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ocoOoo0oooOO0OO0oooOobOO0DOoobDO0O0oDb0OD0DO0OO0ODb0ODbOO0OG60 (0.04000.063 mm, Merck)
OoIsT

O0o0oo0oooooooo0ooooo0ODDACE C8 5

mmd 250 mm x 20 MmO OO DO O0OQCOUWOOOODODOOOOOOODOOODODODOGilsonO

O OHPLCO O OO
00O 0OHPLCO OO
250 mm x 20 mmQ
21.2 mmd O OO

x HPLCO
oooad
s (B 47
ooogdd
ood
stryl
oodd

O
O

O00004dWaterstd O
OoDDO0OO0O0O000
OD0DOOMY NMRO
TO O OO O Varian

ood
oodd

© OO0 oQgodg
o OoOoogao

O 0O 0O Kromasil C8 10 mmO 250 mm x 21.2 mmO OO O O O O Waters
0O 00OACE C8 5 mmO 250 mm x 50 mmO O OO O O O ACE C8 5 mmO

OHPLCO O DODOOOODODOACE C8 5mmd 100 mm x
O0O0O000000000Wwaters FractionLyn
ocoooooOoOox-cooooosmmOOO
Unity Plus, 400 MHzO O O O CDbCIl; [O O CHCI

.23 ppm)0 000 O O O J0 CHzCN-d3 [O O CHsCN (& 41.94 ppm)O0O0 OO OO O]
DMSO-dg [O O DMSO (o 4 2.50 ppm)0 000 OO0 O]JO0O0O0OO0OODOOS300KO
OOoOoOoOoOOdppmOO0OO0OO0OO0OO0OO0OOOO0OOSMIth Creatord Personal Chemi
I o o o o A A A o R A R R R A R

O
O

O
gooooogoooag

(&]
Oooooio;ooQgodg

OoOoooooao
O OO0ogoog e ™

oo

MO OOoOoOOoOOoooogao

o

Oo0oooooooooogdg

OOoOoQgwowogoogog w w g
OOoo0oooao

Oo0oooogoQgdg

u
O
a
O
g
a

.00 (m,
agoaoad
3-000-1-(2-000O0O00O00O0)-4-00
3-000-4-0000000-2,5-000(0.20 mmol, 42 mg)0 0 02-0000000A0
5 mg) 0000 (MmL) D0 000D OODDODOOODOODOOODOGOAOI1200
200 0000000000000 00DO0D0DO0D0DO0D0DO0D0DO0DO0DO0DU0DO0DO0DODODODOOOO

0 (0.20 mmol,

0 (1.00 mmol,

O
g
a
O
a
u

-4-00000o0og-2,5-0000

OoDOoOooo0O0O(.74 mmol, 1.

000 ((11.4 mmol, 0.9 g)O O
200 00DO0oO0oooOoOoooOoo
O0O0Ooooodomb)yoooao
OD00O01.15 g (96%)0 0 OO
2H), 7.59-7.51 (m, 3H)O

0ooo
00-4-0000-1-(0000-3-00000)-1H-0000-2,5-000
O00-4-0000000-2,5-000(1.00 mmol, 209 mg)0 0 03-(0D0O0000)
26 m)000 D00 @N)0000O00O0ODO0ODOOOODOOOOO1
200 000000000000000000000O0O00000O000000030

O
-1-[4-(0000000)000
-4-0000000-2,5-000

09)0000D0O0O00(.0nN) 0000000
DoOoO0O00O0OO0O0Oo0DeDODOODOO

000000000000 0000D00000
D10000000000000000000O0
000000 NMR (400 MHz, CDCl;)& 8.05

oo-1H-0000-2,5-000

0]1-4-0000-1H-0000 -2,5-000
(0.20 mmol, 42 mg)0 0D 4-00000000

000000 (.20 mmol, 45 mg)0 0000 L) 00000 O0O0O0O0O0ODO
(0.40 MMo)D 00O DODDOOOODODDOOOODODDDI12000200000

uoboooboobooooaoad

OD00OO0D0DOHPLC (95% 0o.aMO DO O OCOOO

5% CH3CN - 100% CH;CN) O O DO DOOOODO
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ooood

3-joob-4-0000-1-(DO0DDO-2-000D00)-1H-0000O0-2,5-000
3-000-4-0000000O-2,5-000(0.20 mmol, 42 mg)0 00 2-0000000OOC
O (0.20 mmol, 22 mg)D O OOO MmL) DODOOODOODOOOOCDOODODDOODOI11200
0000gooooooooooobboboDboooboboboo0ooooogoooooooao

oooogoad
3-00D0-1-(3-0000o0oo0ogg)-4-
3-0oboobob-4-00D0O0DO0O00O-2,5-0O

O

O

O

O

O

O

O

O 4-0 000 -1H-0000O-=-2,5-000O

O OO0 (0.20 mmol, 42 mg)OD OO 1-000-3-000
OO0OO00O0D0 (.20 mmol, 18 mg)D DO OO ML) D ODO0ODODODODODODODODODODODODOO
gl1200 020000 00000000 0OCOCOCOO0O0O0OO0OOO0DODO0DOODOOODODDODODODOOO
oooaod

oooooao
O4-[(3-000O-2,5-0000-4-0000-2,5-0000-1H-0000-1-00)00D01]0
oooooao

03-00d-4-0000000O-=-2,5-000(0.24 mmol, 50 mg)D O 0O4-(0 00O O0O0O)O
OO0ODO0OO0O0O0O (.24 mmol, 40 mg)O O OC@mL)D0oooDOooooDOoDooooOooaon
0Dol200 0200000000000 D0ODOODO0DODOODU0DODODODODDODODOODDODDODOOO
Oo0D0o0do

oooooao
03-00gd-1-[2-(C0cO0O0O)YOoDO]-4-0000-1H-0O00O0O-2,5-0000
03-000-4-0000000-2,5-000 (1.00 mmol, 209 mg)OD OO ODO2-00000O0
OD00O0d(.00 mmol, 91 mg)DOD OO D @mL) DO OODODODODODODODODODODODODODDOON
2000200000 0000D0D0DD0DDOOOOODO0ODO0ODOOOOOOOOOGOCH,CIL,O00O0
0000000000000 O000O0O0O0OHPLC (95% 0O.AMDO OO ODDOODODODOOT: 5%C
H;CN - 100% CH,CN)D O D OO D OO152 mg (54%)0 00000 O0000'H NMR (400 M
Hz, CDCl;)d 7.97-7.90 (m, 2H), 7.53-7.47 (m, 3H), 3.86 (t, J=6.8 Hz, 2H), 2.78
(t, J=6.8 Hz, 2H), 2.16 (s, 3H)O

oooooao

03-00o0o0-4-0000-1H-0000-2,5-000

0o0o0DO0o0oDoDOoooDooooc. S. Rooney, et al; J. Med. Chem., Vol. 26 (1983) pp
700-7140

oooooao

O
O

03-000-4-0000-1H-0000-2,5-000
03-00000-4-0000-1H-0000-2,5-000(25.0 g, 0.13 mol)J 00000 DO
ODO0(oML) 0000000000000 0ODMEB6NL) D 0 0000000000000 0O
O0O0O0O0000(40.0 g, 0.32mol)J 000000000 O0O0O00O0OO0O0O0O00O0O0O
0000000000000 O000O0O00O0O0O0O0O0OO0O0O0O0O0O0O0O0D0DO0O0D0DO0O0OaO
00000000 (@OOD0: EtoAc 80:20)00000000000000000000
00O00017.6 g (64%)0 000000000 NMR (400 MHz, CDCI,;)8 7.96-7.89 (m
, 2H), 7.88-7.77 (bs, 1H), 7.55-7.45 (m, 3H)O

