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taHES Glsg (nM) Glgg (nM)
3B 2B 3H 2B

9 100 >1000 316 >1000
10 398 >1000 1000 >1000
11 630.9 >1000 >1000 >1000
12 >1000 >1000 >1000 >1000
13 >1000 >1000 >1000 >1000
14 >1000 >1000 >1000 >1000
16 >1000 >1000 >1000 >1000
17 >1000 >1000 >1000 >1000
19 >1000 >10,000 >1000 >1000
20 100 630
21 40 >10,000
22 40 >10,000
23 100 630
24 501 .10,000
25 630 >10,000
26 630 >10,000
27 251 >10,000

28 (a B&UDb) >10,000 >10,000
29 630 >10,000
30 10 630
31 >10,000 >10000
32 >10,000 >10,000
33 1000 >10,000
34 125.9 >10,000
35 15.8 >10,000
36 63 >10,000
37 3.2 501
38 631 >10,000
39 15.8
42 >1000 >1000 >1000 >1000
43 >10,000 >10,000 >1000 >1000
44 1584 >5000 >5000 >5000
45 158
47 25
48 630
49 15.8
50 20 >10,000

51 (a 5 &£UDb) 10 630
52 100 >1000
53 158 630
54 2 501
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55 7.9 >10,000
56 50.1 >10,000
57 10 100
58 15.8 >10,000
59 (794) >1000
60 (25.1) >1000
61 >1000 >1000
62 630 >1000
63 630 >1000
64 630 >1000
65 >1000 >1000
66 10
67 639
68 1.4
69 1000nM
70 10
71 12.5
72 1.3
73 630
74 >1000
75 >1000
77 >1000
76 79.4
80 >1000
81 >1000
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tamsEs &M L - % Glsg (NM, 38)
30 MES-SA 0.3
30 MES-SA/DX5 16
30 HT29 1.9
30 T47D 25
35 MES-SA 3.2
35 MES-SA/DX5 6.3
35 HT29 5
35 T47D 10
37 T47D 8.9
37 MES-SA 3.2
37 MES-SA/DX6 3.5
37 HT29 5
37 T47D 25 B
39 MES-SA 2.5
39 MES-SA/DX5 10
39 HT29 12.6
39 T47D 200
54 MES-SA 3.2
54 MES-SA/DX8 6.3
54 HT29 5
54 T47D 20
55 MES-SA 12
55 MES-SA/DX57 15.8
55 HT29 10
55 T47D 25
66 MESSA 15.8
66 MESSA/DX5 10
66 HT29 12.6
66 T47D 6.3
68 MESSA 1.6
68 MESSA/DX5 1.9
68 HT29 1.6
68 T47D 1.6
70 MESSA 11.2
70 MESSA/DX5 10
70 HT29 12.6
70 T47D 6.3
71 MESSA 11.2
71 MESSA/DX5 10
71 HT29 12.6
71 T47D 15.8
72 MESSA 1.9
72 MESSA/DX5 3.9
72 HT29 1.6
72 T47D 6.3

goooooaon

10

20

30

40

50



O 33

0 g 390
/ml/0 0O
0oooao
oodooao
96%)300u 10
oooooao
ooy DO OO
Ooo0oo0o0oOooao

O 0Ooooljolo
T o I o Y

goooan

(112)

JP 2008-520719 A 2008.6.19

00200 0000000000000000000000O0H4600 0 (2x 10°
0H)O240 00 0000000000240 000000000D030O0000O0
doooooDoDOo240000000DD0DDODU0OO0DUODO0oO0OoDoODOoOoDDOoODOoOOOg
doooDio0p IOPBSOODODODODOOOOODDODODODOOOOOODORDOCC
joooo0oD4000000D0240 0000000000000 0O0O0OO

0000000 0D0O0O0O0dao0 (Guava Technologies, Hayward, CA, USA, 2
O
O

O

O 0Oooo

O

01 Industrial

Oo0o000ooU0oooDOooOoDooOD0ooDo3pDoooDooDoooDooao
(Guava PCA-960 O O Cytosoftd 0 O O O O O Guava Technologies, 258
Boulevard, Hayward, CA 94545-2991, usA) D O OO0 00O O O 0O0OOMI

