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153 | 45 ©/ FP: 318
154 | 45 /CE FP : 362
EtO,C OMe
MeO,C
155 | 45 \Q/ FP : 376
COMe
MeO,C N
156 | 45 | EP : 319
N
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ooooao
@)
.0 0.
Y b
@)
O
REx | RSyn R DATA
Me_ Me
46 | 46 MeOZCX/ FP: 274
MeO,C
157 | 46 FP: 308
158 | 46 @N FP : 322
MeO,C
MeO,C
159 | 46 \Q/\/ FP : 336
160 | 46 Q/ FP: 314
EtO0,C
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REx | RSyn R! R® | DATA
Cl
48 | 48 /Ej/ H |Fp: 351
MeO,C
F
161 | 48 Jij H |FP: 335
MeOZC
Me
162 | 48 ©/ H |FP: 331
MeOZC
OMe
163 | 48 D/ H | FP: 347
MeOZC
)M\e
Me” O
164 | 48 H |EP: 375
MeO,C
Cl
165 | 48 j@/ H | EP: 351
MeO,C
F
166 | 48 j@/ H | EP: 349
Et0,C
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Ooo000ao
0

167 | 48 K/ND/ H | EP: 416
EtO,C

168 | 48 Jij Me | EP : 331
MeOZC

169 | 48 ©/ Bn | EP : 407
MeO,C

goooooaon
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(79)

Oododao
R O
@)
.\\\RZ
N OTBS
REx | RSyn| R R2 DATA
50 | 50 | Bn Q\ FP: 578
CF,
170 | 50 | Bn Q\ EP: 524
Me
CF,
1711 50 | Et /©/ EP: 516
Me
172 | 50 | Bn /@ EP: 524
NO,
105 | 105 | Bn /©/ EP: 555
F
173 | 50 | Bn J@ FP: 528
Me
106 | 106 | Et D EP : 462
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(80)

Oododao
R O
@)
.\\\Rz
oy
o) OH
REx | RSyn| R R? DATA
51 | 51 | Bn /©\ FP : 464
CF,
52 | 52 | Et /@\ EP: 352
F
174 | 51 | Bn /@\ EP - 410
Me
CF,
175 | 51 | Et /©/ EP . 402
Me
176 | 51 | Bn /©/ EP : 410
NO,
177 | s1 | Bn /©/ EP: 441
CF,
178 | 52 | Et ;@ EP : 402
F
179 | 51 | Bn J@ FP: 414
Me
180 | 51 | E ;@ EP - 348
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(81)

Oododao
R O
@)
.\\\RZ
N H
o
Me O
REx | RSyn| R R? DATA
53| 53 | Bn /©\ FP: 617
CF,
181 | 53 | FEt /@\ EP : 505
F
182 | 53 | Bn /@\ EP - 563
Me
CF,
183 | 53 | Et /@ EP: 555
Me
184 | 53 | Bn /©/ EP : 563
NO,
185 | 53 | Bn /©/ EP: 594
CF,
186 | 53 | FEt D EP : 555
F
187 | 53 | Bn /\© FP : 567
Me
188 | 53 | Ft ;@ EP - 501
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O>/'_ NGVOTBS

(82)

REx | RSyn R’ DATA
54 | 54 Ph FP : 470
189 | 54 Q\ EP : 488
F
Me
55 | 55 ;@ EP : 484
190 | 54 Q\F EP : 506
F
F F
191 | 54 /\©/ EP : 506
o
56 | 56 /Q FP : 460
N
’
57 | 57 y FP : 471
N
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(83)

ooooao
R2
MeOZC—Q—O
N
O>f i:\VOH
REx | RSyn R’ DATA
58 | 58 Ph FP: 356
192 | 58 /@\ EP: 374
F
F
59 | 59 /©/ EP: 374
F
60 | 60 ;@ EP: 374
Me
193 | 58 jij EP : 370
194 58 /©\F EP : 392
F
F F
195 | 58 ji)/ EP : 392
&
196 | 58 /Q FP : 346
N
o’
197 | 58 | FP: 357
NS
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REx | RSyn R? DATA
198 | 53 Q\ EP . 527
F
F
199 | 53 /©/ EP: 527
F
200 | 53 ;@ EP: 527
Me
201 | 53 ;@ EP - 523
202 | 53 /©\F EP : 545
F
F F
203 | 53 jij/ EP : 545
o7
61 | 61 /Q FP : 499
N
o’
204 | 61 | FP : 510
N
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EX | Syn

DATA

CFs-

FP: 427 ; NMRI : 1.63 BH,d.J=6.1),
2.76-2.99 (3H, brm), 3.10 (0.5H, dd, J =
9.8, 18.6 Hz,), 3.24-3.50 (2.0H , m), 3.56
(0.5H, t, J = 10.6 Hz), 3.90 (0.5H, dd, J =
8.2.11.9 Hz), 4.01 (0.5H, t, ] = 8.6 Hz),
4.20-4.27 (0.5H, m), 4.39-4.47 (0.5H, m),
5.26-5.38 (1H, m), 7.13-7.24 (SH, m),
7.56-7.64 (3H, m), 7.93-8.03 (3H, m),
8.15-8.20 (1H, m), 9.35-9.52 (1H, brm),
10.07 (1H, brs) ; Sal : HCI

FP:373; NMRI1:1.60-1.69 (3H, m), 1.92
(1.5H,s),1.97 (1.5H,s),2.70-2.85 (3H,
brm), 3.05-3.16 (2H, m), 3.34-3.42 (1H,
m), 3.72 (0.5H, dd, J = 7.3, 11.2 Hz),

3.81 (0.5H, dd, J = 8.3, 9.8 Hz) 4.17-4.07
(1H, brm), 5.28-5.38 (1H, brm), 7.02-7.23
(5H, m), 7.55-7.65 (3H, m), 7.92-8.05
(3H, m), 8.17-8.24 (1H, m), 9.27 (0.5H,
brs), 9.56 (0.5H, brs), 10.11 (1H, brs) ;
Sal : HCI

HO,C-(CH,)s-

FP : 473 ; NMRI : 1.24-1.35 (2H, m),
1.45-1.60 (4H, m), 1.63 (1.5H,d, ] =5.2
Hz), 1.66 (1.5H, d, ] = 6.4 Hz), 2.16-2.32
(4H, m), 2.70-2.86 (3H. m), 3.02-3.15
(2H, m), 3.29-3.41 (1H, m), 3.74 (0.5H.
dd, J = 8.0, 12.0 Hz), 3.82 (0.5H, dd, ] =
7.6, 9.6 Hz), 4.09-4.16 (1H, m), 5.26-5.40
(1H, brm), 7.04-7.20 (5H, m), 7.56-7.62
(3H, m), 7.94-8.09 (3H, m), 8.19-8.22
(1H, m), 9.20-9.34 (0.5H, brm), 9.46-9.58
(0.5 H, brm), 10.00-10.16 (1H, brm) ;

Sal : HCI
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(86) JP W02006/123725 Al 2006.11.

FP:501; NMRI:1.16(15H.1. 1 =68
Hz), 118 (1.5H, 1, ] = 6.8 Hz). 1.24-1.31
(2H, m), 1.45-1.59 (4H, m), 1.62 (1.5H. d.
J=6.8 Hz), 1.65 (1.5H, d, ] = 6.8 Hz),
2.18-2.31 (4H, m), 2.64-2.86 (3H, m),
2.99-3.16 (2H, m), 3.28-3.89 (1H, m),
EtO,C~(CHa)s- 3.74 (0.5H, dd, J = 8.4, 11.6 Hz), 3.82
(0.5H.dd, J = 7.6, 10.4 Hz), 4.00-4.11
(3H. m), 5.26-5.40 (1H, brm), 7.04-7.21
(5H. m), 7.56-7.62 (3H, m), 7.90-8.09
(3H, m), 8.18-8.22 (1H, m), 9.10-9.24
(0.5H, brm), 9.34-9.50 (0.5 H, brm),
9.84-10.02 (1H, brm) :  Sal : HCl

FP : 459 ; NMRI : 1.45-1.59 (4H, m),
1.60-1.70 (3H.m), 2.14-2.34 (4H, m),
2.66-2.87 (3H, m), 3.00-3.18 (ZH, m),
3.30-3.40 (1H, m), 3.70-3.86 (1H, m),
4.04-4.18 (1H, m), 5.26-5.40 (1H, m),
7.02-7.08 (1H, m), 7.08-7.14 (1H, m),
7.14-7.24 (3H, m), 7.54-7.66 (3H, m),
7.90-8.04 (3H, m), 8.16-8.24 (1H, m),
9.14-9.28 (0.6H, m), 9.38-9.54 (0.4H, m),
9.94-10.04 (1H, m) ; Sal : HCI

HO,C~(CH,)s-

FP : 487 ; NMRI : 1.10-1.28 (4H, m),
1.43-1.70 (6H, m), 2.16-2.37 (4H, m),
2.65-2.87 (3H, m), 2.97-3.19 (2H, m),
EtO,C~(CH,),- 3.68-3.87 (1H, m), 3.97-4.18 (3H, m),
5.34 (1H, m), 7.00-7.24 (SH, m),
7.52-7.67 (3H, m), 7.88-8.06 (3H, m),
8.15-8.26 (1H, m) ; Sal : HCI

FP:445; NMRI:1.64 (3H, app.t,J = 6.8
Hz), 1.66-1.83 (2H, m), 2.24 (2H. t, ] =
7.2 Hz),2.29 2H, t,] = 7.2 Hz),
2.70-2.86 (3H, m), 3.00-3.16 (2H, m),
3.28-3.36 (1H, m), 3.72-3.82 (1H, m),
HO,C-(CH,)s- 4.10-4.14 (1H, m), 5.33 (1H, brs),
7.03-7.20 (SH, m), 7.56-7.64 (3H, m),
7.95 (1.5H, d, J = 8.8 Hz), 7.99-8.02
(1.5H, m), 8.19-8.22 (1H, brt), 9.22-9.34
(0.5H, brm), 9.42-9.58 (0.5H, brm),
10.00-10.18 (1H. brm) ; Sal : HCI
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goooano

FP:473; NMRI :1.16 (3H, app. quintet,
J=72Hz),1.63 3H, app. t,J = 6.8 Hz),
1.71-1.82 (2H, m), 2.23-2.38 (4H, m),
2.66-2.84 (3H, m), 3.02-3.17 (2H, m),
3.72-3.82 (1H, m), 4.01-4.12 (3H, m),
5.30-5.40 (1H, brm), 7.00-7.21 (5H, m),
7.56-7.61 (3H, m), 7.90-8.02 (3H, m),
8.15-8.25 (1H, m), 9.10-9.24 (0.5H, brm),
9.34-9.48 (0.5H, brm), 9.84-10.02 (1H, 10
brm) ; Sal : HCI

FP:431; NMRI1:1.63(1.5H,d,J=64
Hz), 1.66 (1.5H, d, ] = 6.4 Hz), 2.44-2.48
(2H, brm), 2.73-2.89 (3H, m), 3.32-3.64
(3H, m), 3.74 (0.5H,dd, J = 7.2, 11.2 Hz),
3.83(0.5H, dd, J = 8.4, 9.6 Hz), 4.10-4.20
9 9 HO,C-(CHy)s- (1H, m), 5.26-5.40 (1H, brm), 7.02-7.22
(5H, m), 7.54-7.65 (3H, m), 7.95 (1.5H, d,
J=7.6 Hz), 7.98-8.04 (1.5H, m),
8.16-8.24 (1H, brt), 9.22-9.34 (0.5H, 20
brm), 9.46-9.58 (0.5H, brm), 10.00-10.16
(1H, brm) ; Sal : HCl

FP : 458 ; NMRI :1.64(1.5H,d,J=6.4
Hz), 1.67 (1.5H,d, J = 6.4 Hz), 2.41-2.47
(1H, m), 2.52-2.58 (1H, m), 2.73-2.89
(6H, m), 2.98 (1.5H, s), 2.99 (1.5H, s),
3.00-3.18 (2H, m), 3.35-3.47 (1H, m),
3.73 (0.5H, dd, J = 8.0, 11.2 Hz), 3.89
(0.5H, dd, J = 7.6, 9.6 Hz), 4.09-4.40 (3H,
m), 5.26-5.40 (1H, brm), 7.03-7.06 (1H,
m), 7.12-7.20 (4H, m), 7.56-7.62 (3H, m),
7.94-8.08 (3H, m), 8.18-8.24 (1H, m),
9.22-9.40 (0.5H, brm), 9.50-9.68 (0.5H,
brm), 10.12-10.28 (1H, brm) ; Sal : HCI

FP : 488 ; NMRI1 : 1.62-1.66 (3H, brt),
2.33-2.45 (3H, m), 2.66-2.89 (3H, m),
2.99-3.17 (2H, m), 3.32-3.41 (1H, m),
3.65-3.90 (4H, m), 4.08-4.18 (1H, m),
Y\/ 5.28-5.40 (1H, brm), 7.03-7.24 (5H, m),

O 7.56-7.64 (3H, m), 7.92-8.02 (3H, m),
8.15-8.24 (2H, m), 9.20-9.30 (0.5H, brm), 40
9.38-9.47 (0.5H, brm), 9.92-10.06 (1H,
brm) ; Sal : HCI

8 8 EtO,C-(CH;)s-

10 10 HoNOC-(CHy)-

30

2T

11 11 1oL
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12

12

FP:479; NMR1: 1.55(1.5H,d.J=6.8
Hz), 1.65 (1.5H,d, J = 6.8 Hz), 2.67-2.90
(3H, m), 3.07-3.15 (1H, m), 3.36-3.46
(1H, m), 3.51 (1H, app.t, ] = 10.4 Hz),
3.60 (0.5H, dd, J =10.4, 17.6 Hz), 3.90
(0.5H, dd, J = 8.4, 12.4 Hz), 3.96-4.02
(0.5H, m), 4.20-4.25 (0.5H, m), 5.25-5.35
(1H, m), 7.09-7.20 (SH, m), 7.52 (app.t,
0.5H, J = 8.0 Hz), 7.58-7.62 (2H, m), 7.66
(2H, dd, J = 8.4, 13.6 Hz), 7.84 (0.5H, d, ]
=7.2 Hz), 7.91-8.06 (4H, m), 8.14-8.23
(2H, m), 9.28 (1H, brs), 9.84-10.05 (1H,
brm) ; Sal : HCI

