W)FHFBAFHICESVTARESA-ERHE

(19) tt 5 &0/ 7T A ME 14 RS
EREHER

43) EffABH
2002 ££1 A3 H (03.01.2002)

(10) EEARES
WO 02/00259 A1l

(51) EEEHFSE  A61K 45/00,31/496, 31/495, A61P
25/24, 25/22, COTD 295/12, 239/42, 215/12, 307/81,
209/14, 333/20, 311/80, 261/20, 211/44, 211/70, 295/06,
295/02, 295/08, 295/14, 211/20, 211/22

1) ERHEES: PCT/IP01/05524  (74)

(22) EEHER: 2001 ££6 27 B (27.06.2001)
(25 ERHEDOEE: BAREE @1)
(26) ERFARRDEE: BRE

30) BERET—4:
#EE2000-192856 2000 %6 A27 H (27.06.2000)  JP

(71) HEA GkEZ#BR <2 TORERICOVT): KIESRE
# = 24t (TAISHO PHARMACEUTICAL CO., LTD.)
[JP/IP]; T170-8633 RRAZEREHITH24%F 15 (89
Tokyo (JP).

(72) HAE; BLU
(75) %AEB/HEAN (XEIZOWNTHOH): FREEE
(NAKAZATO, Atsuro) [JP/JP]. & K % 2 (CHAKI,

Shigeyuki) [JP/JP]. X A & & | (OKUBO, Taketoshi)
[JP/IP). /M1 {— (OGAWA, Shin-ichi) [JP/JP]. B H &
BR (ISHII, Takaaki) [JP/JP]; T 170-8633 RR#EBK
EH3TH24%F 15 KEREHA 1A Tokyo (JP).

REA: dIIEEKITAGAWA, Tomizo); T 170-8633
HRENLEREHEITEUE 1B KEHNEKASH
S5 &) Tokyo (JP).

B E (EIN): AE, AG, AL, AM, AT, AU, AZ, BA, BB,
BG, BR, BY, BZ, CA, CH, CN, CO, CR, CU, CZ, DE, DK,
DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH, GM, HR, HU,
ID, IL, IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS,
LT, LU, LV, MA, MD, MG, MK, MN, MW, MX, MZ, NO,
NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL, TJ, TM, TR,
TT, TZ, UA, UG, US, UZ, VN, YU, ZA, ZW.

¥eEE (JRB): ARIPO $#5F (GH, GM, KE, LS, MW,
MZ, SD, SL, SZ, TZ, UG, ZW), 1— 5 > 7 $5F (AM,
AZ, BY, KG, KZ, MD, RU, TJ, TM), 3 — 0 v /4§ 5
(AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, IT,
LU, MC, NL, PT, SE, TR), OAPI $;&F (BF, BJ, CF, CG,
CL, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG).

[REH]

}-—, Art
R'—N ,A—-Q__ N\
\—B /

259 Al

59 RPOEZH: TREGBEX LD DEARBRE. RUERSD

N N=(CHp),—T'-A?

(54) Title: REMEDIAL AGENT FOR ANXIETY NEUROSIS OR DEPRESSION AND PIPERAZINE DERIVATIVE

CEEE

U

(b)

& (57) Abstract: A remedy for anxiety neurosis or depression which contains an MC, receptor antagonist as the active ingredient;
and a piperazine derivative represented by the formula [1] or a pharmaceutically acceptable salt thereof, wherein Ar! represents
e (un)substituted phenyl, etc.; Ar? represents (un)substituted naphthyl, quinolyl, a group represented by the formula [a] (wherein R* is
& hydrogen or halogeno; and X-Y is CH-NH, CH-O, CH-S, or N-O), or a group represented by the formula [b] (wherein R? is hydrogen,
O hydroxy, or C,.1o alkoxy); R! represents hydrogen, C,.1o alkyl, etc.; R? and R? are the same or different and each is hydrogen or Cy.1o
alkyl; A-B represents N-CH,, CH-CH,, C(OH)-CH,, or C=CH; T" represents a single bond, -O-, etc.; and n is an integer of 1 to 10.

[EE]



w0 02/00259 A1 D000 0000 R AR

R REAEE: 2XFIA— FRUMOBEIC O TIE, BEHRTIND
— BERAEREE BPCTHEY FOBBRITHBEIA TS N0— FEME
DAL TR/ — 1 B8,

(57) EH:

MCEZBREKETZT VA=A L EFRERPLTIXRARBMEEXRE I 2
ERRE., RUCK(L]

RZ

: Ar'
—N A N :
" R\:sfe-sf —K——N \. N=(CHa)y=T'-A” (1

(R, Ar'ix (B#) ) 7=z=/VEE. Atz (B®) ) 7 7F1
X /020 E, X

(R, RUEAEBRFXITAaF Y EF, X — Y IRCH-NE, CH-0. Ch-
SYIEN-0THB, )CRENSEX R

(KPP, RWIAEEREF, KBEXRCWZTVaF T yETHD, )TES
WBETHD., REAERTF. Coo7 LXVESE, RRVRYEA -
REHER > TAEEF X Cow? A% A%, A— BEN-CH. CH-CH
1 COOH)-CH:XIEC=CHT H Y. THERS., -2, nk1~100%
BThd, |CRINAVRSYVEREXBTNEERLEE&R S
BEREET S,