Do0oooao

03-[(4-00000000)000]1-4-0000-1H-0000-2,5-000
03-000-4-0000-1H-0000 -2,5-000 (4.84 mmol, 1.0 g)O O O O DMF(5mL) O
O000D000004-00000000(4.87 mmol, 600 mg)J 0D OO0ODOODO0O0O0O0ODO
00015000150 0000015000100 000000000000000000000
0000000000000 O000O000O000O000O000Na,S0,000000000
000D00Si0,000000(0000: EtOAc, 3:1 — 2:1)0 457 mg (32%)0 00 O O
00000 NMR (400 MHz, DMSO-dg)& 10.62 (s, 1H), 9.27 (s, 1H), 7.09-6.99 (m,

3H), 6.87-6.83 (m, 2H), 6.65-6.60 (m, 2H), 6.52-6.47 (m, 2H), 3.58 (s, 3H)O
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oooood
03-0000-4-{[4-(0O0D0DDDODDOOOOHYYDODOD]OOO}-1H-O0OOO-2,5-000
03-000-4-0000-1H-00 00 -2,5-000(2.00 mmol, 415 mg)04-00 00 0O O
Oo0oooog(2.00 mmol, 354 mg) DO OO OOOODODODO(2.00 mmol, 202 mg)O O DM
F(mL) OO O ODODODDDDDOY000200000000000000000O00O0DODOADOAHPLC
(95% 0.1IMO OO DO OODOOODO: 5% CHCN - 100% CH;CN) D O OO O O OO 320 mg
(46)0 000 DODO0O0OO0ODO H ONMR (400 MHz, CDCl3):d 7.22 (bs, 1H), 7.22-7.09 (m,
3H), 7.02-6.97 (m, 2H), 6.91-6.85 (m, 2H), 6.69-6.63 (m, 2H)O
ooooadod
[5-(CO0o0O0DO0O)YoDoDooO-2-00]J]000000t-000
0O0o0oO0o0ooDOoo0oo0OoOoodnowo 0066557, Linschoten, M. et al, Astrazeneca AB, 2000
110 90 O
oooggad
{5-[(3-000-2,5-0000-4-0000-2,5-0000-1H-0000-1-00)00017]
0o0od-2-003y00000D0¢t-000
3-0 00 -4-0000-1H-00 00 -2,5-000(1.55¢g, 7.47 mmol) D0 OO0 O QOQOAQO
DMF(25 mL) OO ODOOOODODUODODUODUOO[-(oOoOoOoOoO)yYbooo-2-0010000
Ot-000(2.14 g, 7.46 mmo) D000 OO0 O0OoooonQ(1.03g, 7-47 mmol)O OO
0ooool.500000000000000000000000OO0ODO2000000a0
O1% HCIO O OO OOOoomb) D OO OOOOOOCH,CI, (50mL, 30)0 00000
oooooooo(docom, 20) 00000 000O0DO0ODODDDDODOOOOODOOOO
0oodooooog(.4l gD O0OO0DOO0OU0DOOOO 'H ONMR (400 MHz, CDCl;):9
8.32 (d, J=2 Hz, 1H), 7.92-7.89 (m, 3H), 7.83 (bs, 1H), 7.72 (dd, J=9, 2 Hz, 1H
), 7-49-7.47 (m, 3H), 4.71 (s, 2H), 1.52 (s, 9H)O
oooood
ooadad
ooddad
0il1-(2-00O0O0O0OOO0O)-3-[4-000O0ODOO0O)yYsoo]-4-0000Q-1H-00D0DO -2,5
-000
03-00g-1-(2-000O0O0O0DO0)-4-0000-1H-0000O0-2,5-000 (0.20 mmol, 53
mg)DOO4-000 00000 C0.48 mmol, 59 mg)OU ODMF(I mL) OO OOOOOOOOO
000o0o0oooool000s50000000000000000O0HPLC (95% 0.1MO O O
O0DO0O0O0D0O0OO0: 5% CH;CN - 100% CH;,CN) D O OO ODOO0O15 mg (21%)0 000 OO
OOD0DO'H NMR (400 MHz, CDCl;):0 7.27 (bs, 1H), 7.13-7.04 (m, 3H), 7.00-6.96 (
m, 2H), 6.61-6.50 (m, 4H), 3.80 (t, J=5.6 Hz, 2H), 3.67 (s, 3H), 3.62 (t, J=5.6
Hz, 2H), 3.36 (s, 3H)O
ooooggad
ooogag
O3-{[4-(0D0DO0O0O0COO0O0O0O)YoDDODD]JUOO}1-(2-00O0O0O0OO0)-4-0000 -1H-
oooo-2,5-000
o3-00g-1-(2-000O0O0OO0OO)-4-0000-1H-0000O0-2,5-000 (0.13 mmol, 36
mg)0OO04-000000000D0O0OD0OO((0.28 mmol, 45 mg)O ODMF(l mL) DO OO QOGOQ
0o0oo0ooDoooDoooooilsooo2000000000000000O00O0OHPLC (95%
0.IMODOOO0OOOOOOOO: 5% CHgCN - 100% CHsCN) D OO DO DODODOO13 mg (24%)
OO0DD0DD0OO0OO0O000O0M NMR (400 MHz, CDCl;):0 7.25 (bs, 1H), 7.19-7.08 (m, 3H),
7.02-6.97 (m, 2H), 6.81-6.75 (m, 2H), 6.66-6.60 (m, 2H), 6.36 (t, J=74.0 Hz, 1H
), 3.83 (t, J=5.7 Hz, 2H), 3.63 (t, J=5.7 Hz, 2H), 3.38 (s, 3H)O
ooooggd
ooogag
ON-(4-{[2,5-0000-1-(2-0000000)-2,5-0000-4-0000-1H-00 00 -3

