6

403.1

2.08

"H NMR (500 MHz, DMSO-d6) & 9.90 (s, LH), 9.50
(s, 1H), 9.45 (d, ] = 2.2 Hz, 1H), 8.60 (d, ] = 2.2 Hz,
1H), 8.48 (s, 1H), 6.80 (s, 2H), 5.21 (s, 1H), 2.74 (br
s, 2H), 2.32 (br s, 2H), 2.24 (s, 3H), 2.08 (br s, 2H),
1.91 (br s, 2H).

1-A-7

437.2

2.30

TH NMR (500 MHz, DMSO-d6) 5 9.49 (s, 1H), 9.35
(s, 1H), 9.29 (d, J = 6.9 Hz, 1H), 8.52 (s, 1H), 7.53 (d,
J=6.9 Hz, 1H), 7.04 (s, 2H), 5.24 (brs, 1H), 2.79 (br
5, 2H),2.21 (s, 3H), 2.14 - 1.98 (m, 4H), 1.91 -1.70
{m, 2H).
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1-A-8

429.2

1.90

"H NMR (500 MHz, DMSO-d6 @ 360K) 6 2.21-2.38
(4H, m), 3.22-3.30 (4H, m), 4.35(1H, m), 4.79 (4H,
m), 5.45 (1H, m), 8.50 (1H, &), 8.72 (1H, m), 9.38
(1H, m), 9.49 (1H, 8)&£9.81 (1H, br s) ppm.

1-A-9

445.1

1.99

'H NMR (500 MHz, DMSO-d6) 8 9.88 (s, 1H), 9.50
(s, 1H), 9.45(d, J = 2.2 Hz, 1H), 8.60 (d, ] = 2.2 Hz,
1H), 8.49 (s, 1T1), 6.80 (s, 2H), 5.25 (dp, T = 11.8, 4.0
Hz, 1H), 4.56 (t, ] = 6.5 Hz, 2H), 447 (t, ] = 6.1 Hz,
2H), 3.45 (p, J = 6.4 Hz, 1H), 2.68 - 2.61 (m, 2H),
2.25 (t, 7=9.5 Hz, 2H), 2.15 - 2.06 (m, 2H), 1.90
(dtd, J = 11.7, 8.1, 3.3 Hz, 2H).

I-A-10

373.0

1.97

TH NMR (500 MHz, DMSO-d6) 8 10.25 (s, 1H), 9.91
(d, J = 44.6 Hz, 1H), 9.52 (s, 2H), 8.90 (d, ] = 2.4 Hz,
1T0), 8.53 (s, 111), 6.76 (s, 211, 5.72 (d, T = 4.4 Tz,
1H), 4.18 - 3.76 (m, 3H), 3.46 — 3.18 (m, 2H), 2.94
(dd, T =26.9, 3.9 Tz, 311).

I-A-11

373.0

1.97

"H NMR (500 MHz, DMSO-d6) § 10.35 (s, 1H), 9.91

(d, ) = 44.9 Hz, 1H), 9.52 (d, ] = 2.5 Hz, 2H), 8.89 (d,

J=2.5Hz, 1H), 8.53 (s, 1H), 6.75 (s, 1H), 5.71 (d, ] =
6.2 Hz, 1H), 3.92 (s, 4H), 3.62 — 3.18 (m, 2H), 3.01 —

2.84 (m, 3H).

I-A-12

415.0

2.16

'H NMR (500 MHz, DMSO-d6) & 10.08 (s, 1H), 9.74
(s, 110), 9.52 (dd, T=4.8, 2.5 Hz, 1), 9.48 (s, 1H),
8.84 (d, J=2.5 Hz, 1H), 8.49 (s, 1H), 6.74 (s, 2H),
5.15 (m, 1H), 3.42 - 3.32 (m, 1H), 2.80 (d, ] = 4.9 Hz,
6H), 2.35 (d, J = 8.9 Hz, 2H), 2.12 (s, 2H), 1.80 - 1.58
(m, 4H).

I-A-13

465.0

2.44

TH NMR (500 MHz, DMSO-d6) 8 9.48 (s, 1H), 9.35
(s, LH), 9,31 - 9,24 (m, LH), 8.50 (s, LH), 7.52 (d, J =
6.9 Hz, 1H), 7.03 (s, 2H), 5.24 (td, T = 10.9, 5.4 Hz,
1H), 2.20 (s, 6H), 2.18 (s, 1H), 2.15 (m, 2H), 1.93 -
1.85 (m, 2H), 1.54 (td, J = 12.7, 12.0, 3.3 Hz, 2H),
1.38 (qd, T = 13.3, 3.2 [z, 210).

1-A-14

3321

2.39

TH NMR (500 MHz, DMSO-d6) & 1.47-1.49 (6H, d),
5.41-5.43 (1H, m), 8.50 (1H, s), 8.82-8.83 (1H, d),
9.47 (1H, 8), 9.50-9.51 (1H, dd), 10.06 (1H, s).

I-A-15

401.2

223

'H NMR (500 MHz, DMSO-d6) & 1.4 (6H.d), 2.88-
2.92 (6H,m), 3.6-3.63 (2H,m), 4.8-4.82 (2H,m), 6.5
(2H.brs), 6.6 (1H,d), 8.55 (1H,5), 8.82 (1H.d), 9.06
(1H,s), 9.22 (1H,$), 9.62 (1H,brs),

A 2016.4.25
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(108) JP 2016-512239

I-A-16

373.2

1.92

TH NMR (500 MHz, DMSO-d6) & 2.82-2.87 (6H,m),
3.6-3.63 (2H,m), 4.12 (3H,8), 4.8-4.83 (2H.m), 6.5
(2H,brs), 6.6 (1H,d), 8.55 (1H,s), 8.82 (1H,d), 9.52
{1H,s), 9.62 (1H.brs)

L-A-17

325.1

1.79

I-A-18

385.0

1.83

TH NMR (500 MHz, DMSO-d6) 3 10.05 (s, 1H), 9.55
(dd, J =4.8,2.5 Hz, 1H), 9.48 (s, 1H), 9.07 (s, 2H),
8.80 (d, J = 2.5 Hz, 1H), 8.49 (s, 1H), 6.76 (s, 2H),
521 (p, J = 6.8 Hz, 1H), 3.90 - 3.78 (m, 2H), 3.14 -
3.06 (m, 2H), 2.90 - 2.82 (m, 2H), 2.65 (1, ] = 8.2 Hz,
2H).

I-A-19

483.4

1.77

TH NMR (500 MHz, DMSO-d6) 3 9.90 (s, LH), 9.55 -
9.49 (m, 2H), 9.13 (s, 1H), 8.85 (d, = 2.5 Hz, 1H),
8.63 (d, 1 =0.6 Hz, 1H), 6.76 (s, 2H), 4.51 (s, 1H),
3.95(d, J = 12.8 Hz, 2H), 3.10 - 2.95 (m, 5H), 2.93 (s,
2H), 2.83 (s, 3H), 2.58 (s, LH), 1.90 (s, 2H), 1.76 (dd,
J=13.2, 3.8 Hz, 2H).

O

I-A-20

372.2

1.69

TH NMR (500 MHz, DMSO-d6) 9.82 (s, 1H), 9.53
(dd, J = 4.8,2.5 Hz, 1H), 9.39 (s, 1H), 9.25 (s, 1H),
9.00 (dd, J = 2.6, 0.6 Hz, 1H), 8.64 (s, 1H), 6.76 (s,
2H), 4.01 (d, ] = 9.9 Hz, 2H), 3.37 - 3.10 (m, SH),

2.94 (s, 3H).

goooand

1-B-1

3721

1.63

'H NMR (500 MHz, DMSO-d6) 8 10.11 (d, J = 0.7
Hz, 1H), 9.92 (s, [H), 9.52 (dd, ] = 4.8, 2.5 Hz, 1H),
9.03 (d, ] = 0.8 Hz, 1H), 8.83 (d, ) = 2.5 Hz, 1H), 6.83
(s, 2H), 3.08 (1, ] = 4.8 Hz, 4H), 2.60 (t, ] = 4.8 Hz,
4H), 2.32 (s, 3H).

