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NO [(3S)05000000400003,40000002H0000003000 71040 (0O
0000000 0)IODODOOO

000000000010 000040C@QO00000000)I000000000000
ODOADDOOOOOOODYH NMR (400MHz, CDClZ) & ppm 8.570 8.68 (m, 2H), 7.690 7.7
9 (m, 2H), 7.190 7.30 (m, 5H), 6.99 (dd, 1H), 6.88 (dd, 1H), 6.36 (d, 1H), 4.62
0 4.71 (m, 1H), 4.230 4.32 (m, 2H), 3.12 (dd, 1H), 2.70 (dd, 1H)O MS (ESI) m/z 4
15 [MO H*]O
Dooo0QoO
000020
AD00D0O0O0OOND[(3S)05000000400003,40000002H000000300
0DjJjoo0oo0o0OoO
000000000010 000200000000B1000000000%H NMR (400MHz
, CDCl3) & ppm 8.65 (d, 2H), 7.65 (d, 2H), 7.160 7.26 (m, 3H), 6.98 (dd, 1H), 6
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.810 6.91 (m, 3H), 6.27 (d, 1H), 4.580 4.70 (m, 1H), 4.230 4.31 (m, 2H), 3.98 (t
, 2H), 3.09 (dd, 1H), 2.70 (dd, 1H), 1.690 1.83 (m, 2H), 1.430 1.55 (m, 2H), 0.9

8 (t, 3H)O MS (ESI) m/z 403 [MO H*]O

0Doo0o0oo

000030

ADD0[(R)D08DO0O0D00D0400001,2,3,400000000000002000 7100
000000000000 000O0000O000O00

000000000020 000300000000BI000O0000O00YH NMR (400MHz
, CDCI3) & ppm 8.65 (d, 2H), 7.82 (d, 2H), 7.33 (d, 2H), 7.210 7.30 (m, 4H), 7.

07 (dd, 1H), 6.02 (d, 1H), 4.41 (br. s., 1H), 2.930 3.18 (m, 3H), 2.510 2.65 (m,
1H), 2.190 2.30 (m, 1H), 1.780 1.97 (m, 1H)O MS (ESI) m/z 477 [MO H*]O
0Doo0ooo

000040

NO[(3S)D5000000300003,40000002dH0000003000 040 (0O
00000000 )I0O00000

000000000030 000040(O000000000)I0O0O000000000
ODOADOOOOO0DO0OOY NMR (400MHz, CDClg) & ppm 8.58 (d, 2H) 7.74 (m, 2H) 7.6
2 (m, 1H) 7.35 (m, 1H) 7.25 (m, 3H) 6.97 (m, 1H) 6.88 (m, 1H) 6.43 (d, 1H) 4.66
(m, 1H) 4.27 (m, 2H) 3.10 (m, 1H) 2.69 (m, 1H)O MS (ESI1) m/z 415 [MO H*]O
0DoO0o00oo

000050

NO[(3S)05000000200003,40000002d0000003000 040 (0O
000000 O00)I0O00000

000000000040 000040(QO000000000) 00000000000
OADOOODOOOOO?Y NMR (400MHz, CDS0D) & ppm 8.59 (d, 1H) 7.830 7.98 (m, 3
H) 7.51 (d, 1H) 7.42 (m, 1H) 7.33 (d, 2H) 7.24 (t, 1H) 6.94 (d, 2H) 4.39 (m, 1H)
4.29 (m, 1H) 4.13 (m, 1H) 2.92 (m, 2H)O MS (ES1) m/z 415 [MO H*]O

0Doo0o00oo

000060

NO[(R)OS8I (100 O0O0D0IHOODOODOOD04000)01,2,3,40 0000000000
0020001040 O000000000)IO0OOO00O0

000000000050 000040(QO000000000)I0O0O000000000O
OADDOOODODOOOM NMR (400MHz, DMSOO dg) & ppm 8.53 (d, 1H) 7.99 (d, 2H)
7.82 (s, 1H) 7.56 (s, 1H) 7.45 (d, 2H) 7.14 (d, 2H) 7.04 (t, 1H) 4.030 4.16 (m,
1H) 3.86 (s, 3H) 3.04 (dd, 1H) 2.870 2.97 (m, 2H) 2.76 (dd, 1H) 2.000 2.11 (m, 1
H) 1.700 1.85 (m, 1H)O MS (ESI) m/z 416 [MO H*]O

Dooo0oo

000070

ADD[(RR)DSD (000D O0IHOOODODDOOD4000)01,2,3,40 000000000
0D0O02000]00000000000000000000000000O
000000000050 000300000000BI000O00000O00YH NMR (400MHz
, CDS0D) & ppm 7.940 8.03 (m, 2H) 7.70 (s, 1H) 7.57 (s, 1H) 7.440 7.52 (m, 2H)
7.15 (d, 2H) 7.040 7.11 (m, 1H) 4.160 4.30 (m, 1H) 3.92 (s, 3H) 3.16 (dd, 1H) 2.
980 3.07 (m, 2H) 2.79 (dd, 1H) 2.150 2.24 (m, 1H) 1.780 1.93 (m, 1H)O MS (ESI) m
/z 480 [MO H*]O

0Dooooo

000080

S0000O0ND[(RISI (M0 0O0C0CDIHOODODODODODD4000)01,2,3,400000
000000002000 ]0200000024H01,2,30000000040000000
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000000000050 000100000000B1000000000H NMR (400MHz
, CD;0D) & ppm 8.000 8.13 (m, 2H) 7.72 (s, 1H) 7.58 (s, 1H) 7.480 7.56 (m, 2H)

7.370 7.45 (m, 1H) 7.110 7.17 (m, 2H) 7.040 7.11 (m, 1H) 4.190 4.30 (m, 1H) 3.92
(s, 3H) 3.15 (dd, 1H) 2.970 3.06 (m, 2H) 2.87 (dd, 1H) 2.57 (s, 3H) 2.140 2.23
(m, 1H) 1.850 1.97 (m, 1H)O MS (ESI) m/z 413 [MO H*]O

000000

000090

NO [(2R)D 80 (3,50 0 00001HO 000000400 0)01,2,3,4000000000
000020001040 @Q000000000)0000000

000000000060 000D040(MOC000D0O0ONON)IODODOOOOOOOOC
OADOOODOOOOOY NMR (400MHz, CDS0D) & ppm 7.850 7.92 (m, 2H) 7.34 (d, 2

H) 7.100 7.21 (m, 2H) 6.92 (dd, 1H) 4.130 4.27 (m, 1H) 2.980 3.08 (m, 2H) 2.78 (

dd, 1H) 2.47 (dd, 1H) 2.120 2.24 (m, 1H) 2.05 (s, 3H) 2.02 (s, 3H) 1.720 1.89 (m
, 1H)O MS (ESI) m/z 430 [MO H*]O

DoooQooO

0000 100

NO[(R)OSD (3,50 0 0000000000004000)01,2,3,4000000000
0000200071040 @ 000000000)0000000

000000000070 000040@QO00000000)I000000000000
ODOADOOODOOO0O0OYH NMR (400MHz, CDZ0D) & ppm 7.78 (dd, 2H) 7.250 7.29 (m,

2H) 7.180 7.25 (m, 2H) 6.96 (dd, 1H) 6.01 (d, 1H) 4.350 4.47 (m, 1H) 2.940 3.15
(m, 2H) 2.87 (td, 1H) 2.300 2.41 (m, 1H) 2.26 (s, 2H) 2.230 2.29 (m, 1H) 2.21 (s
, 1H) 2.11 (s, 1H) 2.07 (s, 2H) 1.720 1.87 (m, 1H)O MS (ESI1) m/z 431 [MO H*]O
Ooo0oQ0oO

0000 110

A00[R)OS8D (3,500 0000000000004000)01,2,3,40 0000000
00000200010 000000000C000000000000000O0
000000000070 000300000000B10000000002H NMR (400MHz
, CD;0D) & ppm 7.96 (d, 2H) 7.400 7.50 (m, 2H) 7.170 7.28 (m, 2H) 6.890 7.01 (m
, 1H) 4.160 4.29 (m, 1H) 2.990 3.11 (m, 2H) 2.680 2.89 (m, 1H) 2.50 (dd, 1H) 2.1

70 2.29 (m, 4H) 2.07 (d, 3H) 1.740 1.93 (m, 1H)O MS (ESI) m/z 495 [MO H*]O
000000

0000 120

NO[(R)USI D ODDDD400001,2,3,4000000000000020007060(
,2,200000000000)I0000000

000000000 020000400000000B1000000000H NMR (400MHz
, CDS0D) & ppm 8.470 8.65 (m, 3H) 8.12 (dd, 1H) 7.40 (d, 2H) 7.170 7.30 (m, 2H)
7.05 (dd, 1H) 6.94 (d, 1H) 4.850 4.97 (m, 2H) 4.090 4.26 (m, 1H) 3.000 3.10 (m,
2H) 2.91 (dd, 1H) 2.670 2.79 (m, 1H) 2.110 2.24 (m, 1H) 1.760 1.93 (m, 1H)O MS
(ES1) m/z 428 [MO H*]O

Ooo0oQ0oO

0000 130

NO[(2R)DSI 000004000 01,2,3,4000000000000020007]060(3
,3,3000000000000)I0O0D000O0

0000000000200 00500000000B1000000000H NMR (400MHz
, CD;0D) & ppm 8.420 8.68 (m, 3H) 8.05 (d, 1H) 7.39 (d, 2H) 7.170 7.30 (m, 2H)
7.05 (d, 1H) 6.82 (d, 1H) 4.57 (t, 2H) 4.100 4.25 (m, 1H) 2.990 3.10 (m, 2H) 2.9
0 (dd, 1H) 2.600 2.79 (m, 3H) 2.100 2.24 (m, 1H) 1.740 1.98 (m, 1H)O MS (ESI) m/
z 442 [MO HY]O
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0000 140

600000000 ONI[(RRISOIOODONDNDD0D400001,2,3,400000000000

D02000]10000000

000000000020 000600000000BI000O00000O00YH NMR (400MHz
, CDS0D) & ppm 8.430 8.64 (m, 3H) 8.01 (dd, 1H) 7.40 (d, 2H) 7.130 7.29 (m, 2H)
7.05 (d, 1H) 6.72 (d, 1H) 5.220 5.41 (m, 1H) 4.080 4.25 (m, 1H) 2.980 3.10 (m,

2H) 2.90 (dd, 1H) 2.640 2.78 (m, 1H) 2.080 2.24 (m, 1H) 1.790 1.93 (m, 1H) 1.33
(d, 6H)O MS (ESI) m/z 388 [MO H*]O

0Dooooo

0000150

60 (0000000000 )INDO[(RR)ISIOODODDD40O0DO0L,2,3,40000000
0000002000 ]0000000
000000O000020000700000000BI0000000O00Y NMR (400MHz
, CDS0D) & ppm 8.480 8.61 (m, 3H) 8.02 (dd, 1H) 7.40 (d, 2H) 7.150 7.30 (m, 2H)
7.010 7.07 (m, 1H) 6.74 (d, 1H) 5.350 5.44 (m, 1H) 4.120 4.24 (m, 1H) 2.990 3.0

9 (m, 2H) 2.840 2.95 (m, 1H) 2.640 2.78 (m, 1H) 2.120 2.22 (m, 1H) 1.920 2.03 (m
, 2H) 1.820 1.93 (m, 1H) 1.710 1.83 (m, 4H) 1.560 1.71 (m, 2H)O MS (ESI) m/z 414
[MO H*]O

0Dooooo

0000160

2,40 00000C0NI[(R)DSIOC0O0O0D0400001,2,3,4000000000000
D2000]0000000

000000000020 0008]0000000BIO000O0000O0Y NMR (400MHz
, CDZ0D) & ppm 8.57 (br. s., 2H) 8.21 (d, 1H) 7.86 (d, 1H) 7.40 (d, 2H) 7.200 7
.32 (m, 2H) 7.09 (dd, 1H) 6.550 6.67 (m, 2H) 4.250 4.39 (m, 1H) 3.83 (s, 3H) 3.7

9 (s, 3H) 3.05 (t, 2H) 2.97 (dd, 1H) 2.70 (dd, 1H) 2.080 2.21 (m, 1H) 1.880 2.05
(m, 1H)O MS (ESI) m/z 389 [MO H*]O

0Doo0o00oo

0000170

5000002000000N0[(RR)OBIODOOO0O0400001,2,3,40 0000000
000002000 ]02H01,2,30 000000040 0000000

00000000 0020000100000000BI00000000O00YH NMR (400MHz
, CD50D) & ppm 8.58 (br. s., 2H) 8.06 (d, 2H) 7.51 (t, 2H) 7.330 7.47 (m, 3H) 7
.190 7.29 (m, 2H) 7.06 (dd, 1H) 4.150 4.28 (m, 1H) 3.000 3.11 (m, 2H) 2.730 2.93
(m, 2H) 2.53 (s, 3H) 2.130 2.24 (m, 1H) 1.830 1.98 (m, 1H)O MS (ESI) m/z 410 [M
0 H*]O

Dooo0oo

0000 180

NO[(3S)D5000000400003,40000002H000000 30007060 (2,2,2
00000000000 )IOO0O0O0O0O0

000000000010 000400000000BI000O0000O0O0YH NMR (400MHz
, CDS0D) & ppm 8.500 8.61 (m, 3H) 8.10 (dd, 1H) 7.410 7.46 (m, 2H) 7.24 (t, 1H)
6.93 (d, 2H) 6.86 (dd, 1H) 4.91 (q, 2H) 4.350 4.43 (m, 1H) 4.280 4.35 (m, 1H) 4
.010 4.11 (m, 1H) 2.910 3.01 (m, 1H) 2.780 2.87 (m, 1H)O MS (ESI1) m/z 430 [MO H*

10

0Dooooo

0000190

NO[(3S)05000000400003,40000002H000000 30007060 (3,3,3
000000000000 )0O00000

000000000010 000500000000BI0000000O00Y NMR (400MHz
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, CDS0D) & ppm 8.540 8.60 (m, 3H) 8.04 (dd, 1H) 7.380 7.45 (m, 2H) 7.23 (t, 1H)
6.93 (d, 1H) 6.85 (dd, 1H) 6.81 (d, 1H) 4.57 (t, 2H) 4.350 4.42 (m, 1H) 4.270 4
.35 (m, 1H) 4.000 4.10 (m, 1H) 2.890 3.00 (m, 1H) 2.770 2.88 (m, 1H) 2.610 2.76

(m, 2H)O MS (ESI) m/z 444 [MO H*]O

OooooQooO

0000 200

6000 000000OND[3S)D5000000400003,40000002H000000

30010000000

000000000010 000600000000BI0000000O0O0H NMR (400MHz
, CDZ0D) & ppm 8.59 (br. s., 2H) 8.54 (d, 1H) 8.00 (dd, 1H) 7.44 (d, 2H) 7.24 (

t, 1H) 6.94 (d, 1H) 6.86 (dd, 1H) 6.72 (d, 1H) 5.240 5.36 (m, 1H) 4.350 4.43 (m,
1H) 4.280 4.35 (m, 1H) 4.010 4.09 (m, 1H) 2.910 2.99 (m, 1H) 2.760 2.88 (m, 1H)
1.32 (d, 6H)O MS (ESI) m/z 390 [MO H*]O

Ooo0oQ0oO

0000 210

60 (0000000000 )IND[(3S)D5000000400003,40000002H00
0000300010 000000

000000000010 0007000000008B1000000000%H NMR (400MHz
, CDS0D) & ppm 8.58 (d, 2H) 8.54 (d, 1H) 8.00 (dd, 1H) 7.44 (d, 2H) 7.24 (t, 1H

) 6.94 (d, 1H) 6.86 (dd, 1H) 6.74 (d, 1H) 5.370 5.43 (m, 1H) 4.350 4.43 (m, 1H)

4.300 4.35 (m, 1H) 4.010 4.08 (m, 1H) 2.900 2.99 (m, 1H) 2.780 2.87 (m, 1H) 1.90
02.03 (m, 2H) 1.710 1.84 (m, 4H) 1.550 1.70 (m, 2H)O MS (ES1) m/z 416 [MO H*]O
000000

0000 220

2,40 000000ND[3S)D5000000400003,40000002H0000003
Oooo0jo0o0O0O00

000000000010 000800000000BI0000000O0OH NMR (400MHz
, CDS0D) & ppm 8.57 (d, 2H) 7.89 (d, 1H) 7.41 (d, 2H) 7.28 (t, 1H) 6.99 (d, 1H)
6.89 (d, 1H) 6.570 6.64 (m, 1H) 6.55 (s, 1H) 4.430 4.54 (m, 1H) 4.180 4.32 (m,
2H) 3.82 (s, 3H) 3.72 (s, 3H) 3.11 (dd, 1H) 2.69 (dd, 1H)O MS (ESI) m/z 391 [MO
H*O

000000

0000 230

500 0002000000N0[(3S)05000000400003,400000024H000
00030 00]02H01,2,300000000400000000
000000000010 0001000000008B1000000000H NMR (400MHz
, CDZ0D) & ppm 8.60 (d, 2H) 8.05 (d, 2H) 7.52 (t, 2H) 7.450 7.48 (m, 2H) 7.380
7.45 (m, 1H) 7.27 (t, 1H) 6.98 (d, 1H) 6.89 (d, 1H) 4.420 4.50 (m, 1H) 4.36 (dd,
1H) 4.090 4.16 (m, 1H) 2.880 3.01 (m, 2H) 2.56 (s, 3H)O MS (ESI1) m/z 412 [MO H*
10

Ooo0oQ0oO

0000 240

60 00 0000O0NI[(3S)D5000000400003,40000002H0000003
Oo0jo0o0O0O000

000000000010 000900000000BI0000000O0O0H NMR (400MHz
, CD;0D) & ppm 8.59 (br. s., 2H) 8.55 (d, 1H) 8.03 (dd, 1H) 7.45 (d, 2H) 7.24 (
t, 1H) 6.94 (d, 1H) 6.86 (dd, 1H) 6.80 (d, 1H) 4.350 4.45 (m, 1H) 4.250 4.35 (m,
1H) 4.020 4.13 (m, 3H) 2.900 3.02 (m, 1H) 2.760 2.89 (m, 1H) 2.020 2.14 (m, 1H)
0.960 1.05 (m, 6H)O MS (ESI1) m/z 404 [MO H*]O
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0000 250

60 000 0DOND [BS)UBODODODDOD40IODOOO3,40000002H0 00000300

oJjooooooao

000000000010 0001000000000BIOO0D0DO0OO0DODOOOY NMR (400MH

z, CD30D) & ppm 8.58 (br. s., 2H) 8.54 (d, 1H) 8.02 (dd, 1H) 7.44 (d, 2H) 7.23

(t, 1H) 6.93 (d, 1H) 6.85 (dd, 1H) 6.77 (d, 1H) 4.280 4.42 (m, 4H) 4.000 4.08 (m
, 1H) 2.900 2.99 (mn, 1H) 2.780 2.88 (m, 1H) 1.37 (t, 3H)O MS (ESI1) m/z 376 [MO H

+10

Oooooo

0odogno2en

60 (2,20 000000 OODO)INDO[BS)Us000O0DO0DO0O400003,400000032H

0oo0oooo3noojooooooad

000000000010 0001100000000B1000000000O0* NMR (400MH

z, CD50D) 3 ppm 8.540 8.62 (m, 3H) 8.08 (dd, 1H) 7.44 (d, 2H) 7.24 (t, 1H) 6.94
(d, 1H) 6.830 6.91 (m, 2H) 6.19 (tt, 1H) 4.57 (td, 2H) 4.360 4.43 (m, 1H) 4.29

04.35 (m, 1H) 4.030 4.13 (m, 1H) 2.920 3.01 (m, 1H) 2.780 2.88 (m, 1H)O MS (ESI

) m/z 412 [MO H*]O

gooooao

O00O0o270

60 [20 0000010 (@MOUODO0DDUODOHDOODDOD]IOND [BSYLSBOODODDODD4DODO3
LA O ODoDoo2dH0 0 00003 oo0ojooooooan

0000000000100 0012000000008B1O000000O0O00ODOH NMR (400MH

z, CDZ0OD) & ppm 8.550 8.61 (m, 3H) 8.07 (dd, 1H) 7.44 (d, 2H) 7.24 (t, 1H) 6.94
(d, 1H) 6.840 6.89 (m, 2H) 5.540 5.72 (m, 1H) 4.77 (dd, 2H) 4.65 (dd, 2H) 4.36

0 4.44 (m, 1H) 4.310 4.35 (m, 1H) 4.020 4.09 (m, 1H) 2.910 3.00 (m, 1H) 2.770 2.

88 (m, 1H)O MS (ESI) m/z 426 [MO HT]O

gooooao

O 000o0280

20 (000000000 HOND [BSOSBODODDO0DOO0D400003,400 0000 2HO O

OoDO0o0o30oo]loooooogsoo0o0oooDooao

0000000000100 0013000000008B100000O0O00O Y NMR (400MH

z, CD3;0D) & ppm 8.88 (s, 2H) 8.58 (d, 2H) 7.380 7.48 (m, 2H) 7.24 (t, 1H) 6.94
(d, 1H) 6.86 (dd, 1H) 5.410 5.53 (m, 1H) 4.360 4.46 (m, 1H) 4.230 4.35 (m, 1H) 4
.020 4.09 (m, 1H) 2.930 3.04 (m, 1H) 2.81 (dd, 1H) 1.910 2.04 (m, 2H) 1.740 1.89
(m, 4H) 1.600 1.73 (m, 2H)O MS (ESI) m/z 417 [MO H*]O

Oooooo

0odogno290

60 (00000 O0OO0DO)IND[BS)Us000O0D0O0400003,40000002H0 00O
0oo0o3oo]jooooooao

000000000010 0001400000000B1000000000O0Y NMR (400MH

z, CDZ0D) & ppm 8.58 (d, 2H) 8.53 (d, 1H) 8.02 (dd, 1H) 7.44 (d, 2H) 7.24 (t, 1

H) 6.94 (d, 1H) 6.86 (d, 1H) 6.75 (d, 1H) 5.120 5.23 (m, 1H) 4.350 4.43 (m, 1H)

4.260 4.35 (m, 1H) 4.010 4.09 (m, 1H) 2.890 2.99 (m, 1H) 2.760 2.87 (m, 1H) 2.39
0 2.51 (m, 2H) 2.030 2.18 (m, 2H) 1.780 1.90 (m, 1H) 1.630 1.78 (m, 1H)O MS (ESI

) m/z 402 [MO HT]O

Oooooo

O0O0O0 300

60 (00000000 DDO)OND @SSO DODODODD400003,40 00 0 0O O 2HO
0oooDo3xpoo]jooooooda

0000000000100 0015000000008B1000000000* NMR (400MH
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z, CDZ0D) & ppm 8.58 (d, 2H) 8.54 (d, 1H) 8.02 (dd, 1H) 7.390 7.46 (m, 2H) 7.24
(t, 1H) 6.94 (d, 1H) 6.86 (d, 1H) 6.79 (d, 1H) 4.350 4.43 (m, 1H) 4.280 4.35 (m
, 1H) 4.15 (d, 2H) 4.000 4.10 (m, 1H) 2.910 2.99 (m, 1H) 2.770 2.87 (m, 1H) 1.19
0 1.33 (m, 1H) 0.550 0.63 (m, 2H) 0.290 0.36 (m, 2H)O MS (ESI) m/z 402 [MO H*]O
OooooQooO

0000 310

NO [(R)DSI (3,50 00 0000000000040 00)01,2,3,4000000000
0000200071060 000000000000000

000000000070 000600000000BI00000000O0H NMR (400MHz
, CDS0D) & ppm 8.58 (d, 1H) 8.03 (dd, 1H) 7.180 7.26 (m, 2H) 6.920 6.99 (m, 1H)
6.74 (d, 1H) 5.250 5.37 (m, 1H) 4.160 4.27 (m, 1H) 2.960 3.09 (m, 2H) 2.690 2.8

4 (m, 1H) 2.420 2.54 (m, 1H) 2.22 (d, 3H) 2.130 2.20 (m, 1H) 2.06 (d, 3H) 1.740
1.87 (m, 1H) 1.33 (d, 6H)O MS (ESI) m/z 406 [MO H*]O

Ooo0oQ0oO

0000 320

60 (2,20 000000000 )OND[(2R)ISI (3,500 000000000000400
0)01,2,3,400000000000002000]10000000
000000000070 0001100000000B1000000000H NMR (400MH

z, CDZ0D) & ppm 8.61 (d, 1H) 8.11 (dd, 1H) 7.170 7.25 (m, 2H) 6.940 7.00 (m, 1H

) 6.90 (d, 1H) 6.19 (tt, 1H) 4.57 (td, 2H) 4.150 4.27 (m, 1H) 2.980 3.08 (m, 2H)
2.680 2.87 (m, 1H) 2.420 2.53 (m, 1H) 2.22 (d, 3H) 2.140 2.23 (m, 1H) 2.06 (d,