0000000000000 0000
000000
0000000
o 39 30
RE (nM) %G,/G4 %S %G,/IM | %G,/G;, %S %Go/M
0 48 14 29 48 14 29
0.4 50 15 28 46 14 31
1.2 47 14 31 48 15 29
3.7 45 12 32 46 14 31
1.1 47 14 29 14 9 68
33.3 18 13 60 7 7 80
000000
000 34
0000000000000 000000000000000000000000000
0000000000000 000000000000000000000000000
0000000000000 000000S0%0000000000000000000
00 (1ICso)0 00030000
000000
000D
ILEMES ICs0 (UM)
30 3.9
39 7.9
000000
00035

oooobObOO0OO0oDO0ooooooobODbOoO0ooooooorP4sO 00 OOoooooDOO
OD0O0O00O0 (MM)(Cedra Corp, Austin, TXQ)D 0D 000 ODODODODOOCODOOOODO
OO @mg/mLl0 00 O00C)HODOOGUEMMOOODODOONADPHOD OO DODOODOODOOODODP45
oooocoOOOOODOoOoOoooOooOoOoODbOObO3YyDooooooObObbOooooooboooDboaoO

g
a
O
O
g
u
O
e,
a

0 O 50u
0oooo
Ooooao
Oo0ooao
0Ooo
36
Oooao
NY)O O OO
370 0O 300 O

OO ooogod
Oo0| oooonO

ID0000000O0OD0DDDOONADPHO D OO O30 ObOOoDDOOOOnO
oopoooOoooooOooDOooOdLc-mMs/Ms(Hypersil-BDS €180 O O
OD0DO0O0D0O0OO0DOApplied Biosystems API-3000)0 0 00000 0O 40 O
gooooboboooooooooobboooooano

00D0D0OO0OO00DDODDODO0OO0OO00OD0OO0OO0OO0ODDOaOBioreclamation, Hicksvill
gbMsoo oD OS5y MOO OO ODODOOODDODOOOGOH HDOOODOOODO
ooooo0Do0ooo0ooo0oooDooo0DoDoDooDoDooDoDOooDoooDooOOd

10

20

30

40

50



(113) JP 2008-520719 A 2008.6.19

oLec-ms/MsO 00opoooo4o 0000000 DOOCODODOOOODOOOO

000000
0Doo0o
teahES Rz I 37 % 5E i
(MLM, 305> TH& o 7f=%) Q0 TR =N
30 10116 104
35 7249 88
57 21+4
58 2816
60 9414
66 88+11
68 1714
70 88x12 100
71 55+13 96
72 4049 105
0ooooO
00037
00002800 H4600 000000000000 D0OO000D000OO0OOOD0OOOD
0000000000000 0O0D0OOod
000000
0 O 0 CB17/SCIDO U O (Taconic, Oxnard, CAD 0 00 )0 7080 00000000300
0000000000000 00000000000000000NCI-HE0D American Ty

pe Culture Collectiond 00000000000 10%J 0000000000 RPMIL6400
00000000005% Co,000037000000000000000H46000 000
00000000000 O0001x 10°00/00000000000100mm300 0000
00O0O0O0(@I) I0DO0O000DO0@IOoOODI1o0)s0000000(@O00)D 00030
000050200 00050mg/kgd 00000 OO0)IOOD3000005000020mg/
kg0 ODOOOODO10mg/kgD OO0 OO0 Taxol( OO O)DDO0O0O0OO0OC@OO)IOODO
TaxolD 0O DODO300000020300000000

Ooooooo0ooooooooooogQgogoao
OO0 o0oooodooDooo4doooooogdg

OooooogQgQg
O0O0o0oooogd

O

OO0 o ooooogoQgog

O

Oooo0ogoood

g

300 05mgzkg0 D000 O0O0DODOOCODOOOODDODODODOOCODOODOODDODGO
OCoOO0oo0O0O0ooO0oo0oDOoooOooboOosc00o0oDOoOoOOsd2mgskgt OO0 DOO
OoOOoo0oOo0ooO0ooDOosoGWKkU O OODODODODODOODODOD10002000
t

ud

OCoO0o001mooD200000@DOsSMgzkg DO D OOCDDOOOODODOOOO
gooboboooooboboogoosgbobbooogoobo220b008] 0000000
oooooDoo1swoooboooooooooobbicoooboboboi1s0d0ooonoan