1-B-2

414.2

1.55

"H NMR (500 MHz, DMSO-d6)  12.38 (s, 1H),
10.16 (s, 1H), 9.95 (s, 1H), 9.58 (dd, J = 4.6, 2.5 Hz,
1H), 9.22 (s, 1H), 9.08 (d, J = 2.7 Hz, 1H), 6.88 (s,
2H), 4.92 (t,] = 6.7 Hz, 2H), 4.75 (t, ] = 7.2 Hz, 2H),
4.66 (s, 1H), 3.62 - 3.55 (m, 4H), 3.18 (s, 4H).

1-B-3

442.2

1.73

"H NMR (500 MHz, #%4/—)L-d4)8 1027 (d, ] = 0.7
Hz, 1H), 9.13 (dd, ] =4.3, 2.5 Hz, 1H), 9.04 (d, ] =
0.7 Hz, 1H), 8.84 (dd, ] = 2.6, 0.6 Hz, 1H), 4.15 (dd, J
=11.6, 4.5 Hz, 2H), 3.58 - 3.44 (m, 10H), 2.18 (d, T =
11.6 Hz, 2H), 1.81 (1t, ] =13.3, 6.7 Hz, 2H), 1.39 -
1.27 (m, 1H).

A 2016.4.25

10

20

30

40



goooogag

(109) JP 2016-512239 A 2016.4.25

-B-4

365.0

1.68

TH NMR (500 MHz, DMSO-d6) 8 10.47 (s, 1H), 9.61
(s, 1H), 9.4 (dd, T =4.7, 2.5 Hz, 1H), 9.11 (s, 1H),
8.83 (dd, J = 5.0, 1.8 Hz, 1H), 7.98 (d, J = 2.6 Hz,
1H), 7.59 (s, 1H), 6.60 (bs, 3H), 2.32 (s, 3H).

I-B-5

483.2

1.78

'H NMR (500 MHz, DMSO-d6) & 1.75 (2H, m), 2.09-
2.14 (2H, n), 2.21 (3H, s), 2.29 (2H, m), 2.37 (2H,
m), 2.91-2.96 (3H, m), 3.17 (21, m), 3.57 (4H, m),
6.84 (2H, brs), 9.01 (1H, s), 9.04 (1H, d), 9.52 (1H,
dd), 10.24 (1H, 8)#£0:10.27 (1H, br s) ppm.

I-B-6

476.1

2.56

"H NMR (500 MHz, *%/—jL-d4)3 10.14 (s, 1H),
9.14 (dd, J =4.3, 2.5 Hz, 1H), 9.06 (s, 1H), 879 (d, J
= 2.4 Hg, 1H), 3.87 - 3.72 (m, 4H), 3.69 - 3.48 (m,
2H), 3.26 - 2.98 (m, 4H), 2.63 (ddd, J = 21.3, 14.6,
7.9 Hz, 2H), 2.11 (ddt, J = 18.4, 7.4, 3.7 [z, 1H), 2.04
(d, J=12.7 Hz, 2H), 1.70 (qd, T = 12,7, 12.2, 3.8 Hz,
2H).

I-B-7

462.1

2.03

"H NMR (500 MHz, DMSO-d6) & 10.42 (d, J=0.9
Hz, 1H), 10.07 (s, 1H), 9.47 (dd, ] = 4.8, 2.5 Hz, 1H),
9.06 (d, ] =0.9 Hz, 1H), 8.17 (d, ] =2.5 Hz, 1H), 7.65
(s, 411), 6.82 (s, 2H), 3.85 (brs, 2H), 3.43 (brs, 2H),
3.06 (br s, 4H), 2.81 (s, 3H), 2.47 (br s, 4H).

I-B-8

456.2

2.06

"H NMR (500 MHz, DMSO-d6) & 10.14 (s, 1H), 9.91
(s, 1T1), 9.56 (dd, T=4.8, 2.5 [z, 1), 9.32 (s, 1),
9.06 (s, 1H), 8.91 (d, T = 2.5 Hz, 1H), 6.87 (s, 2H),
4.01(d, I = 12.9 Hz, 2H), 3.73 (t, ] = 12.3 Hz, 2H),
3.52(d, J = 12.7 Hz, 2H), 3.38 (d, J = 11.6 Hz, 2H),
3.31 - 3.22 (m, 2H0), 3.18 - 3.07 (m, 210), 2.97 - 2.88
(m. 2H), 2.06 (s, 1H), 1.92 (d, T = 12.3 Hz, 2H), 1.57
(dd, J =23.7, 11.3 Hz, 2H).

I-B-9

357.0

2.28

'H NMR (500 MHz, DMS0-d6) 8 10.01 (s, 1H), 9.96
(s, 1H), 9.54 (dd, I = 4.7, 2.5 Hz, 1H), 9.09 (s, 1H),
8.91(d, J = 2.5 Hz, 1H), 6.84 (5, 2H), 3.22 (1, ] = 5.4
Hz, 4H), 1.82 - 1.74 (m, 4H), 1.66 (q, J = 5.9 Hz, 2H).

I-B-10

525.2

2.18

TH NMR (500 MHz, DMSO-d6) 8 10.29 - 10.22 (m,
2H), 10.15 (s, 1H), 9.55 (dd, T = 4.8, 2.5 Hz, 1H),
9.07 - 8.98 (m, 2H), 6.85 (s, 2H), 4.64 (d, J = 13.6 Hz,
1H), 4.28 (d, J = 14.5 Hz, 1H), 3.58 (ddd, J = 37.3,
20.9, 8.3 Hz, 4H), 3.22 (d, = 11.2 Hz, 1H), 3.10 (dt,
J=24.6,12.0 Hz, 2H), 2.95 (tdd, I = 11.8,9.4, 3.4
Hz, 4H), 2.12 (dd, J = 23.3, 12.2 Hz, 2H), 1.83 (t, J =
16.7 Hz, 2H), 1.37 (s, 10H).
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(110) JP 2016-512239

1-B-11

469.1

1.94

"H NMR (500 MHz, DMSO-d6) 3 10.04 (s, 1H), 9.91
(s, 1H), 9.56 (dd, T = 4.7, 2.5 Hz, 1H), 9.10 (s, 1H),
8.87 (d, J = 2.5 Hz, 1), 6.86 (s, 2T}, 4.89 (br s, 41T),
3.53 (br d, 4H), 3.53 - 3.16 (br m, 2H), 2.97 (t, ] =
11.4 Hz, 2H), 2.81 (s, 3H), 2.74 (br s, 2H), 1.89 (d, J
= 12.2 Hz, 3H), 1.49 (q, J = 12.6 Hz, 2H).

I-B-12

359.0

1.68

TH NMR (500 MHz, DMSO-d6) & 10.10 (s, 1H),
10.00 (s, LH), 9.54 (dd, J = 4.7, 2.5 Hz, 1H), 9.12 (d, J
= 0.6 Hz, 1H), 9.02 - 8.92 (m, 1H), 6.84 (s, 2H), 3.94
- 3.80 (m, 4H), 3.28 - 3.15 (m, 4H).

I-B-13

476.0

1.84

"H NMR (500 MHz, DMSO-d6) 8 10.42 (d, J = 0.9
Hz, 1H), 9.83 (s, 1H), 9.28 (dd, ] = 4.7, 2.5 Hz, 1H),
9.02(d, J = 0.9 Hz, TH), 8.31 (dd, J = 2.5, 0.5 Hz,
1H), 7.76 - 7.65 (m, 4I1), 3.81 (s, 4H), 3.26 (s, 411),
2.83 (s, 3H).