13

13

FP : 493 ; NMRI : 1.50-1.70 (3H),
2.73-3.00 (3H, m), 3.06-3.18 (1H, m),
3.36-3.64 (2H, m), 3.82 -4.24 (4H, m),
4.22 (0.5H, m), 4.20-4.25 (0.5H, m),
5.25-5.39 (1H, m), 7.09-7.20 (SH, m),
7.50-7.63 (4H, m), 7.69 (1H, dd, ] = 8.4,
10.8 Hz), 7.81-8.23 (61, m), 9.19-9.26
(1H, brm), 9.77 (0.5H, brs), 9.96 (0.5H,
brs) ; Sal : HCI

92

HO,C-(CHz)s-

FP : 487 ; NMRI : 1.24-1.31 (4H, m),
1.47-1.65 (9H, m), 2.16-2.33 (4H, m),
2.65-2.78 (3H, m), 2.98-3.17 (2H, m),
3.72-3.85 (1H, m), 5.30-5.38 (1H, m),
7.06-7.25 (5H, m), 7.57-7.61 (3H, m),
7.88 (1H,d,J=7.2 Hz),7.96 (1H, d, J =
8.0 Hz), 8.01 (1H, d, J = 7.6 Hz),
8.19-8.22 (1H, m), 9.15 (1H, brs), 9.36
(0.6H, brs), 9.83 (0.4H, brs), 11.89 (1H,
brs) ; Sal : HC]

93

PVIC()Q(:-((:}{2)6-

FP : 501 ; NMRI : 1.25-1.31 (4H, m),
1.48-1.53 (4H, m), 1.58-1.70 (3H),
2.18-2.33 (4H, m), 2.67-2.80 (3H. m),
2.99-3.17 (2H, m), 3.34-3.39 (1H, m),
3.52-3.62 (3H), 3.72-3.85 (1H, m),
4.08-4.12 (1H, m), 5.33-5.38 (1H. m),
7.06-7.21 (SH, m), 7.56-7.62 (3H, m),
7.87-8.02 (3H, m), 8.18-8.22 (1H, m),
9.04-9.96 (2H, brm) ; Sal : HCI
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FP: 601 ; NMRI : 1.50-1.72 GH),
2.73-2.89 (3H, m), 3.07-3.19 (1H, m),
3.30-3.70 (2.5H, m), 3.89 (0.5H., dd, J =
8.4, 12.4 Hz), 4.04-4.08 (0.5H, m), 4.24
(0.5H, dd, J = 7.2, 12.4 Hz), 5.28-5.36
(1H, m), 7.08-7.20 (5H, m), 7.49-8.03
(10H, m), 8.15-8.24 (1H, m), 9.31 (1H,

brs), 9.82 (0.5H, brs), 10.07 (0.5H, brm) ;

Sal : HCI1

95 8

MeOZC\©/\/

FP : 519 ; NMRI : 1.62-1.67 (3H, m).
2.76-2.91 (31, m), 3.12-3.26 (2H, m),
3.44-3.71 (1H, m), 3.82-3.94 (3H),
4.17-4.50 (2H, m), 5.35-5.40 (1H, m),
7.00-7.23 (6H, m), 7.52-7.63 (SH, m),
7.89-8.03 (5H, m), 8.20-8.23 (2H, m),
9.06-9.90 (2H, brs) ; Sal : HCI

96 7

HOZC\©/V

FP : 505 ; NMRI : 1.62-1.66 3H, m),
3.11-3.73 (6H, m), 4.17-4.27 (1.67H, m),
4.38-4.43 (0.33H, m), 5.36-5.42 (1H, m),
6.98-7.23 (6H, m), 7.52 (1H. dd, J = 7.6,
15.6 Hz), 7.58-7.63 (411, m), 7.87-8.03
(5H, m), 8.20-8.23 (21, m), 9.15 (0.67H,
brs), 9.33 (0.33H, brs), 9.75 (11, brs),
13.15 (IH brs) ; Sal : HCI

97 7

FP : 508 ; NMRI1 : 1.57-1.72 (3H),
2.73-2.89 (3H, m), 3.12-3.32 (3H, m),
3.50 (0.5H,t,J=10.4 Hz), 3.78-3.87
(3H), 4.06 (0.5H, dd, J = 8.0, 10.4 Hz),
4.19-4.23 (0.5H, dd, J = 6.8, 12.0 Hz),
4.32 (0.5H, m), 5.32-5.37 (1H, m),
6.53-6.68 (1H, m), 7.05-7.43 (8H, m),
7.56-7.64 (3H, m), 7.90-8.03 (3H, m),
8.20-8.24 (1H, m), 9.18 (0.5H, brs), 9.42
(0.5H, brs), 9.88 (brs, 1H), 12.41 (brs,

1H) ; Sal : HC]

98 7

HO.,C

W/
O

FP : 551 ; NMRI : 1.69 3H,d,J=6.4
Hz), 2.67-2.84 (2H, m), 3.00 (1H, dd, J =
10.8, 18.4 Hz), 3.27 (1H, t. J = 10.8 Hz),
3.57-3.63 (1H, m), 3.95-4.04 (2H, m),
4.87-4.92 (1H, m), 5.26-5.34 (1H, m),
6.90-7.24 (TH, m), 7.34-7.69 (5H, m),
7.79-8.07 (3H, m), 8.24-8.26 (1H, m)
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goooano

o
99 8 ©/ FP : 537
EtO,C

Et0,C o
100 8 \©/ FP : 537 ; Sal: HCI
o
101 7 O/ FP: 509 ; Sal: HCI 10
HO,C

HO,C o
102 7 FP : 509 ; Sal: HCI

FP:479; NMRI : 1.54 (1.5H,d,J=6.5
Hz), 1.65 (1.5H, d, J = 6.5 Hz), 2.78-2.84
(2.5H, m), 3.07-3.17 (1H, m), 3.38-3.47
(1H, m), 3.53 (0.5H, t, J = 10.1 Hz),
3.59-3.67 (1.5H, m), 3.89 (0.5H. dd, J =
HO.C 11.8, 8.1 Hz), 4.01-4.04 (0.5H, m), 4.22 20
03 | 2 ©/ (0.5H, dd, J = 12.3, 7.2 Hz), 5.27 (0.5H,
br.s), 5.36 (0.5H, br.s), 7.10-7.20 (7H, m),
7.53 (0.5H, q. J = 8.1 Hz), 7.58-7.67
(2.5H, m), 7.78-7.83 (1.5H, m), 7.91-8.09
(3.5H, m), 8.13-8.16 (0.5H, m), 8.22
(0.5H, d, J = 7.9 Hz), 9.22 (0.5H, brs),
9.29 (0.5H., brs), 9.81 (0.5H, brs), 10.02
(0.5H, brs), 13.17 (1H, brs) ; Sal : HCI
FP : 493 ; NMRI : 124 (1.5H.d,1=6.5
Hz), 1.33 (1.5H, d, J = 6.6 Hz), 2.17-2.33 30
(1.5H, m), 2.49-2.51 (1H, m), 2.64-2.67
(0.5H, m), 2.95-3.08 (1H, m), 3.28-3.63
(3H, m), 3.67-3.71 (0.5H, m), 3.76-3.80
(0.5H, m), 3.85 (1.5H, s), 3.87-3.90
o4 | s MeO2C\©/ (0.5H, m), 3.93 (1.5H, s), 4.02-4.07
(0.5H, m), 4.35-4.36 (0.5H, m), 4.45-4.47
(0.5H, m), 7.16-7.29 (5H, m), 7.35-7.40
(1H, m), 7.43-7.52 2H, m), 7.56 (11, t, ]
= 7.8 Hz), 7.66-7.77 (2H, m), 7.83 (1H, t.
J=7.8 Hz), 7.87-7.92 (1H, m), 8.00
(0.5H, d, J = 7.9 Hz), 8.06-8.12 (1.5H,
m), 8.19-8.26 (1, m) ; Sal : HCI

40
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105 7

HO,C-CH,-N(Me)C(0)-(CH,)s-

EP: 530: NMRI: 1.39-1.73 (8H, m),
2.11-2.43 (4H, m), 2.64-2.91 (4, m),
2.94-3.22 (4H, m), 3.27-4.26 (4H, m),
5.23-5.46 (1H, m), 6.96-7.27 (5H, m),
7.51-7.69 (3H, m), 7.88-8.04 (3H, m),
8.14-8.27 (1H. m) ; Sal : HCI

106 7

HO,C-CH,-N(Bn)C(O)-(CH,)s-

EP : 606 ; Sal : HCI

107 8

EtO,C \
\(/N\/

FP : 528 ; Sal : HCI

108 7

HOZC \
\(/N\/

FP : 500 ; Sal:2HCI

109 9

HO,C-CH,C(Me),CH,-

FP: 473 ; NMRI1:1.05(d,J=3.4Hz),
1.10 (d, J = 3.6Hz, total 6H), 1.61-1.65
(3H, app. t), 2.27-2.45 (4H, m), 2.69-2.79
(3H, m), 3.01-3.18 (1H, m), 3.74-3.79
(m), 3.83-3.88 (m, total 1 H), 4.10-4.15
(1H, m), 5.34 (1H, brs), 7.07-7.12 (2H,
m), 7.17-7.21 (2H, m), 7.57-7.63 (3H, m),
7.88-7.90 (1H, d, J = 8.2 Hz), 8.00-8.22
(1H, m), 8.19-8.21 (1H, m), 9.19 (brs),
9.38 (brs, total 1H), 9.87 (1H, brs), 10.03
(1H, brs) ; Sal : HCI

110 7

oo Yo

FP : 485 ; Sal: HCI

111 9

C :'COZH

FP:479; NMRI : 1.24(1.5H,d,J=6.5
Hz), 1.35 (1.5H. d, ] = 6.5 Hz), 2.12-2.17
(0.5H, m), 2.26-2.33 (0.5H, m), 2.43-2.54
(2H, m), 2.97-3.64 (6H, m), 3.74-3.94

(0.5H, m), 4.06-4.11 (0.5H, m), 4.38-4.40
(0.5H, m), 4.51-4.52 (0.5H, m), 7.12-7.39
(7H, m), 7.44-7.53 (3H, m), 7.56-7.61

(1H, m), 7.68-7.79 (2H, m), 7.85-7.93

(1.5H, m), 7.99 (0.5H, d, ] = 7.8 Hz), 8.16
(0.5H, d, ] = 8.8 Hz), 8.23-8.25 (0.5H, m)
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FP : 507 ; NMRI1 :1.25(1.5H,d,1=6.6
Hz), 1.35(1.5H,d, J = 6.6 Hz), 2.11-2.16
(0.5H, m), 2.21 (1.5H, s), 2.23 (1.5H, s),
2.25-2.30 (0.5H, m), 2.42-2.62 (1H, m),
2.44 (1.5H, s), 2.54 (1.5H, s), 2.96-3.05

Me (1.5H, m), 3.15 (0.5H, t, J = 10.1 Hz),
112 7 j@\/ 3.31-3.44 (2.5H, m), 3.51 (0.5H,dd, J =

Me 10.6, 7.5 Hz), 3.94 (0.5H, dd, J = 11.9, 8.1
2 Hz), 4.08 (0.5H, dd, J = 12.2, 7.9 Hz), 10
4.35(0.5H, q,J=6.4 Hz),4.49 (0.5H, q,J
=6.5 Hz), 7.13-7.38 (7.5H, m), 7.43-7.52
(2.5H, m), 7.66-7.77 (2H, m), 7.87-7.92
(1H, m), 8.19 (0.5H, d, J = 8.6 Hz),
8.24-8.26 (0.5H, m) ; Sal : HCI
FP : 480 ; NMR1:1.59(1.5H,d,J=6.8
Hz), 1.67 (1.5H,d, J = 6.7 Hz), 2.83-2.85
(2H, m), 3.11-3.18 (1H, m), 3.39-4.01
(5H, m), 4.20-4.23 (0.5H. m), 4.31-4.36
(0.5H, m), 5.27-5.38 (1H, m), 7.06-7.20 20
13 . HO C4<:_N)— (5H, m), 7.51-7.65 (3H, m), 7.87-8.03
2 N\ // (4H, m), 8.15-8.17 (0.5H, m), 8.22-8.24

(0.5H, m), 8.36-8.38 (0.5H, m), 8.42-8.45
(0.5H, m), 9.01 (0.5H, m), 9.13 (0.5H,
m), 9.33 (0.5H, brs), 9.45 (0.5H, brs),
10.02 (0.5H, brs), 10.17 (0.5H, brs) ;
Sal : HCI
FP:529; NMRI1:1.06 (6H,s), 1.13-1.15
(6H, m), 1.39-1.50 (4H, m), 1.63 (3H, d,J
= 6.5 Hz), 2.47-2.80 (SH, m), 3.17-3.47 30
(5H. m), 5.35-5.36 (1H, m), 7.11-7.22
114 7 HO,C-C(Me),-(CH,);-C(Me),- | (SH, m), 7.57-7.64 (3H, m), 7.90 (1H,
brs), 7.96 (1H, d, J = 8.2 Hz), 8.00-8.03
(1H, m), 8.18-8.20 (1H, m), 9.24 (1H,
brs), 9.76 (1H, brs), 12.03 (1H, brs) ;
Sal : HCI
FP: 487; NMR1:1.07 (3H, s), 1.10 (3H,
s), 1.43-1.48 (3H, m), 1.62-1.67 (4H, m),
2.19-2.25 (2H, m), 2.79 (3H, brm),
3.04-3.16 (2H. m), 3.71-3.82 (1H, m),
115 7 HO,C-C(Me),-(CHa)s- 4.08-4.13 (1H, m), 5.33 (1H, brs),
7.05-7.20 (6H, m), 7.56-7.63 (3H, m),
7.93-8.02 (3H, m), 8.18-8.22 (1H, m),
9.24 (0.5H, brs), 9.52 (0.5H, brs), 10.04
(1H, brs), 12.04 (1H, brs) ; Sal : HCI

40
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116 9

HO,C-C(Me)-(CHa)z-

FP:473; NMR1:1.07 3H, ), 1.13 (3H,
s), 1.61-1.77 (5H, m), 2.13-2.27 (2H, m),
2.78 (2H, m), 2.98-3.15 (2H, m),
3.27-3.60 (2H, m), 3.67-3.84 (1H, m).
4.09-4.13 (1H, m), 5.33 (1H, brs),
7.02-7.04 (1H, m), 7.11-7.21 (4H, m),
7.55-7.64 (3H, m), 7.91-8.02 (3H, m),
8.18-8.22 (1H, m), 9.21 (0.5H, brs), 9.43
(0.5H, brs), 9.95 (1H, brs), 12.13 (1H,
brs) ; Sal : HCI