3H) 1.700 1.89 (m, 1H)O MS (ESI) m/z 428 [MO H*]O

000000

0000 330

20(0000000000)IND[(RR)ISI(E,5000000000000004000)
01,2,3,400000000000002000]000000500000000
000000000070 0001800000000BI00000000O0H NMR (400MH

z, CDZ0D) & ppm 8.92 (s, 2H) 7.160 7.25 (m, 2H) 6.920 6.99 (m, 1H) 5.390 5.55 (

m, 1H) 4.150 4.27 (m, 1H) 2.980 3.09 (m, 2H) 2.700 2.86 (m, 1H) 2.380 2.54 (m, 1
H) 2.22 (d, 3H) 2.160 2.22 (m, 1H) 2.06 (d, 3H) 1.930 2.03 (m, 3H) 1.750 1.89 (m
, 4H) 1.610 1.73 (m, 2H)O MS (ES1) m/z 433 [MO H*]O

000000

0000 340

60 (00000000 )IND[(3S)I5000000400003,4000000240000
0o03000]0000000

000000000010 0000060(@O000000)I0O0O00O0O0O0OOOO0O0O
0COOODDOO0000OY NMR (400MHz, DMSOO dg) & ppm 9.08 (m, 1H), 8.89 (d, 1H)
, 8.64 (d, 2H), 8.46 (m, 1H), 8.13 (d, 1H), 7.40 (d, 2H), 7.25 (t, 1H), 6.93 (d,
1H), 6.85 (d, 1H), 4.30 (m, 2H), 4.02 (m, 1H), 3.46 (m, 2H), 2.85 (m, 2H), 1.52
(m, 2H), 1.34 (m, 2H), 0.82 (t, 3H)O MS (ESI) m/z 452 [MO H*]O

Ooo0oQ0oO

0000 350

60 00 0O0NI[(3S)D5000000400003,40000002H0000003000 ]
Oooo0o0O0OoO

000000000010 0001600000000B100000000O0H NMR (400MH

z, CD;0D) & ppm 8.72 (d, 1H), 8.530 8.61 (m, 2H), 8.13 (dd, 1H), 7.52 (d, 1H),

7.420 7.45 (m, 2H), 7.24 (t, 1H), 6.94 (dd, 1H), 6.86 (dd, 1H), 4.370 4.46 (m, 1
H), 4.280 4.35 (m, 1H), 4.050 4.14 (m, 1H), 2.940 3.03 (m, 1H), 2.770 2.87 (m, 1
H)O MS (ESI) m/z 366, 368 [MO H*]O
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0000360

200 000 0000ND [(BS)UsBODDODODODODO0D400003,40000002H00 0000

3000l oDoooOos50o0D0oo0ooDOooaOo

0000000000100 001700000000B10000000000Y NMR (400MH

z, CD30D) & ppm 8.79 (s, 2H), 8.49 (br. s., 2H), 7.320 7.37 (m, 2H), 7.14 (t, 1H

), 6.84 (d, 1H), 6.77 (d, 1H), 5.200 5.32 (m, 1H), 4.260 4.36 (m, 1H), 4.180 4.2

6 (m, 1H), 3.950 4.05 (m, 1H), 2.840 2.94 (m, 1H), 2.630 2.77 (m, 1H), 1.28 (d,

6H)O MS (ESI) m/z 391 [MO HY]O

Oooooo

00Q0oa370

5000000ND[BS)YUS000O00o40ioo3, 40000002000 000300
Olj0o0oooo2000000000

0000000000100 001800000000B1I0000000O0OM™ NMR (400MH

z, CDZ0D) & ppm 8.76 (d, 1H), 8.57 (d, 2H), 8.15 (d, 1H), 7.410 7.44 (m, 2H), 7
.25 (t, 1H), 6.95 (dd, 1H), 6.87 (dd, 1H), 4.410 4.50 (m, 1H), 4.260 4.33 (m, 1H

), 4.110 4.18 (m, 1H), 4.02 (s, 3H), 2.970 3.05 (m, 1H), 2.82 (dd, 1H)O MS (ESI)
m/z 363 [MO HY]O

Oooooo

O 000 380

500 0000000ND[BS)UsS0 00000400 U0OD3 4000000200 0000

30000 oo2wWwO0Ooooooao
0oo0oo0oo0ooDo0ooo0Do0oo0Do(@DUuUIooOoooDosSDo0Do0DooDoooDo20000
Ooo0oo0ooooooDchbooo0ooUoo)YODoDoooooUoooDUoooDoobobooDoDOd
0000 NMR (400MHz, CD50D) & ppm 8.73 (d, 1H), 8.500 8.63 (m, 2H), 8.06 (d,
1H), 7.43 (d, 2H), 7.25 (t, 1H), 6.95 (dd, 1H), 6.87 (dd, 1H), 5.320 5.42 (m, 1
H), 4.390 4.50 (m, 1H), 4.260 4.33 (m, 1H), 4.120 4.18 (m, 1H), 3.01 (dd, 1H), 2
.82 (dd, 1H), 1.38 (d, 3H), 1.36 (d, 3H)O MS (ESI) m/z 391 [MO H*]O

OoDoooo

O0O00 390

NO [RO8O 3 DDUI0O0ODooooD4000)01,2,3,400000000000DO2
oooloe00000ooooDooDoDoooOog

0000000000310 000600000000BID000O00O0O NMR (400MH

z, CDZ0D) & ppm 8.56 (d, 1H), 8.51 (d, 1H), 8.44 (d, 1H), 8.01 (dd, 1H), 7.350

7.41 (m, 1H), 7.240 7.30 (m, 2H), 7.040 7.10 (m, 1H), 6.73 (d, 1H), 5.260 5.36 (

m, 1H), 4.150 4.27 (m, 1H), 3.07 (dd, 2H), 2.750 2.85 (m, 1H), 2.610 2.70 (m, 1H

), 2.140 2.24 (m, 1H), 1.800 1.94 (m, 1H), 1.33 (d, 6H)O MS (ESI1) m/z 406 [MO H*

10

OoDoooo

O 000400

NO [RO8O @B DOUOOoDODOooDooD4000)D1,2,3,400000000000D0O2
000060 (,2,200000000000)H)000000OAO

0000000000310 000400000000B10000000000Y NMR (400MH

z, CDZ0D) 6 ppm 8.60 (d, 1H), 8.50 (d, 1H), 8.43 (d, 1H), 8.12 (dd, 1H), 7.350

7.40 (m, 1H), 7.230 7.30 (m, 2H), 7.040 7.09 (m, 1H), 6.93 (d, 1H), 4.880 4.95 (

m, 2H), 4.160 4.27 (m, 1H), 3.020 3.09 (m, 2H), 2.740 2.83 (m, 1H), 2.590 2.71 (

m, 1H), 2.150 2.24 (m, 1H), 1.790 1.92 (m, 1H)O MS (ESI) m/z 446 [MO H*]O
oooooo

O0O00 410

NO [BS)Os50 0000040 0003,40 0000020000003 O0O0]J00O0O0OO
OoD2000000000
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000000000010 00000000000200000000000000A000

0000000 NMR (400MHz, CD50D) & ppm 9.47 (s, 1H), 8.490 8.59 (m, 2H), 8.

110 8.20 (m, 2H), 7.870 7.97 (m, 2H), 7.410 7.47 (m, 2H), 7.26 (t, 1H), 6.98 (dd
, 1H), 6.88 (dd, 1H), 4.490 4.58 (m, 1H), 4.330 4.40 (m, 1H), 4.21 (dd, 1H), 3.0

00 3.09 (m, 1H), 2.890 2.98 (m, 1H)O MS (ESI) m/z 383 [MO H*]O

0Doo0Oo0oo

0000 420

500000000 O0ND[3S)D5000000300003,40 000002000000

3]00]000002000000000

0000000000000 0O0O0D0(@OD0300000050000000002000

00000000 00CO0DOODONDOO)IOODOODONOOONODOOOOODDOOOO

0000 NMR (400MHz, CD50D) & ppm 8.73 (d, 1H), 8.480 8.54 (m, 2H), 8.06 (d,
1H), 7.84 (dt, 1H), 7.50 (dd, 1H), 7.24 (t, 1H), 6.94 (dd, 1H), 6.86 (dd, 1H),

5.320 5.40 (m, 1H), 4.410 4.49 (m, 1H), 4.260 4.32 (m, 1H), 4.100 4.17 (m, 1H),

2.97 (dd, 1H), 2.79 (dd, 1H), 1.37 (d, 3H), 1.35 (d, 3H)O MS (ESI) m/z 391 [MO H

10

0Oooooo

0000 430

NO[(3S)05000000300003,40000002H000000 30007050 (3,3,3
00000000000 O0)I0000200000000

000000000030 000200000000B1000000000H NMR (400MH

z, CD50D) & ppm 8.67 (d, 1H), 8.370 8.45 (m, 2H), 8.08 (d, 1H), 7.74 (dt, 1H),

7.40 (dd, 1H), 7.14 (t, 1H), 6.84 (dd, 1H), 6.76 (dd, 1H), 4.54 (t, 2H), 4.310 4
.40 (m, 1H), 4.160 4.22 (m, 1H), 4.04 (dd, 1H), 2.820 2.91 (m, 1H), 2.580 2.74 (

m, 3H)O MS (ES1) m/z 445 [MO H*]O

0Doo0ooo

0000 440

S0000O0O0ND[3S)05000000300003,40000002H000000300
0D]J0O0000200000000

000000000030 0001800000000BI0000000O00 NMR (400MH
z, CDZ0D) & ppm 8.66 (d, 1H), 8.390 8.45 (m, 2H), 8.05 (d, 1H), 7.720 7.76 (m,
1H), 7.40 (dd, 1H), 7.14 (t, 1H), 6.820 6.86 (m, 1H), 6.76 (dd, 1H), 4.310 4.40
(m, 1H), 4.170 4.22 (m, 1H), 4.000 4.07 (m, 1H), 3.92 (s, 3H), 2.88 (dd, 1H), 2.
70 (dd, 1H)O MS (ESI) m/z 363 [MO H*]O

0Dooooo

0000 450
NO[(3S)05000000300003,40000002dH00000030007]01,8000
D0O000200000000

000000000030 000200000000B1I00000000O00 NMR (400MH
z, CD50D) & ppm 9.070 9.13 (m, 1H), 8.60 (d, 1H), 8.500 8.56 (m, 3H), 8.31 (d,
1H), 7.87 (dt, 1H), 7.72 (dd, 1H), 7.51 (dd, 1H), 7.26 (t, 1H), 6.96 (d, 1H), 6.
87 (d, 1H), 4.490 4.58 (m, 1H), 4.320 4.39 (m, 1H), 4.220 4.29 (m, 1H), 3.08 (dd
, 1H), 2.88 (dd, 1H)O MS (ESI) m/z 383 [MO H*]O

0Oooooo

0000 460
NO[(3S)05000000300003,40000002H00000030007]01,5000
D0O000200000000

000000000030 0002200000000B1000000000H NMR (400MH
z, CDZ0D) & ppm 9.01 (dd, 1H), 8.470 8.57 (m, 4H), 8.40 (d, 1H), 7.760 7.88 (m,
2H), 7.50 (dd, 1H), 7.25 (t, 1H), 6.96 (d, 1H), 6.86 (d, 1H), 4.460 4.56 (m, 1H
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), 4.320 4.39 (m, 1H), 4.20 (dd, 1H), 2.960 3.05 (m, 1H), 2.850 2.94 (m, 1H)O MS
(ES1) m/z 383 [MO H*]O

0DoO0o00oo

0000 470

200000NDO[(3S)D5000000300003,40 000002 0000030007

01,60 0000000300000000

000000000030 000200000000BI00000000O00YH NMR (400MH

z, CDZ0D) & ppm 9.27 (s, 1H), 8.69 (d, 1H), 8.55 (dd, 1H), 8.500 8.53 (m, 1H),

8.44 (s, 1H), 7.820 7.88 (m, 2H), 7.52 (dd, 1H), 7.24 (t, 1H), 6.920 6.96 (m, 1H

). 6.86 (dd, 1H), 4.440 4.51 (m, 1H), 4.320 4.38 (m, 1H), 4.230 4.30 (m, 1H), 3.

09 (dd, 1H), 2.77 (dd, 1H), 2.72 (s, 3H)O MS (ESI) m/z 397 [MO H*]O

0Doo0ooo

0000 480

NO [(3S)050(60 00000000030 00)I13,40000002HI00000300
0D0]JO050(3,3,3000000000000)I0000200000000
0000000000110 0002000000000B1I000000000H NMR (400M

Hz, CDZ0D) & ppm 8.78 (d, 1H), 8.19 (d, 1H), 8.07 (d, 1H), 7.66 (dd, 1H), 7.20
(t, 1H), 6.870 6.91 (m, 1H), 6.810 6.87 (m, 2H), 4.65 (t, 2H), 4.410 4.50 (m, 1H

). 4.240 4.32 (m, 1H), 4.13 (dd, 1H), 3.93 (s, 3H), 2.930 3.02 (m, 1H), 2.680 2.

84 (m, 3H)O MS (ESI) m/z 475 [MO H*]O

0Doo0Oo00oo

0000 490

5000000ND[3S)050 B0 000000000300 0)13,40000002H0 0
0000300010000 0200000000

0000000000110 0001800000000BI00O0000O000H NMR (400M
Hz, CD50D) & ppm 8.720 8.78 (m, 1H), 8.130 8.17 (m, 1H), 8.06 (d, 1H), 7.66 (dd
, 1H), 7.20 (t, 1H), 6.800 6.91 (m, 3H), 4.370 4.49 (m, 1H), 4.230 4.31 (m, 1H),
4.13 (dd, 1H), 4.02 (s, 3H), 3.93 (s, 3H), 2.98 (dd, 1H), 2.80 (dd, 1H)O MS (ES
1) m/z 393 [MO H*]O

0DoO0o00oo

0000 500

600000000 O0NI[(3S)D5000000300003,40 000002100000
3]00]0000000

00000000003 000600000000BIO0O0O000C0OO0YH NMR (400MHz
, DMSOO dg) & ppm 8.540 8.62 (m, 3H), 8.39 (d, 1H), 8.06 (dd, 1H), 7.790 7.83 (
m, 1H), 7.450 7.51 (m, 1H), 7.24 (t, 1H), 6.91 (dd, 1H), 6.85 (dd, 1H), 6.77 (dd
, 1H), 5.230 5.33 (m, 1H), 4.170 4.30 (m, 2H), 3.880 3.97 (m, 1H), 2.730 2.87 (m
, 2H), 1.29 (d, 6H)O MS (ESI) m/z 390 [MO H*]O

0Doo0ooo

0000510

NO[(3S)05000000300003,40000002H000000 30007060 (¢3,3,3
000000000000 )0O000O00

000000000030 000500000000BI000O0000O00Y NMR (400MHz
, DMSOO dg) & ppm 8.610 8.64 (m, 1H), 8.560 8.60 (m, 2H), 8.45 (d, 1H), 8.12 (d
d, 1H), 7.780 7.84 (m, 1H), 7.440 7.51 (m, 1H), 7.24 (t, 1H), 6.91 (dd, 1H), 6.8
8 (dd, 1H), 6.85 (dd, 1H), 4.53 (t, 2H), 4.180 4.31 (m, 2H), 3.900 3.98 (m, 1H),
2.720 2.88 (m, 4H)O MS (ESI) m/z 444 [MO H*]O

0Dooo0oo

0000520
20000000500000N0[3S)DB000000300003,40000002H0 O
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ooo0o03Woo0o]jo2H01,2,30 000000040 00QO0OoODOOO

00000000 ooD3o0o0oo200000005000002401,2,3000000

00400000000000000000C0O00O0D0DO0O0OO0ODOT NMR (400MHz, DMSOO

dg) & ppm 8.65 (d, 1H), 8.58 (dd, 1H), 8.55 (dd, 1H), 7.750 7.80 (m, 1H), 7.45

0 7.50 (m, 1H), 7.23 (t, 1H), 6.90 (dd, 1H), 6.85 (dd, 1H), 4.090 4.30 (m, 5H),

2.93 (dd, 1H), 2.630 2.72 (m, 1H), 2.18 (s, 3H), 1.880 2.00 (m, 1H), 0.75 (d, 3H

), 0.73 (d, 3H)O MS (ESI) m/z 392 [MO H]O

Oooooo

O 000530

60 00 0D0D000OND[BS)YDs000O0ooDDOsSO0003,40000002H00 000

o3 00joooooon

0000000000190 00060 0000000BI0000O00O0OOM NMR (400MH

z, DMSOO dg) & ppm 9.22 (s, 1H), 8.87 (s, 2H), 8.60 (d, 1H), 8.37 (d, 1H), 8.06
(dd, 1H), 7.28 (t, 1H), 6.96 (dd, 1H), 6.93 (dd, 1H), 6.78 (d, 1H), 5.230 5.33
(m, 1H), 4.160 4.31 (m, 2H), 3.910 3.99 (m, 1H), 2.84 (d, 2H), 1.29 (d, 6H)O MS
(ES1) m/z 391 [MO HT]O

OoDoooao

0000 540

NO [BS)O50 00 0000500003,40000002d000000300070e60 (3,3
L0 0dooooooouooo)ooooooao

0000000000190 000500000000B1000000000OY NMR (400MH

z, DMSOO dg) 6 ppm 9.22 (s, 1H), 8.87 (s, 2H), 8.63 (dd, 1H), 8.43 (d, 1H), 8.1

2 (dd, 1H), 7.28 (t, 1H), 6.96 (dd, 1H), 6.93 (dd, 1H), 6.89 (dd, 1H), 4.53 (t,

2H), 4.190 4.31 (m, 2H), 3.920 4.00 (m, 1H), 2.730 2.89 (m, 4H)O MS (ESI) m/z 44

5 [MO HY]O

Oooooo

0000550

60 0 00D00000OND[@BS)Ob0uobooooooooosoo0o)D3, 400000
O2H0 000003 O0OJoooOoooOd

000000000020 000600000000B1I000000000 NMR (400MH

z, DMSOO dg) & ppm 8.65 (s, 2H), 8.60 (d, 1H), 8.37 (d, 1H), 8.07 (dd, 1H), 7.2

4 (t, 1H), 6.92 (dd, 1H), 6.89 (dd, 1H), 6.78 (d, 1H), 5.250 5.32 (m, 1H), 4.17
04.30 (m, 2H), 3.96 (s, 3H), 3.890 3.94 (m, 1H), 2.800 2.86 (m, 2H), 1.29 (d, 6
H)O MS (ESI) m/z 421 [MO HY]O

Oooooo

O 000 560

NO [BS)O50 UOD0O0DDODO0OO0DO0OsS5000)D03,40000002H0 00000 30
O0]Joe0(@@B,3,30 000000000 oOo)oooooan

000000000020 000500000000B1000000000* NMR (400MH
z, DMSOO dg) & ppm 8.65 (s, 2H), 8.620 8.64 (m, 1H), 8.43 (d, 1H), 8.13 (dd, 1H
), 7.24 (t, 1H), 6.860 6.94 (m, 3H), 4.53 (t, 2H), 4.190 4.31 (m, 2H), 3.96 (s,
3H), 3.910 3.95 (m, 1H), 2.740 2.87 (m, 4H)O MS (ESI1) m/z 475 [MO H™]O
Oooooo

0000570

NO [B3S)050000po0o3uooos3,4000000D2d000 00030007060 (2,2,2
Oo0Do0o0Oo0oooooOo)oooooao

000000000030 000400000000BI0000DO0O00O0N0O0 T NMR (400MHz
, DMSOO dg) & ppm 8.63 (dd, 1H), 8.570 8.60 (m, 2H), 8.51 (d, 1H), 8.19 (dd, 1H
), 7.780 7.83 (m, 1H), 7.450 7.51 (m, 1H), 7.24 (t, 1H), 7.05 (dd, 1H), 6.91 (dd
, 1H), 6.85 (dd, 1H), 5.05 (g, 2H), 4.190 4.32 (m, 2H), 3.900 3.99 (m, 1H), 2.78
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02.84 (m, 2H)0 MS (ESI1) m/z 430 [MO HY]O

OoDoooo

O 000 580

60 0 0000000OND[(BS)b0uUooDoDoDooooo4000)03,40000002

HOOOODOOD3oo]looooooao

0000000000900 06e0I 00000 O0DBIOOODDOOODO T NMR (400MHz
, DMSOO dg) & ppm 8.60 (dd, 1H), 8.39 (d, 1H), 8.22 (dd, 1H), 8.07 (dd, 1H), 7.

22 (t, 1H), 6.98 (dd, 1H), 6.90 (dd, 1H), 6.83 (dd, 1H), 6.750 6.80 (m, 2H), 5.2

30 5.33 (m, 1H), 4.170 4.29 (m, 2H), 3.890 3.96 (m, 1H), 3.88 (s, 3H), 2.730 2.8

8 (m, 2H), 1.29 (d, 6H)O MS (ESI1) m/z 420 [MO H']O

OoDoooo

O 000 590

NO [@BS)OsS50 000 oo0oooopD4000)03,40000002dH000000300
OJoen (3,3,30 00000 00DO0ODOoOoOo)dnononoood

00000000009 O00050000000B1I00000O0O0OYH NMR (400MHz
, DMSOO dg) & ppm 8.63 (dd, 1H), 8.45 (d, 1H), 8.22 (dd, 1H), 8.13 (dd, 1H), 7.

22 (t, 1H), 6.98 (dd, 1H), 6.860 6.92 (m, 2H), 6.83 (dd, 1H), 6.770 6.80 (m, 1H)
, 4.53 (t, 1H), 4.180 4.30 (m, 2H), 3.900 3.97 (m, 1H), 3.88 (s, 3H), 2.7200 2.89
(m, 5H)O MS (ESI1) m/z 474 [MO HT]O

oooooo

0000 eonO

60 0 00D 0DO0D0DOOND [BS)USBDuuoOouooDOooopDooscoo)s3,4b0oonooao?2

HOOOODOD3OoOolooooooao

0000000000220 000600000000B1I00000000O NMR (400MH

z, DMSOO dg) 6 ppm 8.73 (s, 2H), 8.590 8.61 (m, 1H), 8.37 (d, 1H), 8.06 (dd, 1H

), 7-26 (t, 1H), 6.94 (dd, 1H), 6.90 (dd, 1H), 6.78 (dd, 1H), 5.230 5.33 (m, 1H)
, 4.180 4.31 (m, 2H), 3.910 3.98 (m, 1H), 2.810 2.86 (m, 2H), 2.67 (s, 3H), 1.29
(d, 6H)O MS (ESI) m/z 405 [MO HT]O

oooooo

O0O00 610

NO [(3S)050 000 O0o0DDOO0OOoOosS000)3,40000002H0 00000300
OJoed (e,3,30 00 0o0ooooooOo)oooood

000000000020 000500000000B1000000000O0H NMR (400MH

z, DMSOO dg) & ppm 8.73 (s, 2H), 8.6200 8.64 (m, 1H), 8.42 (d, 1H), 8.12 (dd, 1H

), 7-26 (t, 1H), 6.94 (dd, 1H), 6.860 6.92 (m, 2H), 4.53 (t, 2H), 4.180 4.32 (m,
2H), 3.910 3.99 (m, 1H), 2.730 2.87 (m, 4H), 2.67 (s, 3H)O MS (ESI) m/z 459 [M
0O HY]O

OoDoooo

O0O00 620

NO [@BS)Os50 OO0 oo0oooopD4n000)03,40000002dH000 000300
OJjue0c0DD0DO0DO0O0O0O00oooDoooOoaon

000000000080 0006I 000000 0BIOOOODODOOYH NMR (400MHZ
, DMSOO dg) & ppm 8.580 8.62 (m, 1H), 8.39 (d, 1H), 8.31 (d, 1H), 8.06 (dd, 1H)
, 7.360 7.40 (m, 1H), 7.26 (t, 1H), 7.200 7.23 (m, 1H), 6.95 (dd, 1H), 6.88 (dd,
1H), 6.78 (dd, 1H), 5.230 5.34 (m, 1H), 4.170 4.31 (m, 2H), 3.900 3.99 (m, 1H),
2.770 2.89 (m, 2H), 1.29 (d, 6H)O MS (ESI) m/z 408 [MO H*]O

oooooo

0000 e30

NO [BS)O 50000000 o0noD4000)D 3,40 000002H0 00000 300
OJjoe0 (3,3,30 000 oDoooooOo)oooood
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000000000080 000500000000B00000000O0H NMR (400MHz
, DMSOO dg) & ppm 8.63 (dd, 1H), 8.45 (d, 1H), 8.31 (d, 1H), 8.12 (dd, 1H), 7.3

70 7.40 (m, 1H), 7.26 (t, 1H), 7.210 7.23 (m, 1H), 6.95 (dd, 1H), 6.860 6.91 (m,
2H), 4.53 (t, 2H), 4.200 4.30 (m, 2H), 3.920 3.99 (m, 1H), 2.730 2.86 (m, 4H)O

MS (ESI) m/z 462 [MO H*]O

000000

0000 640

NO [(3S)05000000300003,40000002H00000030007]00000
00200000000

00000000003 00000000000200000000000000A00
0000000 NMR (400MHz, DMSOO dg) & ppm 9.44 (s, 1H), 8.99 (d, 1H), 8.55
0 8.60 (m, 2H), 8.140 8.24 (m, 2H), 7.920 8.02 (m, 2H), 7.780 7.84 (m, 1H), 7.45
0 7.50 (m, 1H), 7.26 (t, 1H), 6.95 (dd, 1H), 6.88 (dd, 1H), 4.350 4.45 (m, 1H),

