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0[3,4-d]00000-6-000 ;

N-(1-0 00 -1H-00000-4-00)-1-(83-(00000-1-00)0000)-1H-0000T([

3,4-d]00000-6-000 ;
N-(1-(2,2-0 0 000000)-1H-00000-4-00)-1-(83-000000000)-1H-0
00O0[3,4-d]00000-6-000 ;
N-OOO-3-(4-((1-(3-000000000)1H-0000 [3,4-d]0 0000 -6-00 )0
00)-1H-00O000-1-00)0000000 ;

4-(3-((6-((1-0 00 -1H-0 0000 -4-00)000)-1H-000 O [3,4-d]0 0000 -1-
0O0)IO0O0)IODOO0)IOOOOODO01,1-00000 ;

1-(3-(8-0 00 -3-0 00000 [3.2.1]0000-3-00)0000)-N-(1-00 O -1H-O0
00O00-4-00)-1H-0000[3,4-d]00 000 -6-000 ;

4-(3-((6-((I-0 00 -1H-0 0000 -4-00)000)-1H-000 O [3,4-d]0 0000 -1-
00)IOO0)IO0O00)IOOO0O-3-00 ;
4-GG-((6-((1I-(B-(000D0O00D0)IO0O00)1H-00000-4-00)000)-1H-000
0[3,4-d]00000-1-00)000)0000)00000-3-00 ;
4-3-((6-((1-(2-0000D0000)-1H-00000-4-00)000)-1H-00 0 0 [3,4-d
J00000-1-00)000)I000)I00O00-3-00;

1-(3-(4-((1-(3-0 00000000 )1H-0000[3,4-d]0 0000 -6-00)000)-1
H-0ODODO-1-00)0000)I0000-2-00;
N-(1-(3-((0000D000)00)O0O000-3-00)J00)-1H-00000-4-00)
-1-(3-000000000)1H-0000([3,4-d]0 0000 -6-000 ;

N-(1-(3-(0 0 00000)2-0000000)-1H-00000-4-00)-1-(3-00000
00O00)1H-0000[3,4-d]0 0000 -6-000 ;
1-(0000000)-3-@-((A-(B-000000000)1H-0000[3.4-d]00 000 -
6-00)000)-1H-00000-1-00)0000-2-000 ;

N-(1-(3-0 0 00000)1H-00000-4-00)-1-(3-000000000)-1H-00 O
0[3.4-d]00000-6-000 ;
N-OODODOOO0D0-3-@-((A-(B-000000000)-1H-0000 [3,4-d]0 0000 -6-
00)IODO0)1H-00O0DO0D0-1-00)0000000 ;

1-(3-((6-((1-0 00 -1H-0 0000 -4-00)000)-1H-0000 [3,4-d]0C0C 000 -1-
00)IOO0)IO0O00)IOOO0O-2-00 ;
1-(2,3-00000-5-000000000)-N-(A-000-1H-000 0 0 -4-0 0 )-1H-0
00O0[3,4-d]00000-6-000 ;

1-(2,6-0 0 000-3-000000000)-N-(A-000-1H-0000 0 -4-00 )-1H-O0
00O0[3,4-d]00000-6-000 ;
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2-(4-((1-(2-0000-3-000000000)-1H-0000([3,4-d]0 0000 -6-00)
00O0)1H-00000-1-00)00000 ;

4-(2-0000 -3-(6-((1-0 00-1H-0 0000 -4-00 )00 0 )-1H-0 0 0 O [3,4-d]0
00D00-1-00)000)I000)I0000-3-00;
N-(1-((3-((0000D00)I0O0)I0O0O00-3-00)I00)-1H-00000 -4-00)-1
-(3-000000000)1H-0000([3,4-d]00000-6-000 ;

N-(1-(3-(0 0 0D00O00)O0O00)1H-00000 -4-00)-1-(2,3,6-00 0000 -5-
00O0O0O00O0O00)1H-0000([3,4-d]00000-6-000 ;
N-(1-(3-(0000000)IO0O00)1H-00000-4-00)-1-(2-0000-3-0000
00O000)1H-0000([3,4-d]00000-6-000 ;
2-(4-((1-(2-0000-5-000000000)-1H-0000[3,4-d]0 0000 -6-00)
0O0O0)1H-00000-1-00)00000 ;

2-(4-((1-(2,3,6-0 0 0000-5-000000000)-1H-0000([3,4-d]00000O0-
6-00)000)-1H-00000-1-00)00000 ;

4-(2-0000 -3-((6-((1-(2-0 00 00000)-1H-00000 -4-00 )00 0 )-1H-0
00O0[38,4-d]00000-1-00)000)I000)I0000-3-00;
2-(4-((1-(3-(00000-1-00)0000)-1H-0000 [3,4-d]0 0000 -6-00 )0
00)-1H-00O000-1-00)00000 ;
1-(3-000000000)N-(1-(00000-3-00000)-1H-00000 -4-00 )-1H
-0000[3,4-d]00O000-6-000 ;
1-(3-0000-5-000000000)-N-(1-000-1H-00000 -4-00)-1H-000
0[3.4-d]00O000-6-000 ;
4-GG-((6-((1I-(B-(000D0O00D0)IO0O00)1H-00000-4-00)00 0 )-1H-000
0[3,4-d]00000-1-00)000)-2-00000000)I0000-3-00 ;
2-(4-((1-(3-0000-5-000000000)-1H-0000([3,4-d]00000-6-00)
00O0)1H-00000-1-00)00000 ;

4-(3-0 000 -5-((6-((1-0 00 -1H-0 0000 -4-00 )00 0 )-1H-0 O O O [3,4-d]0
00O00-1-00)000)I000)I0000-3-00;
4-(3,4-00000-5-(6-((I-000-1H-0 0000 -4-00)000)-1H-00 0 O [3.4-
d00000-1-00)000)I000)I0000-3-00;

1-(2-0 000 -3-(6-((I-0 00 -1H-0 0000 -4-00)0 00 )-1H-0 0 0 O [3,4-d]C
00O00-1-00)000)I000)I0000-2-00;

1-(2-0 000 -3-((6-((1-(2-0 0 000000)-1H-000 00 -4-0 0 )00 0 )-1H-0
000[8,4-d]00000-1-00)000)I000)I0O0OO0-2-00;
2-(4-((1-(2,3-00000-5-000000000)-1H-0000 [3.,4-d]0 0000 -6-0
0)JO00)1H-00000-1-00)00000 ;

1-(3-((6-((1-(2-0 00 00000)-1H-0000 0 -4-00 )00 0 )-1H-0 0 O O [3,4-d
J00000-1-00)000)I000)I00O00-2-00;

4-(3-0000 -5-((6-((1-(2-0 000000 0)-1H-00000 -4-00 )00 0 )-1H-0
000[38,4-d]00000-1-00)000)I000)I0000-3-00;

4-(3,4-0 0000 -5-(6-((1-(2-00000000)-1H-00000-4-00)000 )-1H
-0000[3.4d]00000-1-00)000)0000)0000-3-00;
1-(3-000000000)N-(1-(00000-3-00000)-1H-00000 -4-00 )-1H
-0000[3,4-d]00000-6-000 ;

4-(2,4,5-0 00000 -3-(6-((AI-000-1H-00000-4-00)000)-1H-0000 [
3,4-d]00000-1-00)000)0000)I0000-3-00 ;

4-(2,4,5-0 00000 -3-(6-((1-(2-0 0000000)-1H-00000-4-00)000
)-1H-0 000 [3,4-d]00000-1-00)000)0000)I0000-3-00 ;

1-(3-0 000 -5-((6-((1-(2-0 0000000 )-1H-000 00 -4-00 )00 0 )-1H-0
00O0[38,4-d]00000-1-00)000)I000)I00O00-2-00;
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1-(3-0 000 -5-(6-((I-0 00 -1H-0 0000 -4-00)0 00 )-1H-0 00 O [3,4-d]0
00O00-1-00)000)I000)I0O0O00-2-00;

1-(3-(3-0 00 000000-1-00)0000)-N-(1-000 -1H-00 000 -4-0 0 )-1H
-0000[3,4-d]00000-6-000 ;

N-(1-000-1H-00 000 -4-00)-1-(2,3,6-000000-5-(0 0000 -1-00 )0
00O0)1H-0000[3,4-d]0 0000 -6-000 ;

1-(2-0 000 -3-(00000-1-00)0000)-N-(1-000-1H-00 000 -4-00 )-1
H-O0ODOO[3,4-d]00000-6-000 ;
2-(4-((1-(3-0000-5-(3-00000000)I000)-1H-0000 [3,4-d]0 00 O
0-6-00)000)-1H-00000-1-00)-N-000000000 ;

4-(2,4-00000 -3-(6-((I-00O0-1H-00 000 -4-00)000)-1H-00 0 O [3,4-
d00000-1-00)I00)I000)IO00O00-3-00;
4-GG-((6-((1-(B-(000D0O00D0)IO0O00)1H-00000-4-00)00 0 )-1H-000
0[3.4-d]00000-1-00)000)-2,4,5-0000000000)J0000-3-00 ;
1-(3,4-0 0000 -5-(6-((AI-0 00 -1H-0 0000 -4-00 )00 0 )-1H-00 O O [3,4-
d00000-1-00)000)I000)I0000-2-00;

1-(3,4-0 0000 -5-(6-((1-(2-0 000 0000)1H-00000 -4-00 )00 0 )-1H
-0000[3.4d]00000-1-00)000)0000)0000-2-00 ;

4-(2,5-0 0000 -3-(6-((I-000-1H-0 0000 -4-00)000)-1H-00 0 O [3,4-
dl00000-1-00)000)I000)I0000-3-00;

4-(2,5-0 0000 -3-(6-((1-(2-00000000)-1H-00000-4-00)000 )-1H
-0000[3.4d]00000-1-00)000)0000)0000-3-00 ;
4-GG-((6-((1I-(B-(000D0O00D0)IO0O00)1H-00000-4-00)00 0 )-1H-000
0[3,4-d]00000-1-00)000)-2,4-000000000)I0000-3-00
1-(2,4-0 0000 -3-(6-((1-0 00 -1H-0 0000 -4-00 )00 0 )-1H-00 O O [3,4-
d00000-1-00)000)I000)I00O00-2-00;

1-(3-(4-0 00 000000-1-00)0000)-N-(1-000 -1H-00 000 -4-0 0 )-1H
-0000[3.4-d]00000-6-000 ;
2-(4-((1-(2,3-00000-5-(00000-1-00)0000)-1H-00 00 [3,4-d]0 00O
00-6-00)J00)-1H-00000-1-00)00000 ;

(3-0000-5-(6-((1-0 00 -1H-00000-4-00)000 )-1H-0 0 00 [3,4-d]0 O
00O0-1-00)000)I000)000O00)X0O00;

(-0000-5-(6-((1-0 00-1H-00000-4-00)000 )-1H-0 0 00 [3,4-d]0 O
00D0-1-00)000)I00C0)NO0O000-1-00)1000;

N-(IH-O0 00 O00-4-00)-1-(2,3,6-0 0 0000-5-000000000)-1H-0000
[3.4-d]0 0000 -6-000 ;

2-(4-((1-(2,6-0 0 000-3-000000000)-1H-0000 [3,4-d]0 0000 -6-0
0)JO00)-1H-000O0O0-1-00)00000 ;
2-(4-((1-(2-0000-3-(00000-1-00)0000)-1H-0000 [3,4-d]0 0000
-6-00)000)-1H-00000-1-00)00000 ;

4-3-((6-((AH-0 0000 -4-00)000)-1H-000 0 [3,4-d]0 0000 -1-00 )00
0)-5-00000000)I0000-3-00 ;

(-0000-3-(6-((1-(2-0 0000000)-1H-00000 -4-00)000)-1H-00
00[8,4-d]0000C0-1-00)000)0000)CO0000)IO00O;
1-(2,3-00000-5-(00000-1-00)J000)-N-(A-000-1H-000 0 0 -4-0
0)-1H-0 00 O0[3,4-dJ00000-6-000 ;
(2-0000-3-(6-((1-000-1H-00000-4-00)000 )-1H-0 0 00 [3,4-d]0 O
00D0-1-00)000)I000)000O00)XO0O00;

4-(3-((6-((1-0 00 -1H-0 0000 -4-00)000)-1H-000 0 [3,4-d]0 0000 -1-
00)IOO0)IOOO)IOOOO-3-000 ;
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1-(3-(2-0 00 -6-0 0000 [3.310000-6-00)0000)-N-(A-000-1H-00 O
00-4-00)-1H-0000[3,4-d]0 0000 -6-000 ;

1-3-0000-5-2-0 00 -6-00

000[3.3]0000-6-00)0000)-N-(1-00 O

-IH-0 0000 -4-00)-1H-0000[3.,4-d]0 0000 -6-000 ;

1-(2-0 000 -3-(2-000-6-00000[3.3]J0000-6-00)0000)-N-(1-00 0O
-lH-0 0000 -4-00)-1H-0000[3,4-d]00 000 -6-000 ;
1-(3-0000-5-(00000-1-00)J000)-N-(1-000-1H-00000 -4-00 )-1
H-O0ODOO[3,4-d]00000-6-000 ;
2-(4-((1-(3-0000-5-(00000-1-00)J000)-1H-0000 [3,4-d]0 0000
-6-00)000)-1H-0000O0-1-00)00000 ;

N-(l1-(00D000-3-00000)-1H-00000 -4-00 )-1-(2,3,6-000 000 -5-0
000000O00)1H-0000([38,4-d]0 0000 -6-000 ;

1-(2,5-0 0 000-3-(00000-1-00)J000)-N-(A-000-1H-000 0 0 -4-0
0)-1H-0 00O [3,4-dJ00000-6-000 ;
2-(4-((1-(2,5-0 0 000-3-(00000-1-00)0000)-1H-00 00 [3.4-d]0 00O

OoDO-6e-00)000O0)-1H-O00O0O0D-1-00)H0DO00O0D0OO

4-(B3-((6-((AI-(3-(00D0D0D0D00)-2-00000000)-1H-00000-4-00)000
)-1H-0 000 [3,4-d]00000-1-00)I00)-5-00000000)I0000-3-0

O

(3,4-00000 -5-((6-((I-0 00 -1H-00 000 -4-00)00 0 )-1H-0 0 0 O [3,4-d]
00D000-1-00)000)0000)@0000)000 ;

4-(3-0000 -5-((6-((1-(3-(000O0D00)IODDOO0)1H-00000-4-00)000)-
1H-0 0 00[3,4-d]00000-1-00)000)0000)00000-3-00 ;
N-(1-000-1H-0 0000 -4-00)-1-(B-(4-(00000000)I0000-1-00)0
00O0)1H-0000([3.4-d]00000-6-000 ;
4-(3-0000-5-((6-((1-(00000-3-00000)-1H-00000-4-00)000)-1
H-0ODODO[3,4-d]00000-1-00)000)0000)IO0000-3-00 ;
4-(3-0000 -5-((6-((1-(00000-4-00)-1H-00000 -4-00)0 00 )-1H-00
00[8.,4-d]00000-1-00)000)0000)I0000-3-00 ;
1-(2-000-3-000000000)-N-(1-000-1H-00000-4-00)-1H-0000 [

3,4-d]j0 0000 -6-000 ;

1-(3-(2-0 00 -6-0 0000 [3.410000-6-00)0000)-N-(A-000-1H-00 0O

O0-4-00)-1H-0D0O0D0[E8,4-d]JOO0OCDO-=-6-000

4-(3-0 000 -5-(6-((A-((-0 00 00000-3-00)I00)-1H-00000 -4-00
I OO)-1H-0O0OO0([3,4-d]00000-1-00)000)0000)I0000-3-00;
N-OODOOO0D0-2-(4-((A-(B-0000-5-(3-00000000)IJ000)-1H-00 0
0[3,4-d]00000-6-00)100)-1H-00000-1-00)0000000000 ;
3-(4-((1-(3-0000-5-(3-00000000)I000)-1H-0000 [3,4-d]0 00 O
0-6-00)000)-1H-00000-1-00)I0000000 ;
1-(3-((6-((1-0 00 -1H-0 0000 -4-00)000)-1H-0000 [3,4-d]0 0000 -1-
00)IODO0)IODOO0)IODOO0O-4-00 ;
4-(3-0000 -5-((6-((1-(2-0 00 -2-(00000-1-00)000)-1H-00000 -4-
0)0O00)-1H-0000[3,4-d]00000-1-00)000)IJ000)I0000O0-3-0

0000(,4,5-000000-3-(6-(A-000-1H-0000 0 -4-00 )00 0 )-1H-

0000(,4,5-000000-3-(6-((1-(2-00000000)-14-00000 -4-0
YIODO)-1H-0O0OOO[3,4-d]00000-1-00)000)I000)IO00O;
(S)-N-(1-0 00 -1H-00000-4-00)-1-(3-(3-00000000)0000)-1H-00

OD0[E8.4-dUOD0O0-6-000 ;

O
O
0
0000[3,4-d]00000-1-00)000)d000)1000 ;
O
O
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(R)-N-(1-0 00 -1H-00 000 -4-00)-1-(3-(3-00000000)J000)-1H-00
00 [3,4-d]00000-6-000 ;
N-(1-000-1H-00000-4-00)-1-(3-(00000-3-00000)000 0 )-1H-0
[3.4-d]00000-6-000 ; 00O
000000000000 000000000O0O0
000
10450 0000000000000000C0000000000000000
0000000100000 000000000000000000000
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6.58 (d, 1H), 6.36 (bs, 1H), 5.51 (s, 2H), 4.24 (d, 1H), 3.88 — 3.75 (m, 5H), 3.60 (dt, , 2H),
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'H NMR (ds-DMSO)

§9.83 (brs, 1H), 8.91 (s, 1H), 8.08 — 7.98 (m, 2H), 7.59 (s, 1H), 7.15 (t, 1H), 7.03 (s, 1H),
6.84 (dd, J=8.2, 2.1 Hz, 1H), 6.69 (d, J = 6.1 Hz, 1H), 5.49 (s, 2H), 3.84 (s, 3H), 3.72 - 3.63
(m, 4H), 3.07 — 2.95 (m, 4H); LC-MS 4 B, (ES+) 391.0, RT = 7.44min.
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(s, 1H), 7.91 (s, 1H), 7.52 (s, 1H), 7.46 (t, 1H), 6.68 (d, 1H), 6.28 (br s, 1H), 5.46 (s, 2H), 3.78

(s, 3H), 3.62 (t, 4H), 3.35 (t, 4H); LC-MS #1 B, (ES+) 392.0, RT = 6.84min.
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'H NMR (ds-DMSO) & 9.83 (s,

1H), 8.91 (s, 1H), 8.08 — 8.00 (m, 2H), 7.62 (s, 1H), 7.19 — 7.10 (m, 1H), 7.00 (s, 1H), 6.84
(m, 1H), 6.75 — 6.65 (m, 1H), 5.49 (s, 2H), 4.10 (t, J = 6.9 Hz, 2H), 3.70 — 3.64 (m, 4H), 3.04
~2.98 (m, 4H), 2.17 (t, J= 7.0 Hz, 2H), 2.11 (s, 6H), 1.92 — 1.82 (m, 2H); LC-MS F##B,

(ES+) 4622, RT =521min.
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'H NMR (d¢-DMSO0) & 9.82 (s, 1H), 8.90 (s,

1H), 8.10 (s, 1H), 8.03 (s, 1H), 7.63 (s, 1H), 7.20 — 7.09 (m, 1H), 7.00 (s, 1H), 6.83 (dd, J =
82,2.0 Hz, 1H), 6.71 (s, 1H), 5.46 (s, 2H), 4.89 (t, /= 5.3 Hz, 1H), 4.13 (1, J= 5.7 Hz, 2H),
3.73 (q, J = 5.6 Hz, 2H), 3.70 — 3.64 (m, 4H), 3.07 — 2.97 (m, 4H); LC-MS % B, (ES+)

4212, RT =6.73min.