Ooooooooooooodg
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-00]000Yyoooo)-0o0o0oooao
03-000-1-(2-0000000)-4-0000-1H-0000-2,5-000 (0-26 mmol, 70
mg)0 D 0O4-000000000O00(0.53 mmol, 79 mg)O O O OCHy,CN (2 mL)O0 O DO OO
O000o0oO0oo0oO0oo0oO00D40001000020000000000000.3MLO0O0OOCOO
O00O0O0DO0O0OHPLC (579 0.AMO OO DOODOODOO?<: 43% CH3CN — 100% CH3CN, 20
ml/0)000D0O0DDO45 mg (45%)00 0000 O0000'H NMR (400 MHz, CDsCN)3 8
.17 (bs, 1H), 7.78 (bs, 1H), 7.24-7.09 (m, 5H), 7.04-7.00 (m, 2H), 6.73-6.68 (m,
2H), 3.73 (t, J=5.7 Hz, 2H), 3.59 (t, J=5.7 Hz, 2H), 3.33 (s, 3H), 2.01 (s, 3H)
a
Oo0o0oooao
goooad
01-(2-0000000)-3-{[4-(U000O0)00OOO]JOO0O0O}-4-0000-1H-000O
-2,5-0 00
o3-0o0o-1-2-00ooocoo)-4-0000-1H-0000-2,5-000 (0.26 mmol, 70
mg)DOO4-(0 00 00O)I0OO0O(0.53 mmol, 73 mg)O OO OCH;CN (2 mL)O O OOAO
dododooogoodonooi1l400 0100001400 01000 0000140002000 000
0o0oo0ooDoooo.3ml00 0O O0D0OOODOOODOO OAOAHPLC (B7% O.AMO O DO ODOOO
000 : 43% CHyCN - 100% CH;CN, 20 mL/O )0 0D OO OOODOA49 mg (50%)0 0000
OO0O00D'H NMR (400 MHz, CDCl;):8 7.22 (bs, 1H), 7.19-7.10 (m, 3H), 7.06-7.00
(m, 2H), 6.95-6.90 (m, 2H), 6.58-6.53 (m, 2H), 3.82 (t, J=5.6 Hz, 2H), 3.63 (t,
J=5.6 Hz, 2H), 3.38 (s, 3H), 2.38 (s, 3H)O
gooogoad
0O0o0o0ao
03-[(2-0000-5-0000000)000]-1-(2-0000000)-4-0000-1H-0
ogoo-2,5-000
03-000-1-(2-0000000)-4-0000-1H-0000-2,5-000 (0-26 mmol, 70
mg)D D O01-(5-0 00000 ([b]lO000O-2-00)000-1-00 (0.53 mmol, 92 mg)d O O
OCH;CN (2 ml) D000 ODO0OODOODOODOOOOO00000000000000O0S
i0,000000(Et0Ac: 0 OO0 1:1)018 mg (15%)0 00000000 OYH NMR (400
MHz, CDClI;)d 7.53 (bs, 1H), 7.40 (d, 1H), 7.24-7.09 (m, 5H), 7.06 (dd, 1H), 6.
92 (d, 1H), 3.98 (t, J=5.6 Hz, 2H), 3.78 (t, J=5.6 Hz, 2H), 3.52 (s, 3H), 2.69 (
s, 3H)O
gooogogao
00000
01-(2-0000000)-3-[(4-00000-4-000000)00017-4-0000-1H-0
0O00-2,5-000
03-00o-1-(2-000oooo)-4-0000-1H-0D0 000 -2,5-000 (0.26 mmol, 70
mg)0 D O04-000000000O0(0.53 mmol, 94 mg)O O O OCHsCN (2 mL) DO O DOOO
0000000000100 010000000000000SiI0,000000 (Et0Ac: O
D00 1:1)096 mg (89%)0 000000000 YH NMR (400 MHz, CD;CN)3 7.73 (bs,
1H), 7.17-7.04 (m, 3H), 6.98-6.93 (m, 2H), 6.70-6.64 (m, 2H), 6.59-6.54 (m, 2H),
3.75-3.70 (m, 6H), 3.58 (t, J=5.6 Hz, 2H), 3.33 (s, 3H), 2.98-2.95 (m, 4H)O
gooogoad
Oo0ooao
03-[(4-00000-4-000000)000]-4-0000-1-(0000-3-00000)-1
H-OOOO-2,5-000
O0OO0OCH;CN (2 ml) UDOUODOUO4-00000000OOT(0.94 mmol, 178 mg)O O O O 3-0
oo-4-0000-1-(0000O0-3-00000)-1H-000O0-2,5-00 0 (0.47 mmol, 140
mg)DOODODODODODODODODODODODOODI1000100 000000000 O0O0OOOo.3mLO O
O00000O000O0OO0HPLC (B7% 0.1IMDODODODODODODODODODO: 43% CH3CN - 100% CH
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L,CN, 20 nL/0)0 000 DO0O00056 mg (27%)0000000000Y NMR (400 MHz, CD
,CN)& 8.63 (d, 1H), 8.51 (dd, 1H), 7.81-7.73 (m, 1H), 7.36-7.31 (m, 1H), 7.16-7
.11 (m,1H), 7.10-7.04 (m, 2H), 6.99-6.93 (m, 2H), 6.69-6.64 (m, 2H), 6.59-6.53 (
m, 2H), 4.75 (s, 2H), 3.74 (t, J=4.8 Hz, 4H), 2.97 (t, J=4.8 Hz, 4H)O
oooooo
afslslislls
03-[(2-0000-5-0000000)000]1-4-0000-1-(0000-3-00000)-1
H-O0 O OO-2,5-000
OOOCH,CN (2 nl)D00D0D01-(5-000000([b]O000-2-00)000-1-00 (0.94
mmol, 164 mg) 0 0 0 O03-000-4-0000-1-(2-0000000)-1H-000 0O -2,5-
000 (0.47 mmol, 140 mg)0 00000000 O0O0O0OODDOOD13000100000000
000D0000.3ml0000000000000HPLC (7% 0.1M0D0 00O D0O0DO0D0O0O -
43% CH,CN — 100% CH,CN, 20 nL/0)0 000000015 mg (7%) 000000000
0 *H NMR (400 MHz, CD,CN)& 8.64 (d, 1H), 8.52 (dd, 1H), 8.01 (bs, 1H), 7.80-7.7
5 (m, 1H), 7.35 (dd, 1H), 7.31-7.23 (m, 2H), 7.08-6.93 (m, 7H), 4.77 (s, 2H), 2.
50 (s, 3H)O
oooo0oo
afslslislls
03-0000-1-(0000-3-00000)-4-{[4-(0000000000)I00O0]00
03}-1H-0000-2,5-000
OOOCH,CN (2 mL)DODD0D4-(0 000000000 )DOOO(0.94 mmol, 177 mg)
000O03-000-4-0000-1-(0000-3-00000)-1H-0000 -2,5-000 (0.4
7 mmol, 140 mg) 00O ODCOODO0DOOODOOODOOD 1400 02000 0 1400 01200000
00140001200 00000000000 000O0.3nl000O00CO0000OD0O00O0HPLE