1-B-14

497.2

1.9

"H NMR (500 MHz, DMSO-d6) d 1.79 (2H, m), 2.13
(2H, m), 2.77 (3H, s), 2.85 (3H, ), 3.00-3.06 (6H, m),
3.29 (2H, m), 3.49 (2H, m), 4.34 (2H, m), 4.60 (2H,
m), 6.92 (2H, brs), 9.27 (1H, ), 9.55 (1H, m}), 10.07
(1H, brs), 10.35 (1H, $)&+v 1095 (1H, s) ppm.

I-B-18

354.1

1.42

THT NMR (500 Mz, DMSO-d6) 6 10.44 (d, T = 1.0
Hz, 1H), 9.96 (s, 1H), 9.47 (dd, T = 4.8, 2.5 Hz, 1H),
9.09 (d, ) = 1.0 Hz, 1H), 8.34 (d, J =2.5 Hz, 1H), 8.10
(s, 1H), 7.32 (d, T= 1.1 Hz, 1H), 6.80 (s, 2H), 3.54 (s,
3H)

I-B-16

3431

1.72

"H NMR (500 MHz, DMSO-d6) & 1.84-1.92 (4H,m),
3.62-3.7 (4H,m), 6.75 (2H.8), 8.76 (1H,$), 8.83
(1H,d), 9.08 (1H,), 9.49-9.53 (2H,m)

I-B-17

364.1

2.36

TH NMR (500 MHz, DMSO-d6) 6 10.44 (d, 1H), 9.61
(s, 1H), 9.41 (dd, 1H), 9.00 (d, 1H), 7.96 (d, 1H), 7.74
- 7.19 (m, 4H), 6.77 (s, 2H), 2.10 (s, 3H).

I-B-18

314.1

1.92

"H NMR (500 MHz, DMSO-d6) & 10.59 (s, 1H),
10.29 (d, 1H), 9.56 (dd, 1H), 9.08 (s, 1H), 8.97 (dd,
1H), 6.87 (s, 2H), 2.05 - 2.01 (m, 1H), 1.33 - 1.29 (m,
2H), 0.97 - 0.94 (m, 2H).

1-B-19

399.0

1.66

"H NMR (500 MHz, #4/—)L -d4) 8 9.06 (dd, T=4.4,
2.6 Hz, 1H), 8.97 (s, 1H), 8.71 - 8.66 (m, 2H), 3.98 -
3.83 (m, 2H), 3.80 - 3.74 (m, 2H), 3.74 - 3.66 (m,
4H), 2.12 - 1.93 (m, 4H).
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(111) JP 2016-512239

A 2016.4.25

1-B-20

3750

2.02

TH NMR (500 MHz, DMSO-d6) 6 2.00-2.12 (2H,m),
2.10-2.22 (211,m), 3.15-3.20 (2[1,m), 3.22-3.27
(2F,m), 4.97-5.00 (0.5H,m), 5.05-5.10 (0.5, m), 6.83
(2H,brs), 8.90 (1H.,d), 9.15 (1H,s), 9.52-9.55 (1H,m),
10.03 (1H,s), 10.12 (1H,brs)

1-B-21

476.1

2.02

"H NMR (500 MHz, DMSO-d6) & 10.28 (s, 1H),
10.24 (d, I = 0.7 Hz, 1H),9.53 (dd, ] = 4.7, 2.5 Hz,
1), 9.05 (dd, = 2.5, 0.6 Hz, H), 9.04 (d, ]=0.8
Hz, 1H), 6.84 (s, 2H), 4.75 (1, ] = 12.4 Hz, 2H), 4.37
(t,J=12.6 Hz, 2H), 3.29 (d, ] = 0.9 Hz, 1H), 3.21 -
3.15 (m, 2H), 2.89 (td, ] = 12.0, 2.4 Hz, 2H), 2.14 -
2.01 (m, 2H), 1.89 - 1.82 (m, 2H).

1-B-22

458.1

1.82

TH NMR (500 MHz, DMSO-d6) 8 10.29 (s, 1H),
10.24 (d, T = 0.9 Tz, 111}, 9.52 (dd, ] = 4.7, 2.5 [z,
1H), 9.10 (d, J = 2.5 Hz, 1H), 9.03 (d, ] = 0.8 Hz, {H),
6.83 (s, 2H), 5.44 (dtt, J = 57.3, 6.2, 3.1 Hz, 1H), 4.64
- 452 (m, 1H), 4.40 - 4.20 (m, 2H), 4.03 - 3.91 (m,
1H), 3.30 (d, § = 6.9 Hz, 11), 3.17(d, T = 11.2 Hz,
2H), 2.98 - 2.85 (m, 2H), 2.15 - 2.00 (m, 2H), 1.80 (1,
J=14.4 Hz, 2H).

1-B-23

435.0

1.66

"H NMR (500 MHz, DMSO-d6) 8 2.03-2.12 (2H,m),
2.18-2.25 (2H,m), 2.94-3.02 (2H,m), 3.08 (3H.s),
3.42-3.49 (3H,m), 6.88 (2H,brs), 8.82 (1H,d), 9.17
(1H,zs), 9.54-9.57 (1H,m), 10.18 (1H,s), 10.22
{1H,brs)

1-B-24

455.1

1.65

"H NMR (500 MHz, DMSO-d6) 6 10.04 (s, 1H), 9.86
(s, 1H), 9.56 (dd, J =4.7, 2.5 Hz, 1H), 9.09 (s, 1H),
8.84 (d, J = 3.1 Hz, 1H), 6.86 (s, 2H), 4.76 (s, 4H),
3.66 - 2.93 (m, 9H), 2.81 (s, 3H), 2.05 (d, ] = 10.3 Hz,
2H), 1.81 (t, J = 12.1 Hz, 2H).

gooodadad

I-C-1

413.2

1.91

"H NMR (500 MHz, DMSO-d6) 3 10.41 (s, 1H), 9.49
(dd, } =4.8, 2.5 Hz, 1H), 8.80 (d, ] =2.5 Hz, 1H),
.48 (d, 1H), 8.41(d, J=5.5Hz, 1H), 827(d, 1 =53
Hz, 111), 6.80 (s, 2H), 4.62 (t, I = 6.5 Hz, 211), 4.49 (1,
J=6.1 Hz, 2H), 3.66 (p, J = 6.3 Hz, 1H), 2.99 (t, ] =
4.7 Hz, 4H), 2.54 (s, 4H).
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(112) JP 2016-512239

1-C-2

371.2

2.04

TH NMR (500 MHz, DMSO-d6) & 10.48 (s, 1H),
10.03 (s, 1H), 9.58 (dd, J = 4.7, 2.5 Hz, 1H). 9.08 (d, J
=2.5 Hz, 1H), 8.73 (d, J = 6.1 Hz, L H), 8.66 (s, 1H),
8.51(d, ] = 6.2 Hz, 1H), 6.89 (s, 2H), 3.66 (d, ] = 8.0
Hz, 2H), 3.41 (d, J = 15.4 Hz, 2H), 3.35 - 3.22 (m,
2H), 3.22 - 3.11 (m, 2H), 3.02 (s, 3H).

1-C-3

482.2

2.20

"H NMR (500 MHz, DMSO-d6) & 11.04 (s, 1H), 9.78
(s, 1H), 9.56 (dd, T=4.7, 2.5 Hz, 1H), 9.13 (dd, J =
2.5, 0.7 Hz, 1H), 8.80 (s, 1H), 8.58 (s, 1H), 8.49 (d, J
=6.2 Hz, 1H), 6.90 (s, 2H), 4.60 & 4.29 (2 x s, 1H),
3.49 (s, 2H), 3.11 (d, I = 6.8 Hz, 2H), 3.06 - 2.89 (m,
4H), 2.85 (s, 3H), 2.56 - 2.48 (m, 4H), 2.15 (s, 2H),
1.83 (d, J = 14.3 Hz, 2H).