OoooQoO

0006

G-((6-((1-0 00 -1H-00000-4-00)000)-1H-00 00 [3,4-d]0 0000 -1-0
0)O0O0O)I O D[])(D Ooooo)OOO

ey

o
N
(L

00 (i)

oi1-(oooooo)-3-ObOoooooooobbDbooOobbbO0O01-B-0D0O0O00O000O0)-N
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O
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O000-6-000 (54mgd O0.13mmoDHO O OO OO O O (1-4mgl 0.050 O )O Xantphos(7.2mg
go.100)oOoooDOooOoDODO@oeMg 40 OHOODODDODODODDOODODODODODODDODOO
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Oooo

'H NMR (ds-DMSO) & 9.87 (s, 1H), 8.93 (s, 1H), 8.07 (s, 1H), 8.01 (s, 1H), 7.54 (s,
1H), 7.46 — 7.36 (m, 2H), 7.35 — 7.25 (m, 2H), 5.62 (s, 2H), 3.82 (s, 3H), 3.68 — 3.08 (m, 8H);

LC-MS ## B, (ES+) 4192, RT = 6.42min.
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N NJ\H S

N’»
4
'H NMR (ds-DMSO) & 9.83 (s, 1H), 8.92 (s, 1H), 8.05 (s, 1H), 8.00 (s, 1H), 7.56 (s, 1H), 7.31
—7.22 (m, 2H), 7.22 - 7.14 (m, 2H), 5.55 (s, 2H), 3.83 (s, 3H), 3.50 — 3.44 (m, 4H), 3.39 (s,

2H), 2.30-2.21 (m, 4H); LC-MS ##: B, (ES+) 405.2, RT = 4.52min.
Ooo0o0o0ooOoao

0oos
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‘N N/J\H \

O
'H NMR (d¢-DMSO) 6 9.89 — 9.73 (m, 1H), 8.90 (s, 1H), 8.12 — 7.99 (m, 2H), 7.58 (s, 1H),
7.16 — 7.06 (m, 1H), 7.00 (s, 1H), 6.83 — 6.75 (m, 1H), 6.69 — 6.57 (m, 1H), 5.47 (s, 2H), 3.84

(s, 3H), 3.09 — 2.99 (m, 4H), 1.59 — 1.42 (m, 6H); LC-MS 5B, (ES+) 389.2, RT =
5.67min.
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00 (i)

0 ACN/O (1:10 2mL)0 0 1-(3-0 000000 )-N-(1-0 00 -1H-0 0 0 0 O -4-0 0 )-1H-
00O00([3,4-d]0 0000 -6-000 (50mgd 0.12mmol)0 3,6-0 0 0 O -2H-0 O O -4-0
000000000000 @9mgD1.200)0 0000000 (31Imgd2.500)00000
(0000000000 )-000000000000001)-beMd O (5mgd 0.050 O )O

0000001300030 0000000000000000000000000000¢0
0000000000000 00000000000DMOOODOO0O0OD0OO0O0DO0O0O
0000000000000 000000001-(3-(3,6-0000 -2H-00 0 -4-0 0 )0
O0O0)N-(Q-000-1H-00000 -4-00)-1H-000 0 [3,4-d]0 0000 -6-00 O
0000

00 (i)

01-(3-(3,6-0 000 -2H-0 00 -4-00)0000)N-(A-00 0 -1H-00 00 O -4-0 O

)-1H-O0 000 [8,4-d]O 000D -6-00000DOD0OOO@GmMLIODODDOOOODDDOOO
gobobodoodoooob o000 b o000 oooDob oo ooooOobo
0o0oooo0ooDoDoOo0oooDoooooDoDOooooDoOdHPLCODDOOODDOOO (13mg
O032u molO 20000 000 38%O O OO

'H NMR (de-DMSO) & 9.84 (s, 1H), 8.91 (s, 1H), 8.11 — 8.02 (m, 2H), 7.58 (s, 1H),

731 - 7.22 (m, 2H), 7.19 — 7.14 (m, 1H), 7.13 — 7.07 (m, 1H), 5.54 (s, 2H), 3.94 — 3.86 (m,
2H), 3.85 (s, 3H), 3.44 — 3.35 (m, 2H), 2.75 — 2.65 (m, 1H), 1.66 — 1.54 (m, 4H); LC-MS
1 B, (ES+) 390.2, RT = 8.40min.

0Doo0Oooo

00010

N-(1-000-1H-00000-4-00)-1-(3-4-00000000-1-00)00 00 )-1H-
00O00([3,4-d]00000-6-000
ON-00D00D0O000O0O0D0(GIIODDODDDDNDD200000000000000000
000

L -

»

'H NMR (ds-DMSO) § 9.84 (s, 1H), 8.91 (s, 1H), 8.07 (s, 1H), 8.04 (s, 1H), 7.59 (s, 1H), 7.16
—7.09 (m, 1H), 7.03 (s, 1H), 6.85 — 6.79 (m, 1H), 6.69 — 6.61 (m, 1H), 5.48 (s, 2H), 3.84 (s,
3H), 3.08 — 3.00 (m, 4H), 2.43 — 2.34 (m, 4H), 2.19 (s, 3H); LC-MS 5 B, (ES+) 404.2,
RT = 5.00min.
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(2-000-3-000000000)J10000 (0.468g0 2.26mmol)0 O O DCM(14mL)0

O
OO0O0000.e69m04.82mmoDH)0 000 00OD0DOCOOODDODDODOOODODDODOODOOO
00000004150 3.62mmoDH00 00000 00ODDOOOODODOOODDOOOO
DCM5mL) 0 0 0 0D 000 omL) D 00D oDoDoOoobeMmzomb) D00 0DoDoooooODOO
OO0ONa,SO,0 0000000 DOOOCODOOOCO0DO0ODO0OD4-GB-(OoboOooo)-2-0000
O0O00)H)DODDOOODODOO.5g0d00098OO00O0OOO0

O (iii)

4-3-(0ODoDoOooO)-2-0000D0O00ODYI0OODDODDOOG-000-1H-00 0O [3,4-
d0 0000000000 O0D@OUiND)I0D00D0ONDO0DO4-(3-((6-000-1H-00 O
0[8,4-d]j0UD0D0O0OO0-1-00)HN00D0)-2-0000000)Y)IODODOOOODOI1I-00 0 -1H-
0o0ooo0-4-0000000000D@ONDOCOCODOO0ODDODDOOODDODOOORDN

'H NMR (de-

7% h) 6 8.86 (s and br s, 2H), 8.11 (s, 1H), 7.95 (s, 1H), 7.61 (s, 1H), 7.11 (t, 1H), 7.02 (d,
1H), 6.88 (bs, 1H), 5.57 (s, 2H), 3.85 (s, 3H), 3.78 (t, 4H), 2.82 (m, 4H), 2.44 (s, 3H). LC-MS
i B, (ES+) 405.2, RT = 8.33min.

Oooooooogogoooao

oooooo
00012

N-OODO-2-(4-((I-(3-0 00000000 )-1H-0000[3,4-d]00 000 -6-0 0 )0
00)-1H-00000-1-00)I00000

Q /
/ = N “'N\ N
N N41\H \\

»

00 (i)
0@G-000000000)I00000000000E@O4i)I0003-000000
0000000000000 O00000

00 (i)
02-000-N-0000000000000000A000OD02-(4-000-1H-00000 -
1-00)000000000000
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(52) JP 2013-534233 A 2013.9.2

00 (i)

03-000000D0D0D00o0DoDODDoD0o0oo0booDoOooe-000-1H-00 00O [3,4-d]O0O O
0o0o0o0Do0o0ooobp@Ooi)ooDoDooo2-@G-000-1H-ODDOO00O0O0-1-00)H)O000
0o0o0ooo0oooDob@oOoDODO0DO0o0DoDoDOoOooOooDoDoOoOooOonao

'H NMR (dg-DMSO) & 9.88 (s, 1H), 8.91 (s,

1H), 8.15 (s, 1H), 8.04 (s, 1H), 7.92 — 7.85 (m, 1H), 7.66 (s, 1H), 7.15 (t, J = 7.9 Hz, 1H),
7.01 (s, 1H), 6.86 — 6.79 (m, 1H), 6.76 — 6.66 (m, 1H), 5.48 (s, 2H), 4.77 (s, 2H), 3.72 - 3.63
(m, 4H), 3.06 — 2.97 (m, 4H), 2.62 (d, J = 4.6 Hz, 3H); LC-MS 5 B, (ES+) 4482, RT =

6.63min.

Ooo00o0ooOoao

00013

0001-B-((6-((1-0 00 -1H-0 0000 -4-00)000)-1H-00 0 0 [3,4-d]0 O O
00-1-00)H)000)H)oDODODO)HYODODOODOD-3-00000000O3

0000000 ooD-3-00000o0Do0DU0o0oo0b@GDobobbo0oooobo2wWOO0DO0oO0Oo0OO
oooooooo0oooao

N N/J\H N

N
o
QL
0O
'H NMR (CD,Cl,) & 8.78 (s, 1H), 7.92 — 7.87 (m, 2H), 7.55 (s, 1H), 7.32 (s, 1H), 7.18 (t, J =
7.9 Hz, 1H), 6.97 (s, 1H), 6.90 — 6.82 (m, 1H), 6.80 — 6.72 (m, 1H), 5.47 (s, 2H), 4.11 (q, J =
7.1 Hz, 2H), 3.86 (s, 3H), 3.67 — 3.59 (m, 1H), 3.44 — 3.35 (m, 1H), 3.03 — 2.94 (m, 1H),

2.84-2.72 (m, 1H), 2.61 (s, 1H), 1.96 (s, 1H), 1.75 (s, 1H), 1.63 (s, 2H), 1.23 (t, J = 7.1 Hz,

3H); LC-MS ##: B, (ES+) 461.2, RT = 8.95min.

000000

00014

3-(U-((A-(-000000000)1H-0000 [3,4-d]0 0000 -6-00)000)-1H-
000O00-1-00)0000000
03-0000000000000@GIDI0OO0DDDNONDNDN40000N0NONONONOoooan
00000

NH,

% SN =N
(L%
H

»

10

20

30

50
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'H NMR (d6-DMSO0) & 9.83 (s, 1H), 8.90 (s, 1H), 8.13 — 8.00 (m, 2H), 7.62 (s, 1H), 7.41 (s,
1H), 7.16 (t, J = 7.9 Hz, 1H), 7.04 (s, 1H), 6.89 (s, 1H), 6.86 — 6.79 (m, 1H), 6.72 (s, 1H),
5.49 (s, 2H), 4.30 (t, J = 6.8 Hz, 2H), 3.72 — 3.63 (m, 4H), 3.06 — 2.98 (m, 4H), 2.61 (t, J =
6.9 Hz, 2H); LC-MS B, (ES+) 448.1, RT = 6.41min.

OooooQ0O
00015

1-(2-0000-5-000000000)-N-(1-000-1H-000 00 -4-00 )-1H-0 0 O
0[3,4-d]00000-6-000

NN =N
N N/)\ L/N—‘

0-2-0000000000000 (500mg0 3.5mmol)d 0 00 O (12mL)0 O O DIE
A(DO0)I0O02-0000000000@.500)I00000009001800000
0000000000000 0EtOACOH,00 00 0000000000000 0 (NayS0,)
00000000000 000000000O00000000000C@O00O0O0 :EtOA
c)000002@-0000-5-000000000)I0000 (550mg0 74%)0 00000
oooooo

00 (i)
O0DO0OFOOD0D02Q-0000-5-000000000)I0000004-GB-(CO0000
0)-4-00000000)I00000000000

00 (iii)

04-(3-(00D0D000)4-00000000)I00000000000DC00 §i)I00
00000000 O0000000

'H NMR (CDCls) § 8.77 (s, 1H), 8.03 (s, 1H),
7.93 (s, 1H), 7.56 (s, 1H), 7.16 (br s, 1H), 7.00 (t, 1H), 6.76-6.86 (m, 2H), 5.57 (s, 2H), 3.94

(s, 3H), 3.77 (t, 4H), 2.98 (t, 4H); LC-MS ¥ B, (ES+) 409, RT = 7.67min.

oooooo

000 16
N,N-ODODOO-3-(4-((AI-(3-000000000)-1H-0000([3,4-d]00000-6-00
IOO)-1H-0O0O0OO0OO-1-00)0000000
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(54) JP 2013-534233 A 2013.9.2

00 (i)
03-00000-N,N-000000000000000000G00003-(4-000 -1H-
000O0O0-1-00)-N,N-00000000000000000

00 (i)
0@G-000000000)I0O0000000000E@OiNDOOONONS3-000000
0000000000000 00000

00 (i)

03-0000000000000000000006-000-1H-00 00 [3,4-d]0 00
000000000D@OiIIODO0N0D0DNS3-@-000-1H-00000-1-00 )-N,N-
0000000000000 00000DOO0ONDIODDDO0O0N0ONODONDODODONOGO

'H NMR (dg-DMSO) &

9.83 (s, 1H), 8.90 (s, 1H), 8.17 (s, 1H), 8.03 (s, 1H), 7.60 (s, 1H), 7.18 — 7.11 (m, 1H), 7.06 (s,
1H), 6.87 — 6.79 (m, 1H), 6.77 — 6.68 (m, 1H), 5.49 (s, 2H), 4.32 (t, J = 6.8 Hz, 2H), 3.70 —
3.63 (m, 4H), 3.05 — 2.98 (m, 4H), 2.89 (s, 3H), 2.84 (t, /= 6.9 Hz, 2H), 2.80 (s, 3H); LC-MS

F5 B, (ES+) 476.2, RT = 7.15min.

ooooon

ooz
N-(1-000-1H-00OD0O00O0-4-00)-1-(2,3,6-000000-5-00000000O0O0)-1H
-00o0D[8,4-dJ00O0DDO-6-000

L -
N N/)\N N
F H

F

n

o'\
\\\/Z

00 (i)
03-000-2,5,6-00000000000000000HIOOO(-000-2,5,6-00
0000000 O0)IOODODODOOOOOO

00 (i)

0(@-000-2,5,6-0000000000)00000 (200mgd 1-1mmol)0 DMF(3mL)D O
ODIEA(L.6mML)0 0 02-0 000000000 (G0O0)I0000000S8000 180000
0000000000000 OEtOACcO D000 OH,00000ONH,CI (OO O0)I D000
000000000 ay,S0,) 000 000000000000000000000000
O000(@ODO0O00:Et0AC)0 000D (2,3,6-000000-5-000000000)
00000 (110mgd 48%)0 O O O

00 (iii)
O0DO0DFOOOD0D0(.,3,6-000000-5-000000000)I0000004-G-(C
00000)-2,4,5-0000000000)00000000000

00 (iv)
04-(3-(C00000)-2,4,5-0000000000)I00000000000DDOI

DO 00D0DO000DD0ODD0ODO0OO00DD0OD0ODOO0a0n
'H NMR (CDCls) § 8.70 (s, 1H), 8.00 (s,

1H), 7.86 (s, 1H), 7.57 (s, 1H), 6.70-6.77 (m, 1H), 5.57 (s, 2H), 3.90 (s, 3H), 3.78 (t, 4H),
2.95 (t, 4H); LC-MS #: B, (ES+) 445, RT = 8.28min.
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Dooo0QoO

000 18

3-(4-((I-(3-0 00000000 )-1H-0000([3,4-d]00000 -6-00)000)-1H-
Oo0000-1-00)0000-1-000
03-0000000-1-000000(@GiHDD0OO0D0000NsN0000N0NoNoooonnoan
000000

7 =N

OH

®

'H NMR (de-DMSO) & 9.82 (s, 1H), 8.90 (s, 1H), 8.10 — 7.99 (m, 2H), 7.62 (s, 1H), 7.18 —
7.09 (m, 1H), 6.99 (s, 1H), 6.85 — 6.81 (m, 1H), 6.75 — 6.68 (m, 1H), 5.47 (s, 2H), 4.57 (1,
1H), 4.14 (t, J = 7.0 Hz, 2H), 3.71 - 3.62 (m, 4H), 3.41 (dd, 2H), 3.05 — 2.96 (m, 4H), 1.95 —
1.85 (m, 2H); LC-MS #1 B, (ES+) 435.2, RT = 6.84min.