4.270 4.34 (m, 1H), 4.10 (dd, 1H), 3.04 (dd, 1H), 2.81 (dd, 1H)O MS (ESI) m/z 38

3 [MO HY]O

000000

0000 650

NO [(3S)05000000300003,40000002H0000003000]000002
Oooo000O0OO

000000000030 0002400000000B100000000O0H NMR (400MH

z, DMSOO dg) & ppm 8.84 (d, 1H), 8.540 8.60 (m, 3H), 8.13 (d, 2H), 8.08 (d, 1H)
, 7.840 7.89 (m, 1H), 7.800 7.84 (m, 1H), 7.680 7.74 (m, 1H), 7.450 7.50 (m, 1H)
, 7.26 (t, 1H), 6.96 (dd, 1H), 6.88 (dd, 1H), 4.340 4.44 (m, 1H), 4.270 4.33 (m,
1H), 4.090 4.16 (m, 1H), 3.03 (dd, 1H), 2.83 (dd, 1H)O MS (ESI) m/z 382 [MO H*]
O

000000

0000 660

6000 0000D00OND[(3S)D50 (@RI 000000004000 )I3,40000002H
00000030 00]10000000

0000000000100 000600000000BI0000000O0O0H NMR (400MH
z, DMSOO dg) & ppm 8.560 8.60 (m, 1H), 8.53 (d, 1H), 8.420 8.46 (m, 1H), 8.35 (
t, 1H), 8.010 8.07 (m, 1H), 7.22 (t, 1H), 7.16 (dd, 1H), 6.870 6.93 (m, 1H), 6.7
7 (d, 1H), 6.70 (td, 1H), 5.230 5.31 (m, 1H), 4.190 4.31 (m, 2H), 3.800 3.89 (m,
1H), 2.520 2.68 (m, 1H), 2.310 2.48 (m, 1H), 2.03 (s, 3H), 1.28 (d, 6H)O MS (ES
1) m/z 404 [MO H*]O

000000

0000670

NO [(3S)050 (60 00000000030 00)I13,40 0000020000 00300
0D]joe00O0O0O0O0000000000

000000000 0120000600000000BI00000000O0H NMR (400MH
z, DMSOO dg) & ppm 8.580 8.61 (m, 1H), 8.38 (d, 1H), 8.220 8.25 (m, 1H), 8.06 (
dd, 1H), 8.02 (td, 1H), 7.28 (dd, 1H), 7.24 (t, 1H), 6.92 (dd, 1H), 6.86 (dd, 1H
). 6.78 (dd, 1H), 5.230 5.33 (m, 1H), 4.180 4.29 (m, 2H), 3.900 3.97 (m, 1H), 2.
750 2.82 (m, 2H), 1.29 (d, 6H)O MS (ESI) m/z 408 [MO H*]O

Dooo0QoO

0000 680

NO [(3S)050 (3000000000400 0)13,40 00000200000 03000]
060(3,3,3000000000000)I000000

0000000000100 0005000000008B1000000000H NMR (400MH
z, DMSOO dg) & ppm 8.590 8.64 (m, 1H), 8.53 (d, 1H), 8.430 8.46 (m, 1H), 8.41 (
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t, 1H), 8.070 8.13 (m, 1H), 7.23 (t, 1H), 7.16 (dd, 1H), 6.850 6.93 (m, 2H), 6.7
0 (td, 1H), 4.500 4.55 (m, 2H), 4.220 4.32 (m, 2H), 3.810 3.89 (m, 1H), 2.730 2.
86 (m, 2H), 2.530 2.64 (m, 1H), 2.310 2.48 (m, 1H), 2.03 (d, 3H)O MS (ESI) m/z 4
58 [MO H*]1O

OooooQooO

0000 690

NO [(3S)050 (60 00000000030 00)I13,40 0000020000 00300
0D]oe0(3,3,3000000000000)I0000000

000000000 01200005000000008B1000000000H NMR (400MH
z, DMSOO dg) & ppm 8.610 8.64 (m, 1H), 8.44 (d, 1H), 8.24 (d, 1H), 8.12 (dd, 1H
), 8.02 (td, 1H), 7.28 (dd, 1H), 7.24 (t, 1H), 6.92 (dd, 1H), 6.840 6.90 (m, 2H)
, 4.53 (t, 2H), 4.190 4.29 (m, 2H), 3.910 3.98 (m, 1H), 2.730 2.86 (m, 4H)O MS (
ESI) m/z 462 [MO H*]O

Ooo0oQ0oO

0000 700

60 (2,40 000000000 )IND[(3S)I5000000400003,40000002H
OoO00C003000]10000000

000000000010 0006200000000B00000000O0H NMR (400MH
z, DMSOO dg) & ppm 8.960 9.00 (m, 1H), 8.630 8.66 (m, 2H), 8.60 (d, 1H), 8.12 (
dd, 1H), 7.91 (dd, 1H), 7.81 (d, 1H), 7.390 7.42 (m, 2H), 7.25 (t, 1H), 6.93 (dd
, 1H), 6.85 (dd, 1H), 6.650 6.70 (m, 2H), 4.230 4.33 (m, 2H), 3.950 4.02 (m, 1H)
, 3.85 (s, 3H), 3.83 (s, 3H), 2.820 2.87 (m, 2H)O MS (ES1) m/z 468 [MO H*]O
000000

0000 710

60 00 00000O0ND[(3S)D50 (NI O0DDNDNDNONONDN3000)13,4000000°2
HODODODODODO30D0O0]10000000

0000000000140 000600000000BI00000000O0H NMR (400MH
z, DMSOO dg) & ppm 8.59 (d, 1H), 8.36 (br. s., 1H), 8.21 (dd, 1H), 8.06 (dd, 1H
). 7.57 (dd, 1H), 7.17 (t, 1H), 7.08 (dd, 1H), 6.86 (dd, 1H), 6.720 6.79 (m, 2H)
, 5.220 5.33 (m, 1H), 4.25 (br. s., 2H), 3.830 3.93 (m, 1H), 3.83 (s, 3H), 2.61
02.79 (m, 2H), 1.28 (d, 6H)O MS (ES1) m/z 420 [MO H*]O

000000

0000 720

NO [(3S)050 (2000000000030 00)I13,40 0000020000 00300
0D]oe0(3,3,3000000000000)I0000000

0000000000140 0005000000008B1000000000H NMR (400MH
z, DMSOO dg) & ppm 8.62 (d, 1H), 8.43 (br. s., 1H), 8.21 (dd, 1H), 8.11 (dd, 1H
), 7.57 (dd, 1H), 7.17 (t, 1H), 7.08 (dd, 1H), 6.840 6.90 (m, 2H), 6.74 (dd, 1H)
, 4.52 (t, 2H), 4.26 (br. s., 2H), 3.830 3.92 (m, 1H), 3.82 (s, 3H), 2.720 2.87
(m, 4H)O MS (ESI) m/z 474 [MO H*]O

Ooo0oQ0oO

0000 730

60 00 00000O0OND[(2S)080 (000000000 DO0OS000)01,2,3,4000
000000000 02000]10000000

000000000030 000600000000BI0000000O0O0H NMR (400MH
z, DMSOO dg) & ppm 8.580 8.62 (m, 3H), 8.36 (d, 1H), 8.07 (dd, 1H), 7.190 7.29
(m, 2H), 7.09 (dd, 1H), 6.77 (d, 1H), 5.230 5.34 (m, 1H), 4.010 4.12 (m, 1H), 3.
95 (s, 3H), 2.900 3.02 (m, 2H), 2.650 2.82 (m, 2H), 2.010 2.11 (m, 1H), 1.700 1.
83 (m, 1H), 1.29 (d, 6H)O MS (ESI) m/z 419 [MO H*]O
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0000 740
NO[(R)OSI (200000000 003000)31,2,3,400000000000002
0D0oO0]J0e0 000000000 O0O0O0OO

0000000000320 000600000000BI000000000H NMR (400MH
z, DMSOO dg) & ppm 8.59 (d, 1H), 8.36 (d, 1H), 8.250 8.29 (m, 1H), 8.05 (dd, 1H

), 7.850 7.93 (m, 1H), 7.420 7.48 (m, 1H), 7.220 7.28 (m, 2H), 7.040 7.09 (m, 1H
), 6.76 (dd, 1H), 5.220 5.33 (m, 1H), 4.030 4.16 (m, 1H), 2.900 3.04 (m, 2H), 2.
520 2.65 (m, 2H), 2.010 2.10 (m, 1H), 1.680 1.82 (m, 1H), 1.28 (d, 6H)O MS (ESI)
m/z 406 [MO H*]O

Dooo0oo

0000 750
NO[(RR)OSIODDOOODO0D400001,2,3,4000000000000020007060
(3,3,3000000000000)I000000

0000000000340 000500000000B1I000000000H NMR (400MH
z, CDZOD) & ppm 9.140 9.24 (m, 2H), 8.59 (d, 1H), 8.06 (dd, 1H), 7.680 7.77 (m,
1H), 7.260 7.33 (m, 2H), 7.060 7.17 (m, 1H), 6.83 (d, 1H), 4.58 (t, 2H), 4.150

4.27 (m, 1H), 3.010 3.11 (m, 2H), 2.860 2.96 (m, 1H), 2.620 2.83 (m, 3H), 2.130
2.24 (m, 1H), 1.820 1.95 (m, 1H)O MS (ESI) m/z 443 [MO H*]O

0Dooooo

0000 760

600000000 O0NI[3S)D50(I I ONO0DNONDN0NDNDN3000)I3,40000002
HOOOODOO30O0OO0]000O0000

0000000000110 000600000000BIO00O0000O00 NMR (400MH
z, CD0D) & ppm 8.54 (d, 1H), 8.08 (d, 1H), 8.00 (dd, 1H), 7.67 (dd, 1H), 7.19
(t, 1H), 6.840 6.89 (m, 2H), 6.800 6.83 (m, 1H), 6.72 (d, 1H), 5.220 5.37 (m, 1H

). 4.340 4.41 (m, 1H), 4.270 4.33 (m, 1H), 4.02 (dd, 1H), 3.93 (s, 3H), 2.860 2.
97 (m, 1H), 2.740 2.84 (m, 1H), 1.32 (d, 6H)O MS (ESI) m/z 420 [MO H*]O
0Doo0o00oo

0000770

NO [(3S)050 (60 00000000030 00)I3,40000002HI 00000300
0D]JO060(3,3,3000000000000)I0O00O000

0000000000110 000500000000B1000000000 NMR (400MH
z, CD0D) & ppm 8.58 (d, 1H), 8.08 (d, 1H), 8.05 (dd, 1H), 7.67 (dd, 1H), 7.19
(t, 1H), 6.840 6.90 (m, 2H), 6.82 (d, 2H), 4.58 (t, 2H), 4.340 4.43 (m, 1H), 4.2
80 4.34 (m, 1H), 4.03 (dd, 1H), 3.94 (s, 3H), 2.890 2.98 (m, 1H), 2.770 2.85 (m,
1H), 2.620 2.75 (m, 2H)O MS (ES1) m/z 474 [MO H*]O

Dooo0oo

0000 780

600000000 OND[(RRISIOOIONDNONDN400001,2,3,40000000000
00O02000]100000000

0000000000340 000600000000BIO0OO0O00000O00YH NMR (400MH
z, CDZ0D) & ppm 9.22 (d, 2H), 8.56 (d, 1H), 8.01 (dd, 1H), 7.710 7.76 (m, 1H),
7.280 7.34 (m, 2H), 7.090 7.15 (m, 1H), 6.72 (d, 1H), 5.250 5.36 (m, 1H), 4.140

4.24 (m, 1H), 3.020 3.09 (m, 2H), 2.860 2.94 (m, 1H), 2.720 2.81 (m, 1H), 2.150
2.24 (m, 1H), 1.830 1.96 (m, 1H), 1.32 (d, 6H)O MS (ESI) m/z 389 [MO H*]O
0Dooooo

0000 790

NO [(3S)050 (50 0000060000000 0O003000)13,40000002H0 O
000030001050 000000000200000000

0000000000150 0001800000000B1I000000 000 NMR (400M
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Hz, CD50D) & ppm 8.76 (s, 1H), 8.15 (s, 1H), 7.88 (d, 1H), 7.51 (dd, 1H), 7.20
(t, 1H), 6.90 (d, 1H), 6.85 (d, 1H), 4.410 4.50 (m, 1H), 4.28 (dd, 1H), 4.12 (dd
, 1H), 4.02 (s, 6H), 2.930 3.06 (m, 1H), 2.730 2.88 (m, 1H)O MS (ESI) m/z 411 [M
0 H*]O

OooooQooO

0000 800
NO[(3S)050000000400003,40000002H00000030007060 (2,2
,200000000000)I000000

0000000000200 00400000000B1000000000H NMR (400MH

z, CDZ0D) & ppm 9.140 9.30 (m, 2H), 8.59 (d, 1H), 8.11 (dd, 1H), 7.78 (dd, 1H),
7.30 (t, 1H), 7.01 (d, 1H), 6.94 (d, 2H), 4.910 4.96 (m, 2H), 4.380 4.48 (m, 1H

). 4.300 4.37 (m, 1H), 4.13 (dd, 1H), 3.03 (dd, 1H), 2.810 2.91 (m, 1H)O MS (ESI

) m/z 431 [MO H*]O

Ooo0oQ0oO

0000 810
NO[(3S)050000000400003,40000002H00000030007]060(3,3
,3000000000000)I000000

0000000000200 00500000000B1000000000H NMR (400MH

z, CDZOD) & ppm 9.26 (s, 1H), 9.24 (d, 1H), 8.57 (d, 1H), 8.04 (dd, 1H), 7.77 (

dd, 1H), 7.30 (t, 1H), 7.01 (d, 1H), 6.94 (d, 1H), 6.82 (d, 1H), 4.57 (t, 2H), 4
.360 4.44 (m, 1H), 4.290 4.37 (m, 1H), 4.12 (dd, 1H), 2.970 3.05 (m, 1H), 2.810

2.91 (m, 1H), 2.620 2.75 (m, 2H)O MS (ESI) m/z 445 [MO H*]O

000000

0000 820

60 00 00000O0OND[(RR)DSI (DI OIODODDDOOOOS000)01,2,3,40000
00000000 002000]10000000

0000000000360 000600000000BI0000000O0O0H NMR (400MH
z, DMSOO dg) & ppm 8.570 8.63 (m, 3H), 8.36 (d, 1H), 8.07 (dd, 1H), 7.190 7.28
(m, 2H), 7.09 (dd, 1H), 6.77 (dd, 1H), 5.230 5.34 (m, 1H), 4.010 4.12 (m, 1H), 3
.95 (s, 3H), 2.870 3.03 (m, 2H), 2.650 2.82 (m, 2H), 2.020 2.11 (m, 1H), 1.700 1
.83 (m, 1H), 1.29 (d, 6H)O MS (ESI) m/z 419 [MO H*]O

000000

0000 830

500 0000NI[3S)050 (U0 D000 000ND0DNS000)I3,400 0000 2HO
0000030 00]00000200000000

0000000000200 0001800000000B1I00000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.76 (d, 1H), 8.63 (s, 2H), 8.53 (d, 1H), 8.31 (d, 1H), 7.2
5 (t, 1H), 6.880 6.95 (m, 2H), 4.280 4.37 (m, 1H), 4.23 (dd, 1H), 4.04 (dd, 1H),
3.98 (s, 3H), 3.95 (s, 3H), 2.920 3.00 (m, 1H), 2.790 2.87 (m, 1H)O MS (ESI) m/
z 394 [MO H*]O

Ooo0oQ0oO

0000 840

NO [(2R)DSI (2000000000 DOO05000)11,2,3,40 000000000000
2000]060¢,3,3000000000000)I000000
0000000000360 000500000000B1000000000H NMR (400MH
z, DMSOO dg) & ppm 8.620 8.64 (m, 1H), 8.60 (s, 2H), 8.43 (d, 1H), 8.13 (dd, 1H

), 7.200 7.28 (m, 2H), 7.09 (dd, 1H), 6.88 (dd, 1H), 4.53 (t, 2H), 4.000 4.08 (m
, 1H), 3.95 (s, 3H), 2.920 3.00 (m, 2H), 2.640 2.88 (m, 4H), 2.030 2.12 (m, 1H),
1.700 1.82 (m, 1H)O MS (ES1) m/z 473 [MO H*]O
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0000850

NO [RO8O k00 o0Oo0oopoooos000)01,2,3, 40 0000000000000

20001060 (2,2,20 000 0D0OU0O0DDODOO)Y OO0DO0DDOOOO

0000000000360 000400000000B1I00000000OY NMR (400MH

z, DMSOO dg) 6 ppm 8.620 8.68 (m, 1H), 8.61 (s, 2H), 8.50 (d, 1H), 8.21 (dd, 1H

), 7.200 7.29 (m, 2H), 7.10 (dd, 1H), 7.06 (dd, 1H), 5.06 (q, 2H), 4.030 4.14 (m
, 1H), 3.96 (s, 3H), 2.900 3.02 (m, 2H), 2.650 2.84 (m, 2H), 2.040 2.13 (m, 1H),
1.710 1.84 (m, 1H)O MS (ESI) m/z 459 [MO H™]O

Oooooo

0000 s8en

NO [3S)050 000D DOO0OoOoOs5000)D3,40000002H0 0000 0O 30

OojJoe0 (2,2,20 000000000000 DOOOO

000000000020 000400000000B1000000000* NMR (400MH

z, DMSOO dg) & ppm 8.610 8.66 (m, 3H), 8.51 (d, 1H), 8.20 (dd, 1H), 7.25 (t, 1H

), 7.040 7.08 (m, 1H), 6.860 6.95 (m, 2H), 5.05 (g, 2H), 4.190 4.32 (m, 2H), 3.9

6 (s, 3H), 3.910 3.98 (m, 1H), 2.85 (d, 2H)O MS (ESI) m/z 461 [MO HY]O

OoDoooao

0000870

NO [RO8O k000000 opoooDp3poo)yo,2,3,40 0000000000002

Oo0DO0Joed (2,2,20 000 0000DO0DO)YDOOOOO

0000000000320 000400000000B10000000000Y NMR (400MH

z, DMSOO dg) & ppm 8.60 (d, 1H), 8.190 8.23 (m, 1H), 8.12 (dd, 1H), 7.780 7.87

(m, 1H), 7.370 7.43 (m, 1H), 7.220 7.27 (m, 2H), 7.030 7.08 (m, 1H), 6.94 (d, 1H

), 4.91 (q, 2H), 4.22 (br. s., 1H), 3.000 3.10 (m, 2H), 2.540 2.84 (m, 2H), 2.14

02.26 (m, 1H), 1.780 1.94 (m, 1H)O MS (ESI1) m/z 446 [MO HT]O

Oooooo

0000880

NO [BS)0s50GUOODODDDe00O0ODDDODO0OODOO3000Nd3,40 00000240 0

Oo0DO0o03p0o0oloed (,2,20 00000 0O0ODOoO)YO0O0oDOOO

0000000000150 000400000000B1I0000000O00O0Y NMR (400MH

z, DMSOO dg) & ppm 8.590 8.61 (m, 1H), 8.12 (dd, 1H), 7.90 (d, 1H), 7.52 (dd, 1

H), 7.20 (t, 1H), 6.920 6.96 (m, 1H), 6.90 (dd, 1H), 6.84 (dd, 1H), 4.91 (g, 2H)
, 4.350 4.43 (m, 1H), 4.280 4.35 (m, 1H), 4.030 4.08 (m, 1H), 4.03 (s, 3H), 2.91

03.01 (m, 1H), 2.770 2.87 (m, 1H)O MS (ESI1) m/z 478 [MO HT]O

Oooooo

O0O0O0 890

NO [BS)O50 UOD0O0DDODO0OO0DO0OsS5000)D03,40000002H0 00000 30

00J04D0 000020 R,2,200000000000)H)00000055000000000

000000000020 000200000000B1000000000YH NMR (400M

Hz, DMSOO dg) & ppm 8.620 8.68 (m, 3H), 8.57 (s, 1H), 7.24 (t, 1H), 6.860 6.94
(m, 2H), 5.06 (q, 2H), 4.200 4.29 (m, 2H), 4.000 4.07 (m, 1H), 3.96 (s, 3H), 2.9

3 (dd, 1H), 2.690 2.78 (m, 1H), 2.45 (s, 3H)O MS (ESI) m/z 476 [MO H™]O

Oooooo

0000900

NO [(2RO80 (000D OoDoDOoOOoDOOoOos000)D1,2,3, 40 000000000000

2000040000020 (2,2,20 000000000000 DODOOOS0O0DOOOO

O

0000000000360 000200000000B1I00000000O00 Y NMR (400M

Hz, DMSOO dg) & ppm 8.570 8.62 (m, 4H), 7.200 7.28 (m, 2H), 7.09 (dd, 1H), 5.06
(g, 2H), 4.020 4.12 (m, 1H), 3.96 (s, 3H), 2.900 3.02 (m, 2H), 2.770 2.86 (m, 1
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H), 2.67 (dd, 1H), 2.46 (s, 3H), 2.040 2.13 (m, 1H), 1.710 1.81 (m, 1H)O MS (ESI
) m/z 474 [MO H*]O

0DoO0o00oo

0000910
NO[(3S)0500000[1,20a]00000600003,40000002400 0000 30
0D0]J060(2,2,20 0000000000)IO0O0O00O0

0000000000300 000400000000BI00000000O00H NMR (400MH
z, DMSOO dg) & ppm 8.63 (d, 1H), 8.560 8.59 (m, 2H), 8.19 (dd, 1H), 7.94 (s, 1H
). 7.600 7.63 (m, 2H), 7.210 7.27 (m, 2H), 7.04 (d, 1H), 6.92 (d, 2H), 5.010 5.0
7 (m, 2H), 4.200 4.30 (m, 2H), 3.910 3.96 (m, 1H), 2.800 2.92 (m, 2H)O MS (APPI1/
APCI) m/z 469 [MO H*]O

0Doo0ooo

0000 920
2000000000ND[3S)D50(RIDOD0DONDNON0N0NONONS000)I3,400000
D20 000003000]040000000000500000000
0000000000200 00000200000000040000000000500
0000000000000 00CO00000000O0 NMR (400MHz, DMSOD dg) & pp
m 8.63 (s, 2H), 8.53 (d, 1H), 8.47 (s, 1H), 7.24 (t, 1H), 6.870 6.93 (m, 2H), 5.
150 5.24 (m, 1H), 4.190 4.29 (m, 2H), 3.980 4.05 (m, 1H), 3.96 (s, 3H), 2.91 (dd
, 1H), 2.680 2.77 (m, 1H), 2.40 (s, 3H), 1.29 (d, 6H)O MS (ESI) m/z 436 [MO H]
O

0Doo0ooo

0000930

NO[(3S)050 (20 000000000050 00)I13,40 0000024000000 30
0DO0]J060(2,2,20 0000000000)IO0OO0O00OO0

0000000000240 000400000000BI0000000O00 NMR (400MH
z, DMSOO dg) & ppm 8.64 (m, 3H), 8.51 (d, 1H), 8.19 (dd, 1H), 7.24 (t, 1H), 7.0
6 (d, 1H), 6.880 6.94 (m, 2H), 5.05 (m, 2H), 4.370 4.42 (m, 2H), 4.200 4.30 (m,
2H), 3.95 (m, 1H), 2.85 (d, 2H), 1.36 (t, 3H)O MS (ESI) m/z 475 [MO H*]O
0DoO0o00oo

0000 940

60 (000000000 )INI[RES)DB0(GOOONONO0NDNGIONONNONON0NDNNDN3000n
013,40 000002dH0000003000]0000000

000000000010 0001400000000B1I000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.58 (d, 1H), 8.40 (d, 1H), 8.030 8.11 (dd, 1H), 7.98 (d, 1
H), 7.730 7.83 (dd, 1H), 7.22 (t, 1H), 6.780 6.95 (m, 3H), 5.100 5.21 (m, 1H), 4
.150 4.33 (m, 2H), 3.98 (s, 3H), 3.91 (t, 1H), 2.740 2.90 (m, 2H), 2.340 2.44 (m
, 2H), 1.960 2.12 (m, 2H), 1.77 (q, 1H), 1.560 1.70 (m, 1H)O MS (APCI) m/z 450 [
MO H*1O

0Doo0o00oo

0000 950

NO [(3S)050 (2000000000050 00)13,40000002H000000300
0]JO060(2,2,200000000000)I000000

0000000000220 000400000000B1000000000%H NMR (400MH
z, DMSOO dg) & ppm 8.77 (s, 2H), 8.64 (d, 1H), 8.50 (d, 1H), 8.140 8.25 (dd, 1H
), 7.26 (t, 1H), 7.06 (d, 1H), 6.880 6.99 (m, 2H), 5.05 (g, 2H), 4.160 4.34 (m,
2H), 3.96 (t, 1H), 2.95 (q, 2H), 2.85 (m, 2H), 1.32 (t, 3H)O MS (APCI) m/z 459 [
MO H*]O

0Doo0ooo

0000960
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NO [3S)050 U0 000D OoDOoDO0O0Ooooos00go)f3, 4000000200000
03000060 @IOO0DooDoooDoo)y noooooano

