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@nH)0000DO0DO0D0OODO0D0OODODOODODOOOOOOOOODOODDOODDOONDOOO
O(4p O, 0.44mmol)J 0000000000000 ONOO0ODOO0ODODO(@ON), (
138 mg, 0.66 mmol) D 00000 D0O00DODODOODODOODODOOOOOOOOO, OO0,/
0000000, 000000000/0000,00000000000000000O0
Dooo
RT: 3.6, MS:
Dooooao
0000000000000 000O000O000000000000000 (40 mg, 87.
7umol) D0DDOCOODODOCOOD DO0COODODOCOOOCOOOOOOOODODOOODOOOOOO
0O
O
O
O

a
O
0000gogogooooo)yggo(@ooooooooog)h)yooooaono
a
O

OOoo0ooiooo

00000000000 0000D0(:10)000000000000000000000

00000000000 0000D0000000

alalsls

0000000 O[00{00000000000}00000]0000000)00

(0000000000 0)00@OON0OOONONONOoOoOooNoooo)Ioooao

000000000000 )DO0ON(@MOODONONDODOOODONONDOOOOD) 000D

00000000000 0000(@OO0OO0O0D0O000)O0O0O0O0O00O0O0000O00
000000000000 000O0O0(@OO0), 000000

HPLC: RT (DO O OO 1) 2.93, MS: 557.00

"H-NMR : (DMSO-ds, 300 MHz): 7.53-7.26 (m, 5H), 6.39 (s, 2H), 6.24 (s, 1H), 3.71
(s, 3H), 3.69 (s, 6H), 3.48 (br. s, 2H), 2.50 (m, 2H), 2.34 (s, 3H), 2.30-2.25
(n, 10H), 2.12 (s, 3H), 2.02 (br. s, 1 H), 1.53 (m, 2H)O

oooooo

0000000000000 O000O0OoONO0ON@ON0NNoNooonooooogam
D)0 0000000000000 O000

0000000000 nD)0ODODDODOOOODON(@OO0ODONDNOOODO)DOoaO (O
00000000000 0000)I0O000(2.33 ¢, 5.0mmol)D 000000000
00000000000 (3.82ml, 1.3 00, 00000 1.7 M) 000000000

O oOoin;|mooaodo
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00000000000 0-78°00000000000000(C.93ml, 500)000
00000000000 0000D000000D00000000000000 0000
0000000000000 0C0O0O0D0O00O0O0O0O0DO0OOOO0D0, 0000,00000¢0
00000000000 000/00000 (2:1001:1)00000000000000
0000000000000 00O0O00O0O0OO0O0O0O0OoOoOO

H-NMR (300 MHz, CDCl;): 9.9 (s, 1H)O 8.13 (d, J=2.0Hz, 1H)O 7.3-7. 1 (m, 4H)
0 6.57 (d, J=2.0Hz, 1H)O 3.36 (s, 2H)O 6.36 (s, 2H)O 3.92 (s, 3H)O 3.76 (s,
6H)O 2.39 (s, 3H)O

oooo0oo
0000000000 00000((O0000D000N0D0O)D (00000000000
Doo0o0o0)Dooogd

000,00, (40mM)000C0C((DO0ODOOODDONODOODODDN)DOOO0O0O00O0OO
0000000000 O00000O00C(4.03¢g, 10.0mmo)0J0000OCOOODO OOCO
Oo0DO0O0O0(.63ml, 15.0 mmol)0J 0000000000 COODO0O0O0OCOODO0ODOOODO
000000000000, 00,00 00 00000O0D00000O0O0O000000O
0, 0000000000000 00000,000000/00000 (4:100 3:1)
00000000000 D000C0D0O0000O0D00000O0D00000O0O0O00O0OoOoaO
00

1

H-NMR (300 MHz, CDCl,) : 7.49 (d, J=2.0Hz, 1H) O 7.3-7.20 7.2-7.1 (2m, 4H)O
6.38 (s, 2H)O 6.17 (d, J=2.0Hz, 1H) O 3.92 (s, 3H)O 3.77 (s, 6H)O 2.38 (s, 3
H) O
oooo0oo
0000000000000 DODNONOO0OO0ODNON)IO0OOONO0ONO0DD 00000000

googooogooogan
cooooo@ompoooooo¢GMHhoooooooDO0 DODODODODDODOoDOODOOOO
(2.09 g, 10.0mmol)DODOOOCOOODOCCLI.0OmI, 22.0mmo) DOOCDOODODODOO

0000000000000 D000D000O0O00O0O0OO0O0O0O0O0O0OO0ODDO0O0O0O0O0OoaO
0000000000000 O000O000O0000000O00(13.0 mmol, 1.300)00 O
0000000000000 D000D00D0OO00D0OO0O0OO0ODOO0ODOODDOONODOOoodaO
00000 O00O0O0O0O0O0OO0O0O0OO0O0O0O0O0O0OO0O0D0O0D0DO0O0D0O0O0O0O0O0O0, 00
0000000000000 O000,000000/00000 (1:1001:3) 0000
0000000000000 D000D0O00O000O0O00O00DO0O0ODO0ODDO0ONODOOoOoaO
0000000, 00, 0m)0000O0O00, 00, (120m) 00000, (26 g, 3
000)0000000000O000O00C0O0O0O0O0O0OO0O0OO0O0DODOODOO0DOO0O
0000, 00000000000000000000000000000000000
00000/00000(:8) 0000000000000 00O000O000000000O
Dooooo

H-NMR (300 MHz, CDCl;) : 7.85-7.750 7.4-7.25 (2m, 6H)O 5.0-4.95 (m, 1H) O 4.
11 (d, J=6.2Hz, 2H)O 3.96 (s, 3H)O 3.94 (s, 6H)O 2.35 (s, 3H)O

oooooo

000000000 DND0D0NO0OO0NO0DNOOOONON)IOoO((IND0DoOooNooooogao
000)I0DO0O(@MO[00{0000000000O0N}00oonNonl0ooonooo)oom
oo

0000000000000 D0D0D0)IO0O0(MOODO0OODNDODDNO0OO0OODNO0ONO0O)OD
0000000000000 0COO0O0D0DO(@OO0DNODOOOOD)IO0OOODO0ODOoOoOO
00000000000 000O0D0D0O000O0O0(@O0), 000000

HPLC: RT (DO O OO 1) 3.26, MS: 531.00
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0000000000000 D000(@OO0O0D0O0O0DO0O0DD0DO0O0D)IOO(@OOO0n
00000000000 )I0O000O000O0O00O0D0DO0O0ODO0O0ODO0O0OO0O0O0O0O0O0O
00000000000 O0O000

"H-NMR (300 MHz, CDCI;) : 9.89 (s, 1H) O 8.08 (d, J=2. OHz, 1H) O 7.6-7.5 (m,

1 H) O 7.4-7.25 (m, 4H)O 6.8-6.7 (m, 1H) O 6.65-6.55 (m, 1H) O 6.55 (d, J=2.

0, 1 H) O 6.05 (s, 2H)O

Dooooao

00000000000 0000(@OIODO0NODNDO0NONDONONODOoON)DOOoOooonoao
D000D000O000)doooao

0000000000000 O0(@MO0D0O0O00O0O00O0O00O0O00O0)DO0O00000aO
0000000000000 D000O0O00O0O00O0O0OO0O0D0O0O0D0DO0O0DO0O0DOO0an
00000

"H-NMR (300 MHz, CDCl;) : 7.6-7.5 (m, 1H)O 7.54 (d, J=2.0Hz, 1H)O 7.4-7.3 (nm,

3H)O 6.8-6.7 (m, 1H)O 6.7-6.6 (m, 2H)O 6.16 (d, J=2.0Hz, 1H)O 6.05 (s, 2H)O

oooooao
000000000 (0O0000000000000000)I0000000000O0Q
000000000 o0oooaon

00000000000 0000D000000 000000000000 000000
00000000000 0000D000000D0000000000000000000
0, 00000000000000

"H-NMR (300 MHz, CDCl;) : 7.94 (Os, 1H) 0 7.9-7.80 7.6-7.35 (2m, 5H)0 6.9-6.8

(n, 1H)O 6.10 (s, 2H)O 5.1-4.95 (br. m, H)O 4.20 (d, J=6.2Hz, 2H)O
Dooooao
0000000000000 0000000000000000
000, 00,0 n)00C0O0O0C0O000O00 (0.78 ml, 12.0 mmol)D 0 OO0 O O (3.
onNIODOODODOOODOOOODOODODODDOO(122 mg, 1.0 mmol)JO OO, OO,
0000000000000 00000000C(2.11 g, 10.0mmol)D00O0O00DOOO
0000000000000 O000O000O000O000O0000000000000, O
0D,0000 0O0O0OCOO0O0OOO0OOOO0ODOOO0DOOODDOD,0000000000000
00000000 /00000(:8)000000000000O000000000000O
00000000000 O00O000
"H-NMR (300 MHz, CDCl;) : 7.95-7.90 7.9-7.750 7.65-45 (3m, 4H)O 4.85 (br. s,
1H)O 3.95-3.9 (m, 2H)O 2.14 (t, J=2.5Hz, 1H)O