000000

00019

1-(3-(4,4-0 00 0000000-1-00)0000)N-(1-000-1H-000 0 0 -4-0 O
)-1H-0 000 [3,4-d]0 0000 -6-000
04,4-0000000000000C@GIHNDOOO0O0D000020000000000000
Oooo0QoO0

O 2

4;:i7
FF
'H NMR (CD,Cl,) & 8.68 (s, 1H), 7.84 (s, 1H), 7.78 (s, 1H), 7.52 (s, 2H), 7.16 — 7.04 (m, 1H),

6.89 (s, 1H), 6.81 — 6.68 (m, 2H), 5.39 (s, 2H), 3.79 (s, 3H), 3.26 — 3.12 (m, 4H), 2.02 — 1.85

(m, 4H); LC-MS 5 B, (ES+) 425.1, RT = 9.06min.
gooooao

00020
3-(A-((I-(3-0 00000000 )1H-0000[3,4-d]00000 -6-00)000)-1H-
00000-1-00)-1-(00000-1-00)0000-1-00
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~N N /N\
NN | Nﬁi\N/L;/N§~/F_‘%
H
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O O Y o O o

OoooooooooogQgoao

Ooooo
00 (i)

(56)

JP 2013-534233 A 2013.9.2

O00-1H-0 00 00 (0.5090 4. 4mmo)ODMFGML)O0 0 000 OCOOOO-3-000
O0O00@.72nLO0 1.500H000000000.929g0 1.500)H)0000000
gsoooO3aqwoooOobOboOoOooobpeMOOooooooobDboobeMvobObOOOOgd
oooDbOoOO0o0OoooooooobDbooooooooobboooog GnmLood
ooo@EoDooco)H)y@4amlo3ooH)oogoooo3oogooooooooooao
oooooos3-¢@¢-0oo0-H-00DO0OD0-1-00H)0DOOODOOODODODODOODO

O0-1H-00000-1-00)H00000 (4-4mmol)ODMF 5SMLO 0000 00O O
00000 @.2mLO01.500)H)000000 (0.6e6mLO 1.500 H)01-0000000
O00D0O@.%090 1.500)H)000ON-B-C0000O0DOODOO)-N-ODO0DODOO
O@.27g01.500)H)000000001y0000O00oo0bOobooobpOoooDooao
oobpcMoooooOOODOO0ODOoOoooooobObobOooooooooobbboooos
oo0-1H-0O0ooo-1-00)-1-(O0O0O0O0-1-00)>DOOO-1-0D0DODO0O00O00O00

o3-¢-0oooo-H-0ODDODOO0-1-0DOH)Y-1-(ODODOO0O0-1-0DO)HODDODO-1-00 (4-4mmol
ybooooosmOOOOoOooOOOoODOODODOOODODODUODODOOODODODODODDODDOO
ugogobobooooobooooboooobobbooobboooobboooobbooooonan
ocoooooobos-@-000-H-ODO0DODDO0D-1-0D0)-1-(COODO0-1-0DDO0)HYOODOO -

1-0 00000000000
00 (iv)

000 (iii)03-@-000-1H-00000-1-00)-1-(00000-1-00)000 0 -1-
000000000 04QO0i000§INDO0O0000DON0NONDNDDODOOOOOO

'H NMR (de-

DMSO) § 9.82 (s, 1H), 8.90 (s, 1H), 8.18 (s, 1H), 8.03 (s, 1H), 7.60 (s, 1H), 7.18 — 7.12 (m,
1H), 7.06 (s, 1H), 6.83 (dd, J = 8.2, 2.0 Hz, 1H), 6.77 — 6.70 (m, 1H), 5.49 (s, 2H), 4.33 (t, /=
6.8 Hz, 2H), 3.75 — 3.61 (m, SH), 3.43 — 3.36 (m, 2H), 3.08 — 2.96 (m, SH), 2.84 (t, J = 6.9
Hz, 2H), 1.59 — 1.48 (m, 2H), 1.45 — 1.32 (m, 4H); LC-MS ## B, (ES+) 516.2, RT =

8 22min.
gooo0O0oao

ooo21

1-2-0000~-3-000000000)-N-(1-O0O0-1H-0000D0 -4-00)-1H-0D0 O

0[3,4-d]00000-6-000
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0-2-00000000 (500mg0 3.1mmol)0 DMF(10mL)O O O DIEA(4.5mL)0 O O 2
-00000O0000O0(GIOo)YI0O0DOoODO0OoosN 0180 0000000000000
O0DO0DO0OEtOACD D DO OOONH,CI(ODDO)IO0D0O00000000000 (NaySo,)d O
000000000000 000000000000000O00(C@OO00O0O :Et0Ac)D
00O002-(2-0000000)0002-0000-3-00000000000 (450mgd 38%
Y IOoOoOoOoooooood

00 (i)

02-(2-0000000)I002-0000-3-00000000000 (450mgd 1.2mmol)
OTHFGMLO 000000000000 (@.500)000000000001800000
O0O0O0OOOOONHCI(0ODO)I 00000000000 0EtOACI 000000000
000O0May,S0,)0 0000000000000 00000000000000000(
O0O0O0D0D0:Et0AC)0 0000 (@-0000-3-000000000)I00000000
00 (i)
O0O0OFOO0OO0OOO0(-0000-3-000000000)I0000004-GB-(CO0000
0D)-2-00000000)I000000000O0

00 (iv)
04-(3-(00D0000)2-00000000)I0000000000O0D@OdiI)IC0DO
0000000000 O0O00O00

'H NMR (d4-2A#/—1) § 8.86 (s, 1H), 8.10

(s, 1H), 8.00 (s, 1H), 7.65 (s, 1H), 6.97-7.07 (m, 2H), 6.87 (br t, 1H), 5.63 (s, 2H), 3.92 (s,
3H), 3.84 (t, 4H), 3.06 (t, 4H); LC-MS K1k B, (ES+) 409, RT = 7.92min.

oooooao

0oodg22
N-(1-000-1H-00000-4-00)-1-(3-(00000-1-00)1000)-1H-0000D0T[
3,4-d]J00000O-6-000

N7 I\JN\ '—N‘N
. P ey _—
NTSNTN
H
ZT,N
)
H
00 (i)

Otert-0 00 -4-(3-(000000000)IO000)IO0O000-1-0000000C0O (O.
20g0 0.60mmol)0 THF(AML)O OO DD O0O0O00O0O0O0D0D0O0O0 (0.10g0 7.50 0 )0 30 O
0000000000000 0004800000000000000000000000¢0
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oooo0ooooooobpeMOOO0OOOOoOOOOoOOoOOoOODOoOOoODOoDOoOooOooOooboooooaonao
Od0O0Dtert-0004-GB-(OO0D0DDDODOOHDODOODOYY ODDOO-1-O0ODDOOO
(0.16mgd 0.54mmold 90%)0 O O O

O (i)

tert-0 0 04-GB-(CO0OO0ODOOOHDHODOODO)YY ODDOO-1-O0OODDODOOOODODOAO
OOODE@OiDIOOO0tert-000 -4-GB-((UOUO0OO0OO0OO0OO)IDDO)IOO)DDO
OH)YooooDb-1-000000000000O0Oa0

O (i)

tert-0 0 04-(3-(((UUO0O0O0OO0ODO)IODO)IOO)IODOO)IODODODO-1-000
Oo0oooDDoDoooboDobODoO0dtert-000 4-CB3-((6-(1-ODO0O0-1H-ODDODDOO-4
-00)000)-1H-000D0[3,4-d]J00000-1-00)I00)000)I000OO-1-
goooooooooooodd

00 (iv)

Otert-0 00 -4-(B-((6-((1-0 0 0-1H-0 0 D000 -4-00)000)-1H-0 00 O [3,4-d
J00000-1-00)000)00D00)IODOOD-1-00000000 (1-10g0 2.25mmol
YO OOOOTFA/DCM(1:20 12mL)0 10000000 O0DDODOOOODODOOOHPLCO O OO
000000 03mgd 0.26mmol0 20 00 00O 0O O 12%)0 0O 0O O

'H NMR (de-

DMSO) & 9.83 (s, 1H), 8.90 (s, 1H), 8.08 (s, 1H), 8.04 (s, 1H), 7.58 (s, 1H), 7.18 — 7.06 (m,
1H), 7.00 (s, 1H), 6.84 — 6.75 (m, 1H), 6.73 — 6.58 (m, 1H), 5.48 (s, 2H), 3.84 (s, 3H), 2.99 —
2.91 (m, 4H), 2.79 — 2.71 (m, 4H), 2.22 (br s, 1H); LC-MS ## B, (ES+) 390.1, RT =

oo oooooogoQgog

4.93min.

0Doo0Oooo

00023

N-(1-(2,2-0 0 000000)-1H-00000-4-00)-1-(3-0000000 00 )-1H-0
00O0[3.4-d]0 0000 -6-000
0D2,2-00000000000000000@GND0DO0O0DODOODONDOOODOOOOODOOS
000000000000 O00D0O00O0O

\ N
N N//J\NL/ ’\F/
H

»

'"H NMR (d¢-DMSO) 8 9.90 (s, 1H), 8.92 (s, 1H), 8.21 (s, 1H), 8.05 (s, 1H), 7.70 (s, 1H), 7.21
—7.07 (m, 1H), 7.00 (s, 1H), 6.83 (dd, /= 8.2, 2.0 Hz, 1H), 6.72 (s, 1H), 6.34 (tt, J = 55.1, 3.8
Hz, 1H), 5.49 (s, 2H), 4.62 (td, J = 15.0, 3.8 Hz, 2H), 3.76 — 3.60 (m, 4H), 3.09 — 2.93 (m,
4H), LC-MS }#: B, (ES+) 441.2, RT = 8.22min.

OoooQoO

00024

N-OODO-3-(4-((I-(3-0 00000000 )-1H-0000[3,4-d]00 000 -6-0 0 )0
00)-1H-00O0O0D0-1-00)0000000
03-000-N-0000000000000(@GiIO0D00DN0N0NONDsS00N0Noooonon
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goooooooan

/S~ SN =N
L O~
H

N
() 10
O
'H NMR (d¢-DMSO) & 9.82 (s, 1H), 8.90 (s, 1H), 8.07 (s, 1H), 8.03 (s, 1H), 7.86 (m, 1H),
7.60 (s, 1H), 7.15 (m, 1H), 7.03 (s, 1H), 6.83 (m, 1H), 6.72 (m, 1H), 5.49 (s, 2H), 4.30 (t, /=
6.9 Hz, 2H), 3.71 - 3.64 (m, 4H), 3.06 — 2.98 (m, 4H), 2.60 (t, / = 6.9 Hz, 2H), 2.55 (d, J =
4.6 Hz, 3H); LC-MS J#: B, (ES+) 462.2, RT = 6.72min.

Doo0Oo0oo

00025

4-3-((6-((1-0 00 -1H-0 0000 -4-00)000)-1H-0000[3.,4-dJ00D000O0-1- 20
0D0)IOO0)IOODO0)IOOOOO0O01,1-00000
000000001,1-00000000(@GiI0D0DN0NDD0D0ODN200000000000
Doooooo

TN LN-

N 30

S
'H NMR (d¢-7& h3) 8 8.90 (s, 1H), 8.86 (s, 1H), 8.15 (s, 1H), 7.96 (s, 1H), 7.70 (s, 1H),
7.28 — 7.18 (m, 2H), 6.98 (dd, J = 8.0, 2.4 Hz, 1H), 6.85 (d, J = 7.2 Hz, 1H), 5.55 (s, 2H),
3.90 (s, 3H), 3.86 — 3.76 (m, 4H), 3.07 — 2.97 (m, 4H). LC-MS # B, (ES+) 439.0, RT =
7.05min.

Dooo0QoO 40
000 26

1-(3-(8-0 00 -3-0 00000 [3.2.1]0000-3-00)0000)-N-(1-0 0 O -1H-0
0000-4-00)-1H-0000[3,4-d]00 000 -6-000
08-000-3-000000([3.2.1]0000000@iIODODONODDOD2000000
0000000000000
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‘@
N N4J\

N
&
'H NMR (ds-DMSO) § 9.63 (s, 1H), 8.70 (s, 1H), 7.92 — 7.79 (m, 2H), 7.41 (s, 1H), 6.95 —
6.86 (m, 1H), 6.75 (s, 1H), 6.59 — 6.50 (m, 1H), 6.48 — 6.38 (m, 1H), 5.27 (s, 2H), 4.16 (s,
2H), 3.64 (s, 3H), 3.11 — 3.03 (m, 2H), 2.58 — 2.49 (m, 2H), 1.66 — 1.48 (m, 4H); LC-MS
#¥ B, (ES+) 417.1, RT = 8.25min.

0Do0O0O00oo

00027

4-(3-((6-((1-0 00 -1H-0 0000 -4-00)000)-1H-000 0 [3,4-d]0 0000 -1-
00)IOO0)IOOO)IOOOO-3-00

AL -

re

00 (i)
0D1-(000000)-3-00000000000000D00000001-(3-00000
O00)-N-(1-000-1H-00000-4-00)-1H-0000[3,4-d]0 0000 -6-0000
Doooo

00 (i)

01-(3-0000000)N-(1-000-1H-000 00 -4-00 )-1H-00 0 O [3,4-d]0 O
00O0-6-000(50mgd 0.12mmol)0 00000 @m0 OO ODO0O0COO-3-00 (15mg0 1.

250 0)00000 (4.4mg0 0.20 0)0 0000000 (49mgd 20 0)0 0O N,N-0O OO
000000000 100.400)J0000900160000000000000.5M
EDTAODCMO D DO COO0OO0OCOODODODODMOOOCOOODODOODODOOO0OOOODOOODOO
0000000000000 O0O00HPLCOO OO OO OO0 O (23mgd 56u mold 47%)0 O
00

'HNMR (de-DMSO) 5 9.85 (s, 1H), 8.92 (s, 1H), 8.06 (s, 2H), 7.56 (s, 1H), 7.43 (s, 1H), 7.39 —

7.35 (m, 1H), 7.33 = 7.29 (m, 1H), 7.20 — 7.13 (m, 1H), 5.57 (s, 2H), 4.17 (s, 2H), 3.96 — 3.91

(m, 2H), 3.84 (s, 3H), 3.69 — 3.64 (m, 2H): LC-MS 5 B, (ES+) 405.1, RT = 6.3 1min,
000000

00028
4-B-((6-((AI-GB-(0000000)I000)-1H-00000-4-00)000)-1H-00 O
0[3,4-d]00000-1-00)000)0000)00000-3-00
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(P

(@) 10
O (i)
(-0 000000)I0D0O0D0D0DO0O0D0D0DO0O27@Oii)i00000n4a-(E-(@o
gQoogdano )D Ooodo )D ogooo-=-3-0000000aod
O (i)
4-(3-(000D00000)IDDON)IOOOD-3-000000000FI0004-(3-(C
gQoodao )D Ooodo )D gooo-=-3g-000do0oooogadg
O (iii)
3-000-N,N-O 0000000 -1-000HCIDOODO0OOQOOOOoOoOooooooAaAdao
1—(3—(D gooogoad )D 0OoOoog )—lH—D Ooodood-4-00040o0ogoonodd
O (iv) 20
4-(3-(00D0DD0OD0O)D0O0O0O)IDDODOD-3-000006-000-1H-00 0O 0O [3,4-d]
gdoooooooonoadd D(D ] ii)D gooooodnoaog 1—(3—(D Ooodoognoaod )D Ood
)—lH—D goo0d-4-0000do0oguonbogao D(D ] i)D gooooouoouoguoouoood

'H NMR
(ds-DMS0) § 9.83 (s, 1H), 8.91 (s, 1H), 8.10 — 8.00 (m, 2H), 7.59 (s, 1H), 7.41 (s, 1H), 7.38 —

7.27 (m, 2H), 7.23 — 7.12 (m, 1H), 5.55 (s, 2H), 4.17 (s, 2H), 4.10 (t, J = 7.0 Hz, 2H), 3.96 —
3.89 (m, 2H), 3.70 — 3.62 (m, 2H), 2.16 (t, /= 7.0 Hz, 2H), 2.10 (s, 6H), 1.93 — 1.82 (m, 2H);
LC-MS ## B, (ES+) 476.2, RT = 4. 74min. 20
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00029
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]J00000-1-00)000)0000)I0000-3-00
02-00000000000@GiINDO00N0000NDND02000000000000000
00O
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'H NMR (ds-DMSO) & 9.84 (s, 1H), 8.91 (s, 1H), 8.12 (s, 1H), 8.05 (s, 1H), 7.60 (s, 1H), 7.42
(s, 1H), 7.39 — 7.33 (m, 1H), 7.32 — 7.28 (m, 1H), 7.19 (s, 1H), 5.54 (s, 2H), 4.88 (t, J= 5.3
Hz, 1H), 4.17 (s, 2H), 4.13 (t, J = 5.7 Hz, 2H), 3.95 - 3.90 (m, 2H), 3.73 (q, J = 5.6 Hz, 2H),
3.69 — 3.63 (m, 2H); LC-MS ## B, (ES+) 435.1, RT = 5.9 1min.