117 9

HO,C-C(Me)>CHo-

FP:459; NMRI1:1.03 (3H,s), 1.04 (3H,
s), 1.61-1.65 (3H, m), 2.43-2.59 (1H, m),
2.67-2.92 (3H, m), 2.99-3.16 (2H, m),
3.28-3.39 (1H, m), 3.56-3.65 (1H, m),
3.71-3.76 (0.5H, m), 3.81-3.85 (0.5H, m),
4.08-4.12 (1H, m), 5.34 (1H, brs),
7.04-7.06 (1H, m), 7.10-7.14 (1H, m),
7.16-7.20 (3H, m), 7.57-7.65 (3H, m),
7.90 (1H,d,J=7.2Hz),7.96 (1H,d,J =
7.7 Hz), 8.00-8.05 (1H, m), 8.16-8.22
(1H, m), 9.21 (0.5H, brs), 9.39 (0.5H,
brs), 9.90 (1H, brs), 11.88 (1H, brs) ;

Sal : HCI

118 8

COMe

FP:569; NMR1:1.56(1.5H,d,J=6.5
Hz), 1.65 (1.5H, d, J = 6.5 Hz), 2.73-2.89
(2H, m), 3.11-3.23 (1H, m), 3.28-3.70
(6.5H, m), 3.87-3.92 (0.5H, m), 4.12-4.14
(0.5H, m), 4.20-4.23 (0.5H, m), 5.31
(0.5H, brs), 5.38 (0.5H, brs), 7.11-7.21
(5H, m), 7.32 (1H, d, ] = 8.1 Hz),
7.41-7.69 (10H, m), 7.75-7.83 (1H. m),
7.93-8.04 (2H, m), 8.15-8.17 (0.5H, m),
8.23 (0.5H, d, ] = 8.0 Hz), 9.24 (1H, brs),
9.75 (0.5H, brs), 9.91 (0.5H, brs) ; Sal :
HCI
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119

COH

3

FP:555; NMR1: 1.57(1.5H,d,J=6.4
Hz), 1.67 (1.5H, d. J = 6.4 Hz), 2.85-2.92
(3H, m), 3.09-3.18 (1H, m), 3.35-3.61
(2H, m), 3.66-3.70 (0.5H, m), 3.86-3.91
(0.5H, m), 4.12-4.13 (0.5H, m), 4.21-4.26
(0.SH, m), 5.30 (0.5H, brs), 5.37 (0.5H,
brs), 7.11-7.27 (6H, m), 7.34-7.69 (10H,
m), 7.73-7.80 (1H, m), 7.87-8.03 (3H, m),
8.16-8.18 (0.5H, m), 8.23 (0.5H, d, J =
7.8 Hz), 9.34 (0.5H, brs), 9.89 (0.5H, brs),
10.10 (0.5H, brs), 12.81 (0.5H, brs) ;

Sal : HCI

120

S

EtO,C

FP : 583 ; NMRI1 : 1.31-1.37 (3H, m),
1.54 (1.5H,d,J=6.2 Hz), 1.65 (1.5H, d, J
=6.0 Hz), 2.73-2.87 (3H, m), 3.12-3.74
(3.5H, m), 3.88-3.93 (0.5H, m), 4.08
(0.5H, m), 4.21-4.23 (0.5H, m), 4.32-4.40
(2H, m), 5.29 (0.5H, brs), 5.40 (0.5H,
brs), 7.11-7.21 (SH, m), 7.52-8.02 (13H,
m), 8.14-8.23 (2H, m), 9.08 (0.5H, brs),
9.19 (0.5H, brs), 9.59 (0.5H, brs), 9.80
(0.5H, brs) ; Sal : HCI1

121

FP :555; NMRI1 :1.54(1.5H,d,J=6.5
Hz), 1.65 (1.5H, d, J = 6.5 Hz), 2.73-2.86
(3H, m), 3.12-3.75 (3.5H, m), 3.88-3.92
(0.5H, m), 4.06-4.10 (0.5H, m), 4.21-4.22
(0.5H, m), 5.29 (0.5H, brs), 5.39 (0.5H,
brs), 7.10-7.21 (5H, m), 7.52-7.78 (7H,
m), 7.84 (1H, d, J = 8.2 Hz), 7.89-8.04
(5H, m), 8.14-8.23 (2H, m), 9.08 (0.5H,
brs), 9.19 (0.5H, brs), 9.60 (0.5H, brs),
9.79 (0.5H, brs), 13.10 (1H, brs) ; Sal :
HCl

122

HO,C

N

2

FP : 507

123

HO

:

FP : 451 ; NMRI : 1.52-1.61 (3H, m),
2.33-4.12 (9H, m), 5.30-5.41 (1H, m),
6.72-7.84 (2H, m), 7.09-7.20 (5H, m),
7.42-7.93 (6H, m), 7.97-8.21 (3H, m),
8.85-8.98 (1H, m), 9.88-9.99 (1H, m) ;
Sal : HCI

124

10

EtO,C-CH,-NHC(O)-(CHy)4-

FP : 544 ; Sal : HCI
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FP : 516 ; NMRI : 1.43-1.69 (9H, m),
HO.C 2.06-2.46 (2H, m), 2.73-2.85 (2H, m),
125 | 11 ZNTINTTT12.80-4.00 (TH, m), 4.1 (1H, m), 5.34

o (1H, m), 7.00-7.24 (5H, m), 7.54-7.67
(3H, m), 7.84-8.26 (4H, m); Sal: 1.5HCI
FP:536; NMRI:1.55(1.5H,d.J=64
Hz), 1.66 (1.5H, d, ] = 6.4 Hz), 2.66-2.97
(3H, m), 3.03-3.20 (1H, m), 3.36-4.07

H (4H, m), 4.16-4.28 (0.5H, m), 4.28-4.45 10
126 | 11 HO,C._N (0.5H, m), 5.27 (0.5H, m), 5.36 (0.5H,
m), 7.02-7.26 (SH, m), 7.48-7.71 (51, m),

7.81-8.07 (SH, m), 8.10-8.19 (0.5H, m),
8.19-8.27 (0.5H, m), 8.86-8.96 (0.5H, m),
8.96-9.08 (0.5H, m) ; Sal : HCI
FP : 547 ; NMRI : 1.44 (3H,d,J=63
Hz), 2.46-2.67 (2H, m), 3.03-3.12 (1H,
m), 3.20-3.44 (5.3H, m), 3.75-3.79 (0.7H,
Cl m), 3.93 (0.7H, dd, J = 11.9, 8.3 Hz), 4.12
14 14 II (0.3H, dd, J =12.2,7.7 Hz), 4.78 (0.3H, 20
HO.C C| br.s), 4.88 (0.7H, br.s), 7.12-7.27 (SH, m),
2 7.43-7.55 (4H, m), 7.65-7.73 (2H, m),
7.83 (1H, d, J = 8.2 Hz), 7.93-7.95 (1H,
m), 8.18 (0.7H, d, J = 8.3 Hz), 8.24 (0.3H,
d,J=9.1Hz); Sal: HCI
FP : 637 ; NMRI1:1.55(1.5H,d,J=6.6
Hz), 1.65 (1.5H, d, ] = 6.6 Hz), 2.81-2.85
(3H, m), 3.13-3.71 (6H, m), 3.95 (0.5H,
Br dd, J=11.9, 8.1 Hz), 4.24-4.29 (0.5H, m),
15 15 j@\/ 5.24-5.26 (0.5H, m), 5.34-5.36 (0.5H, m), 30
HO,C Br 7.11-7.26 (5H, m), 7.52 (0.5H,t,J =7.8
Hz), 7.58-7.63 (2.5H, m), 7.77-7.83
(1.5H, m), 7.93-8.04 (3.5H, m), 8.12-8.14
(0.5H, m), 8.20-8.24 (0.5H, m); Sal:HCI
FP :571; NMRI1:1.58(1.5H,d,J=6.2
Hz), 1.65 (1.5H, d, J = 6.2 Hz), 2.80-2.84
(3H, brm), 3.09-3.74 (4.5H, m), 3.84-3.89

HO,C (0.5H, m), 4.10 (0.5H, m), 4.17-4.20
16 | 16 \©\ (0.5H, m), 5.29 (0.5H, brs), 5.37 (0.5H,
0 brs), 7.07-7.19 (9H, m), 7.52-7.72 (5H,

m), 7.85-8.01 (5H, m), 8.15-8.23 (1H, m),
9.26 (1H, brs), 9.79 (0.5H, brs), 9.94
(0.5H, brs) ; Sal : HCI

ZT
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FP:571; NMRI :1.30(1.5H,d,J=6.5
Hz), 1.37 (1.5H, d, J = 6.4 Hz), 2.26-2.34

(0.5H, m), 2.46-2.51 (1H, m), 2.64 (0.5H,
17 17 Q /©/ m), 2.97-3.89 (7.5H, m), 4.00-4.05 (0.5H,
HO.C 0 m), 4.49 (0.5H, m), 4.56 (0.5H, m), 7.03
2

(1H, d, J = 8.6 Hz), 7.09-7.32 (7H. m).
7.39-7.79 (10H, m), 7.88-7.93 (1H, m),
8.23 (1H, m)

FP : 542 ; NMRI : 1.17-1.24 3H, m), 10
1.49-1.79 (6H, m), 2.54-3.46 (16H, m),
3.77 (0.4H, dd, J = 8.0, 11.2 Hz). 3.86

O/\/ (0.6H, brt), 4.01-4.19 (3H, m), 5.22-5.40
EtO,C

18 | 18 (1H, brm), 7.03-7.26 (SH, m), 7.56-7.64
(3H, m), 7.92-8.10 (3H, m), 8.18-9.22
(1H, brt).9.30-9.42 (0.6H, brs), 9.60-9.72
(0.4H, brs), 10.14-10.30 (1H, nrs),
10.58-10.82 (1H, brm) ; Sal : 2HCI

FP: 514 : NMRI : 1.62-1.68 (3H, m).
1.81-2.06 (4H, m), 2.73-3.88 (16H, m), 20
4.15-4.19 (1H, m), 5.24-5.38 (1H, brm),
9 | 19 O/\/ 7.06-7.22 (5H, m), 7.56-7.62 (3H, m),
HO.C 7.94-8.22 (4H, m), 9.32-9.48 (0.6H, brm),
2 9.62-9.78 (0.4J, brm), 10.20-10.40 (1H,
brm), 10.60-10.85 (1H, brm), 12.53
(0.6H, brs) ; Sal : 2HCI
FP : 470 ; NMRI : 1.36-1.45 (1H, m),
1.64-1.79 (9H, m), 2.73-2.93 (61, m),
3.06-3.45 (SH, m), 3.57-3.66 (2H, m),
3.77 (0.4H, dd, ] = 7.6, 11.2 Hz), 30
N O/\/ 3.84-3.88 (0.6H, m), 4.18 (1H, dd, J =
6.4, 11.2 Hz), 5.24-5.38 (1H, m),
7.03-7.22 (SH, m),7.52-7.64 (3H. m),
7.90-8.22 (4H, m), 9.32-9.48 (0.6H, brm),
9.62-9.76 (0.4H, brm), 10.20-10.60 (2H,
brm) ; Sal : 2HCI
FP : 472 ; NMRI : 1.64 (d, ] = 6.8 Hz),
1.67 (d, ] = 6.8 Hz, total 3H), 2.67-3.22
(7H, m), 3.26-3.44 (8H, m), 3.75-4.02
AN (4H, m), 4.15-4.19 (1H, m), 5.26-5.38
128 | 18 o (1H, m), 5.26-5.38 (1H, m), 7.07-7.22
(5H, m), 7.52-7.64 (3H, m), 7.90-8.26
(4H, m), 9.30-9.42 (0.6H, brm). 9.60-9.76
(0.4H, brm), 10.16-10.30 (1H, brm),
11.06-11.28 (1H, brm) ; Sal : 2HCI

40
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20

FP : 486 ; Sal : HCI

21

21

FP:503; NMRI: 1.54(1.5H.d,J=6.6
Hz), 1.65 (1.5H, d, J = 6.7 Hz), 2.75-2.86
(3H, m), 3.14-3.73 (5.5H, m), 3.89-3.94
(0.5H, m), 4.05-4.07 (0.5H, m), 4.21-4.24
(0.5H, m), 5.28-5.29 (0.5H, m), 5.37-5.39
(0.5H, m), 7.10-7.20 (5H, m), 7.51-7.66
(3H, m), 7.75-7.86 (2.5H, m), 7.92-8.24
(5.5H, m), 9.21 (1H, brs) ; Sal : HCI

22

FP : 514

23

FP : 519 ; Sal : HCI

24

EP:509: NMRI : 1.55(1.5H,d,J=6.4
Hz), 1.64 (1.5H, d, J = 5.9 Hz), 2.67-2.84
(3H, m), 3.10-3.17 (1H, m), 3.55-3.71
(2.5H, m), 3.80-3.85 (0.5H, m), 4.08-4.16
(1H, m), 4.70 (1H. s), 4.77 (11, s), 5.30
(0.5H, brs), 5.37 (0.5H, brs), 6.91 (1H. d,
J=8.4 Hz), 7.00 (11, d, ] = 8.4 Hz),
7.09-7.18 (5H, m), 7.51-7.61 (SH, m),
7.80 (0.5H, d, J = 7.0 Hz), 7.90-8.01
(2.5H, m), 8.16-8.23 (1H, m), 9.19 (1H,
brs), 9.65 (0.5H, brs), 9.85 (0.5H, brs),
13.08 (1H, brs) ; Sal : HCI

25

25

EP : 493 ; Sal : HCI

26

26

EP : 556
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EX

Syn

DATA

91

91

EP : 331 ; Sal: 2HCI

27

27

o
HO,C

FP : 515; NMRI : 1.58 (2.5H, d, ] = 6.4 Hz), 1.62
(0.5H, d, ] = 6.4 Hz), 2.65-2.85 (2H, m), 2.95-3.11
(3H, m), 3.54-3.66 (11, m), 3.86-4.00 (1H, m),
4.20-4.25 (0.5H, m), 5.20-5.26 (1H, m), 6.84-6.93
(2H, m), 7.07-7.26 (4H, m), 7.53-7.60 (3H, m),
7.89-8.13 (SH, m), 7.96 (2H, d, J = 7.6), 8.18 (2H. d.
J=8.0Hz), 9.64 (1H, brs) ; Sal : HCI

ooocooao
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20
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goooano

