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1 E 5 7 % 5 HREmE 'HNMR
133a 1-(2-4 b =%
{ 0 S—CHs T o )
i ES v
| A g-CHs Ed
[ O'CHs
E34a 1-(3-A ~3% |'-NMR (300MHz, CDCl,
] o g |rT==a) )6 =254 (s, 30,
] e S’CH3 o H 2.50 (S, SH), 3. 86 (
[ s, 30, 6.76 (s, 1H),
] 7.05 (m, 1H), 7.34 ¢
[ o. m, 1), 7.44-7.52 {(m,
] CH, 2H) .
E35a o g®M: |1-(2-7F7F | (300MHz, CDCly): & =
[ AANg-CHy | V)T 2.56 (s, 3, 2.63 (
] ‘ v s, 3, 6.94 (s, 1),
] O 7.48-7.62 (m, 21, 7
] L 82-7.92 {m, 2H), 7.9
] 6 (m, 1H), 802 {(m, 1
[ H), 8.41 {s, 1H).
{36a o g |1-(-=hr7 | (300MHz, CDCly): & =
[ Q)\%S/CHS 7IT;1/):E 2.57 (s, 3W), 2.62 (
1 B 7 s, 3, 6.74 (s, 1),
[ 7.59-7.70 (m, 1H), 8
| BN .26 (m, 1H), 8.36 {(m,
o 70 1, 8.71 (s, 1H).
137a 1-(4- A F 4 | (300MHz, DMSO-dg): &
] o g% |7e=)- = 9,37 (s, 3H), 2.47
[ OMS,CHg NI (s, 3H), 2.65 (s, 2H
i Y, 6.86 {s, 1H), 7.30
[ HiC (m, 2H), 7.87 (m, 2H
i ).
138a o gCH 1-(2,3- 7 | (300MHz, CDCly): & =
i A\ g-CH; =R 2.49 (s, 3, 2.56 (
i Yy K |s, 3H), 6.39 (s, 1H),
i cl 7.19-7.32 (m, 2H, un
i <l der CDCI ), 7.38 (m,
i 1H), 7.51 (m, 1H).
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39a o g% |1-G-rU7
e T
b7 =)
T F S
FlF
F
40a o gCM 1-(3-7 v | (300MHz, DMSO-dg): 6
/@/L/\S,CHg ~4-7Fw | = 2.50 (s, 3H under
T =) - DMSO), 2.69 (s, 3H),
F TH 6.85 (s, 1H), 7.53 (
Cl m, 1), 8.01 (m, 11,
8.16 (m, 1H).
4la o gt 1-(3-7 1 | (300MHz, DMSO-dg): 6
/Q/L%S,CHS —4-7AFm | = 2.50 (s, 3H, under
T o =gl ) - DMSO), 2.69 (s, 3H),
F T H I 6.85 (s, 1H), 7.50 (
Br m, 1H), 8.06 (m, 1H),
8.27 (m, 1H).
42a o g N-(5-7 & F | (300MHz, DMSO-dg): &
/@AAS,CHs 27 F | = 2.07 (s, 3H), 2.49
27 o= ) (s, 3H, under DMSO},
F -7 b7 2 | 2,65 (s, 30, 6.82 ¢
HNTCHB R s, 1H), 7.41 (m, 10,
O 7.65 (m, 1H), 7.82 {
m, 1), 8.08 (m, 1H),
10.11 (s, 1H, NH).
43a 1-(3-#A F % | (300MHz, DMSO-dg): 6
o g v-4-7 A | = 2.48 (s, 3H, under
= S’CH3 27 =) DMS0), 2.67 (s, 3H),
= A 3.92 (s, 3H), 6.85 (
F s, 1H), 7.26-7.42 {(m,
-ch, 1), 7.587.68 (m, 2
.
Ooo0oooao

ooooooooooobooooaoaano

ooooobooobooobooboobao

10

20

30



good

(41)

JP 2005-516955

A 2005.6.9
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43a

rac

33a

{(300MHz, DMSO-d,) = & =1.
1-1. 8{m, 8H), 3. 61 {m, 1H)
, 3. 70-3. 82 (s, 3H+m, 1H),
5.13(s, 1H), 6. 90 {m, 1H},
6.98(m, 1H),7.21-7.33(m
, 1H+s, 10, NH), 7. 45 (m, 11
), 9.08(s, 1H, NH) .