WO 02/00259 PCT/JP01/05524
1 -

B M &
REMBIEX D DIEBRE, ROERT Y FHEHE

BN

AFEHIT. MCBRAET ¥ TR N RERS & 5 REHEE XIS D
Mk, RUMC.ZAKY > F I MEREAETHHMRERS D HEAICHE
T5, |

IR OWBAEEOESICED, FEMBERLTD DRORBERFELTA b
LADESEEL TN Z ERTBINTNS, A NVAKLDESREIENS
MRS E LTI, BETH - TRA—BIEROBERNE 2RI LT HMENS
BROBEEENABENTNS, COXIREENS, Bil. SR THICHEL.
RN RRIC LB RS A HWEATT RHSD - REORERKRE LTRSS
ntws,

CDEIBHRARTFRELT, ANFaAbOEY - VU=V T - T7 0 F
— (CRF) , 7ozEx+A5/a)F> (POMC) ENETF5N5. CRF
REE TR - TEA-BEROTESA M ARBOROHEEE BT 2 L0
%ém,xf.asﬁ@%@%%wém1m5oPOMCﬁgiﬁém%25/
INTFUE [BIBREENERIVE> (ACTH) | SRRV E >
(MSH)]m@RT%K£Hé$EH%ﬁ&7?FT%6ﬁ‘xﬁjnw?y
SEKICERTBMBICOVTOR L ARBRIS D « RREAOB 53
é’h'mw’mo'

A5 ) ANTF UBEEEMC ~MCsETE5DDH A TF 1 THEIh 5.
INBEDYTIATORTRAT ) ANFUZREVTIATMCREALT, XY
FREOBRHT A PRRT7 > FIZAMBHEINTWS, LML, Th
5O7 A=A PRUT > & IZA PKBLT, TRETA MV ARBROARE
FERICOWTREBEINTRARYL., ARELAYTHEE L HOLA 413
GHRAL M AT DNF P SERCBNTRREOENTY > T2 hELT
ERLTW3,



WO 02/00259 PCT/JP01/05524
2

RS ) ANFUBREYTIA TERE » DDEEDEBRTA N AREE
OEE. ROFHEERS D VHEEICDWTRE L,

01 0 BT
EEEEICOVTHEERNLAREE, MC2AEY T2 MAREERERE
AL, MC2EEY > I=RA M MV A AFRERCHS DEMERLE
S LI EUMCBAKY >y T2X NSRREEER RS DEOBRRCHEN TS
BrEERHLE, X5, MC.2AKY >y IR M THEHRERTIVH
BikE BH L. ARHEERE R,

PR, AR\EHRNET 5.

AR, UFIRTHEE 1 ~3 XKD Lo T3, |
1. MC . BEAKT > TR N EEPRS &5 5 REMBE LS DERRE,
2. MC.2EEY>FIZAM, KI1]

N A
RN A N =y R
| r%—B '<\_N N=(CHp),—T " -Ar? |

[, Ar'BR7coVE, By ooI)VE, FIFNEXZERFTT7TFIVET
H0. Ar23F7FNE BRIFTIFIVE F/UNE R

(RHP, RUPKEEFXRNOS VEFTHD, X—YIECH-NH, CH-O,
CH-SXWEN—-O0TH%. ) TEINHEXIR

(XH., RUFBAZET. KBEXECi1- o7 NVIAFIETHS. ) TRINDE



WO 02/00259 . PCT/JP01/05524

3
THD. RUIAEETF. CroroT7 VFINE, ComsZOTINFENE, Cacio¥
WroIVE, TV, 1-37 ) IFVE, BUIDL-2—ANEXLT
IVNETHD., REROREA—XISHER> TREEFXIZC o107V FN
£THD, A—BIIN-CH:, CH-CH, C(OH)~CH:XiZC=CHT#
D, T'RBES, —N(R®— (ROEKERFXRC .- T VFNETHS, ) .
~0—., —CH=CH-XI3Z-C(=0)—T®»0. nidT '2EHE.
~CH=CH-XiE-C(=0)—D&ER1~10DEKTHD,
TIH-N(R®-XiE—0-0EEF2~1 00EKTHS. ] TEINBEAX
> BME T E OER LA NAETH 3 REMERE XIS DERRE.
TER[1]TREINBERSVUBEANIZOER LFA S N5,

/

53
3.

=

ARBICBNT, MCAZEEKIREBT BT >y IR MEid. MC.E2AKER
T AR EE T BILANTE S, HFELIE. MC. 2AKERRI MR
fEA L. J.Biol.Chem.,268: 15174-15179, 1993ICHIMINT WA HEITEN., =
BASAERCB N TREKRENZHAFEREZRL. MCE2AKICHT 2 HE
KBWTa - MSHERSMU EOBEFERZRL, I5IZ. o - MSHIZK D RIE
xNBHcAMPRZEc AMPHEFy MckDHELZRK. o - MSHOEMI
HEHT2MWEZNWD, A

ARFICBWTHEAINZAESUTCERI NS, ARFHCBVT 1Cxnyl
i, TOBICH ERx~yHORERTF AT S5 LE2B%KT 5.

BT ZIVEEIZK, Cioro7IVFINE, Cs-s> 707 IVFIE, Cs-s
OF)VFENCios TV FNE, Croro TV AFVE, Comsd ZO7INaFLE,
CssTZ7TOFINFINCrosTINAFTE, RODNAFTE, KBE. NOi >
BT, S ko, RNR'(R??) (RF. RVKOR*EA—XEER > TKE
BT XIEC s TNFNEEFTH, XABET5ERETLHEIC5~8 BOBR
FIVERRTBEERT, ) TRENSE, M TNFTOAFIE, V7 I,
FIWNEANVERCT 2 S EDSEBIGBRINE L~ 3EOETBBENE
T2 ZNETBY, FELEC o1 T VFINE, Crore TN IFVE, ]I
LVAFTE, K@, AOFVET. Sho%k. 73/ Cioo7 VEILEN L



