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0D1000002000000000000(156.0 mg, 1.22 mmol)D 00O 0500000
20 [(I000000O000O000)00O0]00000(200.0 mg, 0.61 mmol, OO0 OO
00000000000 000O0)000HATU (257.0 mg, 0.68 mmol)d DMF (5 mL)D O O
0000000000000 O000O000O000O000000000O00O0200800 CHyCN
/M, 0OOOOOOHWPLCOODOOODODODODOOODOODOOOOOTFADODODOOOOOOD
000 (76 mg, 23 O )0 'H NMR (400 MHzO CDCl5) & 1.31 (t, J=7.23 Hz, 3 H), 1.86 (
m, 1 H), 2.07 (m, 2 H), 2.19 (m, 1 H), 2.95 (m, 4 H), 3.20 (s, 1 H), 3.57 (m, 1
H), 3.81 (m, 1 H), 7.55 (m, 4 H), 7.83 (d, J=6.25 Hz, 1 H), 7.87 (m, 2 H), 7.97
(d, J=8.20 Hz, 1 H), 8.49 (s, 1 H), 8.92 (d, J=8.98 Hz, 1 H), 9.54 (s, 1 H), 12.
04 (s, 1 H). MS (ESI) (M+H)" 436.1.
0Do0Oooo0o
0D00. 5000002000 00000000000)IO0]00000
00000

0

5 cl o

L
[
C
[ cl OH NH mlil
[
L
[

e
g

OCH,Cl, (ML) O D10 0000000000000 00CC97 pl, 0.64 mmol)J 0000

OO0 DOCH,Cl, (3.5 mL) 0020000 500000000 (110 mg, 0.64 mmol)J O O O

O0O0o0oooo@opl, 0.64mmol)I 0 0DDOD0OO0O0O0ONONDDDODOOOOODOD

0000000000000 0D0O0O0O000H0000000000D0DD0DO0O0O0O0O0O

00000000 (200 mg, 95 0 )0 'H NMR (400 MHzO CDCI;) & 7.59 (m, 2 H), 7.67 (

m, 1 H), 7.75 (d, J=8.59 Hz, 1 H), 7.81 (m, 1 H), 7.94 (d, J=8.20 Hz, 1 H), 8.07
(d, J=8.20 Hz, 1 H), 8.26 (d, J=2.15 Hz, 1 H), 8.33 (d, J=7.23 Hz, 1 H), 9.13 (

d, J=8.79 Hz, 1 H). MS (ESI) (M+H)" 326.

oooooao

oooo

NO[40 000020 ([[[2040000000)000]000]00000]000071010
Ooo0D0D0O0O0O00000

Oo0o0oogoao
o) 0 r’“‘o
cl OH cl ﬁf*xv»N\sz

00000000000 0000O0O0DMF (B nm)00S0000020[(10000000
000D0O0)I00]00000 (200.0 mg, 0.61 mmol)O HATU (257.0 mg, 0.68 mmol)O
0040000000000 00 (160 pl, 1.22 mmol)0 00000 COOO200 800 CH
L,CN/H,0D OO OODDOHPLCOOODDOODOODOODOODOODODOOOOOTFADDOODOODODOD
00000 (58 mg, 17 0 )0 *H NMR (400 MHzO CDCl,) & 3.24 (m, 2 H), 3.81 (m, 2 H),
3.93 (m, 8 H), 7.56 (m, 3 H), 7.68 (d, J=2.34 Hz, 2 H), 7.85 (dd, J=7.13, 1.07 H
z, 1 H), 7.89 (d, J=1.76 Hz, 2 H), 7.98 (d, J=8.20 Hz, 1 H), 8.50 (s, 1 H), 8.87
(d, J=8.59 Hz, 1 H), 11.68 (s, 1 H). MS (ESI) (M+H)" 438.1.
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NO[40ODOODD20[[40[20A0000000)000]010000000]100000]
00O0D0]10100000000000000
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cl Ny N

® 50 i

0000000000000 O0O00O0DME (5 nl)0050000020[(0000O00O0
00O000)00O0]00000(200.0 mg, 0.61 mmol)d HATU (257.0 mg, 0.68 mmol)O
0040[20(10000O000)000]1000000 (243 mg, 1.22 mmol) DO OO OO
00 0200800 CHCN/H, 00 OO O OOHPLCOOD ODOOOOOOODOODOOODOOOOTF
ADDDDDODODODODODODOO(67 mg, 18 O0)O *H NMR (400 MHzO CDCly) & 2.32 (m, 8 H)
3.14 (m, 4 H), 3.29 (m, 2 H), 3.37 (m, 2 H), 3.89 (m, 4 H), 7.20 (d, J=2.15 Hz, 20
1 H), 7.38 (m, 1 H), 7.50 (m, 1 H), 7.56 (m, 2 H), 7.71 (d, J=7.03 Hz, 1 H), 7.
79 (m, 1 H), 7.90 (m, 1 H), 7.98 (d, J=8.20 Hz, 1 H), 8.32 (s, 1 H), 8.88 (s, 1
H). MS (ESI) (M+H)® 507.1.
000000
Dooo
NO[40OOOO20([[[20(0000000)000]1000]1000001]00007]010
000000000000

L T T e T e T e T e B e B |
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O000D0D0DO00D0O00DO0OO0O0DOODMF (3 mI)D0OS0000O020[(A0 000000
O00DDD0)IODOD]0000D0(200.0 mg, 0.61 mmol)d HATU (257.0 mg, 0.68 mmol)O
OONNDOODODOODO1,200000000 (136 pl, 1.22 mmol)D 00 DO O00ODOO200

800 CH,CN/H, 00 0D OOUDOHPLCODODOODODOODDODOODODOODDOOOTFADOOD
OO0OD0DO0O0O0O0 (48 mg, 15 0)0O 40
"H NMR (400 MHz, DMSOO Dg) & 2.75 (s, 6 H), 3.18 (m, 2 H), 3.51 (q, J=5.79 Hz, 2

H), 7.58 (m, 2 H), 7.67 (dd, J=8.79, 2.54 Hz, 1 H), 7.81 (dd, J=7.03, 1.17 Hz,

1 H), 7.85 (d, J=2.34 Hz, 1 H), 8.00 (m, 1 H), 8.09 (d, J=8.20 Hz, 1 H), 8.31 (m

, 1 H), 8.50 (d, J=8.79 Hz, 1 H), 9.01 (m, 1 H), 9.28 (s, 1 H), 11.74 (s, 1 H).

MS (ESI) (M+H)" 396.1.
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0000000000000 O0O00ODME (5 ml)0050000020[(000000O0 10
00O0D00)00O0]00000(200.0 mg, 0.61 mmol)d HATU (257.0 mg, 0.68 mmol)DO
004000000000 C18 pl, 1.22 mmol)JO OO OO OO O 200 800 CHyCN/H,0
DO0O0O0DO0OOHPLCODOODOOODOODDOOODOOODOOOOTRFADDOOOODOOOOD