1-C-4

353.0

2.61

TH NMR (500 MHz, DMSO-d6) 3 9.81 (s, LH), 9.26
(dd, T =6.9,0.7 Hz, 1H), 8.19 (dd, J=9.1, 0.7 Hz,
1H), 8.10 (dd, J = 3.1, 0.7 Hz, 1H), 7.53 - 7.44 (m,
2H), 6.98 (s, 2H), 3.83 (s, 3H).

364.0

1.95

TH NMR (500 MHz, DMSO-d6) 8 9.45 (s, LH), 9.40
(dd,J=438,2.5 Hz, 1H), 8.76 (dd, J = 4.9, 1.8 Hz,
110), 8.59 - 8.51 (m, 2I1), 8.36 (d, T = 0.6 [z, 11),
7.93(d, J=2.5Tlz, 11D), 7.74 (dd, T = 7.6, 1.8 Iz,
1H), 7.48 (ddd, T=7.7, 4.9, 0.7 Hz, 1H), 6.72 (s, 2H),
2.27 (s, 3H).

I-C-6

364.0

2.01

'H NMR (500 MHz, DMSO-d6) 8 9.40 (dd, ] = 4.8,
2.5 Hz, 1H), 9.36 (s, 1H), 8.76 - 8.73 (m, 1H), 8.64
(dd, T=4.7,0.8 Hz, 1H), 8.56 (s, 2H), .36 (s, 1H),
7.88(d, J=2.5 Hz, 1), 7.36 (d, T= 4.9 Hz, 1), 6.72
(s, 2H), 2.09 (s, 3H).

1-C-7

508.1

2.17

"H NMR (500 MHz, DMSO-d6) 8 11.15 (s, 0.4H),
11.09 (s, 0.6H), 10.22 (s, 1H), 9.57 (dd, J = 4.7, 2.5
Hz, H), 9.32 (d, ] = 2.5 Hz, 0.4H), 9.18 - 9.01 (m,
0.6H), 8.85 (s, 1H), 8.61 (s, 1H). 8.53 (d, ] = 6.3 Hz,
1H), 6.90 (s, 2H), 4.75 (s, 0.6H), 4.56 (s, 0.4H), 3.98
(dt, J=11.0, 5.5 Hz, 2H), 3.54 - 3.35 (m, 6H), 3.24 -
3.07 (m, 2H), 2.94 (q, T =12.1, 11.7 Hz, 3H), 2.32 -
1.97 (m, 6H), 1.84 (d, J = 12.4 Hz, 2H).

1-C-8

536.2

228

'"H NMR (500 MHz, DMSO-d6) & 11.10 (s, 1H), 9.60
(s, 1H), 9.57 (dd, J=4.7, 2.5 Hz, 1H), 9.19 (d, ] = 2.5
Hz, 1H), 8.85 (d, ] = 5.1 Hz, 1), 8.60 (s, 1H), 8.52
(d, T =6.4 Hz, 1H), 6.90 (s, 2H), 4.62 (d, J = 13.3 Hz,
1H), 4.21 (d, J = 13.6 Hz, 1H), 3.54 (s, 2H), 3.41 (s,
2H), 3.12 (t, ] = 11.3 Hz, 6H), 3.05 - 2.86 (m, 3H),
2.16 (dd, ] =25.6, 11.5 Hz, 3H), 2.03 (, ] = 7.4 Hz,
2H), 1.96 - 1.83 (m, 2H), 1.79 (d, T = 13.0 Hz, 2H),
1.61 - 1.38 (m, 2H).
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1-C9

524.2

2.04

"H NMR (500 MHz, DMSO-d6)  11.16 (s, 1H), 9.57
(dd, T =4.7,2.5 Hz, TH), 9.17 (d, J = 2.4 Hz, 1H),
8.92 (d, J = 6.6 Hz, 1H), 8.65 (s, 1H), 8.57 (d. J = 6.5
Hz, 1H), 6.92 (s, 2H), 4.69 (d, ] = 6.8 Hz, 4H), 4.06
(brs, 2H), 3.80 (br s, 4H), 3.12 (dd, J = 11.2, 4.0 Hz,
2H), 3.01 - 2.80 (m, 6H), 2.15 (qd, } = 12.8, 3.9 Hz,
2H), 1.82 (d, J = 11.3 Hz, 2H).

I-C-16

434.0

20

"H NMR (500 MHz, DMSO-d6) & 10.95 (s, 1H),
9.58-9.55 (m, 111}, 8.96-8.94 (m, 111, 8.88 (d, 111),
8.68 (s, 1H), 8.53 (d, LH), 6.84 (2H,brs), 3.44-3.38
(m, 1H), 3.28-3.24 (m, 1H), 3.12 (s, 3H), 2.97-2.90
(m, 2H), 2.28-2.20 (m, 2H), 2.15-2.07 (m, 2H)

I-C-11

3421

2.37

TH NMR (500 MHz, DMSO-d6) 8 2.03-2.12 (4H,m),
3.02-3.10 (4H,m), 6.90 (2H.s), 8.47 (1H,d), 8.57
(1H,5), 8.83 (1H,d),8.87 (1H,d), 9.55-9.58 (2H,m),m
10.68 (1H,5)

ooocooao

373.1

1.91

'H NMR (500 MHz, DMSO-d6) 3 9.60 (s, LH), 9.07
(d, J=2.0 Hz, 1H), 9.01 (brs, 1H), 8.57 (d, I = 2.0
Hz, 1H), 7.68 (s, 1H), 7.42 - 7.33 (m, SH), 6.67 (s,
2H), 5.48 (s, 2H), 4.14 (s, 2H).

I-D-2

338.0

2.04

TH NMR (500 MHz, DMSO-d6) 3 9.50 (s, 1H), 9.41
(dd, J = 4.9, 2.5 Hz, 11D), 8.48 (d, J = 2.5 Hz, 11D),
7.78(d, T = 1.2 Hz, 111), 7.66 - 7.59 (m, 2IT), 7.58 -
7.52 (m, 3H), 7.19 (dd, J = 1.1, 0.6 Hz, 1H), 6.62 (s,
2H).

I-D-3

302.1

1.69

"H NMR (500 MHz, DMS0-d6) 8 9.92 (s, 1H), 9.48
(dd, 1H), 8.89 (dd,1H), 7.45 (d, 1H), 7.03 (d, TH),
6.67 (s, 2H), 3.28 - 3.24 (m, 1H), 1.20 - 1.16 (m, 2H),
1.03 - 1.00 (m, 2H).

I-D-4

346.1

1.51

"H NMR (500 MHz, DMSO-d6) 3 9.48 (dd, 1H), 9.29
(s, 1H), 8.83 (dd,1H), 7.75 (s, 1H), 6.94 (s, LH), 6.64

(s, 2H), 4.16 - 4.09 (m, 1H), 4.00 - 3.96 (m, 2H), 3.47
- 3.42 (m, 2H), 1.99 - 1.92 (m, 4H).
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goooooano
1-D-5 339.1 145 | '"H NMR (500 MHz, DMSO-d6) 6 9.43 (dd, 1H), 9.39
(s, 1H), 8.78 (dd, TH), 8.69 (dd, 1H), 8.56 (d, 1H),
8.05 (ddd, 1H), 7.92 (d, 1H), 7.64 (ddd, 1H), 7.17 (t,
111, 6.59 (s, 2TD).
I-D-6 3520 | 208 | 'H NMR (500 MHz, DMSO-d6) d 9.57 (1H, s), 9.43
(1H, dd), 8.25 (1H, ), 7.79 — 7.78 (3H, m), 7.73 —
7.71 3H, m), 6.65 (2H, brs), 2.37 (3H, s).
OoooO00Ooaod

LEVRM T3

I-E-1

384.0

217

H NMR (500 MHz, DMSO-d6) 3 10.30 (s, 1H), 9.47
(dd, T =4.7,2.5 Hz, 1H), 8.81 (dd, T=35.2, 1.7 Hz,
1H), 8.28 (d, J = 2.5 Hz, 1H), 8.08 (d, ] = 7.7 Hz, 1H),
7.72 (dd, I =7.5, 5.2 Hz, 1H), 6.74 (s, 2H), 2.39 (s,
3H), 2.21 (s, 3H).