WO 02/00259 PCT/JP01/05524
4

RIZ2EBHLETI JE, NUTZIFOAFIE, 7 &, BINEAIVE
EOT oV ENSERICERINZ L ~3EOETBRINET7 22 IVETH
5, 2B, FIRIE2 —AFNTooVE, 3-AFNTz)E, 4-RAF
VT rVE, 2—TFNT IV, 3-IFNToVE, 4-TFNTx
SIVE, 2—-JoElTvzo)VE, 3-TnENTzo)VE, 4-T7nEl T
ZIVE, 22— ruRFNToZIIVE, 2—-AMFITZ)VE, 3 -XAbMF
ST ovE, 4—-AMFVTzoNE 4A-ZhFITZZNE 4 -4V T
ORFL T2V, 4A-RUVNFFITzoVE, 4-EROFP T2
B, 2-7NFurzo)VE, 3—-7hFAnT7z)VvE, 4-T)F0a 7))
H, 2—rpooyz=)VE 3—ruonyzZ)VE, 4-rnonryxz)VE, 2
—TOE7zoIVE, 3-JuETvzo)VE, 4-TJoET7z)VE, 4—-Z2F
a7z Z)E, 4-73/)T7x)vEE, 4A-NITNFOAFINT 2 Z)VE, 3
— 7 )Tz, 4—3T 77 x)VvE 3—AINEAIN T ZIVE, 4
—ﬁwﬂ%4w7x:w§‘4—87z:k%%?%éo

BERTF T FINEEE. Cione7IVFNVE, Coms3 70T INFIVE, Cs-siy
OFIVFENCros TIFINE, Cioro7NVAFVE, Cssd 707 INaFVE,
Cosl VOTNENC s PV AFVE, RYVNFTFIE, KBE, CiosT I
AFTHNRZIVARFVE, BIINESNAMEVE, NOFUEF, = ho
£, XNR**(R*Y) (Kb, RURVR“IIA—XIEER o TRRETF X
Cr-s TIVFINEERTH, XNIBBEITIERRTLHICS~SEORRYI 2
BRTBEERT, ) TRINBERP MY 7)FDRAFNEDNSER RS
Nitl~3EOETERENET TFILVETHD. FELEC 10T W FIVE,
Cro1o7I)VaAFIHE, ABE, Ci—s7NIAFTHINRIINAREIE, HIVNE
ANAREVE, NBFVETF TIVERVC - 7IVFIVES 1 X 2 @ iE#
LTI )ENSEBIEBRINZ 1 ~3EOETERINZTIFINETHS.
Znsid, FIRWE2 —AFINF IV =1 —ANE, 3—AFNFTFL >~
LA B, A—RAFNFTIL I~ 1 —ANE, 2-IFNFTIIL—1—
AIVE, 3—TFNFIILY—1—AE, A—TF)FT7FL—1—1)
., 2-7oEnNFrIL>—1—a1)E, 3-7oENVFIFL—-1 -1l



WO 02/00259 PCT/JP01/05524
o

B, 4-TOENFIILY—1—AE 2—ARFVFTIILI-1-1)
B, 3—ARFIFTIILI-1—ANE, 4—APFTFTFLVI—-1—-1)
B, 6—ARFYFTIILY—1—ANE, 4A-TrF¥FTFLI—1-1)
B, 4A-AVTORFVFIILI-1—ANE, 4—RODNTFVFTIFV
Y—1—ANE, 2-bROFIFIILI—1—ANE, 4—-LROFVFT
FL—1—A)VE, 2= ALFVANRINARFLFIFL T~ 1 —1)VE,
2—HNWNEANWARESFTIFLY—1—ANVE, 2-7)F0FTF L -
1—4 V&, 3—INFaFIFL>—1—ANVE, 4—-T70FaFI5 > -
1—1 W, 2-r7onr745Lb>—1—A)VE, 3—-runF75%L>—-1-
ANE, 4—punFIFLY—1—4E, 2-T0EFIFLI—1-1))
£, 3-TJOEFIILI—1—ANE, 4-TOEFTIILI—1—1IVE,
A—= R OFTIIL Y~ L —ANE, 4—TI)FTILY— 1 —ANE, 4-
FUINATAFNFTIIL Y — 1 —ANE, A—PAFNTI)FIFT -
11— NVEETHS. '

Cro10 7 VENEETREETR L~ 1 0 OEER NI EGRO T V3L £
THD., FAEAFIVE, TFIVE TOobEIE, 1V ToeILE TFIVE,
AV TFIVE, ROFINE, AIYRCFIE, 1 -IFNTOEE, AFI))
B, AVUANFEVIE, 1 -IFNTFNE ATFNE, AIYNTFIVE, T2
FVE, JZ)VE, FIUNEETHB, Coed I OT7INFINELIRERETHRS
~8DIIOTINENETHY., FIREY 7 aTOeVE, P radFNE, ¥
pORIFINE, YIUNFUINEETHS, Cae 70T IFINC1-sT IV F
WVEERRERTFEI~8DI 707 NFNENMBRLEC - TIFNETHD,
B0 O AFIVE, SO TFIVAFINVE, Y IARIFIVAF)
E, >7O0AFINAFINEETHD.

Camro VWV EERRERETR 3~ 1 0 DESGRUIDERD 7 IV =
WVETHD, FAETUNE, 1-TFr—4—(NVE, 2-TF>—4—-1)
CEL1-RUFY—5—ANE. 2-R2Fy—5—AVE TLINEETH
5. .