44a

34a

{300MHz, DMSO-d,) : § =1.
1-1.9{m, 8H), 3. 65{(m, 1H)
, 3. 77 (s, 3H+m, 1H), 5. 25¢
s, 1M, 6. 94 (m, 1H), 7. 18-
7.35(m, 30), 7. 41 (s, 11, N
H),9.19(s, 1H,NH).

45ha

3ba

{300MHz, CDC1,) : § =1. 2~
1.9(m, 81}, 3. 76 (m, 1H), 3
.94 (m, 1H), 4. 53 {br. s, 1H
,NHY, 5. 56(s, 1H), 7. 48 (m
,2H), 7.83(m, 2H), 7. 87-7
.99 (m, 2H), 8. 35 (s, 1H), 9
.54 {br. s, 1H, NH) .

46a

e T e T e B e B e B e S e B e S e S e R e S e S e R e S e B e S e S e B e B e Y e Y e B e B e R e B e B e

37a

{300MHz, DMSO-d,) : & =1.
2-1.8{m, 8H), 2. 31(s, 3H)
, 3. 64 (m, 1H), 3. 76 {m, 1H)
, 5. 256 (s, 1H), 7. 16{d, 2H)
,7.31(s, 1H,NH), 7. 61 (m,
21y, 9.18 (s, 11, NH) .

47a

rac

36a

{(300MHz, CDCL,) : 6 =1. 2~
1.9(m, 8H), 3. 79{(m, 1H), 3
. 95{m, 1H), 4. 64 {br. s, 1H
,NH), 5. 43 (s, 10}, 7. 55 {m
, 1), 8. 20{(m, 1), 8. 23 {m
, 1H), 8. 64(m, 1H), 9. 45 (b
r.s, 1H, NH).
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48a

2 O
P

pa—

I=

Br
rac

41a

(300MHz, DMSO-dg) :

o

= 1.12-1.56 {(m, 4H},
1.75 (m, 2H), 2.02 {
m, 1H), 2.18 (m, 1H),
2.85-3.15 (m, 2H), 5

.31 (s, 1H), 7.37

{m,

1H), 7.62 (s, 1H, NH
y, 7.75 {m, 1H), 7.97
{m, 1H), 9.26 {(br. s

. 1H, NH).

49a

rac

38a

(300MHz, DMSO-dg): 6
=1.1-1.9 (m, 8H), 3

. 55-3.89 (m, 2H),

4.6

7 (m, 1H), 7.2-7.4 {(m
. 2H + s, 1H, NH), 7.

55 {m, 2H), 8.88
1H, NH).

(s,

50a

rac

39a

(300MHz, DMSO-dg): 6
= 1.1-1.8 (m, 8H), 3

.69 (m, 1H), 3.80

{m,

1), 5.33 (s, 1M, 7
.53 (s, 1H, NH), 7.64
{m, 1H), 7.75 {(m, 1H
Y, 8.00 {(m, 1H), 9.19

{s, 1H, NH).

hla

rac

41a

(300MHz, DMSO-dg): 6
=1.1-1.9 (m, 8H), 3

.55-3.95 {(m, 2H),

5.2

4 (s, 1), 7.37 {m, 1
H), 7.50 (s, 1H, NH),
7.75 (m, 1H), 7.97 {

m, 1H), 9.13 (s,
NH).

1H,
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'HNMR

52a

42a

LC-MS (A): R, = 2.70 m
in.
MS(ESIpos): 300 (M+H)*

hila

Cl
rac

404

(300MHz, DMSO-ds): §
= 1.2-1.5 {(m, 4H), 1.7
4 {m, 2H), 2.02 (m, 1H
Y, 2.17 (m, 1H), 3.00
(m, 2H), 5.31 (s, 1H),
7.41 (m, 1H), 7.61 (s
, 1H, NH), 7.72 (m, 1H
), 7.85 (m, 1), 9.26
br. s, 1H, NH).

e B e S e B e B e S e S e S e S e S e S e SR e S e S e S e S e S e S e S e B e B e R e B e R e R e

54a

Cl

rac

&‘;I
QE:i]

Ir=

40A

(

(300MHz, DMSO-dg): &

= 1.15-1.8 {(m, 8H), 3.

67 (m, 1H), 3.77 (m, 1

HY, 5.25 (s, 1H), 7.40
(m, 1H), 7.49 (s, 1H,
NH), 7.71 (m, 1H), 7.