1-E-2

333.0

2.51

"H NMR (500 MHz, DMSO-d6) & 10.89 (s, 1H), 9.53
(dd, T=4.8, 2.5 Hz, 1H), 8.98 (d, J = 2.5 Hz, 1H),
2.39 (s, 3H), 1.70 (i1, J = 8.2, 5.4 Hz, 1H), 1.24 - 1.10
(m, 2H), 0.69 - 0.54 (m, 2H).

1-E-3

370.0

213

"H NMR (500 MHz, DMSO-d6) 8 10.75 (s, 1H), 9.49
(dd, T =4.7,2.5 Hz, 1H), 8.82 (dd, J =2.3,0.9 Hz,
1H), 8.80 (dd, T = 5.0, 1.6 Hz, 1H), 842 (d,T=2.5
Hz, 1H), 8.16 (dt, J = 7.8, 1.9 Hz, 1H), 7.83 (ddd, J =
7.9, 5.0, 0.9 Hz, 1H), 2.34 (s, 3H).

I-E-4

375.0

228

TH NMR (500 MHz, DMSO-d6) & 10.67 (s, 1H), 9.51
(dd, T=4.7,2.5 Hz, 1H), 8.84 (d, J = 2.5 Hz, 1H),
6.03 - 5.93 (m, 1H), 4.38 (q,J = 2.7 Hz, 2H), 3.94 (1, J
= 5.3 Hz, 2H), 2.30 (s, SH).

I-E-5

338.0

2.24

"H NMR (500 MHz, DMSO-d6) & 10.55 (s, 1H),
10.19 (s, 1H), 9.48 (dd, J = 4.7, 2.5 Hz, 1H), 8.98 (dd,
J=12.5,0.6 Hz, 1H), 6.82 - 6.44 (m, 2H), 6.02 - 5.87
(m, 1H), 4.24 - 3.29 (m, 6H), 3.06 (s, 3H), 2.33 (s,
3H).
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I-E-6

373.0

1.81

"H NMR (500 MHz, DMSO-d6) & 10.50 (s, 1H), 9.50
(dd, J =4.7, 2.5 Hz, 1H), 8.50 (d, J = 2.5 Hz, 1H),
8.29 (s, 1H), 7.31 (d, T = 1.2 Hz, 1H), 6.76 (s, 2H),
3.52 (s, 3H), 2.25 (s, 3H).

I-E-7

369.1

2.74

TH NMR (500 MHz, DMSO-d6) d 10.75 (s, IH), 9.47
(dd, 1 =4.8,2.5 Hz, 1H), 8.40 (d, J = 2.5 Hz, 1H),
7.76 - 7.59 (m, 2H), 7.61 - 7.38 (m, 3H), 2.33 (s, 3H)

I-E-8

373.1

211

"H NMR (500 MHz, DMSO-d6) 3 10.53 (s, 1H), 9.49
(dd, ] = 4.8, 2.5 Hz, 1H), 8.45 (d, J = 2.5 Hz, 1H),
7.76 (d, 1 = 1.9 Hz, 1H), 6.76 (s, 2H), 6.52(d, ] = 1.9
Hz, 1H), 3.66 (s, 3H), 2.25 (s, 3H).

I-E-9

416.1

1.98

"H NMR (500 MHz, DMSO-d6) 5 10.64 (s, 1H),
10.60 (s, OH), 9.52 (dt, ] = 4.8, 2.6 Hz, 1H), 8.89 -
8.78 (m, 1IT), 6.75 (s, 2H), 6.00 - 5.74 (m, 1H), 4.28
(q, ] = 2.9 Hz, 2H), 3.77 (dt, J = 10.8, 5.5 Hz, 2H),
2.30(d, ] =5.9 Hz, 3H), 2.14 (d, ] = 4.5 Hz, 3H).

I-E-10

359.1

2.19

"H NMR (500 MHz, DMSOQ-d6) & 11.46 (s, 1H), 9.48
(dd, J = 4.8, 2.5 Hz, 1H), 8.77 (d, J = 2.5 Hz, 1H),
8.25(dd, J=2.4, 0.6 Hz, 1H), 8.12 (dd, J = 1.9, 0.6
Hz, 1H), 6.76 (s, 2H), 6.69 (dd, J = 2.4, 1.9 Hz, 1H),
2.41 (s, 3H).

I-E-11

370.0

1.85

TH NMR (500 MHz, DMSO-d6) & 10.76 (s, LH), 9.49
(dd, J =4.7,2.5 Hz, 1H), 9.37 (s, 1H), 9.06 (s, 2H),
8.36 (d, J = 2.5 Hz, 1H), 6.76 (s, 2H), 6.52 (s, 1H),
2.34 (s, 3H).

I-E-12

373.1

1.97

"H NMR (500 MHz, DMSO-d6) § 10.66 (s, 1H), 9.51
(dd, ] =4.8, 2.5 Hz, 1H), 8.62 (d, J = 2.5 Hz, 1H),
8.12 - 8.02 (m, 1H), 7.75 (d, J = 0.8 Hz, 1H), 6.76 (s,
2H), 4.04 (s, 3H), 2.35 (s, 3H).

I-E-13

384.1

TH NMR (300 MHz, DMSO-d6) 5 10.86 (s, 1H), 9.51
(dd, 1 =4.7,2.5 Hz, 1H), 8.90 (d, J = 5.6 Hz, 1H),
8.60 (d, ] = 2.5 Hz, 1H), 7.95 - 7.57 (m, 2H), 6.79 (s,
2H), 2.72 (s, 3H), 2.40 (s, 3H).

