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WKIR WA IMRA0CITTHEEL . WIRA40CIZAR>Trb, SMRE35CIZL,
ROTREYTIZ3I— (237 /) 72=21) —5— (2—UVL) —1—T==)b—1
, 2—VERuE Yy —2—F Lk F842meZ Iz 72, IRA W% 3043 I #ERE I
VHMRESOCIZEREL, EHIZ3040RITAMNRZ 25 CIZTERL, BIR30575Z8125C
FOMMRE T, AMR15 CET T 7, IRAHEINR15CIT T30 BIHERE I,
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EBITHMBAESCIZ T CLRE IR LT,

BAH T~ 11°C (NIR) 12 T/Ak842mLAE 1R 10430 T FL TR 7=, 1
TH T IR IZIMRZOCIZER L, BaWa400ft#% . SbIZsREZ —20C
[T C 1R L,

BAWT O I EIRELL . £ OHT % 50% 7 R 7K (1700mL) THEHEE.
5047 A8 B R AAT o 7, IRVNTZONT 2 IR B #E SR8 Tl T40°CIz T
1R HERL . SHI1260°C CIMFRHRL T2,

RLSEATR B A s TR T AN . H28 N4 950hpa., 4R IAAE AR TIL, 3— (2
—3T)72=)V) —5—(2—FUVN) —1—Tx=)b—1, 2—eRa Y —2
—F v OKFtedh) 172, 4gZ187z,

'H NMR (400MHz, DMSO—dﬁ) § 8.61-8.57 (m, 1H), 8.53-8.52 (d-like, 1H), 8.47 (d
, 1H), 8.01 (d, 1H), 7.92 (d, 1H), 7.86-7.81 (t-like, 1H), 7.79-7.76(t-like, 1H), 7.7
2(d, 1H), 7.61-7.48 (m, 6H), 7.31-7.28 (m, 1H).

ZEHFIAL

3— Q3T )7x=)—5—2—EVINV)—1—-Tx=V—1, 2—VEREEYY
v —2— A DAY D DB (TR i )

WOO01,/96308 5, St 770D SRR DBIETTELRIRRIZ, LT DL
WL, 83— (2—3 T /7 2=1) —5— (2—F¥UV)) —1—T=z=—1, 2—

YeRur)or—2—-F G4 :2—QQ—FF/—-1—Tz=—5—(EVV—2
— V) —1, 2—VeRuE YDy —3— () XV =NV DA EIRWO001,/
96308 5 H1 DFHEHI 73 LU LR BIERFI IR TV,
3—(2—vT7/)7x=V)—5—(2—EVUVNL) —1—Txz=)b—1, 2—EREEY
Vv —2—F(8g) AL, BHRTF /L (400mL) M Z 72, ZHE60COIREIT
THIBAL , SHIZEERTF /L (160mL) & A2, 70°COIRMIT THIEAL Bk % pafRs
e, ZOWKIZn—~FP2 (80mL) M Z 72 WIE FICREERE KL T7. 7g0
WHEMREHT,
'H NMR (400MHz, DMSO—dﬁ) 6 8.59-8.57 (m, 1H), 8.53 (d, 1H), 8.47 (d, 1H,), 8.0
1 (d, 1H), 7.92 (d, 1H), 7.83 (ddd, 1H), 7.80~7.76(m,1H), 7.73-7.71(d-like, 1H), 7.
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61-7.48 (m, 6H), 7.30 (dd, 1H).
FhaF1
3—(2—T)7x=)L)—5—2—FIUI)N)—1—Tx=)L—1, 2—ERuat’yy