0Do0O000

0000000 O[000000000O000O0O0]000[0000000oooao

O
a
OCo000o0joocoogoo)ooggooao
oi1o(@oooooooooobobbo)yooo(ooooooooooooooo)od
ocoooooOoO0ooo0 ooooooooOoooDOoOoobOboOoooooooDO o0 mg, O.
2
a
u
O
a

mmol)DODOODOODOODO.18 mmol)OOy OO (145 mg, 0.7 mmol)O O O
oood((@oooooooUooOo)yYbobooo(@@HyY@omg)hooooooooooodo
0Oooo0ooOo0oooDo0Doooo0 2.5mMH0 0000000 DODODOODODOOOOO
oooo0ooOO0O0oooo0Do0ooooOD0ooooDU0Do0ooDO0DUO0DODO0DUOOoDDODOoDO0OoDDoDDg OO
goooogooooooo0y, 0D, 000000000000 oooooooo/ad
0Ooo0oo0ooO00oooo0o0ooooD0oo0ooDoDoooODoDoDooDoDooooDOoO
HPLC: RT (DO OO D 1) 4.860 MS: 481.00 "H-NMR: (DMSOO dg, 300 MHz): 8.10 (d, J
=1.9Hz, 1H), 7.96 (br, s, 1H), 7.89 (d, J=8.5Hz, 2H), 7.80-7.77 (m, 3H), 7.680 7
.50 (m, 3H), 7.43 (t, J=1.8Hz, 1H), 7.42 (br, s, 1H), 6.93 (d, J=8.0Hz, 1 H), 6.
83 (d, J=1.9Hz, 1H), 6.77 (d, J=1.6Hz, 1H), 6.68 (dd, J=1.70 O 8.0Hz, 1H), 6.10
(s, 2H)O
oooooao
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OCoo0foo@ooogooogooogoo)h)ygoo@oogoooogooog
Y ooooooooooono 000000 gogoooogoooogoooogoooao

|I:I|:II:I
O O
O

O
g
a

OoooooQgogoao

O
g
a
O
a
u
O
a
O

O 0Ooo0ooooao

oo

"o OO0 oOoooOooogo

m, 1H)O

ooooo(@ooDooooDooooOooo)yooo(@@ooooopoooooOoOd
yooooo@wooog, 2.20g9, 5. 0mmo) 00 0((0DOO0OCOODODOOOOO
ooooo)oodoao(2.26 g, 10.0 mmol) DO O ODOOO (2.94 g, 30.0 mmol)
OOo[0O0OO0’ oODOo(@UOoooDOooooDOo)yYooooopOo]looooo (@oc
Yoo, ooo,o00o0O, , 408 mg, 0.5 mmol) DD DDDODODOOOODODODODOOO
Oooooooo@E@smhDoooooDooooDooooDooooDooooOoo
ooooooOo0o0oooOo0Ooooo0Do0ooooDUoooDOoDUooDDOoDUO,O0DO0O0OOO
0000000000000, (0000000 o0DOoDo0Do0ooDoDOoDOooDoO0OO0
oo)yYooooooDOoO/0000@:301:103: 1) 000000 ooDOoOoooOOd
OoO0ooooo0ooooooooooooao

H-NMR (300 MHz, DMSO-dg) : 7.8-7.75 (m, 1H)O 7.67 (d, J=2.0Hz, 1H)O 7.6-7.5 (

7.5-7.4 (m, 1H)O 7.35-7.25 (m, 1H)O 6.9-6.85 (m, 1H)O 6.65 (s, 2H)O

6.5-6.45 (m, 1H)O 6.27 (d, J=2.0, 1H)O 6.08 (s, 2H)O 3.69 (s, 4H)O 0.94 (s,

6H) O
000
000

oad
OCoO0O0oo[[ooDo0fgooooooo0loog[0oooogooogooogg

0l 000gooo)h)yogooooag

ooano
oodd
gooad

O 0Oooio;oo

oo(qoboooooooOoOo)yoob(@@uooooooooooobobboboo)yooooao

oo booobooooboocoobooobooobooboobooboo, 00 d
co¢qooooboobooooobo)yooooo@g@)H)yoDbooooooobDoooobao
goboooobooobooobooan

HPLC: RT (0O ODOO 1) 4.58, MS: 482.00

ooogad
oooaod

oad
OCoO0o0o@ooogoooooo)h)yooo@ooooogoooogoooQod

OH)o0oDogooogogoo0 0000000000 0goooogoooogoogag

gooad

ooooo(q@boooooOoO0oOoUogog)ypopo@oooooooobDbDDODOROo

0D)DOOoOOO(@OODOO)DO0OO(@OODO0)DO0,000,00,00000000

oooad
oooagd

cooooooo(@ooobobOooooOOoOoobOOoOoobobooooboo)y bDOoOoooao

"H-NMR (300 MHz, DMSO-dg) : 7.61 (d, J=2.0Hz, 1H)O 7.29 (s, 4H)O 6.35 (s, 2H)

o 6.31

(d, J=2.0, 1H)O 3.71 (s, 4H)O 3.68 (s, 3H)O 3.66 (s, 2x3H)O 2.34 (s,

3H)O 0.95 (s, 6H)O
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L e T e T e T e B e Y R e T s T e T e T e T e T s T e T s T s Y s Y e T s R e T e T e B et

o 5 , HPLC: RT
g-ﬁ R R (707954) MS
7 @—cuzcnz- H 408(6) | 437.0
8 CH30~©—CH20H2- H 3.35(3) 367.0
9 o ‘N—< >— H 3.24(3 494.0
. (3)
]
Ooo0ogoao
godoooooooDoooooooogoogad:
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(65) JP 2007-500204 A
oooooan
HPLC: RT
&5 w | | S| s

10 @—CHchZCHz- H - 3.47 (3) 489.0
11 CH,0 CH,CH,- H - 3.34(3) 505.0
12 CHN  N—CH,CH,CH,- H - 3.57 (6) 511.0
13 CHN  N—CH,CH,CH,- H | 2HC | 3.10(2 511.0
14 0 N~®— H HCl 3.84(2) 532.0

/~\
15. CH,CHN  N—CH,CH,- H - 3.53 (1) 511.1
16 7\ H - 3.33 (1) 573.1

N  N—CH,CH,
17 CN—CHZCH?_- H - 3.12(1) 468.0
18 { N—CH,CH, H - 3.17 (1) 482.0
19 (CH3CHZ),NCH,CH,- CH, - 3.17 (1) 484.0
20 (CH3CH,),NCH,CH,- H - 3.15 (1) 470.0
21 (NJ/CHZ- H - 3.13 (1) 482.0
22 DN—CH20H2CH2- H - 3.13(2) 482.0
23 Q I\ H - 317 (2) 587.1

N N—CH,CH,CH,

goooaobad
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gooogoao
= 6 7 = HPLC: RT
Bz R R 15 (70750) MS
24 H - 3.33(2) 573.1
CH.N N
YN/

10

25 @A 'D_ CH, | - 339(2) | 544.0
26 CH3NC>— CH, | - 305(2) | 4820
27 O\I—O ; 313(2) | 5220

N

74 /N 20
28 - 3.71(2 518.0

< __N>“‘N\___// (2)

29 | CHGHN  N—CH,CH,CH, H - 3.00 (2) 525.1

[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
O«
[ 30 CH,CH - 3.06 (2 551.1
[ CHN N (2)
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
L
0

31 (CH3):NCH,CH,- | CH, - 3.50 (2) 456.0

N Vo
32 </;>—\_/ - 3.23 (2) 517.0 30

33 CN—O - 3.12 (2) 508.0

34 (CH3CH,),NCH,CH,CH,- l H - 3.14(2) 484.0
(CH,),N Faa
35 _\—- 3.50 (2) 511.1

N ]

3
3 {  N—CH,CH,CH,- H - 3.59(2) 510.0 40
37 | CHCHN ‘N—@— H 359(2) | 550.1
3PN . .

gooaao
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ugoodaoan

, & | HPLG:RT |
&S R ROIR | Gagsn) | MS
38 o N H ; 393(4) | 566.0
al
/~ \
g N
39 Y H . 304(2) | 617.1

[

[

[

[

[

[

[

[

[

[

[

[

[

| 40 NAN—-@‘ H ) 3.43(3) | 513.0
( o~

[
[ O_“>
[ <
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[
[

41 N : H - 3.36 (3) 546.0

42 N : H i 342(1) | 550.0
43 @—CHZCHZ- H - 433(6) | 4750

N
44 7\ H - 298(3) | 448.0
i
45 HAN— H . 476 (1) | 526.0
(0]

U
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[
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[
[
[
[
[
[
= 3 HPLC: RT
R
E &S B | (o) MS
1
[
[ 46 (/: _}— - 4.34 (3) 420.2
[
O
[
47 >——©— . 4.45(3
[ " (3) 461.0
[
[ 48 N:——@— . 3.80 (5) 443.0
[
[
[ 49 /N - 3.23(3) 4189
[ N=
[
[
[ 50 HAT NP - 4.52 (6) 461.9
[ N
[ q
[ 51 HA—S - 4.04 (3) 497.0
[ o]
[
a
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[ S {
: 0=S=0
[
[
[
[
[