0Ooo0o0oo
00030

1-(3-(4-((1-(3-0 00000000 )1H-0000[3,4-d]0 0000 -6-00)000)-1
H-O0ODOODO-1-00)0000)00000-2-00

X N O
N AN
NS P N’\V/A\w:f>

o
00 (i)
01-(3-000000000)I0000-2-000000000600001-(3-4-000
-MH-00O000-1-00)0000)00000-2-00000000
00 (i)
0@E-000000000)I00000000000E@ODii)I00D04-G-((0D0O00
0O000)O00)IODO0OD)IODODODOOOOOOO
00 (iii)
01-(3-(4-000-1H-00000-1-00)0000)I10000-2-0000 0 4-(3-((
0000000 )IO0O0)IODODOD)IOODOOOO0O0ODO0ODODDODODOOOOOOOOO
O

(de-DMSO) & 9.84 (s, 1H), 8.90 (s, 1H), 8.14 (s, 1H), 8.03 (s, 1H), 7.62 (s, 1H), 7.20 — 7.08
(m, 1H), 6.99 (s, 1H), 6.83 (dd, J = 8.0, 2.1 Hz, 1H), 6.70 (d, J = 5.4 Hz, 1H), 5.50 (s, 2H),
4.11 - 4.03 (m, 2H), 3.72 — 3.60 (m, 4H), 3.28 (t, /= 7.0 Hz, 2H), 3.22 — 3.14 (m, 2H), 3.06 —
2.96 (m, 4H), 2.18 (t, J = 8.0 Hz, 2H), 2.02 — 1.79 (m, 4H): LC-MS F## B, (ES+) 502.3,

RT = 7.29min.
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00 (i)

0000000000000 04-000-1H-00 0 0 0 (0.590 4.42mmol)0 O O K,CO5(1.-
22g0 8.84mmoN)0 0 000000 (@ONM) IO COODONOD@@OO0O0O00O0)O000O0-3-0
0)DOD0OO00O(.36g07.52nmol)0 000000000600 01600000000001/
3)00000000000DCMGONL)D 0 GOm0 00000000000 0Nay,S0,00
00000000000 00000@G-(@-000-1H-00000-1-00)000)000
00-3-00)10000000000(.94g000000)000000

00 (i)

0@E-(4-000-1H-00000-1-00)000)00000-3-00)0000 0 (0.690 2
snmoDD 00 ODDOODOD (0.778mLO 5.6mmol)0 O O DCM(6mDO 0 00O C O OO OO
00000000000 (.415g03.62nmmol)0 00 0000000000000 O000
OO0O0ODCMEML) OO0 00000 (om0 000O0O000DCM0mL)D 0000000
0000000ONayS0,0 00 0000000000000 0000G-(@4-000-1H-
0000-1-00)I00)I0000-3-00)I00000000000000000
(0.9g0 0 00O00)I0O0O00O0

O (iii)

0000000000 @-(U-000-1H-00000-1-00)000)00000 -3-
JIOOOOOOOOODOO (0.22590 0.935mmol)0 K,C05(0.297g0 2.15mmol)0 O O
00000 (MeOHO 2MO0 1.87mLO 3.75mmol)0 0000000 OO0 (6mL)D D0 0O OO
0000000000 70003600000000DCM(20mL)0 000 O O (20mL)d O
00O0EoOmM)DO000000O0O00NaS0,0000000000000000000
O0OOOOHPLCOOOOON,N-O0O0O0DO -1-(3-((@-000-1H-00000-1-00)
0)IO0O000-3-00)I0000000000(@3mg0O015%)000000

Giv)
OA(DOiNDODOOOCOOON,N-O0DO0O-1-(3-(@-000-1H-00000-1-00)
0)00000-3-00)0000 00 (33mgd 0.137mmol)0 00 00 0 1-((B3-(C 0O
00)IDOD)IODOOOD-3-00)I00)-1H-00000-4-000 (29mgD 0 O OO
0ooo

QD)
3-000000000000000000(@OO05000(@))0006-000-1H-00
0[3,4-d]0 0000000000 0D@OiIICOONONDNC0DDDNDDL1I-(GB-0OI0D0
00)IOD)IO0O0O0O0-3-00)I100)-1H-00000-4-0000000000D
DiI0D0DO0O00DO0OO0O0DO0OO0OO0O0O0O0O
'H NMR (d¢-7& b) § 8.91 (br s, 1H), 8.84 (s, 1H), 8.21

(s, 1H), 7.94 (s, 1H), 7.73 (s, 1H), 7.16 (1, 1H), 7.02 (s, 1H), 6.84 (dd, 1H), 6.79 (d, 1H), 5.51
(s, 2H), 4.64 (d, 2H), 4.54 (s, 2H), 4.36 (d, 2H), 3.71 (t, 4H), 3.05 (t, 4H), 2.39 (s, 2H), 2.15
(s, 6H). LC-MS F# B, (ES+) 504.3, RT = 5.09min.
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3-(boooooOo)-2-0000000-1-DO0CO0O0DO0O0OO0ODOGHOOO1I-GB-(OO
Oo0ooo0)-2-0000000)-1H-ODO0O0DO0O0-4-000000000

ooos(onnpoooooUoos3-JoopgooooUoooDUooDoDOoooooDUooDoDOoo

1-(3-(0000000)2-0000000)1H-00000-4-000000 (i)0 0 3-
0000000000000 0000000@GHDDOODODDDDONDIDDDOOOOO

'H NMR (CDCls) 6 8.80 (s, 1H), 7.93 (s, 2H), 7.68 (s, 1H), 7.47 (s, 1H), 7.26 — 7.20

(m, 1H), 6.96 (s, 1H), 6.93 — 6.86 (m, 1H), 6.83 (dd, J = 8.0, 2.0 Hz, 1H), 5.50 (s, 2H), 4.25
(dd, J=13.6, 4.8 Hz, 1H), 3.89 (dd, J = 13.6, 8.0 Hz, 1H), 3.85 — 3.79 (m, 4H), 3.15 — 3.07
(m, 4H), 2.32 — 2.05 (m, 9H), 0.93 (d, J = 6.5 Hz, 3H).; LC-MS 51 B, (ES+) 476, RT =

5.17min.

gooodaad
0oooas33

1-(0000000)-3-@-(I-GB-000000000)-1H-0000([3,4-d]00000 -

6-00)HOOOoO)-1H-OOOODO-1-00)H)OO0O0o0O-2-000

00 (i)

04-000 -1H-0 0000 (1.0g0 8.8mmol)0 0 0 0 0 O O (0.58mLO 8.8mmol)0 0 O O O
000000 DO0DO0O0 (2.1490 10.6mmol)0 THF(40mL)D O O O O (00 )O O O DIAD(2.25mLO
11.4mmo)0 0000240 0000000000000 000000000C0CO00000

O (i)

O O o oo o

0000000000000 0000000C@O00) 0000 (@ 0MgS0,)000
00000000000 O00000O0 solerad 000050900000 00000 90%0
000)IO0D04-000-1(00000-2-00000)-1H-000000000000(
.71g0 0 0 48%)0 0 0O O O O LCMS(UPLCO O pH)O O O =0.740 O

4-0 00 -1-(0ob0b0b0-2-00000)-1H-O00D0 D0 0O (200mgd 1.2mmol)0 O O O O O

co@ooooo2wosmp)booooooooooooooDooogl1l-oooooo
)-3-4¢4-0o0-1H-00o0o0D0-1-00)H)oOODO-2-000000O00C@ODNYIDODDODOO

LC-MS(UPLCO O pH)O (ES+) 215.20 0 O =0.750 O
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01-(0000000)-3-(@-000-1H-00000-1-00)0000-2-000 (253mgd 1
AsmmoD)D 000D O0DODO0DO0COOOOC@O%I 25mg)0 000 O00OOOOOOOOOGML)OO
240 0 0000000000 0D0ODOO0DODDO0DDODODO0DODOODOUODDODODOO1I-@-000-1H
-0000D0-1-00)3-(O000000)I000-2-000000000 (200mg)d 00
gogobbooobobouooboboooboao

0 (iv)
oo0oosS5@OoOnDnDooooo0o0o3-000o0oDoo0o0oDoDoDo0ooobooooooDoOoan
O (v)
1-4-000-1H-000D00-1-00)-3-(UOO0O0D0O0O)OO0OO0O-2-000000 (i)
03-00 0000000000000 00DD0D0D00GDoo0oo0ooboooob0DoOnDan
goooooooan

1HNI\/IR(de,-DMSO)89,83 (s, 1H), 8.90 (s, 1H), 8.10 (br s, 1H), 8.03 (s, 1H), 7.65 (br s,

1H), 7.15 (¢, 1H), 6.99 (br s, 1H), 6.83 (dd, 1H), 6.72 (br s, 1H), 5.45 (s, 2H), 4.86 (d, 1H),
4.18 (dd, 1H), 3.99-3.90 (m, 2H), 3.68 (t, 4H), 3.02 (t, 4H), 2.20 (dd, 2H), 2.16 (s, 6H); LC-
MS F¥# B, (ES+) 478.3, RT = 4.96min.

OOoo0ooood

Doo0Oo0oo

000 34
N-(1-(3-0000000)1H-00000-4-00)-1-(3-000000000)-1H-00 0O
0[3.4-d]00000-6-000

D _N
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\ N N
N"SN7 N = H

2

ZT—N
J
00 (i)

Otert-0 00 @G-00000O0O0HOODODODOODDODODODODOOADDODOtere-0 00 -
G4-ooob-1H-00000o-1-00)H)o0ODOO)H)ODODDODDOODODOOODOO

00 (i)

000050 0i)I0000003-000000000000000000000000
00 (i)

Otert-0 00 (3-(4-000-1H-00000-1-00)0000)I000000GC00O0 (i)D
03-000000000000000000000@GiINDDNDONDDDODODDOODNOND
Otert-000 (3-(A-((I-(3-0 00000000 )-1H-0000[3,4-d]000 00 -6-0
O)0OO)-1H-00O0O00-1-00)0000)000000000000

00 (iii)

0oooD22e2x0o0ivyybooooooBocO OODODDODDODOOODDDODOOODDOGO
'H NMR (ds-DMSO) § 9.83 (s, 1H), 8.91 (s, 1H), 8.12 (s, 1H), 8.05 (s, 1H), 7.62

(s, 1H), 7.16 (t, J = 7.9 Hz, 1H), 7.00 (s, 1H), 6.90 — 6.79 (m, 1H), 6.71 (s, 1H), 5.49 (s, 2H),
4.23 - 4.02 (m, 2H), 3.76 — 3.63 (m, SH), 3.01 (d, /= 4.2 Hz, 4H), 2.97 — 2.88 (m, 1H), 1.94
—1.74 (m, 2H); LC-MS F##: B, (ES+) 434, RT = 4.97min,
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N-OODODOO0OD0-3-(-((A-(B-000000000)-1H-0000 [3,4-d]0 0000 -6-
00)IOO0)1H-00000-1-00)0000000
03-000-N-00000000000000000@NDDONOND0D0D0NO0ONDsS000000
DoO0O00O0O0O0O0O0O00

NH

% =N =N,
L4
H

®

'H NMR (d6-DMSO) § 9.70 (s, 1H), 8.77 (s, 1H), 7.99 — 7.89 (m, 2H), 7.85 (m, 1H), 7.47 (s,
1H), 7.03 (m, 1H), 6.92 (s, 1H), 6.70 (m, 1H), 6.60 (s, 1H), 5.37 (s, 2H), 4.17 (t, J = 6.8 Hz,
2H), 3.59 — 3.51 (m, 4H), 2.97 — 2.85 (m, 4H), 2.49 — 2.40 (m, 3H), 0.46 — 0.36 (m, 2H), 0.24
—0.14 (m, 2H); LC-MS J##: B, (ES+) 488.3, RT = 7.18min.

0Doo0Oooo

00036

1-(3-((6-((1-0 00 -1H-0 0000 -4-00)000)-1H-0000 [3,4-d]00 000 -1-
00)IOO0)IOOO)IOOOO-2-00

\ N/J\H\ -

.

00 (i)
tert-0 003-00000000-1-00000000000@GIHDIDOOO0OO0O0?270
00000 tert-0 00 4-(3-((6-((A1-0 00 -1H-0 0000 -4-00 )00 0 )-1H-0 O
0[3.4-d]00000-1-00)000)I000)-3-00000000-1-000000
0ooo0O0oo

O (i)

0002200V 0000000000000 000000

'HNMR (dg-DMSO) & 9.84 (s, 1H), 8.92 (s, 1H), 8.06 (s, 2H), 7.56 (s, 1H), 7.38 — 7.29 (m, 2H),

7.26 —7.20 (m, 1H), 7.20 — 7.10 (m, 1H), 5.56 (s, 2H), 3.84 (s, 3H), 3.52 (t, /= 5.4 Hz, 2H),
3.36 —3.33 (m, 2H), 3.01 — 2.91 (m, 2H), 2.72 (br s, 1H); LC-MS 51 B, (ES+) 4042, RT
= 4 .49min.
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1-(2,3-00000-5-0000000D00)-N-(A-000-1H-0O0D0 00 -4-0 0 )-1H-0O
oo0O0[B.4-djonO0b00O-6e-000
os5-000-2,3-00000000000DOD@MIOIOCOODODDOD2200000000000
ooooDbooao

TN /N\
N —
F H

F

o

'"H NMR (CDCls) § 8.78 (s, 1H), 8.02 (s, 1H), 7.93 (s, 1H), 7.54 (s, 1H), 7.28 (s, 1H), 6.65 —
6.56 (m, 2H), 5.57 (s, 2H), 3.94 (s, 3H), 3.80 — 3.73 (m, 4H), 3.01 — 2.94 (m, 4H); LC-MS

J# B, (ES+) 427, RT = 8.25min.

ogooooao

0O o0oo38

1-,6-0 0000 -3-000000000O0)-N-Q-000-1H-00 000 -4-0 0 )-1H-O0
0o00[38,4-d]J0 000D -6-000
03-0f00-2,6-000000000000000DO00220 0000000000000
0oooao

'H NMR (CDCLs) § 8.75 (s, 1H), 8.06 (s, 1H), 7.90 (s, 1H), 7.59 (s, LH), 7.14 (s, 1H), 6.95 —
6.83 (m, 2H), 5.60 (s, 2H), 3.96 (s, 3H), 3.87 — 3.79 (m, 4H), 3.04 — 2.97 (m, 4H); LC-MS

J# B, (ES+) 427, RT = 7.88min.
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2-(4-((1-(2-0000-3-000000000)-1H-0000([3,4-d]J00000-6-00)
O000)-1H-00000-1-00)0000 0
02-(4-000-1H-00000-1-00)00000000@Gv)IODODO0D0D0O0O0?21000
00000000000 00002-@-000-1H-00000-1-00)00000002-
0000000000000 00000000000ADDDODOOODODOO
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\
/t]:f\ ,L:/N-/h‘°H

F

®

'H NMR (ds-DMSO) 5 9.87 (s, 1H), 8.91 (s, 1H), 8.12 (s, 1H), 8.04 (s, 1H), 7.62 (s, 1H), 7.08 10
—7.02 (m, 1H), 7.01 — 6.95 (m, 1H), 6.87 (s, 1H), 5.56 (s, 2H), 4.88 (t, /= 5.5 Hz, 1H), 4.13

(t, J=5.5 Hz, 2H), 3.77 — 3.68 (m, 6H), 3.02 — 2.94 (m, 4H); LC-MS F: B, (ES+) 439.2,

RT = 7.00min.

0Do0O0O00oo

00040

4-(2-0000 -3-((6-((1-0 00-1H-0 0000 -4-00 )00 0 )-1H-0 0 O O [3,4-d]0
00O00-1-00)000)I000)I0000-3-00

‘N N/)\N A
H
F

O

0 (i)

D0HIOOO3-000-2-000000000(@-000-2-00000000)000 30
0000000

O (i)
(3-000-2-00000000)I00000000000FIO0001-000-3-(00
000)2-00000000000000

O i)
1-000-3-(000000)-2-000000000000000D00001-(3-000
2-00000000)N-(A-000-1H-00000 -4-00)-1H-00 00 [3,4-d]0 0O
00-6-000000000

00 (iv)
01-(3-000-2-00000000)N-(A-000-1H-00000-4-00)-1H-0000[ 40
3,4-d]J00000-6-00000000000200iNDIDON00O0000ONDDOO
0000

'H NMR (ds-DMSO) & 9.88 (s, 1H), 8.92 (s, 1H), 8.16 — 7.99 (m, 2H), 7.56 (s, 1H), 7.47 —

7.36 (m, 1H), 7.29 — 7.16 (m, 2H), 5.63 (s, 2H), 4.23 (s, 2H), 4.01 — 3.93 (m, 2H), 3.83 (s,

3H), 3.69 — 3.58 (m, 2H); LC-MS Fi B, (ES+) 423 .2, RT = 6.64min.