(57% 0.IMD D OO OO DO OO0 O : 43% CHyCN - 100% CHyCN, 20 mL/0)0 000 O O
0092 mg (45%)0 0000000 00YH NMR (400 MHz, CD;CN)& 8.63 (d, 1H), 8.52
(dd, 1H), 7.95 (bs, 1H), 7.80-7.74 (m, 1H), 7.37-7.32 (m, 1H), 7.19-7.08 (m, 3H)
, 7.01-6.95 (m, 2H), 6.94-6.88 (m, 2H), 6.84-7.78 (m, 2H), 4.77 (s, 2H)O
oooooo
Oooooao
03-[(4-00000000)000]1-4-0000-1-(0000-3-00000)-1H-000
0-2,5-000
03-000-4-0000-1-(0000-3-00000)-1H-0000-2,5-000 (0.50 mmol
, 149 mg)OODMF(1 nL)D DD D0O0O0OODD04-00000000 (1.10 mmol, 135 mg)O
0000000000000 D000D0001500500000000000000000
HPLC (95% 0.1MO 0 OO OO OO DO OO : 5% CHyCN — 100% CH,CN)D OO OO O OO 77
mg (40%)0 0000 D000 OO0 NMR (400 MHz, CDCl;)8 8.71 (d, J=1.8 Hz, 1H), 8.
54 (dd, J,=4.7 Hz, J,=1.6 Hz, 1H), 7.80-7.75 (m, 1H), 7.35 (bs, 1H), 7.26 (dd, J
\=7.8 Hz, J,=4.7 Hz, 1H), 7.15-7.05 (m, 3H), 6.98-6.94 (m, 2H), 6.62-6.50 (m, 4H
), 4.78 (s, 2H), 3.68 (s, 3H)O
oooo0oo
0ooO0ogao
03-0000-4-0000-1-(0000-3-00000)-1H-0000-2,5-000
03-000-4-0000-1-(0000-3-00000)-1H-0000-2,5-000 (0.25 mmol
, 75 mg)0ODMF(0.5 ML) D 0D ODODO0OODDOO0DODOOO(0.55 mmol, 51 mg)D OO OO0
000000000 D0000015000500000000000000000HPLC (95%
0.1IMD00O0ODO0D0DO0O0O0DOO0: 5% CHyCN - 100% CH,CN)D O O O OO OO 38 mg (43%)0
000000000 NMR (400 MHz, CDCl,)8 8.72 (bs, 1H), 8.54 (d, br, 1H), 7.7
9-7.75 (m, 1H), 7.47 (bs, 1H), 7.29-7.23 (m, 1H), 7.17-7.06 (m, 3H), 7.04-6.93 (
m, 5H), 6.66-6.60 (m, 2H), 4.79 (s, 2H)O
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ogoooodd
ocoogooao
03-{[4-(000D0D0D0O0O00)D0O0O0]000}4-0000-1-(0D000-3-00000
)-1lH-0 0 00O -2,5-000
OO0OCH,CN (2.3 nl)000004-(0000000D0O)I000O(0.94 mmol, 149 mg)
oooo3-oco0o0-4-0000-1-(0DO00DO0-3-00000)-1H-0000O-2,5-000 (0.3
9 mmol, 115 mg)U O ODO0DOOODODODOOODODOOD400000O0OODOODODOOOOOO
OO00O0O0DOO0OHPLC (57% 0.AMO OO DOODOODOOT<: 43% CH3CN - 100% CH3CN, 20
ml/0)0000O00D0O0122 mg (75%)0000000000%YH NMR (400 MHz, CD3CN)d
8.63 (d, 1H), 8.51 (dd,1H), 7.92 (bs, 1H), 7.79-7.74 (m, 1H), 7.34 (dd, 1H), 7.2
0-7.07 (m, 3H), 7.00-6.94 (m, 2H), 6.78 (s, 4H), 6.59 (t, J=74.1 Hz, 1H), 4.76 (
s, 2H)O
Ooooooao
ogooooad
Oil-[4-(C0O00O00O0O0)YOOOO]-3-[4-COO0O00CO0OOO0O)DOO]-4-0000-1H-O
ooog-2,5-000
03-000-1-[4-(000o0oo0co)aooco]-4-0000-1H-0000O-2,5-000 (0.20
mmol, 68 mg)UODO4-0 0000000 (0.48 mmol, 59 mg)OODMF(1l mL) DO OO OO
0o0oDo0o0ooDoooDoooooile0o0s000000D000D0000OnaoadHPLC (95%
0.1MOODODODOOODOOODO: 5% CHgCN - 100% CH;CN) D O OO OOODOIL11 mg (13%)0O
000000000 YH NMR (400 MHz, CDCI3)8 7.38-7.34 (m, 2H), 7.15 (bs, 1H), 7.
13-7.04 (m, 3H), 6.97 (m, 2H), 6.70 (d, 2H), 6.60-6.51 (m, 4H), 4.67 (s, 2H), 3.
69 (s, 3H), 2.93 (s, 6H)O
oooooao
oooooad
O3-[4-C0000O0O0O0)IOO]-4-0000-1-(0D000-4-00000)-1H-000O0
0-2,5-000
O3-[4-000000O0O0)YDUOO]-4-0000-1H-000O-2,5-000 (0.50 mmol, 14
7mg)04-000000000000C0.75mmol, 82 mg)0 OO DOODOOO0ODOO (0.
75 mmol, 131 mg)D0 00 DDDOOOOOODODODO(0.75 mmol, 197 mg)d O O O THF(2 mL)
0000000000000 ooO0oo0oooO0ol10050000000000000000O0
O HPLC (95% 0.1MOD OO D OODODODODOOT«: 5% CH3CN - 100% CH,CN) D DO ODODOODOS
6 mg (29%)0 0000000 DOOMH NMR (400 MHz, CDCl;)3 8.59 (bs, 2H), 7.35-7.29
(m, br, 2H), 7.25 (s, br, 1H), 7.17-7.06 (m, 3H), 7.01-6.96 (m, 2H), 6.63-6.53
(m, 4H), 4.77 (s, 2H), 3.70 (s, 3H)O
oooooao
oooooaod
03-[(4-00000000)000]-4-0000-1-(0000-2-00000)-1H-000
O-2,5-000
o3-0o0o0-4-0000-1-(0D00DO0-2-00000)-1H-0000-2,5-000 (2-39 mmol
, 714 mg)00D04-00000000(5.26 mmol, 648 mg)O ODMF(4 mL) DO DO DO DO OO
O00000000O00O001500055000000000000000000HPLC (95% 0.
INMNODOOOOOOOoODDDODDDO-: 5% CH;CN —» 100% CH;CN) D D O OO OOO710 mg (77%)0O
OO0ODDDOOOO0OM NMR (400 MHz, CDCl;): 8.60-8.57 (m, 1H), 7.71-7.65 (m, 1H),
7.36-7.30 (m, 1H), 7.24 (bs, 1H), 7.23-7.19 (m, 1H), 7.13-7.05 (m, 3H), 7.04-6.
99 (m, 2H), 6.64-6.53 (m, 4H), 4.95 (s, 2H), 3.70 (s, 3H)O
oooooao
oooooaod
03-[(4-00000000)000]-1-(3-00000000)-4-0000-1H-0000 -2
,5-0 0 O