Croro P AFTHEEFRERTR L~ 1 0 OEHERXIDEHERO 7V aF



WO 02/00259 PCT/JP01/05524
6

SETHD. PIAEANFUE, ThFUE, FTORFEVE, 1Y TOREVE,
FRELE, AVTREVE, ROFNFEVE, AVRIFNAFIE, AF
SNAEVE, ATFNAEIE, FUFNAFVE, ) DNAFVE, FL
FEVEETHB, Cosd/OTNIAFVELPREETRI~80S 707
TEVETHD., FAELrOTAREVE, SIORCFNAFVE, YD
FOFNAELEETHE D, CosdZOTNFNCros T IF TV E LR
EFH3~8D I OV VERBRLEC, TV IFIETHY, AT
pOFOEARFVE, SHZORVFIARFVER, > 7O0ANFIINITRFY
HETHS,

Croe PVEVEMR 1 Ui 2 BB LAT I /£ EERBETR L~ 6 DEEHR.
SIERERO 7 VLR 1 XiZ 2 BMEBRLETI ) ETHD, HAEAFILT 3
JE. IFNTI R, FOENTIOHE, VRAFNTIE VIFNTI)
2, IT70ENT R JRBETHD.,

ANR' (R2)TRENBTI L. FREAFNTI )&, TFINTI)
%, FOCNTIE DAFNTI)E VIFNTIJE YTOENT
JEETHB, /e, RNRV(R®) TRENBERT I /AR, Aoy
DM, ERUTIE, ERSUE, ELEY JE, FAEIRY ) BETH
3.

XNR*(R*)TRENBT I/ EE, FAEAFITIE, TFNTI)
£, JOENTI R, DAFNTIE VIFATIVE YIOELTSI
) RETH B, Eo. ANR (R TRENBERT I HiT, AAEEDY
DR, ERUVIE, BRIV IE. BNEY R FAELK) ) EETH
5.

NEZVEFERT v RET. HEET. ARETXIIVRETFTH 5,

¥, AERICBIIEE FFRINBE L, AIAEHRE. Bk, BRSO
G O, BE. Voo, LB WE®. 7I-VEB. YL VR, AF >
ZNWKRVE, REZZNECBEOFHRER LOEHETH S,

K [1] OkEBE. DUTO—RAOEE1~1 7TICXK>THETSHIENT



WO 02/00259 PCT/JP01/05524

£5 (UFORERH, Art. Ar® RS T'RUnBHRBEAEETHY.
X HERRT. RRETFXRSYEETERL, A'~ B CH-CH,
C(OH) - CH:XEC=CH#RL. T*HEMA. —~N(R")-Xid-0— &7
L. RTEC1oro PV EERL. ROEC1-n07VENE, Comno? W)l
£, TxoVEUEEUS VY- 2~ VEEFRL, ROEE-T hES AR
VE, T RSN RIVERRA S DNEE SN NRZNEE ORI T 3
) EORBEERL, RUEC -7 VFVE, 1-97 ) IFVEXET I
JEERL. RUE -7 FEYHVESDVENAOR ERL, Boc el
E=T R ESHVRZVBERL. BnEERACTNEERL, *REEEH
THBBCELERT. ) .

I

[ shE 1]
HN/_\ N-(CHo)p= T2 Ar2 :
S I pvionar
Ar1/u\/x1 @ > Al N CHZ)n T Arz
1) S m
e I G e
— » N\_/N—(CHZ),,»-T -Arz
O]
’ /7~ \ 8
NoHFALE RiE HN_ N-R
ZNHRZAER ) o
, | Ar'
W .
8__ .
" N\_JN—Q——NCN‘(CHz)n‘TZ'AVZ

®)

I:"“\%(l)&:4!:“‘%(2)%1&%0)7‘&?2@#7‘7‘? AR TRIN L
L& (3) NEHE, 7711/“1“ )D%&Tlﬁlﬁ’”ﬁ%qﬂfﬁmblhp“%(él)%Aﬁk’é‘



WO 02/00259 PCT/JP01/05524

8
BTEMTES, (LEM (D) ENTT LR T VERIVZIEZIINT A B,
FUY—IVZIWVERZIWNTA REDOZRNKRZIVERI 2 BEOFEET XNXIEFEET,
FEEBET TRISSECTKBEL2 B YR RBEENERL 2R, Lew (5) 21
EOBETXIHEET. FEEBREPTRIEESES LTk o THRERLEY
(6)2BBZEMNTES,

CoTHEER, AR NIZFNTI, DAV TRENIFNT IV, E
DU EQEBRT I VE. REBAUDUA, REBKRF VT A, KB{EFRUY
b KEAEA VDAL KEEF PY U AFORBEARERL, BRE, KR
LRI FEF MU TA, KRBT/ RUERFRITA, KFIEFRTRY FUL,
L-Seleciride. K-SelectrideBD R RRETLH, KBLTNIZULAUTFUA,
Red—Al., AKEEIAVYTFNTNIZTLEOT VI = ARETTHZ
WeBRHE, PHEXIIEEESEOBTERT. NOF U ERER. AIXETFAS
7oy R, FFZNTOI RXBRARUILZ 0 REQO—RRERKEED)N
a7 AMeElIE RS TIVFINANKIINTG A RXET Y=V AIVERIZIINT 1
REDZNTZIALR &, HAEAY AN Ry B, XEZZAJIVR
ZHr7ay R, AR ANRIN A Ry XE M7V A TR AR
W7oy REQ—ARBTNIA=INDOZINEZIERIZRT . AEEBESE.
BZERAY ) —Ivs 5/ —)D%@Y)b:lw)lxiﬁxl PIFNIT—FTI THEIE
KO7S5>E0T—F)VE. MITY. ROEVEORMKER, 7ooRivh,
Truuiry EONOT MLRBREE. PAFNENIVATIR TEIZH
b, KXIZZNEDRABRIHEETH 5.