84 (m, 1), 9.14 (s, 1

H, NH).

55a

O-cH,
(5a8, 9a%)

ZTN
H

43A

(300MHz, DMSO-dy): &
= 1.2 = 1.5 (m, 4, 1
74 (m, 2H), 2.0 (m, 1
HY, 2.16 (m, 1H), 2.88
— 3.1 (m, 2H), 38.90 (
s, SH), 5.31 (s, 1H),
7.15 (m, 1H), 7.30 (m,
1H), 7.50 (m, 2H), 9.
29 (br. s, 1H, NH).
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hba

H,C CH,

O

T

N

E
rac

CH

1-{4-7 v
g7 = =/)
-3,3-2 2 (
AT A
7o) -2
- uaii-]
A

(200MHz, DMSO-dg): &

= 0.91 (s, 9H), 1.61 (
m, 1H), 2.99 (m, 2H),

3.35 (m, 2H, under H,0
Y, 5.06 (s, IH), 7.15
(m, 2H), 7.44 (s, 1H,

NH), 7.69 (m, 2H), 11.
07 (br. s, 1H, NH).

h7a

1-{4-7 v
07 =)
-3,3- 1 R (
A F - A
Ty =2
- uaii-]
-

(300MHz, DMSO-ds): §

= 0.88 (m, 6D, 1.24 (

m, 8H), 2.99 (m, 4H),

5.06 (s, 1), 7.14 (m,
2H), 7.35 (s, 1H, NH)

, 7.70 (m, 2H), 11.04
(br. s, 1H, NH).

58a

1A

LC-MS (C): R, = 2. 10mi
n.
MS(ESTpos): 323 (MtH)”

59%a

1-{(4-7 4
g7 = =/)
-3,3- & (
AT = A b
7 =b) -2
a1
-

HPLC (D): R, = 3.72 min

MS(ESIpos): 275 (M+H)"

60a

1-{4-7 v
07 =)
-3,3- 1 R (
A F - A
7y ) -2
-]
A

HPLC (D): R, = 4.19 min

MS(ESIpos): 311 (M+H)"

6la

1A

(300MHz, DMSO-dz): &
= 0.98 (m, 6H), 2.94 (
m, 4H), 4.97 (s, 1H),
7.0-7.2 {m, 2H), 7.5l
(br. s, 1H, NH), 7.67-
7.80 (m, 1H), 11.01 (b