10

20

30

40

50



(34) JP 2007-521312 A 2007.8.2

03-000-1-3-00oooooo)-4-0000-1H-00D0O0O-2,5-000(0.20 mmol, 5
6 mg)DODO4-0000000CD0O(0.48 mmol, 59 mg)OODMF(l ML) DO O DODODOODOOO
00oo0o0ooDooool0005000000000000000O00OOOHPLC (95% 0.1MO O
OD0DO0O0O0D00O0O0O0-: 5% CH3CN - 100% CH;CN) D OO O DOOODO11 mg (15%)0 0000
0DO00O00YH NMR (400 MHz, CDCI;)3 7.17 (bs, 1H), 7.14-7.05 (m, 3H), 7.01-6.95
(m, 2H), 6.63-6.52 (m, 4H), 3.71 (t, J=7.0 Hz, 2H), 3.70 (s, 3H), 3.45 (t, J=6.2
Hz, 2H), 3.34 (s, 3H), 1.94 (m, 2H)O
gooaoad
goooaad
4-({3-[4-000D0DODO0O0DOHY)YDDODO]-2,5-0000-4-0000-2,5-00 00 -1H-0O
00-1-00Y000)ooooooao
4-[(3-0 00O -2,5-0000-4-0000-2,5-0000-1H-0000-1-00)00OD0O]0O
OO0D0DDOO0(0.24 mmol, 85 mg)04-0 0000000 (0.26 mmol, 33 mg)OD O DO OO
00000 (0.29 mmol, 29 mg)ODODMF(I mL) D0 DD O0DODDODODDODOODODODOODO
0150005000 0000000000000 0OHPLC (95% 0.1IMODDDODDODODODODOOODO
5% CHyCN — 100% CH,CN) OO OO OO ODO32mg (30%)0 00000000 OH NMR (
400 MHz, CDCI;)3 8.03-7.99 (m, 2H), 7.52-7.46 (m, 2H), 7.21 (bs, 1H), 7.16-7.05
(m, 3H), 7.01-6.95 (m, 2H), 6.62-6.52 (m, 4H), 4.81 (s, 2H), 3.90 (s, 3H), 3.69
(s, 3H)O
oooooao
gooooad
03-[(4-0000D000D0)0DO00]-1-[2-(00D000)0O0DO]-4-0000-1H-000 D
-2,5-0 00
03-000-1-[2-(00o0oo)ooo]l]-4-0000-1H-0D000O-2,5-000 (0.40 mmol,
113 mg)00D4-00 000000 (0.88 mmol, 109 mg)OODMF(1l mnl) DO DO ODOO
OoOO0oO0oooO0O0oooOO0oOoils00plo00 00000 oOOoDUoOooOooDoDoooDOooooDOoOd
oooogggdcH,cl,0o0oooooDooDoooo0oo00oo0ooUo0o0gogooo-coooood
0000000000000 o0D0D00DO0DO0DO0DO0O0OD0D0DO0O0DO0DODDOO0OO/ELOAC 2:10
0000000118 mg (80%)0 "H NMR (400 MHz, CDCl;)3 7.26 (bs, 1H), 7.15-7.06 (
m, 3H), 7.01-6.96 (m, 2H), 6.63-6.52 (m, 4H), 3.83 (t, J=7.0 Hz, 2H), 3.69 (s, 3
H), 2.79 (t, J=7.0 Hz, 2H), 2.18 (s, 3H)O
gooooao
gogggag
O3-[4-000000DOO0O)YYDOO]-4-0000D0-1-(3,3,3-0000000D0O0OO0)-1H-O
ooo-2,5-000
O03-[4-00000O0DOO0)YYDODO]-4-0000-1H-O0DO0O00O-2,5-000(0-.27 mmol, 50
mg)D 3,3,3-0 00 0000000-1-0000.19 mmol, 21 mg)OOOODOOODOOAO
000 (.19 mmol, 33 mg) DOODOTHFA ML) DODDOODOODOTHR(L mL)O0 OO
O0DO0DO0o0ooDO0O0oo00O(.19 mmol, 49 mg)D 0 00D0O0DOOCDODODODODOODODODOODOI13
00060 0DD0DO0DDO0DDODODDODODDOUOHPLC (95w 0.IMDODOODOODOO: 5%
CHsCN — 100% CH,CN) D OO DDOOODOS51 mg (77%)0000000000"'H NMR (400
MHz, CDCl;)d6 7.27 (bs, 1H), 7.17-7.06 (m, 3H), 7.00-6.95 (m, 2H), 6.64-6.55 (m,
4H), 3.89 (t, J=7.3 Hz, 2H), 3.70 (s, 3H), 2.61-2.48 (m, 2H)O
oooooao
gooooad
01-(3-000000)-3-[4-00D000D0D00)0D0DO]-4-0000-1H-0000D0-2,5-
ooo
O03-[¢4-000oooooo)yooo]l]-4-0000-1H-O0DO0O0O-2,5-000(0.127 mmol, 50
mg)OD3-00000000 (.19 mmol, 18 mg)D OO O ODODOODOODOCC0.19 mmol,
33mg) JODOOTHFA mL) DO ODCODODUODOODODOTHFA ML) OO ODOODODODODODOOO