1
R \N “\\\\Q
]
N
Me ‘

EX | Syn R DATA

FP:445; NMRI : 1.32-1.38 (2H, m), 1.49-1.56 (2H,
m), 1.63-1.70 (6H, m), 2.24 2H. t, ] = 7.6 Hz),
2.85-3.76 (8.5H, m), 4.15-4.23 (0.5H, m), 5.28-5.34
28 | 28 HO,C-(CHs)s- (1H, m), 7.15-7.28 (5H, m), 7.57-7.61 (3H, m),
7.95-8.02 (3H, m), 8.17 (1H, d, J = 8.8Hz), 9.65 (1H,
brs), 9.96-10.06 (1H, brm), 11.13 (0.5H, brs), 11.65
(0.5H, brs), 11.98 (1H, brs) ; Sal : 2HCI

FP:457; NMRI : 1.29-1.65 (61, m), 1.83-2.33 (5H,
m), 2.67-3.48 (8H, m), 3.53-3.77 (1.5H, m),

9 | 29 HOC 4.20-4.32 (0.5H, brm), 5.22-5.38 (1H, brm),
7.14-7.29 (5H, m), 7.56-7.62 (3H, m), 7.94-8.18 (4H, 20

m), 9.72-10.32 (2H, brm), 11.40-11.60 (0.5H. brm),
11.90-12.40 (1H, brm) ; Sal : 2HCI
FP:465; NMR3:1.69 (3H. d, ] = 6.8 Hz), 2.86-3.04

(3H, m), 3.09-3.18 (21, m), 3.25-3.31 (1H, m),
S /©/\ 3.48-3.60 (1H, m), 3.67 (1H. dd, ] = 7.6, 11.2Hz),
C

10

433 (2H, s), 5.29 (1H, q, } = 6.8Hz), 7.18-7.25 (5H,

HO, m), 7.50-7.69 (6H, m), 7.88-7.96 (2H, m), 8.05-8.10
(3H, m) ; Sal : HCI
129 2 NC@ FP : 432 ; Sal: HCI 30
FP :475; NMR1 : 1.68(3H,d,J=6.7 Hz),
2.89-2.95 (3H, m), 3.22-3.34 3H, m), 3.73 (1H, t, J =
Y 6.8 Hz), 4.02-4.04 (1H, m), 5.35-5.45 (1H, m), 6.69
130 o1 1 \>—©— (2H, d, J=9.0 Hz), 7.13-7.15 (2H, m), 7.20-7.22

(3H, m), 7.59-7.64 (3H, m), 7.90 (2H, d, ] = 8.9 Hz),

7.98 (1H, d, J = 8.3 Hz), 8.01-8.04 (2H, m), 8.26-8.24
(1H, m), 9.42-9.56 (1H. brm), 9.98-10.10 (1H, brm) ;
Sal : HCI

N
H

40
000000
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31 31

FﬂDZC\I:;:I:f
=

FP:487; NMRI1:1.64 (3H,d,J=6.6 Hz), 2.57-2.87
(3H, m), 3.13 (1H, m), 3.57-3.69 (2H. m), 3.82-3.86
(1H, m), 4.10-4.17 (1H, m), 5.36 (1H, brs), 7.11-7.14
(2H, m), 7.18-7.25 (3H, m), 7.38-7.50 (2H, m),
7.57-7.65 (3H, m), 7.93-7.97 (2H, m), 8.01-8.03 (1H,
m), 8.21-8.23 (1H, m), 9.33 (1H, brs), 9.92 (1H, brs),
12.93 (1H, brs) ; Sal : HCI

131 31

FP : 519 ; Sal: HCI

132 31

FP : 496 ; Sal : HCI

133 31

FP:451; NMRI:1.65 (3H, d,J = 6.4 Hz), 2.80-3.00
(3H, m), 3.22-3.32 (3H, m), 3.73 (1H, brt), 3.95-4.05
(1H, m), 5.45-5.50 (1H, m), 6.56 (2H, d, ] = 8.8 Hz),
7.12-7.25 (5H, m), 7.58-7.64 (3H. m), 7.79-7.98 (2H,
m), 8.02 (1H, d, J = 2.4 Hz), 8.23 (1H, d, J = 1.2 Hz),
9.25-9.50 (11, brm), 9.80-10.00 (1H, brm), 12.10
(1H, brs) ; Sal : HCI

134 31

Ho,c—(

HOZC-©—
-

EP : 452 ; Sal : 2HCI

gooodad
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EX | Syn

DATA

32 32

FP : 495 : NMR1 : 1.35-1.37 (3H, app. ),
2.32-2.56 (3H, m), 3.02-4.14 (5H, m), 4.58 (1H,
brs), 6.58-6.63 (1H, m), 7.12-7.28 (7H, m),
7.31-7.36 (1H, brq), 7.46-7.51 (3H. m), 7.56-7.63
(1H, brg), 7.66-7.70 (1H, brt), 7.78 (1H, d, ] = 8.1
Hz), 7.87-7.93 (2H, m), 8.22-8.24 (11, m)

135 32

FP : 495 ; NMR 1 : 1.33 (3H, d, J=6.5Hz),
2.26-2.36 (1H, m), 2.51-2.70 (1H, m), 3.04-3.12
(1H, m), 3.49-3.54 (0.5H, m), 3.74-3.79 (0.5H,
m), 3.94 (0.5H, dd, J = 8.2, 18.7 Hz), 4.10 (0.5H,
dd, J= 7.9, 10.7 Hz), 4.48 (1H, q, ] = 6.6 Hz),
7.20-7.26 (SH, m), 7.37-7.56 (5H, m), 7.65 (1H,
d, J=6.9 Hz), 7.68-7.71 (1H, brd), 7.75-7.82
(2H, m), 7.90-7.91 (1H, m), 8.24-8.26 (1H, m)

33 33

HOZC\©\

FP : 495; NMR1 : 1.65(3H,d,]=6.5 Hz),
2.72-3.00 (3H, m), 3.10-3.48 (2H, m), 3.48-3.55
(1H, m), 3.77 (0.5H, dd, J = 8.0, 10.5 Hz), 3.95
(0.5H, dd, J = 8.0, 10.5 Hz), 4.14 (0.5H, dd, ] =
6.5, 11.5 Hz), 4.30 (0.5H. dd, J = 7.0, 11.0 Hz),
5.25-5.44 (1H, m), 7.10-7.18 (2H, m), 7.17-7.25
(3H, m), 7.28 (21, 1, ] = 8.5 Hz), 7.53-7.67 (3H,
m), 7.90-8.07 (SH, m), 8.17-8.27 (11, m), 9.40
(1H, brs), 10.12 (1H, brs), 12.97 (11, brs); Sal :
HCI

34 34

FP : 509 ; Sal : HCl

136 | 34

FP : 509 ; Sal : HCI

gooooao

10

20

30

40



goooano

(102)

JP W02006/123725 Al 2006.11.

35

35

MeO,C

FP : 509 ; NMRI : 1.64(3H, d, J=6Hz),
2.76-2.92(3H, m), 3.10-3.52(3H, m), 3.77(0.5H,
dd, J=8Hz, 11Hz), 3.86(3H, d, J=4Hz),
3.95(0.5H, dd, J=8Hz, 11Hz), 4.13(0.5H, dd,
J=6Hz, 11Hz), 4.29(0.5H, dd, J=6Hz, 11Hz),
5.31-5.41(1H, m), 7.09-7.25(5H, m),
7.26-7.36(2H, m), 7.54-7.66(3H, m),
7.90-8.05(5H, m), 8.22(1H, d. J=7Hz),
9.22-9.41(1H, br), 9.97(1H, br.s) ; Sal : HCI

36

36

Hozc\C[ OMe

EP : 525 ; Sal : HCI

137

36

N

FP : 496 ; Sal : 2HCI

37

37

HO,
COH
HO,

SON
N
C

EP : 539 ; NMRI : 1.62-1.63 (3H, brm), 2.85
(3H, brs), 3.15-3.56 (4H, m), 3.76-3.81 (0.5H, m),
3.96-4.01 (0.5H, m), 4.10-4.15 (0.5H, m),
4.26-4.31 (0.5H, m), 5.37 (1H, brs), 7.14-7.23
(5H, m), 7.58-7.66 (3H, m), 7.88 (1H,d,J = 6.5
Hz), 7.91-7.93 (2H, m), 7.97 (1H, d, J = 8.2 Hz),
8.02 (1H, d,J=8.2 Hz),8.22 (1H, d, J = 8.2 Hz),
8.33 (1H, d, J =8.3 Hz), 9.19 (1H, brs), 9.77 (1H,
brs), 13.47 (1H, brs) ; Sal : HCI

38

38

}{()2(:-(:(h46)2(:}12-

FP:475; NMRI1:1.09 3H.s), 1.18 (3H. s), 1.62
(3H, d, J = 6.3 Hz), 2.78 (3H, brs), 3.05-3.23 (3H,
m), 3.57-3.69 (1H, m), 3.97-4.05 (3H, m), 5.33
(1H, brs), 7.10 (2H, brm), 7.18 (3H, brm),
7.57-7.63 (3H, m), 7.91 (1H, d, J = 7.1 Hz), 7.95
(1H, d, ] = 8.2 Hz), 8.00-8.02 (1H, m), 8.19 (1H,
brm), 9.23-9.30 (1H, brm), 9.89 (1H, brs), 12.34
(1H, brs) ; Sal : HCI

138

38

FP : 501 ; NMRI : 1.34-1.47 (2H, m), 1.60-1.78
(6H, m), 1.92-1.95 (2H, m), 2.25-2.37 (1H, m),
2.78 (3H, brs), 3.06-3.25 (3H, m), 3.56-3.72 (2H,
m), 4.01 (1H, brm), 4.48-4.50 (0.5H, m), 4.74
(0.5H, brs), 5.34 (1H, brs), 7.10-7.19 (5H, m),
7.57-7.64 (3H, m), 7.89 (1H, d, ] = 6.9 Hz), 7.96
(1H, d, J = 8.2 Hz), 8.00-8.02 (1H, m), 8.19-8.21
(1H, brm), 9.18 (1H, brs), 9.81 (1H, brs), 12.07
(1H, brs) ; Sal : HCI1
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Ooo0ooOoao
FP : 537 ; NMRI : 1.62 (3H.d, ] = 5.8 Hz),
1.86-1.95 (2H, m), 2.68-2.77 (5H, m), 3.03-3.21
(3H, m), 3.62-3.71 (1H., m), 4.00-4.04 (3H, m),
139 | 33 J@A/\ 5.33 (1H, brs), 7.07-7.10 (2H, m), 7.18-7.19 (3H,
HO,C m), 7.31 (1H, d, J = 8.1 Hz), 7.38 (1H, d, ] = 8.0
Hz), 7.55-7.63 (3H. m), 7.83-8.02 (5H., m),
8.19-8.21 (1H, m), 9.22-9.31 (1H, brm), 9.89
(1H, brs), 12.75 (1H, brs) ; Sal : HCI
HO,C
39 | 39 \©\/\ EP : 523 ; Sal: HCI
140 | 39 O/\ EP : 509 ; Sal: HCI
HO,C
40 | 40 HO,C-CH,- FP : 433

ooocooao

10



(104) JP W02006/123725 Al 2006.11.

EX | Syn

DATA

41 4]

FP: 494; NMRI: 1.66 3H, d, ] =6.6 Hz), 2.83
(3H, brs), 3.19-3.30 (2I, m), 3.37-3.42 (1H, brt),
3.84-3.89 (1H, brt), 4.14-4.17 (1H, m), 5.35 (1H,
brs), 7.14-7.16 (2H, m), 7.18-7.25 (3H, m),
7.58-7.71 (SH, m), 7.81-7.85 (2H, m), 7.95-8.03
(3H, m), 8.21-8.22 (1H. m), 8.56 (1H, s), 9.35
(1H, brs), 10.12 (1H, brs), 12.52 (1H, brs) ; Sal :
HCl

141 41

HO CQ\

FP : 494 ;: NMRI1 : 1.64 3H,d, J=6.6 Hz),
2.73-2.89 (3H, m), 3.19-3.25 (2H, m), 3.42 (1H, t,
J=9.8 Hz), 3.82-3.87 (1H, brt), 4.13 (1H, dd, ] =
6.8, 11.0 Hz), 5.30-5.40 (1H, m), 7.15-7.17 (2ZH,
m), 7.20-7.24 (3H, m), 7.34 (1H, t, J = 8.0 Hz),
7.50-7.52 (1H, brd), 7.58-7.64 (3H, m), 7.78-7.80
(1H, m), 7.93-8.03 (3H, m), 8.12-8.13 (1H, m),
8.20-8.22 (1H, brs), 8.40 (1H, s), 9.25 (1H, brs),
9.93 (1H, brs), 10.82 (1H, brs) ; Sal : HCI

142 | 41

FP: 494 ; NMRI : 1.64 (3H,d, J=6.7 Hz), 2.85
(3H, brs), 3.24-3.42 (3H, m), 3.82 (1H, dd, J =
8.6, 9.0 Hz), 4.16-4.20 (1H, m), 5.34-5.35 (1H,
m), 6.99-7.03 (1H, m), 7.16-7.26 (5H, m),
7.52-7.58 (1H, m), 7.59-7.64 (3H, m), 7.94-7.97
(3H, m), 8.19-8.22 (1H, m), 8.49 (1H.d, ] =8.2
Hz), 9.31 (1H, brs), 10.03 (1H, brs), 10.67 (1H,
s), 13.46(1H, brs) ; Sal : HCI

2 | 4

Et0,C

:

FP : 522

143 42

2

MeOZC

FP : 508

144 | 42

FP : 522
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145 41

HO,C-CH;-

FP : 432 ; Sal: HCI

43 43

FP : 495 ; Sal : 2HCI

44 44

FP : 500

45 | 45

FP : 524 ; NMRI : 1.66 (3H, d,J = 6.5 Hz),
2.73-2.89 (3H, m), 3.17-3.39 (3H, m), 3.83 (1H, 1,
J = 8.4 Hz), 3.90 (3H, 5), 4.17-4.19 (1H, m), 5.35
(1H, brs), 7.10-7.11 (2H, m), 7.18-7.19 (3H, m),
741 (14, s), 7.49 (1H, d, J = 1.8 Hz), 7.54-7.64
(4H, m), 7.95 (1H, d, ] = 8.2 Hz), 8.00-8.02 (2H.
m), 8.14 (111, d, J = 8.4 Hz), 8.21-8.24 (1H, m),
9.52 (1H, brs), 10.16 (1H, brs), 12.64(1H, brs) ;
Sal : HCI