Ooo00Q0O
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O00O0000O0D0D0D0D0300idiiDIO0O0D0DDONN-000-1-(3-(4-00
0-1H-00000-1-00)000)00000-3-00)0000O0cO0oo0oOood

OO0 (i)
oooooooooDoooooN-000-1-B-(@W-0D00-1H-ODDODOOO-1-00)000
YOO OODO-3-00)J00000 (0.13g0 0.575mmol)0 EtsN(0.24mL0 1.72mmol)0 O O D
C¢emL) O D0 0DO0O0DO0OUODODODODDODOODOOD/000OCO0DOODODOO-1000000000
O00D0D00O00D0(0-241g0 1.15mmol)O0 DCM@E@BmML) 0 0 0 000D OO OODODOS30O0O
O000D0O0DOO0CO0OOO0OONHCICOOCOO2mL) 00D O0O0DOODODEM(20mL)O
OH020mML) D D0 O0O0OOOOODCM@OML)O 1D DD ODODO0ODODODUOODUOOODOOO
O00oD0DO0o0DDOWa,So )0 DO ooooooobooboD0D2,2,2-000000-N-
N-(B-((4-0 00 -1H-0 00 D0D0-1-00)000)00000-3-00)000)0
000000 O0oo0ooDoDOoOoo.198g 000D oHYooDOoooano

(iii)
2,2,2-000000-N-000-N-(B-((4-000-1H-00000-1-00)000)00
00-3-00)000)I00000000000002@00iqii)0000000N-(@3-
(4-000-1H-00D00D0-1-00)H000H)0000O0O-3-00)000)-2,2,2-0000
ogod-N-OO0o0oobbooobbooodd

OO0 (iv)

03-0 000000000000 00000@OoOUl2000C@)OOo)dYDO0Oe6e-000-1H
-0000[3,4-d]0 0000000000 O0OD@ODdNDDIODO00DON-(B-(@-000-
IH-OO0O0o0o0O-1-00)000)H)000o0o0O-3-00)o00)-2,2,2-000000-N-00
0o0o0ooDooooDoDooooob@Oonpobooooz,2,2-000000-N-000 -N-((3-
(U-(1-@EB-00o0oDoooDo0o0)-1H-0 000 [3,4-d]JO0 0000 -6-00 )00 0 )-1H-O
0oooo0-1-00)H)000O)H)ODO0O0DOO-3-00)OO)H)OoooooooooDOoOOo
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0000000 o0oo002,2,2-000000-N-000-N-(B-(@-(1-@B-0O0ODOoOO
O0)-1H-0 000 [3,4-d]00000-6-00)000)-1H-00000-1-00 )00 0 )0
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00-3-00)000)00000 0 (22mgd 37.5p mol)O MeOH(ImL)O 0D 0 O 0O O OO
K,CO5(26mgd 187y mol)0 H,0(60p L) D DD O0DO0DO0O0O0O0D000000S55001.500
000000000 0EOAC(7ML)0 00 0 0 H,0(GmI)D 00000 00 O CHClg/IPA=2:
1000000000 @Gnx2)J0000Na,S0,0 00 0000000000000000
00O00(@2mg)DO00OHPLCOO O OODOOOOO0 (2mg)d 00 O
'H NMR (dg¢-7& F2/) § 8.93 (s, 1H), 8.85 (s, 1H), 8.26 (s, 1H), 8.14

(s, 1H), 7.95 (s, 1H), 7.71 (s, 1H), 7.17 (t, 1H), 7.05 (s, 1H), 6.85 (dd, J = 8.0, 2.2 Hz, 1H),
6.80 (d, J = 7.4 Hz, 1H), 5.52 (s, 2H), 4.59 (d, J = 6.1 Hz, 2H), 4.50 (s, 2H), 4.34 (d, J = 6.1
Hz, 2H), 3.72 (t, 4H), 3.06 (m, 4H), 2.52 (s, 2H), 2.38 (s, 3H); LC-MS # B, (ES+)

490.2, RT = 5.08min.
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00042
N-(I-GB-(0 00 0000)I000)1H-00000 -4-00)-1-(2,3,6-0 0000 0 -5-
000000000 )-1H-0000([3,4-d]J0 0000 -6-000
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1-(3-(0000000)I0O0O0)IH-00000-4-000000000
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Yoooooooooao

O (i)
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00)-2,4,5-00 0000000000000 ooD@GoooooooobooOgao
gogoboboooooan

'H NMR (dg-7& F>) 6 8.97 (s, 1H), 8.86 (s, 1H), 8.29 (s, 1H), 7.94 (s, 1H), 7.72

(s, 1H), 7.16 — 6.94 (m, 1H), 5.69 (s, 2H), 4.20 (t, J = 6.9 Hz, 2H), 3.86 — 3.67 (m, 4H), 3.13 —
2.96 (m, 4H), 2.26 (t, J = 6.8 Hz, 2H), 2.18 (s, 6H), 2.01 (t, J = 6.9 Hz, 2H); LC-MS F#
B, (ES+) 516.2, RT = 5.37min.
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'H NMR (ds-DMSO) & 9.85 (s, 1H), 8.91 (s, 1H), 8.13 — 8.00 (m, 2H), 7.59 (s, 1H), 7.12 —
6.92 (m, 2H), 6.84 (s, 1H), 5.57 (s, 2H), 4.16 — 4.04 (m, 2H), 3.76 — 3.67 (m, 4H), 3.00 — 2.91
(m, 4H), 2.19 — 2.14 (m, 2H), 2.11 (s, 6H), 1.93 — 1.85 (m, 2H); LC-MS ## B, (ES+)
480.2, RT = 5.28min.

0Ooo0o0oo
00044

2-(4-((1-(2-0000-5-000000000)-1H-0000[3,4-d]0 000 0-6-00)
00O0)1H-00000-1-00)00000
02-(4-000-1H-00000-1-00)00000000(@GiiI0D0D0DD0DI1s000
000000000000 0002-4-000-1H-00000-1-00)0000000 2-
000000000000 000O0000O0000O0ADDOODODOOOOO

Q /r /(/ W
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'H NMR (de-DMSO0) & 9.83 (br s, 1H), 8.90 (s, 1H), 8.12 (br s, 1H), 8.03 (s, 1H), 7.66 (s,
1H), 7.07 (t, 1H), 6.96 (br s, 1H), 6.91-6.86 (m, 1H), 5.52 (s, 2H), 4.87 (s, 1H), 4.13 (t, 2H),

3.73 (1, 2H), 3.64 (1, 4H), 2.91 (t, 4H); LC-MS F1 B, (ES+) 439.2, RT = 6.86min.
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2-(4-((1-(2,3,6-0 0 0000-5-000000000)-1H-0000 [3,4-d]0 0000 -
6-00)000)-1H-00000-1-00)0 0000

ocooocooo0oooDOoooOobooooODo0ooDO0oADDDO2-4-00D0 -1H-O00O0
-1-00)0D0O0OO0O0O0O0O0O0OO0
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4-0 00 -1H-00 00D -1-0DO0)H)0000O0o0DOoDOoGwooooooDooaiaro oo
Oo0o0oo00oooooobooad
'H NMR (ds-7& F2) § 8.95 (s, 1H), 8.84 (s, 1H), 8.32 (s,

1H), 7.92 (s, 1H), 7.73 (s, 1H), 7.04 (dt, J = 12.3, 8.2 Hz, 1H), 5.67 (s, 2H), 4.23 (m, 2H),
4.01 (s, 1H), 3.93 (t, J= 5.5 Hz, 2H), 3.74 (dd, J = 5.5, 3.8 Hz, 4H), 3.10 — 2.93 (m, 4H); LC-
MS 4 B, (ES+) 474.2, RT = 7.47min.
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0o00)-2-0000000O0OO0OOQODOO

O @in)

2-0 0 0000000000000 0D0D0O0DO0ODO0D0DDODA0DODO2-@-000 -1H-00
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o av)
1-0oo0-3-(ooooo)-2-00000D00D0O00D02-4-000-1HOODODOO-1-
o)oooooooooooobbooo2-(4-(1-B-0o0o0-2-0000000D0B)-1H-
000[B8,4dlU0DCUID0-6-00)I0OO)-1H-ODOODOO-1-00)Z0ODOODODOODOO
0

00 ()
02-¢4-(1-B-0og-2-000U0D0OODO)-AH-ODODODO[3,4-d]00O00O-6-00)HO
OO0)-H-OOODOOD-1-00)H)OUOO0DQoOO0OO0OOoOooOoooo22r@Ooaoooooon
0O0o0o0o0ooDoooo

'H NMR (ds-DMSO0) § 10.01 (s, 1H), 9.04 (s, 1H), 8.25 (s, 1H), 8.18 (s, 1H), 7.74

(s, 1H), 7.56 — 7.50 (m, 1H), 7.43 — 7.29 (m, 2H), 5.73 (s, 2H), 4.98 (t, J = 5.5 Hz, 1H), 4.35
(s, 2H), 4.24 (t, J = 5.5 Hz, 2H), 4.13 — 4.05 (m, 2H), 3.89 — 3.81 (m, 2H), 3.81 — 3.72 (m,
2H); LC-MS F##: B, (ES+) 453.1, RT = 6.04min,
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02-0 0000000000000 00DO0DDO0OO0O00DD0D0A0OOOZ2-@-000-1H-00
0o00-1-00) 000000000 0gao

00 (i)

02-4-000-1H-00 000 -1-00)H)000oDoDooo0o@GinDDooooooo22000
goooooooooooodoao

'H NMR (ds-DMSO) 5 9.83 (s, 1H), 8.90 (s, 1H), 8.13 (s,

1H), 8.04 (s, 1H), 7.64 (s, 1H), 7.16 — 7.08 (m, 1H), 6.98 (s, 1H), 6.81 (dd, J = 8.3, 2.0 Hz,
1H), 6.70 (s, 1H), 5.46 (s, 2H), 4.92 (br s, 1H), 4.14 (t, J = 5.5 Hz, 2H), 3.74 (t, J = 5.5 Hz,

2H), 3.18 (d, 1H), 3.00 — 2.91 (m, 4H), 2.79 — 2.72 (m, 4H); LC-MS ##: B, (ES+) 420.2, 10
RT =4.51min.
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goooooodan
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O003-(é4-(-GB-00Do0o0oouUo0o0uU)-1H-00 0D [8,4-d]JUD O OO -6-00)00O
O0)-1H-00O0ODO0OO0O-1-00)H)000)HY0O0ODDODODODO-1-00000000DODO0OO0OnD0O

O ad (v)

Otert-0 0 03-(U-((I-B-00000O0DO0DO0DO)1H-0000O0([3,4-d]0 0000 -6-0
O)IODO)-1H-0ODODODOD-1-00)000)I0000-1-0000000000000OO
oo022@oiv)D0000oDoDooooooooooan
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'H NMR (CDCls) 5 8.78 (s, 1H), 7.91 (s, 1H), 7.87 (s,

1H), 7.63 (s, 1H), 7.25 — 7.19 (m, 1H), 7.18 (s, 1H), 6.95 — 6.92 (m, 1H), 6.89 — 6.84 (m, 1H),
6.84 — 6.79 (m, 1H), 5.48 (s, 2H), 4.04 — 3.92 (m, 2H), 3.83 — 3.78 (m, 4H), 3.12 — 3.08 (m,
4H), 3.02 — 2.92 (m, 2H), 2.61 — 2.53 (m, 1H), 2.44 — 2.34 (m, 1H), 2.14 — 2.02 (m, 1H), 1.81
~1.37 (m, 3H), 1.29 - 1.11 (m, 2H); LC-MS ## B, (ES+) 474, RT = 5.19min.

Ooo0oooOooao

00049

1-(3-0000-5-000000000)-N-(1-000-1H-00000 -4-00 )-1H-0 0 O
0[3,4-d]00000-6-000

7 SN =N

)
OO0-5-00000D0000000O0b0Oo0D22@Oo0m)D0oDDOOa--C

00000)-5-00000000)I0000000000

0 (i)
4-(3-(00000D0)-5-00000000)I0000000@GIIDDDO00O0DDO
0Dooo000O0O0O0O000

'H NMR (d¢-DMSO) & 9.84 (s, 1H), 8.91 (s, 1H), 8.05

(s, 2H), 7.57 (s, 1H), 6.84 (s, 1H), 6.70 — 6.62 (m, 1H), 6.47 — 6.36 (m, 1H), 5.49 (s, 2H), 3.83
(s, 3H), 3.71 — 3.61 (m, 4H), 3.11 — 3.01 (m, 4H), LC-MS F B, (ES+) 409, RT =
8.19min.
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)-2-0 0000000000000

0 (i)
3-000-NN-00000000-1-000HIOODO0O0OO0O0O00000000O00ADO
1-(3-(0000000)IO000)-1H-00000-4-000000000

O (iii)
1-(3-(0000000)IO0O0)-1H-00000-4-0000001-000-3-(000
00)-2-000000000000000D00D001-(3-000-2-00000000)
-N-(1-(3-(00D00D0D00)O000)1H-00000-4-00)-1H-00 0 0 [3,4-d]0 O
Do0O0-6-000000000

00 (iv)
01-(3-000-2-00000000)N-(1-(3-(C00000O0)I000)1H-0000
0-4-00)-1H-0000[3.4-d]00000-6-000000000002700ii)000O
0000000000 O00000

'H NMR (d¢-DMSO) & 9.88 (s, 1H), 8.92 (s, 1H), 8.13 — 8.04 (m, 2H),

7.59 (s, 1H), 7.41 (m, 1H), 7.25 — 7.18 (m, 2H), 5.62 (s, 2H), 4.23 (s, 2H), 4.10 (t, /= 6.9 Hz,
2H), 4.02 — 3.93 (m, 2H), 3.69 — 3.59 (m, 2H), 2.17 (t, J = 6.9 Hz, 2H), 2.11 (s, 6H), 1.92 —
1.85 (m, 2H); LC-MS 4% B, (ES+) 494.2, RT = 4.68min.
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2-(4-((1-(3-0000-5-000000000)-1H-0000[3,4-d]0 000 0-6-00)
00O0)1H-00000-1-00)00000
02-(4-000-1H-00000-1-00)00000000@GiIONDODO0ODO0D0DD049000
000000000000 0002-4-000-1H-00000-1-00)0000000 2-
000000000000 00O0O0000O000O0O0ADODODODOOOOO

~"N =N OH
N‘ | /)\ L/N\/‘
F NTSNTN
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'H NMR (d¢-DMSO) & 9.85 (br s, 1H), 8.91 (s, 1H), 8.10 (br s, 1H), 8.05 (s, 1H), 7.63 (s,
1H), 6.83 (s, 1H), 6.66 (dt, 1H), 6.42 (br d, 1H), 5.48 (s, 2H), 4.88 (t, 1H), 4.13 (t, 2H), 3.73

(q, 2H), 3.66 (t, 4H), 3.06 (t, 4H); LC-MS ##: B, (ES+) 439.2, RT = 7.26min.

000000

00052
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‘N N4J\N,l;;,N*~
H

Cr

00 (i)
01-000-3(U00000)5-000000000000000D0O00O01-(3-000
5-00000000)N-(A-000-1H-00000 -4-00)-1H-00 00 [3,4-d]0 0O
D0-6-000000000

00 (i)
01-(3-000-5-00000000)N-(A-000-1H-00000-4-00)-1H-0000 [
3,4-d]J00000-6-000000000002(00iI)I0000000000000
0000

'"H NMR (ds-DMSO) § 9.62 (s, 1H), 8.68 (s, 1H), 7.85 — 7.78 (m, 2H), 7.30 (s, 1H), 7.09 —
7.00 (m, 2H), 6.79 — 6.72 (m, 1H), 5.34 (s, 2H), 3.93 (s, 2H), 3.71 — 3.64 (m, 2H), 3.59 (s,

3H), 3.46 — 3.40 (m, 2H); LC-MS J# B, (ES+) 423.1, RT = 6.80min,

000000

00053

4-(3,4-0 0000 -5-((6-((1-0 00 -1H-0 0000 -4-00 )00 0)-1H-00 0 O [3,4-
dl00000-1-00)000)0000)I0000-3-00

L

o’
\\\gz

00 (i)
0G-000-2,3-000000000)I00000000000EQ@ODdi0iii)000

01-(5-000-2,3-000000000)-N-(1-000-1H-00 000 -4-0 0 )-1H-0 O

00[3,4-d]00000-6-000000000

00 (i)

01-(5-000-2,3-000000000)-N-(A-000-1H-00 000 -4-0 0 )-1H-0 O

00[3,4-d]00000-6-000000000002700iI000D0000000O
000000

'"H NMR (ds-DMSO) & 9.90 (s, 1H), 8.93 (s, 1H), 8.12 (s, 1H), 8.08 (s, 1H), 7.62 —
7.53 (m, 2H), 7.31 (s, 1H), 5.66 (s, 2H), 4.18 (s, 2H), 3.95 — 3.89 (m, 2H), 3.86 (s, 3H), 3.69 —

3.62 (m, 2H); LC-MS % B, (ES+) 441.2, RT = 7.05min.
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O?;NJ

0o (i)
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3,4-d]J00000-6-000000¢tert-0003-00000000-1-0000000O0O
00O0@GiDIONDDDOO0DN2Q70 000000 tert-0004-(2-000 0 -3-(6-(@2-0
O0-1H-00000-4-00)000)-1H-0000 [3,4-d]0 0000 -1-00 )00 0 )0
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0od[sS,4dj00 000 -1-00)000O)H)OoDOO)-3-00O0o0OooODOoOOd-1-000000
0o0ooDoooooDo22o0wwv)DoobooooooDooooooodd

'H NMR (CDCl3) & 8.79 (s, 1H), 7.98 (s,

1H), 7.93 (s, 1H), 7.54 (s, 1H), 7.25 — 7.09 (m, 5H), 5.62 (s, 2H), 3.94 (s, 3H), 3.71 (s, 2H),
3.64 —3.59 (m, 2H), 3.24 — 3.18 (m, 2H); LC-MS % B, (ES+) 422, RT = 4.54min.
ogooooao

0ododss
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00 (iii)
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000000000022@00ivV)0000000000000000000

N O

OoOoo0oooo

10

20

30

40

50



(78) JP 2013-534233 A 2013.9.2

'H NMR (CDCly) & 8.79 (s, 1H), 8.22

(s, 1H), 7.95 (s, 1H), 7.47 (s, 1H), 7.24 — 7.07 (m, 5H), 5.65 (s, 2H), 4.28 — 4.21 (m, 2H), 3.98
—3.94 (m, 2H), 3.72 (s, 2H), 3.67 — 3.60 (m, 2H), 3.23 (t, J = 5.4 Hz, 2H), 2.61 (s, 1H); LC-
MS 5 B, (ES+) 452, RT = 4.29min.