20022000000000000

O

g

2 I I I Ay Ay N B A e
200000000000 O0ODODDODDODOO0DO0DO0O0OOoOODbODDbDDOODODOoOooOobooDoDDGO

000 MWMOODODO0DO00000000V=(LxW)/20000L000000000

wooooooooooDi1iogo22co0oooo1gooogooov/zoOoarzsooao

OCOoOO0O0CO0O0OO0oOoDOooeswD 00290 00000000 u0O0)HY 0000
OCOoOO000O0T/C00000043%0 00 19%0 0000

OO0
oooooooooooooooobbobooooooocooboboboooooooboao
0000000000000 O0O0OOD1somm?0 0000000000000 O0OO

10

20

30

40

50



210

OooooooooooooooonOoaoo
Ooooooooooooooogogogooogog

thE, 1HE~148H

Oo0ooooooooooooooobooO0onOoabo
OOoooooooooooooooogao

OO0 oo ooooooooogoQgogooo
OO0 Do ooogogooDoooggogoao

O O

Oooooooooood
OO0 oooogo4gooood
Oooooooooood
OoDoooogogooood

T/C0O 56%0
goooao
goooao

Ooooooooogoooo
Ooooooogogooao
Ooooooooogoooao
OoooooogogQgooao
Ooooooooogoooao
Oooooogogooao
Ooooooooogooo
Ooooooogogogooao
Ooooooooogooao
OoooooogoQgooao

O
]

O
O
O
O
O
O
O

O

O

O

300

O
O
O

Ooooooooogoogoo
oo ooooogogooQg
Oooooooogoogoo

O Ooooo

O O

JP 2008-520719 A 2008.6.19

ooooboboooooooooboboao
oooooboboooooooooooboao
gooooooao

gogbobooooobboooobboooadd
ooooobobooOooooooooooboao
oooooobooooo@oooo
Yboooooooooooouooao
O

O 0Oo0ooogoao
O Ooo0oooao
O O0Oo0ooogoao
O 0Ooo0oooao
O Oo0oooao
O Ooo0oooo
O Oo0oooao
O Ooo0oooao
O O0Oo0oooao
O 0Ooo0oooao
O Oo0oooao
O 0Ooo0oooao
O Ooo0oooao
O 0Ooo0ooo0oao
O Ooo0oooao
O 0Ooo0ooo0oao

oooooboboooooooooboboboboooooooobDbbOOoDooooan
ooooobooboooooooooobboOooooooooobobobobooo

ES k]

25.0 4

200

5.0
100

) 2E

50

0.0

8BE 1188 158 8 188 E 288
—8—TH337 5 mg/kg —a— TH337 5 mg/kg, % ¥ — 1L 10 mgikg

488

—— a4

ggoano

HA60R AR H 1< &1 5THI3T

P!

1888

1188

e
v
1588
[== 8 —w—TH337 5 mgikg —A—TH337 5 mgkg, 5 * v — /L 10 mghkg |

BEM
]
88 g8

488

g

§ § 88 8 8 8 8 °

(o) Weyp

10



(115) JP 2008-520719 A 2008.6.19

gooooooanb

INTERNATIONAL SEARCH REPORT International application No.

PCT/US05/42095

A.  CLASSIFICATION OF SUBJECT MATTER
IPC(B:  COTD 235/00,253/02,487/00,231/54,487000,221/02,4T1/02,491/02,498/02; ADIN 43/42( 2006.01;A61K 31/d4(
2006.01),31/50¢ 2006.81)

USPC: 546(112,113;548/301.7,358.1,514/299,3(10,252.1
According to Intemational Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Mintmum documentation searched {classification systern followed by classification symbols)
US. : 546/112,113;548/301.7,358.1,514/299,300,252.1

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched

Electronic dala base consulted during the inlernational search (name of data base and, where practicable, search terms used)
STM:REGISTRY:CAPLUS:MARPAT:EAST

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * Citation of document, with indication, where appropriate, of the relevant passages Relevant 1o claim No.