v —2—FL (VARG

3— (23T /)7x=)V) —5— (2—EUVN) —1—T==—1, 2—PeRuty
Vv —2—F 2 GkFukEdL) 10g, 7ER100mLEBETK2. 5mL%E200mL7 5
A2, IR T TR LTz, ZOAT)—ROBEAWHH30mLERBRE 1T
BL. SHIZOCT2R B L7, SRIRAH~. 7EF-100mLEK2, 5mLET
BT 'R AKBAHK (LT, B2 7B KB EVY, ) 5mLE %, 0°CT
IHIZ16RFEEBEEE LT, YRR AEHEAML, 3— (2— VT /T7==)V) —5—(2—
PUDNL) —1—Txz=)b—1, 2— PrRu Yy —2— 4 (IVEIfS &) 531 5me s
77
F ity 2
3— Q3T )7x=) 52—V —1—Tx=t—1, 2—TERBEVUY

V=2 OVEEEE)

3—(2—vT7/)7x=V)—5—(2—EVUVNL) —1—Txz=)b—1, 2—EREEY
v —2—42(10. 00g) #200mL 4F 7T ALY, 7RI (100mL) , 7K (2.
5mL) Z N Z, SR T4 REBRLZ, ZOAT)—IROEA>530mL%E100mL
RBRE I — 5 CTHRERE, SHIZT BN KBEAHEZ 10mLNZ B L, 4
FZIRAMHORISMLE Y TV UT, 2B ERE . TR N KBS WA SmLN
ZTe, BRIRAMESOIC20R B B IRE AR LT, 2ot HimE
BET, RIBTHBL, 3— (22— T /7=2=0) —5—-2—FUVN) —1—T==
—1, 2—VeRur Py —2—Fr IVERERL) 1. 037g8 7=,
M AXBRE P 5 — > DPE

BB EFIB L OEIEF THON Tk b OB AXREIREL, HAKR G D—
FEFRBRIR ISR E NI AR BT R E MR IZRE LU ORI SR T T o7,
()

PR XHBADTAY AT A : RINT — 2000 (R 241D 4 7 #Y)
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(BEHR)

RBHZ DWW TA TG TR 1 SmmBH T AR TV 7L, BLT D44

TRIEEAT T2,

i FIXHR : CuK o ##

BT :40kV

BEER:200mA

FEBAV 1,/ 2deg
=AY v h:0. 3mm
BELRY YR 1,/ 2deg

EEEE  1E212° 45y
EHEAT 7 :0. 01F130. 02°
HIEEDHE (2 0) :5~40°

BEFIALTHLNIE RO ARXBREYT & — &K URL, EHaf1THD
TG B DR R XBRE 5 — % X 21R LTz,

BEHIALTHONFEROETA (20) D=7 BLUHMEELRLTRL, £
Bl CHLNIREROEA (20 ) DY—7 B I UMEEER2ITRLE,

S 1 CRLIVRE S DM AXRREIYT A — 2 ThHDHIK2, K2H D, EHEH|1T
DN AES DM AXEREIPTIZIWT, [FHTA (2 0) 254915, 4° [ K916, 6° BX
VK24, 3° DRHBIIRY — 250 5N 5035, o, EhaFl2 RO
b DI ARXBRENT R — b AR ORI R — 7 2 T2 L sz,

D, BEFIALTHLONIER DM ARXBREIYTAF— THHK1, K1IZE
W, EBIETA (2 0) 238915, 4° BIUHIL6. 6° OB —I72FLTELT, Hiifl
1 CHLNOFEmEFURBEROREMIT T A THRNEE ZHND,

[%1]

E—0&S| 26  #ffitd dfE 5 HAXGRE
1 9.010 0588  9.8067 13370 100
2 15850 0682 55867 10137 76
3 24390 0847  3.6465 10672 80
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[0057] [F%2]
E—0&E 26 iz dfig CEAES HExtadRE