O Ooooo
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0(0.19 mmol, 49 mg) 000 O0DCODO0D0DDOO0OCOODO0ODDOOOODOD130006000000
O0O0O0O0O00O00OOHPLC (95% 0.IMDDO DD O0DOO0ODO OO : 5% CHyCN — 100% CH,
CN)DODDODDDOO0DO17 mg (27%)00O000O000O00MH NMR (400 MHz, CDCl,)8 7.61
(bs, 1H), 7.35 (bs, 1H), 7.16 (bs, 1H), 7.15-7.05 (m, 3H), 7.00-6.95 (m, 2H), 6
.62-6.51 (m, 4H), 6.48 (bs, 1H), 4.63 (s, 2H), 3.69 (s, 3H)O
Doo0oo
slslslislls
3-[(4-00000000)000]-4-0000-1-(2,2,2-000000000)-14-00
0-2,5-000
3-[(4-00000000)000]1-4-0000-1H-0000-2,5-000(2.11 nmol, 62
m)JDODO0DCOODO00000OO(2.11 mmol, 367 mg)D 0D D00OO0O0O0O0DO0O0O0DOO0(2
.11 mmol, 553 mg) OO DO OTHF(2 nl) D0 D0OO0OCOODO0ODOOOODOODOOOOOO?2,2
,2-0 0000000000 (2.11 mmol, 211 mg)DO OO D ODOOOD4000190000
00000000000 D000C0D0O0D000O0D0O00O00O0O0O0O0O0O0OOO0O0ONooOoaO
O0O0D0O00O0O00DOODOHPLC (95% 0.1MD0 OO0 00O OO OO0 : 5% CHyCN — 100% C
H,CN)DODODODODODO260 mg (33%)0 000000000 YH NMR (400 MHz, CDCI5)8 7
.30 (bs, 1H), 7.18-7.06 (m, 3H), 7.01-6.96 (m, 2H), 6.64-6.52 (m, 4H), 4.23 (q,
J=8.8 Hz, 2H), 3.70 (s, 3H)O
oooo0oo
0ooo0ogao
03-[(4-00000000)000]-1-[(5-0000000000-3-00)00017-4-0
000-1H-0000 -2,5-000
03-[(4-00000000)000]1-4-0000-1H-000 0 -2,5-000 (0.17 mmol, 50
mg)D5-00000000000-3-00000(0.19 mmol, 21 mg)0 0 OO0 O0OOO0DO
000000 (.19 mmol, 33 mg) DODOOTHR(I mL)DODO O DOODOO0OOOOTHRE(L L)
00000000000 00C(0.19 mmol, 49 mg)D0 D OODOODO0O0O0O0OO0ODO0O0O0O0ODO
0013000600000 00000000O000OHPLC (95% 0.1MD0 000000000
0 : 5% CHyCN — 100% CH,CN)D DO DDOOO D14 mg (21%)0 000000000 H NMR
(400 MHz, CDCI;)3 7.23 (bs, 1H), 7.16-7.06 (m, 3H), 7.01-6.96 (m, 2H), 6.63-6.
53 (m, 4H), 6.03 (d, J=0.7 Hz, 1H), 4.82 (s, 2H), 3.70 (s, 3H), 2.39 (d, J=0.7 H
z, 3H)O
oooooo
Dooo0oao
O0{3-[(4-0000D0000)000]-2,5-0000-4-0000-2,5-0000-1H-00 O
-1-00300000
03-[(4-00000000)000]1-4-0000-1H-000 0 -2,5-00 0 (0.34 nmol, 10
O0mg)DOOOTHF(l.0O ML) D ODDOOCOODOODON,O0D0O0DDOOOODODOOOODODDOO
(0.34 mmol, 35 mg)0 00 0OOOODODOOCOOO0DOODOODODOOOOODODOOO(0.17
mmol, 34 mg) 0 0O DO1,1’ -(0000D0DO0O0DO0)0ODOO00O0(0.36 mmol, 84 mg)d O
OoC0O0o0D0100000000000000000000D0002000000000
00 0OCH,CN:O 1:1 (2mL)0 O O O O HPLC (95% 0.1MO O 0 OO DO OO O OO : 5% CHyCN
~ 100% CH,CN, 38.50 0, 25 nL/0)000 0000053 mg (41%)000000000O
O 'H NMR (400 MHz, CDCl,;)& 7.22-7.17 (bs, 1H), 7.15-7.05 (m, 3H), 7.01-6.96 (m,
2H), 6.63-6.52 (m, 4H), 4.36 (s, 2H), 4.24 (q, J=7.1 Hz, 2H), 3.69 (s, 3H), 1.3
0 (t, J=7.1 Hz, 3H)O
oooo0oo
0ooO0oao
03-0000-1-(2,2,2-000000000)-4-{[4-(000000000O0)000C0]
0003}-1H-0000-2,5-000
03-0000-4-{[4-(0000000000)0000]000%}1H-0000-2,5-000
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(0.63 mmol, 220 mg) DO OO OODOOODOOODOC.70 mmol, 121 mg)D OO O OODOAO
O0DO0O0OO0D0O(@.70 mmol, 182 mg)UDODOOTHFM4 ML) DO ODODODODODODODODODODOOOO
oooogoge2,2,2-00000000000C0.70 mmol, 70 mg)DOOODODODODODOODADO
0000300000400 020000001100003000000000D0000O0O0
0000000 oo0oo0o0on0onoHHPLC (95% 0.AIMO OO OO OOOOOO: 5% CH;CN - 100%
CH,CN) DO DODDOODODO7 mg (3%)000D0DO00D0OO0O0YH NMR (400 MHz, CDCI3)8 7.
45 (s, br, 1H), 7.22-7.09 (m, 3H), 7.02-6.97 (m, 2H), 6.92-6.84 (m, 2H), 6.70-6.
65 (m, 2H), 4.24 (q, J=8.6 Hz, 2H)O

oooooao

ocooooano

Ooil-[(6-0 00 0ooo-3-og)ooo]-3-[4-0c0DoooggHyYbooo]l]-4-0o0gdg-
lH-0 O O0O-2,5-000
O{5-[(3-000-2,5-0000-4-0000-2,5-0000-1H-0000-1-00)0007]
Oooo-2-003Y000000¢t-000(0.86 mmol, 357 mg)O OO ODMF(1.0 mL)O OO
O0D0O0o0D4-00000000O(0.96 mmol, 118 mg)D D OO DOOODOO(0.96 mmo
1, 133 mg)D 00D 0O0OOOO0ODO0DO0DO0ODODODODOOls000lS0 00000 oooooooao
O00O0ODOHPLC (95% 0.1MO OO DO OODOOODODOS: 5% CH;CN - 5% 0.1MO O O O OO
OD00O0OD0: 95% CHzCN, 1000, 25 mL/O0)0 0000 O0ODO1102 mg (29%) 0000 OO
OO0O0"H NMR (400 MHz, CDCl;)8 8.03 (s, 1H), 7.62 (dd, J=8.6 Hz, J=2.3 Hz, 1H
), 7.21 (bs, 1H), 7.15-7.04 (m, 3H), 6.98-6.93 (m, 2H), 6.62-6.49 (m, 5H), 4.62
(s, 2H), 3.69 (s, 3H)O

oooooao

oooooao

Oil-[(6-0 000000 -3-ug)yooo]-3-{[4-(oooDoDoDOoOO)Yoooo]joood}
-4-000D0-1H-0000-2,5-000
O{5-[(3-000-2,5-0000-4-0000-2,5-0000-1H-0000-1-00)000]1]
ooood-2-00}yy000000t-000C(0.70¢9, 1.7 mmol)J004-(COO0DO0DODOOO
0O)-0O0 OO (@0.54 g, 3.4 mmo)JODMF(4 ML) DO ODDODODODODODODOODODOODOOO
ooil500080 0000000000 0O0O0OOCOO0OO0OOOOC((Isolute(0OQ) SsiI, 1
0g/70 mL)O CH,CI,0 O O O CHz0H/ CH,CI,(1:990 2:980 0 0 0O5:95) 000000000
O0O00D000.4¢g (54%)00000D0O0000OYH NMR (400 MHz, CDCI;)3 7.99 (bs, 1
H), 7.67-7.62 (m, 2H), 7.14-7.04 (m, 3H), 6.91 (d, J =8 Hz, 2H), 6.78 (d, J=8 Hz
, 1H), 6.72 (d, J=9 Hz, 2H), 6.63 (d, J=9 Hz, 2H), 6.33 (t, J=74 Hz, 1H), 4.60 (
s, 2H)O

Ooooooao

oooooao

Oil-[(6-0 000 000-3-00)00D0O]-3-[4-00000-4-000000HYO00O0OT]-4-
O000-1H-0000-2,5-000
O{5-[(3-000-2,5-0000-4-0000-2,5-0000-1H-0000-1-00)000]7]
ooogd-2-003y000000¢t-000 (.85 g9, 2.06 mmol)DDODO4-000000O0OO
0 (0.73 g, 4.12 mmo)DODMF(4 ML) OO DO ODODOODODOODODDODOODODOGOOAL500
0100000000 O0O0OO0OHPLC (C18, 50x 250mm, 60% 0.1MO OO OO OOODOOO: 40
% CHyCN - 100% CH,CN) DO D OODODD0.39 g (42%) 0000000000 "MH NMR (40
0 MHz, CDCI;)5 8.14 (bs, 1H), 7.55 (dd, J= 8, 2 Hz, 1H), 7.28-7.23 (br, 1H), 7.
13-7.04 (m, 3H), 6.95 (dd, J = 8, 2 Hz, 2H), 6.57-6.51 (m, 4H), 6.44 (d, J= 8 Hz
, 1H), 4.62 (s, 2H), 4.62-4.53 (br, 2H), 3.81-3.79 (m, 4H), 3.01-2.98 (m, 4H)O
oooooao