WO 02/00259 PCT/JP01/05524

[— AR BE 2 ]

, N\ g
HN  N-R
. /([)j\/ 1 — %1 OH
' X vg) EITH! //\
Ar1 ‘ —— —— Ar‘ N N"Rg
V)]
: ®)
HN N-R® Al .
NnasALE X s RB——N/__\N P
ZIWERZIALE ® . ~/ —Q—N N-R°
| ©
B REE et _<\i Ar22—(CH,),.COOH
— RE—N N I\ 11)
/ NH (
N\__/ >
(10)
L o 7o)
8__ IRTT
R N\_/N, N/—\ N—(CHy),.4-T>-Ar2 ——>
(12)
o — A :
R N\__JN—Q_N - N—(CHp)y—T2-A?
©)

B 1 DA (1) B LAY (6) 285 TRE MK, Lt (1)
DA (9) BBB L ENTES, BT, L1 ()07 3/ ROREEE
FOEEW (1 0) &L, Ak (1 1) ERm ks s Lbat (1 2)
LU, RATHAY (1 2)0F 3 REZFEEEEF CRET 5 &Ick D4R
BILAH (6) &85 - LATE B,

ZZTIEEY (9) o FifR# 1, PROTECTIVE GROUPS IN ORGANIC SYNTHESIS,



WO 02/00259 PCT/JP01/05524

10

THEODORA W. GREENE and PETER G. M. WU TSEIWCERDHFIEEZH WS ENTE
5, WAL, MARKEIOU K, BYOI REOBNAT A REROT I Rt
POORBIFIN,. 7O0OREBETY TFIVEERAWZRESREXYREEOY X R
6. XiE1—(3,3—YAFNTI/TOEN) -3 —IFNHIEIAI R,
1,3 UL IO~ VNANRIAIR, VT2 VRARYNT DR, 27/
U SBYIFNXEHINEZN A ISV - VEOHERER BT I RMEER
¥, BREEE. HAETURT VEORYRRETH. ARETNIZIAYFY
A Red—A1l, KELSAVTOENTINIZTAFEOTINVIZT ARETT
B E F VB, PR S EORTERT., REEERESE. A
X&) =)y, TH)—NVEOTINIA—-NVE PTFINI—F), FhSbknv
S EQT—FIVE, MLy, RCEIEORIMARE Zooklh, I
DoAY YVEONOY ALREREE. DAFVRIVATI R TERZ UL,
AXZZNSOREEBEHETH S,

[—iAo g 3 ]
Art
N\ : .
- i
Boc NUN‘Q_N/_\N_(CHz)n__Tz_Arz BHREE
- -
(13)
A 7 LF AL
or7 T YL

Y

HN N ™\ J
/ f<x_N N—(CHo),—T2-Ar?

(14)
1
Y AN ,
10 __ N
RPN —<x_ﬁ N—(CHy),~T2-Ar?
: /
(15)

—REERE 1 0w (L) 5E(6) 2R/ 5 TRERAKI. Lam (1)
DELEW (1 3)2BHENTED. AW (1 3)DBo cEDORKEITSC



WO 02/00259 PCT/JP01/05524
11

ETARBELAM (1 4) BB ENTESD. HAT, LAWMW1 4)ETIFIN
fe#l, XiE7 I VMR ZEEOHFE T RFHEET . REEERFTRIES
EFERILEW (1 5) BB ENTES,

Z e (1 3)0_DB o c EDOREIE. PROTECTIVE GROUPS IN ORGANIC
SYNTHESIS, THEODORA V. GREENE and PETER G. M. WU TSEICEBROFHEEA NS
r eaTE B, TR LR, AATITEAFL. FUEIFN, 1-7
OEJFON8Y. 2-70EFONY, 2-7O0ETOEFTZRUNEFEONTS Y
LTIV FEN, PAFVER. PIFNVHRBRSEOHRBETVFIVERL, TIVIML
HLESTFI R S—AFNFATLT. TIIAI) AT D INESBRED
FIUMERERT, HESR. AXERIIFATIY, V1Y TOENTF
VT I, BUDCEOBRKTYIVE. BRIV A, REKRFRUDA, K
BT MU DA, KBIEA U DA, AREF P T LASOMERERTES.
FAREIEE 1, FAIEAS J—. TF ) —VEOT N I—VE, ITFIT—
Flh. FRSERATIVEOI-FIVE, MIVI Y, XY EOBLKRE,
roofivh, PHZUARY EONOYT AMLRBREE, PAFINEIALAT I
B, 7EPRZ DU, AXBZNE DREGHERETD D, |

[—RR R 4 ]
Ar!

/M Ar?-T'—(CHy),—X"
RE—N N /\ no
. ‘LJ—in NH (16)

—

(10)

R . 1
™\ Ar ) .
RE—N "~ N S\ S
‘ -/ —<»_N ~(CHp)=T'-A% .
(i7)

— MR 21tk o THEB T EMNTEBLAW (1 0) LA (1 6) 2EE
OEETFTXREEET, REEBEFTRESES &L TRRBELAY



WO 02/00259 PCT/JP01/05524
12
(1 7)&BBTENTES,

CTTHEELE. AAENIIFAT IS, VY TRENIFNT IV, B
Y UVEQERT I V. REHU YA, BRBAKEF MU A, KBEFRUY
Ly KEBEDU DA, AEELF U ASOEREEETH D, RIEHEE R,
BREAY ) —Ibs TH ) —NEQTLI—E. PTFNI—FN, Fhot
=i e DRSS T My, RUOECEORGKER, ZunoRbh,
ronAyEONTOS AERBRELE, PAFIVFEIVLY I I =0
. KXBTRD ORAERSETH B,