1-E-14

370.1

207

'H NMR (500 MHz, DMSO-d6) 8 10.86 (s, 1H), 9.50
(dd, ] =4.8, 2.5 Hz, 1H), 8.98 - 8.85 (m, 2H), 8.59 (d,
J=2.5Hz, 1H), 7.77 - 7.65 (m, 2H), 6.87 - 6.67 (m,
21), 2.38 (s, 3T).
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I1-E-15 392.0 2.19 | TH NMR (500 MHz, DMSO-d6) 8 11.04 (s, 1H), 9.42
-9.32 (m, 1H), 8.79 (s, 1H), 3.84 (s, 2H), 3.67 (s, 4H),
2.73 (s, 4H), 2.37 (s, 3H).
I-E-16 387.1 223 | 'H NMR (500 MHz, DMSO-d6) & 10.50 (s, 1H), 9.49
(dd, J = 4.8, 2.5 Hz, 1H), 8.42 (d, J = 2.5 Hz, 1H),
6.76 (s, 2H), 6.28 (d, J = 0.6 Hz, 1H), 3.57 (s, 3H),
2.33 (s, 3H), 2.24 (s, 3H).
1-E-17 376.0 2.67 | "H NMR (500 MHz, DMSO-d6) 8 10.85 (s, 1H), 9.90
(s, 1H), 9.57 (dd, I = 5.0, 2.5 Hz, 1H), 9.09 - 8.81 (m,
1H), 6.80 (s, 1H), 4.54 (d, ] = 5.0 Hz, 1H), 3.63 (s,
1H), 3.29 (d, ) = 15.4 Hz, 1H), 2.47 (s, 2H), 2.15 (s,
1H), 1.90 (d, ] = 6.2 Hz, 1H).
I-E-18 387.2 2.02 | TH NMR (500 MHz, DMSO-d6) 3 10.37 (s, 1H), 9.4%
(dd, T =48, 2.5 Hz, 1H), 8.48 (d, ] = 2.5 Hz, 1H),
7.83 (s, 1H), 6.75 (s, 2H), 3.95 (s, 3H), 2.22 (%, 3H),
2.04 (s, 3H).
I-E-19 405.3 2.07 | "H NMR (500 MHz, DMSO-d6) 8 11.05 (s, 1H), 9.55
(dd, ) =4.7,2.5 Hz, 1H), 9.43 (s, 1H), 8.90 - 8.85 (m,
1H), 6.79 (s, 2H), 3.70 (s, 2H), 3.41 (d, J = 12.5 Hz,
2H), 3.05 (d, J =12.8 Hz, 2H), 2.94 (d, J = 10.0 Hz,
2H), 2.75 (s, 3H), 2.44 (1, T = 11.5 Hz, 2H), 2.34 (s,
3H).
I-E-20 337.1 2.1 "H NMR (500 MHz, DMSO-d6) & 11.19 (s, 1H), 9.51
(dd, J =4.8,2.5 Hz, 1H), 8.91 (dd, J =2.6, 0.5 Hz,
1H), 6.75 (s, 2H), 4.62 (s, 2H), 3.54 (s, 3H), 2.30 (s,
3H).
1-E-21 362.1 274 | 'TH NMR (500 MHz, DMSO-d6) & 10.67 (s, 0H), 9.51
(dd, J = 4.8, 2.5 Hz, OH), 8.92 - 8.80 (m, OH), 3.26 -
3.07 (m, 1H), 2.33 (s, 1H), 2.12 - 1.99 (m, TH).
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I-A-1 +
I-A-2 ++ 1-B-23 ++
I-A-3 ++ 1-B-24 +H
1-A-4 + 1-C-1 -+t
I-A-5 ++ 1I-C-2 +H
I-A-6 + I-C-3 +-
I-A-7 e I-C-4 ++
1-A-8 ++ I-C-5 e
I-A-9 + I-C-6 H
I-A-10 ++ 1I-C-7 e
1-A-11 + I-C-8 H
I1-A-12 + I-C-9 ++
1-A-13 + I-C-10 +++
1-A-14 + 1-C-11 ++
1-A-15 + I-D-1 +++
1-A-16 + I-D-2 H
T1-A-17 + I-D-3 ++
1-A-18 + I-D-4 H
1-A-19 + 1-D-5 ++
1-A-20 + 1-D-6 ++
I1-B-1 ++ I-E-1 +++
I-B-2 ++ I-E-2 ++
1-B-3 ++ I-E-3 +
I-B-4 +t I-E-4 +++
I-B-5 ++ I-E-5 +H
1-B-6 ++ 1-E-6 ++
I-B-7 ++ I-E-7 +++
1-B-8 ++ I-E-8 ++
I-B-9 +t I-E-9 +H
I-B-10 + 1-E-10 et
I-B-11 ++ 1-E-11 +H
I-B-12 ++ 1-E-12 -+
1-B-13 et 1-E-13 I
I-B-14 ++ 1-E-14 -
I-B-15 + 1-E-15 ++
I-B-16 + 1-E-16 +H
1-B-17 — 1-E-17 At
I-B-18 e I-E-18 ++
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I-B-21 + 1-E-21 ++
Oooooo
0Oo0oooooooao
O00oao
0000000000000 0000O0O0O0O0O0D0O0DO0O0oOoOoOOoOoDO0DOoDoDoooOoOan
0000000000000 0000O0O0O0O0O0O0DO0DOo0OoOoOoOOoooDOooooooan
Oo0oo0oo0oo0oo0ooobooo0ooo0oooob0 oo oooob0 oo oooDooboooOooaonan

KimOd OOncogenel D00 O0O00ODODOODDDODOOODDODOODODDOGO OOTAOD Takemura
ooooDoDoOo00ooooooooDoDoDoDo0ooo0oooDoDoDoDoDooooooDooooOoao
gooooOoOOOoOooooooooDbOOoO0oUoUodoooboDbDboDbOoDoDooUooooooDooao

10

20

30

40

50



OoT O0ooooooooooogogogooao
OO0 0D oooooodgooooogogogoao
OT 0o oooooooooogogooao
Oo0o0oooooggooooogogogoao
Oooooooooooooogogooao

Oooooooogogo:B

T Oo0Oogogodg

Oooooooooooaogo
OO0 oooogooooaog
Oooooooooooao
Oooooogooooaog
Oooooooooooao
Oooooogooooaog
Oooooooooooao

O Oooo

I Y o Y

O Oooo

O 0o oo
O Oooo

O Ooogoo

O O0ooo

Ooooooogoggooao
OooooooooQgooao
Oo0ooooogoggooao
OooooooooQgooao
Oooooooggooao
Ooooooooogooao

Oooooooggse

O Oooo

-A-2 -+
I-A-3 ++
[-A-4 ++
-A-5 ++
I-A-6 e
FA-7 | e
[-A-8 A+
I-FA-9 +
1-A-10 +
1-A-11 ot
1-A-12 ++

O 0Oooo

O 0o oo

4

O 0o oo

O Oooo

(120)

O OO

Ooooooooogooao
Oooooooogogogooao
OO0 oooooggogoao
Oooooooogoogooao
OO0 ooDoooggogoao
OoooooogogoQgxT oo
OO0 ooDoooggogoao
OooooooogooQgooao

O Oooo

O 0o oo
O Oooo
O 0o oo
O Oooo

O o0ood

O Oooo

O o0ood
O 0ood

Ooo0ood

O Oooo

JP 2016-512239

T OO0 4dgogoao

Oooooooogoogooao
OO0 ooooggogooao
OooooooogooQgooao
OO0 oooooggogooao
OooooooooQgooao
Oo0oooooggogooao
OooooooooQgooao
Ooooooogogogooao
Ooooooooogooao
Oo0oooooggogooao
OooooooooQgooao

O O oo

O Oooo

[ I =
O O
O O
O O
— O

-A-14 ++
I-A-15 +
[-A-16 +
I-A-17 ++
[-A-18 +
I-A-19 +
[-A-20 +
I-B-1 ++
1-B-2 ++
1-B-3 ++
I-B-4 +++

O
O
O
O
O

2016.4.25

10

20

30



Oooooao
1-B-5 o
1-B-6 +++
1-B-7 e
1-B-8 ++
1-B-9 et
1-B-10 ++
1-B-11 e
1-B-12 A
1-B-13 ++
1-B-14 et
1-B-15 ++
I-B-16 —_
I-B-17 e
I-B-18 —_—
1-B-19 ————
1-B-20 +++
I-B-21 +++
1-B-22 +++
1-B-23 ++
1-B-24 _
I-C-1 ++
I-C-2 ++
-C-3 ++
FC-4 | e
I-C-8 +-+
I-C-6 ++
-C-7 ++
I-C-8 +++
I-C9 ++
Ooo0oooooaoao
Oo0o0oOooooooan
Oooooo
OO0O0O0OO0oo0O0oOoooooao
Oo0oo0oO0ooooooboooa
OO0o0o0O0ooooooooaog
OO0o0O0OO0oo0oooooooao
Oo0ooooooooboooa
OO0o0DoOooooooooag
OO0o00O0oo0oooooooao
OO0O0O0OO0o0O0oOooDoooao
Oo0ooo0ooooooboooa
OO0o00oO0ooooooooaog
0000000 O0oo0oDoooao
Oo0oo0oO0ooooooboooa
Oo0o0ooOooooooooaog
O
Ooo0oooooaoao
Oo0ooOooooooooog
Oooooao
OO0O0O0OO0oo0O0oOoooooao
Oooooooooboooad