0000000000230 0001900000000BI000DDO0000D0OYH NMR (400M
Hz, CDCI3) & ppm 8.52 (s, 2H) 8.46 (d, 1H), 7.92 (dd, 1H), 7.230 7.29 (m, 1H),

6.98 (dd, 1H), 6.86 (dd, 1H), 6.74 (d, 1H), 6.30 (d, 1H), 4.67 (t, 2H), 4.55 (t,
1H), 4.46 (t, 2H), 4.230 4.33 (m, 2H) 3.11 (dd, 1H), 2.70 (dd, 1H), 2.250 2.34
(m, 1H), 2.160 2.23 (m, 1H), 2.090 2.16 (m, 1H), 1.150 1.22 (m, 2H), 1.100 1.16
(m, 2H)O MS (APCI) m/z 449 [MO H™]O

Oooooo

O00ooro

NO [BS)Os50GUUOODOoODDDe00O0DDDO0OODOO3000ON3,40000002H0 0
Oo0DOoo3p0oo]loed (@,3,30000o0oDoooooo)ooooOoO
0000000000150 000500000000B1000000000Y NMR (400MH
z, DMSOO dg) & ppm 8.64 (d, 1H), 8.45 (d, 1H), 8.080 8.19 (dd, 1H), 7.98 (d, 1H

), 7-730 7.84 (dd, 1H), 7.150 7.26 (m, 1H), 6.820 6.95 (m, 3H), 4.53 (t, 2H), 4.
170 4.33 (m, 2H), 3.98 (s, 3H), 3.92 (t, 1H), 2.710 2.90 (m, 4H)O MS (APCI) m/z

492 [MO HT]O

Oooooo

O 000 980

NO [(BS)O 50 @B,60 00 00000D0D0ODOD4000H03,40 0000020000000
30001060 2,200 000000000)>Y 0000000

0000000000270 000400000000B100000000OM NMR (400MH
z, CDCI3) & ppm 8.48 (d, 1H), 8.01 (dd, 1H), 7.220 7.27 (m, 1H), 6.99 (dd, 1H),
6.89 (d, 1H), 6.780 6.82 (m, 2H), 6.36 (d, 1H), 4.78 (q, 2H), 4.64 (br. s., 1H)
, 4.300 4.35 (m, 1H), 4.220 4.27 (m, 1H), 4.09 (s, 3H), 3.97 (br. s., 3H), 3.00
(br. s., 1H), 2.59 (br. s., 1H)O MS (APCI) m/z 491 [MO H*]O

OoDoooao

0000990

NO [BS)Os50(D 00000000200 0)03,40 0000020 0000030007
060 (2,2,20 00 00D0DU0ODODOO)Y OODO0DDOODOO

0000000000200 00400000000B1I00000000OY NMR (400MH
z, DMSOO dg) 6 ppm 8.64 (d, 1H), 8.60 (s, 1H), 8.540 8.53 (m, 2H), 8.20 (dd, 1H
), 7-26 (t, 1H), 7.060 7.03 (m, 2H), 6.96 (dd, 1H), 5.080 5.01 (m, 2H), 4.310 4.
24 (m, 2H), 4.000 3.95 (m, 1H), 3.000 2.92 (m, 2H), 2.55 (s, 3H)O MS (APCI) m/z
445 [MO HT]O

Oooooo

000D 1000

60 B 0DDDIDUIODOOUOD)IND[BS)s0UuUDODDOOO0OOOOSsOOO)O3,4n
OoDooOo2dH0 000003000 D0DO0O0OOOn

000000000020 0001900000000B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.65 (s, 2H), 8.62 (d, 1H), 8.42 (d, 1H), 8.10 (dd, 1H), 7.
24 (t, 1H), 6.930 6.86 (m, 3H), 4.65 (t, 1H), 4.53 (t, 1H), 4.39 (t, 2H), 4.290
4.20 (m, 2H), 3.960 3.91 (m, 4H), 2.900 2.80 (m, 2H), 2.170 2.04 (m, 2H)O MS (AP
Cl) m/z 439 [MO HT]O

Oooooo

O 0001010

60 (U D UICDDUOO0OODODODNDDIND[BSYUSBODRUDODOUDDUODODDODOSOO0O)D 3400
Ooo0o2di00000030001J0000000d0

0000000000210 0001900000000B10000 000000 Y™ NMR (400M
Hz, DMSOO dg) 6 ppm 8.73 (s, 2H), 8.62 (d, 1H), 8.40 (d, 1H), 8.10 (dd, 1H), 7.
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26 (t, 1H), 6.950 6.86 (m, 3H), 4.64 (t, 1H), 4.53 (t, 1H), 4.39 (t, 2H), 4.300

4.21 (m, 2H), 3.970 3.92 (m, 1H), 2.900 2.80 (m, 2H), 2.67 (s, 3H), 2.170 2.04 (

m, 2H)O MS (APCI) m/z 423 [MO H*]O

0Doo0o0oo

0000 1020

NO[(3S)050 (2000000000050 00)13,40 000002000000 300
0D]JO060 (2,2,200000000000)I000000

000000000020 000400000000B1I00000000O00H NMR (400MH

z, DMSOO dg) & ppm 8.74 (s, 2H), 8.65 (d, 1H), 8.50 (d, 1H), 8.160 8.25 (dd, 1H

), 7.27 (t, 1H), 7.07 (d, 1H), 6.880 6.99 (m, 2H), 5.06 (q, 2H), 4.190 4.34 (m,
2H), 3.96 (t, 1H), 2.85 (m, 2H), 2.68 (s, 3H)O MS (APCI) m/z 445 [MO H*]O
0Doo0ooo

00 001030

200000000 0NDO[RR)ISO(RIODDOOOODDNO0OOONS000)01,2,3,4000
00000000 002000]000000000

0000000000360 000200000000B1I000000O000H NMR (400M
Hz, DMSOO dg) & ppm 8.530 8.63 (m, 3H), 8.22 (d, 1H), 7.180 7.30 (m, 3H), 7.05
0 7.13 (m, 2H), 5.180 5.30 (m, 1H), 4.000 4.12 (m, 1H), 3.95 (s, 3H), 2.870 3.01
(m, 2H), 2.690 2.78 (m, 2H), 1.980 2.11 (m, 1H), 1.710 1.84 (m, 1H), 1.28 (d, 6
H)O MS (APCI) m/z 419 [MO H*]O

0Doo0Oo00oo

00 OO0 1040

2000000000ND[(3S)D50(RIODOOODONDOODONONS000)13,4000000°2
HOOODOO3O0OO0]0O00O0O00000

000000000020 000200000000B1I0000000O000H NMR (400M
Hz, DMSOO dg) & ppm 8.73 (s, 2H), 8.58 (d, 1H), 8.23 (d, 1H), 7.210 7.31 (m, 2H

), 7.10 (s, 1H), 6.860 6.98 (m, 2H), 5.180 5.31 (m, 1H), 4.160 4.30 (m, 2H), 3.9
10 4.03 (m, 1H), 2.84 (m, 2H), 2.67 (s, 3H), 1.28 (d, 6H)O MS (APCI) m/z 405 [M
0 H*]O

0DoO0o00oo

0000 1050

60 (0000000 O00)INI[BES)D50 (O O0O0000O0000S5000)03,4000
000200000030 00]0000000

000000000020 0001400000000B1I000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.73 (s, 2H), 8.58 (d, 1H), 8.38 (d, 1H), 8.030 8.11 (dd, 1
H), 7.26 (t, 1H), 6.860 6.99 (m, 2H), 6.82 (d, 1H), 5.100 5.21 (m, 1H), 4.170 4.
30 (m, 2H), 3.900 3.98 (m, 1H), 2.83 (m, 2H), 2.67 (s, 3H), 2.350 2.44 (m, 2H),
1.990 2.10 (m, 2H), 1.730 1.84 (m, 1H), 1.590 1.71 (m, 1H)O MS (APCI) m/z 417 [M
0 H*]O

0Doo0o00oo

0000 1060

60 (0000000 O0O0)INI[BS)D50 (U000 00O0000OS000)0S3,400
000020 000003000]100000000

000000000020 0001400000000B1I000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.64 (s, 2H), 8.58 (d, 1H), 8.38 (d, 1H), 8.030 8.13 (dd, 1
H), 7.24 (t, 1H), 6.850 6.96 (m, 2H), 6.82 (d, 1H), 5.100 5.21 (m, 1H), 4.170 4.
31 (m, 2H), 3.870 4.02 (m, 4H), 2.83 (m, 2H), 2.340 2.46 (m, 2H), 1.960 2.13 (m,
2H), 1.710 1.85 (m, 1H), 1.580 1.71 (m, 1H)O MS (APCI) m/z 433 [MO H*]O
0Doo0ooo

00001070
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200 0000000ND[(3S)050 (NI O0D0D0DDODO00O5000)13,400000
020 000003000]1000000000

0000000000200 000200000000B1000000000H NMR (400M
Hz, CDCl;) & ppm 8.48 (s, 2H), 8.21 (d, 1H), 7.240 7.30 (m, 1H), 7.09 (dd, 1H),
6.99 (dd, 1H), 6.840 6.90 (m, 2H), 6.40 (d, 1H), 5.260 5.36 (m, 1H), 4.630 4.71
(m, 1H), 4.210 4.32 (m, 2H), 4.07 (s, 3H), 3.11 (dd, 1H), 2.69 (d, 1H), 1.33 (d

d, 6H)O MS (ES1) m/z 421 [MO H*]O

Oooo0QooO

0000 1080

NO [(3S)050 (3,500 00000000200 0)I13,40 0000024000 00030
00]Joe0 (80000000000 )I0DO0O0O0OO

000000000020 0001900000000B1I00000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.60 (d, 1H), 8.41 (s, 1H), 8.40 (d, 1H), 8.09 (dd, 1H), 7.

23 (t, 1H), 6.93 (dd, 1H), 6.86 (d, 1H), 6.83 (dd, 1H), 4.64 (t, 1H), 4.52 (t, 1
H), 4.38 (t, 2H), 4.300 4.23 (m, 2H), 3.870 3.82 (m, 1H), 2.700 2.52 (m, 2H), 2.

50 (s, 0000000000 OOOO0O0O0O00, 3H), 2.29 (s, 3H), 2.160 2.04 (m, 2
H)O MS (APCI) m/z 437 [MO H*]O

DoooQooO

0000 1090

NO [(3S)050 (2000000000000 005000)13,40000002400000
03000]060(2,2,20 0000000000)I000000
0000000000200 00400000000B1000000000H NMR (400MH

z, DMSOO dg) & ppm 8.77 (s, 1H), 8.660 8.70 (m, 1H), 8.64 (d, 1H), 8.460 8.55 (

m, 1H), 8.160 8.23 (m, 1H), 7.200 7.30 (m, 1H), 7.06 (d, 1H), 6.840 6.97 (m, 2H)
, 5.05 (q, 2H), 4.170 4.31 (m, 2H), 3.890 4.00 (m, 1H), 2.790 2.87 (m, 2H), 2.19
02.29 (m, 1H), 1.760 1.89 (m, 1H), 1.010 1.13 (m, 2H), 0.96 (t, 1H)O MS (APCI)
m/z 471 [MO H*]O

Dooo0QoO

0000 1100

NS0 [(3S)0 50 (20 000000000050 00)I13,40 0000024000000 30
O0JONN2000000000002,5000000000

0000000000200 0002700000000B100000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.92 O 8.95 (m, 1H), 8.72 (d, 1H), 8.65 (s, 2H), 8.26 (dd,
1H), 7.58 (dd, 1H), 7.25 (t, 1H), 6.870 6.95 (m, 2H), 4.200 4.32 (m, 2H), 3.97
0 4.12 (m, 1H), 3.96 (s, 3H), 3.350 3.40 (m, 2H), 3.100 3.15 (m, 2H), 2.87 (d, 2
H), 1.550 1.65 (m, 2H), 1.400 1.52 (m, 2H), 0.90 (t, 3H), 0.63 (t, 3H)O MS (APPI

/APC1) m/z 490 [MO H*]1O

Dooo0QoO

0000 1110

NS0 [(3S)0 50 (20 000000000050 00)13,40 0000024000000 30
O0]JON0 (@D O000000)I00002,5000000000
0000000000200 0002800000000B100000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.950 8.98 (m, 1H), 8.800 8.85 (m, 1H), 8.75 (d, 1H), 8.65
(s, 2H), 8.34 (dd, 1H), 8.08 (d, 1H), 7.25 (t, 1H), 6.870 6.95 (m, 2H), 4.250 4
.35 (m, 2H), 3.980 4.02 (m, 1H), 3.96 (s, 3H), 3.200 3.45 (m, 2H, 0O OO O OO
0 O H20), 2.850 2.90 (m, 2H), 1.540 1.63 (m, 1H), 1.400 1.47 (m, 2H), 0.89 (d, 6
H)O MS (APPIZAPCI) m/z 476 [MO H™]O

Oooo0Qoo

0000 1120
N200D0DD0O0O0ONSO[ES)D50(0000D00000005000)03,40000002
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HOOOOODODO30O0D0]10ON 00000000 02,5000000000
0000000000200 000200000000B100000000O0H NMR (400M

Hz, DMSOO dg) & ppm 8.920 8.97 (m, 1H), 8.700 8.75 (m, 1H), 8.66 (s, 2H), 8.23
0 8.29 (m, 1H), 7.560 7.61 (m, 1H), 7.25 (t, 1H), 6.870 6.95 (m, 2H), 4.220 4.32
(m, 2H), 3.980 4.10 (m, 1H), 3.96 (s, 3H), 3.30 (d, 1H), 3.10 (d, 1H), 2.98 (s,
1.5H), 2.87 (m, 2H), 2.84 (s, 1 .5H), 1.960 2.08 (m, 1H), 1.800 1.90 (m, 1H), O
.91 (d, 3H), 0.67 (d, 3H)O MS (APPI/APCI) m/z 476 [MO H*]O

Oooo0QooO

0000 1130
NO[(3S)05000000400003,40000002dH0000003000 060 (00
0000100000000 )0000000

000000000010 0000060(O0000100000000)000000
0000O0000COO00000000 NMR (400MHz, CDZ0D) & ppm 8.93 (d, 1H), 8
.58 (d, 2H), 8.24 (dd, 1H), 7.77 (d, 1H), 7.420 7.46 (m, 2H), 7.25 (t, 1H), 6.93
0 6.97 (m, 1H), 6.87 (dd, 1H), 4.380 4.48 (m, 1H), 4.270 4.38 (m, 1H), 4.080 4.1

7 (m, 1H), 3.62 (t, 4H), 2.950 3.06 (m, 1H), 2.770 2.88 (m, 1H), 1.870 2.00 (m,

4H)0O MS (ES1) m/z 429 [MO H*]O

DoooQooO

0000 1140

NO[(3S)05000000400003,40 000002000000 30007060 (1,30
00000020000000)0000000

000000000010 0003600000000B2000000000H NMR (400MH

z, DMSOO dg) & ppm 8.61 (m, 3H), 8.47 (d, 1H), 8.16 (dd, 1H), 7.82 (d, 1H), 7.7

4 (d, 1H), 7.370 7.42 (m, 2H), 7.24 (t, 1H), 6.99 (d, 1H), 6.92 (d, 1H), 6.84 (d
, 1H), 5.70 (s, 2H), 4.200 4.30 (m, 2H), 3.930 3.98 (m, 1H), 2.82 (d, 2H)O MS (A
PPI/APCI) m/z 445 [MO H*]O

OooooQoO

0000 1150

60 [0 0 0000000000030 00)I000]0ND[(3S)D5000000400
003,40000002H0000003000]0000000

000000000010 00037000000008B2000000000H NMR (400MH
z, DMSOO dg) & ppm 8.600 8.70 (m, 3H), 8.45 (d, 1H), 8.13 (dd, 1H), 7.360 7.44
(m, 2H), 7.24 (t, 1H), 6.900 6.97 (m, 2H), 6.810 6 .87 (m, 1H), 6.27 (s, 1H), 5.

41 (s, 2H), 4.200 4.35 (m, 2H), 3.96 (t, 1H), 2.84 (d, 2H), 2.38 (s, 3H)O MS (A
PPI/APCI) m/z 443 [MO H*]O

000000

0000 1160

60 [(I000D0D0IHOOOOCOOOD02000)0000]0ND[(3S)T500000040
0003,40000002H0000003000]0000000

000000000010 0003800000000B2000000000H NMR (400MH
z, DMSOO dg) & ppm 8.620 8.68 (m, 3H), 8.45 (d, 1H), 8.12 (dd, 1H), 7.370 7.43
(m, 2H), 7.25 (t, 1H), 7.17 (s, 1H), 6.890 6.95 (m, 2H), 6.820 6.88 (m, 2H), 5.3
8 (s, 2H), 4.200 4.32 (m, 2H), 3.930 3.98 (m, 1H), 3.68 (s, 3H), 2.83 (d, 2H)O
MS (APPI/APCI) m/z 442 [MO H*]O

Dooo0QoO

0000 1170

60 (000000000000 )IND[(3S)I5000000400003,40000002H
00000030 00]10000000

000000000010 00042000000008B2000000000H NMR (400MH
z, DMSOO dg) & ppm 9.070 9.10 (m, 1H), 8.89 (d, 1H), 8.64 (d, 2H), 8.46 (dd, 1H
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). 8.14 (d, 1H), 7.40 (d, 2H), 7.25 (t, 1H), 6.93 (d, 1H), 6.85 (d, 1H), 4.250 4
.35 (m, 2H), 3.990 4.10 (m, 2H), 2.770 2.92 (m, 2H), 1.750 1.90 (m, 4H), 1.500 1
.70 (m, 4H)O MS (APPI/APCI) m/z 464 [MO H*]O

OoooQoO

0000 1180
NO[(3S)05000000400003,40000002H0000003000 ]060 (00
00020000000)I000000

000000000010 00039000000000B2000000000H NMR (400MH
z, DMSOO dg) & ppm 8.61 O 8.65 (m, 2H), 8.59 (d, 1H), 8.55 (d, 1H), 8.43 (d, 1
H), 8.13 (dd, 1H), 7.79 (td, 1H), 7.43 (d, 1H), 7.370 7.41 (m, 2H), 7.290 7.34 (
m, 1H), 7.24 (t, 1H), 6.99 (d, 1H), 6.92 (dd, 1H), 6.84 (dd, 1H), 5.46 (s, 2H),
4.200 4.30 (m, 2H), 3.920 3.98 (m, 1H), 2.82 (d, 2H)O MS (APPI/APCI) m/z 439 [M
0 H*]O

Ooo0oQ0oO

0000 1190
NO[(3S)05000000400003,40000002H0000003000 ]060 (00
00030 000000)I0O0ODO0O0DO

000000000010 0004000000000B2000000000H NMR (400MH
z, DMSOO dg) & ppm 8.660 8.69 (m, 1H), 8.610 8.65 (m, 3H), 8.53 (dd, 1H), 8.44
(d, 1H), 8.12 (dd, 1H), 7.840 7.89 (m, 1H), 7.370 7.44 (m, 3H), 7.24 (t, 1H), 6.
93 (t, 2H), 6.84 (d, 1H), 5.44 (s, 2H), 4.200 4.30 (m, 2H), 3.930 3.97 (m, 1H),
2.82 (d, 2H)O MS (APPI/APCI) m/z 439 [MO H*]O

000000

0000 1200

60 (0000020000000 )IND[3S)DS000000400003,4000000°2
HODODODODODO30D0O0]10000000

000000000010 0004000000008B2000000000H NMR (400MH
z, DMSOO dg) & ppm 8.740 8.76 (m, 1H), 8.610 8.65 (m, 3H), 8.570 8.61 (m, 2H),
8.44 (d, 1H), 8.14 (dd, 1H), 7.360 7.42 (m, 2H), 7.24 (t, 1H), 7.00 (d, 1H), 6.9
2 (d, 1H), 6.84 (d, 1H), 5.54 (s, 2H), 4.200 4.30 (m, 2H), 3.930 3.97 (m, 1H), 2
.82 (d, 2H)O MS (APPI/APCI) m/z 440 [MO H*]O

000000

0000 1210

NO [(3S)050 (0000000000050 00)I13,40 0000024000 00030
00D]Joe0 (00000000 D020000000)0000000
0000000000200 00044000000008B2000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.64 (s, 2H), 8.60 (d, 1H), 8.39 (d, 1H), 8.10 (dd, 1H), 7.
24 (t, 1H), 6.840 6.94 (m, 3H), 4.200 4.32 (m, 4H), 4.120 4.18 (m, 1H), 3.96 (s,
3H), 3.920 3.95 (m, 1H), 3.740 3.79 (m, 1H), 3.630 3.68 (m, 1H), 2.85 (d, 2H),
1.920 2.02 (m, 1H), 1.750 1.90 (m, 2H), 1.600 1.67 (m, 1H)O MS (ESI) m/z 463 [M
0 H*]O

Oooo0QooO

0000 1220

NO [(3S)050 (0000000000050 00)I13,40 0000024000 00030
O0D]J06e0(CO0O0O0D0002H0000020000000)0000000
0000000000200 0004300000000B2000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.64 (s, 2H), 8.60 (d, 1H), 8.39 (d, 1H), 8.09 (dd, 1H), 7.
24 (t, 1H), 6.850 6.94 (m, 3H), 4.200 4.30 (m, 4H), 3.96 (s, 3H), 3.850 3.95 (m,
2H), 3.570 3.65 (m, 1H), 3.200 3.40 (m, 1H, HL,OO0 OO OO OO OO ), 2.85 (d, 2H

), 1.770 1.85 (m, 1H), 1.61 (d, 1H), 1.450 1.50 (m, 3H), 1.250 1.35 (m, 1H)O MS

10

20

30

40



(74) JP 2010-525056 A 2010.7.22

(ES1) m/z 477 [MO HY]O

OoDoooo

O000 1230

NO [(3S)050 00000000 OoOs’000)03,40000002H0 0000 0O 30

OojJjoe0 (00000 D0O2H0 000040000000 D0O0000O00OO

000000000020 0004900000000B2000000000H NMR (400M

Hz, DMSOO dg) & ppm 8.64 (s, 2H), 8.590 8.62 (m, 1H), 8.38 (d, 1H), 8.10 (dd, 1

H), 7.24 (t, 1H), 6.830 6.94 (m, 3H), 4.200 4.30 (m, 2H), 4.16 (d, 2H), 3.96 (s,
3H), 3.920 3.95 (m, 1H), 3.86 (dd, 2H), 3.200 2.45 (m, 2H, H,LOO O OO OOOO

0), 2.84 (d, 2H), 1.950 2.05 (m, 1H), 1.600 1.67 (m, 2H), 1.250 1.37 (m, 2H)O M

S (ESI) m/z 477 [MO HY]O

oooooo

OO0 00 1240

60 (0002000010 00000)OND[@BSUSBODRUUODUDDOoDoDODOOOOsO00)

03,4000 0002H0 0000030000 o0ooDOooOOOd

000000000020 0005200000000B2000000000H NMR (400M

Hz, DMSOO dg) & ppm 8.64 (s, 2H), 8.62 (d, 1H), 8.44 (d, 1H), 8.12 (dd, 1H), 7.