O (51 mg, 16 O )0 *H NMR (400 MHz, DMSOO Dg) & 2.78 (m, 4 H), 3.57 (m, 4 H), 7.5

7 (m, 3 H), 7.70 (m, 1 H), 7.79 (dd, J=7.03, 1.17 Hz, 1 H), 7.98 (m, 2 H), 8.08

(d, J=8.20 Hz, 1 H), 8.30 (dd, J=6.25, 3.51 Hz, 1 H), 8.36 (d, J=8.98 Hz, 1 H),

9.79 (s, 1 H), 11.42 (s, 1 H). MS (ESI) (M+H)" 410.0.
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0000000000000 O0O00O0DME (5 nl)0050000020[(l0000O000
00O000)00O0]00000(200.0 mg, 0.61 mmol)d HATU (257.0 mg, 0.68 mmol)O
001000000000 (92 pl, 1.22 mmol)D OO0 ODO0COODOO 200 800 CHyCN/H,0
DO0O0OO0DO0OOHPLCODOOOOOOOOOOODOOODOOOOTFADODOOOOOOOOOD
0 (64 mg, 20 O )0 'H NMR (400 MHz, DMSOO Dg) & 1.16 (m, 3 H), 3.08 (m, 2 H), 3.2
5 (s, 2 H), 3.52 (m, 2 H), 3.84 (m, 2 H), 4.47 (m, 2 H), 7.43 (d, J=8.40 Hz, 1 H
), 7.55 (m, 4 H), 7.58 (d, J=8.20 Hz, 1 H), 7.67 (m, 1 H), 7.97 (m, 1 H), 8.04 (
d, J=8.20 Hz, 1 H), 8.23 (m, 1 H), 10.68 (s, 1 H). MS (ESI) (M+H)" 422.1. 40
Dooooao
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0000000000000 0O0D00ODMF(S M) DDOS0000020[(0000D000D0
00D0D0)DO0D]000D00 (200.0 mg, 0.61 mmol)d HATU (257.0 mg, 0.68 mmol)D O
040 000000000000 (178 pl, 1.22 nmol)D 0 D000 OO DO0O200800 CHyC
N/H, OO OODOOOHPLCODODODODODDODODODDODOODDODOODOOTFADODOODDOODO
OO0 O (45 mg, 13 O )0 'H NMR (400 MHz, DMSOO Dg) & 1.80 (m, 2 H), 2.91 (m, 2 H),
3.08 (m, 2 H), 3.23 (m, 4 H), 3.51 (m, 2 H), 3.82 (m, 2 H), 7.57 (m, 2 H), 7.64
(m, 1 H), 7.81 (dd, J=7.42, 1.56 Hz, 2 H), 8.00 (m, 1 H), 8.09 (d, J=8.20 Hz, 1
H), 8.31 (m, 1 H), 8.49 (d, J=8.79 Hz, 1 H), 8.98 (s, 1 H), 9.68 (s, 1 H), 11.8
4 (s, 1 H). MS (ESI) (M+H)" 452.1.
oooooao
oooooooao
NO[40D0OODDO0O20[[(400D000D000D0D0)D00]00000]0000]101000
000000000000 O0OND[20[[40(0O00000)010000000]100000
040 0000000]1010000000000000

oooogad
[ H NH,
[ N
C
E & i Cl i !
OH Cl
t —_— H o
C
IR e ¢
L
O

0000000000 O0000C0OODMRG m)DDS0000020[(10 0000000
000D0)I00]00000(200.0 mg, 0.61 mmol)O HATU (257.0 mg, 0.68 mmol)O O
040(000000)ID00O00 (139 mg, 1.22 mmol)0 0 0000 OO D200 800 CHyCN
/H, 00 0O OODDOHPLCOODODOOOODODDOODODDODDOOOODDODDOOOODOO0O:
O0DO0OODOOOTFADODOOONDO[40000020[[(A0000000000)000]0
000O0]0000]1010000000000000 (25 mg, 8 O0)O'H NMR (400 MHz,
DMSOO Dg) & 1.24 (m, 2 H), 1.73 (m, 2 H), 2.74 (d, J=8.40 Hz, 3 H), 3.18 (m, 2 H
), 3.30 (m, 2 H), 3.61 (s, 1 H), 7.57 (m, 2 H), 7.65 (dd, J=8.88, 2.44 Hz, 1 H),
7.78 (dd, J=7.03, 1.17 Hz, 1 H), 7.83 (d, J=2.34 Hz, 1 H), 8.00 (dd, J=6.05, 3.
32 Hz, 1 H), 8.09 (d, J=8.40 Hz, 1 H), 8.29 (m, 1 H) 8.39 (s, 1 H), 8.56 (m, 1 H
), 8.96 (s, 1 H), 11.87 (s, 1 H). MS (ESI) (M+H)® 422.1.
O0DO0OOOOTFADODODOONO[20([[40(000000)010000000]0000
0]0400000000]1010000000000000 (32 mg, 10 0)O0'H NMR (400
MHz, DMSOO Dg) & 1.25 (m, 4 H), 1.61 (s, 2 H), 1.74 (m, 3 H), 2.65 (m, 2 H), 4.
39 (s, 2 H), 7.38 (d, J=2.54 Hz, 1 H), 7.50 (m, 1 H), 7.54 (m, 3 H), 7.66 (m, 2
H), 7.96 (m, 1 H), 8.02 (m, 1 H), 8.23 (s, 1 H), 10.42 (s, 1 H). MS (ESI) (M+H)"
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NO[20[[40 (20 000000)010000000]00000]040000000070

100000000000 OoooooND4aocoogoo

20 [[[20 (10000000 )000

jococojooooo]ljcoogoljoiloooooOoooooooao

oooogad

NH NH

L T e T e T e T e T e T e T e T s B e |

(" NK
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A

NH

OoODo0oO0ooODO0ODO0oOoooOoooDOoODMRGS M) DOSO0O00DO0200(IOD0O000O0O0O0

0O0O0D0)IOO0]00000(200.0 mg,
0D10@O0O000O000)00O000 (160 pl,

0.61 mmol)O HATU (257.0 mg,
1.22 mmol) D OO O ODODOOO200800 C

0.68 mmol)O O

H;CN/H, oD OO OCOCOHPLCOOOOOOOOOODODODDODODDDDDOOODODODODODOOO

OCOO0OOOODOTFAO OO OOND [20[[400OO0O00CD0OD0OO)Y)Y01I00O00D0D0O0O0]710000

00]0400000000]010000000000000 (19 mg,
6 H),
7.55 (nm,
1H),

0 MHz,

.99 (s,
, 1 H),
, 10.64 (s,

DMSOO Dg) & 2.45 (m, 2 H), 3.11 (m,
2 H), 7.41 (d, J=8.20 Hz, 1 H),
7.97 (n, 3 H), 8.04 (d, J=8.01 Hz,

1 H). MS (ESI) (M+H)® 437.1.

6 0)O"H NMR (40
3.63 (m, 2 H), 4
J=7.03, 0.98 Hz
3.32 Hz, 1 H)

3.22 (s, 2 H),
3 H), 7.66 (dd,
8.23 (dd, J=6.25,

O00) OOOOTFADOOOONDO 40000020 ([[[20(10000000)000]100

0D]0O00O00]0000]010000000000000 (33 ng,

10 0)O 'H NMR (400

MHz, DMSOO Dg) & 2.44 (m, 2 H), 3.22 (m, 8 H), 3.45 (m, 2 H), 4.86 (s, 1 H), 7.
57 (m, 3 H), 7.82 (m, 2 H), 7.99 (m, 1 H), 8.08 (d, J=7.81 Hz, 1 H), 8.31 (s, 1
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7.03 (s, 1

H),

1 H), 8.

7.15 (s, 1 H), 7.54 (m, 3 H), 7.71 (dd
03 (d, J=8.40 Hz, 1 H), 8.25 (m, 2 H),

8.62 (s, 1 H), 11.19 (s, 1 H). MS (ESI) (M+H)" 402.2.
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.57 (m, 4H), 7.84 (m, 1H), 7.91 (m, 1H), 7.98 (d, J = 8.4 Hz, 1H), 8.51 (dd, J =

8.0, 1.2 Hz, 1H), 8.87 (dd, J = 8.8, 1.2 Hz, 1H), 11.49 (brs, 1H); MS (ESI) (M+
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4 mg, 53 0 )0 'H NMR (400 MHzO CDCly) & 0.240 0.27 (m, 2 H), 0.550 0.59 (m, 2 H)
, 0.9801.08 (m, 1 H), 3.22 (dd, J=7.23, 5.27 Hz, 2 H), 6.3106.36 (br. s., 1 H)
, 7.510 7.59 (m, 5 H), 7.85 (dd, J=7.22, 1.17 Hz, 1 H), 7.89 (m, 1 H), 7.880 7.9
8 (d, J=8.20 Hz, 1 H), 8.52 (m, 1 H), 8.88 (d, J=8.98 Hz, 1 H), 11.58 (s, 1 H);

MS (ES1) (M+H)® 378.9; C,,H,4CIN,0, + 0.1 H,00 0O ODODOOODOO: C, 69.42; H,

5.08; N, 7.36. OO0 : C, 69.42; H, 5.13; N, 7.36.

oooo0oo

00016

NO[40 0000200000000 0O0)IDOOOD]0000]0100000000

Oo0ooodadg
i : )
Cl
N

0oooo
[

[

[ c! o N

[ NZ —_— NH

: o)

[ @ (]