OO0 oooooQgoooodg
Ooo0oooT o0goooodg
OO0 ooooo4Qgoooodg

(121)

1-C-10 Foert
I-C-11 ++
I-D-1 +++
I-D-2 +++
I-D-3 +++
I-D-4 ++
I-D-3 ++
I-D-6 e
1-E-1 et
1-E-2 +++
1-E-3 Aot
1-E-4 -
1-E-5 At
1-E-6 ++
1-E-7 +++
1-E-§ oot
1-E-9 4+
I-E-10 ++
I-E-11 ++
I-E-12 ++
1-E-13 4+
1-£-14 ++
I-E-15 +++
I-E-16 At
I1-E-17 —++
I-E-18 et
1-E-19 +++
1-E-28 -+
1-E-21 ++
OO0O0O0O0oo0O0oooooaon
Oo0oo0ooooooonoao
00000 ooooooaon
OO0o0o0O0oo0ooooooaon
Oo0ooooooooonoao
00000 ooooooaon
000000000, 00
OO0O0o0O0oo0ooooooaon
Oo0oo0ooooooonOoao
0O00O0O0OwO000000
0000, 00000000
Oo0oo0ooooooonoao
0OO0o0o0Ooooooooaon
OO0O0O0O0oo0O0oooooaon
Oo0ooooooooonodd

JP 2016-512239 A 2016.4.25

OO0 oo ooo4goooodg
OO0 oooooQgooooodg
OO0 oo ooo4Qgoooodg
oo oooooT®T oooodg
OO0 oo ooogQgoooodg
OO0 oooooOogoooodg
OO0 ooooogoooodg
OO0 oooooOooooodg
OO0 ooooogQgoooodg
OO0 oooooooooodg

O OooQgoBe

OooooggQg

OO0 oooooogooooodg

10

20

30

40

50



OO0 oOoDooodooooogodgogoao
Oooooooooooogooao
Oo0DoDooo4dooooogogogogoao
OooT=Tooo0ooooogoQgooao
T OO0 o0 UoOooDoDoogogo®E og

oo ooogoooo
Ooooogogoao
OoooooQgooao
Ooooogogoao
OoooooQgooao
Ooooogogoao
OoooooOoooao
Ooooogogooao
OoooooOooOooao
Ooooo<T doogooao

Ooooooo0ooooogooao
Oo0DoDooo4dgooooogogogoao
Ooooooo0ooooogogooao
OoDoooo4gogoo*®=ogdgogoao

O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O o0Oooo
O 0Oooo
O 0Oooo
O Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O oOooo
O 0Oooo
O 0Oooo
O 0Ooo
O oOooo
O 0Ooo
O 0Oooo
O 0Ooo
O 0Oooo
O 0Ooo
O oOooo
O 0Ooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O 0Oooo
O oOooo
O 0Oooo

O Ooo0ooo
OO oOooog
O 0Oooo
O Oooo
O 0Oooo

a
O
O
g
u
O
g
a
O
g
a
u
O
g
u
O
g
a
O
O
g
u
O
g
a
O
0
0
U
O
0
U
O
O
0
O
O
0
U
0

O
C
C
O
U
C
O
O
C
O
O
U
O
0
4
O
0
O
O
0
O
4
O

Oo0Oo0o0oo0oo
OoOoo0oo0oogoao

Oo0Ooo0oooo
OO0Oo0oooog
I B
OOooooaog
O0Ooo0oooao
O 0Ooooo

Ooo0ooooogogQgogoo
OO0 oooooggogog
OoooooooQgoogoo
OO0 oooooggogo
OoooooooQgogoo
OO0 oooooggogao
OoooooooQgoogoo
OOo0oooooggogoao
OoooooooQgoogoao
OooooDoo® gooxs

O
O

O

O
O
O
O
O
O

O0Ooo0oooao
OoOooooaog
O0Ooo0oooao
OoOoo0oooaog
O0Ooo0oo0ooao
OoOooooaog
O0Ooo0oooao
OoOoo0oooog
O0Ooo0oo0ooao
OooOoo=T oo

I-B-13 +++
1-C-1 +++
Ooo0o0oo0oon

OoooooOoogooao
Ooooogogooao
OoooooOoogooao
Oooooogogooao
OoooooOooOooao
Oooooogogooao
OooooocOoogooao
OoooooQgogooao
OO0 ooo-gogoao
T OoOo0ooOoQgooo
OOo0*T oo gogoao
OoooooQgooao
Oo0ooo4gogoao
OoooooQgooao
Ooooogogoao
OoooooQgogooao
Ooooogogoao
Ooooooogogooo
Ooooogogoao
OoooooOogooao
Ooooogogooao
Ooooooogooao
Ooooogogooao
OoooooOoogooao

OoooooooQgogoao
OO0 ooooogoggogoo

B T [ B

O 0Oooo

O

(122)

OoOoooo x ogoogogao
OoOo0ooooooogoogoao
Oo0ooooogoggogoao
OoooooooOgoogoao

O
O
O

O0Oo0oo0ooao.o
OoOoo0oooaog
OO0Oo0oooog
OoOooooo
OO0Oo0oooog

O
T

oo ooT o0ogogoo

I I [y
N I I [y
OO0 OoooogogDo

|

O
|
O

-

|

O Ooooo
O OoOooo
O Ooooo
O OoOooo
O Ooooo
O Ooooo
O Ooooo
O OooOooo
O Ooo0ooo
O Ooooo
O Ooo0ooo
O Ooooo
OoT O odgo

O oOoooo

O

O
OO0 OoooogogaDo

oo oooogogoo
O oD oooogogog
oo oooogogo
O oD oooogogog
oo ooooogogoo
OO0 oooogogog
oo oooooQgogo
O o oooT googog
Oooooooogogoo
O oo ooogogog
Ooooooogogo

JP 2016-512239

O d
[ |
Oo =
[ |
O d
[ |
O d

O
O
O
O
O

2016.4.25

goooboooooobooooboooobobboooobbooooobobooooboooooan

10

20

30

40



(123) JP 2016-512239 A 2016.4.25

ooooobobooooooooobbbooooooooobbobobooooooboooDbOoo
ooocooobooboooooooooobobbobooooooooobobobobooooooooobooao
ooocobObooooooooobbbooooooooobObboOooooonn



(124)

gooooooanb

INTERNATIONAL SEARCH REPORT

JP 2016-512239 A 2016.4.25

International application No

PCT/US2013/073471

A CLASSIFICATION OF SUBJEGT MATTER
INV. CQ7D487/04 AB1K31/437
ADD.

A61P35/00

Aocvarding to Intermational Patent Classifioation {(IPC) or to both national olassification and IPC

B. FIELDS SEARCHED

CO7D A61K A61P

Minimum cocumsntation searchaed (classification aystam followed by classification saymbale)

Documentation searched cther than minimum documentation to the extent that such documents are included in the fiskds searched

Electronic data base

EPO-Internal,

WPI Data, CHEM ABS Data

Ited during the intematicnal searsh {name of data base and, where prasticable, search terms used)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

GIBBONS PAUL [US];

p. 1ff;;
claim 1

HANAN EMILY [us]; LIU
WENDY [US) 6 January 2011 (2011-01-06)

Category* | Gitation of dosument, with indication, where appropniate, of the relevant passages Relevant to claim Na.
A WO 2012/178124 Al (VERTEX PHARMA [US]; 1-140
EVERITT SIMON [GB]; MORTIMORE MICHAEL PAUL
[GB]; C) 27 December 2012 (2012-12-27)
claims 1-19
A WO 2011/003065 A2 (GENENTECH INC [US]; 1-140

D Further doocuments are listed inthe oontinuation of Box C.