0Ooo0o0oo
00056

2-(4-((1-(2,3-00000-5-000000000)-1H-0000 [3.,4-d]0 0000 -6-0
0)JO00)1H-0000O0-1-00)00000

7% SN =N, OH
PN . ,l;;/N‘“/rh
F. N N H

(N

o
00 (i)
02-000000000000000000000000A00002-(4-000 -1H-0 O
000-1-00)00000000000
00 (i)
02-(4-000-1H-00000-1-00)00000000@GwWIO0ODODO0D00037000
0000000000000 O00

'H NMR (ds-DMSO) & 9.70 (s, 1H), 8.74 (s, 1H), 7.97 (s,

1H), 7.88 (s, 1H), 7.51 (s, 1H), 6.88 — 6.73 (m, 1H), 6.62 (s, 1H), 5.41 (s, 2H), 4.71 (t, 1H),
3.97 (t, 2H), 3.61 — 3.55 (m, 2H), 3.47 (t, 4H), 2.80 (t, 4H); LC-MS 5 50, (ES+) 457 .2,
RT = 7.28min.

ooaos7

1-(3-((6-((1-(2-0 00 00000)-1H-00000-4-00)000)-1H-0 0 0 O [3,4-d

]J00000-1-00)000)I000)I00O00-2-00
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4», N DY ,J;;/N““/r\
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02-000000000000000000C000000A0D0O0O02-(4-000 -1H-00
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O0000000)-1H-00000-4-00)000)-1H-0000[3,4-d]00 000 -1-0
O)oOO)IODODD)3-00000000-1-00000000000000
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'H NMR

(ds-DMS0) & 9.85 (br s, 1H), 8.91 (s, 1H), 8.12 (br s, 1H), 8.05 (s, 1H), 7.59 (s, 1H), 7.36-
7.32 (m, 2H), 7.24-7.19 (m, 2H), 5.54 (s, 2H), 4.87 (br s, 1H), 4.13 (t, 2H), 3.73 (t, 2H), 3.53
(t, 2H), 3.38 (s, 2H), 3.00 (s, 2H); LC-MS }# B, (ES+) 434.0, RT = 4.20min.

0Ooo0o0oo
00058

4-(3-0000 -5-((6-((1-(2-0 000000 0)-1H-00000 -4-00 )00 0 )-1H-O0
00O0[3,4-d]00000-1-00)000)I000)I000O0-3-00
02-(4-000-1H-00000-1-00)00000000000005200000000
00000000 002-(4-000-1H-00000-1-00)00000002-00000
000000000000 000O0000ADDODOOOODOOO

r~ N =N OH
‘SO T

F

Cre

o

'H NMR (ds-DMSO) § 9.87 (s, 1H), 8.93 (s, 1H), 8.17 — 8.03 (m, 2H), 7.60 (s, 1H), 7.34 —
7.24 (m, 2H), 7.04 — 6.94 (m, 1H), 5.57 (s, 2H), 4.88 (t, ./ = 5.3 Hz, 1H), 4.18 (s, 2H), 4.14 (,
J=5.7 Hz, 2H), 3.93 (m, 2H), 3.76 — 3.71 (m, 2H), 3.71 — 3.67 (m, 2H); LC-MS F## B,
(ES+) 453.2, RT = 6.10min.

0Doo0Oooo

00059

4-(3,4-00000 -5-(6-((1-(2-00000000)-1H-00000-4-00)000 )-1H
-0000[3.4-d]00000-1-00)000)0000)I0O000-3-00
02-(4-000-1H-00000-1-00)00000000000005300000000
00000000 002-(4-000-1H-00000-1-00)00000002-00000
000000000000 00O0O0O0O00ADDODOCOOODOOO

g SN =N OH
N N ,l;;/N“/r‘
N N H
F
F

(e

o

'"H NMR (d¢-DMSO) & 9.88 (s, 1H), 8.92 (s, 1H), 8.12 (s, 1H), 8.06 (s, 1H), 7.64 (s, 1H), 7.60
—7.52 (m, 1H), 7.29 (s, 1H), 5.63 (s, 2H), 4.87 (t, J = 5.3 Hz, 1H), 4.16 (s, 2H), 4.14 (t, J =
5.8 Hz, 2H), 3.93 — 3.88 (m, 2H), 3.77 — 3.71 (m, 2H), 3.66 — 3.62 (m, 2H); LC-MS F#
B, (ES+) 470.8, RT = 6.26min.
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1-(3-000000000)N-(A(0O0000-3-00000)-1H-00000 -4-0 0 )-1H
-0000[38,4-d]0 0000 -6-000

tert-J 003-(CO0O0CDOOO0OHMIODUOD-1-0O00O0OO0ODODODDODOOOODOGO
O0tert-0 0 03-(4-000-1H-ODO0OCDO0O0-1-00)H)0O0DOHYIOOOO-1-000OGO

ooooooo0o00oEeE@OmoOoOoOO3-00O00DO0

00000000000 0D@OENDOO0D0DO0ODter
00-1-00)000)I10000-1-000000000
tert-0 0 0 3-((4-((AI-(3-0 00000000 )-1H-O

0
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O
O
0000000000
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0D(@G-000000000)000
00000000000 0000000
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03-0000000000000
t-0003-(@-000-1H-00 0
000000 D@Oi)IODDNO0O
000[3,4-d]0 0000 -6-00

000000000000 00
00 (iv)

YIODO)-1H-0OODODO-1-00)000)00000-1-

0oooD2e2@o0DivyyboooooUdBocOU D ODDODDODODODODODDDODODODODDOGO
'H NMR (ds-DMSO) & 9.83 (s, 1H), 8.90 (s, 1H), 8.08 (s, 1H), 8.03 (s, 1H), 7.68 —

7.55 (m, 1H), 7.14 (t, J = 7.9 Hz, 1H), 6.97 (s, 1H), 6.83 (d, J = 8.1 Hz, 1H), 6.70 (s, 1H),
5.48 (s, 2H), 4.11 (d, J = 7.8 Hz, 1H), 4.02 (d, J= 7.1 Hz, 1H), 3.71 — 3.63 (m, 4H), 3.63 —
3.56 (m, 2H), 3.05 — 2.95 (m, 4H), 2.85-2.60 (m, 3H).1.90-1.60 (m, 3H); LC-MS ##B,

(ES+) 460, RT = 5.17min.
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00000000000 @.omlD 1.200)0THF@SmLD)O OO n-0 000000 @O0Oa0
0 2.5MO 10.5mLO 1.10 0 )0o00 0150 0000000010 00000<2,4,5-00003
000000000 (G-0g0 24mmol)d THRE(GOML)O O O LDAO O O -780 0400 0 OO O O
0odoooOoi1o000000o0ooDoooooood¢GogpuiInooDooononehnml)Onnod
o000 oOoo0oo0ooOooo0oo0oOoo0AMHCIODOOOODODDODOOODDOOOOOODOOO.B5M NaO
HOOODDODOOODDOOOGBMHCIOpH 1000 00D0ODOOOODODOOODODDOOOO
gooooooooooootootoooobooboboos-oo0o-2,5,6-00000
00000000 (@B.2g052%)0 00000

(i)
OHOOODO3-000-2,5,6-00000000000@-000-2,5,6-000000
0o0)H)ooooooooooao

(Giii)

B-000-2,5,6-0 0000000000 0O0ODO0O0OOODODOOOOR27ODOIDHODO
0ooo4-R,4,5-000000-3-(00000D0DO0OOHYDO0O0O))ODDDOO-3-000
0ooao

(iv)
OF0O00D4-B3-(00D0000O0)-2,4,5-00000000D00O0O0)Y000O00D0O-=-3-00
Ooo0ooao

(D)

4-(3-(00D0D000)-2,4,5-0000000000)I00000-3-00000 )00
goooobOboo0oooooooooooodag

'H NMR (d¢-DMSO) & 9.91 (s, 1H), 8.91 (s,

1H), 8.15 (s, 1H), 8.03 (s, 1H), 7.86 — 7.76 (m, 1H), 7.60 (s, 1H), 5.67 (s, 2H), 4.21 (s, 2H),
3.98 — 3.92 (m, 2H), 3.85 (s, 3H), 3.66 — 3.61 (m, 2H); LC-MS 5 B, (ES+) 459.0, RT =
6.97min.
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4-(2,4,5-0 00000 -3-(6-((1-(2-0 0 000000)-1H-00000-4-00)000
)-1H-0 000 [3,4-d]00000-1-00)000)I000)J10000-3-00
0D02-000000000000000000000000A00O0OOOOZ2-(4-000-1
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oooo0O0O0Ooo

~"N =N OH
Nfﬁ:ﬂjA;i\ ,l;;/N§‘/P\

F
F

(e

'H NMR (ds-DMSO0) 5 9.91 (s, 1H), 8.91 (s, 1H), 8.16 (s, 1H), 8.03 (s, 1H), 7.87 — 7.73 (m,
1H), 7.67 (s, 1H), 5.65 (s, 2H), 4.87 (t, J = 5.3 Hz, 1H), 4.22 (s, 2H), 4.17 — 4.12 (m, 2H),
3.98 — 3.93 (m, 2H), 3.78 — 3.72 (m, 2H), 3.67 — 3.62 (m, 2H), LC-MS ¥ B, (ES+)
489.0, RT = 6.30min.
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00 (i)
0d2-4-000~-1H-O0DODDOO-1-00)H)00O0DODODO0DO0Oo@oobil-0oo00o-8-(ooooao
0)-5-00000000000@GIDI0D0D00D0O0DDDO0O02-(4-((1-(3-000 -5-00
000000)1H-0000[3,4-d]0 0000 -6-00)J00)-1H-0000 0 -1-00)
Oo0oooooooobd
00 (i)
Otert-0 003-00000CO000-1-00000O0DODOOCOOZ2-4-(1-B-000-5-0
0o0oo0ooooo)-1H-00 00O [8,4-d]J0DDO0O-6-00)H000O)-1H-000O00ODO -1-00

Y O OoOOoOoooooooooo2r(OanDDUODODDDOOtert-0004-(3-00 00 -5-CC
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0o0-1-00)>)000)oDOOoOO)-3-O00OODOooDOOO-1-0000000O0DODOOOOaO0
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Otert-0 0 04-(3-0 000 -5-((6-(1-(2-00000000)1H-000D00O0-4-00)
O00)1H-0000[3,4d]00000-1-00)000)0000)-3-00000000 -
1- 00 0000000000000 O02@001wv)00D00O0OO0ODODDOOODDODOOO0OO
'H NMR (d¢-DMSO) &

9.87 (s, 1H), 8.92 (s, 1H), 8.12 (s, 1H), 8.07 (s, 1H), 7.59 (s, 1H), 7.29 — 7.12 (m, 2H), 6.99

(d, J=5.8Hz, 1H), 5.56 (s, 2H), 4.88 (s, 1H), 4.20 — 4.00 (m, 3H), 3.73 (t, J = 5.8Hz, 2H),
3.54 (t, J = 5.4Hz, 2H), 3.17 (s, 2H), 2.98 (t, J = 5.4Hz, 2H); LC-MS 4 # B, (ES+) 452.2,

RT = 4.39min.
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0o (i)
01-000-3-(0O00O0O0O0)-5-0000000o0oDoDOoGboooooobbbobogal
-3-000-5-00b000000)-N~-Q-000-1H-0 0000 -4-00 )-1H-00 O 0O [3,4
djiodoooD-e-000000D0O00OO0

00 (i)

Otert-0 003-00000000-1-00000000O0O00O0DODOO0O0O27@ 0O )OO
O0D0DO00tert-0004-(3-0000 -5-((6-(A-000-1H-00 000 -4-00)000)
-lH-OD 000 [e8,4djC0 000 -1-00)0O0O0OHYOODOO)Y-3-OOooooooo-1-00
ooooooboooooao

00 (iii)

Otert-0 0 04-RB-0000-5-((6-((1-0 00 -1H-0 0000 -4-00 )00 0 )-1H-0 O
0od[s8,4dj00000-1-00)000)H)oOoOOO)-3-OOOoOooOOoODOoOO-1-000000
000000 oooDoD22x00wv)D0o0nbDoDoooooDoooooDooad

'H NMR (ds-DMSO) & 9.86 (s, 1H), 8.92

(s, 1H), 8.07 (s, 2H), 7.54 (s, 1H), 7.18 (m, 2H), 6.99 (s, 1H), 5.57 (s, 2H), 3.83 (s, 3H), 3.61
—3.47 (m, 2H), 3.37 (s, 2H), 3.07 — 2.88 (m, 2H); LC-MS 5B, (ES+) 4222, RT =
4.61min.

ooocooao

oodoes

1-GB-GB-00oooopoooo-1-0o0H)DOoo0O0)-N-A-00D0-1H-0O0000 -4-00)-1H
-0000[8.4-dJ0DDOO0-6-000
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Ju
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0 (i)
1-(000000)3-0000000000@IDID0DD0ONO0DOD0D0NONI1-(3-000
000)N-(A-000-1H-0 0000 -4-00)-1H-0 000 [3,4-d]0 000 0 -6-0 O
0ooooo

0 (i)

1-(3-0000000)N-(1-000-1H-00000 -4-00 )-1H-0 0 0 O [3,4-d]0 O
00-6-0000003-0000000000000000020@00i)I00000O0
0oooooooooo

'H NMR (ds-DMSO) & 9.85 (s, 1H), 8.88 (s, 1H), 8.10 — 7.97 (m, 2H),

7.58 (s, 1H), 7.09 (t, J = 7.8 Hz, 1H), 6.57 (d, J = 6.6 Hz, 1H), 6.49 (s, 1H), 6.37 — 6.28 (m,
1H), 5.45 (s, 2H), 4.26 (tt, J = 6.1, 4.3 Hz, 1H), 4.00 — 3.89 (m, 2H), 3.84 (s, 3H), 3.49 (m, 4.3
Hz, 2H), 3.20 (s, 3H); LC-MS F## B, (ES+) 391.2, RT = 7.99min.
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H

'"H NMR (ds-7& ) 6 8.94 (s, 1H), 8.84 (s, 1H), 8.26 (s, 1H), 7.92 (s, 1H), 7.65 (s, 1H),
6.99 (dd, J=8.2, 4.2 Hz, 1H), 5.67 (s, 2H), 3.89 (s, 3H), 2.91 (m, 8H); LC-MS F# B,

(ES+) 44420, RT = 5.18min.
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0000020 0iND00000003-W@-(tert-0 0 0000000)IO00O00O0-1-0
)-2-0 0000000000000

O (i)

3-(A-(tert-0 0000000 O0)IODOO0O0-1-00)2-0000000000000
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oo -1-000booo0ooobooodd
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0o0[8.4djU0 000 -1-00)000)H)ODO0DOHDooODoODD-1-00000DO0ODOOO0a0
gooooz22xowwvyoooooooooooooogooobooooooooao
'H NMR (de-

7 ) 5 8.91 (brs, 1H), 8.85 (s, 1H), 8.19 (s, 1H), 7.96 (s, 1H), 7.61 (d, J = 3.2 Hz, 1H),
7.06 — 6.91 (m, 2H), 6.82 (s, 1H), 5.62 (s, 2H), 3.88 (s, 3H), 3.12 — 3.03 (m, 2H), 3.03 — 2.91
(m, 6H); LC-MS ## B, (ES+) 408.20, RT = 4.78min.

Ooo00Q0O
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2-(4-((1-(3-0000-5-(3-00000000)I000)1H-000 0 [3,4-d]0 000
0-6-00)J00)-1H-00000-1-00)-N-000000000

(@)
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0o04-000-1H-ODODODOD-1-0000D0O00CO0O0OD0O0O00D@-7g00045%)0 0000
u

'H NMR (d¢-DMS0) § 9.30 (d, 1H), 8.53 (d, 1H), 1.61 (s, 9H).