[

000D01400000000000000000000000O0000O00(0.5nL)060
0000200 000000)04K03,1000000000 0400 0 (100 mg, 0.33 mm
oD DD0OODDC0OODOODO0O(9 mg, 1.0 mmol)D 00 0C0O0D0O0O0OOO (103 mg,
79 O )0 'H NMR (400 MHzO CDCly) & 1.150 1.27 (m, 3 H), 1.3101.42 (m, 2 H), 1.5
80 1.67 (m, 1 H), 1.7201.77 (m, 2 H), 1.9501.99 (m, 2 H), 3.8103.90 (m, 1 H),
6.07 (d, J=7.42 Hz, 1 H), 7.45 (d, J=2.54 Hz, 1 H), 7.500 7.59 (m, 4 H), 7.84 (
dd, J=7.03, 1.17 Hz, 1 H), 7.8807.90 (m, 1 H), 7.97 (d, J=8.40 Hz, 1 H), 8.51 (
dd, J=8.01, 1.17 Hz, 1 H), 8.86 (d, J=8.79 Hz, 1 H), 11.550 11.59 (br. s., 1 H);

L T e T e T e T e T e B |

10

20

30

50



(45) JP 2008-500337 A 2008.1.10

MS (ES1) (M+H)* 407.0; C,,H,5CIN,0, + 0.1 H,00 0O O ODOOODOO: C, 70.53; H,
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.86; N, 6.79.
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H), 3.39 (dd, J=7.32, 5.76 Hz, 2 H), 6.15
H), 7.510 7.59 (m, 4 H), 7.84 (dd, J=7.23

, 1.17 Hz, 1 H), 7.8807.90 (m, 1 H), 7.97 (d, J=8.40 Hz, 1 H), 8.52 (dd, J=8.01

, 1.17 Hz, 1 H), 8.87 (d, J=8.98 Hz, 1
393.0; Cy3Hy,CIN,O, + 0.1 H,00 00O DO
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(128 mg, 92 O )O *H NMR (400 MHzO CDCI,
1 H), 3.22 (t, J=6.25 Hz, 2 H), 6.70 6.
520 7.59 (m, 4 H), 7.83 (dd, J=7.03, 1.
, J=8.40 Hz, 1 H), 8.5008.52 (m, 1 H)
1 H); MS (ESI) (M+H)® 435.0; C,4H,,CIN,
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17 Hz, 1 H), 7.8807.90 (m, 1 H), 7.97 (d
8.87 (d, J=8.98 Hz, 1 H), 11.53 (br. s.,
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00002000 00000)04H03,100000000 004000 (100 mg, 0.33 mm
ohIODDD20(000000)I0000000000 (129 mg, 1.0 mmol) D00 O000O
00000 (80 mg, 57 0 )0 *H NMR (400 MHzO CDCl;) & 1.2701.36 (m. 1 H), 1.4601
.67 (m, 8 H), 1.8101.91 (m, 1 H), 3.39 (d, 5.86 Hz, 2 H), 6.6706.70 (m, 1 H),
7.510 7.57 (m, 4 H), 7.82 (dd, J=7.13, 1.27 Hz, 1 H), 7.8707.90 (m, 1 H), 7.95
07.98 (m, 1 H), 8.500 8.52 (m, 1 H), 8.8608.89 (m, 1 H), 11.540 11.58 (br s, 1
H); MS (ESI) (M+H)® 473.0; C,cH,sCIN,O, + 0.1 H,0 + 0.1 CH,OHD0 0D OO OO OO
O0:C, 68.22; H, 5.84; N, 6.34. O O0O: C, 68.28; H, 5.75; N, 6.36.
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mg, 79 O )0 'H NMR (400 MHzO CDCl;) & 1.430 1.55 (m, 1 H), 1.630 1.93 (m, 4 H),
1.9902.15 (m, 1 H), 3.3103.54 (m, 2 H), 3.7603.86 (m, 1 H), 7.1907.25 (m, 1
H) 7.310 7.41 (m, 1 H), 7.450 7.51 (m, 2 H), 7.520 7.58 (m, 3 H), 7.73 (d, J=6.
64 Hz, 1 H), 7.8707.89 (m, 1 H), 7.95 (d, J=8.40 Hz, 1 H), 8.42 (d, J=7.62 Hz,
1 H), 9.290 7.40 (br. s., 1 H); MS (ESI) (M+H)" 409.0; C,3H,,CIN,O5 + 0.1 H,00
0D0O0o0DO0O0O0O0O0: C, 67.27; H, 5.20; N, 6.82. OO0O: C, 67.18; H, 5.20; N, 6
.75.
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mg, 92 O )0 'H NMR (400 MHzO CDCl;) & 1.270 1.87 (m, 8 H), 3.1103.23 (m, 1 H),
3.4403.51 (m, 2 H), 7.25 (d, J=2.54 Hz, 1 H), 7.46 (dd, J=8.79, 2.34 Hz, 1 H),
7.440 7.60 (m, 4 H), 7.76 (dd, J=7.13, 0.88 Hz, 1 H), 7.8907.92 (m, 1 H), 7.98
(d, J=8.20 Hz, 1 H). 8.4608.48 (br s, 1 H). 9.41 (br. s., 1 H); MS (ESI) (M+H)
423.0; C,,H,3CIN,O; + 0.1 H,0ODODOODODOODOOOT: C, 67.87; H, 5.51; N, 6.60.
OOoo0: C, 67.85; H, 5.47; N, 6.51.
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1 mg, 47 0 )0 *H NMR (400 MHzO CDCl;) & 1.540 1.58 (m, 4 H), 1.640 1.78 (m, 4 H)
, 3.49 (t, J=6.15 Hz, 2 H), 3.5903.62 (m, 2 H), 7.27 (d, J=2.15 Hz, 1 H), 7.46
(dd, J=8.79, 2.34 Hz, 1 H), 7.450 7.59 (m, 3 H), 7.74 (dd, J=7.13, 1.27 Hz, 1 H)
, 7.8907.91 (m, 1 H), 7.98 (d, J=8.20 Hz, 1 H), 8.4408.48 (m, 2 H), 9.20 (br s 40
, 1 H); MS (ESI) (M+H)" 407.0; C,,H,5CIN,0, + 0.1 CH,OHO O O OO ODOOODO: C,
70.58; H, 5.75; N, 6.83. OO O: C, 70.66; H, 5.50; N, 6.74.
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H NMR (400 MHzO CDCl,;) & 1.860 1.99 (m, 4 H), 3.540 3.61 (m, 4 H), 7.40 (d, J=2.
34 Hz, 1 H), 7.46 (dd, J=8.89, 2.44 Hz, 1 H), 7.490 7.59 (m, 3 H), 7.81 (dd, J=7
.03, 1.17 Hz, 1 H), 7.8807.91 (m, 1 H), 7.97 (d, J=8.40 Hz, 1 H), 8.510 8.53 (m
, 1 H), 8.59 (d, J=8.98 Hz, 1 H), 10.150 10.22 (br s, 1 H); MS (ESI) (M+H)" 379.
0; C,,H;oCIN,0, + 0.2 H,00ODODODODODODODODOT: C, 69.09; H, 5.11; N, 7.32. OO
O:C, 69.16; H, 5.02; N, 7.27.
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1H), 7.54 (m, 5H), 7.84 (dd, J = 7.2, 1.2 Hz, 1H), 7.89 (d, J = 8.0 Hz, 1H), 7.
97 (d, J = 8.4 Hz, 1H), 8.51 (d, J = 8.0 Hz, 1H), 8.87 (d, J = 8.4 Hz, 1H), 11.6
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000000 (131 mg, 94 0)O0 *H NMR (400 MHzO CDCl,) & 2.00 (m, 2H), 3.55 (m, 2
H), 3.92 (m, 2H), 4.04 (m, 2H), 5.00 (m, 1H), 7.08 (brs, 1H), 7.47 (m, 1H), 7.53

(n, 4H), 7.88 (m, 2H), 7.97 (d, J = 8.4 Hz, 1H), 8.52 (d, J = 8.0 Hz, 1H), 8.89

(d, J = 9.2 Hz, 1H), 11.72 (brs, 1H); MS (ESI) (M+H)" 425.1.
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00000075 mg, 54 0)O “H NMR (400 MHzO CDCI;) & 1.65 (m, 2H), 1.78 (m, 2H

), 1.88 (m, 4H), 3.37 (t, J = 5.2 Hz, 1H), 3.68 (d, J = 5.2 Hz, 2H), 6.26 (brs,

1H), 7.41 (m, 1H), 7.50 (m, 4H), 7.78 (dd, J = 7.2, 1.2Hz, 1H), 7.86 (m, 1H), 7.