Oo00gdo

OoDooooo0Doooo0Dooooooao

OCOOLXRe OODOODOOCDOODODO(LBD) DO DODOR20504470 0000 0LWXREA O OO

10

20

30

40

50



u
O
a

Ooo0oOge od

O
O

(37) JP 2007-521312 A 2007.8.2

00000000000 021604610 00 0000OE coliD00O0O0OOO0DOODOOODO
000000000000 O0OO0DO0OO0DOORD-10 Steroid Receptor Co-Activator-1
(SRC-1)DDDODODOOCOO0ODO0DO0ODUOUOOODOODOOOOODOLXR--LBDO OHis-OOOOO
O0O00D0D000D0O(U')D0DDO00-6HIs-0000000DO00DOOSRC-10
0000000000000 o0DDDoDo0Do000000O00O000OAPCD DO OOOOLXR
ODO0OLWXRB O ODODODODODODOODDODOOSRC-1I0000LWLXROODDODODOODODOOODORO
DEW' OAPCOODODOER D337 MOOODOODO620 nMOOD0O0D0O00O00O0OO
OAPCODDDOOOODODOOOOGES nmO0 OO O0Oa0O

Oo0ooo

pMsoo OO0 O oOoOoOU0OooDOoOooOoOboMsoOD O Oo0.5013.5 p lOO0D0O0OODOOO
oooooogdmvO0[COO0(@DODOODDODOOO)YOO0OOODO] pH 7.5, 0.125%0 CHA

PS {3-[3-0 0 0O0O0O0O0CO)ODOOOODOOODO]-1-0D0O0ODODOOOOOOY%, 2mMO DTT

O

(bcoooboboboooboo)yoooDo.05%wOBSA(DODODODODODUOOoOo)yYOoOCOooooogooddo

6 pl00000O0OCDODODOO0ODODODOOODOOE84-000OV-00D00O0O0)OODODOG®GEOO S8

opooooOooOoOoOODODDOOOOOCCOCOOO0OO0OO0OOOOoOoOooOooOoOoOoboODbDDbDLWLXRe OOOOO
0.06 p g/mLO Eu-0 0 0 00O -6xHis-00 O01.15p g/mLlO0 000 DO DO DO OO O APCO 30 nM

O

SRC-1000000000.9 pg//mLO0000LXRe OO OODOLXRE OODODOOO.06

pg/mLOEu-0 0000 -6xHIis-0001.15p g/mLO OO0 O O0CDOOODOAPCO 90 nMO SRC-
10 00000000.2 pgo//mLO 0 0O O 0O LXRA O Wallac VictorD O OO O OO 665 nmO

oodels nmOOO0O0O0O0DOODODDODODODOOCOCOLXROODODODO?22-ROO0OCO0O0O0O00O0OO
googsopy MO100%0D 00000000

gooaoan

ooooooooooooao

OOOLWLXRe OODODOOOOOOOOOOODODO205044700000C0LWLXREODODODODODO
OCOO0O0OO00O0O00D0DZ216046100cDNAD O OO DNAOD D OO OCDOODOCDOQODDPSGS (S
tratagene) D 0 OO0 DO OGALAD OO ODNADOODOODDODOOODDODDODOODDOODODT-O
ocoooooo0OoooOOo0O0oO0s oooooooooooooooDooooDOooooOod
OCOO0O0O0D0OO0O0O0OD0OD0OO0O0OO0ODO0O00O0O0DRDPpPSGGAL-LXRa O O O pSGGAL-LXRB O O O O sv40
Oo0o0Do0o0bDO0oo0ooso000uAS GAL4AD DO OoDOOoopeL3 000D O0OO0ODOOODOOO
oooooooooooooobobobooOOoOOoO0OO0oo0oO0oo0ooOoOog2.5 pgdpSGGAL-LXRa
ODOpPB OD0O25 p gO pGL3 5xUASO O O 22.5 p g0 pBluscriptd O 0.95mLO O O PBSO O 4

-9 milj.O0v2/0s0 000000000000 DODODODDODOS00000000DODDODODO0OG0ODAO

O

ODNAOD O OOBioRadO D DODDOODODDODDODOODODOODO0.4cMO0OO0DOODCODOO960 p FO 23

ovobooooDOoOoOooODOoOOoOOoOOOODMEMDOOODODOODODDOODODDODO(Gibco 31
966-021)0 0 00 DO00o0.32milj OO/MLOO0O0CDODOOOCOOOODOODOOODODOOO

O

ooooooooooooooooobooboobooooobobooboooooooooooooao

5 plIDDODOOOCCOCOOO0OOOOOOODODOORDDODODODOOOOOOC.8 x 10*
O/000)H)o0000000O0DOO0OODOOO37T005% co,020000D0D000000

gomMsoO O OOOOOOOOODOI10%0FBS (D ODDOODO)O1%0D PEST (DO ODODO -0

O

DMEM w/o 00O DOD0 OO O (Gibco 11880-028) (2.5097.5 p 1)0 0 O DMSOO O O O

O
O
O
O

OO00000)0O20mME HepesO 2mMO L-0 0 000000 0.36%0 00000000

oooooooooooooooboobbDboobobob4800o0ooooooooan
OoOO032p l/OD00O0LuckiteD 0 O0O0O0ODODO0OO0OODOODOODDODODODODDOOODOGO
0000100000000 0D0DOD0OD0OOWallac VictorD OO DO ™ Luminescence 384

O0Oo0oooao

O
O
ocoDo0oo0oooO0OoooOoOooooOOoOooborpiI03840000000O00DOODODOOO
O
O

protocol” 0 00O OOODOOOOCDODOOOCOOOLXRODOODOO Tularik 7090131701
p MO 100D OO O0OOOOOO

O

gooaoao

uobobooboobooboobooboobooboobooboobooboobad
OCO0DO00O0D0D000LWLXRe OOOOODOOBODOOS0 mmol/IDOOEC;,,00O00DO00O0ODO
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000130002200 00000000000000000DODODODODOOODODOOGO.15
mmol/10 O O0.11 mmol/I0 EC;, 0 00 OO

Ooooooao

0000000000000 Q0D0D0D0DO0DO0DO0DO0O0OD0D0DO0OO0DO0DODODOO0OODODOaODMPKE
0000000000000 ooDo0O0ooo0Doooo0DU0oooDo0DO0oDoDo0DooOooDOooOoOan
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gooaoodadd

INTERNATTONAL SEARCH REPORT : " | InterTational application No.
' PCT/SE 2004/001114

A. CLASSIFICATION OF SUBJECT MATTER

IPC7: £O7D 405/06, CO7D 401/06, CO7D 207/416, A61K 31/4439, A61K 31/4025,
AGLP 3/10, AG1P 25/2

According to Internztional Patent Classificats (m {IPC) or to both national classification and IPC
B. FIELDS SEARCHED
Minimum documentation senrched (classification system followed by classification symbols)

IPC7: C07D, AGLK, AGIP

Decurnentation searched ather than minirnum documentation to the extent that such documents ave Included I the fields searched
SE,DK,FI,NO classes as above

Hlectronic data base consulted during the internationsl search (name of data base and, where practicable, search terms used)

WPT DATA, CHEM.ABS.DATA
C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

A WO 0021927 AZ (SMITHKLINE BEECHAM PLC), 1-42
20 April 2000 (20.04.2000)

——

A WG 0103705 Al (TULARIK INC.), 18 January 2001 1-42
(18.01.200])

D Further documents are listed in the contimiation of Box C. Bee patent family annex.