1 7.890 0.318 11.1961 15360 7

2 8.680 0.329 10.1788 19905 100

3 9.550 0.341 9.2534 3392 17

4 11.810 0.341 7.48172 1125 6

5 12.740 0.365 6.9427 1438 1

6 13. 730 0.341 6.4442 1658 8

7 15.410 0.353 5.7453 15360 17

8 16.630 0.376 5.3264 4355 22

9 17.620 0.294 5.0293 2548 13

10 18.070 0.600 4. 9051 3017 15

11 20.600 0.412 4.3080 2257 11
12 21.390 0.329 4. 1506 8317 4
13 22.020 0.271 4.0333 1187 6
14 22.460 0.365 3.9553 1880 9
15 23.540 0.282 3.7762 1873 9
16 24.310 0.482 3.6583 8507 43
17 25.700 0.365 3.4635 3812 19
18 26,120 0.412 J.4088 4198 21
19 27.100 0.447 J3.2877 1973 10
20 27.960 0.694 3.1885 1563 8
21 29.310 0.553 3.0446 1703 9
22 30. 240 0.388 2.9531 1307 i
23 32.930 0.388 2.7T1717 845 4
24 33.690 0.424 2.6581 8917 5
256 35. 840 0.447 2.5034 843 4
26 37.480 0.518 2.3976 698 4

(BEHR)
BERFIALTHONDHE S (TFEE K55 B L OEMEF) 1 TR (TVEL
i) ZK60~150mgZ A/ VHGRITERY | K (Eidk =5 /—1(1:1)IRB#K) 15
0~300 u L& T L7222 bER T MRS #EZIT 072, IRWVT, I60°CITH
T3 HER L 72, oo S IRGBERTOR LI >V T ZREN TR
AR TR ARXHETZRIE LT,
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(i)

Bruker AXS{Lf{ D8 DISCOVER with GADDS
(%1H)

5 FAXHR : CuK o 2

EEME:40kV

BRI :40mA

HIEEDHE (2 0) :5~40°

aJA—4—:0. 3mm double slit

IRA BRI BT DEATIES S OV COMARXERE T35 — %X 3IT
IVEERIZ DWW CO B RXERE T 37— B AUTR T, 728, WA IR
IZDWTIE, ARIETE T CORGEIEL 2T o7, ZORRBONI B RKXRET
PRE—=NZDONWTHKBITRT,

(REH)

BIRXBRET LY, B2EFIALTHELN DM M (TR AR ) 13, ERiKET
KexmZ )= (1: 1) IBRIRFAE T CORBEIEICBW T, #mOBHR1IElL, B
ZHIALTHONDREw (TEEK D) I3 R 2286 (K3, TATV A7 5
TRTE—IEH T DR0) BT 52808 Rl&hiz,

ZHUTHU T, EHafl 1 CRELNAREM IVEREE) X, FRlRA BBV T
e DBEREDZE LT RN, AKEITA =&/ —)L (1: 1) IBRAFE T TORAH
RICRB W TR E ThHZ LN R Ehiz,

BN KT RN — LIRS TR
(Bt H k)

W bk BRI B ORBHILITR B A A o e BORE M E Y FITRE D,
1. 3UyMVIEJIZ Y 7RIZ50kPaday Ly 7 — %288 | BREFRIZL - TH T
ZMANIZB U BEE T 5, BHEFOBKH0. 1EI CHREBMRIC
TARNFX—% 525, BKOHEL, HEEMO EHB100mmiZit 34X B F#%
KRDPBRIZGELET D,

(T BRI E DI E S 10)




WO 2007/072868 PCT/JP2006/325394

[0060]

[0061]

16

BIEEDIREE : 24°C WL 49% ., JEMER[RE I UE ) : 50kPa, f e BA4AREH]
:0. 1R, B AKRBROBELEL: 58], & KHE=RNLF—:10]
(& k= FNF— DR ELAM:)
BIEEDIREE : 24°C WL 49% ., JEMER[RE I UE ) : 50kPa, f e BA4AREH]
:0. 18, & KRB O#VIKLUE : 10E]
(RIEZE )
k& PR R R R BR A (KL BRE AEAF %80T DES—10)
(BEHR)

bR 1g 2 FP R (BAE35mm) (IZFEY, T (7 v R MR 47 fb=FL v
BiE) B, 20mm) Mz, S72% LU ThE 3055, IS L LRI 572
BRIT . B RO B BRAL & R AL ES TRIE T2,