146 | 45

HO,C O._ Me
Me

FP:552; NMR1:1.32(6H,d,J=5.6Hz),1.65
(3H, d,J = 6.7 Hz), 2.82 (3H, brs), 3.20-3.30 (2H,
m), 3.38-3.45 (1H, m), 3.82 (1H, t, ] = 8.7 Hz),
4.17-4.23 (1H, m), 4.65-4.75 (1H, m), 5.30-5.40
(1H, m), 7.14-7.15 (2H, m), 7.21-7.22 (3H, m),
7.34 (1H, s), 7.49-7.64 (5H, m), 7.95-8.03 (3H,
m), 8.16 (1H, d, J = 8.4 Hz), 8.21-8.23 (1H, m),
9.43 (1H, brs), 10.06 (1H, brs), 12.69(1H, brs) ;
Sal : HCI

147 45

H02C\(:‘/\Me

EP:508; NMRI1:1.67(3H,d,J=6.5Hz), 2.27
(3H, s), 2.82 (3H, brs), 3.20-3.27 (2H, m),
3.35-3.42 (2H, m), 3.86 (1H, t, J = 8.8 Hz),
4.16-4.18 (1H, m), 5.34 (1H, brs), 7.12-7.22 (5H,
m), 7.57-7.76 (6H, m), 7.95 (1H, d, J = 8.2 Hz),
8.00-8.03 (2H, m), 8.21-8.24 (1H, m), 9.46 (1H,
brs), 10.23 (1H, brs), 12.63 (1H, brs) ; Sal : HCI

148 45

HOZC\E;]/\CI

EP :528 ; NMRI1:1.65(3H,d,J=6.7Hz), 2.83
(3H, brs), 3.20-3.43 (3H, m), 3.88 (1H, t,J =8.8
Hz), 4.19-4.20 (1H, m), 5.36 (1H, brs), 7.12-7.21
(5H, m), 7.57-7.64 (3H, m), 7.75 (1H, brs),
7.84-7.87 (1H, m), 7.93-8.08 (5H, m), 8.21-8.24
(1H, m), 9.44 (1H, brs), 10.12 (1H, brs), 13.04
(1H, brs) ; Sal : HCI
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goooao
FP:512; NMRI1 :1.63 (3H,d,J=6.4 Hz),2.81
(3H, brs), 3.19-3.41 (3H, m), 3.84 (1H, t, J = 8.9
HO,C F Hz), 4.13-4.14 (1H, m), 5.33 (1H, brs), 7.14-7.22
149 | 45 \©/\ (5H, m), 7.29-7.34 (1H, m), 7.57-7.64 (3H, m),
7.67-7.71 (1H, m), 7.95-7.97 (2H, m), 8.00-8.02
(1H, m), 8.08 (1H, brs), 8.19-8.23 (2H, m), 9.34
(1H, brs), 10.06 (1H, brs) ; Sal : HC]
HO,C
150 | 45 D\ FP : 528 ; Sal : HCI
Cl
HO,C
151 45 :@\ EP : 512 ; Sal : HCI
F
HO,C
152 | 45 N:©\ EP : 579 ; Sal : 2HCI
o
oooooad
goooao

N

bl
N
g

Me
EX | Syn | R® |DATA
153 | 45 Me |EP:508; Sal: HCI
154 45 Bn FP : 584 ; Sal : HCI
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EX

DATA

46

46

Ph

FP: 421 ; NMRI : 1.57-1.62 (3H, m), 2.75-2.92 (2H,
m), 3.06-3.18 (2H, m), 3.25-3.42 (4H, m), 4.33-4.51
(2H, m), 5.23-5.30 (1H, m), 7.18-7.30 (SH, m),
7.43-7.68 (8H, m), 7.93-8.02 (3H, m), 8.12-8.16 (1H,
m), 9.52 (1H, brs), 9.91 (0.5H, brs), 10.13 (0.5H, brs),
11.68 (0.5H, brs), 12.14 (0.5H, brs) ; Sal : 2HCI

47

47

FP: 465 ; NMRI : 1.57-1.59 (3H, m), 2.75-3.76 (8H.
m), 3.93-4.00 (0.5H, m), 4.32-4.50 (1.5H, m),
5.23-5.30 (1H, m), 7.37-7.66 (10H, m), 7.81-7.97 (5H,
m), 8.05-8.14 (1H, m), 9.51 (111, brs), 9.89 (1H, brs),
11.55 (0.5H, brs), 11.94 (0.5H, brs), 12.99 (1H, brs) ;
Sal : 2HCI
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goooano

Hoch\)L

O

(@
zT A

Me

EX | Syn R? DATA
FP:527; NMR3:1.63-1.70 (4H, m), 1.72-1.76 (3H,
m), 2.29-2.40 (4H, m), 2.68-2.76 (1H, m), 2.90-2.95
(2H, m), 3.05-3.22 (1H. m), 3.33-3.39 (1H, m),

48 | 48 3.53-3.58 (1H, m), 3.88-3.97 (1H, m), 4.13-4.20

CF, (1H, m), 5.35-5.42 (1H, m), 7.28-7.41 (2H, m),
7.48-7.71 (6H, m), 7.94-7.99 (2H, m), 8.08-8.12
(1H, m) ; Sal : HCI1
155 | 48 /@\ FP : 477 ; Sal : HCI
F
156 | 48 )@\ EP : 473 ; Sal : HCI
Me

157 | 48 —QCFS FP : 527

158 | 48 ‘Q—Me FP : 473 ; Sal : HCI

159 | 48 ONO? EN : 502 ; Sal : HCI

F.C

160 | 48 D FP : 527 ; Sal : HCI
FP:477: NMR3:1.63-1.70 (4H, m), 1.73-1.77 (3H,
m), 2.29-2.40 (4H, m), 2.70-2.98 (3H, m), 3.13-3.20

F (1H, m), 3.34-3.39 (1H, m), 3.55-3.60 (1H, m),

161 | 48 ;@ 3.82-3.92 (1H, m), 4.11-4.16 (1H, m), 5.38-5.44
(1H, m), 6.97-7.07 (3H, m), 7.21-7.25 (1H, m),
7.56-7.67 (4H, m), 7.94-7.99 (2H, m), 8.08-8.12
(1H,m) ; Sal : HCI

Me
162 | 48 ;@ FP : 473 ; Sal : HCI
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ooooao
Q 2
H
Me Me N
Me
EX | Syn R’ DATA
EP:491; NMRI : 1.083H, s), 1.15(3H, s), 1.32(3H,
t, J=6Hz), 1.67-1.78(2H, m), 2.11-2.25(2H, m),
163 | o /@ 2.39-2.58(2H, m), 2.92-3.96(6H, m), 4.44(1H, q,
F J=6Hz), 6.97-7.16(3H, m), 7.27(1H, q, J=6Hz),
7.41-7.52(3H, m), 7.63(1H, dd, J=3Hz, 6hz), 7.75(1H,
dd, J=3Hz, 6hz), 8.20-8.29(1H, m)
164 | 9 /@\ FP : 487 ; Sal : HCI
Me
165 9 /©\ FP : 541 ; Sal : HCI
CF,
FP:509; NMRI1: 1.02-1.07 (4H, m), 1.08-1.12 (2H,
m), 1.64 (3H, t, ] = 6.5 Hz), 2.26-2.47 (4H, m),
2.75-2.84 (3H, m), 3.05-3.25 (1H, m), 3.25-3.50 (2H,
166 | 9 m), 3.72-3.94 (1H, m), 4.10-4.24 (1H, m), 5.30-5.40
F (1H, m), 6.95-7.18 (2H, m), 7.22-7.33 (1H, m),
F 7.53-7.64 (3H, m), 7.90-8.04 (3H, m), 8.16-8.23 (1H,
m), 9.27 (0.5H, brs), 9.46 (0.5H, brs), 10.03 (1H, brs),
12.01 (1H, brs) ; Sal : HCI
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EX | Syn R’ DATA
167 | 9 )@\ FP : 491
F
168 9 /@\ FP : 487 ; Sal : HCI
Me
169 9 /©\ FP : 541 : Sal : HCI
CF,
FP : 509 ; NMR1: 1.07 (3H.s), 1.13 (3H, s), 1.62
(3H,t,J=6.0 Hz), 1.65-1.78 (2H, m), 2.10-2.30 (1H,
m), 2.70-3.00 (3H, m), 3.02-3.25 (1H, m), 3.25-3.65
(3H, m), 3.72-3.85 (1H, m), 4.05-4.15 (1H, m),
362 9 = 5.30-5.42 (1H, m), 6.92-7.12 (2H, m), 7.22-7.34 (1H,
F m), 7.53-7.67 (3H, m), 7.85 (1H, dd, J = 7.0, 15.0 Hz),
7.96 (1H, d,J = 8.0 Hz), 7.98-8.05 (1H, m), 8.15-8.25
(1H, m), 9.09 (0.5H, brs), 9.25 (0.5H, brs), 9.71 (1H,
brs), 12.12 (1H, brs) : Sal : HCI
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EX

DATA

170

31

FP : 505 ; Sal: HCI

171

31

FP:501; NMR 1 :1.64 (3H, d,J = 6.6 Hz), 2.21 (3H,
s), 2.80-2.87 (3H, m), 3.05-3.11 (1H, m). 3.65 (2H,
m), 3.79-3.84 (1H, m), 4.14 (1H, m), 5.35 (1H, brs),
6.90 (1H, d, J = 7.6 Hz), 6.99-7.02 (2H, m), 7.09 (1H,
t,J=7.5 Hz), 7.39-7.49 (2H, m), 7.57-7.64 (31, m),
7.95-8.03 (3H, m), 8.20-8.23 (1H, m), 9.41 (1H, brs),
10.05 (1H, brs), 12.92 (1H, brs) ; Sal : HCI

FP : 555 ; Sal : HCI

173

FP :523; NMR1 : 1.63(3H,d,J=6.5Hz),
2.77-2.90 (1H, m), 2.90-3.30 (2H, m), 3.43 (1H, dd, J
=9.0, 17.5 Hz), 3.60-3.76 (2H, m), 3.81-3.90 (1H, m),
4.06-4.18 (1H, m), 5.32-5.44 (1H, m), 7.00-7.10 (2H,
m), 7.25-7.35 (1H, m), 7.42 (1H, dd, ] = 3.0, 12 Hz),
7.47 (1H, dd, J=3.0, 12 Hz), 7.55-7.65 (3H, m), 7.87
(1H,d,J=7.0Hz), 7.97 (1H, d, ] = 8.0 Hz), 7.99-8.05
(1H, m), 8.17-8.24 (1H, m), 9.23 (1H, brs), 9.75 (1H,
brs), 12.6 (1H, brs) ; Sal : HCI
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EX | Syn R? DATA

FP:563; NMR 1 :1.63 (3H, d, J = 6.4Hz), 2.80-3.00
(3H, m), 3.22-3.45 (2H, m), 3.56-3.63 (1H, m),

3.79-3.83 (0.5H, m), 3.96-4.01 (0.5H, m), 4.12-4.17
49 | 49 /©\ (0.5H, m), 4.27-4.32 (0.5H, m). 5.34 (1H, brs), 7.28

CFs | (M, 1, J = 8.3 Hz), 7.44-7.53 (2H, m). 7.59-7.66 (5H,

m), 7.92-8.01 (SH. m). 8.17-8.19 (1H, m), 9.26 (1H,
brs), 9.96 (1H, brs), 12.94 (1H, brs) ; Sal : HCI
FP:513; NMRI : 1.65(3H, d, J=6hz), 2.79-2.95(3H,
m), 3.17-3.55(3H, m). 3.78(0.5H, dd, J=8Hz, 11Hz),

3.96(0.5H, dd, J=8Hz, 11Hz), 4.15(0.5H, dd, J=7Hz,
174 | 49 )@\ 11Hz), 4.30(0.5H, dd, J=7Hz, 11Hz), 5.35(1H, br.s),

F 6.96-7.15(3H, m), 7.21-7.32(3H, m), 7.55-7.64(3H,
m), 7.92-8.04(5H, m), 8.20(1H, d, J=7Hz), 9.37(1H,
br.s), 10.13(1H, br.s), 12.97(1H. brs) ; Sal : HCI
FP:509 ; NMRI:1.62 3H. d, ] =6.5 Hz), 2.22 3H,
s), 2.84 (3H, brs), 3.09-3.52 (3H. m), 3.73-3.78 (0.5H,
m), 3.91-3.95 (0.5H, m), 4.11-4.14 (0.5H, m), 4.27 30
R /@\ (0.5H, m), 5.37 (1H, brs), 3.93 (1H, t, J = 7.3 Hz),
Me 7.00-7.04 (2H, m), 7.11 (1H. t, ] = 7.8 Hz), 7.28 (2H,

t,J = 8.3 Hz), 7.58-7.64 (3H, m), 7.88-7.90 (1H, m),
7.96-8.03 (4H, m), 8.19-8.21 (1H, m), 9.19 (1H, brs),
9.78 (1H, brs), 12.95 (1H. brs) ; Sal : HCI
FP:513; NMRI : 1.33(3H, d, J=6Hz), 2.22-2.30(1H,
m), 2.43-2.49(1H, m), 2.52-2.65(1H, m),
3.03-3.14(1H, m), 3.21-3.51(2H, m), 3.73-4.11(2H, 40
50 | 50 —@—F m), 4.48(1H, g, J=6Hz), 7.02-7.11(2H, m),

7.24-7.33(4H, m), 7.43-7.53(3H, m), 7.65(1H, d,
J=THz), 7.76(1H, d, J=7Hz), 7.87-7.93(1H, m),
7.94-8.02(2H, m), 8.21-8.28(1H, m)

10

20

gooooao



goooano

(113) JP W02006/123725 Al 2006.11.