[—RR A SE: 5 ]
7 R
R NC>=O 0 |
Ar1 /\COOH (19) . 590"' Bk
(18) Ar'” ~COOH
(?0)
' 37 HN(_\N4CH 2.Ar2
EB s | \_ N TTA
) (2
COOH ; A" “COOH =
@n )
. AI’1
~ R—N BT
NCN (CHp),—T2-ArZ bl
(23)
Ar1

R™—N /-‘\
\ N—(CHyp), ATE—ArQ

(24)



WO 02/00259 PCT/JP01/05524
13

LAt (1 8) B RE AR P EE TIE L %, La% (1 9)ERESEkA
B(2 0) &L, RERAEFBTRLETSZEIks THEY (2 1) 28K
THIENTES, AW (2 1) 2 RIBEEEH TRBEML TLAN (2 2) &
U7etg, (e (2) E RS SIS THRA LW (2 3) &L, Lam(23)0
73 ORERREREET TEET S S X DARERLAY (2 4) 285 2 &H
TE5.

CITHESE. AABUFTLIMYTHELNTI R, UFIANFTRATF
NDYITR, UDTAAFHAFAIYIDR, BRI STAAEFAFNOY
SYREOLET I K. AFLF MUY A, AFLHY T AEORBKELD
THD. B, PIXEHE. ROKER. WR. MBEOHRSORERE,
D—RIVIDANWKIEE. AF AR VE. MU 7 A O8RE. BBRSOFK
BETHS, KERMEE, FEEBES. AXENTOTARE. NTTPTA
TSy, KBRS VUL, TBIEAS. SEX—u S VEORER VNS
SEAEER W TAREHATRISSRZ CETH S, MEER. AxE®myo
UR, B7O0I REOBNS T REHOT7 I M, JooRBELF), ook
BV TFNEEROERSREKDEEOT I ML, &1 — (3,3 —YAF
V72788 ) =3 —TFIAINKIPAIR, 1,3 - 7aFI LA
RIPAIR, PT2ZNWEHRARIUNT PR, 7 VB IFINIEHIVED
NIAIF—NEOHRERERNEY I RMEERT. BRER. AAEDRS
CEORYRRELH, KREFINIZTVAVFIL, Red—Al, KELY
AVTFNTINIZTLEDOTIVI oy ARBTAS 2 AN ERE. XIS
HEULEOBTERYT. FEEBEEE. IREAY )=, T - NEDT
WaA—NE, PZFINVIT—F). FrIe Ry 50T —5)VE. M,
ROV VEORAGKEE, 0OV A, D/OOXY P EONDS S LRER
WL, DAFNEIVATIR, TERZ UL, AREIHS OBRAEES TS
5,



WO 02/00259 PCT/JP01/05524

14
[— R RET 6 ]
R’ : ' Al
N 4
., RN N N—(CH—T2-Ar
OH - OH / o
17 ~COOH
Ar 25)
(20).
IB\|7 ' Art
A R™—N /N, 2
Kf - — / N N—(CHIT Ar?
1 >COOH
Ar 2 26)

R 5 DA (2 2)0 5N (2 4) 2 B5 TREFRKI, LAY
(2 0)mBERIHLAY (2 5) RGLEH (2 1) 2B AERBLAN (2 6) 283
ZENTED,

\



WO 02/00259 PCT/JP01/05524
15

[— AR BETE 7 ]

N HN  N-R’ o BA
[ W‘I ) ' R?___N A1 ~\ 9
A1-B () o \—/ N N-R
> AN
Ar‘)\COOH (28)
(27)
- 8 Ar’ Ar2-T2—(CHj) .4+ COOH
pme RN 'S,_N' NH an

(29)

YA N
RN -S,_ N—”—-(CHg)mTz-Arz BT

(30)

/B!
7___N A1
R \_/_Q_ N—(CHs), —T2-Ar?
. N/
1)

—REBLEE 51 ko> TBB T EARTEBLAM (2 7) LB (7) BRI
BEPEA LA (28) L., LEM (2 8)DT X ) EORRELT VLAY
(2 9)EBRTHEMTES, LAM (2 9) ZLAY (1 1) & RE AT
CHA LILAW (3 0) &L, LMW (3 0)OF I REEREEERT THTT S
CECEDAREEAY (3 1)EB/BTENTES,

ZoTHA SR AR®RI DU K, BT O REOBAT A REHOT S B
fb. ZOORBIFN. 7 OuRE- Y T FIVEE RN RARIKIESEDT
CIRME, XE1—(3,3-VAFNTI/TAEN) - 8- TFUINRIA I,
1, 3-UYIRAFVAANEIAI R, DT NEARUNT IR, VT
UUBYIFINXEANRIN DA 2F - VEORARERNET I Moz R
F. LAY (2 8) OBLEEL. PROTECTIVE GROUPS IN ORGANIC SYNTHESIS,



WO 02/00259 PCT/JP01/05524
' 16

THEODORA W. GREENE and PETER G. M. WU TSEIZRBO AL EZEH WBHZENTE
5. BEEE. FAEDRS VEORYERRILH. ARELTVIZTAYFY
Ay Red—Al, AREDAVTFNTNIZYAEDT VI ZY LRETH
s W, B USRS AOBTERT. FEEBE S, AXIEA
5 )= TH)—NEOTNIA—NE, SIFNI—FN, FrILRETT
CEQI—FVE. Py, RUEVEORIEKRR soaflh, Yo
OXF 2 EONOY MLRERER, PAFNINVALATIR, 7EIZ MY,
AXIZTHS ORAEEEETH S,

[— R RE 8 ] .
BA Ar2-T2—(CHg)yX
/B
R™N \_j\‘ N/—\NH - (32) _
lo) —/
(29)
BLOA |
R—N A /7 - .
o \—/ _é,—m ) —(CH)—T2-Ar?  B7THI .