See patent family annax.

* Special categories of cited documents :

"A" decument defining the general state of the art which is not considered
to be of particular relevancs

"E" earlier application or patent but published on or after tha international
filing date

Lt dooumentwhmh me.ythrow toubts on pnonty olalm(s) or whioh is
cited to h the 1 date of citation ar other

special reason [as apecrhed)

"O" gooument referring to an oral disclosure, use, exhibition or other
means

"P* document published prior to the intemational filing date but later than
the priority date claimed

'T* later dooument published after the intemationalfiling date ar prionty
date and not in confliot with the applioation but cited to understand
the prinoiple or theory underlying the invention

X" document of particu lar relevanca; the claimed invention cannot ba
oonzidered novel or cannct be considered to involve an inventive
step when the document is taken akine

Y* dosument of particu lar relevance; the claimed imvention cannot be
considarad to invelve an inventive atep when the decument ia
oombined with one or more cther such doouments, suoh oombination
baing cbvious to a parsan skilled in the art

'&" dooument member of the same patent family

Date of the actual completicn of the int tional search

30 January 2014

Date of mailing of the intemational search repart

17/02/2014

Name and mailing addreas of the [SA/

Eurcpean Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk

Tel. (+31-70) 340-204Q,

Fax: {(+31-70) 340-3016

Autharized officer

Wolf, Claudia

Form PCTASA210 (second eheet] {(April 2005)




INTERNATIONAL SEARCH REPORT

(125)

Information on patsnt famlly members

JP 2016-512239 A 2016.4.25

International application No

PCT/US2013/073471
Patent document Publication Patent family Publication
cited in search report date member(s) date
WO 2012178124 Al 27-12-2012 US 2013017273 Al 17-01-2013
WO 2012178124 Al 27-12-2012
WO 20110030656 A2  06-01-2011 AU 2010266188 Al 02-02-2012
CA 2767097 Al 06-01-2011
CN 102482284 A 30-05-2012
co 6491081 A2 31-07-2012
CR 20120053 A 21-05-2012
EP 2448941 AZ 09-05-2012
JP 2012532112 A 13-12-2012
KR 20120097473 A 04-09-2012
MA 33502 Bl 01-08-2012
PE 05752012 Al 25-05-2012
RU 2012103487 A 10-08-2013
56 177454 Al 28-02-2012
Us 2012190665 Al 26-07-2012
WO 2011003065 AZ 06-01-2011

Form PCTASA210 {patent family annex) (April 2005)



(126) JP 2016-512239 A 2016.4.25

gooooooaoo

(G1)Int.Cl. oo gooooboooood
oooo 519/00 (2006.01) oooo  33/24 oooo goooo
oooOo 31/519 (2006.01) OooOO0  519/00 oooo goooo
oooo  31/5377  (2006.01) OooO0O0 519/00 oooo goooo
oooo oooo  31/519 oooo goooo
oooo ooOog  31/5377 OOOO goooo

@gnHoooooog  AP(BW,GH,GM,KE,LR,LS,MW,MZ,NA,RW,SD,SL,SZ,TZ,UG, ZM,ZW) ,EA(AM,AZ,,BY ,KG,KZ,RU,TJ, T
M),EP(AL,AT,BE,BG,CH,CY,CZ,DE,DK, EE,ES,FI,FR,GB,CR,HR,HU, IE, IS, IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,RO,R
S,SE,SI,SK,SM, TR) ,0A(BF,BJ,CF,CG,CI,,CM,GA,GN,GQ, GW,KM, ML ,MR,NE, SN, TD, TG) , AE,,AG, AL ,AM, A0, AT ,AU,AZ ,BA,
BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DK,DM,DO,DZ,EC, EE,EG,ES,FI,GB,GD,GE,GH,GM,GT, HN, H
R,HU, 1D, IL, IN, IR, 1S,JP,KE,KG,KN,KP,KR,KZ, LA, LC, LK,LR,LS,LT,LU,LY,MA,MD,ME, MG, MK, MN, MW, MX ,MY ,MZ ,NA,NG
,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW, SA,SC,SD, SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ,
UA,UG,US

(72000 Ooooooogoo
oboooooObooooooooooboboboooooooooooboboOoboooooooooooOooon
gooobOoOoooooooooboboooooooooooo

(72000 0OooOOoooOoooogoodg
ugboobobooooobobboooouoobobbooooobooboooooobobooogooon
gooooboboooooooooboboooooooooooo

(2)000 DO0OO0O0OOoOoOooo
gooobobooooobobobobooooooobooooooobooboooooooobooooooon
goooooOooooooooobooooooooooooono

(72)000 DOOOoOoOooobooooo
gooooboooooboboboboooooooboooooobooooooooooooooooon
ugbobobobooouoobobooaoobobooauooon

(72) 000 OO0OO0O0O0OO0OODOOOOOOb0DO0Ob
ggoooboboooooobobbooooooobobooooooboooboooooobobooooooooon
ugboobobooouoobbooooobobooaoooon

(72) 000 0O0O0O0OOooOoOgooo
goboooboboogooobbooooooboboooooboobooooobobobooooooooo
gobooobooooooboboooooboobooooooon

(72) 000 OoO0OOoooOoooogoo
goooobooooobobobooooooobooboooooobooooooobobobooboooooooon
ggboooboooooobobooooobooboooooon

(72) 000 OoOOoOooogoo
goboobOoOooooooooobobobooooooooobooboboooooooooooobooooa
goboobobooooooboboooooboboboooooon

(72) 000 0Ooooooogoo
goboooObObOoooooooobobobooooooooooobobooooooooooooo0oooa
gooooboooooobboooooboobobooooooon

(72) 000 Oooooooooogoo
oboooooObooooooooooboboboooooooooooboboOoboooooooooooOooon
gooobOoOoooooooooboboooooooooooo

(72000 Oopooooodoo
ugboobobooooobobboooouoobobbooooobooboooooobobooogooon
goooobobOoOoooooooooboboooooooooooo



(127) JP 2016-512239 A 2016.4.25

(72000 Ooooooodgoo
gobooooOobooooooooobobobobooooooooboobooboooooooooooooooa
goboobbooooooooooboboooooooooooo

(72) 000 0OOoOOooDOoooOoooogo
ugboobobooooobobbooouoobobooooobooboooooobobooooooon
gooobooOoOooooooooobooooooooobooooono

(2)00D0 OO0oOoooooooobo
gobooboboooooobobobooooooobooooooooboooooooboobooooooon
goooooOooooooooobooboooooooooooo

(2000 OOOoOoOoooo
gooboobobooooobobobobooooooobbooooooobooooooooooooooon
ugbobobobooouoobobooooobobooaoooon

ODOO0O0O(@O) 4C050 AAO1 BBO5 CCO8 EE03 FFO3 GGO4 HHO2 HHO4

gooo bO0O  4co72 MM02  MMO8  UUOL

OoO0O OO 4C084 AA19 NA14 7B26 ZB262 7C412 ZC752

OO0 OO 4C086 AAOL AAD2 AAO3 AAO4 CBO6 HA12 HA24 HA26 HA28 MAOL

gooo oo MAO2 MAO4 NA14 7ZB26 ZC75

goooooo
gooobobooboooooooboooboobobooooooooooboboooooooooooboboooooooooonooon
ggooobooooobobooboooooooooooooooboooooooboobooooooobooboooooooon
goboobobbooooobobobooouooboboooooobobooooooboboooooobbobooooooon
gooooboobooboooooooboooobobooooooooobobooboooooooooboboOooooooooonooon
gooobobooooobobobboooooooboboooooooobobooooooobooboooooooobbooboooooon
ggboobbooooooboboboooooooboooooooobooaooo



	biblio-graphic-data
	abstract
	claims
	description
	search-report
	overflow