OO0 i)
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-48g)0 0 0O O

'H NMR (d¢-DMSO0) § 7.35 (d, 1H), 7.33 (d,1H), 4.40 (s, 2H), 1.54 (s, 9H).
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6-0 00 -1H-0000([B8,4d]U0CO0DODOO0DO4-@B-(OOODOO)D)-S-0000D00C
oH)yooooo-3-0oooUooooop@@osnoooo4-GB3-((6-D 00 -1H-ODODODO
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O

00 (vii)

04-(3-((6-0 00 -1H-0 000 [3,4-d]00000-1-00)000)-5-00000000
YIO0DOOO-3-00000tert-0004-000-1H-00000-1-0000000000
00O0O0O0D@EODIDODOD04-(B-(6-((IH-0 0000 -4-00)000)-1H-00 0 0 [3,
4-d]J00000-1-00)000)-5-00000000)10000-3-00000000
00 (uiii)

04-(3-(6-((IH-0 00 00-4-00)000)-1H-0000 [3,4-d]0 0000 -1-00 )0
0D0)-5-00000000)I0000-3-000002-000-N-00000000000
D00000ADDDCOODODOOOOOOOODODOO

'H NMR (ds-DMSO) § 9.94 (s, 1H), 8.94 (s, 1H), 8.17

(s, IH), 8.09 (s, 1H), 7.87 (d, /= 4.2 Hz, 1H), 7.62 (s, 1H), 7.36 — 7.23 (m, 2H), 7.00 (s, 1H),
5.58 (s, 2H), 4.77 (s, 2H), 4.18 (s, 2H), 3.92 (dd, J = 5.8, 4.3 Hz, 2H), 3.75 — 3.61 (m, 2H),
2.61 (d, J = 4.9 Hz, 3H), LC-MS ## B, (ES+) 480.20, RT = 6.18min.
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4-(2,4-00000-3-(6-((1I-00O0-1H-0 0000 -4-00)000)-1H-00 0 O [3.4-
d00000-1-00)000)I000)I0000-3-00
01-000-2,4-000000000000@O0000000060000000000
DooooooO
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'H NMR (ds-DMSO) § 9.88 (s, 1H), 8.90 (s, 1H), 8.16 (s, 1H), 8.01 (s, 1H), 7.62 — 7.50 (m,

2H), 7.27 — 7.19 (m, 1H), 5.62 (s, 2H), 4.21 (s, 2H), 3.99 — 3.93 (m, 2H), 3.85 (s, 3H), 3.65 —

3.58 (m, 2H); LC-MS #% B, (ES+) 441, RT = 6.58min.
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01-(3-(C000D000)I0O00)IH-00000-4-000000 ()00 4-(3-(0 00
000)-2,4,5-0000000000)0000-3-00000@iDI0O0O0O0O00O0D
Oooo000000O0000000

'H NMR (ds-DMSO) § 9.92 (s, 1H), 8.91 (s, 1H), 8.19 (s, 1H), 8.03 (s, 1H),

7.86 — 7.77 (m, 1H), 7.64 (s, 1H), 5.66 (s, 2H), 4.21 (s, 2H), 4.16 — 4.09 (m, 2H), 3.99 — 3.91
(m, 2H), 3.68 — 3.61 (m, 2H), 2.30 — 2.24 (m, 2H), 2.18 (s, 6H), 1.98 — 1.88 (m, 2H); LC-MS
## B, (ES+) 530, RT = 4.83min.
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F

(e
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05-000-2,3-0000000000000000HIO000CG-000-2,3-00000
Oo00)D0O0O0O0O0000O0O0
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0G-000-2,3-000000000)0000000tert-0003-00000000
-1-000000000000000027@ 00000000 tert-00 O 4-(3,4-0
0000-5-(00000000)I000)-3-00000000-1-0000000000
0000

00 (iii)

Otert-0 0 04-(3,4-00000-5-(U0000000)IO000)3-00000000 -
1-000000000000000EDDO (G000 tert-0004-(3,4-00000 -
5-(((00000000)I00)IO00)IO000)3-00000000-1-000000
oooo0o0O0OoO0

00 (iv)
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OO00)0O0O0)IODO0O0)3-00000000-1-000000000000000D
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1-000000000000
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O (v)

Otert-0 0 04-(3,4-00000-5-((6-((1-0 00 -1H-0 000D -4-00 )00 O )-1H-
0000 [8,4-dj000D0D0-1-00)000DHNOOOD)-8-00D0D000O00ODO-1-0D0003
0o0ooDoo0ooooDooo22Wowv)DOoDoooooooooDooooooooooao
ooooao

'H NMR (ds-

DMSO) § 9.89 (s, 1H), 8.92 (s, 1H), 8.11 (s, 1H), 8.07 (s, 1H), 7.58 (s, 1H), 7.51 — 7.42 (m,
1H), 7.19 (s, 1H), 5.64 (s, 2H), 3.84 (s, 3H), 3.53 — 3.46 (m, 2H), 3.34 (s, 2H), 2.97 — 2.90 (m,
2H), 2.85 (br's, 1H); LC-MS #1 B, (ES+) 440, RT = 4.84min.

0Do0O0O00oo

0ooov72

1-(3,4-0 0000 -5-(6-((1-(2-0 00 00000)-1H-00000 -4-00 )00 0 )-1H
-0000[3.,4-d]00O000-1-00)000)0000)00000-2-00

ee v

e

00 (i)
02-000000000000O0DO0OO0DO0ODDODDODOOODDDOADOOOZ2-4-000-1H-00
0o0o0-1-00)0o0o0O0o0oooooao

00 (i)

02-4-000-1H-O00DOD0OO-1-00)HO000DODODOO0OO0ODODDOODCDO DOODODO?2-4-
((H-0000[3,4-d]00000-6-00)000)-1H-00000-1-00)000000O0
ooooao

00 (i)

02-(4-((H-0 000 [3,4d]00000-6-00)100)-1H-00000-1-00)000O0
oooooGwiiooooooo7ioooooooooooooooooao

'H NMR (de-

DMSO) § 9.88 (s, 1H), 8.92 (s, 1H), 8.13 (s, 1H), 8.06 (s, 1H), 7.64 (s, 1H), 7.50 — 7.43 (m,
1H), 7.19 (s, 1H), 5.63 (s, 2H), 4.89 (1, /= 5.3 Hz, 1H), 4.14 (t, J = 5.5 Hz, 2H), 3.78 — 3.70
(m, 2H), 3.49 (t, J = 5.5 Hz, 2H), 3.33 (s, 2H), 2.97 — 2.91 (m, 2H), 2.68 (s, 1H); LC-MS

F#: B, (ES+) 470, RT = 4.66min.

Oooo0QoO0
00073

4-(2,5-0 0000 -3-(6-((1-0 00 -1H-0 0000 -4-00)000)-1H-00 00O [3,4-
dJ00000-1-00)000)I000)I0O000-3-00
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*Sve
N‘ /l:;;N§§
N N4J\N =
H
F

re

00 (i)
04-000-3-000-2,5-00000-0000000(4.0g0 17_-2mmol)0 O O (60mL)O
000000000 CG.3g0005mMI000)I0000800100000000000
000000000000 O0DMMIODOOOOOOOOOCOOOOODMODOCOOOOOO
000000000000 000O0O00O0O0O0DIMIOOOOOODOOODODDOOOOOO
000000000000 O0004-000-3-000-2,5-0000000000000 (3
.4g0 14 _.3mmold 83%)0 O O O

'H NMR (ds-DMSO) 5 9.91 (d, J = 3.0 Hz,

1H), 7.45 (dd, J = 11.0, 6.0 Hz, 1H), 6.96 (br s, 2H),

00 (i)

04-000-3-000-2,5-0 000000000000 (3-49g0 14.3mmol)0O O O (18mL)O
0oooooooDooood@osowad3vm)y 0000 0o0DooDooooDoDoo @.4o00a01
gD @Gmb) 00 0o0oDoDo0o0o0bDDooob2WO0O0000000000DO0O/O0003
gooO0ooooobeMO 00D 0oo0ooofOoooooobO oo ooooobooooononOon
0odooo0oooDoooooooo@uooooDooon 1w o ooo)oooD3-000-2
-0 OO O0DDoODOoOOoOoo0oDoODOd(1.3g06.3mmol0 44%)0 O 0O O

'H NMR (ds-DMSO) § 10.15 —
10.12 (m, 1H), 8.13 (ddd, J = 8.0, 5.0, 3.0 Hz, 1H), 7.66 (ddd, /= 8.0, 5.0, 3.0 Hz, 1H).
00 (i)
03-000-2,5-00000000000000O00O0O0O0ODODOE@ODOOOOEG-O00
-2,5-0 00000000000 o0o0oDoOooOoOooaon
0 (iv)
G-0o00-2,5-000000000H)00000D0O0O0OOO0ODOOO2Q7@OND)OODODO
0d04-2,5-00 000 3(O0DOODODODODOH)ODOODOHYODDODO-8-OODODDOOO

OOFOO0OOO04-GB-(UO0O0D000)-2,5-000000000)I0000-3-00000

000

0 (vi)

4-(3-(000000)-2,5-000000000)I0000-3-00000N-(-000 -
H-000O00-4-00)-1H-0000[3,4-d]00000-6-0000000000D 0 i
HNOODO0O00DDO00OO0DDO0OOOO

'H NMR (ds-DMSO) & 9.90 (s, 1H), 8.93 (s, 1H), 8.13 — 8.05 (m, 2H),
7.56 (s, 1H), 7.48 — 7.42 (m, 1H), 7.14 (s, 1H), 5.63 (s, 2H), 4.23 (s, 2H), 3.99 — 3.93 (m, 2H),

3.83 (s, 3H), 3.70 - 3.63 (m, 2H); LC-MS 5B, (ES+) 441, RT = 6.82min.
goooO00o0oo
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-0000[38,4d]00000-1-00)000)0000)I0000-3-00
/t]:4§ /[:/ ‘~/P~0H
F

N
Da
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00 (i)
02-0 0000000000000 00DD0ODDO0OO0O0DO0DD0D0A0DOOOZ2-@-000-1H-00
0o00-1-00)o0000000000gao
00 (i)
02-4-000-1H-O00D0D0O0-1-00)H)000oDoDooo0ooDooob@onnooono2-4-
((H-00O0O0[3,4d]0000D0-6-00)000)-1H-00000-1-00)00000D0
Oo00o0oao
00 (i)
02-(4-((H-00D00[3,4-d]J0D00D00-6-00)000)-1H-00000D0-1-00)000D0
0o0oo0ooDo@GinDDooooooo730 00000000 O0ODoDOoDOoOOoOoODODOO
'H NMR (ds-

DMSO0) 5 9.91 (s, 1H), 8.93 (s, 1H), 8.17 — 8.05 (m, 2H), 7.63 (s, 1H), 7.49 — 7.41 (m, 1H),
7.15 (s, 1H), 5.62 (s, 2H), 4.87 (t, J = 5.5 Hz, 1H), 4.24 (s, 2H), 4.13 (m, 2H), 3.97 (m, 2H),
3.79—3.71 (m, 2H), 3.71 — 3.64 (m, 2H); LC-MS ' B, (ES+) 471, RT = 6.26min.

ODooooo
0oo7s

4-GG-((6-((1I-(B-(00D0D0O00D0)IO0O00)1H-00000-4-00)00 0 )-1H-00 0
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06-000-1H-0000[3,4-d]J000000004-B-(UO0000)-2,4-00000
000o0)I0O0O0O0-3-000000000D@OiI0ODO0DO0OD1I-GB-(OOOO
00)IO0OO0DO0)1H-00D00D0-4-0000000000D@ONDOOOODODODODOO
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ooooOooao
'"H NMR (ds-DMSO) 5 9.88 (s, 1H), 8.89 (s, 1H), 8.21 (s, 1H), 8.15 (s, 1H), 8.01 (s, 1H), 7.63

(s, 1H), 7.59 — 7.50 (m, 1H), 7.22 (m, 1H), 5.60 (s, 2H), 4.20 (s, 2H), 4.12 (t, J = 7.0 Hz, 2H),
3.98 — 3.92 (m, 2H), 3.63 — 3.58 (m, 2H), 2.20 (t, J = 7.0 Hz, 2H), 2.13 (s, 6H), 1.95 — 1.85
(m, 2H); LC-MS F5#:B, (ES+) 512, RT = 4.73min.

OoooQoO
00076

1-(2,4-0 0000 -3-(6-((I-0 00 -1H-0 0000 -4-00 )00 0 )-1H-0 0 O O [3,4-
dl00000-1-00)000)J000)I0000-2-00
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F H
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N
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00 (i)
01-000 -2,4-00 0000000000 O0ODODOOOG1L(0O0NDOODOODDOOS3-000
-2,6-00000000000O00OO0OO

00 (i)
03-000-2,6-000000000000MHIODDDOOODOD7I0000000000
Ooooo000aoao

'H NMR (ds-DMSO) § 9.88 (s, 1H), 8.90 (s, 1H), 8.16 (s,

1H), 8.01 (s, 1H), 7.60 (s, 1H), 7.51 — 7.38 (m, 1H), 7.26 — 7.15 (m, 1H), 5.61 (s, 2H), 3.85 (s,
3H), 3.48 (t, J = 5.5 Hz, 2H), 3.39 (s, 2H), 3.00 (t, /= 5.5 Hz, 2H); LC-MS # B, (ES+)
440, RT = 4.48min.
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'"H NMR (d¢-DMSO) 8 9.83 (s, 1H), 8.90 (s, 1H), 8.08 (s, 1H), 8.03 (s, 1H), 7.58 (s, 1H), 7.15
~7.09 (m, 1H), 7.03 (s, 1H), 6.85 — 6.80 (m, 1H), 6.67 — 6.61 (m, 1H), 5.48 (s, 2H), 3.84 (s,
3H), 3.44 — 3.36 (m, 2H), 3.28-3.26 (m, 1H), 3.24 (s, 3H), 2.86 — 2.76 (m, 2H), 1.89 — 1.79
(m, 2H), 1.48 — 1.36 (m, 2H); LC-MS }1# B, (ES+) 419, RT = 6.21min.
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0000000000 O0OFOOO0OO tert-0004-B3-(O0O0O0ODO)4,5-0000D0OC
oO0H)y>ooooo-1-ooooooooooouooo
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2-0 000000000000 0D0ODU0UO0DQ0U0DDDODUODO0DADODD2-4-00D0-1H-OO
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2-4-000-1H-00000-1-00H00O000000@OOtert-0004-B-(@O0O
0o00)4,5-0000000O0O0)H)Y0Q0O0Oo0O0D-1-0C00O0O0ooUooDoOooD@Gnoooao
OODOO00O0tert-0004-GB,4-00000 -5-((6-(1-(2-c0o0Oooo0go)-1H-0O
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00-1-0000000b00O0ooooao

O Qvin)

tert-0 0 04-GB,4-00000 -5-((6-(1-(2-00000O000O0)-1H-O0DO00C OO -4-0O
YO oOo)-1H-0O OO [B,4-d]J0C0O0D0D-1-0O0)oO0DO0HMIODOOHYY ODODDOO-1-00O
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'H NMR (ds-DMSO)  9.87 (s, 1H), 8.90 (s, 1H), 8.14 (s, 1H), 8.04 (s, 1H), 7.66 (s, 1H), 6.96 -
6.85 (m, 1H), 6.75 (s, 1H), 5.56 (s, 2H), 4.13 (t, J = 6.0 Hz, 2H), 3.74 (t, J = 6.0 Hz, 2H), 2.93

—2.85 (m, 4H), 2.76 — 2.69 (m, 4H); LC-MS #1# B, (ES+) 456, RT = 4.77min.
gooO0O0ono

00079
(3-0000 -5-(6-((1-0 00 -1H-0 0000 -4-00 )00 0)-1H-00 0 0 [3,4-d]0 O
000-1-00)000)I000)00000)IO0O00
01-000-3-(000000)5-00000000000@)I0000000ed0nn
ODooo0O0O0O0O0O0000

N/ | =N /@\
\ N—
N N/)\N SN
H
F

@) N/»
NI
"H NMR (ds-DMSO) § 9.87 (s, 1H), 8.93 (s, 1H), 8.09 (s, 1H), 8.01 (s, 1H), 7.54 (s, 1H), 7.28

—7.22 (m, 1H), 7.22 — 7.18 (m, 1H), 7.10 (s, 1H), 5.64 (s, 2H), 3.82 (s, 3H), 3.63 — 3.50 (m,

4H), 3.48 — 3.34 (m, 4H), LC-MS ##: B, (ES+) 437, RT = 6.84min.
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00[8.4-d]00000-1-00)I100)I0000)I0O000-1-0000000000
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'H NMR (ds-DMSO) & 9.88 (s, 1H), 8.93 (s,

1H), 8.09 (s, 1H), 8.00 (s, 1H), 7.52 (s, 1H), 7.26 — 7.19 (m, 1H), 7.18 — 7.12 (m, 1H), 7.03 (s,
1H), 5.63 (s, 2H), 3.81 (s, 3H), 3.50 — 3.38 (m, 2H), 3.11 — 3.01 (m, 2H), 2.70 — 2.59 (m, 2H),
2.48 —2.40 (m, 2H); LC-MS #1# B, (ES+) 436, RT = 4.69min,

OooooQ0O
00081

N-(IH-0 0000 -4-00)-1-(2,3,6-0 0 0000-5-000000000)-1H-0000
[3.4-d]0 0000 -6-000

O 7 N N /N
) N/i:IjA\ NH
K,N F N N/)\H S

F
D)
D068 O0idiNDI000tert-0004-000-1H-00000-1-0000000
Doooo
an
0017000 iiND00004-B(CO00000)2,4,5-0000000000)0
DooooooO
Gii)
oD@ OiNDOI0D4-GB-(00O0000)-2,4,5-0000000000)I0000
06-000-1H-0000[3,4-d]0 0000000000000 4-(3-(6-00 0 -1H-
00[38.,4-d]00000-1-00)000)-2,4,5-0000000000)I00000
O0tert-0004-000-1H-00000-1-000000000000000DDO
HDID00DO0DO0O0O0D0DO0OODO0OO

'H NMR (ds-DMSO0) & 12.55 (s, 1H), 9.87 (br s, 1H), 8.89 (s, 1H), 8.15 (br s, 1H),
8.00 (s, 1H), 7.70 (s, 1H), 7.21-7.14 (m, 1H), 5.58 (s, 2H), 3.68 (t, 4H), 2.93 (t, 4H). LC-MS

B, (ES+) 431.1, RT = 7.59min.
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IH-00O0D0[3,4d]0 0000000000 DO0DMONDOODODZ2-U-(AH-00 00 [3,4
dji0ooo0o0-e-00)IOO0)-AH-O0D0O0O0OO0-1-00)H)00D00O0O0O0ODODOOOODODOO
0000000 o0DD4-B3-(00D0000)-2,4-0000000ODODOHYODOOOODDODOO
OooD@OidIODOD

'H NMR (ds-DMSO) & 9.86 (s,

1H), 8.88 (s, 1H), 8.17 (br s, 1H), 7.98 (s, 1H), 7.65 (s, 1H), 7.14-6.97 (m, 2H), 5.56 (s, 2H),
4.88 (t, LH), 4.18-4.09 (m, 2H), 3.77-3.73 (m, 2H), 3.70 (t, 4H), 2.92 (t, 4H); LC-MS F#
B, (ES+) 457.2, RT = 6.98min.