CH,
[
[
[
: = HPLC: RT

R® -
| B i (oL ) MS
[ Q
[ 52 »—@— - 4.50(3
[ A .50(3) 423.0
[
[
: 53 HN /‘ - 4.57 (6) 423.8
[ NS
N

[
[ -
| s N_—_—-Q— ; 3.87 (5) 405.0
[
O
Ooo0ogdoao
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Ooo00o0ond
= 3 - HPLC: RT
§F R 15 ( o954 ) MS
N=\
55 _ N—@—NCHZ- ; 4.06 (1) 559.0
56 HNT N , 3.72 (1) 508.0
N\
N
f
57 H,_N-ﬁ—@—— - 4.62(6) 542.8
O
HNTN
58 . 3.69 (6) 494
NS
N
Hac\l?l =
59 I ; 3.83 (6) 522.3
N
1
50 HC™ NN ] 3.87 (6) 536
H N
61 /@/0\/\/'0 HCH 4.20 (1) 576.8
PN
62 N N HCI 3.70 (1) 618.9
|
CH, H
CH, O
HO
63 \/kr;l HCI 3.94 (1) 565.8
: H
o/ﬁ 0
64 l\/N\/\,?. HCI 3.69 (1) 620.8
H
HCl o
65 o N HCl 4.24 (1) 579.8
H
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ooooodd
[
[ = 3 = HPLC: RT
: &S R iz (70951 ) MS
[ 0
[
: 66 HO | N NH; 4.22 (1) 508.8
s
[ N
[
CH,._0
| oer E\/NO:N( CH -
[ ~ —Lhy-
[
[ N=\
| 68 '*N’N N=CH,- - 3.17 (4) 559.7
[
H
[ N’N
[
69 \ - . )
[ N\©—N-cm2-. 2.45 (4) 533.7
H
[
[ @
| 70 Hg«—ﬁ—@—ﬁ—cw - 2.99 (4) 571.6
[ (0]
E 71 o N N—CH 3.0
[ N—CH; - .07 (3) 577.7
N
E \
72 - 3.31(8) 515.7
N—CH,-
[ H
: H
| 73 i ,)—@-N—CHZ-. - 4.64 (6) 560.7
N~y
[
L
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gooad

R3
O
<@I§
© 0=8=0
Q.

- 3 HPLC: RT
E= R iE (7095L.) MS
NA\
74 N NCH,- - 4.19(1) 533.0
—
75 H,N z - 4.01 (1) 482.0
\N

L T e T e T e T e T e T e Y e O e O s O e, R e T e R e, O s B e T e T e T e O e O e O e B e |

ooood

OCcoOo0oo0ooo0O00p0 0000000000000 O0O0OO0O@MOOOO0OOHNODODOo@OAO
Ooo0o0ooo0ogooogo)yoggogoano
O
O
O

000000000 @.5n)000O0(@OO000D0)DO00@MOOOOOOO0OO
mmol, 000OODDOCO)00O00O0O0D0OO0O0O0OO
dispersiond (48 mg, 20 0)0 000000000000 O0O0C0COOCO0OO (103 m

0D0O00)IO00O00 (155 mg, 0.5
O

g, 0.5 mmol)J 0000000000 D0O0ONOOOODO0OOOOODOOOOOOOO0O0O
O
0

O Oooio;ooo

00000000000, 0000000000000000000000000000¢0
000000000000 00O0D0O0000O0O000

RT (DDODOODO 1) 3.790 MS: 480.70

oooo0oo

0000000000 (@O00D00)I0O0MIDNONDONONDNDDNONDOoOoDnooo)ooo
oo

00000000000 000O0D0O0000O0D0O0O0O0O(O00DO0OO0OOO0O0ONooOoaO
000)IO0O000 (2.0 g, 5.0mmol, OO0 76b)000 (000, )y (290 mg, 0.25 mm
oH)ODDD0ODDC0OODCOODO (614 mg, 5.0 mmol)DJ O OO0 0100000 (evacuated)
00000000000 D0000D0O00000O0000000000(DME, 10 nl)0 O O
0 00,00,000@0nm) 0000000000000 ODONONOOOODOOOOODO
0000000000000 0O0D0O0000O0O0O0O0O0(@OND,)I0O0O000OO
0000 00000D000/0000(:1)0000000000000000000
0000000000000 0C0O0O0O0O0(@OO0O0DON)DODO(@OOO0ODODOO
00O0D0O0D0)D0DO0D0O0(80mg, 12%) 0000000000000 00O0O000O0
0000000 mg, 45%)0000000000000000

H-NMR (300 MHz, DMSO-dg): 11.52 (br. s, 1H) O 7.88 (br. s, 1H) O 8.33 (br. d

0 J=6.0, 1H) O 8.0-7.95 (m, 1H) O 7.48 (br. s, 1H) O 7.35-7.3 (m, 1H) O 7.07
(br. s, 1H) O 7.02 (s, 2H)O 3.85 (s, 2Me0) O 3.67 (s, Me0)O
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ooooobooOOoOooao
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OCoOO0O0o0O0O0O00O0000oooogoooogoooogooogoooog@ooong
O000oco000oo0o0Hhooogoao

ocoo0, 00, (lomMHoOODO(@OUOOODODODODODODOODOODDO)Y D1IODODOOO

000000000 D000000O0000C(L.0g, 2.78 mmol, 00O O0O0O0)0000O

0000000007320, 1,500, 0003300000000 0O0O0000O00O

00000000000 D0O00O0D0O00D00, 0000000000000 000000
000000, )I00000D00O00D0OO0DNO0D0,0000000/0000(1:3)0
0000000000000 00O0O00000 (1.0g, 89.9%) 00000000000

"H-NMR (300 MHz, DMSO-dg): 7.45 (d, J=2.0, 1H)O 6.66 (s, 2H)O 6.38 (d, J=2.0,
1H)O 3.77 (s, 2Me0)O 3.67 (s, Me0)O 1.33 (s, tBu)O

ogooaoan
OCoOO0O0o0o0O000O0O@ODbOooooO0oooOo0ooooogo))yfgooogogoono 0oo0g
gooogooooogoogoooad

ocooooo@omMpoo0o00O000 OOODOOOODDODOODODODOOCODOC(B-09, 3
2.3 mmol) D0DO0OCDODOODOCDODO DOOOCODODODODODODDOOOCES.5ml, 2.200, 00
ooogo)yooooooooooooooooooooobbbDoboDboOobooboooooo
OCoo0oO0oooOO0OO0oOoooO0oOooDO0O0oDoO0O0O0O0O(7-.44 g, 38.8 mmol, 1.200)00000
ooooooooooooobboboooooooooooooooooobobDbODbODOao
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000000000, 00, (0mM)000O0O000(.55¢)000000000000
0000000000000 0C0D0O0D0O00OO0,000000000000000000
000,00, 0000000000000C0D000000D0000000000000
O0O0O0O0(@.1g, 96%)00000000000O

"H-NMR (300 MHz, CDCl;) : 7.41 (s, 2H)O 4.92 (br. s, 1H)O 4.22 (d, J=5.8, 2H)
0 3.95 (s, Me0O)O 3.94 (s, 2Me0)Od 1.48 (s, tBu)O
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: = HPLC: RT

: &S (F095L) MS
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: 77 CF,0 3.21(3) 534.6
[

E 78 CHSCHZCH20H20—< >— 3.59 (3) 523.3
[

i 79 @— 3.72 (1) 450.7
[

[

- | s0 ) 3.63(7) 469.0
[

| 81 cu—@— 3.97 (1) 4848
[

[ 82 CF:,—Q— 4.06 (1) 518.6
[
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= 1 HPLC: RT
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83 (CH3)SC—©— 3.45 (3) 506.7
84 3.74 (1) 484.7
Cl 10
Cl
518.6
85 3.65 (7) e
Cl
86 Oéi)‘ 2.65 (3) 492.7

H,C

AY

N
87 L\N_y\ 3.22 (1) 454.7 .

88 @—CHZ- 3.73 (1) 464.8

89 @—\\_ 3.94 (1) 476.7
90 B 3.67 (1 456.6
Q_ (1)
(0]

L T e T e T e T e T s T e T e T s T e B e T e e T s T e T e T s Y e Y e Y e O e O e Y e T e O e Y e T e O e O e T e R e R T e T e O e N e B e I e |

30
CH,0
91 3.87 (6) 511.2
CH,
O\_ +
92 N 3.74 (6) 495.6
o
93 H2N©— 3.60 (6) 465.7
O 40
oooo0oo
00000000000 00000000000000000000000000000
0000000000000 ONoooooooo)Doooao
O0O0O0@n)D0D00O00O0OOODO0ODODOOODODODODOODONO@ODOONOOOO
O00O0O000)0O0O0000O0O00000O0O0C(S0 mg, 0.12 mmol, 00000 CO)O
00000000 (@Lmg, 300)000000000000O0(21 mg, 1.05 00)00 0O
O0O0(OO0O0), (61 mg, 2.5 00)00000000000000000000000O
0 00,00,000000000000C0C0000000000C@O00,)000

uboboobooboobooboobooboooboaoadd
RT (OCDOODO 2) 3.520 MS: 593.70 50
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0.196 g, 73%) O OODOODOOOOOO
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HO NMR (300 MHz, DMSOO dg): 9.86 (s, CHO)O 8.44 (d, J=1.9, 1H)O 7.38 (d, J=9.