176

3803)

FP:513; NMR1: 1.33(3H, d. J=6Hz), 2.26-2.36(1H,
m), 2.61-2.79(1H, br), 3.22-4.14(6H, m), 4.50(1H, q,
J=6Hz), 7.04-7.18(2H, m), 7.23-7.41(4H, m).
7.41-7.53(3H, m), 7.64(1H, d, J=7Hz), 7.76(1H, d,
J=7Hz), 7.87-7.93(1H. m), 7.94-8.03(2H. m),
8.20-8.28(1H, m)

177

3803)

FP : 509

178

383)

FP : 531

179

3803)

FP:531; NMRI : 1.34(3H, d, J=6Hz), 2.28-2.38(1H,
m), 2.62-2.76(1H, br), 3.24-4.13(6H, .m), 4.50(1H. q.
J=6Hz), 7.05-7.14(1H, m), 7.15-7.23(1H, m),
7.23-7.33(3H, m), 7.40-7.52(3H, m), 7.63(1H. d,
J=7Hz), 7.76(1H, d, J=7Hz), 7.87-7.93(1H. m),
7.94-8.02(2H, m), 8.20-8.26(1H, m)

180

3803)

EP:485; NMRI1: 1.36 (3H,d,J = 6.5 Hz). 2.30-2.40
(1H, m), 2.50-2.62 (1H. m), 2.65 (1H. dd, ] =4.0, 11.5
Hz), 3.15-3.45 (41, m), 3.53-3.65 (1H, m). 3.68-4.03
(2H, m), 4.54 (1H, dd, J = 6.5, 13 Hz), 6.17-6.19 (1H,
m), 6.33-6.36 (1H, m), 727 (2H, t, J = 8.5 Hz).
7.45-7.53 (3H, m), 7.52-7.55 (1H, m), 7.68 (1H, d, ] =
7.0 Hz), 7.78 (1H, d, ] = 8.0 Hz), 7.89-7.94 (1H, m),
7.97 (2H, t, T = 8.5 Hz), 8.25-8.30 (1H, m)

181

383)

EP:496; NMRI: 1.30 GH. d, ] = 6.5 Hz), 2.42-2.48
(2H, m), 2.53-2.69 (IH, m), 3.15-3.58 (5H, m),
3.78-3.86 (1H, m), 3.99 (1H, dd, J = 8.0, 10.5 Hz),
4.43-4.51 (1H, m), 7.24-7.29 (2H, m), 7.33 (1H, d, ] =
4.5, 8.0 Hz), 7.43 (11, t, J = 7.5 Hz), 7.44-7.53 (2H,
m), 7.57 (1H, d, J = 7.5 Hz), 7.72-7.78 (2H, m),
7.87-7.92 (1H, m), 7.93-8.00 (2H, m), 8.15-8.21 (1H,
m), 8.42-8.46 (1H, m), 8.50-8.65 (1H, m)
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DATA

FP : 542

183

45

FP:538; NMR1 :1.65@H,d,J=6.5Hz),2.21 (3H,
s), 2.81 (3H, brs), 3.12-3.14 (1H, m), 3.27-3.40 (1H,
m), 3.82 (1H, t, J = 8.8 Hz), 3.89 (3H, s), 4.15-4.20
(1H, m), 5.36 (1H, brm), 6.89 (1H, d, J = 7.5 Hz).
6.98-7.02 (2H, m), 7.08 (1H, t,J = 7.5 Hz), 7.40 (1H,
s), 7.48-7.64 (6H, m), 7.95-8.03 (3H, m), 8.13 (1H, d,
J=8.5Hz), 8.20-8.23 (1H, m), 9.40 (1H, brs), 9.99
(1H, brs), 12.69 (1H, brs) ;  Sal : HCI

184

45

FP : 592 ; Sal : HCI

363

45

FP: 560 ; NMR1 : 1.65(H,d.J=6.5Hz),
2.80-2.95 (3H, m), 3.24-3.39 (2H, m), 3.39-3.55 (2H,
m), 3.90 (3H, s), 4.15-4.25 (1H, m), 5.32-5.44 (1H,
m), 6.99-7.09 (2H, m), 7.24-7.33 (1H, m), 7.42 (1H,
s), 7.49 (1H, d, ] = 2.0 Hz), 7.54 (11, dd, J = 1.5, 8.5
Hz), 7.56-7.65 (3H, m), 7.92-7.98 (2H, m), 7.98-8.04
(1H, m), 8.11 (1H, d, J = 8.5 Hz), 8.18-8.24 (1H, m).
9.39 (1H, brs), 9.98 (1H, brs), 12.7 (1H, brs) ; Sal :
HCI

goooogad

23

10

20

30



(115) JP W02006/123725 Al 2006.11.23

Ooo000ao
LSO
o N
H 4
NYR
R5
R4
EX | Syn ~ DATA
R5 10
EP : 495 : NMRI : 1.31(3H, d, J=6Hz),
2.39-2.48(1H, m), 2.52-2.65(1H, m), 3.11-4.01(6H,
sy | sy m), 4.49(1H, q, J=5Hz), 7.18-7.33(7H, m),
7.40-7.53(3H, m), 7.59(1H, d, J=7Hz), 7.75(1H, d,
J=7THz), 7.89(1H, d, J=7Hz), 7.93-8.01(2H, m),
8.18(1H, d, J=7Hz)
185 | 51 FP : 495
Me 20
Me
S EP : 501 ; NMRI : 1.59 (3H, brs), 2.67 (3H, brs),
/ 3.07-3.42 (2H, m), 3.50-3.86 (2H, m), 3.94-4.18
53 | 53 (2H, m), 4.91-7.96 (1H, brm), 7.22-7.44 (9H, m),
Me 7.95-8.04 (SH, m), 9.11 (1.5H, brs), 9.35 (0.5H.
brs) ; Sal : HCI 30
54 | 54 j/©\o EP : 503 ; Sal : HCI
Me OJ
FN : 493 : NMR 1 : 1.35-1.44 (3H, m), 2.15-2.24
(0.5H, m), 2.42-2.70 (211, m), 2.77-2.83 (0.5H, m),
ss | ss 2.97-4.11 (6H, m), 4.40-4.42 (0.5H, m), 4.49-4.51
(0.5H, m), 6.91 (1H, d, ] = 8.4 Hz), 7.10-7.40
Me (8.5H, m), 7.59-7.65 (0.5H, m), 7.89-8.00 (5H. m),
8.29-8.33 (1H, m), 8.44-8.54 (1H, m) 40
Me
{ Ho_n
56 | 36 | FN : 588
Me

gooooao
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EX

Syn

Rl

DATA

57

57

CFs-

FP:427; NMR1:1.60-1.66 (3H, m), 2.69-3.20 (2H, m), 3.11-3.52
(3H, m), 3.60 (1H, t, J=10.6 Hz), 3.91-3.96 (0.5H, m), 4.04-4.09
(0.5H, m), 4.20 (0.5H, dd, J = 7.8, 12.7 Hz), 4.39-4.43 (0.5H, m),
5.20-5.30 (1H, m), 7.24-7.32 (5H, m), 7.53-7.61 (3H, m),
7.92-7.94 (3H, m), 8.14-8.17 (1H, m), 9.38-9.55 (1H, brm), 9.80
(0.5H, brs), 10.00(0.5H, brs) ; Sal : HCI

58

58

FP:373; NMRI:1.59-1.66 (3H, m), 1.94-1,96 (3H, m), 2.70-2.89
(2H, m), 3.09-3,21 (2H, m), 3.36-3.45 (2H, m), 3.77 (0.5H, dd, J =
7.8.11.3 Hz), 3.87 (0.5H, dd, J = 8.0, 10.8 Hz), 4.00-4.09 (1H, m),
5.20-5.30 (1H, m), 7.20-7.32 (5H, m), 7.52-7.63 (3H, m),
7.88-8.02 (3H, m), 8.17 (1H, t, J = 7.3 Hz), 9.46 (1H, brs), 9.54
(0.5H, brs), 9.93 (0.5H, brs) ; Sal : HCI

ooocooao
gooooao

HO,C }
: \Q\o»\"‘
[ H

~—~N.__R
Lo
R4
EX | Syn DATA
59 | 59 FP : 495
186 | 59 FP : 495
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EX

Syn

RI

DATA

60

60

CFs-

FP : 427 ; NMRI : 1.58-1.66 (3H, m), 2.70-3.00
(2.5H, m), 3.10-3.70 (3.5H, m), 3.84-4.11 (1H,
m), 4.14-4.28 (0.5H, m), 4.35-4.47 (0.5H, m),
5.18-5.38 (1H, m), 7.12-7.36 (5H, m), 7.50-7.65
(3H, m), 7.89-8.04 (3H, m), 8.12-8.22 (1H, m),
9.30-9.60 (1H, brm), 9.70-10.20 (1H, brm) ;

Sal : HCI1

61

61

EP:373; NMRI : 1.56-1.72 (3H, m), 1.90-2.00
(3H, m), 2.60-3.25 (SH, m), 3.30-3.50 (1H, m),
3.70-3.90 (1H, m), 4.00-4.30 (1H, m), 5.20-5.50
(1H, m), 7.00-7.32 (SH, m), 7.50-7.80 (3H, m),
7.90-8.26 (4H, m), 8.50-10.50 ?H. m) ; Sal :
HCI

62

62

tBu

FP:415; NMRI1:1.12-1.21 (9H, m), 1.34 (3H,
m), 2.20-4.70 (9H, brm), 7,12-7.32 (6H, m),
7.38-7.54 (3H, m), 7.55-7.70 (1H, m), 7.70-7.82
(1H, m), 7.85-8.00 (1H, m), 8.16-8.34 (1H, m) ;
Sal : HCl

63

63

Et

EP :387; NMRI :0.92-1.10 (3H, m), 1.56-1.69
(3H, m), 2.27-2.32 (2H, m), 2.60-2.85 (2H, brm),
2.90-3.50 (4H, m), 3.70-3.79 (1H, m), 4.00-4.02
(1H, m), 5.30-5.50 (1H, m), 7.00-7.30 (6H, m),
7.50-7.70 (3H, m), 7.80-8.10 (3H, m), 8.10-8.30
(1H, m) ; Sal : HCI

64

64

HO%

Me Me

EP:417; NMRI : 1.45-1.70 (9H, m), 2.60-4.10
(7.5H, m), 5.30 (1.5H. m), 7.00-7.35 (SH, m),
7.40-7.67 (3H, m), 7.70-8.30 (4H, m), 9.20-10.10
(2H, brm) ; Sal : HCI
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187

62

Ph

EP:435; NMRI1:1.54 (1.5H, app.t, ] = 6.3 Hz),
1.64 (1.5H, dd, J = 3.4, 6.3 Hz), 2.60-3.00 (2H,
m), 3.00-3.70 (4.5H, m), 3.82-4.26 (1.5H, m),
5.15-5.50 (1H, m), 7.00-7.66 (13H, m), 7.78-8.26
(4H, m), 9.20-10.20 (2H, m) ; Sal : HCI

188

62

CF

EP : 503 ; NMRI : 1.54 (1.5H. d, ] = 6.8 Hz),
1.65 (1.5H, d, J = 6.4 Hz), 2.60-3.50 (6.5H, m),
3.70 (0.5H, m), 3.94 (0.5H, m), 4.29 (0.5H, m),
5.24 (0.5H, m), 5.37 (0.5H, m), 7.00-7.30 (5H,
m), 7.40-8.30 (11H, m) ; Sal : HCI

189

62

EP : 471 ; NMRI : 1.54(1.5H,d.J=6.4 Hz),
1.64 (1.5H, d, J = 6.6 Hz), 2.60-3.70 (7.5H, m),
3.84 (0.5H,dd, J= 7.0, 10.6 Hz), 3.95 (0.5H,
dd, J =82, 11.5 Hz), 4.18 (0.5H, dd, dd, J = 7.9,
12.6 Hz), 5.20-5.40 (1H, m), 7.00-7.60 (11H, m),
7.80-8.30 (4H, m) ; Sal : HCI

190

64

EP : 451 ; NMRI : 1.45-1.70 (3H, brd),
2.60-4.10 (8H, br), 5.30 (1H, br), 6.70-6.80 (1H,
m), 7.00-7.35 (5H, m), 7.40-7.67 (6H. m),
7.70-8.30 (4H, m), 9.20-10.10 (2H. brm) ; Sal :
HCI

191

64

FP:511; NMRI1: 1.44-1.74 3H, m), 2.60-4.25
(8H, m), 5.12-5.48 (1H, m), 7.05-8.30 (21H, m),
9.10-10.16 2H, m) ; Sal : HCI

192

64

FP : 527 ; NMRI1 :1.50-1.72 (3H, m), 2.64-3.30
(3H, m), 3.60-4.60 (5H, m), 5.14-5.44 (1H, m),
6.90-7.34 (10H, m), 7.38-7.68 (7TH, m), 7.84-8.28
(4H, m), 9.24-10.20 (2H, m) ; Sal : HCI

193

64

EP:568; NMRI: 1.50-1.70 (3H, m), 2.64-3.00
(2H, m), 3.00-3.90 (13H, m), 4.00-4.30 (1H, m),
5.10-5.46 (1H, m), 6.90-7.34 (7H, m), 7.40-7.75
(5H, m), 7.70-8.06 (3H, m), 8.10-8.28 (1H, m),
9.10-10.05 (2H, m) ; Sal : HCI

67

67

FP:484; NMRI1:1.20-1.82 (6.5H, m), 1.86-2.06
(4H, m), 2.30-2.90 (2.5H, m), 2.95-3.30 (3.5H,
m), 3.34-3.56 (1H, m), 3.65-4.50 (4.5H, m),
5.16-5.42 (1H, m), 6.98-7.24 (5H, m), 7.46-7.68
(3H, m), 7.84-8.26 (4H, m), 9.20-10.40 (2H, m) ;
Sal : HCI
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goooano

(RS)
RXN

H
(SRIN~—N.__R

DATA

FP : 331 ; NMR1 : 1.28 3H,d, ] =6.3
Hz), 2.40-2.60 (3H, m), 3.03-3.18 (3H,
m), 3.48-3.60 (2H, m), 4.48 (1H,d,J =
6.3, 12.7 Hz), 6.54 (4H, s), 7.15-7.35
(5H, m), 7.37-7.65 (4H, m), 7.75 (1H, d,
1=7.9 Hz), 7.85-7.95 (1H, m),
8.08-8.22 (1H, m) ; Sal : 2fumarate
FP:407; NMR1: 1.68 3H,d,.J=6.3
Hz), 2.80-3.00 (2H, m), 3.14-3.30 (2H,
m), 3.60-3.70 (1H, m), 3.83-3.87 (4H, 20
m), 6.52 (2H, d, J = 7.8 Hz), 6.63 (1H, t,
J=7.3 Hz), 7.11-7.35 (7H, m),
7.54-7.63 (3H, m), 7.94-8.09 (3H, m),
8.20 (1H, d, J = 7.8 Hz), 9.50-9.60 (1H,
brm), 10.00-10.12 (1H, brm) ; Sal :
2HC1

EP : 409 ; NMRI : 1.58-1.70 (3H, m),
2.60-2.90 (2H, m), 3.00-3.05 (3H, m),
3.05-3.35 (4H, m), 3.50-3.80 (1H, m),
3.90-4.09 (1H, m), 5.10-5.45 (1H, m),
7.00-7.34 (5H, m), 7.50-7.67 (3H, m),
7.90-8.26 (4H, brm) ; Sal : HCI]

EP : 403 ; NMRI : 1.11-1.27 (3H, m),
1.56-1.67 (3H. m), 2.65-2.80 (2H, m),
2.90-3.35 (SH, m), 3.67 (1H, m),
3.80-4.15 (2H, m), 5.20-5.40 (1H, brm),
7.05-7.33 (5H, m), 7.50-7.65 (3H. m),
7.80-8.04 (3H, m), 8.18 (1, m) ; Sal :
HCI

1
EX | Syn R'-X- 0

68 68 H

@ .