95 (d, J = 8.4 Hz, 1H), 8.47 (d, J = 8.0 Hz, 1H), 8.78 (d, J = 9.2 Hz, 1H), 11.1
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), 7.98 (d, J = 8.4 Hz, 1H), 8.48 (m, 2H), 9.73 (brs, 1H); MS (ESI) (M+H)" 421.0
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ocooom4000000000DO00O0O0DOO0O0oO0DODO0DO0OO0DODO0DOD0DDOOE@mML)O200
OD0OO(5 mg, 5.0mmol)D1I000O0O00ODODOOODOOODODOC(L.0

oodenDOODO

5 g, 5.5 mmol)O O O HATU (2.1 g,

YO MS (ESI) (M+H)™ 308.0.

gooogoao
o oo 44

5.5mmol) D0 0O0CDOOOOCDOOO(1.50 g, 98 O
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OCoOO0O0O00OO0O0OO0OD0400 0 (716 mg,

2.33mmo) D00 0D0O0OOCDOOOOCOOOODOMW

eOHO 0 5.3 M, 0.88 mL, 4.66 mmol)D 00D OO ODOODO0ODO (849 mg, 93 O0)O “H NM
R (400 MHzO CDClI;) & 1.73 (m, 2 H) 1.86 (m, 2 H) 2.05 (m, 2 H) 2.56 (m, 1 H) 3.4

5 (dd, J=7.23,
(t, J=8.30 Hz,

5.86 Hz, 2 H) 6.20 (m, 1 H) 7.22 (dd,
1 H) 7.55 (m, 3 H) 7.78 (dd, J=7.03,

J=8.01, 0.98 Hz, 1 H) 7.43
1.17 Hz, 1 H) 7.90 (m, 1 H)

7.98 (d, J=8.40 Hz, 1 H) 8.48 (m, 2 H) 9.75 (s, 1 H); MS (ESI) (M+H)" 393.0; C,,

H,, CIN, 0,0 O O
5.62; N, 7.05.
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OO0O0.NO[20[[(000C0CO00C0O000)I0O0]00000]030000000017]01
0000000000000
00000

0 10

0 N

P H

@ v ;

000D01400000000000000000000000C0000O00(0.5nL)050
0000200000000 )04KH03,1000000000 04000 (100 mg, 0. 35 m
ml) D D0 00000000 O0O00O000OC(50mg, 1.3 mmol)D 00000000000
(102 mg, 73 O0)O *H NMR (400 MHzO CDCl,) & 0.91 (m, 2H), 1.07 (m, 3H), 1.54 (m,
1H), 1.59 (m, 3H), 1.68 (m, 2H), 2.43 (s, 3H), 3.25 (t, J = 6.4 Hz, 2H), 5.97 (b
rs, 1H), 7.06 (d, J = 7.6 Hz, 1H), 7.38 (t, J = 8.0 Hz, 1H), 7.53 (m, 3H), 7.74
(dd, J= 7.2, 1.2 Hz, 1H), 7.88 (m, 1H), 7.97 (d, J = 7.6 Hz, 1H), 8.17 (d, J = 8
.4 Hz, 1H), 8.45 (m, 1H), 8.93 (s, 1H); MS (ESI) (M+H)" 401.0. 20
Dooooo
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OO0 600000000760 mg, 5.0mmol)0 100 0000000000000 (1.05
g, 5.5 mmol)OJ O O HATU (2.1 g, 5.5 nmol)0 00000000 DO00OO(1.30 g, 91 0)
O MS (ESI) (M+H)" 288.1.
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0000140 00000000000000000D000000O0O000(0.5mL)de6,7
000000020Q0000000)04H03,10 00000000040 00 (100 mg, O
B0mmol)J0DDDOOOOOODDDDDODOO (50 mg, 1.3 mmol)0 00000000
000 (119 mg, 89 O )0 'H NMR (400 MHzO CDCIz) & 0.98 (m, 2H), 1.22 (m, 3H), 1.5
6 (m, 1H), 1.74 (m, 5H), 3.23 (t, J = 6.4 Hz, 2H), 3.94 (s, 3H), 4.05 (s, 3H), 6
.09 (brs, 1H), 6.93 (s, 1H), 7.53 (m, 3H), 7.86 (dd, J= 6.8, 1.2 Hz, 1H), 7.89 (
dd, J= 7.6, 2.0 Hz, 1H), 7.96 (d, J = 8.0 Hz, 1H), 8.54 (d, J = 9.2 Hz, 1H), 8.6
8 (s, 1H), 11.88 (s, 1H); MS (ESI) (M+H)" 447.0.
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g, 77 0 )0 MS (ESI) (M+H)" 334.1.
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OO0O0.NO[20[[(0000000000)I00]00000]03000000000)]
D10 000000000000
00000

IZ

N’————-—- NH

000D01400000000000000000000000C0000O00(0.5nL)050
0000020000000 0)04H03,10 0000000004000 (303 mg, 1.0 m
mol) D D 00DO000O000O0O00O000O(300mg, 2.6 mmol)D 00000000000
(350 mg, 84 O )0 'H NMR (400 MHzO CDCl;) & 0.99 (m, 2H), 1.22 (m, 3H), 1.56 (m,
1H), 1.74 (m, 5H), 3.23 (m, 2H), 3.89 (s, 3H), 6.78 (dd, J= 8.4, 0.8 Hz, 1H), 7.
52 (m, 4H), 7.80 (s, 1H), 7.86 (m, 2H), 7.95 (d, J = 8.0 Hz, 1H), 8.53 (d, J = 7
.6 Hz, 1H), 8.58 (dd, J= 8.4, 0.8 Hz, 1H), 12.52 (s, 1H); MS (ESI) (M+H)" 417.0.
Dooooao

DO00. 500000020000 0000)04KH03,100000000004000

ooooao
0”7 0
Cr
S
NH, O
0

0000140000000000000000000000000000C( mL)0200
0006000000 O0000(840 mg, 5.0 mmol)J10 000000000000 000O
(1.05 g, 5.5 mmol)O O O HATU (2.1 g, 5.5 mmol)0 000000 O0DO00O0O(L1.33 g, 8
8 0)O MS (ESI) (M+H)" 304.1.
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oHhDODDODODDDODO0DODO0D0DD0OO0O(85 mg, 1.0mmol)D DO D O0O0DO00C OO0 (35
mg, 45 O )0 “H NMR (400 MHzO CDCl;) & 1.74 (m, 2H), 1.92 (m, 2H), 2.08 (m, 2H),
2.55 (m, 1H), 3.23 (m, 2H), 3.89 (s, 3H), 6.78 (dd, J= 8.4, 0.8 Hz, 1H), 7.52 (m
, 4H), 7.80 (s, 1H), 7.86 (m, 2H), 7.95 (d, J = 8.0 Hz, 1H), 8.53 (d, J = 7.6 Hz
, 1H), 8.58 (dd, J= 8.4, 0.8 Hz, 1H), 12.52 (s, 1H); MS (ESI) (M+H)" 389.0.
oooo0oo
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OBBr, (1MW) OOODODONIO[20[[(0000000000)I00O]00000]0300
0000000101000 0000000000 (300.0 mg, 0.72 mmol)O CH,Cl, (15 m
HDOODOO0OO0DO0O0O0D0D000O00O0O0O0D0DD0DO0OOO0O0OO0O0O0DODODOO0O0OO0O0o0oooan
O0OO0OO0OOEtOAcO0 00 D0D0DOO0O00OIM NH,OHO O OO OO0OO0DD0DDDOOO0OOOOOOMgS
0,00 0000000000000 D0000DO200800 CHyCN/H,00 00 O O OHPLCO OO
0O000D0D000D0O00D0O0000O00D0O00(59 mg, 20 O0)0'H NMR (400 MHzO CDCI,
) 3 0.89 (m, 2H), 1.12 (m, 3H), 1.44 (m, 1H), 1.64 (m, 5H), 3.17 (m, 2H), 6.66 (
brs, 1H), 7.28 (m, 1H), 7.54 (m, 3H), 7.83 (d, J = 7.2 Hz, 2H), 7.88 (m, 1H), 7.
96 (d, J = 8.0 Hz, 2H), 8.26 (m, 1H), 8.48 (d, J = 8.8 Hz, 1H), 12.08 (s, 1H); M
S (ESI) (M+H)" 403.0.
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00 0ds50
NO[20[[(000000000)I00]00000]1030000000000701000
0oooooooo0aod