2H)O 7.01 (d, J=9.0, 2H)O 6.56 (d, J=1.9, 1H)O 6.36 (s, 2H)O 3.82 (s, MeO

Ooo0oo0ooogogoooooooooooofof0of0ogoogoogogooooo@moggg

0,00, (0m)0O0D0O0O(COO0DOOCODODODOOODODDODO)DODOOOO
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000000000 (732p 0, 1.500, 00033%)O000O00000000000
O0O0O0O000O0C0O0O00O0O0O0OO0O00DD,O0O000000O000000O0O00O0O0
O(@O00,)I000D0000D0O0DNDO00DOD,0000000/0000 (1:3)
00000000000 D0000D00000C(2.0g, 86.3%)0 0000000000

0,

Yo 3.72 (s, Me0)O 3.67 (s, 2Me0)O
oooooao

oo
Oo0o0o0ooooooo)hyooooao
oo

oo

oo

oo

|

oo

1

H-NMR (300 MHz, DMSO-dg): 7.65 (d, J=1.9, 1H)O 7.38 (d, J=9.0, 2H)O 7.02 (d,

J=9.
oad
Oood
gd

0, 2H)O 6.40 (m, 3H)O 3.82 (s, MeO)O 3.72 (s, Me0O)O 3.69 (s, 2Me0)O

ooogad
OCoOO0O0oooOo@ooooooooogoooogoooo)yogoooogog 0o
oogogooogogoooooooao

oo
, 9.
2.2

Ooooo® ooogoodg
OO oOooOoooNwod
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O
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O
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00000000000 0000, 00, (20m) 00000, (13.0 g)
000,00, (nH)000OO0ODO0O0O0O0OODODO0OOOOOODOOOO

000000000, 000000000000000000000, O
000000000000 000D0O00000D000000O0000000

O0Ooo0oooao

O0O0Oo0ooooao
O0Ooo0oooao

a a

(1.51g, 71.9) 0000000000 0OOOOODOOOO

"H-NMR (300 MHz, CDCl;) : 7.85 (d, J=8.9

H)O
O 3
00
00
00

, 2H)O 7.32 (s, 2H)O 6.95 (d, J=8.9, 2
5.01 (t, J=6.2, 1H)O 4.10 (d, J=6.2, 2H)O 3.96 (s, Me0)O 3.94 (s, 2MeO)

.80 (s, MeO)O
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000000000000 Dooooooooooooooooan

O, 00, (l0OMHOOODODODODODDODODODOODODODODODODODDODOODC(8.0 g, 38.

71 mmol) DOOOCODO (7.82ml, 2.500)000000000O0ODOO0O0O0O00OC2.73ml,

1.1

co)ooooooooooooooboboooooooobDOoooD boboooboooOoo
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0/0000(:8)0 0000000000000 0000000000O000/0000
(1:8)0 0000000000000 D0O00O0D (6.1¢g, 71 %)0000O0O000000O
Doo0oo

"H-NMR (300 MHz, CDCl;) : 7.86 (d, J=8.9, 2H)O 7.00 (d, J=8.9, 2H)O 4.65 (br.
s, 1H) O 3.89 (s, Me0) O 3.84 (Od, J=2.3, 2H) O 2.12 (O t, J=2.3, 1H)O
oooo0oo

00000000000 D000O0D0D0D0O00O0O00:

oooooo



(78) JP 2007-500204 A 2007.1.11

oooad
[
[ /0
[ >
[ N
[
[
[
[ NH
[ 10
R
t N
[ 0=S=0
[
[
[
[
: OCH,
[
[ 20
[
= 2 HPLC: RT
E &S R (70954 ) MS
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E 95 Q* 3.67(2) 563.7
: CH,0
[ OCH,
[ 96 CHO O 3.67 (2) 563.7
[ 30
[
OCH, -
[ 3
: 97 @_ 3.68 (2) 533.7
[
: CH,0
[ 08 @. 3.44 (2) 534.2
[
[ OCH,
[
: 09 CH30—< }— 3.26 (2) 593.7 a0
[ OCH,
[
O
gooooao

0000000000000 0D00N0D0NO0N0ONON)OIODONONODONONODONONoOoooag
0D0000(@O00000D0NONOoONOooooo)doooao
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mol, 00O0O0O0D00)IO0O0(@MOO, )y (115 mg, 0.1 0 O0)0 O, OO, (41 mg, 30
0)DODODOODOOODOOOOOODOODO(7 mg, 1.000)00000000000O0 (eva 50
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cuated)J 0D D00 OOCOOOOOOOODODOOOCDODODOODODOOOODOGOOO(DBME, 1 mD)

0000000000000 O000O000O000O000O000000000000000
0000000000000 O0OO00,)I00O000O0O0OO0O0DO0DNDO0ONO0OO0O0O
0D0O00oO0o0oon

RT(DODOODO 1) 3.84. MS : 495.80

Dooooao

0000000000000 0000000000000000@O0ooooooan
000000)0000O00D0OD0DO0ODD 0000000000000 00000000
oo

0000000000000 O000000O000O000O00(@MOOONDONDO0O0ONoooan 10
00O0D0)IOOODO(46 mg, 0.9 mmol, 00 O0O0DO0D0O0)IOO0(OOODODOOODOD
0D00)DOODO(37 mg, 1.800)0000000 (274 mg, 3.1 00)000O000, (0O
DOo)[ODODO’ 000(@MOD0DD00D0DD0O0OO0D0)IODO0ODONOD]00D0O00DO0O0O0OO0OaO
0o0o0O0oo0Oo0O0, 74mg, 0.100)000000000000 (evacuated)J OO O ODO
0000000000000 O000O000O000(@@n)0I0D0O00DO0OD0DO0ODO0DOOO0O
0000000000000 D00C0O0O00O000O0D0DO0D0DO0O0NO0O0ONO0ONOooooao(
0000, )000000000000000000000/0000000000000
0000000000000 (0.3g, 70) 00000000000

1

H-NMR (300 MHz, DMSO-dg): 7.61 (d, J=1.7, 1H)O 7.33 (d, J=9.0, 2H)O 6.99 (d,

2H)O 6.36 (s, 2H)O 6.30 (d, J=1.7, 1H)O 3.80 (s, Me0)O 3.71 (s, MeO) 20
o 3.70 (s,
gooogoad
0000000000000 00oD00D0O0oDO0OO0OaOo:
gooooao

J=9.0,

2CH,)0 3.67 (s, 2Me0)O 0.95 (s, 2CH;)O
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[
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E CH,0 (6)
[ OCH,
[ 103 4.13(8) 435.7
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0ooao
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O0O0Oo0ooooao
O Ooo0ooooao

O
a
O
g
a
O
a

O

1) 3.870 MS:

523.70

000D0000)00O00000, O, (11 ng,
0)D0DODO0DO0DO0OOOOO0O0O0OO (19 mg,
y0OOODODODODODODODODODODODODOODODO0OO0OO0OOO0O0O0O0OOaOaO (DME,
000000000000 000D000000D0000000000000
Oo0O0O0O0(@O0OO0,)0000D0O00000O0O00ND00OOO0ONONDooOoO

oooooooooooobboDbooao:

0.1 00)00,5 005 (40 mg,
1.0 00) 0000000000 (evacuated

1 ml)ooo
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[
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E 107 @_ 4.14(6) 4637
[
0
O0O0ooao
Ooo0oooooooo0oooOooaoad
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2 0S (ATCC: HTB-96)0 Saos-2 (ATCC: HTB-85)0 U937 (ATCC: CRL 1593)0 Hs 578T (ATCC
HTB 126)0 HBL-100 (ATCC: HTB 124)0 Molt-4 (ATCC: CRL 1582)0

Do0oooao

10

20

30

40

50



O (Greiner, Germany)0 0D 00O OODODOODODOODOOODOAO

(82)

JP 2007-500204 A 2007.1.11

goboooooooooboooooooododadd
gooooooboobootoobgouoobgoUobobo0oob0oUoboUoboboDooboao
0o0oo0o0ooDoooDoooDoooDooooooooono (Greiner, Germany)D OO O OO
0 A Y Y
Doooooooo:o000Do00 000000000000 ooooooxoo)
dodoo0ooDoooDoooDoooDoooDoooDoooDoooDoooDoooDooop 0o (@
0o0o0O0o0oOoo0)ooDOoOOpwOOOOODODOODODOODO) ODOODODOODOODOOO
Ooo0oo0oooooooo0ooob0@OOOdMultidrop Thermo-Labsystems, Finland) O O
1 1 I I A 1 O B A I A 0 R
I I e I I 0 A B A B e B A N M A N A R W R N IR NN
0odoo0ooDoooDoooDoooDoooDoooDooo(ooooooDoooDooogy
0dooo0ooODOoooDOoo0)0oooDdpwO(@OO0ODODOO0ODOOO)Y D OoOoOoODOoooDoooOaOd
pO0) 0ODOoDOooODODO0 (DO0ODODO0DODO0DO0DODO0DOo0oODOoDO0DoODOoo0oODOoDooODOoooDoooaoaa
ybooooooooooDoooDoooDoooDoooDoooDoooDoooDoopwOoOoDOaOo
oooogano

oooooao

1 1 I I A 1 O B A I A 0 R
O 0O 0O zero fluorescence valueO (0 OO OO O0O0DDODOODDODOODODOODODOODOOO
gooooooboobobtooboobgoooboboobooboobuoy oo o
goooooobgoobo oot bgoUobo b0 b0 boUobooDooboao
Oooooooao

ooooodd

00000000 oboooooboogfoogooodan

I I I I I I T I I 1 I O I 6 R R A R R
1 1 I I A 1 O B A I A 0 R
gooooooboo0ob0b0 booobLObO0ob0DO0DU0 bbb obobOoUobOoUobooooboao
0 I I e e T 1 A A 1 6 A O A O A M A B A
goooooobgoobo oot bgoUobo b0 b0 boUobooDooboao
I I I I I I I I I I B A A 6 R R A R B R
1 1 I I I I A I 6 A B A N B R
gooooooboobobopotoobdoobgoUobob oo boUboboDooboao
I I I I I I T I I 1 I O I 6 R R A R R
1 e I It A S I O B A I A 0 R
gooooooboobootoobgouoobgoUobobo0oob0oUoboUoboboDooboao
I 1 I I I I I I I 6 6 O A B A N R B R
o((@oo)yYoooooooDOoooDOoooODOoooODOooOooDOoOoOooDOoOoOooDODOoOOooDODOooOooDOoOooOaOo
I I I I I I I I I I B A A 6 R R A R B R
oo