69 69 Ph

s

N

70 70
Me,S\

30

65 65 EtO,C-

3| P

gooooao 40
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gooooao
FP : 450 ; NMRI : 1.60-1.70 (3H, brt),
2.75-2.90 (3H, m), 3.19-3.43 (3H, m),
O 3.80-3.86 (1H. brt), 4.10-4.18 (1H,
66 | 66 | PhNHC(O)- brm), 6.92 (1H, t, J = 7.3 Hz), 7.14-7.33
O (TH. m), 7.45-7.64 (SH, m). 7.93-8.03

(3H, m), 8.17-8.28 (2H, m), 9.33 (1H,
brs), 10.11 (1H, brs) ; Sal : HCI
EP:353; NMRI1:1.42-1.63 (3H, brm),
@) 1.90-2.00 (3H, m), 2.50-3.50 (6H, m),
71 71 )J\ /@\ 3.72-4.40 (3H, m), 3.75 (3H, m),
Me OMe | 6.85-7.10 (2H, m), 7.15-7.40 (7H, m) ;
Sal : HCI

goooogao
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R
H
s
ke

| DATA
EX | Syn R (EP)
72 72 nPr 401
194 72 iPr 401
195 72 Me-CH(Me)-(CH,),- 429
196 72 FsC-CH>- 441
197 72 HO-CH,- 389
198 72 HO-(CH>),- 403

Me

199 72 403

OH
200 72 HO-CH,-C(Me);- 431
201 72 Me-CH(Me)-CH(OH)- 431
202 72 HO-C(Me),-CH,- 43]
203 72 Me-C(-CH,OH);- 447
204 72 MeO-CH,- 403
205 72 Me;N-CHo- 416
206 72 Me,N-(CHb»)s- 430
207 72 Me,N-C(O)-(CH»),- 458
208 72 cPr 399
209 72 cBu 413
210 72 cPen 427
211 72 cHex 441
212 72 cPen-CH;- 441
213 72 cHex-CH>- 455
214 72 cHex-(CH),- 469
215 72 @\ 493

OH
216 72 509
217 72 @/\ 507
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442

475

475

503

424

438

425

425

436

436

436

452

474

474

HZNOCK

Ph
X

Ph,,
<;7//

ke

/N‘O_

Iz

ZT

72

72

72

72

72

72

72

72

72

72

72

72

72

72

218

219

220

221

222

223

224

225

226

227

228

229

230

231

goooogao
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Ooo000ao
Me
N
232 72 | 488
233 | 72 : ] 488
N
Me
a 450
234 72 N 5

H
N
235 72 @J\/ 488

N/\/
237 | 72 470
238 | 72 @( 451
OH

HO

239 | 72 \©/ 451

240 | 72 @( 469
Cl

469

236 72 Ph—

242 72 469

F,C
243 | 72 ©/ 503

244 72 503

gooooao
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Oododao
245 | 72 511
26 | 72 511
o)
247 72 O O/ 527
248 | 72 : :Nﬁ 568
_s©
S
249 | 72 % 485
250 | 72 485
251 | 72 Ph-(CH,)s- 163
252 | 72 Ph-(CH,)s- 477
253 | 72 Ph-(CH,)s- 505
254 | 72 [r 483
cl
cl
255 | 72 \©/\ 483
256 | 72 /@A 483
cl
257 | 7 @ 517
CF,
F.C
258 | 72 \©/\ 517
259 | 72 /©/\ 517
F.C
260 | 72 Ph-CH(Ph)- 575
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Oododao
%1 | 72 PhO-CHa- 165
262 | 72 PhO-(CHa)s- 479
263 | 72 Ph-C(0)-(CHa)a- 491
264 | 72 PhS-CHo- 481
265 | 72 PhS(0)-(CH,)a- 527
266 | 72 Ph/Y 506
NMe,
Cl
267 | 72 @/\/ 495
Cl x
268 | 72 \©/\/ 495
N
269 | 72 /@v 495
cl
HO,C
7373 U 479
270 | 73 /Ej 479
HO,C
ON
271 | 73 D/ 524
HO,C
272 | 73 ©;cozH 493
273 | 73 HO,C 555
CO,H
274 | 73 S\ O 551
~ A\ /
inhd
|
275 | 73
HO,C "N 508
Me
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(126)

Ooo0ooOoao
HO,C H
~~"
Et— Y
276 | 73 & & 598
Me
HO,Co~_~
277 | 73 ﬂ\/ 519
~
HO,C,
278 | 73 d 471
27 73 ,Q 471
? HO,C -~
280 | 73 Q 485
HO,C ~
281 | 73 H02C><:>-~nn 485
282 | 73 Ho2c—<3>— 485
HO,C
283 | 73 < § 485
284 | 73 EX 495
COH
HO,C,
= _aMe
285 | 73 q/\/ 541
O Me
19d
286 | 73 | 480
Z>CO,H
287 | 73 HO,C~(CH,),- 431
288 | 73 HO,C~(CHa)s- 445
289 | 73 HO,C-(CH,)s- 459
290 | 73 HO,C-(CH,)e- 487
291 | 73 HO,C-(CH,),- 501
292 | 73 HO,C~(CH,)s- 515
293 | 73 HO,C-(CHa)jo- 543
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Ooo000ao
204 | 73 HOZC/\C(H 443
2
A~
295 | 73 HO,C H 445
Me
296 | 73 HO,C™ ™~ 507
Ph
297 | 73 H 459
Me
208 | 73 Me 459
Me. Me
299 | 73 L 473
HO,C
Me._ Me
300 | 73 j 473
HO,C™ "
301 | 73 E 513
302 | 73 513
Me
303 | 73 Me/‘j\/ 487
HO,C
Me
304 | 73 Me)j 487
HO,C™
305 | 73 Oj\/ 527
HO,C

gooooao

JP W02006/123725 Al 2006.11.23

10

20

30

40
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Ooo000ao
306 | 73 : \E 527
HOZC/\/
Ph
307 | 73 j\/ 521
HO,C
Ph_
308 | 73 521
HO,C” "
“Ae\\//\\:
309 | 73 487
HOzC/\/
b
310 | 73 Me” "NH 488
HO,C
HO,C._~_~
311 | 73 MGYNH 502
@)
1.
312 | 73 Ph™ "NH 550
HO,C
HO.C H
313 | 73 ? )/ N 578
o
Ph
CO,H
314 | 73 562
3 thNﬁ\j\
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goooano

4

(RS)

_©/\N
H
2 RN-N O

Me
DATA

EX | Syn R (EP)
74 74 2-Cl 455
315 74 3-Cl 455
316 74 4-Cl 455
317 74 2-F 439
318 74 3-F 439
319 74 4-F 439
320 74 2-OMe 451
321 74 3-OMe 451
322 74 4-OMe 451
323 74 2-OH 437
324 74 3-OH 437
325 74 4-OH 437
326 74 2-CF4 489
327 74 3-CF; 489
328 74 4-CF; 489
329 74 2-COH 465
330 74 4-CO>H 465
331 74 4-NMe; 464
332 74 4-NHAc 478

gooodaad
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Ooo000ao
1 (RS)
R\N
S
Me !!III

EX | Syn R D(gg\

333 | 74 497

334 | 74 471

335 | 74 471
0

336 | 74 U/\ 411

337 | 74 4 | 411
@)

O

338 | 74 HOZCW 455
S

339 | 74 <\J/\ 427

340 | 74 4 | 427
S

S

341 | 74 Hozcw 471
SW/\

342 | 74 &'I\‘ 428

~
343 | 74 N| P 422
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(131) JP W02006/123725 Al 2006.11.23

Ooo0ooOoao
X
344 | 74 | 422
N~
345 | 74 nPr 373
346 | 74 Me-CH(Me)-CH,- 387
347 | 74 Me-C(Me),-CH,- 401
348 74 MeO-(CHa,),- 389
349 | 74 HO,C-CHs- 389
350 | 74 Ph-(CH,)s- 449
351 74 Ph X"~ 447
Ooo0o00ooano
Ooo0o0oOoao

e

(RS) R?

N\@%&

EX

Syn

DATA

75

75

FP :365; NMRI1:0.89-1.02 (3H, m), 1.64 3H,d.J=6.8
Hz), 1.83-2.33 (2H, m), 2.67-2.78 (1H, m), 2.96-3.55 (3H,
m), 3.65-4.13 (2H, m), 5.23-5.26 (1H, brm), 7.57-7.66 (3H,
m), 7.83-7.89 (1H, m), 7.96 (1H, d, J = 8.4 Hz), 8.10 (1H,
d,J=8.0Hz),8.24 (1H,d,J=8.4Hz) ; Sal: oxalate

352

75

-CF3

FP:419; NMRI1: 1.56-1.62 (3H, brt), 2.67-4.04 (8H, m),
5.11-5.16 (1H, m), 7.56-7.62 (3H, m), 7.79 (1H, 1, J = 6.8
Hz), 7.92-8.01 (2H, m), 8.24 (1H, brd, J = 7.6 Hz) ; Sal :
oxalate

76

76

FP : 495 ; NMRI : 1.59-1.65 (3H, m), 2.67-3.01 (3H, m),
3.26-3.71 (3H, m), 3.95 (0.5H, ddd, J = 4.4, 8.3, 12.2 Hz),
4.04-4.11 (0.5H, m), 4.21-4.26 (0.5H, m), 4.40-4.48 (0.5H,
m), 5.22-5.34 (1H, m), 7.43-7.69 (7H, m), 7.88-8.01 (3H,
m), 8.12-8.17 (1H, m), 9.30-9.46 (1H, brm), 9.71-10.08
(1H, brm) ; Sal : HCI]

353

76

-CH,-Ph

FP : 441 ; NMRI : 1.68-1.70 (3H, m), 2.32-2.67 (3H, m),
2.77-2.89 (2H, m), 3.26-3.63 (4H, m), 3.89-4.00 (0.5H, m),
4.10-4.20 (0.5H, m), 5.28-5.37 (1H, m), 7.14-7.26 (5H, m),
7.60-7.68 (3H, m), 7.96 (1H, app.t. J = 7.3 Hz), 8.00-8.05
(2H, m), 8.18-8.24 (1H, m), 9.16-9.23 (1H, brm), 9.49-9.65
(brm, 0.5H), 9.85 (brs, 0.5H) ; Sal : HCI

354

76

-(CH,),-Ph

FP : 455 ; NMR2 : 1.30-1.42 (2H, m), 1.68-1.72 (3H, m),
1.77-1.85 (1H, m), 2.30-2.53 (3H, m), 2.80-3.38 (3H, m),
3.50-3.81 (2H, m), 4.28-4.57 (1H, m), 5.20-5.37 (1H, m),
6.83-7.01 (2H, m), 7.13-7.23 (3H, m), 7.51-7.66 (3H, m),
7.87-8.08 3H, m), 8.18-8.27 (1H, m) ; Sal : HCI
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EX

DATA

77

77

FP:441;: NMRI:1.61 (1.5H, d,J=6.8 Hz), 1.94 (1.5H,
d.J=6.4 Hz), 1.98 (1.5H, s), 1.99 (1.5H, s), 2.70-2.85
(2H, m), 3.00-3.55 (4H, m), 3.75-3.94 (1H, m), 4.02-4.10
(1H, m), 5.24-5.36 (1H, m), 7.42-7.65 (7H, m), 7.80-8.01
(3H, m), 8.14-8.18 (1H, m). 9.00-9.34 (1.5H, brm),
9.60-9.75 (0.5H, brm) ; Sal : HCI

355

77

-CH,-Ph

FP:387; NMRI:1.67-1.70 (1.5H, m), 1.82-1.86 (1.5H,
m), 1.90-1.92 (3H, m), 2.29-2.46 (3H, m), 2.67-3.41 (6H,
m), 3.79-3.86 (1H, m), 5.27-5.38 (1H, m), 7.11-7.26 (5H,
m), 7.60-7.68 (3H, m), 7.90 (0.5H, d, ] = 6.8 Hz), 7.96
(0.5H, d, ] = 7.4 Hz), 8.00-8.05 (2H, m), 8.19-8.25 (1H,
m), 9.00 (brs, 0.5H), 9.17 (brs, 1H), 9.69 (brs, 1H) ;

Sal : HCl

356

77

-(CH),-Ph

FP:401; NMRI:1.32-1.48 (1H, m), 1.67-1.72 (3H, m),
1.91-1.93 (3H, m), 2.16-2.75 (3H, m), 2.86-3.29 (6H, m),
3.52-3.89 (2H, m), 5.30-5.39 (1H, m), 7.09-7.27 (5H, m),
7.57-7.66 (3H, m), 7.93-8.05 (3H, m), 8.23-8.26 (1H, m),
9.01-9.42 (brm, 1.5H), 9.76-9.98 (0.5H, m) ; Sal : HCI

gooodad

23

10

20

30



goooano

S (RS)
2

(133) JP W02006/123725 Al 2006.11.