0Ooo0o0oo

00083

2-(4-((1-(2-0000-3-(00000-1-00)0000)-1H-00 00 [3,4-d]0 0000
-6-00)000)-1H-00000-1-00)J 0000
02-(4-000-1H-00000-1-00)00000000C@GWIOODOODOO0OO067000
0000000000000 2-(@-000-1H-00000-1-00)00000002-00
000000000000 000O0000O000ADDODOOOOOD

HNW /j\/\ J:, __/~OH

e

'"H NMR (ds-DMSO) § 9.87 (s, 1H), 8.91 (s, 1H), 8.23 (s, 1H), 8.12 (s, 1H), 8.05 (s, 1H), 7.62
(s, 1H), 7.04 (t, 1H), 6.97 (dd, 1H), 6.86 (br s, 1H), 5.56 (s, 2H), 4.13 (t, 2H), 3.74 (t, 2H),

2.92-2.89 (m, 8H); LC-MS 5B, (ES+) 438.2, RT = 4.52min.
oooooao

000 84

4-(3-((6-((AH-0 0000 -4-00)IJ00)-1H-0000 [3,4-d]0 0000 -1-00)00
0)-5-00000000)0000-3-00

000068000 (i0vii)JODODODODODODODOOOO0O0O00O0

H

F
'H NMR (d¢-DMSO) & 12.51 (s, 1H), 9.86 (s, 1H), 8.93 (s, 1H), 8.08 (s, 1H), 7.67 (s, 1H),

7.30-7.27 (m, 2H), 6.96 (d, 1H), 5.57 (s, 2H), 4.19 (s, 2H), 3.97 — 3.88 (m, 2H), 3.69-3.67 (m,

2H); LC-MS J#1# B, (ES+) 409.1, RT = 6.32min.
Ooo0oooOooao
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00 (i)
0D2-000000000000000000000000A0D0DOO2-(4-000-1H-00
00O0-1-00)0000000000O0

00 (i)
06-000-1H-0000[3,4-d]000000001-000-3-(000000)-2-000
00000000000 O0D@Odi)I0OONONON0NONO2-@-000-1H-0000 0 -1-0
0)0D0O0D0DO0O000O0O0O0O0OD@EONDODOONDD2-U-(A-B-000-2-0000000
0)-1H-00O0O0[3,4-d]J00000-6-00)I00)-1H-00000-1-00)00000
ODooooo

00 (i)

02-(4-((1-(3-000-2-00000000)-1H-0000([3,4-d]00 000 -6-00)0
00)-1H-00O000-1-00)00000000000006@O0ii)I000O0O00C0CO
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'H NMR

(d-DMSO) & 9.88 (s, 1H), 8.92 (s, 1H), 8.08 (brs, 1H), 8.06 (s, 1H), 7.61 (s, 1H), 7.37-7.33
(m, 2H), 7.24 (t, 1H), 5.63 (s, 2H), 4.87 (t, 1H), 4.12 (t, 2H), 3.73 (q, 2H), 3.63 (br s, 4H),
3.48 (brs, 2H), 3.18 (t, 2H); LC-MS #1 B, (ES+) 467.2, RT = 6.09min.
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'H NMR (de-DMSO) & 9.88 (s, 1H), 8.91 (s, 1H), 8.13 (s, 1H), 8.04 (s, 1H), 7.60 (s, LH), 6.96
— 6.85 (m, 1H), 6.77 (s, 1H), 5.58 (s, 2H), 3.84 (s, 3H), 2.94 — 2.83 (m, 4H), 2.77 — 2.68 (m,

4H); LC-MS F## B, (ES+) 426, RT = 5.07min.
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'"H NMR (ds-DMSO) & 9.88 (s, 1H), 8.92 (s, 1H), 8.06 (s, 1H), 8.03 (s, 1H), 7.55 (s, 1H), 7.38

~ 732 (m, 2H), 7.28 = 721 (m, 1H), 5.64 (s, 2H), 3.83 (s, 3H), 3.63 (s, 4H), 3 47 (s, 2H), 3.17

(s, 2H); LC-MS 5 B, (ES+) 437, RT =6.65min.

ogooooao

000 88

4-B-((6-((I-0 00 -1H-0 0000 -4-00)00 0)-1H-00 00 [3,4-d]J0 00 00 -1-
00)OO0)I0O00)Ioooo-3-000

N N4i\H 2

N
jOH

/“\\

o
00 (i)
04-(3-((6-(1-0 00 -1H-00000-4-00000)-1H-0000[3,4-d]0000OD0 -1-
0O0)00C0)IO0ODOD)IOODODD-3-00000027000000000
00 (i)
04-(3-((6-(1-0 00 -1H-00000-4-00000)-1H-0000[3,4-d]000C0CD0 -1-
00)0DO0O0O)IODDO0)IODODDODDO-3-00 @5mgd 0.12mmol)0 00000 4ml0 O O O O
Ooo0DO0O0O0OO0O0(@7omgd 7000010000070 0000)000000000C00000
0000000000000 0000000O0O0O000000000000000000
0000000000000 0000000O0O0O000000HPLCOODOOOOODOOO

(mgO 12p molO 10%)0 O O O

'H NMR (d-DMSO) 6 8.22 (s, 1H), 7.78 (s, 1H), 7.37 — 7.32 (m, 3H),

7.29 - 724 (m, 1H), 7.12 = 7.08 (m, 1H), 7.01 (s, 1H), 6.06 (s, 1H), 5.16 (s, 2H), 4.45 (s, 2H),
4.18 (s, 2H), 3.96 — 3.91 (m, 2H), 3.76 (s, 3H), 3.68 — 3.63 (m, 2H); LC-MS 5# B, (ES+)
4072, RT = 4.04min.
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6.53 (m, 1H), 6.45 (s, 1H), 6.36 — 6.26 (m, 1H), 5.45 (s, 2H), 4.67 (s, 4H), 3.88 (s, 4H), 3.84
(s, 3H); LC-MS F# B, (ES+) 403, RT = 7.24 min.
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'H NMR (ds-DMSO) & 9.87 (s, 1H), 8.91 (s, 1H), 8.05 (s, 1H), 8.03 (s, 1H), 7.57 (s, 1H), 6.37
~6.27 (m, 1H), 6.24 (s, 1H), 6.16 — 6.08 (m, 1H), 5.45 (s, 2H), 4.66 (s, 4H), 3.90 (s, 4H), 3.84

(s, 3H); LC-MS 41 B, (ES+) 421, RT = 7.86 min.
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'"H NMR (ds-DMSO0) & 9.87 (s, 1H), 8.90 (s, 1H), 8.03 (s, 2H), 7.56 (s, 1H), 6.92 (m, 1H),
6.53 (s, 1H), 6.47 (m, 1H), 5.52 (s, 2H), 4.69 (s, 4H), 4.05 (s, 4H), 3.83 (s, 3H),; LC-MS

F# B, (ESt) 421, RT = 7.67 min.
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Ml | JAK2 | JAK3 | Aur A | Aur B | JAKAura | JAKS/Aurh
o A s c 3-10 1050
e Ia B c 1050 >50
slo |a s B 1050 10-50
alc |a |c B >50 >50
slp A B B 1050 >50
A I c 10-50 >50
1o 1a s B 1050 10-50
slo s c C 1050 10-50
olo  la s 8 10-50 10-50
olp A s B 3-10 1050
1|0 |A |B B 1050 10-50
12|/p |A |B B 3-10 1050
3o s c D 3-10 1050
14D |A |B B 1050 10-50
=0 s c c 1050 10-50
elc A s B 1050 10-50
e 1a e . >50 1050
P B 1050 >50
19 | D B C D 10-50 10-50
olp A s c 1050 >50
21| ¢ A B C >50 >50
P B 1050 >50
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23| D A B C 3-10 >50
24| D A B C 10-50 >50
25| D A B B 10-50 10-50
26| D A B C 3-10 10-50
27 | C A B B 10-50 10-50
28 | D A B B >50 >50
29| D A B B 3-10 10-50
30| D A B C 10-50 >50
31| D A B C 3-10 >50
32| D A C C 10-50 >50
33| D A C C >50 10-50
34| D A B C 10-50 >50
35| D A B C 10-50 10-50
36| D A B C 10-50 10-50
37| D B C C 10-50 >50
38 | D A B B 10-50 10-50
39| C A B B 10-50 10-50
40 | C A B B 10-50 10-50
41 | D A C C 10-50 10-50
42 | C A C B >50 10-50
43 | C A C B >50 >50
44 | D A B B 10-50 10-50
45 | C A B B 10-50 10-50
46 | C A B B 10-50 10-50
47 | C A B B 10-50 10-50
48 | C A C C >50 >50
49 | C A B C 10-50 >50
50| C A B B >50 >50
51| C A B B 10-50 >50
52| C A B C >50 >50
53| D A B B >50 >50
54 | C A B C >50 >50
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55| C A B B 10-50 10-50
56 | D A C C >50 >50
57| D A B B 10-50 10-50
58 | C A B B 10-50 10-50
55| D A B B 10-50 10-50
60 | C A C C >50 >50
61| C A B B >50 10-50
62 | C A B B 10-50 10-50
63| C A B A 10-50 3-10
64 | C A B B 10-50 10-50
65| D A C C >50 >50
66 | C A B A 10-50 3-10
67 | C A B B >50 10-50
68 | C A B B 10-50 >50
69 | C A A B 3-10 10-50
70 | C A C B >50 10-50
711D A B B 10-50 10-50
72| D A B B 10-50 10-50
73 | B A B B 10-50 10-50
74 | B A A A 10-50 10-50
751 C A B A 10-50 3-10
76 | C A A B 3-10 3-10
77 | D A B B 3-10 3-10
78 | C A B A 10-50 3-10
79| B A B C 10-50 >50
80| C A B B 3-10 10-50
81| C A B B >50 10-50
82| D A B A 3-10 3-10
83| C A B A 10-50 3-10
84 | B A B B >50 10-50
85| C A B C >50 >50
86 | C A C B >50 10-50
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87| C A C C >50 >50
88| D B C C 10-50 >50
89 | D A B C 10-50 >50
90 | C A D C 10-50 >50
91| C A D C N.D. >50
92 | C A B B 10-50 >50
93 | C A B B 10-50 10-50
94 | C A C C >50 >50
95| B A B B 10-50 10-50
96 | B A D D >50 >50
97 | C A B C 10-50 >50
98 | C A A A 3-10 3-10
99 | C A A A 3-10 3-10
100 | D A B C 3-10 10-50
101 | C A A B 10-50 10-50
102 | B A A B 10-50 10-50
103 | C A A B 3-10 3-10
104 | D B B C 10-50 10-50
105 | C A B B 10-50 >50
106 | C A B B 10-50 10-50
107 | C A A B 3-10 10-50
108 | D A B C 3-10 10-50
109 | C A A B 3-10 10-50
110 | B A C B >50 3-10
111 | C A B B 10-50 10-50
112 | D A B C 10-50 >50
113 | D A C C >50 >50
114 | C A A B 3-10 10-50
115 | C A B C 10-50 >50
116 | C A B C 10-50 >50
117 | D B B D 3-10 >50
118 | D A C C 10-50 10-50
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119 | D A C C 10-50 >50
120 | C A B C 10-50 >50
121 | C A B C 10-50 10-50
122 | C A B B 10-50 >50
123 | C A C C 10-50 >50
124 | C A B B 10-50 10-50
125 | B A C C 10-50 >50
126 | D A C D >50 >50
127 | C A B B 10-50 10-50

10



(115)

gooooooanb

INTERNATIONAL SEARCH REPORT

JP 2013-534233 A 2013.9.2

International application No

PCT/EP2011/063905

A. CLASSIFICATION OF SUBJECT MATTER

INV. C07D487/04 AB1K31/505
ADD.

A61P35/00

A61P37/00

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,

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

WPI Data, EMBASE, BEILSTEIN Data, CHEM ABS Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™

Gitation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

claims 1,49,50,55
page 88; compound 300

NV [BE];
claims 1,7,10

claims 1,18,23
examples 195,201,292-316

X WO 2008/094602 A2 (BIOGEN IDEC INC [US]; 1-51
KASIBHATLA SRINIVAS RAO [US]; HONG KEVIN
[US]; Z) 7 August 2008 (2008-08-07)

A WO 2006/074985 A1 (JANSSEN PHARMACEUTICA 1-51
FREYNE EDDY JEAN EDGARD [BE];
LACRAMPE) 20 July 2006 (2006-07-26)

X,P WO 2011/048082 Al (CELLZOME LTD [GB]; 1-51
RAMSDEN NIGEL [GB]; HARRISON RICHARD JOHN
[GB]; OXE) 28 April 2011 (2011-84-28)

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

5 December 2012

Date of mailing of the intemational search repart

11/12/2012

Name and mailing address of the ISA/
Eurcpean Patent Offioe, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswijk
Tel. (+31-70) 340-2040,
Fax: (+31-70) 340-3016

Autharized officer

Gutke, Hans-Jiirgen

Form PCTASA210 (second eheet] {(April 2005)




(116) JP 2013-534233 A 2013.9.2

INTERNATIONAL SEARCH REPORT

Information on patsnt famlly members

International application No

PCT/EP2011/063905
Patent document Publication Patent family Publication

cited in search report date member(s) date

WO 2008094602 A2  07-08-2008 AU 2008211108 Al 07-08-2008
Al 2008211172 Al 07-08-2008
CA 2676658 Al 07-08-2008
CA 2676665 Al 07-08-2008
EP 2108019 A2 14-16-2009
EP 2108020 A2 14-10-2009
JP 2010516812 A 20-05-2010
JP 2010532312 A 07-10-2010
Us 2010190787 Al 29-07-2010
Us 2016249667 Al 30-09-2010
WO 2008094575 AZ 07-08-2008
WO 2008094602 AZ 07-08-2008

WO 2006074985 Al 20-07-2006 AU 2006205851 Al 20-07-2006
CA 2594425 Al 20-07-2006
EP 1846408 Al 24-10-2007
JP 2008526920 A 24-07-2008
Us 2008070914 Al 20-03-2008
WO 2006074985 Al 20-07-2006

W0 2011048082 Al 28-04-2011 AR 078675 Al 23-11-2011
AU 2010309882 Al 12-04-2012
CA 2775009 Al 28-04-2011
CN 102666545 A 12-09-2012
EP 2491039 Al 29-08-2012
KR 20120102601 A 18-09-2012
T 201125867 A 01-08-2011
Us 2012252779 Al 04-10-2012
WD 2011048082 Al 28-04-2011

Form PCTASA210 {patent family annex) (April 2005)



(117)

JP 2013-534233 A 2013.9.2

gooooooaoo

(1) Int.Cl.
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo

31/5386
37/02
29/00
37/08
35/00
43/00
37/06

(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)
(2006.01)

oo
gooo
gaoo
oooo
gooo
agooo
oooo
gooo
gogoo

519/00
31/5386
37/02
29/00
37/08
35/00
43/00
37/06

gooo
gaoo
oooo
gooo
agooo
oooo
gooo
gogoo

gooooboooood
gooon
gooon
goooo
goooo
gooon
goooo
goooo
gooon

(gHoooooono  ApP(BW,GH,GM,KE,LR,LS,MW,MZ,NA,SD,SL,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ,BY ,KG,KZ ,MD,RU, TJ, T
M),EP(AL,AT,BE,BG,CH,CY,CZ,DE,DK, EE,ES,FI,FR,GB,GR,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, ML ,MR,NE, SN, TD, TG) , AE, AG, AL ,AM,AO, AT ,AU,AZ,,BA,BB,
BG,BH,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,HR , HU, I
D,IL,IN,IS,JP,KE,KG,KM,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,OM,PE,PG,PH,PL,PT,QA,RO,RS,RU,SC,SD, SE, SG, SK, SL, SM, ST, SV, SY,TH, TJ, TM, TN, TR, TT,TZ,UA, UG, US,UZ,VC,

VN, ZA,ZM

(72000

(72000

(72000

(72000

(72000

(72000

gooooooa
ggboboboboooooooboboooooooboooaoo
goooooo
gooooboooooooboboooooooboooooooo
gooooboooagooon
oobooooooooooooocooobooooo
goooboooood
gooooboooooooobooooooboobooooooooboooa
uggooboboododaaoo
goboobObooboooooooobOboboooooooobooboboboooooooon
goooobooogoo
ggboobbooooobbboooooooboouooboboooooobooboboaa
ODOO0O0O(@O) 4C050 AAO1 BBO5
gooo OO0 4C072 MMO6 Uuol
OO0 OO 4C0o86 AAOL  AAD2
gooo oo

MASS NA14

CC08 EE04 FF0O2 GGO1 HHO4

AAO3 (CB06 CB22 MAO1 MAO4 MAL6 MA34 MA52
ZB07 Z7ZB08 ZB11 7ZB13 7B26 ZC20



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