goooooad

ooooooooooooodooooooodaodd

1 1 I I A 1 O B A I A 0 R

O

OP-TubeO OO OODO (

Matrix, UK OO OOOODOOOODOOOODOOOOO

oooooad

OooDDOoDO0DO0O0O0oooDooDoDoooOoxoo0”ooxoo0”0O00o0o0oOOOOO00
0Ooo0o0ooDo0D0oooo0Do0ooooDo0o0ooDo0Doo0ooDoDo0DoooDoDo0ooDoODOoDoooODoOooOan
CoOpl0DO0O0OO0CDOO0DOODODOODODODODODDODODODODODODODODODODOODODOODOO
pylDo0o0o0oo0ooooDo0o0oo0oo0Do0o0oo0Do0DU0Do0oo0Do0DU0DUoo0DoDpw 00D O0OpOoOOO0Opw OO0
p 0000000 p 00000000 O0O0DO0DO0ODODDODODOO0OODODO0DODODOOODODfluoresc
ence activated cell scanning device (FACSCaliburO O O O O BD Biosciences)d O O

10

20

30

40

50



- i O i Y

[

O O0ooo

oDoooeo ooooooooood
Oooooe oo0o0ooOoooQgoaog
Ooooooo Oooo0ooOogooQgoaog
OoDooOoOY ooooooooogogoaog

O 0Oooo

n

e

ooooooooooooooboooboooocboooooooooooooao

O 0Oooo
O 0Oooo

O 0Ooo0oooao

a
O
a
u
O
a

O O0ooo

O

ugoodaoan

(83)

poooooooooo® oo
O0O00DO0O00O0O00Ouw
Do0O00D0DO0O00oOoO0Oooao

oooagooagoodoan

ooooooooooooao
ooooobooobooobao
uoboooboobooobad
ooooooooooooao
oooooboooboooboad

O O0ooo

goooooboooan
goooaoooaoan
ooooooooao
gooooboooan

gooagooaoan

g
a
O
g

O O0ooo

O O0ooo

O
O
O
O
O
O

O
O
(]
O
O
]

O
g
u
O
a

O 0Ooo0ooOoo
O 0Ooo0ooOoo
O 0Ooo0ooOoo
O 0Ooo0ooOoo
O 0Ooo0ooOoo
O O0Ooo0ooOoo

O O0ooo
O 0Oooo
O O0ooo
O O0ooo
O O0ooo
O 0ooo

ooogoggogggog

I e Y e L Y Y

=
OoooooOoeoeo oTT o000 ooooi; oo

(9]

oo o ooooogino oo
OoooT oo0ooogiio oo
Oooooo soooooooogoio;ooao

=

O0Ooo0oooo

Ooooooogo e

(¢}

o
OO ooooYeY ooogoooog xoomoog

Cc

oS Do oooOoooogooi;oQg

0
a
0
0
a
O
y
u
0
a
0
e

P

goooooboooan
uooaoobodaoan
ooooooooao
goooooooaoan

L

O 0Ooo0oo0oooao
OooooooooQgodg

oo ooooooQgodg
OoTT O Ooooogodg
Oooooooogodg
OooooooooQgodg
oo oooooogodg
oo ooooooQgodg
Oooooooodg
Oooooooogodg

ooooaoooad

O 0Oooo
O 0Oooo
O 0Oooo

Ooooooooogodg

O 0Oooo

OoooT o0oo0ooogoo
OOooOooooo x ™

O 0Oooo

O 0Oooo

50O

O0Ooo0oo0ooaoo
O0Ooo0o0ooao
O o0Oooo

I o A
O0Ooo0oo0ooao
O0Ooo0oo0ooao
O0Ooo0oo0ooaoo
O0Ooo0o0ooao
OoOoo0ooT O

OO0OO0OO0OO0O0O0O0OSsigma B-22610 0 0O

JP 2007-500204 A 2007.

O
O
O
O
O
O
O
O
O
O
O

O O0ooo

O
g
u
O
g

O O0ooo

O o0Oooo
O o0Oooo
O 0Oooo
O 0Oooo
O o0Oooo
O 0Oooo
O o0Oooo
O 0Oooo
O o0ooo
O 0Oooo
O 0Oooo

O O0ooo

.11

ooooobdodabsDd

O O0ooo

O 0Ooo0ooo
O 0Ooo0ooo
O0Ooo0oo0ooao

O

O 0ooo

O

O O0ooo

O O0ooo

O 0Ooo0ooo
O Ooo0ooo
O Ooo0ooo
O0Ooo0oo0ooao
O0Ooo0oo0ooao
O0Ooo0oo0ooaoo
O0Ooo0oo0ooao

O

O O0ooo

O

O O0ooo

O

O O0ooo

O O0ooo

O O0ooo

O O0ooo

ooooooooooooobobboooao

000000 standard

inverted fluoresc

goooobooboobooboobao

ugoboouobooboobodg ooado

ooooooooooooobobobobooano

goooaoan

10

20

30



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

(84) JP 2007-500204 A 2007.1.11

ugoooaood

Hoechst 33342#&%a

=gl BE | Jurkat | Jily PBLs | HeLa | H460 | MRC5
3 0 nd nd 0 nd nd
9 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
2 1 0 nd nd 0 nd nd
x2HCI 0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
7 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd

oooooad



ugoooaood

(85)

JP 2007-500204 A 2007.1.11

{
L
L
{
L
C
C
L
{
L
L
{
L
C
C
L
{
L
L
{
L
C
C
L
{
L
L
{
L
C
C
L
{
L
L
{
L
C
C
L
{
L
L
{
L
L
a

3 0 nd nd 0 nd nd
8 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 2 nd nd 1 nd nd
9 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
10 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
11 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
12 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
13 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 2 nd nd 2 nd nd
14 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 Q nd nd 0 nd nd
3 0 nd nd 0 nd nd
15 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 1 nd nd
16 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
17 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
18 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
19 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
20 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
Ooooo

10

20

30

40



ugoooaood

(86)

JP 2007-500204 A 2007.1.11

: 3 0 nd | nd 0 nd | nd
: 21 1 0 nd nd 0 nd nd
[ 0.3 0 nd nd 0 nd nd
[ 0.1 0 nd nd 0 nd nd
[ 3 0 nd nd 0 nd nd
[ 29 1 0 nd nd 0 nd nd
‘ 0.3 0 nd nd 0 nd nd
: 0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd

[ 23 1 0 nd nd 0 nd nd
[ 0.3 0 nd nd 0 nd nd
[ 0.1 0 nd nd 0 nd nd
[ 3 0 nd nd 0 nd nd
[ o4 1 0 nd nd 0 nd nd
[ 0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd

[ 3 0 nd nd 1 nd nd
[ o5 1 0 nd nd 0 nd nd
[ 0.3 0 nd nd 0 nd nd
[ 0.1 0 nd nd 0 nd nd
C 3 0 nd nd 0 nd nd
: 26 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd

[ 0.1 0 nd nd 0 nd nd
[ 3 0 nd nd 0 nd nd
[ 27 1 0 nd nd 0 nd nd
[ 0.3 0 nd nd 0 nd nd
[ 0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd

: 28 1 0 nd nd 0 nd nd
[ 0.3 0 nd nd 0 nd nd
[ 0.1 0 nd nd 0 nd nd
[ 3 0 nd nd 0 nd nd
[ 29 1 0 nd nd 0 nd nd
[ 0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd

: 3 0 nd nd 0 nd nd
[ 30 1 0 nd nd 0 nd nd
[ 0.3 0 nd nd 0 nd nd
[ 0.1 0 nd nd 0 nd nd
[ 3 0 nd nd 0 nd nd
[ 31 1 0 nd nd 0 nd nd
0.3 0 dn dn 0 dn dn

[ 0.1 0 nd nd 0 nd nd
[ 3 0 nd nd 0 nd nd
[ 32 1 0 nd nd 0 nd nd
[ 0.3 0 nd nd 0 nd nd
[ 0.1 0 nd nd 0 nd nd
[ 3 0 nd nd 0 nd nd
33 1 0 nd nd 0 nd nd

[ 0.3 0 nd nd 0 nd nd
[ 0.1 0 nd nd 0 nd nd

[

gooooan

10

20

30

40



ugoooaood

{
L
L
{
L
C
C
L
{
L
L
{
L
C
C
L
{
L
L
{
L
C
C
L
{
L
L
{
L
C
C
L
{
L
L
{
L
C
C
L
{
L
L
{
L
U
O

(87)