r. s, 1H, NH).
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1 2 fit 5] 2 = Wy THNMR
1624 ) HN/tI/tI::] 1-{4-7 /4 |LC-MS (C): R, = 1.93mi
{ /@/‘k%\” cl 7 ==/ |n
i F -3,3 -2 2 ( |MS(ESIpos): 345 (M+ID°
! rac A F =
! 7oy =) -2
: - el
[ —A
1632 E 1434 (200MHz, DMSO-dg): &
i O HN (:H3 B
Py = 0.97 {(m, 6H), 2.95 (
: N m, 4H), 3.84 (s, 3H),
: F 5.08 (s, 1H), 7.05-7.3
| He© (m, 2H), 7.4 (u IH +
E br. s, 1H, NH), 11.1
] (br. s, 1H, NH).
64a “Hs 404 (4100MHz, DMSO-dg): &
[ i CHq = 0.97 (u, 6H), 2.95 (
[ %\N = Q. m, , 2.
[ H m, 4H), 5.08 (s, 1H),
[ F 7.38 (m, 1H), 7.51 (br
[ ¢l s, 1H, NI, 7.63 (m,
1 U, 7.77 (m, 1D, 11
] .0 (br. s, 1H, NH).
| 65a 3,3-E A (A |LC-MS (A): R, = 1.19mi
[ O HN FA-A T |n.
q ZN 7> =) -1-  |MS(ESIpos): 243 (M+H)*
] H 7= mb-2-
i L . Sal-1-
] SRR RTR S Ny
[ 66a 1A LC-MS (D): R, = 1.83 m
I in.
H
I F O N MS(ESIpos): 301 (M+H)*
i %N
q H
F
I
rac
{ H.C . - ;
167a S |14 LC-MS (A): R, = 4,24 mi
[ F O H{ : n.
] /E:Ej/ﬂ\;akN MS (ESTpos) : 267 (M)
H
! F
! rac
[
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1 E b il & H Y 'HNMR
134 HC HQ 434 H-NMR (300MHz, DMSO-dg):@ o
i = 1.1-1.8 {m, 6H), 2.05-2.
i 7 //1 3 (m, 2H), 3.73 (s, 3H), 4.
i = o 12 (m, 1), 4.51 (m, 1H), 5
i rac .50 (d, 1H), 7.01 {m, 2H),
i 7.15 {m, 1H + d, 1H), 7.44
i (m, 1H), 8.93 (s, 1H, NH).
135 o HO 344 (300MHz, DMSO-d,): & = 1.1-
[ h 1.8 (m, 6H), 2.05-2.3 (m, 2
— 2 NN
i It H), 3.80 (s, 3H), 4.13 (m,
i 0 1H), 4.53 {m, 1H), 5.55 (d,
i O ch 1), 7.00 (m, 1H), 7.04 (m
i ac , 1), 7.09 (m, 1H), 7.33-7
I .45 (m, 1H + d, 10}, 8.97 (
i s, 1H, NH).
] 36 R HQ 354 (200MHz, DMSO-d,): & = 1.05
i \ ~1.85 {m, 6H), 2.05-2.35 {m
i ‘ //T\\‘ , 2H), 4.16 (m, 1H), 4.55 (
| O e m, 1H), 5.58 (d, 1H), 7.46
i (, 10, 7.72 (m, 3, 7.91
{ rac -8.20 {m, 4H), 9.05 (s, 1H,
i NH) .
I37 o HQ 37a (500MHz, CDCly): & = 1.19-1
i .35 (m, 1H), 1.35-1.48 (m,
o N‘
[ m 1M, 1.51-1.77 (m, 3H), 1.7
i H.C 0 8-1.91 (m, 1H), 2.33-2.50 (
I rac m 1H + s, 3H), 4.20 (m, 1H
i Y, 4.63 (m, 1H), 5.75 (d, 1
{ H), 7.27 (m, 2H, under CDCI,
I Y, 7.46 (m, 2H), 7.52 (d, 1
i 0, 8.40 (s, 10, NH).
[ 38 o HO 47a (300MHz, CDCly): & = 1.15-1
| A .95 (m, 6H), 2.14 {(m, 1),
i K 2.44 (m, 1H), 4.25 (m, 1H),
{ . o 4,66 {(m, 1H), 5.78 {d, 1H)
i oo , 7.34 (d, 1H), 7.66 (m, 1H
! rac Y, 7.86 {(m, 1H), 8.30-8.50
! {m, 2H + s, 1H, NH).
[
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F 0 H—Q
Q)%N
F \)%

has, 9aR

1D}
F A —

{200MHz, DMSO—dg) : 6 =1. 1-1. 85
{m, 6H), 2. 05-2. 35 (m, 2H), 4. 15
{m, 1H}, 4. 54{(m, 1H), 5. 57(d, 1H
3y, 7.05-7.65{m, 3H+d, 1H), 9. 10
{s, 1H, NH).

[o] ;28 = -97.5° (DMSO)

40

3 3O
F \)%

HaR, 9asS

1D}
F A —

[o] ;%% = +83.5° (DMSO)

41

Br
rac

41a

{300MHz, CDC14) : § =1. 1-2. 15{(m
, 6H), 2. 29 (m, 1H), 3. 30 {m, 1H},

3.48(m, 1H),3.67(m, 11),5.77(
d, 1H), 7. 20 {m, 1H}, 7. 39 (d, 1H)

, 7,47 {m, 10}, 7. 76 (m, 11), 8. 68

{s, 1H, NH).

42

o H«:>
G\T:ij/ﬂ\fles
\/ko
Trac

49a

{200MHz, CDC14) + 6 =1. 1-2. 0 {(m,
6MH), 2. 14 (m, 10), 2. 44 (m, 1H), 4
.27 (m, 1H), 4. 64 {m, 1H), 5. 72{d
, 1M, 7.01(d, 11}, 7. 26 {m, 2H, u
nder CDCls), 7.55{m, 1H}, 8. 37 (
s, 1H, NH) .