HO,C H
(SR) N
Me ‘
EX | Syn R* DATA
FP : 397 : NMRI1 : 0.88-0.95 (3H, m), 1.38 (3H, app. t, J
= 6.4 Hz), 1.44-1.56 (4H, brm), 1.74-1.97 2H, m),
2.16-2.22 (4H, m), 2.36-2.55 (1H, m), 2.58-2.77 (1H, m),
79 | 79 Me 2.90-3.03 (1H, m), 3.10-3.72 (4H, m), 4.50-4.58 (1H, m),
7.47-7.54 (3H, m), 7.68 (1H, d, ] = 6.8 Hz), 7.78 (1H, d, J
=8.4 Hz), 7.92 (1H,d, J = 7.2 Hz), 8.26 (1H,d, ] = 7.2
Hz)
EP:473; NMRI1: 1.34-1.59 (4H, m), 1.63-1.86 (3H, m),
2.01-2.45 (4H, m), 2.63-4.00 (11H, m), 5.15-5.45 (1H, m),
78 78 -CHa-Ph 6.94-7.37 (5H, m), 7.51-7.79 (3H, m), 7.90-8.38 (4H, m) ;
Sal : HCI
EP:487; NMRI: 1.40-1.57 (4H, m), 1.59-1.82 (4H, m),
2.10-2.32 (4H, m), 2.31-4.02 (11H, m), 5.25-5.46 (1H, m),
357 | 78 | ACHopPh 4003 531 (SH, m). 7.53-7.71 (3H, m), 7.91-8.12 (3H, m),
8.19-8.30 (1H, m) ; Sal : HCI
oooooao
ooooo
EX | Syn Structure DATA
FP : 379 ; NMRI : 0.76 (1.5H, d,
o J=2.4Hz),0.82(1.5H,d, J=8.0
= Me Hz), 0.97 (1.5H, d, ] = 4.4 Hz),
F N Me 1.00 (1.5H, s), 1.66 (3H, d, ] = 6.0
0 | 80 H Hz), 2.22-2.37 (1H, m), 2.74-3.55
N (5H, m), 3.90-4.21 (1H, m),

5.25-5.35 (1H, m), 7.60-7.65 (3H,
Me ‘ m), 7.84 (1H, dd, J =4.4, 7.6 Hz),
7.97-8.03 (2H, m), 8.24 (1H,d, J =
8.4 Hz) ; Sal : oxalate
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EX

Syn

DATA

81

81

FP:359: NMRI : 1.52-1.80 (4H, m), 1.92-2.18 (1H,
m), 2.52-2.98 (2H, m), 3.30-3.85 (SH, m), 5.20-5.42
(1H, m), 7.36-7.53 (5H, m), 7.54-7.72 (3H. m),
7.90-8.14 (3H, m), 8.15-8.30 (1H, m), 9.08-9.52 (1H,
m), 9.68-10.20 (1H, m) ; Sal : HCI

358

64

FP : 375 ; NMRI : 1.58-1.80 (3.5H, m), 2.00-2.18
(0.5H, m), 2.60-2.90 (2H, m), 2.95-3.82 (6H, m),
5.16-5.40 (1H, m), 6.92 (1H. dd, ] = 6.5, 6.5).
7.52-7.70 (3H, m), 7.88-8.30 (8H, m), 9.14-9.68 (1H,
m), 9.98-10.42 (1H, m) ; Sal : 2HCI

359

64

FP : 435; NMRI1 : 1.56-1.78 (4H, m), 2.10 (1H, m),
2.58-2.98 (2H, m), 3.00-3.36 (2H, m), 3.40-3.62 (2H.,
m), 3.62-3.84 (1H, m), 5.20-5.42 (1H, m), 7.36-7.44
(1H, m), 7.45-7.53 (2H, m), 7.54-7.76 (9H. m),
7.90-8.10 (3H, m), 8.14-8.32 (1H, m), 9.04-9.52 (1H,
m), 9.62-9.86 (0.5H, m), 10.01 (0.5H, m) ; Sal : HCI

82

82

MeO,C

FP:417; NMRI :1.56-1.82 (4H, m), 1.86-2.18 (1H,
m), 2.60-3.80 (7H, m), 3.80-3.90 (3H, m), 5.28-5.42
(1H, m), 7.50-7.75 (SH, m), 7.90-8.30 (6H, m),
9.00-10.20 (2H, m) ; Sal : HCI

83

83

HO,C

¢

FP:403; NMRI : 1.60-1.76 (41, m), 1.96-2.14 (1H,
m), 2.60-3.64 (6.5H, m), 3.72-3.82 (0.5H, m),
5.20-5.40 (1H, m), 7.56-8.05 (10H, m), 8.16-8.30
(1H, m), 8.96-10.00 (2H, m), 13.14 (1H. m) ; Sal :
HCl
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EX

Syn

DATA

84

84

EP:331:; NMRI1:1.46(3H,d,J=6.4Hz),1.67(1H,
m), 2.07 (1H, m), 2.35-2.55 (2H, m), 2.67 (1H, m),
2.94 (1H, m), 3.10-3.27 (2H, m), 3.36 (1H, m), 4.75
(1H, m), 6.42-6.51 (2H, m), 6.52-6.61 (3H, m),
7.07-7.18 (2H, m), 7.45-7.60 (3H, m), 7.75 (1H, m),
7.82 (1H, m), 7.94 (1H, m), 8.28 (1H, m) ; Sal :
fumarate

85

85

/:OMe

EP:311; NMRI1 :1.37(3H,d,J=6.6Hz), 1.67 (1H,
m), 2.08 (1H, m), 2.38-2.54 (2H, m), 2.63 (1H, m),
2.92 (1H, m), 3.10-3.28 (2H, m), 3.34 (1H, m), 3.74
(3H), 3.92 (1H, m), 6.47 (2H, d, J = 8.6), 6.52-6.60
(3H, m), 6.84 (1H, m), 6.94-7.06 (2H, m), 7.08-7.18
(2H, m), 7.26 (1H, m) ; Sal : fumarate

ooocooao
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EX

Syn

DATA

86

86

87

87

EP : 345 ; NMRI1 : 1.40-1.52 (1H, m), 1.47
(3H,d,J=46.8),1.96 (1H, ddd, J = 7.5, 13.6,
13.6 Hz), 2.35-2.55 (3H, m), 2.61-2.75 (3H,
m), 2.77-2.88 (1H, m), 3.70-3.81 (2H, m),
4.78-4.87 (1H, m), 6.57 (4H, s), 7.25-7.36 (5H,
m), 7.49-7.59 (3H, m), 7.74 (1H, d, J = 6.9 Hz),
7.81 (1H, d, J = 8.3 Hz), 7.93-7.98 (1H, m),
823 (1H,d,J=7.8 Hz) ; Sal : 2fumarate

FP : 345 ; NMRI1 : 1.38-1.51 (4H, m),
1.86-1.98 (1H, m), 2.37-2.52 (3H, m),
2.61-2.74 (3H, brm), 2.78-2.90 (1H, brm),
3.73-3.80 (2H, m), 4.78-4.90 (1H, brm), 6.57
(4H, s), 7.25-7.38 (5H, m), 7.50-7.59 (3H, m),
7.72 (1H,d,J=7.3 Hz), 7.87 (1H,d, ] = 8.3
Hz), 7.92-7.98 (1H, m), 8.23 (1H,d,J =7 4
Hz) ; Sal : 2fumarate

360

86

361

87

Me0/©/\

EP : 375 ; NMRI : 1.59(3H,d,J=6.4 Hz),
1.62 (1H, m), 2.11 (1H, m), 2.54-3.30 (7H, m),
3.76 (3H, s), 4.13 (2H, s), 5.15 (1H, m), 6.95
(2H, d,J=8.5Hz), 7.37 (2H, d, J = 8.5 Hz),
7.53-7.66 (3H, m), 7.82 (1H, d, J = 7.0 Hz),
7.92-8.04 (2H, m), 8.21 (1H,d, J =8.4 Hz) ;
Sal : oxalate

EP :375; NMRI : 1.58(3H,d,J=6.6 Hz),
1.65 (1H, m), 2.08 (1H, m), 2.54-3.30 (7H, m),
3.76 (3H, s), 4.11 (2H, s), 5.12 (1H, m). 6.96
(2H, d, J=8.5Hz), 7.36 (2H, d, ] = 8.5 Hz),
7.53-7.66 (3H, m), 7.79 (1H, d, J = 7.3 Hz),
7.91-8.04 (2H, m), 8.22 (1H,d, J =79 Hz) ;
Sal : oxalate
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EX

Syn

DATA

88

88

Ph

EP:325: NMR1:1.61 (3H,d.J=6.8
Hz), 2.30-2.60 (2H, m), 2.60-3.20
(3H, m), 3.60-3.76 (1H, m), 3.78-3.79
(3H, m). 3.90-4.01 (1H, m), 438 (1H,
m), 6.97 (1H, m), 7.08-7.19 (2H, m),
7.27-7.43 (4H, m), 7.52-7.69 (2H, m),
9.30-9.90 (2H, brm) ; Sal : HCI

89

89

Ph-CH,-

FP:359; NMR1(80°C):1.71 (3H, d,
J=6.6Hz),2.24 (1H,ddd, J = 7.0,
16.6,23.4 Hz), 2.46-2.56 (1H, m),
2.76-2.92 (2H, m), 2.98-3.13 (2H, m),
3.38 (1H, ddd, J = 7.8, 9.8, 9.8 Hz),
426 (1H, d, J=14.9 Hz), 4.37 (1H,
dd,J=6.1, 14.9 Hz), 5.16-5.30 (1H,
br), 7.14-7.20 (2H, m), 7.21-7.34 (3H,
m), 7.54-7.64 (3H, m), 7.92-8.06 (3H,
m) 8.18 (1H, d, J = 8.0 Hz), 9.20-9.40
(1H, br), 9.90-10.10 (1H, br) ; Sal :
HCl

90

90

FP:351; NMR1:0.90-1.20 (1H, m),
1.20-1.80 (12H, m), 2.05-2.17 (1H,
m), 2.37-2.47 (1H, m), 2.67-2.90 (2H,
m), 3.00-3.15 (2H, m), 3.20-3.50 (1H,
m), 3.55-3.71 (1H, m), 5.25-5.37 (1H,
m), 7.56-7.67 (3H, m), 7.95-8.11 (3H,
m), 8.24 (1H, d, ] = 8.3 Hz),
9.30-9.50 (1H, br), 9.96-10.12 (1H,
br) ; Sal : HCl
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(139) JP W02006/123725
Ooo000ao
R-XN @ s
N
Me
No R-X- No R'-X-
O>\__
9 HOZC—®— 13 HOZCQH
OMe
F
O
10 HO,C 14 HO,C
Me Me
F
-N
N }—@— Me. MeQ
11 N 15 HO,C
H
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37 2-F 47 3-NO, 57 4-Me 67 2,6-diF
38 3-F 48 4NO, 58 2-OMe 68 3,4-diF
39 4F 49 2-CN 59 3-OMe 69 3,5-diF
40 2-Cl 50 3-CN 60 4-OMe 70 3,6-diF
4] 3-Cl 51 4-CN 61 2-CF; 71 | 2.3.4-tiF
42 4-Cl 52 | 2-COMe | 62 3-CT; 72 | 2.3,5-triF
43 2-Br 53 | 3-CO,Me | 63 4-CF; 73 | 23.6-triF
44 3-Br 54 | 4-CO,Me | 64 2,3-diF

45 4-Br 55 2-Me 65 2,4-diF

46 2-NO, 56 3-Me 66 2,5-diF
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93 2-F 101 2-NO, 109 | 4-COMe | 117 2,4-diF
94 4-F 102 3-NO, 110 2-Me 118 2.5-diF
95 2-Cl 103 4-NO, 111 4-Me 119 2.6-diF
96 3-Cl 104 2-CN 112 2-OMe 120 3.4-diF
97 4-Cl 105 3-CN 113 3-OMe 121 3,5-diF
98 2-Br 106 4-CN 114 4-OMe 122 3,6-diF
99 3-Br 107 | 2-CO.Me | 115 2-CF;
100 4-Br 108 | 3-CO.Me | 116 4-CF;
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136 2-F 145 2-NO, 154 2-Me 163 2,3-diF
137 3-F 146 3-NO, 155 3-Me 164 2.4-diF
138 4-F 147 4-NO; 156 4-Me 165 2.,5-diF
139 2-Cl 148 2-CN 157 2-OMe 166 2,6-diF
140 3-Cl 149 3-CN 158 3-OMe 167 3,4-diF
141 4-Cl 150 4-CN 159 4-OMe 168 3,5-diF
142 2-Br 151 2-CO,Me 160 2-CF; 169 3,6-diF
143 3-Br 152 3-CO,Me 161 3-CF3
144 4-Br 153 4-CO,Me 162 4-CF;
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183 2-Cl 191 4-NO, 199 2-OMe 207 3,5-diF
184 3-Cl 192 2-CN 200 3-OMe 208 3,6-diF
185 4-Cl 193 3-CN 201 4-OMe 209 2,3.,4-tnF
186 2-Br 194 4-CN 202 2-CF;5 210 2,3,5-triF
187 3-Br 195 2-CO,Me 203 4-CF; 211 2,3,6-triF
188 4-Br 196 3-CO,Me 204 2,5-diF

189 2-NO» 197 4-CO,Me 205 2,6-diF

190 3-NO, 198 4-Me 206 3,4-diF
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229 2-F 239 3-NO, 249 4-Me 259 | 2,6-diF
230 3-F 240 4NO, 250 | 2-OMe | 260 | 3.4-diF
231 4F 241 2-CN 251 3-OMe | 261 3,5-diF
232 2-Cl 242 3-CN 252 | 4-OMe | 262 | 3.6-diF
233 3-Cl 243 4-CN 253 2-CF; 263 | 2.3.4-tiF
234 4.Cl 244 | 2-COMe | 254 3-CF; 264 | 2.3.5-trilF
235 2-Br 245 | 3-COMe | 255 4-CT; 265 | 2.3.6-triF
236 3-Br 246 | 4-COMe | 256 | 23-diF

237 4-Br 247 2-Me 257 | 24-diF

238 | 2-NO, 248 3-Me 258 | 2,5-diF
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285 2-F 293 2-NO, 301 4-CO,Me 309 2.,4-diF
286 4-F 294 3-NO, 302 2-Me 310 2.5-diF
287 2-Cl 295 4-NO, 303 4-Me 311 2,6-diF
288 3-Cl 296 2-CN 304 | 2-OMe | 312 | 34-diF
289 4-Cl 297 3-CN 305 3-OMe 313 3,5-diF
290 2-Br 298 4-CN 306 4-OMe 314 3,6-diF
291 3-Br 299 2-CO;Me 307 2-CF;
292 4-Br 300 3-CO,Me 308 4-CF;
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328 2-F 336 2-NO, 344 | 4-CO.Me | 352 2,4-diF
329 4-F 337 3-NO, 345 2-Me 353 2,5-diF
330 2-Cl 338 4-NO, 346 4-Me 354 2,6-diF
331 3-Cl 339 2-CN 347 2-OMe 355 3,4-diF
332 4-Cl 340 3-CN 348 3-OMe 356 3,5-diF
333 2-Br 341 4-CN 349 4-OMe 357 3,6-diF
334 3-Br 342 | 2-CO,Me | 350 2-CF;
335 4-Br 343 | 3-CO.Me | 351 4-CF;
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371 2-F 379 2-NO, 387 | 4-COMe | 395 2,4-diF
372 4-F 380 3-NO, 388 2-Me 396 2,5-diF
373 2-Cl 381 4-NO, 389 4-Me 397 2,6-diF
374 3-Cl 382 2-CN 390 2-OMe 398 3,4-diF
375 4-Cl 383 3-CN 391 3-OMe 399 3,5-diF
376 2-Br 384 4-CN 392 4-OMe 400 3.6-diF
377 3-Br 385 | 2-CO,Me | 393 2-CF3
378 4-Br 386 | 3-CO,Me | 394 4-CF;
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