(33)

- 1
B A

—N A ™\

RN _J &_N N—(CHp),—T2-Ar?

C)

— B T TEB T ENTEBLAY (2 9) LA (3 2) 2HEDHFE
FXRIEFET, FEEFEFTRBSEE 2L XoTHLAY (3 3) 2ART
BCENTES, LAW(33) DT I FEEREEBRT CRETAI LY
EFRIULEW (3 1) 2 BB ENTE S,

TZTHEEESE, AIZENIIZFNTIY, DAV TaENTIFINTI, E
UOCEOERY I VE REIUTA, REKRF MU DA, KBF YD
By KBAEA U DA AREF P U Y AEOEBERE TS, BELR, AL
BRI UEORYEREBLH. KBEETNIZULAUFIA, Red—Al,



WO 02/00259
17

PCT/JP01/05524

KELTAYTFINLT IV oy AEQT VI o ARBTMEE R WERE. &

M IIEEESEOBTERT. AEEREEE, AIXEASY /=), 5/ —
CAVEQYLA—VE VIFNI-FN. FEIERRTSVEQT—T )V,
FW1>,&y€y%®ﬁmm$ﬁ.ﬁnnﬁ»A\Vﬁnnxay%wAnH.
AEBREREE, YAFNEINLATIR, TEFZMUI, KXBINSDRE

BRIEETH S,
[—fRASEH: 9]
; B
BOCNC>'=O Boc
Ar'” >COOH @4) _ SgOH Bk .Boc 1t
(18) Ar'” “COOH
(35)
Boc Boc
N N / N\
: HN _N- 2.
X )| N Lgﬁ«MQETA@
| . @
Ar'” ~COOH "~ Ar'” “COOH -~
) (37)
. Ar‘l . |
BocN M . I
S N, ,N_(CHz)n—T?‘-Arz gﬁ{%ﬁ%; "
(38)
. A |
R—N M -
N, N—(CHo—T*-A® @5
o - i 4
(23)
e A
R™—N —_ |
N_(CHQ)U-A_-TZ"AFZ

N

(24)



WO 02/00259 PCT/JP01/05524
18

— RIS 5 DAY (1 8) 2 5LaM (2 0) B3 TREAR, LEaY
(1 8)MBILAM(3 5) 285 C ENTEB, LA (3 5) &—RINMENES O
et (2 0) Mo aw (2 1) 2E5 TRERBOBEEF- 2. BEYI)
HEZBocETRETEILICEVLAW(36)2BBIENTES. LAY (3
6) & RIE R EH CARRBEMNL THAM (3 1) ELER. L&MW (3 1) EkEy
(2) EREEBEE R THAELILEW (3 8) BB EMNTES, (LAW(38)D
Bo cEOBEZT B, TNFNEHZHEOEETXREEFEET. REHE
BN TRISS RSB ETHEW (2 3) RBARTBIEMTE S, LAW(2 3)
D73 REFREEEEFETTS L DARBLAN (2 4)2B5 2N
TEB,

ZZT7I/)EDBo cEIRKLBRERVB o c ZEDEREIX. PROTECTIVE
AGROUPS IN ORGANIC SYNTHESIS, THEODORA W. GREENE and PETER G. M. WU TSZEIiZ
BROFERRVNS ZENTES, KBRRMER. REEERES, ARENTD
B ARE. NTUIAT S v s, KBENT DA, ZBEEE. FF—=vr
NEOBEEEVLNSSEBAEEAVWTAREBEETRRIRDZETHS. M
BEi. MAEEI O RXEHTOI REOBNS A REROY I KL, 7O
ORBIFIN. ZOOREaY TFVEERVERABRERDREEOT I Rk,
XiZ1—(3,3=-VAFNTI )OI~ 3—IFINAINRIIIR, 1,3
DL IAAFINHNEIAII R, VT IARARYNT IR, DT IUS
CBYTIFNXEANRINDA ISV EORERERNET I MEERT,
wEEE, AAENIIFATIV, IAYTUENIFUT IV, BUDUH
DEWT I VE. REAUTA, REAKEF UL, KBIET UYL, KE
LB UY A, KEMF NI TASORBERETHS. TIFMERER. fix
EAVEAFIL, IYETFI. 1 —-JO0ETO/N>, 2-TOETONR XX
2 —FOEFOEF= MU VEOADS LT IVEN. DAFIVHE, iy
FUHBBEORE T VL ERT. Briid, AREDRT S EORYRRET
%, KFRETINIZIAUFIA, Red—Al, kBEEDAYTFNTIIZ
UAZEQT NI Y ARBTHEE AW ERE, PEXIEEEREOBTER
¥, RIEMEREE, AAERAY ) —)), T8 ) —LEO7 VA=, YIF



WO 02/00259 PCT/JP01/05524

19
wm—fw(%batﬁn73>%@1—%wﬁ‘bwzy‘&yﬁy%mﬁm
KT, yoodbA, Pr7oOixy > EONTS AMLRBREE. PAFIVE
VAT IR, PERZ RN KRS DEBEHEEFETH 5.

[—igi8ERE 1 0]

Boc

N Ar!
S R™—N N\ s o

%H — — N N  N—(CHp,—T —Ar?
Ar'” “COOH .