oooogao
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shunie Jo

0000490 0000000000NDO[20[[(DO0O00D00D00D)DDO0O0]0000O0]
030 000000001010 000000000000 (100.0 mg, 0.26 mmol)OJ O OB
Br, (1 nl)DOODDOODODOODOD (22 mg, 23 0)O'H NMR (400 MHzO CDCI,) & 1.62
(m, 2H), 1.81 (m, 2H), 1.98 (m, 2H), 2.44 (m, 1H), 3.32 (m, 2H), 6.67 (d, J = 8
.0 Hz, 1H), 7.21 (m, 1H), 7.50 (m, 3H), 7.81 (d, J = 6.8 Hz, 1H), 7.87 (m, 1H),
7.95 (d, J = 8.0 Hz, 1H), 8.06 (s, 1H), 8.26 (m, 1H), 8.40 (d, J = 8.0 Hz, 1H),
12.38 (s, 1H); MS (ESI) (M+H)® 375.2.
oooooao
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NO[40000OD20[[(0C0D000000D00)I00]00000]10000]080000
oooooooo

00000
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cl N;;
H
NH q =
o Z
oooooo

000 .NO[400D0O0D020[[(0000000000)000]00000]00007]08
ooOoo0O0O0oo0oooon
Doo0o0Oo

0
Cl

-4

[

[

[

[ 0 N

E cl ﬁ - NH W N

[ NH, o) 4

[
O0O0O0O0000000000O0(127 mg, 1.0 mmol)0 00 OO ODMF (10 mL)O 0200 0O
O0sS00000NO((0O00000000D))!XOOOODODO (134 mng, 0.5 mmol, O OO
0000000000000 000)00008000000000O00O0 (130 mg, 0.75 mmol

YOOODDDODODOO20000000HATU (570 mg, 1.5 mmol)D 0O O0DDOOO0O0O0OO
0020 000000000000H,0(50ML)0000000O0OODDOOOOOOO
0000000000000 0000D0 (88 mg, 42 0)0'H NMR (400 MHzO CDCI;) & O.
95 (m, 2H), 1.01 (m, 3H), 1.45 (m, 1H), 1.56 (m, 3H), 1.64 (m, 2H), 3.25 (d, J =
6.4 Hz, 2H), 6.19 (brs, 1H), 7.45 (m, 2H), 7.56 (m, 1H), 7.72 (d, J= 7.6 Hz, 1H

), 8.03 (d, J = 8.4 Hz, 1H), 8.31 (d, J = 8.4 Hz, 1H), 8.41 (d, J = 8.8 Hz, 1H),
8.87 (d, J = 7.6 Hz, 1H), 9.11 (d, J = 4.4 Hz, 1H), 13.98 (brs, 1H); MS (ESI) (
M+H)® 421.9.

oooooao
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2 c N
N0 H
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0o0o0ooooooooooono(6-8 g, 60 mmol)D OO OODMEF (50 mDH)OOS500000
000000 (chloroisatonic anhydride)(6.0 g, 30 mmol)D OO O ODOOODOOOOAO
OD00(@.8¢g, 30mmol) 00000 DO0OODODODODODODOODOODDOGOH,0 (100 mL)O
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0000000000 (0nml) 0000000000000 ODO0O0OOOODO0O0O0OOO
000000000 O0(7.0 g, 87 0)OMS (ESI) (M+H)" 267.1.
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oooosi00o0oDo0o0ooDoo0ooDoo0ooDoo0ooDoooDoooDoOooDogDnD (381 mg, 3.0 m
mol)D 20 000 0500000NO(ODOODODODODODODODO)Y)Y™DOOOODOO (400 mg, 1.5
mmol)d O O OO OO (346 mg, 2.0 mmol)O O O HATU (760 mg, 2.0 mmol) D O OO OOO
0O0O00D (380 mg, 60 O )0 'H NMR (400 MHzO CDCl;) & 1.02 (m, 2H), 1.17 (m, 3H),
1.61 (m, 2H), 1.68 (m, 2H), 1.77 (m, 2H), 3.35 (d, J = 6.4 Hz, 2H), 6.13 (brs,
1H), 7.47 (m, 2H), 7.62 (m, 1H), 7.78 (dt, J= 8.4, 1.6 Hz, 1H), 7.86 (d, J = 8.4
Hz, 1H), 8.30 (m, 3H), 8.80 (d, J = 9.6 Hz, 1H), 12.75 (brs, 1H); MS (ESI) (M+H
) 422.1.
gooogogao
O 0053
NO[4DODDO20[[(0000D0D00DODO0)DODO]DO0O0OD0OO0]0000]020000
Oooooooooo

Doooo
[
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: c N~ & — NH
H N
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L.

0 CH,Cl, (0.5 nLl)D 0200000000000 00 (148 mg, 0.75 mmol)DJ 00 0 O O
OOODMF (5 nl) 0000000 O0O0D00O0O0OO0(127 mg, 1.0 mmol)J 2000 0 O 50
O0DO0ONO(OOOODO0D00OO0O0D0)IO0O00O000(184 mg, 0.5 mmol)DJ 0000 QODO
00000000000 0000D000000O000000O00H,0 (20m)00000O
0000000000000 00D000000000000000O0 (106 mg, 50 0)0°
H NMR (400 MHzO CDCl;) & 1.03 (m, 2H), 1.19 (m, 3H), 1.61 (m, 2H), 1.69 (m, 2H),
1.77 (m, 2H), 3.34 (d, J = 6.4 Hz, 2H), 6.16 (brs, 1H), 7.50 (m, 2H), 7.87 (nm,
2H), 8.17 (m, 1H), 8.31 (m, 1H), 8.81 (d, J = 9.2 Hz, 1H), 9.69 (s, 1H), 12.74 (
brs, 1H); MS (ESI) (M+H)" 423.1.
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[ NH, ) ['!!
[
0000300000 o0ooDOo0o0ooDOoooDOoooDOoooDooDOoanO (190 mg, 1.5 mmol)O 2
0000055000 00NO((MOO0ODOODODOOO) OOODOOODO(C267 mg, 1.0 mmol)O
000100000000 000 (296 mg, 1.5 mmol)D00DO0DOO0O0DO0DODOOO(L178 mg,
43 0 )0 'H NMR (400 MHzO CDCI;) & 0.99 (m, 2H), 1.22 (m, 3H), 1.56 (m, 1H), 1.7
5 (m, 5H), 3.23 (d, J = 6.4 Hz, 2H), 6.21 (brs, 1H), 7.46 (m, 1H), 7.53 (m, 4H),
7.84 (dd, J= 7.2, 1.2 Hz, 1H), 7.89 (m, 1H), 7.97 (d, J = 8.0 Hz, 1H), 8.52 (m,
1H), 8.88 (d, J = 9.2 Hz, 1H), 11.53 (brs, 1H); MS (ESI) (M+H)" 420.9.
gooogoad
0 0O 0O 55
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0ooosi00o0oo0o0oDoo0ooDoo0ooDoo0ooDoooDoooDoooDogan (190 mg, 1.5 m

mol)D 20 000050 0000NO((DOODODODODODODOO)Y)Y DODODOODODOO (187 mg, 0.7

mmol)J 3000 O0OO0OOOO0OO(173 mg, 1.0 mmol)DO O O HATU (380 mg, 1.0 mmol)O O
000000000025 mg, 8.5 0)O"H NMR (400 MHzO CDCI,) & 1.00 (m, 2H), 1.2
2 (m, 3H), 1.56 (m, 1H), 1.75 (m, 5H), 3.30 (d, J = 6.4 Hz, 2H), 6.26 (brs, 1H),
7.48 (m, 1H), 7.51 (m, 1H), 7.62 (m, 1H), 7.81 (m, 1H), 7.99 (d, J= 7.2 Hz, 1H)
, 8.15 (d, J = 8.0 Hz, 1H), 8.74 (s, 1H), 8.80 (d, J = 9.2 Hz, 1H), 9.50 (s, 1H)
, 12.38 (brs, 1H); MS (ESI) (M+H)® 422.1.
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ugoodaoan

o Cl

N ———
N NH

ocooos1000oo0o0Oo0ooooo0ooooDooooDo0O0oooOoO0ooDOO0Od 190 mg, 1.5 m
mol)D 200000550000 0ONO(OOOODODODOOODO)Y)YDODOOODODOO (134 mg, 0.5
mmol)J 20 00000 00O0O0O (186 mg, 1.5 mmol)D O O HATU (570 mg, 1.5 mmol)O O
0000000000103 mg, 55 0 )0 'H NMR (400 MHzO CDCl3) & 1.04 (m, 2H), 1.2