(3 1E)

AEFur—DZ3 IR EHBESkASHE
(FE5L)

Z2EFIA1ORE G (I K5 SL) : 7T0~100V
PEZE _EOF| A T ReM:

AREWORE I RPN EA L MR BEDORBRAI I THAIOR
By E LT D@L T,



[1]

[2]

[3]
[4]
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FHRO#EIF

B ASREIITICIRBNT, [IAE (20 £0. 2° )15, 4° [ZEFE—22HT5,
3—(2—317/)7x=V)—5—(2-FUVN) —1—Txz=V—1, 2— TRV
v —2—F DfEd,

BIRXBREHTIZIBNT, SHIZ, [HrAE (20 £0. 2° )16. 6° BLU24. 3°
(R — 2% 95, fERE LR OR b,

FREIEII2ICEH MO T G AL TRIEE,

HREL TR0 EEH LU TRDEREMA,



PCT/JP2006/325394

WO 2007/072868

1/4

[X1]

0¢

0002
000V
0009
0008
00001
00021

ooovl

(sdo) (&5



WO 2007/072868 PCT/JP2006/325394
2/4

[X2]

40

10

20000 f



PCT/JP2006/325394

WO 2007/072868

3/4

[X13]

(HELEY S H

(B = 1)

O EN —7 & T /N

(BENE) &S B

(B [Ez)osENe

(SyunoD) (&



PCT/JP2006/325394

WO 2007/072868

4/4

[X]4]

()ozc
)% 000°0¢ 000°0¢ 0000}
Hm,u,.\m_mﬂ @gmﬂ)g 2 v <\3}/<5 M > a2
T ot VAR W f
eV /}3/\% /j ‘\j\ <<5J< r
[N
| O SE—7 & T/ \ j \)ﬁ

A

000G

0000} &

sdo)

000S1 &«

0000¢

000G¢



INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2006/325394

A. CLASSIFICATION OF SUBJECT MATTER

C07D213/64(2006.01)1i, A61K31/444(2006.01)i, A61P1/08(2006.01)i, A61P9/00
(2006.01)1i, A61PS/10(2006.01)1i, A61P13/02(2006.01)1, A61P25/00(2006.01)1,
A61P25/02(2006.01)1, A61P25/04(2006.01)1, A61P25/14(2006.01)1,

According to International Patent Classification (IPC) or to both national classification and IPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbols)

C07D213/64, A61K31/444, A61P1/08, A61P9/00, A61P9/10, A61P13/02,
A61P25/00, A61P25/02, A61P25/04, A61P25/14, A61P25/16, A61P25/18,
A61P25/22, A61P25/28, A61P25/30, A61P27/06, A61P31/18, A61P39/00,

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
Jitsuyo Shinan Kcho 1922-1996 Jitsuyo Shinan Toroku Koho  1996-2007
Kokai Jitsuyo Shinan Kcho 1971-2007 Toroku Jitsuyo Shinan Koho  1994-2007

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
REGISTRY (STN), CAplus (STN)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X WO 2006/004107 Al (Eigai Co., Ltd.), 1,3-4
A 12 January, 2006 (12.01.06), 2

All references; particularly, Par. Nos.
[0070] to [0073], [0088]
(Family: none)

Further documents are listed in the continuation of Box C. |:| See patent family annex.
* Special categories of cited documents: “T”  later document published after the international filing date or priority
“A”  document defining the general state of the art which is not considered to date and not in conflict with the application but cited to understand
be of particular relevance the principle or theory underlying the invention
“E”  earlier application or patent but published on or after the international filing  “X”  document of particular relevance; the claimed invention cannot be
date considered novel or cannot be considered to involve an inventive
“L”  document which may throw doubts on priority claim(s) or which is step when the document is taken alone
cited to establish the publication date of another citation or other “Y”  document of particular relevance; the claimed invention cannot be

special reason (as specified) considered to involve an inventive step when the document is
“0”  document referring to an oral disclosure, use, exhibition or other means combined with one or more other such documents, such combination