JP 2007-500204 A 2007.1.11

3 0 nd nd 0 nd nd

24 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd

0.1 0 nd nd 0 nd nd

10 0 nd nd 0 nd nd

35 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd 0 nd nd

10 0 nd nd 0 nd nd

36 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd 0 nd nd

10 0 nd nd 0 nd nd

37 3 0 nd nd Q nd nd
1 0 nd nd 0 nd nd

0.3 Q nd nd 0 nd nd

10 0 nd nd 0 nd nd

38 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd 0 nd nd

10 0 nd nd 0 nd nd

39 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd 0 nd nd

10 0 nd nd 0 nd nd

40 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd 0 nd nd

10 0 nd nd 0 nd nd

41 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd 0 nd nd

10 0 nd nd 0 nd nd

42 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd 0 nd nd

10 0 nd nd 0 nd nd

43 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd Q nd nd

10 2 nd nd 2 nd nd

44 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd 0 nd nd

10 2 nd nd 1 nd nd

45 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd 0 nd nd

10 0 nd nd 0 nd nd

46 3 0 nd nd 0 nd nd
1 0 nd nd 0 nd nd

0.3 0 nd nd 0 nd nd

gooaoao

10

20

30

40



—m —m —m @ @ @ @ @ @ @ @ ™@ @ @ ™@ @ ™@ o™&@ & & & & & /& /& /s /&, /&, M/, /s o/, /&, /e /. /e /. /e /e /e o/ /e e e e e

ugoooaood

(88)

JP 2007-500204 A 2007.1.11

3 0 nd nd 2 nd nd
47 1 0 nd nd 2 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
48 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 0 nd nd 0 nd nd
49 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd
3 2 nd nd 2 nd nd
50 1 4] nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd

3 2 2 0 2 2 1

51 1 2 2 0 2 2 1
0.3 0 0 0 0 0 0

0.1 0 0 0 0 0 0
3 0 nd nd 0 nd nd
52 1 0 nd nd 0 nd nd
0.3 0 nd nd 0 nd nd
0.1 0 nd nd 0 nd nd

3 0 0 0 0 0 0

53 1 0 0 0 0 0 0
0.3 0 0 0 0 0 0

0.1 0 0 0 0 0 0

3 0 0 0 0 0 0

54 1 0 0 0 0 0 0
0.3 0 0 0 0 0 0

0.1 0 0 0 0 0 0

3 2 2 0 2 2 1

55 1 2 2 0 1 0 0
0.3 0 0 0 0 0 0

0.1 0 0 0 0 0 0

3 2 2 0 2 2 2

56 1 2 2 0 2 2 2
0.3 2 2 0 0 2 2

0.1 0 0 0 0 0 0

3 2 2 0 2 2 2

1 2 2 0 2 2 2

S6x2HCI 55— 2 0 0 0 0
0.1 0 0 0 0 0 0
3 2 nd 0 2 nd nd
57 1 1 nd 0 0 nd nd
0.3 0 nd 0 0 nd nd
0.1 0 nd 0 0 nd nd

3 2 2 0 2 2 2

58 1 2 2 0 2 2 1
0.3 2 0 0 0 0 0

0.1 0 0 0 0 0 0

gooooan

10

20

30

40



JP 2007-500204 A 2007.1.11

(89)

ugoooaood

10

20

30

40

o|o|o|oln|o|olo|ojololo|jojo|ojojo|o|o|o|nla|o|ojn|ajo|o|o|o|o|o| B Bl B Blan|o|ojo|njolo|o|njo|o|o|ajn|o|o
Nololola|nfolololo|o|o|o|ojojo|o|o|o|jo|an|n|o|o|anlnjolol|olo|o|o| B B B Bnin|olola|olo|o|nio|olo|njajolo
o|o|olojn||ojo|nlojo|o|ojo|o|o|nio|ojo|n|njo|o|njolo|olo|ojo|o B BB | Bin|olo|o|n|o|o|o|o|ololoja|n|ojo
o|o|o|o|ojo|o|o|o|o|o|o|o|o|ojo|o|o|o|ojo|o|o|o|o|o|o|o|o|o|o|o| BBl B Blo|o|olo|o|o|o|o|o|o|o|o|o|o]olo
o|ojojo|n|nojojo|o|o|o|ojo|o|o|ojo|o|oln|ajojoja|n|o|o|o|o|o|o| B B B| BlN|N|o|o|a|—|ojo|nio|olo|ajajo|o
njojo|ofa|ajNjo|nfo|o|olalojo|oja|afo|o|a|njo|ofajnjo|o|ofo|ojol B B | Bl Bln|a|ofo|a|ajo|ojalcfojo|ajcjai|o
wmroiois i il R hhaile hihe e Rgbu e g b e b
D @ o & @ 3 Y 8 © & 3 R ~

T T T T VsV N S N N S

gooooan



JP 2007-500204 A 2007.1.11

(90)

ugoooaood

10

20

30

40

Oo|o|o (o} {e}[e]{e]lo] [o] -] Q10O ||| OIO(O|O o|o[o [=l{el[el{e]{a]e]{o)] olo|o —|O|I0|O|O[O(O [e] [an]{an)
[e}[e]le]{e) OO0 |O|0|0|0 ool N[N|N|— OO0 oloio OO0 |O|0|O|O (s jle]le) NOjOjO(O|o|o [e}fe}{o]
(@)@ {e] [ OOI0I0IO|IQIO (o] [ ) {a) NN~ |O|O|O|O [e}{w] o] OO|O|I0|O(OO OO0 Y [=l{=l{e]le]{e]{s] o100
Olo|0|o [=]{=] (o] [=] [e] [e] [a] O|I0|0 QIO O|O|0|0|O oo|C OI0I0I0|0{O|O o010 QOO (Olojo|o [=}[el{e)
—|O|0J0O O|OI0JO(0|0|0 o010 N|N|N|— (OO0 oO|olo OO0 |N|OjO|O O0|o —|O|O|O|OoIO (=] {e] )
Al =] (=] [ =] OIO[0O|OIOIO|O [} ==} ) NINININOIO|O (o] [} [o) O|O(O|N|O|OIO [e){e]le] N[O|O|O|O|o[o (o} {e) (=]
e iida SRl Shom i i R i et b Rbaa i e U R e
N R N R R N R R & % & 8 3

T T T T VsV N S N N S

gooooan



JP 2007-500204 A 2007.1.11

(91)

ugoooaood

10

20

30

40

OI0|0lo OO0 |0 [=li=]le] QOO [ellellellellelle]le] QOO [elHelleolleollelle] o] (@)@ ]{ew] O|O|olo|o|o|o QOIO|O
wllelielle] OO0 OO0 (o {el{e] [elHelella ol el le] o0 QIO|OO|0|OIO NN O (e} elle]leollellelle] QOO
OI0|0|0O OI0 |0 (o} {wlHe] o100 O|0|OIN|O|O|O OIO|O OO|0|0|O|0|C ANJN(O OlO(O|OI0|I0|0O (o] e] o]
[sllel{e]lle] O|o|O OO0 [=][a]le] [sl[e]ellellolle]le] [=] [ ]l =] QOO0 IO|O|O Qoo QIO |O|0o|o|o|o [ ]{e ][]
O|0|0|0 —|OIO [} {e} o] [el{e]le] O|O|O|~|—]|O|O OO0 (=)l {ellellelle} o] ANJN|(O (el lellell Jdlel{ele] (@)= o]
[ )] [ar ]} o] NJOIO QIO OlIo|Io OIO|O|N|N|[O|O QOO ellelle]lellelle]le] AN(NO [»lele]llelle]llel{e] OO0
sl irhat L R b B S b b e B A RS e b B B Y O R o Y R 8 o
< @ & 8 & s > S & > & 8 &

(R R
L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L L

gooooan



ugoooaood

L T e T e T e T e T e T e T e T e B e T s T s T e T e, TR e T e, T e TR e T e TR e T e, T e T e T e TR e T e T e T e T s Y s B s B e e T e T e T e T e

(92) JP 2007-500204 A 2007.1.11

98

99

100

10

101

102

103

20

104

105

106

30

107

OIOININIO|CI=IN|OICININIOINININ|CIOININ(O|IOININIOINININIOININ|INIO|OIN|INIOIoIO|O

OI0I0[CO|0|0]|0|0|0IO|O|0|0IO(O([OIO[O OO |0 |0 |00 |00 |0 (OO IO|O(o|o|o]|o|o|o|o|o
OIOIOINIO|IOI=INIOIO|OIN|OINININ[O|O|OIN{O]OI=IN[OIN(NINIO(N (NN |o|oININIio|lo|lo|o

OO|=INIOIOI=N|OIOIOINIOIN|ININ|O|OloIN (OO IN[O(NIN(NIOINININvIO([oIN[IN|O|olo|lo

w
O|OININIOIOIN|N|O|CININIOINININIO|O(NIN(O|OININOINININ([OINININ (OO |IN|O|o|O]|—
O|I0IQIO0O|I0|O|=O|0O|=|O[=|NNOlOo|O(m oo [O|IN|ININ|O|=(NIN(oolalalo|o|o|o

0 | REL
BLHE
2 | BUHR

-

40

ggodag

O0Ooo0oooljod
O Ooo0ooin;o

O

L R
O0Ooo0Oooiod

O O

O

O Ooo0ooin;o
O 0Ooooin;o

O

O

ocoooooOo0OooooooooOooooDOoOooooO0 (cooooaox
oH)oooooooooooooooOopODOOOODODDODOOODOOO

goooooboooobooobopbO0oobooboobooboobogonb
uoooooooobpd0bd0OpbO0b0ppooobocoboppbO0oobOoonn
ocooooobooOoooboooooboOoOoobOOoOooobDoooboDOooOooaDoOep

romega Gl111) 000 O0OO0OO0OO0ODO0ODODODODODOpOO0OO0OOODDDODDDOOOODODODODOOO
OCoo0oOoooOO0OOoOoOo0OspinOO0OO0CDODODOO0OODODO0ODOODODODODDODDODOODDODODOOO
OCDODO0O0OO0OD0ODO0O0OO0ODODDO0OOOshackedDOODODODODOODODODOODODOODOODODOO 50