4 (m, 3H), 1.57 (m, 1H), 1.74 (m, 5H), 3.34 (t, J = 6.4 Hz, 2H), 6.22 (brs, 1H),
7.49 (m, 2H), 8.73 (s, 1H), 8.79 (m, 2H), 9.47 (s, 1H), 12.65 (brs, 1H); MS (ES
1) (M+H)® 373.1.

oooooao
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I e A (O o S AR SO 1|
mol)O200000500000NO((DO0D0O0O0ODOOODODO)Y)YOOO0DOOODOO(134 mg, 0.5
mmol)D30D 0D OODOOODOO (186 mg, 1.5 mmol)O O O HATU (570 mg, 1.5 mmol)O
O0O00D0DO000D0DOD (105 mg, 56 O )O 'H NMR (400 MHzO CDClz) & 1.02 (m, 2H), 1
.24 (m, 3H), 1.74 (m, 6H), 3.35 (t, J = 6.4 Hz, 2H), 6.20 (brs, 1H), 7.51 (m, 2H
), 7.69 (m, 1H), 8.36 (d, J = 10.0 Hz, 1H), 8.81 (d, J = 10.0 Hz, 1H), 9.34 (s,
1H), 13.06 (brs, 1H); MS (ESI) (M+H)" 373.1.
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o Cl
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D T

0000530 00000000000000000000000(190 mg, 1.5 mmol)d 2
000D0O0500000N0(0O0D000000D00)I000000(134 mg, 0.5 mmol)O
000200000000000 (148 mg, 0.75 mmol)0 0 00O OO OOOOO (109 mg
, 52 0 )0 *H NMR (400 MHzO CDCl,;) & 1.04 (m, 2H), 1.23 (m, 3H), 1.79 (m, 6H), 3.
34 (t, J = 6.4 Hz, 2H), 6.32 (brs, 1H), 7.49 (m, 2H), 7.58 (m, 2H), 8.04 (m, 4H)
, 8.55 (s, 1H), 8.84 (d, J = 8.8 Hz, 1H), 12.15 (brs, 1H); MS (ESI) (M+H)® 421.1
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00000S500000NDO(0O000000000)0000000 (134 mg, 0.5 mmol)O
0000000000000 000000(35 ng, 0.75 mmol)J00O0C0O0000O0CO
0 (27 mg, 14 O )0 'H NMR (400 MHzO CDCly) & 1.02 (m, 2H), 1.24 (m, 3H), 1.74 (m,

6H), 3.29 (t, J = 6.4 Hz, 2H), 6.28 (brs, 1H), 7.45 (m, 1H), 7.47 (m, 1H), 7.81
(dd, J = 4.4, 1.6 Hz, 2H), 8.79 (m, 3H), 12.30 (brs, 1H); MS (ESI) (M+H)" 372.1
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0ooos3000oDo0ooDoooDoooDoooDoooDoooDogan (190 mg, 1.5 mmol)O 2
0o0ooOoos0000O0ONO((QOOO0ODOODOOODO)Y DOODOODO (134 mg, 0.5 mmol)O
000000000 OoooDoooDoOogE3s mg, 0.75 mmol) DD O ODOODOODOO(24
mg, 13 0 )0 “H NMR (400 MHzO CDCI;) & 1.04 (m, 2H), 1.23 (m, 3H), 1.79 (m, 6H),
3.32 (t, J = 6.4 Hz, 2H), 6.29 (brs, 1H), 7.48 (m, 3H), 8.28 (m, 1H), 8.79 (m,
2H), 9.27 (s, 1H), 12.25 (brs, 1H); MS (ESI) (M+H)' 372.1.
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0000530 00000000000000000000000(190 mg, 1.5 mmol)d 2 30
000D0O0500000N0(0O0D000000D00)I000000(134 mg, 0.5 mnmol)O
0000000000000 (105 mg, 0.75 mmol)D 0O D O0D0OOCOOOO (75 mg, 41

0 )0 *H NMR (400 MHzO CDCl;) & 1.04 (m, 2H), 1.25 (m, 3H), 1.59 (m, 1H), 1.78 (
m, 5H), 3.32 (d, J = 6.4 Hz, 2H), 6.25 (brs, 1H), 7.50 (m, 5H), 8.02 (dd, J = 6.
8, 1.2 Hz, 2H), 8.81 (d, J = 8.8 Hz, 1H), 11.96 (brs, 1H); MS (ESI) (M+H)" 371.1
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000053000000 000000000000000000(190 mg, 1.5 mmol)O 2
00O000500000ND0(0O0D0O0O0D0O0O00O0)00O00000 (134 mg, 0.5 mmol)O
0003,40000002401,500000000000700000000000 (160 mg
, 0.75 mmol)J0O0O0DO0C0ODOOODOO (36 mg, 16 0 )0 'H NMR (400 MHzO CDCI;) & O.
98 (m, 2H), 1.17 (m, 3H), 1.59 (m, 1H), 1.73 (m, 5H), 2.19 (m, 2H), 3.25 (d, J =
6.4 Hz, 2H), 4.25 (m, 4H), 6.55 (m, 1H), 7.00 (d, J= 8.4 Hz, 1H), 7.39 (m, 1H),
7.49 (dd, J = 8.4, 2.4 Hz, 1H), 7.57 (d, J = 2.4 Hz, 1H), 8.61 (d, J = 8.8 Hz,
1H), 11.74 (brs, 1H); MS (ESI) (M+H)" 443.1.
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mol)D 20 00 00500000ND(D0O000D0000D0)IO0O0O00O (134 mg, 0.5

mmol)D 2,30 00 0000000007000 000 (99 mg, 0.6 mmol)D O O HATU (380

mg, 1.0 mmol)J 00 OOOHPLCOOOODDOOODOOODOOODOO (15 mg, 7 0)O'H NMR
(400 MHzO CDCl5) & 0.96 (m, 2H), 1.17 (m, 3H), 1.56 (m, 1H), 1.71 (m, 5H), 3.22
(m, 4H), 4.78 (t, J = 8.4 Hz, 2H), 6.13 (brs, 1H), 6.93 (t, J= 7.6 Hz, 1H), 7.3

1 (dd, J = 7.2, 1.2 Hz, 1H), 7.37 (m, 1H), 7.84 (d, J = 7.6 Hz, 1H), 8.45 (d, J

= 9.2 Hz, 1H), 11.01 (brs, 1H); MS (ESI) (M+H)" 413.1.
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mol)D 20 000 0500000NOODOOOODOODOOO)Y)YODOODOODOO (134 mg, 0.5
mmol)D 1000 O0O0DODOODOODO (173 mg, 1.0 mmol)O O O HATU (380 mg, 1.0 mmol)
OO0DOO0ODOHPLCOODODDOODODDODOODDOODDO (28 mg, 13 0 )0 'H NMR (400 MHzO C
DCl;) &6 0.99 (m, 2H), 1.17 (m, 3H), 1.56 (m, 1H), 1.72 (m, 5H), 3.30 (t, J = 6.4
Hz, 2H), 6.14 (brs, 1H), 7.46 (m, 2H), 7.67 (m, 2H), 7.84 (m, 2H), 8.63 (d, J=
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5.6 Hz, 1H), 8.81 (d, J = 8.8 Hz, 1H), 9.49 (d, J = 9.2 Hz, 1H), 12.60 (brs, 1H)
; MS (ESI) (M+H)" 422.1.
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mol)D 20000 0500000NO(ODOODODODODODODODO)YWDODODOODOO (134 mg, 0.5
mmol)J 40000 OO OO0OO(173 mg, 1.0 mmol)DO O O HATU (380 mg, 1.0 mmol)O O
ODOO0OHPLCODDOOODOODOOOODOO (20 mg, 10 O )0 'H NMR (400 MHzO CD50D 20
) 6 0.91 (m, 2H), 1.17 (m, 3H), 1.68 (m, 6H), 3.10 (d, J = 6.8 Hz, 2H), 7.56 (dd
, J =8.8, 2.4 Hz, 1H), 7.74 (m, 1H), 7.84 (m, 1H), 8.01 (m, 2H), 8.18 (d, J = 8
.8 Hz, 1H), 8.48 (m, 2H), 9.16 (d, J = 4.8 Hz, 1H); MS (ESI) (M+H)" 422.1.
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mmol)D 00O OO O0400 0000 (174 mg, 1.0 mmol)T O O HATU (380 mg, 1.0 mmol) 40