. - : -
Speciel categories of cited documents *T* later document published afier the Mtemations) filing cate or priority
"A" document defining the gencral state of the art which is not considered dats and not in conflict with the application but cited to understand
to be of partienlar relevance the prineiple or theory anderlying the invention
B Eﬁiﬁ' applicalion ar patent tut publihed on or ader the internationsl  wx»  goement of ‘particular relevance: the diaimed invention canmot e
considered novel or carmot be coneidered to involve an inventive

“L*  docament which may throw doubts on priority claim(s} or which is ptep when the dosument i taken glone
cited to establish the publication date of another citation or other v . i . .,
special reason {as specified) Y dotmient of particular relevance: the cimimed fnvention camot be
*0”  document reférring to 4n oral disclosure, 1sé, exhibition ar other :mdgﬂinmﬁm“ﬁggm Wwhen the dnmcume:n‘t;:\g .
mems A £ X dac
“P"  dotument published prior to the international £ling date but later than belng obviouato 2 slled in the art
the priority date claimed “&*  docuent mepiber of the same patent fadly

Date of the actual completion of the internationat search Date of mailing of the international search report
10 Hovember 2004
14 -11- 2004

Name and mailing address of the ISA/ Anthorized officer

Swedish Patent Office )

Box 5055, 5-102 42 STGCKHOLM CARQLINA GOMEZ LAGERLOF/BS
Facsimile No. 46 & 666 02 86 Telephone No.  -+46 8 782 25 00

Form PCT/ISA/118 (second eheat) (January 2004)

O



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

O

(40) JP 2007-521312 A 2007.8.2

INTERNATIONAL SEARCH REPORT Internationn! application No.
: PCT/SE 2004/001114

Box No. i Ohservations where certain ctaims yere found unsearchable {Continuation of item 2 of first sheet)

2. E] Claims Nos.:

Thig internationat search report has not been established in respect of vertain elatms under Article 17(2)¢a) for the foflowing reasons:

. Clatms Nos.: 28-40
because they relate to subject matter not required to he searched by this Authority, namely:

see extra sheet

because they rejate (o parts of the international application that do nat comply with the preseribed requirements to such an
extent that no meaningful intemational search can be carried out, specifically:

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and ‘lhll'd sentences of Rule 6.4(a).

Box No, II}  Observations where uaity of invention is lacking (Continuation of item 3 of first sheet)

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

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

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

3. |:l As only some of the required additional search fees were timely paid by the applicant, this intetnational search report covers
only those claims for which fees were paid, specitically claims Nos.:

4, |:| No required additional search fees were timely paid by the applicant. Consequently, this international seart:h report is
rastricted to the invention first mentioned in the claims: it is coverad by claims Nos.:

Remark on Protest |:| The additional search fees were accompanied by the applicant’s protest.
I:‘ No protest accompanied the payment of additionat search fees.

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



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

O

(41) JP 2007-521312 A 2007.8.2

INTERNATIONAL SEARCH REPORT Ttemational zppTication o,
' ~ PCT/SE 2004/001114

Box II.1

Claims 28-40 relate tc methods of treatment of the human or animal
body by surgery or by therapy/diagmostic methods practised on the
human or animal body/Rule 385.1, (iv). Nevertheless, a search has
been executed for these claims. The search has been based on the
alleged effects of the compounds/compositions.

Form PCT/ISA/ZI0 (extra sheet) (January 2004}



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

O

(42)

INTERNATIONAL SEARCH REPORT
Information on patent family members

01/10/2004

JP 2007-521312 A 2007.8.2

InterFamenal application No.

PCT/SE 2004/001114
WO 0021927 A2 20/04/2000 AU 6111699 A 01/05/2000
T EP 1119548 A 01/08/2001
GB 9821974 D 00/00/0000
Jp 2002527419 T 27/08/2002
us 6719520 B 13/04/2004
Us 20040010031 A 15/01/2004
GB 9827521 D 00/00/0000
GB 9827883 D 00/00/0000
GB 9905518 D 60/00/0000
GB 9907086 D 00/00/0000
GB 9919362 D 00/00/0000
WO - 0103705 Al 18/01/2001 AU 6074700 A 30/01/2001
: . CA 2377999 A 18/01/2001
EP 1212065 A 12/06/2002
JP 2004500332 T 08/01/2004

Form PCT/ISAJ210 {patent family annex) (January 2004)



(43) JP 2007-521312 A 2007.8.2

gobogooaon

G1)Int.CI. oo oooooooooo
oooOo 31/4439  (2006.01) o000 3174439 0OOO0O ooooggd
oooo 401/06 (2006.01) 0000 401/06 oooO oooood
oooo 405/02 (2006.01) o000 405/02 ooon ooood
oooo 413/06 (2006.01) o000 413/06 ooon oooogd
oooo  31/422 (2006.01) o000 31/422 0000 oooogd
oooo  9/00 (2006.01) oooo 9700 ooon oooogd
oooo  9/10 (2006.01) oooo 9710 ooon ooodgd
oooo  3/06 (2006.01) oooo  3/06 oooOo oooog
oooo  29/00 (2006.01) oooo 29700 ooon ooooggd
oooo  25/28 (2006.01) oooQg 25728 oooO oooood
oooo  3/10 (2006.01) oooo 9710 ooon ooood
oooo  3/04 (2006.01) oooo  3/10 ooon oooogd
oooOo ooog  3/04 oooO oooogd

@énHooooooono  AP(BW,GH,GM,KE,LS,MW,MZ,NA,SD,SL,SZ,TZ,UG,ZM,ZW) ,EA(AM,AZ ,BY ,KG,KZ ,MD,RU, TJ, TM),
EP(AT,BE,BG,CH,CY,CZ,DE, DK, EE,ES,FI,FR,GB,CR,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,VN,YU,ZA,ZM,ZW

(74)000 100126985
oooooooOoo

(72000 000000000
00000000000000000000000000000000000000000000
oooo

(72000 000000000
00000000000000000000000000000000000000000000
oooo

(72000 000000000
000000000000000000000000000000000000000

(72000 00000000000
00000000000000000000000000000000000000000000
oooo

(72000 00000000000
00000000000000000000000000000000000000000000
oooo

(7000 00000000000000
00000000000000000000000000000000000000000000
oooo

0000 (OO) 4C063 AAOL BBO3 BBO9 CC12 CC51 CC75 CC76 DDO4 EEO1

0000 OO 4C069 ADO8 BAOS BBO2 BB16 BC24

0000 OO 4C086 AAOL AAO3 BCO5 BC17 BC67 BC73 MAOL MAO4 NAl4 ZA16

oooo 0o ZA36 ZA45 ZA70 ZC33 ZC35



	bibliographic-data
	abstract
	claims
	description
	search-report
	overflow