24 (t, 1H), 6.700 6.94 (m, 3H), 4.97 (m, 2H), 4.200 4.30 (m, 2H), 3.96 (s, 3H)O

3.900 3.95 (m, 1H), 2.84 (d, 2H), 1.800 1.84 (m, 3H)O MS (ESI) m/z 431 [MO H*]O

oooooo

00001250

N°0 [(3S)050 (20000000000 05000)13,40 0000024000000 30

O0O0]JON20(3,3,30 0 000000000)00002,5000000000

0000000000200 003000000000B1000000000H NMR (400M

Hz, DMSOO dg) 6 ppm 9.08 (t, 1H), 8.960 9.0 (m, 1H), 8.77 (d, 1H), 8.65 (s, 2H)
, 8.36 (dd, 1H), 8.10 (d, 1H), 7.25 (t, 1H), 6.870 6.95 (m, 2H), 4.250 4.33 (m,

2H), 3.980 4.04 (m, 1H), 3.96 (s, 3H), 3.530 3.58 (m, 2H), 2.850 2.89 (m, 2H), 2
.530 2.64 (m, 2H)O MS (APPI/APCI) m/z 502 [MO H*]O

oooooo

O0O00 1260

60 (200D D000 O0OOD)OND [BS)UB0 000004000 O0D3,4000000OZ2-O00O

Ooo0o3o0o0]ooooooaon

0000000000100 005000000000B1000000000 NMR (400MH

z, CDZ0D) & ppm 8.57 (d, 2H), 8.54 (d, 1H), 8.02 (dd, 1H), 7.43 (d, 2H), 7.23 (

t, 1H), 6.93 (d, 1H), 6.85 (d, 1H), 6.81 (d, 1H), 4.430 4.48 (m, 2H), 4.340 4.42
(m, 1H), 4.290 4.34 (m, 1H), 4.010 4.07 (m, 1H), 3.700 3.75 (m, 2H), 3.39 (s, 3

H), 2.900 3.00 (m, 1H), 2.790 2.88 (m, 1H)O MS (ESI1) m/z 406 [MO H™]O

OoDoooo

O0O001270

60 (0000002000000 0OD)ONDO[EBSLSBOODDDUOD4DDODO3,4000000
0220000003 O0DD0]JoOoDOoOOoDDOOO0

0000000000100 004500000000B10000000000Y NMR (400MH

z, CDZ0D) & ppm 8.58 (d, 2H), 8.56 (d, 1H), 8.05 (dd, 1H), 7.43 (d, 2H), 7.24 (

t, 1H), 6.94 (dd, 1H), 6.830 6.89 (m, 2H), 5.100 5.18 (m, 1H), 4.660 4.73 (m, 1H

), 4.580 4.65 (m, 1H), 4.50 (d, 2H), 4.350 4.43 (m, 1H), 4.280 4.35 (m, 1H), 4.0

20 4.09 (m, 1H), 2.920 2.99 (m, 1H), 2.710 2.89 (m, 2H), 2.570 2.70 (m, 1H)O MS
(ES1) m/z 418 [MO H™]O

OoDoooo

0000 1280

60 0 [(2RHO20 0000000 D]J0DOO0CDOOND@BS)5S00000040 000 3,40

10

20

30

40

50



(75) JP 2010-525056 A 2010.7.22

0000020 000003000]10000000

000000000010 0005100000000B1000000000 NMR (400MH
z, CD0D) & ppm 8.58 (d, 2H), 8.55 (d, 1H), 8.04 (dd, 1H), 7.44 (d, 2H), 7.24 (
t, 1H), 6.94 (d, 1H), 6.84 (dd, 2H), 4.240 4.44 (m, 4H), 4.010 4.10 (m, 1H), 3.6
80 3.79 (m, 1H), 3.40 (s, 3H), 2.900 3.01 (m, 1H), 2.770 2.88 (m, 1H), 1.23 (d,
3H)O MS (ESI) m/z 420 [MO H*]O

0Doo0O00oOo

00001290
NO[(3S)05000000400003,40000002dH0000003000 060 (00
0000020 00004000000)0000000

000000000010 0005300000000B1I000000000H NMR (400MH
z, CD50D) & ppm 8.560 8.60 (m, 2H), 8.55 (d, 1H), 8.03 (dd, 1H), 7.410 7.46 (m,
2H), 7.24 (t, 1H), 6.94 (dd, 1H), 6.86 (dd, 1H), 6.79 (d, 1H), 5.240 5.32 (m, 1
H), 4.360 4.45 (m, 1H), 4.290 4.35 (m, 1H), 4.020 4.10 (m, 1H), 3.890 3.98 (m, 2
H). 3.540 3.65 (m, 2H), 2.910 3.00 (m, 1H), 2.770 2.87 (m, 1H), 2.020 2.11 (m, 2
H), 1.670 1.80 (m, 2H)O MS (ESI) m/z 432 [MO H*]O

0Oooooo

0000 1300

NSO [(3S)05000000400003,40000002d00000 03000 7]0N20 (0
0000002 00004000)000002,5000000000
000000000010 0000060(CO0000002H00000400000000
0)I00D00000000000CO0000O0O0O00 NMR (400MHz, CD50D) & ppm
8.95 (d, 1H), 8.58 (d, 2H), 8.26 (dd, 1H), 8.12 (d, 1H), 7.44 (d, 2H), 7.24 (t,
1H), 6.95 (d, 1H), 6.87 (d, 1H), 4.390 4.49 (m, 1H), 4.300 4.37 (m, 1H), 4.070 4
.17 (m, 2H), 3.950 4.02 (m, 1H), 3.53 (td, 2H), 2.970 3.05 (m, 1H), 2.84 (dd, 1H

). 1.840 1.93 (m, 2H), 1.650 1.78 (m, 2H)O MS (ESI) m/z 459 [MO H*]O
0Oooooo

00001310

NSO [(3S)05000000400003,40000002d00000 03000 7]0N30 (2,2
,20000000000)I00002,5000000000

000000000010 0000060[(2,2,20000000000)I000O00]0
000000000000 0COD000000O0O0M NMR (400MHz, CD;0D) & ppm 8.96
0 9.00 (m, 1H), 8.570 8.60 (m, 2H), 8.28 (dd, 1H), 8.140 8.18 (m, 1H), 7.420 7.4
7 (m, 2H), 7.25 (t, 1H), 6.95 (dd, 1H), 6.87 (dd, 1H), 4.400 4.48 (m, 1H), 4.32
0 4.38 (m, 1H), 4.080 4.16 (m, 3H), 2.970 3.06 (m, 1H), 2.810 2.88 (m, 1H)O MS (
ESI) m/z 457 [MO H*]O

Dooo0oo

0000 1320

NSO [(3S)05000000300003,40000002dH0000 003000 7]0N20 (3.3
,300000000000)I00002,5000000000

00000000003 0000060[(3,3,300000000000)I0O000O0]
0000000000000 0COO000000O0O0Y NMR (400MHz, CD;0OD) & ppm 8.9
5 (d, 1H), 8.470 8.56 (m, 2H), 8.26 (dd, 1H), 8.12 (d, 1H), 7.85 (dt, 1H), 7.52
(dd, 1H), 7.24 (t, 1H), 6.94 (d, 1H), 6.86 (dd, 1H), 4.400 4.47 (m, 1H), 4.300 4
.37 (m, 1H), 4.090 4.14 (m, 1H), 3.67 (t, 2H), 2.930 3.01 (m, 1H), 2.760 2.85 (m
, 1H), 2.450 2.59 (m, 2H)O MS (ES1) m/z 471 [MO H*]O

0DoO0o00oo

0000 1330
NO[(3S)05000000300003,40000002dH0000003000 050 (00
0000020000040 00000)000002000000000
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0000000000000 0000(@O0300000050000000002000
000000000 0C00O0O0ODOOOO)IO0O0D00000002H0000040000
000O0ODODODOO0O0O0OOO Y NMR (400MHz, CDL0D) & ppm 8.700 8.74 (m, 1H), 8.4

70 8.56 (m, 2H), 8.090 8.14 (m, 1H), 7.84 (dt, 1H), 7.50 (dd, 1H), 7.24 (t, 1H),
6.93 (d, 1H), 6.86 (d, 1H), 5.270 5.38 (m, 1H), 4.410 4.50 (m, 1H), 4.30 (dd, 1

H), 4.14 (dd, 1H), 3.900 3.99 (m, 2H), 3.550 3.65 (m, 2H), 2.98 (dd, 1H), 2.79 (

dd, 1H), 2.030 2.13 (m, 2H), 1.710 1.83 (m, 2H)O MS (ESI) m/z 433 [MO H*]O
Oooo0QooO

0000 1340

NO [(3S)050(60 00000000030 00)I13,40000002H000000300
0D]Joe0(OO0O0D0O002H000004000000)0000000
0000000000110 00053000000008B1000000000H NMR (400M

Hz, CD50D) & ppm 8.55 (d, 1H), 8.08 (d, 1H), 8.03 (dd, 1H), 7.67 (dd, 1H), 7.19
(t, 1H), 6.830 6.90 (m, 2H), 6.750 6.83 (m, 2H), 5.220 5.31 (m, 1H), 4.330 4.42
(m, 1H), 4.270 4.33 (m, 1H), 4.02 (dd, 1H), 3.900 3.98 (m, 5H), 3.540 3.63 (m,

2H), 2.870 2.97 (m, 1H), 2.750 2.85 (m, 1H), 2.010 2.10 (m, 2H), 1.670 1.80 (m,

2H)O MS (ES1) m/z 462 [MO H*]O

DoooQooO

0000 1350

NO [(3S)050 (60 000000000300 0)I13,40 0000020000 00300
0D]Joe0(OO0O0O0002H000003000000)I000000
0000000000110 0004600000000B100000000O0H NMR (400M

Hz, CD50D) & ppm 8.54 (d, 1H), 8.07 (d, 1H), 8.02 (dd, 1H), 7.67 (dd, 1H), 7.19
(t, 1H), 6.86 (t, 2H), 6.760 6.83 (m, 2H), 5.050 5.14 (m, 1H), 4.330 4.42 (m, 1

H), 4.260 4.33 (m, 1H), 4.02 (dd, 1H), 3.93 (s, 3H), 3.90 (dd, 1H), 3.590 3.75 (

m, 3H), 2.870 2.97 (m, 1H), 2.760 2.85 (m, 1H), 2.010 2.12 (m, 1H), 1.770 1.95 (

m, 2H), 1.550 1.66 (m, 1H)O MS (ESI) m/z 462 [MO H*]O

Dooo0QoO

0000 1360
NO[(3S)05000000400003,40000002H0000003000]060 (00
0000020 00003000000)I000000

000000000010 0004600000000B1000000000H NMR (400MH

z, CDZ0D) & ppm 8.560 8.60 (m, 2H), 8.54 (d, 1H), 8.02 (dd, 1H), 7.410 7.46 (m,
2H), 7.24 (t, 1H), 6.910 6.96 (m, 1H), 6.86 (dd, 1H), 6.79 (d, 1H), 5.070 5.14
(m, 1H), 4.350 4.42 (m, 1H), 4.300 4.35 (m, 1H), 4.06 (dd, 1H), 3.90 (dd, 1H), 3
.600 3.74 (m, 3H), 2.910 2.99 (m, 1H), 2.790 2.88 (m, 1H), 2.010 2.12 (m, 1H), 1
.770 1.94 (m, 2H), 1.540 1.67 (m, 1H)O MS (ESI) m/z 432 [MO H*]O

Dooo0QoO

0000 1370

60 (2000000000 )IND[(3S)D5000000300003,40000002H00
0000300010 000000

000000000030 00050000000008B1000000000H NMR (400MH

z, DMSOO dg) & ppm 8.540 8.61 (m, 3H), 8.42 (d, 1H), 8.09 (dd, 1H), 7.770 7.83
(m, 1H), 7.450 7.51 (m, 1H), 7.24 (t, 1H), 6.830 6.94 (m, 3H), 4.380 4.43 (m, 2H

). 4.190 4.30 (m, 2H), 3.900 3.98 (m, 1H), 3.630 3.67 (m, 2H), 3.28 (s, 3H), 2.7

30 2.88 (m, 2H)O MS (ES1) m/z 406 [MO H]O

O0oo0O0O0O

0000 1380

20 (20 0000000)0S500000ND[3S)05000000300003,400000
O2H0000003000]02401,2,300000000400000000
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0o0ooDoooooDo3noooooD22W@@ooooooo)osoodonz2d0 1,2,30
000000040000 0000000000000COO00D00O00ODOYH NMR (400M
Hz, CDZ0D) & ppm 8.51 (br. s., 2H), 7.790 7.85 (m, 1H), 7.460 7.53 (m, 1H), 7.2
2 (t, 1H), 6.91 (dd, 1H), 6.84 (dd, 1H), 4.48 (t, 2H), 4.340 4.43 (m, 1H), 4.23
0 4.30 (m, 1H), 4.040 4.12 (m, 1H), 3.81 (t, 2H), 3.27 (s, 3H), 2.870 2.95 (m, 1
H), 2.740 2.82 (m, 1H), 2.41 (s, 3H)O MS (ESI) m/z 394 [MO H*]O

Ooooooao

000021390

60 (000000200000 00)OND[@ESLDSODODOOO0OD33ODOOO3,400 000
0200000030 0010000000

000000000030 0004500000000B1O00000000OMHNMR (400MH
z, DMSOO dg) & ppm 8.570 8.62 (m, 3H), 8.43 (d, 1H), 8.12 (dd, 1H), 7.790 7.83
(m, 1H), 7.460 7.50 (m, 1H), 7.24 (t, 1H), 6.890 6.93 (m, 2H), 6.85 (dd, 1H), 4.
960 5.04 (m, 1H), 4.380 4.56 (m, 4H), 4.190 4.31 (m, 2H), 3.900 3.98 (m, 1H), 2.
750 2.88 (m, 2H), 2.630 2.73 (m, 1H)O MS (ESI) m/z 418 [MO H*]O

ooooon

0 00O i4od

60 (00000000 D0)IND[3S)050 (0000000000400 0)03,4000
000220 0000030000 0O000O0O

00000000009 O00DO0s000000000B1I00000000OH NMR (400MH
z, DMSOO dg) 3 ppm 8.570 8.62 (m, 1H), 8.42 (d, 1H), 8.22 (dd, 1H), 8.10 (dd, 1
H), 7.22 (t, 1H), 6.98 (dd, 1H), 6.90 (dd, 1H), 6.850 6.89 (m, 1H), 6.83 (dd, 1H

), 6.770 6.80 (m, 1H), 4.390 4.44 (m, 2H), 4.190 4.29 (m, 2H), 3.900 3.96 (m, 1H
). 3.88 (s, 3H), 3.630 3.67 (m, 2H), 3.28 (s, 3H), 2.770 2.88 (m, 2H)O MS (ESI)
m/z 436 [MO H']O

ooooon

00001410

60 (2000 000O00D0)INI[3S)D 50 (R OIOD0ODOODOND0O0DOS000)03,4000
0002200000030 000000000

0000000000210 0005000000000B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.73 (s, 2H), 8.590 8.62 (m, 1H), 8.40 (d, 1H), 8.10 (dd, 1
H), 7.26 (t, 1H), 6.860 6.96 (m, 3H), 4.390 4.43 (m, 2H), 4.180 4.31 (m, 2H), 3.
910 3.98 (m, 1H), 3.620 3.67 (m, 2H), 3.28 (s, 3H), 2.810 2.86 (m, 2H), 2.67 (s,
3H)O MS (ESI) m/z 421 [MO H*]O

oooooao

00001420

60 (2000000000 )IND[(3S)D50(@EBINONONONON0N004000)I3,40000
00200 000030000000 00an

0000000 O0OoOoi1o0000500000000B1I00000000D0YHNMR (400Mm
Hz, DMSOO dg) & ppm 8.560 8.61 (m, 1H), 8.53 (d, 1H), 8.45 (dd, 1H), 8.38 (t, 1
H), 8.030 8.11 (m, 1H), 7.23 (t, 1H), 7.16 (dd, 1H), 6.880 6.93 (m, 1H), 6.840 6
.88 (m, 1H), 6.70 (td, 1H), 4.380 4.43 (m, 2H), 4.200 4.31 (m, 2H), 3.810 3.89 (
m, 1H), 3.620 3.67 (m, 2H), 3.28 (s, 3H), 2.520 2.64 (m, 1H), 2.340 2.48 (m, 1H)
, 2.03 (d, 3H)O MS (ESI) m/z 420 [MO H*]O

oooooao

0000 1430

NO [B3S)0 500D DO OONDDDOO30O)DNI3, 40000002000 00O 0O 300
OJ0oe0 RUOODODDODOOOO)YODODOOOAO
00000D0000012000050000000008B1000000000H NMR (400Mm
Hz, DMSOO dg) & ppm 8.570 8.62 (m, 1H), 8.41 (d, 1H), 8.24 (d, 1H), 8.09 (dd, 1
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H), 8.02 (td, 1H), 7.28 (dd, 1H), 7.24 (t, 1H), 6.92 (dd, 1H), 6.840 6.89 (m, 2H

). 4.380 4.43 (m, 2H), 4.180 4.29 (m, 2H), 3.900 3.98 (m, 1H), 3.610 3.67 (m, 2H

). 3.28 (s, 3H), 2.760 2.82 (m, 2H)O MS (ES1) m/z 424 [MO H*]O

OoooQoO

0000 1440

NO[(2R)D 8D (2000000000030 00)11,2,3,40 0000000000002
Oo00]0e6e0 (000000 D0O0)IODOOOOO

0000000000320 000500000000B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.59 (d, 1H), 8.350 8.42 (m, 1H), 8.230 8.28 (m, 1H), 8.08
(dd, 1H), 7.860 7.93 (m, 1H), 7.420 7.48 (m, 1H), 7.210 7.28 (m, 2H), 7.07 (dd,
1H), 6.86 (dd, 1H), 4.380 4.43 (m, 2H), 4.030 4.15 (m, 1H), 3.620 3.67 (m, 2H),

3.28 (s, 3H), 2.920 3.02 (m, 2H), 2.59 (br. s., 2H), 2.020 2.10 (m, 1H), 1.700 1
.81 (m, 1H)O MS (ESI) m/z 422 [MO H*]O

Ooo0oQ0oO

0000 1450

NO[(2R)DSD (2000000000030 00)11,2,3,40 0000000000002
O00]J060 (OO0 O0O0002H000004000000)I000000
0000000000320 0005300000000B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.570 8.60 (m, 1H), 8.340 8.41 (m, 1H), 8.250 8.29 (m, 1H),
8.08 (dd, 1H), 7.860 7.93 (m, 1H), 7.420 7.48 (m, 1H), 7.210 7.28 (m, 2H), 7.04
0 7.09 (m, 1H), 6.82 (d, 1H), 5.180 5.26 (m, 1H), 4.030 4.15 (m, 1H), 3.810 3.88
(m, 2H), 3.450 3.54 (m, 2H), 2.880 3.01 (m, 2H), 2.58 (br. s., 2H), 1.940 2.09
(m, 3H), 1.690 1.81 (m, 1H), 1.560 1.68 (m, 2H)O MS (ESI) m/z 448 [MO H*]O
Ooo0oQ0oO

0000 1460

NO[(R)DSI D O0DDDD400001,2,3,40 00000000000 020007060
(000000020 00003000000)00C00000

0000000000340 0004600000000B00000000O0H NMR (400M
Hz, CD50D) & ppm 9.180 9.25 (m, 2H), 8.56 (d, 1H), 8.04 (dd, 1H), 7.700 7.76 (m
, 1H), 7.270 7.34 (m, 2H), 7.070 7.16 (m, 1H), 6.80 (d, 1H), 5.080 5.15 (m, 1H),
4.140 4.24 (m, 1H), 3.91 (dd, 1H), 3.590 3.75 (m, 3H), 3.030 3.10 (m, 2H), 2.86
02.94 (m, 1H), 2.720 2.81 (m, 1H), 2.160 2.24 (m, 1H), 2.030 2.12 (m, 1H), 1.79
01.96 (m, 3H), 1.560 1.67 (m, 1H)O MS (ESI) m/z 431 [MO H*]O

OoooQoO

0000 1470

NO[(2R)DSD (60 00 D0D0DODODO3000)11,2,3,40 000000000000 20
00]J020(QO0000002H000003000000)I00000S500000000
0000000000000 0000(C@O0330000610000BI000O000O0)
0O000C00O0O0D002H00000300000000D00000000O0H NMR (400M
Hz, CD50D) & ppm 8.91 (s, 2H), 8.31 (d, 1H), 7.68 (dd, 1H), 7.35 (d, 1H), 7.16
0 7.27 (m, 2H), 7.03 (dd, 1H), 5.070 5.16 (m, 1H), 4.120 4.24 (m, 1H), 3.91 (dd,
1H), 3.610 3.75 (m, 3H), 3.04 (dd, 2H), 2.88 (dd, 1H), 2.66 (dd, 1H), 2.56 (s,

3H), 2.060 2.24 (m, 2H), 1.790 2.00 (m, 3H), 1.530 1.69 (m, 1H)O MS (ESI) m/z 44

5 [MO H*]O

Dooo0QoO

0000 1480

I0000O0OND[3S)050(G0 0000060000000 0003000)03,40000
O02H0000003000]102000001,20000000000400000000
000000000010 000500000000B1000000000H NMR (400M
Hz, CDZ0D) & ppm 7.89 (d, 1H), 7.69 (d, 1H), 7.51 (dd, 1H), 7.20 (t, 1H), 6.89
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(d, 1H), 6.84 (d, 1H), 6.81 (d, 1H), 6.61 (dd, 1H), 4.310 4.39 (m, 1H), 4.29 (d,
1H), 4.03 (s, 3H), 3.950 4.08 (m, 3H), 2.880 2.99 (m, 1H), 2.730 2.84 (m, 1H),
1.640 1.77 (m, 2H), 1.260 1.42 (m, 2H), 0.96 (t, 3H)O MS (ESI) m/z 452 [MO H*]O
0Doo0o0oo

0000 1490

NO [(3S)050 (0 0000061000000 0O003000)13,40000002H0 0O
000030001020 @0000000003000000)I00000500000
000

000000000000 000O00(@OO0150000002000000000050
D00000O0O0000D0COO0O0O0DO0OO0DN)OONONOOONONONDOOONDN300000n
00O0ODOODOOO0O0OOO Y™ NMR (400MHz, CDZ0D) & ppm 8.91 (s, 2H), 7.90 (d, 1H

). 7.52 (dd, 1H), 7.21 (t, 1H), 6.90 (d, 1H), 6.85 (d, 1H), 5.560 5.69 (m, 1H),

4.350 4.45 (m, 1H), 4.260 4.35 (m, 1H), 4.03 (s, 3H), 3.850 4.10 (m, 5H), 2.900

3.04 (m, 1H), 2.81 (dd, 1H), 2.250 2.38 (m, 1H), 2.100 2.23 (m, 1H)O MS (ESI) m/

z 467 [MO H*]O

0Doo0Oo0oo

0000 1500

I000O00ND[3S)D50 (20000000000 O05000)03,40000002H00
000030 00]02000001,20000000000400000000
000000000020 000500000000B1000000000 NMR (400M
Hz, CDZ0D) & ppm 8.57 (s, 2H), 7.69 (d, 1H), 7.24 (t, 1H), 6.93 (d, 1H), 6.87 (

d, 1H), 6.750 6.82 (m, 1H), 6.60 (dd, 1H), 4.320 4.40 (m, 1H), 4.230 4.32 (m, 1H

). 4.060 4.11 (m, 1H), 4.05 (s, 3H), 3.99 (t, 2H), 2.97 (dd, 1H), 2.710 2.85 (m,
1H), 1.630 1.77 (m, 2H), 1.300 1.44 (m, 2H), 0.96 (t, 3H)O MS (ESI) m/z 435 [M
0 H*]O

0Doo0ooo

0000 1510

NO [(3S)050(60 0 0000500000000 03000)13,40000002H000O
00030 00]060(O0000002M000003000000)I000000
0000000000160 0004600000000BI00O0000O000 NMR (400M
Hz, CDZ0D) & ppm 8.55 (d, 1H), 8.03 (dd, 1H), 7.96 (s, 1H), 7.78 (d, 1H), 7.21
(t, 1H), 6.91 (d, 1H), 6.760 6.86 (m, 2H), 5.030 5.16 (m, 1H), 4.330 4.42 (m, 1H

). 4.270 4.34 (m, 1H), 4.04 (dd, 1H), 3.90 (dd, 1H), 3.580 3.75 (m, 3H), 2.870 2
.96 (m, 1H), 2.730 2.83 (m, 1H), 2.34 (s, 3H), 2.020 2.12 (m, 1H), 1.790 1.97 (m
, 2H), 1.520 1.68 (m, 1H)O MS (ES1) m/z 464 [MO H*]O

0Dooooo

0000 1520

I000O00OND[3S)D50(60 0 0000500000000 03000)013,400000
D20 000003000]02000001,20000000000400000000
0000000000160 000500000000B1I000000O000H NMR (400M
Hz, CDZ0D) & ppm 7.95 (s, 1H), 7.77 (d, 1H), 7.70 (d, 1H), 7.21 (t, 1H), 6.91 (
d, 1H), 6.780 6.86 (m, 2H), 6.60 (dd, 1H), 4.310 4.39 (m, 1H), 4.230 4.31 (m, 1H

). 4.020 4.08 (m, 1H), 3.99 (t, 2H), 2.850 2.96 (m, 1H), 2.700 2.82 (m, 1H), 2.3

4 (s, 3H), 1.640 1.75 (m, 2H), 1.300 1.42 (m, 2H), 0.96 (t, 3H)O MS (ESI) m/z 43
6 [MO H*]O

0Dooooo

0000 1530

NO [(3S)050(60 0 0000500000000 03000)13,40000002H00 0O
00O03000]020(@ 00000020 00003000000)0000005000
Doooo
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0000000000000 0000(C@OD0160000610000B00000000)
0000000000200 000300000000D00000000O0H NMR (400M

Hz, CD50D) & ppm 8.91 (s, 2H), 7.96 (s, 1H), 7.720 7.83 (m, 1H), 7.22 (t, 1H),

6.92 (d, 1H), 6.84 (d, 1H), 5.090 5.18 (m, 1H), 4.360 4.44 (m, 1H), 4.280 4.34 (

m, 1H), 4.07 (dd, 1H), 3.92 (dd, 1H), 3.660 3.75 (m, 3H), 2.96 (dd, 1H), 2.720 2
.82 (m, 1H), 2.34 (s, 3H), 2.060 2.16 (m, 1H), 1.850 2.01 (m, 2H), 1.580 1.69 (m
, 1H)O MS (ESI) m/z 465 [MO H*]O

Oooo0QooO

0000 1540

NO[(2S)0 80 (0000000000050 00)11,2,3,40000000000000

20001060 0000002000040 00000)I0C000000
000000000030 0005300000000B100000000O0H NMR (400M

Hz, DMSOO dg) & ppm 8.60 (s, 3H), 8.37 (d, 1H), 8.10 (dd, 1H), 7.190 7.28 (m, 2

H), 7.09 (dd, 1H), 6.84 (dd, 1H), 5.180 5.28 (m, 1H), 4.000 4.12 (m, 1H), 3.95 (

s, 3H), 3.810 3.88 (m, 2H), 3.450 3.53 (m, 2H), 2.880 3.01 (m, 2H), 2.650 2.81 (

m, 2H), 1.950 2.10 (m, 3H), 1.700 1.82 (m, 1H), 1.550 1.68 (m, 2H)O MS (ESI) m/z
461 [MO H*]O

DoooQooO

0000 1550

NO [(3S)050 (20 000000000500 0)13,40 0000020000 00300
0D]Joe0(COO0O0D0O002H000004000000)0000000
0000000000200 0005300000000B1000000000H NMR (400M

Hz, DMSOO dg) & ppm 8.73 (s, 2H), 8.59 (dd, 1H), 8.38 (d, 1H), 8.09 (dd, 1H), 7
.26 (t, 1H), 6.880 6.95 (m, 2H), 6.84 (dd, 1H), 5.180 5.28 (m, 1H), 4.170 4.30 (

m, 2H), 3.910 3.98 (m, 1H), 3.810 3.88 (m, 2H), 3.450 3.53 (m, 2H), 2.790 2.86 (

m, 2H), 2.67 (s, 3H), 1.940 2.03 (m, 2H), 1.570 1.68 (m, 2H)O MS (ESI) m/z 447 [
MO H*]0

Dooo0QoO

0000 1560

NO[(2R)DS8I (200000000 COO0DO05000)11,2,3,40 000000000000

20001060 0000002000040 00000)I000000O
0000000000360 0005300000000BI00000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.580 8.61 (m, 3H), 8.37 (d, 1H), 8.10 (dd, 1H), 7.190 7.28
(m, 2H), 7.09 (dd, 1H), 6.84 (dd, 1H), 5.180 5.27 (m, 1H), 4.010 4.12 (m, 1H),

3.95 (s, 3H), 3.810 3.88 (m, 2H), 3.460 3.53 (m, 2H), 2.900 2.99 (m, 2H), 2.650

2.81 (m, 2H), 1.950 2.11 (m, 3H), 1.710 1.83 (m, 1H), 1.560 1.67 (m, 2H)O MS (ES
1) m/z 461 [MO H*]O

Dooo0QoO

0000 1570

NO [(3S)050 (20 0000000000500 0)I13,40 0000024000000 30
O0]J060 (00000020000 03000000)000000
0000000000200 0004600000000B100000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.65 (s, 2H), 8.60 (d, 1H), 8.40 (d, 1H), 8.10 (dd, 1H), 7.