(93) JP 2007-500204 A 2007.1.11

0o0oo0o0ooDOo0ooDOoo0oo0DOdy p O000O00Addgraphical analysisO OO0 OO0OGOGOGO0AGd
pooooooDOoooooao

Ooooooao

ooooooao

MTSIEE7ZvtA4(7 2BBIZHITA 1 C50)

[
[
E % 1 Jurkat Jily HeLa | MRC5
: 1 nd nd 0 0
: 2 nd nd 0 0
3 0 nd 0 0 10
[ 4 0 nd 0 0
[ 5 0 nd 0 0
[ 6 2 nd 1 1
[ 7 nd nd 0 nd
[ 8 nd nd 0 nd
[ 9 nd nd 0 nd
10 nd nd 0 0
[ 11 nd nd 0 nd
[ 12 0 nd 0 0
[ 13 0 nd 0 0
[ 14 0 nd 0 0 20
[ 15 0 nd 0 0
: 16 0 nd 0 0
17 0 nd 0 0
[ 18 0 nd 0 0
[ 19 0 nd 0 0
[ 20 0 nd 0 0
[ 21 0 nd 0 0
: 22 0 nd 0 0
: 23 0 nd 0 0
24 0 nd 0 0
[ 25 0 nd 0 0
[ 26 0 nd 0 0 30
[ 27 0 nd 0 0
‘ 28 0 nd 0 0
: 29 0 nd 0 0
: 30. 0 nd 0 0
31 0 nd 0 0
[ 32 0 nd 0 0
[ 33 0 nd 0 0
[ 34 0 nd 0 0
[ 35 0 nd 0 0
: 36 0 nd 0 0
37 0 nd 0 0
: 38 0 nd 0 0 40
[ 39 0 nd 0 0
[ 40 0 nd 0 0
[ 41 nd nd 0 0
[ 42 0 nd 0 0
: 43 nd nd 0 0
: 44 nd nd 0 0
45 nd nd 0 0
[ 46 0 nd 0 0
[ 47 0 nd 0 nd
[ 48 0 nd 0 0
L

50



JP 2007-500204 A 2007.1.11

(94)

ugoodaoan

oooooogoad

10
20
30
40

nd
nd
nd
nd

1
nd
nd
nd

0

1

1

1
nd

1

1

1

1
nd
nd
nd
nd
nd
nd
nd

0
nd
nd

2
nd
nd

0

0

0

0

0

0

0

1

0

0

0

1

0

0

0

2

0

0

0

0

1

2

53
54
56
57
58
59
64
65
66
69
70
74
75
76
77
78
79
80
83
84

49
50
51
52
55
60
61
62
63
67
68
71
72
73
81
82
85
86
87
88
89
90
91
92
93
94
95
96
97
98
99
100

T T T T T N N N N N N VO M VT N N S T S

ugoodaoan



(95) JP 2007-500204 A 2007.1.11

ugoooaood

E 101 3 2 3 3
102 1 1 0 0
[ 103 1 1 0 0
[ 104 2 2 1 2
[ 105 1 1 0 0
[ 106 0 0 0 0
. 107 1 1 0 0
[
[ 0 [IC50> 1M
[ 1 IC50 < 1uM
: 2 _]IC50 <0.2uM
oooaoao
dodoooooooooooaoan
ooood (oooxogao "o ) ooOooOoOoooOoooooooooooooooao
I o A 0 R O I > MY o)<}
0 I T e I 1 1 0 O 0 O O N R MV R A
0000000000000 O0)oOO0O0DOO0OO0OOOD0OOD0OGOanOBD BiosciencesO
0o0oDod0o0oDOo0o0ooODOo0o0ooDOoo0ooDOoooDOoooDOoooDOoooOppO0O)XoOocOoODoDOu OO
I I I I I I B O I A 0 R B O R B A B e e R N A A B N RN A E
0o0oo0ooDoooDoo0ooDoooDoooDoO0n0 Doooo OO0 Molecular Probes
-113))d0op 00000 OO0DDOODOODDODOODOODODOODOODODOODOOOnD

OuplDDODDOO1lpOO0OO0OO0OO0OO0OOoOoOoOoOoOoOOoODOoODODDDDO@OOOO) (Molecul
r Probes A0 1310)0 0 000O00COO0O0OO0DOOOOODODOOODODOOODOOODOO

ooooooooooooobbboboooboobooooao

gooaao

ooogogooogogoooooooan

DO0O0Ox00” 0000000000000 00000000000000D0O00O00
uooboooboooboocobooobdodtbppoob0cbppoobocoboobocoboonnb
ooooooooooooooobobDbobODoOOoOOoOocOcO0OO0parti00oooooo0Ooan
goooooboooobooobooboobooboobooboobooboobognnb
ocoo0oo0ooOO0O0oo0oOO0O0OooObOO0Ooo0oODO0O0oo0DO0O0DOppO0O0OO0DOO0OO(Calbioche

# 537059) 0 00 0DO00p0OO0O0OC0DODOOODDODOODOODODOODODODODDODDOOODOGO

DoooDoDOoOo3oooogdjooo® o*»ogooo0oooootd

ooooooboooooobooobooobooboooboobooboobooboooann
linear 000 O00ODO0O0O0OOOODOOCDODOODOODDODOOODODODOODODODODDDODOODOGO
goooooboooooooboooboobooboobooboobooboobognob
uoobooobooooooboocoboooboobocobooboobooboobooodnn
oooooooooooooooobobbobooboooooboooooooooooooooao
ooobooobooboobooboobooboobon

gooadd



(96) JP 2007-500204 A 2007.1.11

gooado

MREEAMHSHIZONTOP 1 246 (4 8KfHE)

[
[
[
[ o Hela 10uM Jurkat 3uM
- BS

: subG1 G2M subG1 G2M
E 6 0 2 0 1

51 0 2 0 1
: 53 0 2 0 1
[ 55 0 2 0 1
[ 56 0 2 0 1
E 0: |REL
[ 1: BLHR
: 2: BLBR
a
gooogogao
ocoooooogooo (o)
0000000000000 DDDOO0DDO0O0O0O0DODODDOODNDOoOOoOOoOOoOxOD" 000
0000000000000 000O00D00000O00D000O0OxO00” 0000000
0 I I 0 e e A 1 6 O 0 O A O N O N A MV A B A
O 0O 0O O Molecular Probes #B0 231510 0 0 0p OO0 0 O0D0OOODOOOOOOOOODOOO
0oo0oo0ooo0O0ooooDo0ooooDO0DO0oDoODO0Do0oooODo0DU0Do0oo0DDUoDO0oDDODOoDOoOoDoODOoDODOO
0 I I e 1 e A 1 6 O A O A R B R B A
00000 O0OOO0OD0OO0O000daod Molecular Probes #AO 21306)0 0 0 0000000
ooooooo0O0ooooDo0oooDO0DU0oDoDO0DOoooOOoDU0Do0oo0DDU0DUO0DDODOoDOoOoDDoODDODOoDOO
godoooooooooobbobbobboboooboddoooooooo
oooooao
dododoooogooad
0 I e A O A A I A B A
O0O0O0O0DODOADOICN PharmaceuticalsO O OO 0O 0O FKO09O O 0O FKO29) O OO O ODOOODO
0 I I e T A T 1 0 A O A O N A MV A B A
I I I e T A 6 6 A O A O M A M A M A
ooooooo0O0ooooDo0oooDO0DU0oDoDO0DOoooOOoDU0Do0oo0DDU0DUO0DDODOoDOoOoDDoODDODOoDOO
O compound controlD 00000 O0OO0D0DOODODOODDODOODDOODODOODODOOODOODOGO
0oo0o0ooo0O0oooo00oooDO0O0o0DoDo0Do0oo0ooOoDU0Do0oo0DDoDO0oDoODOoDOoOoDoODODOoDoOn
0 I I e 1 I 0 A O A O N A MV A B A
godoouooooooobbbobbbbobbtodoouououooooo
oooooao
doooooooooooan
I I I e T A 6 6 A O A O M A M A M A
ooooooo0O0ooooDo0oooDO0DU0oDoDO0DOoooOOoDU0Do0oo0DDU0DUO0DDODOoDOoOoDDoODDODOoDOO
0dooo0ooDooooooDoooDoo0ooDoooDoooDoooDoo@ooooooooao
000000 Gattefosse S. A., Saint Priest, France)J O D O OO ODODOODODOwet p

ulverizerd O OO0O0OpODODDODDODOOOOOODODOODOOOoOODOOODDDDDODOOO
gbooooboooboooboooboocoboobooboobooboobooodnn



L T e T e T e T e T e T e T T e T e e T e T e O e R e T e T e T e T e T e T e T T e T e T e T e T e T e T e T e T e T e T e B T e T e T e T e B T e T e T e T e T e T e B

(97)

gooaoodadd

JP 2007-500204 A 2007.1.11

According to [nt

INTERNATIONAL SEARCH REPORT
srnatienal Application No
>T/1B2004/001818
A. CLASSIFICATION OF SUBJECT MATTER
IPC 7 CO7D207/42 CO7D401/04  CO7D403/12  CO7DA05/14  CO7D417/04
CO07D417/14  A61K31/40 A61P35/04

tional Patent Classification (IPC] orto bath national clessification and IPG

B. FIELDS SEARCHED

IPC 7 CO7D

Minimum documentiation searched (classiication sysiem followed by classfiication symbals)

Docurneniation saarched other than minimum documentation to the axient that such documents are included in the fields searched

Electronic dete base consuited durlng the intetmetional search (name of data base and, where precticel, saarch tayms used)

EPO-Internal, BEILSTEIN Data, CHEM ABS Data

€. DOCUMENTS CONSIDERED TO BE RELEVANT

Calegory ° | Citation of documsnt, with indlcafion, where appropriate, of the relevant passages

Relevant to claim No.

synthesis of Pendolmycin®
TETRAHEDRON,

vol. 47, no. 36, I July 1991
pages 7615-7624, XPDO1155513
Great Britain

examples 9,12

A KAZUAKI OKABE ET AL.: "Second generation

{1991-07-01),

1-11

D Further documents are [isted in the continuation of box G.