O0DCOODOOHPLCOODODODOOODOODODOODODOO (25 mg, 12 0 )0 *H NMR (400 MHzO C
D;0D) & 0.94 (m, 2H), 1.17 (m, 3H), 1.66 (m, 6H), 3.14 (d, J = 6.8 Hz, 2H), 7.58

(dd, J = 8.8, 2.4 Hz, 1H), 7.75 (d, J = 2.4 Hz, 1H), 7.96 (m, 1H), 8.03 (m, 1H)
, 8.51 (m, 3H), 9.52 (s, 1H); MS (ESI) (M+H)" 423.1.
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000051000 0000000000ODO0DOODODODOODODODOODOOO(C127 mg, 1.0 m
mol) D200 000500000NO((0O0D0OO0ODODODO)YODOODO(C134 mg, 0.5
mmol)OD20 0000010000003 (203 mg, 1.0 mmol)O O O HATU (380 mg, 1.0 mmol)
O0DOO0ODOHPLCOOODOODOODOODOODOO (12 mg, 5 0)0'H NMR (400 MHzO CD
30D) 6 0.89 (m, 2H), 1.17 (m, 3H), 1.56 (m, 1H), 1.69 (m, 5H), 3.06 (d, J = 6.4
Hz, 2H), 3.96 (s, 3H), 7.36 (m, 1H), 7.47 (m, 2H), 7.55 (dd, J= 9.2, 2.4 Hz, 1H)
, 7.67 (d, J = 2.4 Hz, 1H), 7.84 (m, 2H), 7.98 (d, J = 9.2 Hz, 1H), 8.65 (d, J =
8 .8 Hz, 1H), 8.69 (m, 1H); MS (ESI) (M+H)" 451.1.
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0ooooso000o0oNO((OO0OoDOo0o0oDo0oo) Y ocooononO (134 mg, 0.5 mmol)O
0002000000000 0000000O000O0 (135 mg, 0.75 mmol) DO OODOOODOAO
000 (78 mg, 42 0 )0 “H NMR (400 MHzO CDCI,) 3 1.00 (m, 2H), 1.21 (m, 3H), 1.56

(n, 1H), 1.74 (m, 5H), 3.30 (m, 2H), 6.13 (brs, 1H), 7.44 (m, 3H), 7.86 (m, 1H)

, 8.22 (dd, J = 8.0, 1.2 Hz, 1H), 8.73 (m, 1H), 8.78 (d, J = 9.2 Hz, 1H), 12.57
(brs, 1H); MS (ESI) (M+H)® 372.1. 40
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000053000000 000000000000000000(190 mg, 1.5 mmol)O 2
00O000500000ND0(0O00O0O000000)0000000 (134 mg, 0.5 mmol)O
000200000030 (000000000)0000O000O000 (177 mg, 0.75 mmo
NDOOOO0OO0O0OD0O0O0D00O0 (84 mg, 37 0)O'H NMR (400 MHzO CDCls) & 1.02 (m, 2H)
, 1.22 (m, 3H), 1.58 (m, 1H), 1.77 (m, 5H), 3.30 (m, 2H), 6.19 (brs, 1H), 7.39 (
t, J = 8.0 Hz, 1H), 7.45 (s, 1H), 7.49 (d, J = 9.2 Hz, 1H), 7.78 (m, 1H), 8.18 (
m, 1H), 8.69 (d, J = 9.2 Hz, 1H), 11.64 (brs, 1H); MS (ESI) (M+H)" 457.0.
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0002,300000000000000000 (132 mg, 0.75 mmol) D00 D0DO0ODOO
0000 (17 mg, 8 O)O'H NMR (400 MHzO CDCly) & 1.02 (m, 2H), 1.22 (m, 3H), 1.5

8 (m, 1H), 1.78 (m, 5H), 3.30 (m, 2H), 6.19 (brs, 1H), 7.21 (m, 1H), 7.34 (m, 1H

), 7.45 (s, 1H), 7.48 (m, 1H), 7.74 (m, 1H), 8.71 (d, J = 8.8 Hz, 1H), 11.64 (br

s, 1H); MS (ESI) (M+H)® 407.0.
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0000530 00000000000000000000000 (127 ng, 1.0 mmol)d 2
0000050 0000N0(0DO0D000000D00)I000000(50 mg, 0.19 nmol)O
000200000030 00000000000000 (58 mg, 0.3 mmol) D000 ODO
000000 (14 mg, 18 O )0 *H NMR (400 MHzO CDCl3) & 1.02 (m, 2H), 1.23 (m, 3H)
, 1.56 (m, 1H), 1.75 (m, 5H), 3.30 (m, 2H), 6.19 (brs, 1H), 7.22 (m, 2H), 7.46 (
s, 2H), 7.87 (m, 1H), 8.69 (d, J = 8.8 Hz, 1H), 11.59 (brs, 1H); MS (ESI) (M+H)"
423.0.
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000053000000 000000000000000000 (127 mg, 1.0 mmol)O 2
000005000 00ND0(0O0D0O0O000000)00O00000(50 ng, 0.19 mmol)O
0002,3000000000000000 (51 mg, 0.3 mmol)D0O0O0OOOO0OOO
0 (22 mg, 30 O )0 *H NMR (400 MHzO CDCl,) & 0.96 (m, 2H), 1.21 (m, 3H), 1.56 (m,
1H), 1.75 (m, 5H), 2.32 (s, 3H), 2.39 (s, 3H), 3.24 (m, 2H), 6.20 (brs, 1H), 7.
16 (m, 1H), 7.24 (m, 1H), 7.36 (d, J= 7.6 Hz, 1H), 7.43 (s, 1H), 7.48 (d, J = 8.
8 Hz, 1H), 8.78 (d, J = 8.8 Hz, 1H), 11.14 (brs, 1H); MS (ESI) (M+H)" 399.0.
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000053000000 000000000000000000 (127 mg, 1.0 mmol)O 2
00O000500000ND0(0O0D0O0O000000)00O00000(50 ng, 0.19 mmol)O
0003000000200 00000000)0000CO000O000 (68 mg, 0.3 mmol)
000000000000 (20 mg, 15 O0)O0 *H NMR (400 MHzO CDCl,) & 0.99 (m, 2H),
1.24 (m, 3H), 1.56 (m, 1H), 1.75 (m, 5H), 3.24 (m, 2H), 6.22 (brs, 1H), 7.30 (m,
1H), 7.36 (d, J = 7.6 Hz, 1H), 7.45 (s, 1H), 7.50 (dd, J = 9.2, 2.4 Hz, 1H), 7.
60 (m, 1H), 8.67 (d, J = 9.2 Hz, 1H), 11.31 (brs, 1H); MS (ESI) (M+H)" 457.0.
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0000050000 0ND(0D00D0000D000)I00O00O0O0CC50 mg, 0.19 mmol)D
0002,200000001,300000000000400000000000 (66 mg, O
B3 mmol)J0DO0O0D0ODOOODDOO (13 mg, 10 O)O0 'H NMR (400 MHzO CDCl3) & 1.02 (
m, 2H), 1.23 (m, 3H), 1.56 (m, 1H), 1.75 (m, 5H), 3.30 (m, 2H), 6.18 (brs, 1H),
7.22 (m, 2H), 7.47 (s, 2H), 7.68 (dd, J = 6.8, 2.4 Hz, 1H), 8.71 (d, J = 8.8 Hz,
1H), 11.66 (brs, 1H); MS (ESI) (M+H)" 451.0.
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0oo0osilgoooooooDoDoDoDoDoooo0o0o0oooooooooo0og (51 mg, 0.4 mm
o020 000050 0000NOD(MOOODODODODOD)YOOODOODOC0 mg, 0,19 m
mol) D60 00 0004HDO 1,300 0000000080 O0O0OODO (60 mg, 0.3 mmol)O O
O HATU (152 mg, 0.4 mmol)D OO OO OHPLCOODODDDDODDODOOOOOOOO (39 mg, 4
7 0O)O'H NMR (400 MHzO CDCl,) & 1.01 (m, 2H), 1.23 (m, 3H), 1.56 (m, 1H), 1.76
(m, 5H), 3.26 (m, 2H), 4.97 (s, 2H), 5.50 (s, 2H), 6.06 (brs, 1H), 6.86 (m, 1H),
7.40 (s, 1H), 7.44 (dd, J = 7.6, 1.2 Hz, 1H), 7.78 (dd, J = 7.6, 1.2 Hz, 1H), 8
.66 (d, J = 9.2 Hz, 1H), 11.61 (brs, 1H); MS (ESI) (M+H)® 447.0.
ooooodod 20
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000051000000 0000000000000000000000 (51 mg, 0.4 mm
o0 200000500000N0(0DO000000000)0000000(S0 mg, 0.19 m
mol)J 2000 0030(000000000)ID000O0 (61 mg, 0.3 mmol)D O O HATU (1
52 mg, 0.4 mmol)J DO COOHPLCOO D ODDOOOOODDOOOOD (20 mg, 23 0)0*H
NMR (400 MHzO CDCl,;) & 0.99 (m, 2H), 1.22 (m, 3H), 1.56 (m, 1H), 1.74 (m, 5H),
2.59 (s, 3H), 3.25 (m, 2H), 6.25 (brs, 1H), 7.40 (m, 1H), 7.45 (s, 1H), 7.51 (dd
, J =8.8, 2.4 Hz, 1H), 7.67 (d, J = 7.6 Hz, 1H), 7.73 (d, J = 7.6 Hz, 1H), 8.77 40
(d, J = 7.6 Hz, 1H), 11.36 (brs, 1H); MS (ESI) (M+H)" 453.0.
Oooo0o0o
ooo77
300000NI[4000D0020[[(0000000000)000]00000]10000]
0200000 0OOOOOO