24 (t, 1H), 6.870 6.94 (m, 2H), 6.85 (d, 1H), 5.020 5.08 (m, 1H), 4.180 4.30 (m,
2H), 3.96 (s, 3H), 3.900 3.95 (m, 1H), 3.800 3.86 (m, 1H), 3.580 3.66 (m, 1H),

3.480 3.57 (m, 2H), 2.810 2.87 (m, 2H), 1.980 2.06 (m, 1H), 1.690 1.84 (m, 2H),
1.480 1.59 (m, 1H)O MS (ESI) m/z 463 [MO H*]O

Oooo0Qoo

0000 1580

NO [(3S)050 (20 0000000000500 0)I13,40 0000024000000 30
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00]J0e0 (000000 D0OOD0300000)I000000
0000000000200 00047000000008B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.65 (s, 2H), 8.61 (d, 1H), 8.41 (d, 1H), 8.10 (dd, 1H), 7.
24 (t, 1H), 6.840 6.94 (m, 3H), 5.510 5.56 (m, 1H), 4.180 4.29 (m, 2H), 3.96 (s,
3H), 3.880 3.95 (m, 2H), 3.800 3.87 (m, 1H), 3.700 3.78 (m, 2H), 2.84 (d, 2H),
2.170 2.29 (m, 1H), 1.930 2.03 (m, 1H)O MS (ESI) m/z 449 [MO H*]O
Ooo00Q0O0
0000 1590
NO[(R)DSD (2000000000 OS5000)11,2,3,40 0000000000002
D0O0]0e0 (00O O0D0DCOODO03000000)I00O0O0OD0
0000000000370 0004700000000BI00O00000O000H NMR (400M
Hz, DMSOO dg) & ppm 8.69 (s, 2H), 8.61 (dd, 1H), 8.40 (d, 1H), 7.210 7.30 (m, 2
H), 7.10 (dd, 1H), 6.86 (dd, 1H), 5.510 5.56 (m, 1H), 4.000 4.12 (m, 1H), 3.91 (
dd, 1H), 3.800 3.87 (m, 1H), 3.710 3.79 (m, 2H), 2.920 3.00 (m, 2H), 2.700 2.76
(m, 2H), 2.66 (s, 3H), 2.510 2.57 (m, 1H), 2.180 2.29 (m, 1H), 2.030 2.11 (m, 1H
), 1.940 2.03 (m, 1H), 1.710 1.83 (m, 1H)O MS (ESI) m/z 431 [MO H*]O
OooooQoO
0000 1600
NO[(R)DSD (2000000000 OS5000)11,2,3,40 0000000000002
O00]060(MO0O000002H000003000000)I000000
0000000000370 0004600000000BI0O0O0000000H NMR (400M
Hz, DMSOO dg) & ppm 8.69 (s, 2H), 8.560 8.60 (m, 1H), 8.39 (d, 1H), 8.09 (dd, 1
H), 7.210 7.30 (m, 2H), 7.10 (dd, 1H), 6.84 (dd, 1H), 3.990 4.11 (m, 1H), 3.83 (
dd, 1H), 3.580 3.66 (m, 1H), 3.470 3.57 (m, 2H), 2.920 3.03 (m, 2H), 2.700 2.76
(m, 2H), 2.66 (s, 3H), 2.510 2.57 (m, 1H), 1.950 2.11 (m, 2H), 1.680 1.83 (m, 3H
). 1.480 1.59 (m, 1H)O MS (ESI) m/z 445 [MO H*]O
OooooQoO
0000 1610
NO [(R)DSD (2000000000 05000)11,2,3,40 0000000000002
000]060((QO00000000020000000)I000000
0000000000370 0004400000000BI00O0000O000H NMR (400M
Hz, DMSOO dg) & ppm 8.670 8.72 (m, 2H), 8.580 8.61 (m, 1H), 8.40 (d, 1H), 8.10
(dd, 1H), 7.210 7.30 (m, 2H), 7.10 (dd, 1H), 6.86 (dd, 1H), 4.200 4.32 (m, 2H),
4.010 4.19 (m, 2H), 3.730 3.80 (m, 1H), 3.620 3.69 (m, 1H), 2.930 3.02 (m, 2H),
2.670 2.78 (m, 2H), 2.66 (s, 3H), 2.030 2.11 (m, 1H), 1.920 2.02 (m, 1H), 1.710
1.92 (m, 3H), 1.580 1.69 (m, 1H)O MS (ESI) m/z 445 [MO H*]O
OooooQooO0
0000 1620
NO [(R)DSI (20000000000 O05000)011,2,3,40000000000000
2000]060[20(2,2,200000000000)I000]0000000
0000000000360 0005400000000BI000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.590 8.63 (m, 3H), 8.41 (d, 1H), 8.11 (dd, 1H), 7.200 7.28
(m, 2H), 7.09 (dd, 1H), 6.89 (dd, 1H), 4.45 (dd, 2H), 4.13 (q, 2H), 4.020 4.10
(m, 1H), 3.910 3.97 (m, 5H), 2.920 2.99 (m, 2H), 2.650 2.81 (m, 2H), 2.030 2.11
(m, 1H), 1.700 1.83 (m, 1H)O MS (APPI/APCI) m/z 503 [MO H*]O
000000
0000 1630
NO[(3S)050 (20 000000000050 00)I13,40 0000024000000 30
O0D0]J060[20(2,2,200000000000)I000]0000000
0000000000200 0005400000000B1000000000H NMR (400M
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Hz, DMSOO dg) & ppm 8.65 (s, 2H), 8.610 8.62 (m, 1H), 8.43 (d, 1H), 8.11 (dd, 1

H), 7.24 (t, 1H), 6.870 6.94 (m, 3H), 4.430 4.47 (m, 2H), 4.190 4.30 (m, 1H), 4.

13 (g, 2H), 3.96 (s, 3H), 3.910 3.95 (m, 3H), 2.810 2.87 (m, 2H), 2.510 2.55 (m,
1H)O MS (APPI/APCI) m/z 503 [MO H*]O

OooooQooO

0000 1640

60 (1,40 000000200000 00)INDO[RRIOSI (QUOCOO0O0O0D0O0O00S300
0)01,2,3,400000000000002000]0000000
0000000000320 0004800000000BI00000000O0H NMR (400M

Hz, DMSOO dg) & ppm 8.59 (d, 1H), 8.41 (d, 1H), 8.27 (d, 1H), 8.09 (dd, 1H), 7.

90 (t, 1H), 7.45 (t, 1H), 7.180 7.30 (m, 2H), 7.07 (dd, 1H), 6.87 (d, 1H), 4.19
0 4.32 (m, 2H), 4.09 (br. s., 1H), 3.690 3.91 (m, 3H), 3.540 3.69 (m, 2H), 3.43
0 3.53 (m, 1H), 3.350 3.41 (m, 1H), 2.880 3.05 (m, 2H), 2.59 (br. s., 2H), 2.01
02.12 (m, 1H), 1.670 1.83 (m, 1H)O MS (ESI) m/z 464 [MO H*]O

DoooQooO

0000 1650

60 (1,40 000000200000 00)INDOES)D50(ROI0COO0O0O0D0DO0O004AND
0)03,40000002H0000003000]00000000

000000000090 0004800000000BI0000000O0O0H NMR (400MH

z, DMSOO dg) & ppm 8.60 (d, 1H), 8.44 (d, 1H), 8.22 (d, 1H), 8.11 (dd, 1H), 7.2

2 (t, 1H), 6.98 (dd, 1H), 6.860 6.95 (m, 2H), 6.750 6.86 (m, 2H), 4.160 4.37 (m,
4H), 3.820 4.00 (m, 4H), 3.700 3.82 (m, 2H), 3.550 3.70 (m, 2H), 3.430 3.54 (m,
1H), 3.340 3.43 (m, 1H), 3.16 (d, 1H), 2.730 2.90 (m, 2H)O MS (ESI) m/z 478 [M
0 H*]O

Oooo0QooO

0000 1660

60 (1,40 0000002000000 0)INDOES)Is0GIOOO0O006I 00000
00003000)13,40000002H0000003000]10000000
0000000000150 0004800000000BI00000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.61 (d, 1H), 8.43 (d, 1H), 8.11 (dd, 1H), 7.98 (d, 1H), 7.

78 (dd, 1H), 7.22 (t, 1H), 6.790 6.96 (m, 3H), 4.160 4.34 (m, 4H), 3.700 4.03 (m
, 6H), 3.540 3.70 (m, 2H), 3.420 3.53 (m, 1H), 3.340 3.43 (m, 1H), 3.16 (d, 1H),
2.750 2.89 (m, 2H)O MS (ESI1) m/z 496 [MO H*]O

OoooQoO

0000 1670

N0 [(2R)D 80 (20000000000 OS5000)11,2,3,40 00000000000
02000 ]0ON20(3,3,300000000000)I00002,5000000000
0000000000360 0003000000000BI0000000O0O0H NMR (400M
Hz, DMSOO dg) & ppm 9.11 (t, 1H), 8.99 (dd, 1H), 8.77 (d, 1H), 8.61 (s, 2H), 8
.36 (dd, 1H), 8.10 (dd, 1H), 7.200 7.28 (m, 2H), 7.10 (dd, 1H), 4.150 4.25 (m, 1
H), 3.95 (s, 3H), 3.530 3.58 (m, 2H), 2.900 3.05 (m, 2H), 2.700 2.85 (m, 2H), 2.
520 2.64 (m, 2H), 2.050 2.15 (m, 1H), 1.750 1.85 (m, 1H)O MS (ESI) m/z 500 [MO
H*]O

OooooQoO

0000 1680

60 (0002000010000 00)INI[RR)DSO (OO0 COO0DO0O00005000)
01,2,3,400000000000002000]0000000
0000000000360 0005200000000B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.62 (dd, 1H), 8.60 (s, 2H), 8.44 (d, 1H), 8.12 (dd, 1H), 7
.200 7.28 (m, 2H), 7.09 (dd, 1H), 6.89 (d, 1H), 4.950 5.0 (m, 2H), 4.020 4.15 (m

10

20

30

40

50



(83) JP 2010-525056 A 2010.7.22

, 1H), 3.95 (s, 3H), 2.900 3.03 (m, 2H), 2.650 2.80 (m, 2H), 2.020 2.11 (m, 1H),
1.81 (t, 3H), 1.720 1,79 (m, 1H)O MS (ESI) m/z 429 [MO H*]O

0ooooo

00001690

NO [(BS)0500000([1,20al]00000600003,40 0000024000 00030

00J0e0 (0 00O0O0D0D02M000004000000)I0000O00O0

000000000030 0005300000000B1000000000TH NMR (400M

Hz, DMSOO dg) & ppm 8.59 (dd, 1H), 8.55 0 8.56 (m, 1H), 8.42 (d, 1H), 8.09 (dd
, 1H), 7.94 (s, 1H), 7.580 7.64 (m, 2H), 7.210 7.28 (m, 2H), 6.91 (d, 2H), 6.83
(dd, 1H), 5.180 5.25 (m, 1H), 4.200 4.30 (m, 2H), 3.900 3.95 (m, 1H), 3.800 3.87
(m, 2H), 3.450 3.52 (m, 2H), 2.790 2.90 (m, 2H), 1.950 2.05 (m, 2H), 1.560 1.65
(m, 2H)O MS (APPI/APCI) m/z 471 [MO H*]O

0ooo0ooo

00001700

N°0 (4,40 000 000000000)IN°O[@S)USD(RUODDDODOODDOOSOO

0)03,40000002H0000003000]1000002,5000000000

0000000000200 00033M0000000B1I0000000O00TH NMR (400M

Hz, DMSOO dg) & ppm 8.98 (dd, 1H), 8.79 (m, 2H), 8.66 (s, 2H), 8.36 (dd, 1H), 8
.09 (dd, 1H), 7.25 (t, 1H), 6.880 6.95 (m, 2H), 4.250 4.35 (m, 2H), 3.950 4.05
(m, 5H), 2.87 (d, 2H), 1.700 2.10 (m, 8H)O MS (ESI) m/z 524 [MO H*]O

00000

000041710

N°O [(3S)050 (U 00000000000 00)I3,40 0000024000 00030

00]JON30(4,4,40000000000)000002,5000000000

000000000020 0003400000000B1000000000H NMR (400M

Hz, DMSOO dg) & ppm 9.07 (t, 1H), 8.98 (dd, 1H), 8.78 (d, 1H), 8.65 (s, 2H), 8.

35 (dd, 1H), 8.09 (dd, 1H), 7.25 (t, 1H), 6.870 6.95 (m, 2H), 4.250 4.34 (m, 2H)
, 3.950 4.02 (m, 4H), 3.330 3.39 (m, 2H), 2.87 (d, 2H), 2.210 2.34 (m, 2H), 1.72
01.79 (m, 2H)O MS (ESI) m/z 516 [MO H™]O

0ooooo

00001720

NO [(3S)050 (20 0000000000500 0)13,40000002H000000 30
00]J020[20 (2,2,20 00 0000000000000 00000000O0
0000000000200 005800000000B1000000000H NMR (400M

Hz, CDCl3) & ppm 8.47 (s, 2H), 8.19 (d, 1H), 7.240 7.30 (m, 1H), 7.14 (dd, 1H),
6.960 7.01 (m, 2H), 6.87 (dd, 1H), 6.46 (d, 1H), 4.620 4.70 (m, 1H), 4.470 4.52
(m, 2H), 4.210 4.31 (m, 2H), 4.06 (s, 3H), 3.960 3.98 (m, 2H), 3.890 3.95 (m, 2

H), 3.11 (dd, 1H), 2.70 (dd, 1H)O MS (ES1) m/z 505 [MO H*]O

0ooooo

000041730

N°D0D00O0ON°O[(BS)D50 U DODONODONDODNDDOS000)I3,40000002H00
000030 00]0N%0(,2,20000000000)100002,5000000000
0000000000200 003200000000B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.900 9.04 (m, 1H), 8.74 (s, 3H), 8.250 8.36 (dd, 1H), 7.64
07.80 (m, 1H), 7.27 (t, 1H), 6.850 6.99 (m, 2H), 4.60 (q, 1H), 4.39 (g, 1H), 4.

220 4.34 (m, 2H), 3.940 4.05 (m, 1H), 2.980 3.17 (m, 3H), 2.87 (m, 2H), 2.67 (s,
3H)O MS (APCI) m/z 486 [MO H*]O

00000

00001740

N°O [(BS)0D50 (U 0000000 D0DS5000)I3,40000002H000000300
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0JON20(3,3,30 0 000000000)I00002,5000000000
000000000 0200003000000000B100000000O0H NMR (400M

Hz, DMSOO dg) & ppm 9.00 (t, 1H), 8.86 (d, 1H), 8.66 (m, 3H), 8.170 8.28 (dd, 1

H), 7.99 (d, 1H), 7.15 (t, 1H), 6.740 6.87 (m, 2H), 4.110 4.26 (m, 2H), 3.88 (t,
1H), 3.370 3.50 (m, 2H), 2.83 (q, 2H), 2.76 (m, 2H), 2.440 2.52 (m, 2H), 1.20 (

t, 3H)O MS (APCI) m/z 500 [MO H*]O

Ooo00Q0O0

0000 1750

NOD(3S)D50[60 (0000000000030 00]03,40000002H000
00030 000060([20(2,2,200000000000)0000]10000000
0000000000000 000000(@OO0O0001015000054000 0800
000000)I0050000020O0000000)I00000000000EDDD
0000000 NMR (400MHz, CDClZ) & ppm 8.68 (d, 1H), 8.46 (d, 1H), 8.15 (d,
1H), 7.94 (dd, 1H), 7.90 (dd, 1H), 7.31 (t, 1H), 7.04 (dd, 1H), 6.88 (dd, 1H),

6.80 (d, 1H), 6.29 (d, 1H), 4.720 4.64 (m, 1H), 4.540 4.52 (m, 2H), 4.320 4.27 (
m, 2H), 3.990 3.97 (m, 2H), 3.960 3.90 (m, 2H), 3.30 (s, 3H), 3.140 3.08 (m, 1H)
, 2.710 2.66 (m, 1H)O MS (APCI) m/z 552 [MO H*]O

DoooQooO

0000 1760

NO [(3S)050 (60 0000000030 00)I13,40 00000200000 03000]
060 [20 (2,2,20 00 00000000)I0CC00]0000000
0000000000000 000000(@OO0O0001015000054000 0800
000000 )I00500000000020000000000000000EDOO0
00000 NMR (400MHz, DMSOO dg) & ppm 8.79 (m, 1H), 8.60 (d, 1H), 8.43 (d,
1H), 8.160 8.09 (m, 3H), 7.28 (t, 1H), 6.96 (dd, 1H), 6.920 6.89 (m, 2H), 4.460
4.43 (m, 2H), 4.290 4.20 (m, 2H), 4.160 4.09 (m, 2H), 3.990 3.91 (m, 3H), 2.870
2.76 (m, 2H)O MS (APCI) m/z 499 [MO H*]O

Dooo0QoO

00001770

NO [(3S)050 (2000 0000000000050 00)13,40000002H00000
03000]060[20(2,2,200000000000)I000]0000000
000000000020 0005400000000B100000000O0H NMR (400M
Hz, CDCl3) & ppm 8.53 (s, 2H), 8.46 (d, 1H), 7.93 (dd, 1H), 7.230 7.30 (m, 1H),
6.98 (dd, 1H), 6.86 (dd, 1H), 6.79 (d, 1H), 6.32 (d, 1H), 4.630 4.71 (m, 1H), 4
.490 4.54 (m, 2H), 4.27 (d, 2H), 3.950 4.00 (m, 2H), 3.880 3.96 (m, 2H), 3.11 (d
d, 1H), 2.70 (dd, 1H), 2.250 2.34 (m, 1H), 1.160 1.20 (m, 2H), 1.100 1.16 (m, 2H
YO MS (APCI) m/z 515 [MO H*]O

Dooo0QoO

0000 1780

NO [(3S)050 (20 000000000500 0)13,40 0000020000 00300
0]Jo060[20 (2,2,20 0 0000000000000 000000
000000000020 00054000000008B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.77 (s, 2H), 8.61 (d, 1H), 8.42 (d, 1H), 8.060 8.16 (dd, 1
H), 7.26 (t, 1H), 6.860 6.99 (m, 3H), 4.380 4.51 (m, 2H), 4.180 4.34 (m, 2H), 4.
13 (g, 2H), 3.880 3.99 (m, 3H), 2.95 (g, 2H), 2.790 2.90 (m, 2H), 1.32 (t, 3H)O
MS (APCI) m/z 503 [MO H*]O

O0oo0O0O0O

0000 1790

NS0 [(3S)D 50 (50 0000060000000 0003000)13,40000002H0O
000030 00]0N20(3,3,300000000000)I00002,500000000

10

20

30

40



(85) JP 2010-525056 A 2010.7.22

O

0000000000150 0003000000000B100000000O0H NMR (400M

Hz, DMSOO dg) & ppm 9.12 (t, 1H), 8.98 (d, 1H), 8.80 (d, 1H), 8.310 8.41 (dd, 1

H), 8.10 (d, 1H), 7.99 (d, 1H), 7.740 7.85 (dd, 1H), 7.23 (t, 1H), 6.800 6.97 (m
, 2H), 4.210 4.35 (m, 2H), 3.900 4.04 (m, 4H), 3.500 3.62 (m, 2H), 2.86 (m, 2H),
2.540 2.66 (m, 2H)O MS (APCI) m/z 519 [MO H*]O

Ooo00Q0O0

0000 1800

NO [(3S)D50 (50 0000060000000 0003000)I13,40000002H00O

000030 00]060([20(2,2,200000000000)I00010000000

000000000010 00054000000008B1000000000H NMR (400M

Hz, DMSOO dg) & ppm 8.62 (d, 1H), 8.44 (d, 1H), 8.050 8.19 (dd, 1H), 7.98 (d, 1

H), 7.720 7.85 (dd, 1H), 7.22 (t, 1H), 6.810 6.95 (m, 3H), 4.360 4.53 (m, 2H), 4
.180 4.34 (m, 2H), 4.13 (g, 2H), 3.840 4.05 (m, 6H), 2.740 2.91 (m, 2H)O MS (APC
1) m/z 522 [MO H*]O

000000

0000 1810

60 (000000000000 )IND[3S)I50 (I ODOODO0O00CNDODONSION))IS,

A0 000002H0000003000]10000000

0000000000200 0004200000000B1000000000H NMR (400M

Hz, DMSOO dg) & ppm 9.10 (dd, 1H), 8.91 (d, 1H), 8.65 (s, 2H), 8.46 (dd, 1H), 8
.15 (dd, 1H), 7.25 (t, 1H), 6.93 (dd, 1H), 6.90 (dd, 1H), 4.310 4.25 (m, 2H), 4.

110 3.98 (m, 2H), 3.96 (s, 3H), 2.940 2.81 (m, 2H), 1.900 1.80 (m, 4H), 1.670 1.

52 (m, 4H)O MS (APCI) m/z 495 [MO H*]O

Oooo0QooO

0000 1820

NO[(3S)050(60 00000000200 0)03,40 0000020 000003000]

060 [20 (2,2,20 00 00000000)I0CC00]0000000

0000000000200 005400000000B100000000O0H NMR (400M

Hz, DMSOO dg) & ppm 8.62 (d, 1H), 8.60 (s, 1H), 8.53 (s, 1H), 8.45 (d, 1H), 8.1
1 (dd, 1H), 7.26 (t, 1H), 7.04 (dd, 1H), 6.96 (dd, 1H), 6.90 (d, 1H), 4.460 4.43
(m, 2H), 4.300 4.22 (m, 2H), 4.160 4.09 (m, 2H), 3.990 3.92 (m, 3H), 2.970 2.95
(m, 2H), 2.55 (s, 3H)O MS (APCI) m/z 489 [MO H*]O

OoooQoO

0000 1830

NS0 [(3S)0 50 (20 000000000500 0)13,40 00000240000 00300
0JON20(3,3,30 0 000000000)I00002,5000000000
0000000000200 003000000000B100000000O0H NMR (400M
Hz, DMSOO dg) & ppm 9.12 (t, 1H), 8.98 (dd, 1H), 8.80 (d, 1H), 8.74 (s, 2H), 8.

36 (dd, 1H), 8.10 (dd, 1H), 7.27 (t, 1H), 6.95 (dd, 1H), 6.91 (dd, 1H), 4.320 4.