D Patent family members are listed in annex.

° Spacial catagorles of citad documents

A" document defining the general state of he art which Is not
considared to be of particular relevance

"E* earlfier document but published on or afterthe Intemational
filing date

*L" document which may throw doubls on Prlority claim(s) or
which is cited ta establish the publication date of another
ditation or olher special reason {as spacified)

*O" documeni referring to an oral disclosurs, uss, exnibilon or
other means

P document puhlisheq prior to the intemational filing date but
later than the priotity date claimed

"T* later dosumetit published afler the nternational filing date
or pricrity dale and not In contlict with the appl
cited 1o understand the ptinciple ot thecry underlying the

invention

"X documetit of pariicular relevance; the claimad invention
cannot be considered novel or cannot be considered to
Invelva an Invantiva stap whan the decument is taken elone

*Y* documsnt of paricular relevance; the claimed invention
cannot ba constderad te involve an invantive slep whean the
dosument is sombined with ane or more other such datu—
mants, such comblration being obvious to a person skilled

Inthe ar,

*&" document member of the same patent famlly

llcation but

Date of the actual complation of the International search

15 September 2004

Date of mailing of the Infemational search repost

22/09/2004 it

Nama and mailing address of the ISA
European Patent Office, P.B. 5815 Patentiaan 2
ML — 2250 HY Rijswik
Tel. (+31-70) 340-2040, Tx. 31 651 sponl,
Fax: (+81=70) 340-3016

Authorized officer

Menegaki, F

Fomm PCTASA/Z10 {second shest) (January 2004)



—m —m —m @ @ @ @ @ @ @ @ @ @ @ @ @ ™@ ™@ o ™@P & &a & & & /& /& /&, /s, /. /&, o/, /e, o/, /e /e /e /e e /e o/ e e e e e

(98) JP 2007-500204 A 2007.1.11

| ternational application No.

INTERNATIONAL SEARCH REPORT PCT/1B2004/001818

Box Il Ohservations where certain ctaims were found unsearchable {Continuation of ltem 2 of first sheet)

This Internationad Search Report has not been establishad in respect of cartaln claims under Arlicle 17{2){a) for the following reasons:

1. m Claims Nos.:
because they relate to subject matier not required to be searched by this Authority, namely:

Although claim 17 is directed to a method of treatment of the human/animal
body, the search has been carried out and based on the alleged effects of the
compound/composition.

2, D Clalms Nos.:
because they relate to parls of the Iniernational Application that do not comply with the prescribed requirements to such
an extent that o meaningful International Search can be camied ow, specificaily:

3. || Cleima Nos:

because they are dependent clalms and are not drafted In accordance with the second and third sentances of Rule 6.4{a).

Box Il Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple Inventions In this international application, as follows:

—~

. As all required addiional search feeswere imely paid by the applicant, this International Search Report covers all
searchable claims.

2. ]:, As all searchable claims could be searched without effort justifying an additional fes, this Authority did not invite payment
of any additional fee. '
3. As only some of the required additional search fees were imely pald by the applicant, this Interational Search Report

covers only those claims for which fess were paid, spacifically claims Nos.:

4. D No required additional search fees wera timsly pald by the applicant. Consaquently, this International Search Report ls
restricted to the Invention first mentioned In the claims; it is covered by claims Nos.:

Remark on Protest D The additional saarch fees ware accompanied by the applicant’s protest.

I:I Ne protest accompanied the payment of additional search fess.

Form PCT/ISA/210 {continuation of first shaet (2}) (January 2004)



(99)

JP 2007-500204 A 2007.1.11

gobogooaon

(1) Int.Cl.
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
oooo
0ooo

401/14
409/14
31/4025
31/496
31/5377
31/454
31/506
31/4439
31/4178
31/40
31/4196
31/41
35/00
37/02
37/06
43/00
29/00
19/02
21/04
25/00
21/00
7/06
7/00
3/10
17/00
17/06
17/14
1/16
13/12
7/04
1/04
19/08
9/00
15/00
11/00
11/06
37/08
27/16
403/12

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

ad

0000 401714
O0O0Q0 409/14

goono
ooono
gooo
goono
oooo
ggono
oooo
ggooo
goono
ooono
gooo
goono
oooo
ggono
oooo
ggooo
goono
ooono
gooo
goono
oooo
ggono
oooo
ggooo
goono
ooono
gooo
goono
oooo
ggono
oooo
ggooo
goono
ooono
gooo
goono
oooo

31/4025
31/496
31/5377
31/454
31/506
31/4439
31/4178
31/40
31/4196
31/41
35/00
37/02
37/06
43/00
29/00
19/02
21/04
25/00
21/00
7/06
7/00
3/10
17/00
17/06
17/14
1/16
13/12
7/04
1/04
19/08
9/00
15/00
11/00
29/00
11/06
37/08
27/16

0000 403/12

ooon
gooo
goon
ooon
gooo
gooo
ooon
goon
ooon
gooo
goon
ooon
gooo
gooo
ooon
goon
ooon
gooo
goon
ooon
gooo
gooo
ooon
goon
ooon
gooo
goon
ooon
gooo
gooo
ooon
goon
ooon
gooo
goon
ooon
gooo
gooo
ooon
goon

gobooooooon
ooooggd
gooood
goood
oooogd
gobooo
goood
ooodgd
goood
ooooggd
gooood
goood
oooogd
gobooo
goood
ooodgd
goood
ooooggd
gooood
goood
oooogd
gobooo
goood
ooodgd
goood
ooooggd
gooood
goood
oooogd
gobooo
goood
ooodgd
goood
ooooggd
gooood
goood
oooogd
gobooo
goood
ooodgd
goood

@énoooooono  AP(BW,GH,GM,KE,LS,MW,MZ,NA,SD,SL,SZ,TZ,UG,2ZM,ZW) ,EA(AM,AZ,BY ,KG,KZ, ,MD,RU,TJ,T™),
EP(AT,BE,BG,CH,CY,CZ,DE, DK, EE,ES,FI,FR,GB,GR,HU, IE, IT,LU,MC,NL,PL,PT,RO,SE,SI,SK, TR) ,0A(BF,BJ,CF,CG,
CI,CM,GA,GN,GQ,GW, ML, MR,NE, SN, TD, TG) ,AE,AG,AL ,AM,AT,AU,AZ,,BA,BB,BG,BR,BW,BY,BZ,CA,CH,CN,CO,CR,CU,CZ,
DE,DK,DM,DZ,EC, EE,EG,ES,FI,GB,GD,GE,GH,GM,HR,HU, ID, IL, IN, 1S,JP,KE,KG,KP,KR,KZ,LC, LK, LR,LS,LT,LU,LV,M
A,MD,MG, MK, MN, MW, MX ,MZ ,NA,NI ,NO,NZ ,OM,PG,PH,PL,PT,RO,RU,SC,SD, SE,SG,SK,SL,SY,TJ, TM, TN, TR, TT,TZ,UA,UG
,US,UZ,VC,WN,YU,ZA,ZM,ZW



(100) JP 2007-500204 A 2007.1.11

(2) 000 OOD0OO0O0OO0O0
ooooooooooooooboooooooooooooobooboobooogoo

(72)000 OOoOOOOoOooooo
oooooooooooooOoboOoOooOoooooooooobooboboboooooo

(2000 OooOOoooooooodg
goooooooooooooooooooooooooooooboobooooon

(2000 OOooooooDoDbOoOoOooOn
ooooooooooooooooooooooooooobooobooboon

OO0OD0O0O (@ DO) 4C063 AAO1 AAD3 BBO1 BB0O8 BBO9 CCl2 CC25 CC41 (CC42 CC47

goog oo CC76 CC81 CC92 DDO3 DDO4 EEO1

Ooodd OO 4C069 ACl16 BB08 BB16 BB28 BB34

0000 OO 4C086 AAOL AAO02 AAO3 AA04 BCOS BCl7 BC38 BC42 BC50 BC60

good oo BC62 BC73 GAO2 GAO4 GAO7 GAO8 GA12 MAO1 MAO4 NA1l4
ooodg oo ZA02 ZA34 ZA36 ZAS51 ZAS5 ZA59 ZA66 ZA68 ZA75 ZA81
gooog oo ZA89 ZA92 ZA94 ZA96 ZBO7 ZBO8 ZB11 ZB13 ZB15 ZB21
good oo ZB26 ZC35

oooogon

oooooooooooooooboooooooooboooooboobooOoobobooboOoooooooooooobooOoobobn
ooooooooooboobOOoCoOoOoOoOo0oooooooooooboooon
ooooooo



	bibliographic-data
	abstract
	claims
	description
	search-report
	overflow