“P”  document published prior to the international filing date but later than the being obvious to a person skilled in the art

priority date claimed “&”  document member of the same patent family
Date of the actual completion of the international search Date of mailing of the international search report
16 March, 2007 (16.03.07) 10 April, 2007 (10.04.07)
Name and mailing address of the ISA/ Authorized officer
Japanese Patent Office
Facsimile No. Telephone No.

Form PCT/ISA/210 (second sheet) (April 2005)



INTERNATIONAL SEARCH REPORT

International application No.

20 December, 2001 (20.12.01),
All references

& JP 2002-510451 X & US
& US 6949571 B2 & US
& EP 1300396 Al & AU
& NO 200205955 A & KR
& CN 1436172 A & BR
& HU 200303398 A2 & AU
& NZ 522773 A & MX
& ZA 200209270 A & RU
&

CN 1245386 C

PCT/JP2006/325394
C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A WO 01/096308 Al (Eisai Co., Ltd.), 1-4

2004/023973 Al
2005/245581 Al
200162723 A
2003012882 A
200111596 A
2001262723 B2
2002012314 A1l
2265015 C2

Form PCT/ISA/210 (continuation of second sheet) (April 2005)




INTERNATIONAL SEARCH REPORT International application No.
PCT/JP2006/325394

Continuation of A. CLASSIFICATION OF SUBJECT MATTER
(International Patent Classification (IPC))

A61P25/16(2006.01)1, A61P25/18(2006.01)1, A61P25/22(2006.01)1,
AlP25/28(2006.01)1, A61P25/30(2006.01)1, A61P27/06(2006.01)1,
A61P31/18(2006.01)1, A61P39/00(2006.01)1, A61P43/00(2006.01)1

(AccordingtoInternational Patent Classification (IPC) ortobothnational
classification and IPC)

Continuation of B. FIELDS SEARCHED
Minimum documentation searched (International Patent Classification (IPC))

A61P43/00

Minimum documentation searched (classification gystem followed by
classification symbols)

Form PCT/ISA/210 (extra sheet) (April 2005)



e A EEHESES PCT,/JP2006,/325394
A, BHORTAH0BHONE (EERFETFDE (1 PC) )
Int.Cl.  FFpll~—"Z=04
B. FAEEToOH

A EAT o TR NRER (ERRF3R (TP C) )
Int.Cl. CO7D213/64, A61K31/444, AB1P1/08, A61P9/00,

A61P9/10, AB1P13/02, A61P25/00, AB1P25/02, A61P25/04,

A61P25/14, A61P25/16, A61P25/18, A61P25/22, A61P25/28, A61P25/30, A61P27/06, A61P31/18, A61P39/00,

A61P43/00

/D RE RS OEE CHE 21T - 7oy B

A 2 I 2 i

HAR[E A B SE AL =
ERNESESIEPE S /At
H AR E R SR A R A

EERECHEALEETT — 4 N—R (F—HF X XDLFR,

REGISTRY (STN) , CAplus(STN)