24 (m, 2H), 4.020 3.97 (m, 1H), 3.580 3.53 (m, 2H), 2.900 2.82 (m, 2H), 2.67 (s,
3H), 2.640 2.52 (m, 2H)O MS (APCI) m/z 486 [MO H*]O

000000

0000 1840

60 (00 00D0DD00O0D0O0CO)IND[BS)I50 (U OO0 0D0O0C0DDO0S0100)03
LA0000002H0000003000]0000000

0000000000200 000500000000B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.65 (s, 2H), 8.61 (d, 1H), 8.40 (d, 1H), 8.10 (dd, 1H), 7.
24 (t, 1H), 6.930 6.87 (m, 3H), 4.390 4.36 (m, 2H), 4.290 4.20 (m, 2H), 3.960 3.
91 (m, 4H), 3.690 3.67 (m, 2H), 3.630 3.57 (m, 1H), 2.900 2.80 (m, 2H), 1.08 (d,
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6H)O MS (APCI) m/z 465 [MO H*]O
000000
0000 1850
60 (000000000000 )IND[3S)I50 (OO0 C0C0O0O0DOSI0N0)DS,4
0000002 000003000]0000000
0000000000200 005000000008B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.73 (s, 2H), 8.60 (d, 1H), 8.40 (d, 1H), 8.10 (dd, 1H), 7.
26 (t, 1H), 6.960 6.87 (m, 3H), 4.390 4.36 (m, 2H), 4.290 4.21 (m, 2H), 3.970 3.
92 (m, 1H), 3.690 3.67 (m, 2H), 3.630 3.56 (m, 1H), 2.900 2.80 (m, 2H), 2.67 (s,
3H), 1.08 (d, 6H)O MS (APCI) m/z 449 [MO H*]O
Dooo0QoO
0000 1860
N20 (3000000000000 )IN3O[3S)I50(IODONONONON000O0S000)I3
,LA0000002H0000003000]000002,5000000000
000000000 0210000300000000B100000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.96 (dd, 1H), 8.94 (t, 1H), 8.78 (d, 1H), 8.74 (s, 2H), 8.
34 (dd, 1H), 8.08 (dd, 1H), 7.26 (t, 1H), 6.95 (dd, 1H), 6.91 (dd, 1H), 4.320 4.
25 (m, 2H), 4.010 3.97 (m, 1H), 3.550 3.49 (m, 1H), 3.43 (t, 2H), 3.390 3.32 (m,
24, 000000000000 COOO0O0O00000), 2.8802.86 (m, 2H), 2.67 (s, 3
H), 1.770 1.71 (m, 2H), 1.09 (d, 6H)O MS (APCI) m/z 490 [MO H*]O
Ooo0Qoo0
0000 1870
N20 (3000000000000 )INSO[3S)D50((RIODONONON000DODDNS5000)
03,40000002H0000003000]000002,5000000000
0000000000200 0003500000000B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.97 (dd, 1H), 8.94 (t, 1H), 8.79 (d, 1H), 8.65 (s, 2H), 8.
35 (dd, 1H), 8.09 (dd, 1H), 7.25 (t, 1H), 6.93 (dd, 1H), 6.90 (dd, 1H), 4.320 4.
25 (m, 2H), 4.010 3.96 (m, 4H), 3.550 3.49 (m, 1H), 3.43 (t, 2H), 3.390 3.32 (m,
24, 000000000000 OOO0O0O00000), 2.9002.82 (m, 2H), 1.770 1.71
(m, 2H), 1.09 (d, 6H)O MS (APCI) m/z 506 [MO H*]O
Ooo0oQ0oO
0000 1880
NS0 [(3S)0 50 (20 0000000005000 )13,40 00000240000 00300
0JON30 (4,4,40 00 0000000)000002,5000000000
0000000000200 0003400000000B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 9.08 (t, 1H), 8.98 (dd, 1H), 8.78 (d, 1H), 8.74 (s, 2H), 8.
34 (dd, 1H), 8.09 (dd, 1H), 7.26 (t, 1H), 6.95 (dd, 1H), 6.91 (dd, 1H), 4.320 4.
25 (m, 2H), 4.020 3.97 (m, 1H), 3.3903.31 (2H, 0O OOOOCOOOO0O0O0O0000
00000 ), 2.880 2.86 (m, 2H), 2.67 (s, 3H), 2.340 2.21 (m, 2H), 1.800 1.72 (m
, 2H)O MS (APCI) m/z 500 [MO H*]O
Ooo0oQ0oO
0000 1890
NO [(3S)050 (20 000000000500 0)13,40 0000020000 00300
0Jo60[20 (2,2,20 0 0000000000000 000000
0000000000210 00054000000008B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.73 (s, 2H), 8.61 (d, 1H), 8.41 (d, 1H), 8.070 8.15 (dd, 1
H), 7.26 (t, 1H), 6.860 6.98 (m, 3H), 4.390 4.50 (m, 2H), 4.180 4.35 (m, 2H), 4.
13 (q, 2H), 3.890 4.02 (m, 3H), 2.790 2.91 (m, 2H), 2.67 (s, 3H)O MS (APCI) m/z
489 [MO H*]O
000000
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0000 1900

NO[(R)OSI (20000000000 05000)31,2,3,40000000000000

2000]020[20(2,2,200000000000)I000]1000000000

0000000000360 0005800000000BI000000000H NMR (400M

Hz, DMSOO dg) & ppm 8.550 8.66 (m, 3H), 8.24 (d, 1H), 7.290 7.36 (dd, 1H), 7.19

0 7.29 (m, 3H), 7.060 7.13 (m, 1H), 4.380 4.48 (m, 2H), 4.000 4.20 (m, 3H), 3.88

0 4.00 (m, 5H), 2.890 3.03 (m, 2H), 2.690 2.82 (m, 2H), 1.990 2.13 (m, 1H), 1.69

0 1.85 (m, 1H)O MS (APCI) m/z 503 [MO H*]O

0Dooooo

00001910

N0 [(3S)050 (20 000000000 DO5000)I3,40 0000024000000 30

OD0]JONODOOO0OON30(2,2,20000000000)I00002,500000000

0

000000000020 0003200000000B1I000000000H NMR (400M

Hz, DMSOO dg) & ppm 8.930 9.02 (m, 1H), 8.710 8.81 (m, 1H), 8.66 (s, 2H), 8.26

0 8.36 (dd, 1H), 7.650 7.79 (m, 1H), 7.25 (t, 1H), 6.860 6.97 (m, 2H), 4.530 4.6

7 (m, 1H), 4.39 (q., 1H), 4.220 4.34 (m, 2H), 3.910 4.04 (m, 4H), 2.980 3.16 (m,

3H), 2.820 2.94 (m, 2H)O MS (APCI) m/z 502 [MO H*]O

0Dooooo

00001920

NSO [(3S)050 (0 0000060 000000000300 0)13,40000002H00O

000030 00]0NOO0O0O0ON30(,2,20000000000)00002,5000

0Doo0Oo0oo

0000000000100 003200000000B1I000000000H NMR (400M

Hz, DMSOO dg) & ppm 8.930 9.02 (m, 1H), 8.710 8.82 (m, 1H), 8.250 8.37 (dd, 1H)
, 7.99 (d, 1H), 7.610 7.86 (m, 2H), 7.22 (t, 1H), 6.820 6.98 (m, 2H), 4.530 4.69
(m, 1H), 4.39 (q, 1H), 4.200 4.34 (m, 2H), 3.98 (m, 4H), 2.950 3.18 (m, 3H), 2.

86 (m, 2H)O MS (APCI) m/z 519 [MO H™]O

0Doo0Oooo

00001930

NO [(3S)050 (0 0000061000000 0O003000)13,40000002H0 0

000030 00]060[(2,2,200000000000)I00]10000000

000000000010 0005700000000B1I000000O000H NMR (400M

Hz, DMSOO dg) & ppm 8.93 (d, 1H), 8.65 (d, 1H), 8.22 (dd, 1H), 7.98 (d, 1H), 7.

79 (dd, 1H), 7.50 (d, 1H), 7.22 (t, 1H), 6.810 6.97 (m, 2H), 4.80 (s, 2H), 4.14

0 4.39 (m, 4H), 3.860 4.05 (m, 4H), 2.740 2.94 (m, 2H)O MS (APCI) m/z 492 [MO H*

10

0Doo0o00oo

0000 1940

NO[(3S)050 (20 000000000050 00)I13,40 0000024000000 30

O00]JO060[(2,2,20 0000000000 )I0O0]0000O000

000000000020 0005700000000B1000000000H NMR (400M

Hz, DMSOO dg) & ppm 8.93 (d, 1H), 8.570 8.70 (m, 3H), 8.22 (dd, 1H), 7.51 (d, 1

H), 7.25 (t, 1H), 6.850 6.98 (m, 2H), 4.80 (s, 2H), 4.150 4.37 (m, 4H), 3.890 4.

02 (m, 4H), 2.86 (d, 2H)O MS (APCI) m/z 475 [MO H*]O

0Dooooo

00001950

NO[(3S)050 (20 000000000050 00)I13,40 0000024000000 30

00]J020[(3.3,300000000000)I0O0]000000500000000

000000000020 000500000000B1000000000 NMR (400M
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Hz, DMSOO dg) & ppm 8.670 8.79 (m, 2H), 8.65 (s, 2H), 8.26 (d, 1H), 7.94 (t, 1H

). 7.24 (t, 1H), 6.840 6.96 (m, 2H), 4.120 4.34 (m, 2H), 3.850 4.02 (m, 4H), 3.5

4 (q, 2H), 2.82 (d, 2H), 2.510 2.61 (m, 2H)O MS (APCI) m/z 475 [MO H*]O
OoooQoO

0000 1960

NS0 [(3S)0 50 (2000 0000000000050 00)13,40000002H0000
003000 ]ONDOOO0ON20(,2,20000000000)000002,500000
0000

000000000020 0003200000000B100000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.900 9.04 (m, 1H), 8.77, 8.67 (s O s, 2H), 8.720 8.77 (m,
1H), 8.31 (dd, 1H), 7.76, 7.69 (d O d, 1H), 7.180 7.31 (m, 1H), 6.850 6.98 (m,
2H), 4.60, 4.39 (q O q, 2H), 4.170 4.34 (m, 2H), 3.890 4.05 (m, 1H), 3.13, 3.0

2 (s O s, 3H), 2.8102.94, 1.740 1.87 (m O m, 3H), 2.180 2.30 (m, 1H), 1.010
1.14 (m, 3H)O MS (APCI) m/z 512 [MO H*]O

DoooQooO

0000 1970

NSO [(3S)050 (20 0 0000000000000 00)13,40000002H00C0 O
003000]O0N20(3,3,300000000000)000002,5000000000
0000000000230 0003000000000BI0000000O0O0H NMR (400M
Hz, DMSOO dg) & ppm 9.12 (t, 1H), 8.960 9.01 (m, 1H), 8.750 8.83 (m, 1H), 8.67
(s, 1H), 8.35 (dd, 1H), 8.10 (d, 1H), 7.210 7.30 (m, 1H), 6.860 6.99 (m, 2H), 4.
210 4.35 (m, 2H), 3.940 4.05 (m, 1H), 3.55 (g, 2H), 2.810 2.93 (m, 2H), 2.520 2.
65 (m, 2H), 2.200 2.30 (m, 1H), 1.760 1.88 (m, 1H), 1.000 1.13 (m, 3H), 0.96 (t,
1H)O MS (APCI) m/z 512 [MO H*]O

Oooo0QooO

0000 1980

NSO [(3S)050 (20 00 0000000000050 00)13,40000002H00C0 0O
0O03000]ON0DO0D000ON30(3,3,300000000000)00002,50000
ooooo

0000000000200 003100000000B1I00000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.930 8.99 (m, 1H), 8.700 8.75 (m, 1H), 8.67 (s, 1H), 8.24
08.32 (m, 1H), 7.65 (dd, 1H), 7.210 7.29 (m, 1H), 6.850 6.98 (m, 2H), 4.210 4.3
5 (m, 2H), 3.930 4.04 (m, 1H), 3.70 (t, 1H), 3.490 3.57 (m, 1H), 3.02 (s, 1H), 2
.820 2.96 (m, 4H), 2.580 2.79 (m, 2H), 2.200 2.29 (m, 1H), 1.750 1.88 (m, 1H), 1
.000 1.13 (m, 3H), 0.96 (t, 1H)O MS (APCI) m/z 526 [MO H*]O

000000

0000 1990

NO[(3S)050 (2000 0000000000050 00)03,40 000002000000
03000]020000010(38,3,300000000000)011,20000000000
A0 0000000

000000000020 0006000000000BI0O0O00000O000H NMR (400M
Hz, DMSOO dg) & ppm 8.76 (s, 1H), 8.66 (s, 1H), 8.540 8.61 (m, 1H), 7.80 (d, 1H
), 7.200 7.29 (m, 1H), 6.900 6.95 (m, 1H), 6.870 6.90 (m, 1H), 6.800 6.82 (m, 1H
). 6.480 6.54 (m, 1H), 4.190 4.27 (m, 1H), 4.100 4.16 (m, 2H), 3.880 3.99 (m, 1H
), 2.870 2.94 (m, 1H), 2.790 2.85 (m, 2H), 2.630 2.78 (m, 2H), 2.180 2.29 (m, 1H
), 1.770 1.86 (m, 1H), 1.000 1.13 (m, 2H), 0.96 (t, 1H)O MS (APCI) m/z 485 [MO H
10

Oooo0Qoo

000 0 2000

NO [(3S)D50 (50 0000060000000 0003000)I13,40000002H00O
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000030 00]020[(3,3,300000000000)I00]00000050000
ooodo

0000000000150 000500000000B1I000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.620 8.79 (m, 2H), 8.27 (d, 1H), 7.98 (d, 1H), 7.93 (t, 1H

)., 7.78 (dd, 1H), 7.22 (t, 1H), 6.800 6.93 (m, 2H), 4.120 4.31 (m, 2H), 3.98 (s,
3H), 3.89 (t, 1H), 3.54 (q, 2H), 2.750 2.85 (m, 2H), 2.530 2.61 (m, 2H)O MS (AP

Cl) m/z 492 [MO H*]O

0Dooooo

00 00 2010

NO [(3S)050 (20 00000000050 00)13,40000002H000000300
0]J020[(3,3,300000000000)IO00]000000500000000
000000000020 000500000000B1000000000H NMR (400M
Hz, DMSOO dg) & ppm 8.580 8.80 (m, 4H), 8.26 (d, 1H), 7.94 (t, 1H), 7.26 (t, 1H

), 6.850 6.99 (m, 2H), 4.130 4.33 (m, 2H), 3.92 (t, 1H), 3.54 (g, 2H), 2.82 (d,

2H), 2.67 (s, 3H), 2.510 2.61 (m, 2H)O MS (APCI) m/z 459 [MO H*]O

0Doo0Oo0oo

0000 2020

NO [(3S)050 (3,50 0000000002000 )03,40 0000024000000 30
ODO0JO060[20(2,2,20 00 00000000)I000]0000000
000000000020 0005400000000B1000000000 NMR (400M
Hz, CDCl3) & ppm 8.47 (d, 1H), 8.33 (s, 1H), 7.93 (dd, 1H), 7.26 (t, 1H), 6.98
(dd, 1H), 6.86 (dd, 1H), 6.79 (d, 1H), 6.42 (d, 1H), 4.650 4.60 (m, 1H), 4.540 4
.52 (m, 2H), 4.310 4.20 (m, 2H), 3.990 3.97 (m, 2H), 3.960 3.90 (m, 2H), 2.940 2
.89 (m, 1H), 2.59 (s, 3H), 2.550 2.49 (m, 1H), 2.35 (s, 3H)O MS (APCI) m/z 503 [
MO H*]O

0Doo0ooo

0000 2030

NO [(3S)050 (2000000000050 00)13,40 000002000000 300
0]J060 [(2,2,200000000000)IO00]0000000
000000000020 0005700000000B1I000000000 NMR (400M
Hz, CD50D) & ppm 8.87 (d, 1H), 8.71 (s, 2H), 8.20 (dd, 1H), 7.59 (d, 1H), 7.26
(t, 1H), 6.96 (d, 1H), 6.89 (d, 1H), 4.81 (s, 2H), 4.370 4.51 (m, 1H), 4.33 (dd,
1H), 4.000 4.20 (m, 3H), 2.930 3.08 (m, 1H), 2.83 (dd, 1H), 2.74 (s, 3H)O MS (A
PCI) m/z 459 [MO H*]O
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2000000NNDO0D0O0O0OS0[[BS)D30(@[60(COIDD0D0N2H0 0000 400
00O00)I0O0003000]000000000)I13,400000024000 00050
0D0Joooo0o0oon

0000000000 1700005300000000B1I000000O000H NMR (400M
Hz, DMSOO dg) & ppm 8.60 (d, 1H), 8.42 (d, 1H), 8.22 (d, 1H), 8.10 (dd, 1H), 7.
66 (d, 1H), 7.21 (t, 1H), 6.840 6.90 (m, 3H), 5.200 5.26 (m, 1H), 4.21 O 4.27 (
m, 2H), 3.900 3.96 (m, 4H), 3.820 3.87 (m, 2H), 3.460 3.52 (m, 2H), 2.98 (s, 3H)
, 2.800 2.85 (m, 5H), 1.950 2.05 (m, 2H), 1.580 1.67 (m, 2H)O MS (ESI1) m/z 533 [
MO H*1O

0Dooooo
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50 [(3S)D 3000000 DNDNCONDNDNDNCODN300)I00O0ON]00O000S3,400
DO0O002f0000005000]02000000NI 0000000000
0000000000180 000600000000BIOO0O0O0000O00 NMR (400MH

10

20

30

40

50



(90) JP 2010-525056 A 2010.7.22

z, DMSOO dg) & ppm 8.60 (dd, 1H), 8.41 (d, 1H), 8.270 8.33 (m, 2H), 8.09 (d, 1H

). 8.06 (dd, 1H), 7.22 (t, 1H), 6.89 (dd, 1H), 6.84 (dd, 1H), 6.77 (dd, 1H), 5.4
20 5.32 (m, 1H), 4.200 4.28 (m, 2H), 4.01 (s, 3H), 3.920 3.97 (m, 1H), 2.750 2.8
5 (m, 5H), 1.29 (d, 6H)O MS (ESI1) m/z 477 [MO H*]O
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2000000NDO0O0D0D0SB0[BS)D30 (U0 (OO0 DNDD0D2HIDO0DODD0400 00
00)0O0C0O0D03000]000000000)03,40000002d0000005000

Jooooooo

0000000000180 0005300000000BI0O00000000H NMR (400M
Hz, DMSOO dg) & ppm 8.59 (m, 1H), 8.42 (d, 1H), 8.270 8.33 (m, 2H), 8.09 (td, 2
H), 7.22 (t, 1H), 6.89 (dd, 1H), 6.820 6.86 (m, 2H), 5.180 5.27 (m, 1H), 4.200 4
.28 (m, 2H), 4.01 (s, 3H), 3.910 3.97 (m, 1H), 3.820 3.87 (m, 2H) 3.400 3.52 (m,
2H), 2,750 2.85 (m, 5H), 1.950 2.03 (m, 2H), 1.570 1.66 (m, 2H)O MS (ESI) m/z 5
19 [MO H*]O
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50 [(3S)0 30 0600000000000 D003W00)I0000]0000nas,4dn
0000200000050 00]02000000N,NJ 000000000000
0000000000170 000600000000BI00000000O0H NMR (400MH
z, DMSOO dg) & ppm 8.60 (dd, 1H), 8.40 (d, 1H), 8.22 (d, 1H), 8.07 (dd, 1H), 7.
66 (d, 1H), 7.21 (t, 1H), 6.830 6.90 (m, 2H), 6.78 (dd, 1H), 5.250 5.31 (m, 1H),
4.220 4.28 (m, 2H), 3.910 3.96 (m, 4H), 2.98 (s, 3H), 2.800 2.85 (m, 5H), 1.29
(d, 6H)O MS (ESI) m/z 491 [MO H*]O
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2000000N,NDO0D0D0COS50[(3S)D30(0[60(2,2,200000000000)0
000030 00]000000000)03,40000002H00000050007]1000
0000

0000000000170 0004000000008B100000000O0H NMR (400MH
z, DMSOO dg) & ppm 8.64 (dd, 1H), 8.53 (d, 1H), 8.22 (d, 1H), 8.19 (dd, 1H), 7.
66 (d, 1H), 7.21 (t, 1H), 7.06 (dd, 1H), 6.830 6.90 (m, 2H), 5.020 5.08 (m, 2H),
4.220 4.28 (m, 2H), 3.900 3.97 (m, 4H), 2.98 (s, 3H), 2.800 2.90 (m, 5H)O MS (E
S1) m/z 531 [MO H*]O
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0000000000200 005400000000B00000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.94 (s, 2H), 8.61 (d, 1H), 8.44 (d, 1H), 8.12 (dd, 1H), 7.
29 (t, 1H), 6.98 (d, 2H), 6.90 (d, 1H), 4.460 4.43 (m, 2H), 4.310 4.20 (m, 2H),

4.160 4.09 (m, 2H), 3.980 3.91 (m, 3H), 3.04 (s, 3H), 2.910 2.89 (m, 2H), 2.85 (
s, 3H)O MS (APPI/APCI) m/z 546 [MO H*]O
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0000000000180 0005400000000B100000000O0H NMR (400M
Hz, DMSOO dg) & ppm 8.60 (d, 1H), 8.47 (d, 1H), 8.44 (d, 1H), 8.10 (dd, 1H), 7.
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81 (dd, 1H), 7.54 (d, 1H), 7.23 (t, 1H), 6.920 6.88 (m, 2H), 6.84 (dd, 1H), 5.47
(t, 1H), 4.60 (d, 2H), 4.450 4.43 (m, 2H), 4.290 4.20 (m, 2H), 4.160 4.09 (m, 2

H), 3.960 3.91 (m, 3H), 2.870 2.75 (m, 2H)O MS (APPI/APCI) m/z 504 [MO H*]O
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0000000000180 0001900000000B1I0000000O0O0 M NMR (400M

Hz, DMSOO dg) & ppm 8.61 (d, 1H), 8.47 (d, 1H), 8.43 (d, 1H), 8.10 (dd, 1H), 7.

81 (dd, 1H), 7.54 (d, 1H), 7.23 (t, 1H), 6.910 6.83 (m, 3H), 5.47 (t, 1H), 4.64
(t, 1H), 4.60 (d, 2H), 4.52 (t, 1H), 4.38 (t, 2H), 4.290 4.20 (m, 2H), 3.960 3.9

1 (m, 1H), 2.870 2.75 (m, 2H), 2.160 2.04 (m, 2H)O MS (APPI1/APCI) m/z 438 [MO H*

10
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0000000000180 000400000000B1000000000H NMR (400MH

z, DMSOO dg) & ppm 8.64 (dd, 1H), 8.52 (d, 1H), 8.47 (d, 1H), 8.19 (dd, 1H), 7.