43

e D e Y e Y e Y e Y e Y e Y e Y e SR e Y e SRR e B e SR e B s SR e SN s SR s BN s SR e B e B s B e B e B e B e B e B e B e B e

50a

{300MHz, DMSO—dg) : 6 =1. 15-1. 8
5{(m, 6H), 2. 1-2. 3{(m, 2H), 4. 15¢(
m, 1H), 4. 55 {m, 1H}, 5. 58{d, 1H)
,7.29{d, 1H), 7. 68-7. 84 (m, 3H)
, 7.90{m, 1H}, 9. 04{s, 1H, NH).

44

Br

rac

b5la

{200MHz, DMSO-dg) = & =1. 1-1. 8¢
m, 6H), 2. 06-2. 35{(m, 2H), 4. 12(
m, 1H), 4. 54 {m, 1H), 5. 57 (d, 1H)
, 7.34{d, 1H}, 7. 40-7. 65 {m, 2H)
,7.82{m, 1H}, 9. 03{s, 1H, NH).

45

e D e Y e Y e Y e Y e Y e Y e Y e R e R e R e

rac

hZa

{300MHz, CDC1y) : 6 =1. 2-1. 8 {m,
4M), 1. 96 (m, 2H), 2. 28 (m, 11), 3
.30 (m, 1H), 3. 48 {m, 1H), 3. 67 (m
, 1H), 5. 74(d, 1H), 7. 23 {(m, 2H, u
nder CDCls), 7. 41 {(m, 1H}, 7. 47 (
d, 1H), 7. 60 {s, 1H, NH), 7. 70 (m,

1), 8. 72 (s, 1H, NH).

O
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1 3£ e il = H % 4 'HNMR

] 46 5 H”<i:> 54a (200MHz, DMSO—d;) : § =1. 05-1. 8

i A 5 (m, 6H), 2. 0-2. 35 (m, 2H), 4. 13

i /;ji (m, 1H), 4. 54 (m, 1H), 5. 58 (d, 1H

| F =0 },7.34(d, 1H), 7. 53 (m, 2H), 7. 7

t c 2 (m, 1H), 9. 03 (s, 1H, NH) .

rac
47 o H”f£:3> 53a (200MHz, DMSO—dg) : § =1. 15-1. 9
i 5{(m, 6H), 2. 32 (m, 1H), 3. 03 (nm, 1
= TN

] PN H), 3. 40 (m, 1H), 3. 64 (m, 1H), 5.

] F o 58(d, 1H),7.34(d, 11), 7. 52 (m,

i cl 2H), 7. 70 (m, 1H), 9. 23 (s, 1H, NH

i rac )

148 o HN_<i:> 55a (200MHz, DMSO—dg) : 6 =1. 24-1. 9

i Ay 0(m, 6H), 2. 30{m, 1H), 3. 04 (m, 1

i L 0, 3. 40 (m, 11), 3. 60 (m, 11), 3.

i F ! o 90 (s, 3H), 5.52{(d, 10}, 7. 10 (m,

i "CH, 1H), 7.20-7. 40 (m, 3H), 9. 15 (s,

I {5as, 9as) 1H, NH) .

149 66a (200MHz, CDC14) t & =4. 10 (m, 1H)

i , 4. 64 {m, 1H), 5. 35(m, 10, 5. 82

{ PO N {d, 1H), 6.79-7. 11 (m, 3H), 7. 15

{ N -7.55{m, 5H+d, 1H, under CDCl,)

i . S ,8.90 (s, 1H, NH) .

: rac

E50 . K iﬁ 56a (400MHz, DMSO-dg) : § =0. 98 (s, 9

| ’j)( ; M, 1,72 (m, 1), 3. 11 (m, 11), 3,

] /[::])LTiijL 91 (m, 1H), 3. 66 {m, 10}, 4. 57 (m,

[ F g 1), 5.57(d, 1), 7. 25-7. 35 (m,

] rac 2H+d, 10), 7. 49 (m, 21}, 10. 97 (b

[ r.s, 1H, NH).

151 e 57a (300MHz, DMS0—dg) : & =0. 87 (m, 6

| o HN% H), 1. 26 (m, 8H), 3.3 (m, 2H, unde
r H,0), 3. 71 (m, 2H), 5. 57 (d, 1H)

! ZONT He

] /[::IJLT;iJ§ ; | 7.24-7. 38 (m, 2H+d, 1H), 7. 46-

[ F © 7.57(m, 2H), 10. 91 {(br. s, 1H, NH
)

E52 na- 58a (300MHz, CDC15) : & =0. 93 (m, 6H)

] N HN/ijng , 1. 34 (m, 8H), 3. 24 (m, 20), 3. 79

[ A (m, 20}, 5. 73(d, 1H), 6. 88 (m, 1H

i N 3 3,6.96{(m, 1H),7.19(m, 1H),7.3

[ F © 6 (m, 10}, 11. 11{br. s, 1H, NH).