(79) JP 2008-500337 A 2008.1.10

ugoodaoan

Iz

Cl N
H

NH, )

C

L

L

: o cl
L

E ct
L

0000510000000 00000000D00000D00D00D000O0(51 mg, 0.4 mm

o)0200000500000N0(00D000D00O0D0O)IO0DO0OO0ODODO(50 mg, 0.19 m
mol)D 200 0003000000000 (51 mg, 0.3 mmol)d O O HATU (152 mg, 0.4 mmo
HDOODODOODOHPLCODOOODDOODODOOODDOOD (10 mg, 13 O)O'H NMR (400 MHz
0 cbclz) 8 0.97 (m, 2H), 1.21 (m, 3H), 1.56 (m, 1H), 1.72 (m, 5H), 2.50 (s, 3H),
3.22 (m, 2H), 6.22 (brs, 1H), 7.20 (m, 2H), 7.42 (m, 3H), 8.73 (d, J = 8.8 Hz,
1H), 11.29 (brs, 1H); MS (ESI) (M+H)" 419.0.
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oHO200000500000ONOD(ODOODOODOODO)YDOODOODOC0 mg, 0.19 m
mol)D 2,30 00000000000 (55 mg, 0.3 mmol)D O O HATU (152 mg, 0.4 mmol)
OO0O0O0O0OO0OHPLCOOODOODODOODOODOOO(C20 mg, 25|:|)|:|1HNMR (400 MHzO C
DCI,) & 0.99 (m, 2H), 1.22 (m, 3H), 1.56 (m, 1H), 1.74 (m, 5H), 3.27 (m, 2H), 3.

91 (s, 3H), 4.02 (s, 3H), 6.12 (brs, 1H), 7.06 (d, J = 8.0 Hz, 1H), 7.13 (m, 1H)

, 7.40 (s, 1H), 7.44 (dd, J = 9.2, 2.4 Hz, 1H), 7.65 (dd, J = 8.0, 1.6 Hz, 1H),

8.61 (d, J = 8.8 Hz, 1H), 11.54 (brs, 1H); MS (ESI) (M+H)" 431.0.
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ol)0200000500000NI(00O00000000)IO0O000O0C(50 mg, 0.19 m
mol)D 20 0 0003000000000 O0(50 mg, 0.3 mmol)D O O HATU (152 mg, 0.4
mmol)D D OO ODOHPLCODO ODDOODODOODODODODODOO (15 mg, 19 O)O 'H NMR (400
MHzO CDCI,) & 0.99 (m, 2H), 1.24 (m, 3H), 1.56 (m, 1H), 1.77 (m, 5H), 2.36 (s, 3
H), 3.24 (m, 2H), 3.86 (s, 3H), 6.22 (brs, 1H), 6.93 (d, J = 8.0 Hz, 1H), 7.14 (

d, J = 7.2 Hz, 1H), 7.23 (d, J = 8.0 Hz, 1H), 7.43 (s, 1H), 7.48 (dd, J = 9.2, 2
.4 Hz, 1H), 8.77 (d, J = 9.2 Hz, 1H), 11.16 (brs, 1H); MS (ESI) (M+H)" 415.0.
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mol)DODODDODOOOOS5000000 (52 mg, 0.3 mmol)O O O HATU (152 mg, 0.4 mmol)
O0DOO0ODOHPLCOOODOODOODOODOODOO (18 mg, 23 0)O'H NMR (400 MHzO C
DCI;) & 0.99 (m, 2H), 1.22 (m, 3H), 1.56 (m, 1H), 1.74 (m, 5H), 3.25 (m, 2H), 6.
25 (brs, 1H), 7.46 (s, 1H), 7.54 (m, 1H), 7.68 (m, 1H), 8.12 (m, 2H), 8.40 (m, 1
H), 8.62 (d, J = 8.0 Hz, 1H), 8.86 (d, J = 8.0 Hz, 1H), 9.32 (s, 1H), 11.76 (brs
, 1H); MS (ESI) (M+H)® 422.0.
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"This international scarch report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L Clrims Nos.: 1L6-17
because they relate to subject matter not required fo be searched by this Authority, namely:

Claimas 16-17 relate to a method of treatment of the human or
animal body by surgery or by therapy /Rule 39.1(iv).
Neverthelees, a search has been carried out for these claims,
based on the alleged effects of the compounds.

2. X} ClaimsNos.: 1-8 . .
because they relate to parts of the intemnatione] application that do not comyidy with the prescribed requirements to such an
extent that no meaningfol international search can be cartied out, specifically:

The initial phase of the search revealed a very large number
of compounds relevant tc the issue of novelty. So many

/
3. I:I Claims Nos.:

becanse they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

BoxNo. Il Observations where unity of invention is lacking (Continnation of ftem 3 of first sheet)

This International Seerching Anthority found multiple inventions in this intetmational application, as follows:

L D Ag all required additionsl search fees were timely paid by flas applicant, this international search report covers ali soarchable
claims,

2 [:I As gl searchable claims could be searched without effort justifying an additionsl fee, this Authority did not invite payment of

3. D As only some of the required edditional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search faes were timely paid by the applicant. Consequently, this internations] search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable,
the payment of a protest fee,
L__I ‘The sdditional search fees were accompanicd by the applicant’s protest but the applicable
protest fee was not paid within the time limit specified in the inviistion.
[} Nogpotest accompanied the payment of additional search fees,
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Box II.Z2

compounds were retrieved that it ie impossible to determine
which parts of the claims may be said to define subject-matter
for which protection might legitimately be scught (Article 6
PCT) . For these reasoms, a meaningful seaxrch over the whole
breadth of the claims is imposeible. Consequently, the =earch
has been restricted to: :
The compounds of formula I, where R2 is restricted to the
groups according to claim 7. In the case when R2 is phenyl R4
has been restricted to groups used in the compounds of claim
2.
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