A EER L 72 R

C. Bt 5 b sh 5k
BT SCR D BT 5
BT Y% B STIA KOOI 5 & &1L, F O AEFORR R OFIH O BB
X WO 2006/004107 Al (=—H 1 Bk 4t) 2006. 01. 12, 1. 3—4
A AICHR, FFZ, [0070]~10073], [0088]7: & & 2, 2
(Z77IVU—721)
A WO 01/096308 Al (=—W A #EX4) 2001. 12. 20, 1—4
RN S,
& JP 2002-510451 X & US 2004/023973 Al & US 6949571 B2 & US
2005/245581 Al & EP 1300396 Al & AU 200162723 A & NO 200205955
A & KR 2003012882 A & CN 1436172 A & BR 200111596 A & HU 200303398
W CHIOEX IS b TR ST, ™ STy RT3 U ST AR A B A,
*  BlHANMENODT Y — D B OBITAE E =3Ok
(A BHCBIEDH 5 ST AR . —REHT KR T 1T ERSHEE A U BRI R SN i Th - T
0 m%kwﬁTé%®fi&< FERA OO JEF LR
[E | [EIS HHEE A RO B 7 12 Ol A5, RS HIE R OFFRO = DICBI T 5 & D
DI IC ARSIz H O X | KRB S D T CTh - T Y% Tk 2 T I

757;.'5

(L) et TR s
HE L <IZMoRER 2Bl 2T 572012
% 3Crk (BRA &2 A0

O] PEAIC L ABR, A, BrEcs k1530

A 3 2 SCHR i D SCRR O FETT
CiVilen

OFHRMGTESER 2N EZEND B O

(Y| $ICEEO S AT CTH - C, SpECE o 1L
boXERE D, BERICLEoTHHTHAMAEEIC
Lo TGERER W EEZ ONDED

(P EEHEEER T, POEEEOTEOE#M LA HE &) A—F 77 3 U —3Hk
EERELE T L2 B EEERA RS O3k H
16. 03. 2007 10. 04. 2007
E SR ERE AL O T BFTEEE GERO® AHTRE) 4P| 9164
AARERTZT (1SA]JP) I
BEHES100-8915 o
R TRAXENE-TH4%3 = EEEEE 03-3581-1101 W 3492

HAPCT/I1SA/ 210 (FE2~—-)

(200544H)




[ B R A EpsHpEEs PCT,/JP2006,,325394

C (BE&) . B35 LEE0 L5 3Rk
71 F STk oD B4 %
AT TV %k SUHSTEA RO O EE Y 4 & X3, ZOMET S HFFORT AR OFPHO®E S

A2 & AU 2001262723 B2 & NZ 522773 A & MX 2002012314 Al & ZA
200209270 A & RU 2265015 C2 & CN 1245386 C

BAXPCT / 1SA 210 (F23—I0kx) (20054F4H)




[ B R A EEpEEs PCT/JP2006,,325394

PO T %5800

C07D213/64 (2006. 01) i, A61K31/444(2006.01) 1, A61P1/08(2006.01)1i, A61P9/00(2006.01)1,
A61P9/10(2006. 01) i, A61P13/02(2006.01)1, A61P25/00(2006.01) 1, A61P25/02(2006.01)1,
A61P25/04 (2006. 01) i, A61P25/14(2006.01)1, A61P25/16(2006.01) 1, A61P25/18(2006.01)1,
A61P25/22(2006. 01) i, A61P25/28(2006.01)1, A61P25/30(2006.01)1, A61P27/06(2006.01)1,
A61P31/18(2006. 01) i, A61P39/00(2006.01) 1, A61P43/00(2006.01) i

BERPCT/ISA 210 (BH~—) (200544H)




	Page 1 - front-page
	Page 2 - front-page
	Page 3 - description
	Page 4 - description
	Page 5 - description
	Page 6 - description
	Page 7 - description
	Page 8 - description
	Page 9 - description
	Page 10 - description
	Page 11 - description
	Page 12 - description
	Page 13 - description
	Page 14 - description
	Page 15 - description
	Page 16 - description
	Page 17 - description
	Page 18 - description
	Page 19 - claims
	Page 20 - drawings
	Page 21 - drawings
	Page 22 - drawings
	Page 23 - drawings
	Page 24 - wo-search-report
	Page 25 - wo-search-report
	Page 26 - wo-search-report
	Page 27 - wo-search-report
	Page 28 - wo-search-report
	Page 29 - wo-search-report