[
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153 H, 59a {300MHz, CDCly: & = 1.29 (
i 0 Hw’b d, 3H), 1.43 {m, 1H), 1.65
l m {m, 1H), 1.74-2.02 (m, 3H u
i E SR nder H,0), 2.22 {m, 1H), 3.2
{ 0T F e 4 (m, 1H), 3.70 {m, 1H), 3.
! — (X T LEEHD A 93 (m, 1HW), 5.65 (d, 1H), 7
! BElD I A) S12 (m, 2H), 7.39 {d, 1H),
{ 7.47 {m, 2H), 11.81 {(br. m,
i 1H, NH).
054 ¢H, 59a (300MHz, CDCl.): & = 1.34 (
: o HN)\,D m, 1H), 1.40 {d, 3H), 1.73
! m (m, 2H), 1.93 {m, 3H), 3.24
| F S (m, 1), 3.56 (m, 2M), 5.6
E My F A 8 (d, 1H), 7.12 (m, 2H), 7.
[ — (¥ T NEFHED 39 (d, I1H), 7.48 (m, 2H), 1
] -k B) 1.47 {br. m, 1H, NH).
155 /? 59a (300MHz, CDCl;): & = 1.33 (
[ O HN d, 3H), 1.58 {m, 2H), 1.96
] m CH,§ {m, 4H), 2.27 (m, 1H), 3.39
i F = 0 (m, 1H), 5. 20 (m, IH), 5.8
q H—pm LI d 4 (d, 1, 7.12 {m, Z2H), 7.
q — (T EEHO A 37-7.57 {m, 2H + d, 1H), 11
i HEiD L A) .61 (br. m, 1H, NH).
[ 56 60a (200MHz, DMSO-dg): & = 2.71
{ (m, 2H), 3.1-3.7 (m, 4H, u
{ nder H,0), 4.20 {m, 1H), 5.5
1 O HN 5 (d, 1H), 7.14-7.42 (m, 7H
i m +d, 1H), 7.50 {(m, 2H), 10
{ £ SNy .96 (br. s, 1H, NH).
! rac
E57 62a (400MHz, CDClg): & = 2.52 (
] g m, 1H), 2.90 {(m, 2H), 3.27
[ {m, 1), 3.54 (m, 1H), 4.44
[ O HN (m, 1H), 5.73 {d, 1H), 7.1
] Q)%Nk 3 (m, 2D, 7.26 (m, 20, und
[ E g er CDCls), 7.35-7.52 {(m, 4H
[ rac +d, 1), 11.22 {(br. m, 10,
[ NH) .
158 © P l61a (200MHz, DMSO-dg): & = 1.02
HN CH
i /jL . (s, 6H), 3.25 {m, 2H), 3.6
] m 5 (m, 2M), 5.58 (d, 1), 7.
] F N0 07-7.58 (m, 2H + d, 1H), 10
] .92 (br. s, 1H, NH).
[
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I H#4E 'HNMR

i CHy  |63a {200MHz, DMSO-dg): & = 1.02

[ 7 HN/jLCHa (s, 6H), 3.24 {m, 2H), 3.6

i N 4 (m, 2H), 3.86 (s, 3H), 5.

i g 58 (d, 1H), 7.01 {(m, 1H), 7

i O cn, .15-7.45 (m, 2H + d, 1H), 1

i 0.99 {(br. s, 1H, NH).

160 o CHy |64a (300MHz, DMSO-dy): & = 1.02

i /jLCHa (s, 6H), 3.24 (m, 2H), 3.6

i N 4 (m, 2H), 5.59 (d, 1H), 7.

i F g 32 (d, 1H), 7.42-7.56 (m, 2

i Cl H), 7.66 (m, 1H), 10.91 (br

i s, 1H, NH).

161 65a (200MHz, CDCl,): & = 1.5-2.

I o HN/_? 2 (m, 6H, under H,0), 3.0-3.

i AN 3 (m, 2H), 3.69 (m, 10, 5.

i “ 49 (m, 1H), 5.87 (d, 1), 7

i © .3-7.6 (m, 5H + d, 1H), 11.

i rac 22 {(br. d, 1H, NH).