80 (dd, 1H), 7.54 (d, 1H), 7.23 (t, 1H), 7.05 (dd, 1H), 6.90 (dd, 1H), 6.85 (dd,
1H), 5.47 (t, 1H), 5.080 5.01 (m, 2H), 4.610 4.60 (d, 2H), 4.300 4.20 (m, 2H),

3.970 3.92 (m, 1H), 2.880 2.75 (m, 2H)O MS (APPI/APCI) m/z 460 [MO H*]O
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0000 2130
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0000)DO0O0(GIOIDDNDNDDDDND2000)00000@OO00I079000)000
O0DDOO0OOEDOOODOOOODO Y™™ NMR (400MHz, DMSOD dg) & ppm 8.76 (m, 1H), 8.72
(d, 1H), 8.61 (d, 1H), 8.46 (d, 1H), 8.12 (dd, 1H), 7.28 (t, 1H), 7.08 (dd, 1H)
, 6.97 (dd, 1H), 6.90 (d, 1H), 5.65 (t, 1H), 4.68 (d, 2H), 4.460 4.43 (m, 2H), 4
.300 4.22 (m, 2H), 4.160 4.09 (m, 2H), 3.980 3.91 (m, 3H), 3.050 2.92 (m, 2H)O M

S (APPI/APCI) m/z 505 [MO H*]O
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00 TH NMR (CDCly) & 7.360 7.44 (m, 4H), 7.33 (t, 4H), 7.210 7.27 (m, 2H), 7.13
(t, 1H), 6.82 (t, 2H), 4.290 4.37 (m, 1H), 4.02 (t, 1H), 3.77 (s, 4H), 3.200 3.3
1 (m, 1H), 3.000 3.10 (m, 1H), 2.860 2.97 (m, 1H)O MS (ESI) m/z 478 [MO H*]O
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7.45 (m, 2H) 7.18 (t, 1H) 6.730 6.88 (m, 2H) 4.060 4.29 (m, 1H) 3.690 3.88 (m, 1

H) 3.64 (t, 0.5H) 2.980 3.08 (m, 0.5H) 2.580 2.81 (m, 1H) 2.360 2.47 (m, 1H)O MS
(ES1) m/z 227 [MO H*]O
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000000003mg(00000)I000000000M NMR (CDClL) & 8.540 8.6
(m, 2H), 7.600 7.68 (m, 1H), 7.310 7.39 (m, 1H), 7.140 7.24 (m, 1H), 6.860 6.9
1H), 6.760 6.86 (m, 1H), 4.140 4.30 (m, 1H), 3.790 3.89 (m, 1H), 3.240 3.3
(m, 1H), 2.800 2.90 (m, 1H), 2.380 2.48 (m, 1H)O MS (ES) m/z 227 [MO H*]O
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). 3.240 3.34 (m, 1H), 2.960 3.09 (m, 1H), 2.550 2.66 (m, 1H)O MS (ES) m/z 227 [
MO H*]O

Ooo00Q0O

000000 O0iI0or
(PRONNDOODOOODODS8I(M00D0O0D0IMOOOCOOOD04000)01,2,3,40000
000000000200 00

10

20

30

40



(95) JP 2010-525056 A 2010.7.22

Doooo
N
\\
N-N
\
0000000000000 1I020000000000000100000 40 (4,4,5,50
00000001,3,20 0000000002000)01H0000000O0O0 (2R)D N,NO
00000081 O00001,2,3,4000000000000020000000000 9
000000000 O0MS (ESI) m/z 408 [MO H*]O
Oooo0QoO0
000000010 100
00050 (RIS (0 0D0D0D0IMOODOODODDOD04000)01,2,3,400000000
0000020000
ooooo

NH,

\\

N-N

N\
0000000000000 1I030000000000000CR)ONNDOODODODDS
D@OO0OO00D01HOOO0O0D0004000)01,2,3,400000000000002000
0000000710 000000000 NMR (CDZ0D) & 7.70 (s, 1H), 7.56 (s, 1H),
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000000000820 000000000 NMR (CD5OD) & 7.050 7.18 (m, 2H), 6.8
9 (dd, 1H), 2.980 3.07 (m, 1H), 2.810 2.97 (m, 2H), 2.600 2.73 (m, 1H), 2.130 2.
23 (m, 1H), 2.030 2.07 (m, 1H), 2.03 (s, 6H), 1.490 1.63 (m, 1H)O MS (ESI) m/z 2

42 [MO H*]O
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50 2.26 (m, 4H), 2.05 (s, 3H), 2.000 2.09 (m, 1H), 1.500 1.66 (m, 1H)O MS (ESI)
m/z 243 [MO H*]O
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000000000000 00O00000000000000000000000000
00000000 1182mg(830)0 000000000000 O0000 OO0 NMR (400MHz
, DMSOO dg) & ppm 7.270 7.39 (m, 8H), 7.21 (t, 2H), 7.16 (d, 1H), 7.03 (t, 1H),
6.81 (d, 1H), 4.26 (d, 1H), 3.97 (t, 1H), 3.74 (s, 4H), 3.140 3.27 (m, 1H), 2.9
90 3.09 (m, 2H), 1.30 (d, 12H)O MS (ESI) m/z 456, 457 [MO H*]O
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50 01.50 000000 ™ NMR (400MHz, DMSOO dg) & ppm 7.19 (dd, 1H), 7.04 (t, 1H
). 6.83 (dd, 1H), 4.000 4.06 (m, 1H), 3.500 3.59 (m, 1H), 3.140 3.23 (m, 1H), 2.
980 3.12 (m, 1H), 2.520 2.60 (m, 1H), 1.29 (s, 12H), 1.06 (s, 2H)O MS (APPI/APCI
) m/z 276 [MO H*]O
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7.45 (m, 4H), 7.280 7.37 (m, 2H), 7.020 7.26 (m, 6H), 3.650 3.92 (m, 4H), 3.340
3.45 (m, 1 H), 2.700 3.19 (m, 4 H), 2.16 (br. s., 1 H), 1.660 1.79 (m, 1 H)O MS
(ES1) m/z 371, 372 [MO H*]O
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), 4.320 4.38 (m, 1 H), 4.040 4.10 (m, 1 H), 3.610 3.74 (m, 4 H), 2.930 3.10 (m,
2 H), 2.420 2.48 (m, 1 H)O MS (ESI) m/z 425 [MO H*]O
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6.820 6.89 (m, 2 H), 4.060 4.14 (m, 1 H), 3.590 3.68 (m, 1 H), 2.970 3.09 (m, 1
H), 2.590 2.69 (m, 1 H), 2.360 2.48 (m, 1 H), 1.72 (br. s., 2 H)O MS (ESI) m/z 2
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DMSOO dg) & ppm 8.22 (d, 1 H), 7.230 7.34 (m, 8 H), 7.090 7.23 (m, 3 H), 6.96 (
dd, 1 H), 6.80 (dd, 1 H), 6.700 6.78 (m, 2 H), 4.310 4.37 (m, 1 H), 4.030 4.10 (
m, 1 H), 3.91 (s, 3 H), 3.620 3.73 (m, 4 H), 2.900 3.07 (m, 2 H), 2.430 2.49 (m,
1 H)O MS (ESI) m/z 437 [MO H*]O
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(m, 1 H), 6.78 (dd, 1 H), 6.730 6.76 (m, 1 H), 4.070 4.12 (m, 1 H), 3.89 (s, 3

H), 3.64 (dd, 1 H), 2.990 3.09 (m, 1 H), 2.600 2.69 (m, 1 H), 2.41 (dd, 1 H)O MS
(ES1) m/z 257 [MO H*]O
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0000000000000 0000000760000000000%H NMR (400MHz, DM
SO0 dg) & ppm 8.54 (d, 1 H), 8.46 (dd, 1 H), 7.250 7.32 (m, 8 H), 7.050 7.24 (m,
4 H), 6.760 6.83 (m, 1 H), 6.590 6.64 (m, 1 H), 4.260 4.34 (m, 1 H), 4.040 4.13
(m, 1 H), 3.550 3.68 (m, 4 H), 2.930 3.07 (m, 1 H), 2.340 2.43 (m, 1 H), 2.080

2.22 (m, 1 H), 1.920 2.02 (m, 3 H)O MS (ESI) m/z 421 [MO H*]O
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1 H), 6.5806.67 (m, 1 H), 4.020 4.12 (m, 1 H), 3.490 3.64 (m, 1 H), 2.950 3.09
(m, 1 H), 2.210 2.46 (m, 1 H), 2.02 (d, 3 H), 1.890 2.17 (m, 1 H), 1.61 (br. s.
, 2 H)O MS (ES1) m/z 241 [MO H*]O
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OOMHz, CD50D) & ppm 8.05 (d, 1 H), 7.65 (dd, 1 H), 7.15 (t, 1 H), 6.85 (d, 1 H)
, 6.82 (dd, 1 H), 6.78 (dd, 1 H), 4.140 4.20 (m, 1 H), 3.94 (s, 3 H), 3.78 (dd,

1 H), 3.120 3.20 (m, 1 H), 2.780 2.86 (m, 1 H), 2.47 (dd, 1 H)O MS (ESI) m/z 257
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DMSOO dg) 3 ppm 8.22 (d, 1 H), 7.950 8.03 (m, 1 H), 7.230 7.34 (m, 9 H), 7.110 7
.23 (m, 3 H), 6.750 6.84 (m, 2 H), 4.300 4.38 (m, 1 H), 4.04 (t, 1 H), 3.610 3.7
3 (m, 4 H), 2.920 3.07 (m, 2 H), 2.400 2.49 (m, 1 H)O MS (ESI) m/z 425 [MO H*]O
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1 H), 2.62 (dd, 1 H), 2.330 2.44 (m, 1 H)O MS (ESI) m/z 245 [MO H*]O
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1 H), 7.54 (d, 1 H), 7.240 7.34 (m, 8 H), 7.060 7.22 (m, 3 H), 6.690 6.83 (m, 2
H), 5.51 (t, 1 H), 4.64 (d, 2 H), 4.280 4.39 (m, 1 H), 3.990 4.10 (m, 1 H), 3.5

90 3.74 (m, 4 H), 2.860 3.11 (m, 1 H), 2.390 2.49 (m, 1 H)O MS (APPI/APCI) m/z
437 [MO H*]O
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, 2 H), 4.060 4.13 (m, 1 H), 3.560 3.66 (m, 1 H), 2.970 3.07 (m, 1 H), 2.560 2.6
6 (m, 1 H), 2.360 2.45 (m, 1 H)O MS (ESI) m/z 257 [MO H*]O
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250 7.34 (m, 9 H), 7.160 7.24 (m, 2 H), 7.040 7.14 (m, 2 H), 6.76 (d, 1 H), 6.68
(d, 1 H), 4.250 4.35 (m, 1 H), 4.05 (t, 1 H), 3.80 (s, 3 H), 3.550 3.70 (m, 4 H

), 2.930 3.04 (m, 1 H), 2.550 2.84 (m, 1 H), 2.270 2.38 (m, 1 H)O MS (ESI) m/z 4
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0OMHz, DMSOO dg) & ppm 8.20 (dd, 1 H), 7.53 (dd, 1 H), 7.030 7.15 (m, 2 H), 6.77

(dd, 1 H), 6.69 (dd, 1 H), 4.050 4.10 (m, 1 H), 3.82 (s, 3 H), 3.56 (t, 1 H), 3
.00 (br. s., 1 H), 2.020 2.46 (m, 2 H), 1.64 (br. s., 2 H)OMS (ESI) m/z 257 [M
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O02H0000005000000000000000000@00)I000007100
00000000 NMR (400MHz, DMSOO dg) & ppm 7.96 (d, 1 H), 7.73 (dd, 1 H),
7.230 7.37 (m, 8 H), 7.060 7.22 (m, 3 H), 6.78 (dd, 2 H), 4.34 (d, 1 H), 3.920 4
.08 (m, 4 H), 3.600 3.79 (m, 4 H), 3.180 3.30 (m, 1 H), 2.890 3.10 (m, 2 H)O MS
(ES1) m/z 455 [MO H*]O
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ppm 7.89 (d, 1 H), 7.33 (dd, 1 H), 7.19 (t, 1 H), 6.90 (dd, 1 H), 6.82 (dd, 1 H)
, 4.19 (ddd, 1 H), 4.08 (s, 3 H), 3.84 (ddd, 1 H), 3.270 3.36 (m, 1 H), 2.87 (dd
d, 1 H), 2.44 (dd, 1 H)O MS (ESI) m/z 275 [MO H*]O
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(m, 8 H), 7.170 7.26 (m, 2 H), 7.14 (t, 1 H), 6.84 (d, 1 H), 6.74 (d, 1 H), 4.32
04.42 (m, 1 H), 4.03 (t, 1 H), 3.650 3.76 (m, 4 H), 3.110 3.25 (m, 1 H), 2.730
2.85 (m, 1 H), 2.61 (dd, 1 H), 2.36 (s, 3 H)O MS (ESI) m/z 439 [MO H*]O
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m7.94 (s, 1 H), 7.76 (d, 1 H), 7.17 (t, 1 H), 6.86 (d, 1 H), 6.80 (d, 1 H), 4.1
50 4.21 (m, 1 H), 3.750 3.84 (m, 1 H), 3.120 3.22 (m, 1 H), 2.81 (dd, 1 H), 2.46

(dd, 1 H), 2.34 (s, 3 H)O MS (ESI) m/z 259 [MO H*]O
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0000000000000 0000001400 0450000000 NMR (400MHz, DMS

00 dg) & ppm 8.19 (d, 1 H), 7.68 (d, 1 H), 7.250 7.40 (m, 8 H), 7.110 7.22 (m, 3
H), 6.700 6.80 (m, 2 H), 4.320 4.38 (m, 1 H), 3.970 4.04 (m, 1 H), 3.96 (s, 3 H

). 3.620 3,75 (m, 4 H), 3.020 3.13 (m, 2 H), 2.99 (s, 3 H), 2.91 0 2.98 (m, 1 H

2.85 (s, 3 H)O MS (ESI) m/z 508 [MO H*]O
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NMR (400MHz, DMSOO dg) & ppm 8.19 (d, 1 H), 7.63 (d, 1 H), 7.15 (t, 1 H), 6.770

6.82 (m, 2 H), 4.050 4.12 (m, 1 H), 3.94 (s, 3 H), 3.540 3.67 (m, 1 H), 2.990 3.

08 (m, 1 H), 2.98 (s, 3 H), 2.83 (s, 3 H), 2.610 2.69 (m, 1 H), 2.41 (dd, 1 H)O

MS (ESI) m/z 328 [MO H*]O
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NMR (400MHz, DMSOD dg) & ppm 8.42 (d, 1 H), 8.260 8.35 (m, 1 H), 8.20 (d, 1 H),

3.95 (s, 3 H), 2.79 (d, 3 H)O MS (APPI/APCI) m/z 245, 247 [MO H*]O
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0 *H NMR (400MHz, DMSOO dg) & ppm 8.33 (g, 1 H), 8.29 (d, 1 H), 8.06 (d, 1 H), 7
.240 7.32 (m, 8 H), 7.110 7.21 (m, 3 H), 6.710 6.82 (m, 2 H), 4.260 4.38 (m, 1 H
), 4.04 (s, 3 H), 4.010 4.11 (m, 1 H), 3.570 3.73 (m, 4 H), 2.870 3.09 (m, 2 H),
2.84 (d, 3 H), 2.4602.54 (m, 1 H, DMSOO 0 0 OO O O O O )0 MS (ESI) m/z 494 [M
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(400MHz, DMSOD dg) & ppm 8.31 (g, 1 H), 8.26 (d, 1 H), 8.05 (d, 1 H), 7.16 (t,

1 H), 6.770 6.83 (m, 2 H), 4.060 4.11 (m, 1 H), 4.02 (s, 3 H), 3.580 3.65 (m, 1

H), 2.970 3.06 (m, 1 H), 2.82 (d, 3 H), 2.550 2.69 (m, 1 H), 2.340 2.43 (m, 1 H)

0 MS (APPI/APCI) m/z 314 [MO H*]O
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) d ppm 9.24 (s, 1 H), 8.86 (s, 2 H), 7.240 7.34 (m, 8 H), 7.150 7.23 (m, 3 H),
6.86 (d, 2 H), 4.320 4.38 (m, 1 H), 4.000 4.08 (m, 1 H), 3.610 3.75 (m, 4 H), 3.
050 3.14 (m, 1 H), 2.930 3.03 (m, 1 H), 2.460 2.54 (m, 1 H, DMSO(DSMO)O O O O O

000 0)IMS (ESI) m/z 408 [MO H*]O
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DZOWDDIODDDDDDDDDDDDD79DDDDDDDDDD1HNMR(400MHZ, DMSO
0 dg) & ppm 9.21 (s, 1 H), 8.84 (s, 2 H), 7.22 (t, 1 H), 6.800 6.89 (m, 2 H), 4.

070 4.13 (m, 1 H), 3.64 (dd, 1 H), 2.990 3.10 (m, 1 H), 2.600 2.69 (m, 1 H), 2.4
00 2.48 (m, 1 H), 1.67 (br. s., 2 H)O MS (ESI) m/z 228 [MO H™]O
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, DMSOO dg) & ppm 8.64 (s, 2 H), 7.240 7.36 (m, 8 H), 7.110 7.23 (m, 3 H), 6.82
(d, 2 H), 4.270 4.39 (m, 1 H), 4.00 (s, 3 H), 3.930 4.06 (m, 1 H), 3.570 3.76 (m
, 4 H), 3.020 3.14 (m, 1 H), 2.910 3.01 (m, 1 H), 2.510 2.58 (m, 1 H)O MS (ESI)
m/z 438 [MO H*]O
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6.85 (m, 2 H), 4.330 4.36 (m, 1 H), 4.000 4.09 (m, 1 H), 3.630 3.72 (m, 4 H)
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.01 (dd, 1 H), 2.860 3.06 (m, 3 H), 2.76 (dd, 1 H), 2.58 (s, 3 H), 2.42 (dd, 1 H
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ey k] ESY Nt ES | F i 5 it
&% | pIC50 | %S |pIC50f %5 |pIC50| #HS |pIC50| %S |pIC50
1 6.4 | 44 |62 8 |67 | 130 |54 | 173 | 5.8
2 6.9 | 45 159 | 88 40 131 | 62| 174 | 6.7
3 6.6 | 46 |55 | 8 |57 | 132 | 7.1 | 175 | 5.6
4 5.9 | 47 5 90 |58 | 133 |61 176 | 6.9
5 58 | 48 | 62| 9L |71 | 134 |65 | 177 | 7.3
6 6 49 |59 | 92 |53 135 |65 178 | 7.2
7 6.7 | 50 |72 | 93 |62 | 13 |65 | 179 | 6.7
8 58 | 51 | 7.4 94 |61 | 137 |61 | 180 | 6.5
9 52 | 52 |54 9 |68 138 |55 | 181 | 6.3
10 5.4 | 53 |66 | 9 |73 | 139 |58 | 182 | 7.2
11 6.2 | 54 | 72| 97 |6.4| 140 | 6.2 | 18 | 6.5
12 72| 5 | 65| 9 |52| 141 |54 | 184 | 6.3
13 7.4 | 56 | 71| 9 |64| 142 |55 | 18 | 6.5
14 6.6 | 57 | 7.1 | 100 |64 | 143 |58 | 18 | 57
15 7.6 | 58 | 64| 101 |68 | 144 |55 | 187 | 5.8
16 57 | 59 |69 | 102 | 7 | 145 |67 188 | 6.6
17 54 | 60 |68 | 108 | 5 | 146 |51 | 18 | 7.1
18 7 61 | 7.3 | 104 |56 | 147 |58 | 190 |51
19 71 | 62 |66]| 105 | 72| 148 |61 ] 191 |61
20 6.8 | 63 | 71| 106 |66 | 149 |52 | 192 | 6.2
21 7.2 | 64 5 | 107 | 54| 150 | 6 | 193 | 6.8
22 5.2 | 6 | 53| 108 |54 | 151 | 6.6 | 194 | 6.7
23 59 | 66 |68 109 |69 | 152 |59 | 195 | 6.4
24 6.9 | 67 |63 | 110 |57 | 15 |62 196 | 6.3
25 5.7 | 68 7 | 111 | 66| 154 |52| 197 | 6.8
26 6.2 | 69 | 71| 112 |58 | 155 |59 | 198 | 6.3
27 6.2 [ 70 6 | 113 | 5 | 156 |57 | 199 | 6.3
28 7 1 | 57| 114 | 6 | 157 | 8 | 200 | 6.5
29 6.8 | 72 |63 | 115 |65 | 158 | 54 | 201 | 6.4
30 6.7 | 73 | 54| 116 |57 | 159 |62 | 202 |6.1
31 5.6 | 74 | 66| 117 |63 | 160 |65 | 203 | 6.7
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(FDDIE)

32 b 75 6.2 118 5.8 161 5.1 204 6.1
33 6.5 76 6.4 119 5.7 162 6.3 205 5.9
34 6.2 77 6.9 120 5.8 163 7.4 206 5.5
35 6.2 78 5.5 121 5.3 164 6 207 5.4
36 5.9 79 5.9 122 5.7 165 6.8 208 5.8
37 6 80 5.6 123 6 166 6.3 209 5.1
38 6.2 81 6.4 124 6.8 167 6.4 210 7
39 6.9 82 5.6 125 6.5 168 5.2 211 6.7
40 7.3 83 5.3 | 126 5.7 169 6.7 212 7
41 5.3 84 6. 4 127 5.5 170 6.6 213 6.5
42 6 8b 6.3 128 8 171 6.9

43 6.3 86 7.1 129 6.7 172 6.7
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INTERNATIONAL SEARCH REPORT Internatonal apphicaton No.
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A. CLASSIFICATION OF SUBJECT MATTER

IPC: see extra sheet
According 1o International Patent Classification (IPC) or 10 both national classification and [PC

B. FIELDS SEARCHED
Minimum documentation searched {classification sysiem followed by classification symbols)

IPC: CO7D, AB1K

Documeniation searched other than minimum documentation 1o the extent that such documents are included in the fields searched

SE,DK,FI,NO classes as above

Electronic data base consulled during the inlernational search (name of dals base and, where practicable, search ierms used)

EPO-INTERNAL, WPI DATA, PAJ, CHEM ABS DATA
C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*] Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

X W0 9734883 Al (ASTRA AKTIEBOLAG), 25 Sept 1997 1-15
(25.09.1997), claims 1,23,29, examples 99,100,101

X WO 9914212 Al (ASTRA AKTIEBOLAG), 25 Mai-ch 1999 1-15
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X W0 9914213 Al {ASTRA AKTIEBOLAG), 25 March 1999 1-15
(25.03.1999), claims 1,24,29,33, example 11

X WO 9905134 A1 (ASTRA AKTIEBOLAG), 4 February 1999 1-15
(04.02.1999), claims 1,18,21,26, examples 38,47

m Further documents are listed in the continuation of Box C. m See patent famnily annex.

. Special categories of cited documents: “T* lawr d published after the internati filing dale or priorily
*A" document defining the general state of the art which is not considered date and 1ot in confliel wilh the application bur cited to understand
10 be of particular relevance the principle or theary underlying the invention
“E" earlier applicstion o7 patent but published oa or afir the international vy« g of particular relevance: the claimed invention cannot be
.., Mingdale . considered novel or cannot be considered 1o {nvolve an inventive
L*  document which may throw doubis on priority claim(s) or witich is siep wihen the document is taker alone
cited ¥y establish the publication date of another citation or other e . . N .
special reason (as specified) "Y"  document of pﬂﬁv:;‘lﬂar rqlwan;c: mﬂ:P claw:h::m ﬂ::v:nnon cannot be
npys - : - P considered 10 involve an invenlive 0 document is
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10 a person
“P  document puhlished prior to the international filing date but later than ng covioue 1o 2 " m
the privrity date claimed ‘%" document member of the same patent family
Date of the actual completion of the international search Date of mailing of the interpational search report
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Name and mailing address of the ISA/ Authorized officer
Swedish Patent Office )
Box 5055, 8-102 42 STOCKHOLM Solveig Gustavsson /LR

Facsimile No. +46 § €66 02 86 Telephone No.  +46 8 782 25 00
Form PCT/I5A/210 (second sheet) (July 2008) .
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Box No. I Observations where certain claims were found unsearchable (Continuation of iiem 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

L Clairas Nos.: 14
becanse they relate (o subject matter not required to be searched by this Authority, namely:

See extra sheet

2 [ Claims Nos.; '
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful intemational search can be carried out, specifically:

3. D Claims Nos.:
because they are dependent cleims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of Invention is lacking (Continuation of item 3 of firge sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

See extra sheet

1. D As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying an additional fees, this Authority did not invite payment
of any additional fees.

3. [] Asonlysome of the required additional search fires were fimely paid by the applicant, this international search report covers
ondy those claims for which fees were paid, specifically claims Nos.: .

4. )}! No required additional search fees were timely paid by the applicant. Oonsaqﬁenﬂy, this international search repont is
Testricted to the invention first mentioned in the claims; it is covered by claims Nos.: 1~14 and 15 (partly)

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable,
the payment of a protest fee.
D The eddifional search fees were accompanied by the applicant’s protest but the applicable
protest fee was not paid within the time limit specified in the invitation.
D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 {continuation of first sheet (2)) (July 2008)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/SE2008/050459

Box IT.i1

Claim 14 relates tc a method for treatment of the human or
animal body by surgery or by therapy, as well as diagnostic
methods, see PCT rule 35.1(iv). Nevertheless, a search has
been made for this claim. The search has been directed to the
technical content of the claim.

Form PCT/ISA/210 (extra sheet) (July 2008)
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Box IIXI

1) Claime 1-14 and 15 partly; Compounds of formula I and the
intermediates of c¢laims 15-16 containing the structural
element of a chroman substituted in 5-position with
heterocyclyl or heteroarcmate, or a tetrahydronaphtalen
substituted in 8-position with heterocyclyl or hetercaromate.

2) Claim 15 partly; The intermediate (38)-3-(Dibenzylamino)-
3,4-dihydro-2H-chromen-5-yl1 trifluoromethanesulfonate.

3} Claim 15 partly; Four intermediates where the chroman or
tetrahydronaphtalene is substituted "~with a substituent
containing boron.

4) Claim 15 partly; Two intermediates which are nicotinic
amides substituted in position 2 and 5.

5} Claim 15 partly; Two intermediates which are pyrazines.
6) Claim 15 partly; Tweo intermediates which are triazoles.
7) Claim 15 partly; Three intermediates which are pyridines
substituted with alkoxy or oxo in position 2 and with -COOH in.

position 4.

8) Claim 15 partly; Four intermediates which are pyrimidinees
substituted in position 2 and 5.

9) cCclaim 15 partly; Thirtynine intermediates which are
nicotinic acid or esters thereof substituted in position 6.

Form PCT/ISA/210 (extra sheet) (Yuly 2008)
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Category* | Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A WO 2005013914 A2 (VERTEX PHARMACEUTICALS 1-15

INCORPORATED), 17 February 2005 (17.02.2005),
claims 1,19,110-114

A US 20050137190 Al (GONZALEZ, J.E., III ET AL), 1-15
23 June 2005 (23.06.2005), claims 1,18,110~114

A US 20060025415 Al {CONZALEZ J.E., IIT ET AL), 1-15
2 February 2006 (02.702.2006), claims 1,18,110-114

P s

Form PCT/ISAJ210 (contimation of second sheet) (July 2008)
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Download your patent documents at www.prv.se
The cited patent documents can be downloaded at www.prv.se by
following the linksg:
s In English/Searches and advisory services/Cited documents
(service in English) or
s« e-tjanster/anfdbrda dokument(service in Swedish}.
Use the application number as username.
The password is FZJHRFVHEJC.

Paper copies can be ordered at a cost of 50 SEK per copy from
PRV InterPat (telephone number 08-782 28 85).
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