X Furuta et al. Pharmacodynamic analysis of steroid 5alpha-reductase inhibitory inhibitory 1-5,7, i1-13,17-24,42-
actions of Z-350 in rat prostate, European Joumnal of Pharmacology, Vol. 426, pages 105-111. 44

X Malan et al. CB2 cannabinoid receptor-mediated peripheral antinociception, Pain, Vol, 93, 1-5,7, 11-13,17-24,42-
pages 239-245. a4

X Flynn et al. The synthesis and fubulin binding activity of thiephen¢-based analogues of §-9,25-26, 3044
combretastatin A-4, Bioorganic & Medicinal chemistry letters, Vol. 11, pages 2341-2343.

X Lai et al. Synthesis and diatropicity of trans-N-cyclohexyl-2'-5", 10b, I Oc-tetramethyl- 14-16,27-31,33-34,39-
pyrrolo[3,4-2]-10b,10c-dihydropyrene. The first example of an iso[1 7]annulenopyrrole. 44,

Journial of Organic Chemistry, Vol. 52, pages 6060-5063.

I:I Further documents are listed in the continuation of Box C. D See patent family annex.
T

. Specini categories of cited documents: Iater d blished afier the i jonal flizg date or priarity
date and not in canflict wnh the apphcaumbul mctitu mderstand the
“A"  document defining the peneral state of the or which is not considered to be of principle or theary ng the i
particular relevance
- d of particular ek : the claimed 1 fon cannot be
“E"  earlicr appiication or patent published on or after the mternational Bling date considered nove? ar camnot be considered o involve mn inventive siep
when the document is 1aken alone
“L"  document which may throw doubts ow priority claim(s) er whick is cited to
establish the publicution dete of snother citafion or ofhar spesial season (as o dorument of particulas relevance; the claimed invention cannot be
specified) considered to involve an inventive step when the doctment is combined
With ¢ne or moee other such documents, such combination being
*0"  dacument referng o 2an orel disclosure, use, exhibiton or other means. chvious to a person skilled in the ert
“P"  dacureent published priot to the international filing date but later than the & document member of the same patent family
prineity dale clamed
Date of the actual completion of the infernational search Date of mmlmg of the int h repurt
23 April 2007 (23.04.2007) £ - el
Name and mailing address of the ISA/US Authorized ofﬁcer
Mail Stop PCT, Attn: ISA/US
Commissioner for Patents THOMAS MCKENZIE
P.0. Box [450
Alexandria, Virpinia 22313-1450 Telephone No. (571)272-4329

Facsimile No. (571) 273-3201
Form PCT/ISA/210 (second sheet) (April 2605}




(116) JP 2008-520719 A 2008.6.19

gooooooaoo

(G1)Int.Cl. oo gooooboooood
oooOo 31/4178  (2006.01) oooOo 3w41r8 O0oOOd goooo
oooO 403/12 (2006.01) 0000 403/12 oooo goooo
oooo  17/02 (2006.01) ooog  17/02 oooo goooo
oooo 31/7056  (2006.01) ooooO 31u/7056 O0OOO goooo

@énHooooooo  ApP(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,GR,HU, IE, IS, IT,LT,LU,LV,MC,NL,PL,PT,RO,SE,SI,SK, TR) ,OA(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, IS,JP,KE,KG,KM,KN,KP,KR,KZ,LC, LK, L
R,LS,LT,LU,LV,LY,MA,MD,MG,MK,MN,MW,MX ,MZ ,NA,NG,NI,NO,NZ,0OM,PG,PH,PL,PT,RO,RU,SC,SD, SE, SG, SK, SL, SM, SY
,TJ,TM, TN, TR, TT,TZ,UA,UG,US,UZ,VC,VN, YU, ZA,ZM, ZW

(72000 0OOO0O0O000O0O00
00000000000000000000000000000000000000000000

(7000 0OOO0O0O00O0
00000000000000000000000000000000000000000000
0oo0oo0ooo

0000 (00) 4C057 BBO2 CCO3  KKO1

0000 OO 4C063 AAOL BBO3 BBO8 CC25 CC75 DD22 EEOL

0000 OO 4C086 AAOL AAO2 AAO3 BC37 BC42 EALL GAO2 GAO7 MAOL MAO4

0000 OO NA14 Z7B21 ZB26



	biblio-graphic-data
	abstract
	claims
	description
	drawings
	search-report
	overflow