162 oo N oy |67a (500MHz, CDC1): § = 1.04 (

i A ,}\( ’ dd, 6H), 1.93 {m, 1H), 3.95

[ Sy (m, 1H), 4.05 (m, 1H), 4.2

{ rac 6 (m, 1H), 5.75 {d, 1H), 6.

i 91 (m, 1H), 6.99 (m, 1H) 7.

I 24 (d, 1H, under CDCl,), 7.4

i 1 (m, 10, 8.75 (s, 1H, NI

[

[
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INTERNATIONAL SEARCH REPORT ilational Application No
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A. CLASSIFICATIDN OF SUBJECT MATTER
IPC 7 CO7DA71/04  A6IK31/505  A61P29/00 //{C07D471/04,239:00,

221:00},(C07D471/04,243:00,221:00)

'According 1o International Patent Classification (IPC) orio beth national cfassification and 1PC

E. FIELDS SEARCHED
Minimum documeniation searched (classification system mltowed by classification symbols)

IPC 7 CO7D ABlK A6l

Diocumentation searched other than minlmum documentation to the extent thatl such documents are included in the fields searched

Electronic dala base censulted during the International search (name of data base and, where praclical, search terms used)

EPO-Internal, WPI Data, PAJ, BEILSTEIN Data, CHEM ABS Data, BIOSIS, EMBASE

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Gategory ® | Citation of document, with indicalion, whers appropriate, of the relevanl passages Relevant to claim No.

A US 4 288 438 A (ISOMURA YASUO ET AL) 1-15
" 8 September 1981 (1981-09-08)
claim I; example 70; table 6

A WO 98 24780 A (AMGEN INC ;MANTLO MNATHAN B 1-15
(US); SPOHR ULRIKE D (US); ZABLOCKI .JEF)
11 June 1998 (1998-06-11)

claim 1; tables 5-7

D Further documents are listed in the continuation of box C, Patent family members are listed in annex.
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F d "T" later docurnant published afler the International filing dale
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*L* document which may throw doubts on priorily claim{s) or involve an invenlive step when Ihg documeni is taken alone
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*0* document referring to &n oral disclosure, use, exhibition or docurmient [s combinad with one or mors other such docu-
ather means ments, such combination being obvious te a person skillad
*P* document published prior 1o the international filing date: but in the art,
later than the priority date claimed *&" document member of the same patent family
Date of the actual completion of the internalional search Date of mailing of the international search report
20 March 2003 28/03/2003

Name and malling address of the ISA Authorized cfficer
European Paleni Office, P.B. 5818 Palenllzan 2 .
NL - 2280 HV Rijswijk N ] L
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Fax: (+31-70) 340-3016 Hartinger, S
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INTERNATIONAL SEARCH REPORT

ternational application No.
PCT/ER 02/13930

Box 1 (Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

“This International Search Report has not been established in respect of certain claims under Article 17{2)(a) for the following reascns:

Claims Nos.:
because they relate to subject matter net required to be searched by this Authority, namaily: )
Although claim 14 is directed to a method of treatment of the human body, the
search has been carried out and based on the alleged effects of the compound.

2. D Claims Nos.:
becauge they relate te parts of the Intarnaticnal Application that do not comply with the prescribed reguirements to such
an extent that no meaningful Infernational Search can be carried out, specifically:

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

Box Il Observations where unity of invention is lacking {Continuation of item 2 of first sheet)

This International Searching Authority found multipie inventions in this intiemational application, as follows:

1. As all required additional search feos were timely paid by the applicant, this International Search Report covers all
searchabie claims.

2. D As all searchable claims could be searched without efiort justifying an additional fee, this Authority did not invite payment
of any addftional fze.

3. As only some of the required addiionsl search fees were timely paid by the epplicant, this Intemational Ssarch Report
savars only those claims for which feas wera paid, spesifically claims Nos.!

4. [:I Ne required additional search fees were limely paid by the applicant. Consequently, this International Gearch Report is
rectricted to the Invention first menticned in the claims; It is covered by claims Nes.:

Remark on Protest I:I The additiona) search fees were accompaniad by the applicant's pratesl."'

|:| No protest accompanisd the payment of additional search fees.

~Form PCTASA210 (continuation of first shaet (1)) (July 1888) -
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