(35) o . . (25)

$oc : :

N o , Arl -
. | ' R™—N_ - /N ,

%8 — — 7 NN N—(CHp,—T2-Ar?
Ar'” “COOH ‘ ‘

(36) , |  (@9)

— R HRLER 9 DLEW (3 T) M BEaW (2 4) 2R/RAITELIARK. LE®
(3 5) M SARBELEY (2 5)RTEEW (3 6)15FRALEW(26)2RD
ZENTES,

[—asEHE 1 1]

Boc , :
, [Nﬁ : HN- N-R! /B Arl
e / BocN A I\
Ar‘l COOH ~J- (o} e/ o
' ' g A
PR TILELH 7N A
. : . R N\ A/ N/_—,\N_Rﬁ
| (42) |
' - 1 1
BE{REE -4 B . A :
—N A1 i — .
| 0. —/ |
‘ (29)
‘. 1 Ar1 .
/B, 4
CRT—N- Al — - ‘
R N\‘_/ —«—N N—(CHp)p=T>-Ar*  (@1)"



WO 02/00259 PCT/JP01/05524
20

— RS O TES ZENTESLAW (3 9) LAY (4 0) ZRTEMEAR
hTHELIEEW (4 1)&L, ke (4 1)DBo cEDOHRERET >R, TV
CF MBI AEEOEE T XREEET. FEEBHEP TRES AW (4 2)F
BT LNTED, AW (42)0TI ) BOREEETNEAN (2 6) EBART
B EWTED, DT, —BNEEETOLEEM(2 NS0 TEEL <HE—&
BB 8 L AR AR ILAH (3 1) BB LN TES,

ZITHEEE. AAE®I/OU R, BYOI REOBNSA FRBEDOY I R
b, 7OooRBEIFI., ZOORBEAY TFNVEZRAVEGREKYEROT
Kig, Xix1—(3,3 —VAFNTI/)FOEN) =3 —ZFIANRIA IR,
1,3—-23y70AFIINHNRDAIR, PTzIVKRARINT PR, &7 )
U B IFINXRANRINIAIFY -V EOBEREARET I FMLER
T, WEEE, AR NUIFLVTIY, PAVTOENIFNTIV, BUD
CEQERT I VE. REBHY L, REBKET MU TA KBRIETNITA,
KEEAET U T Ay KBEF VY TAZOEREEETHS. TIVFIMEH &I,
FZIEIMEAFI, I FIN. 1-JaE7aN>,. 2-70E70/8,
2 —TuEyOEF- U NEoNa T METIIVFIN. DAFIVER. PLTF))
HBEORE T N FILERT. BocEOREELIET I/ EOBRRBRER
PROTECTIVE GROUPS IN ORGANIC SYNTHESIS, THEODORA W. GREENE and PETER G.
M. WU TSEBREBOFEEZRAND ZENTES, FEEBELX AIREAY
—. I )—NEOTINaA—)VE, PIFNIT—F), FThILROTIIE
DI—FVE, MIIY, RUEVEORMKER yoorbA, Yoo
yEONOS ALRBRELE., DAFNFIVATI R, T MUV KX
XINBEORABHEETDH S,

11



WO 02/00259 PCT/JP01/05524
21 ‘

[—REslE: L 2]

Boc

N /m \ . .
HN  N-Bn :
/ .
Sg @3) s T WFILAEHE
A" “COOH > > >
6N
Al
7_ N
RN NhN"Bn &IoHl
o) :
@)
- At © APT'—(CHy) =X
R "'N N/\—_\—/N"Bn ‘ Hﬁf%%g (16) .
(45)
. Ar1
7 7\ .
RN N  N—(CHo),—T'-Ar?

BB T 1 O (3 ) BIka (4 2) EB 3 TREARI. LA
W3 TINBIEW(44) BB EMTES, LAW(44) DT I KEEFE
B TR TS C LIk DEAW (4 5) EL. AW (45) DR VLEE
BRELRS, LEW (1 6) 2 EEOFET XIHFFET. FEERRF CRIES
B EO TERBLAW(46)2B/BTLNTES, |

LTERE . AARTRT S EORYRARTA, KRETVIZT LY
CFUh. Red—Al, KEEIAVIFNT VIO AEDOT VI ARE
TASEROLRE, PEUIHEEAEORTERT, A ONEORER,
- PROTECTIVE GROUPS IN ORGANIC SYNTHESIS, THEODORA W GREENE and 'PETER G.
WU TSECEROFEERNECENTES, HELE, AE N ZFLY
iy\94V7DE»I§»75>“EUV?%@%%YS?@~ﬁ@ﬁUWA.
BEKSRT B U DA, KBIET MU A, KRIED U YA, KRN DA



WO 02/00259 PCT/JP01/05524

22
ODEMEEETHS. FEERBESX. AAREAY ) -, 25 ) -IVFEOT I |
a=)VE, PIFNIZ—F), FESEROT7ICFOI-FIIE. bV,
RO EQRAZEE, 7ooflbh, D700y EONTT LRER
B, PAFIFINATIR, TERZPUI, AXEBINEDREHEEETDH
Bo

[—RE G 1 3] |

Ve AR AW (6). (14). (15), (17). (24). (25),
(26), (31)XIE(46)iE, TEIROERTLAW(6), (14). (15),
(17). (24). (25), (26). (31)Xit(46)HEEMMEFFNHEHZ
e — RN IEE N BIR W IEF 7V EEMZRWEHP L CIR & 5HE0EIC
EoTHBIENTES, T, HERERLEW(6)E. SEIKDARFME
H(4), (8). (9). (10)XiX(12)&@mEFINAERKNIEFFIVEEMR
BHWEHP L Clc k5208, —BIEEE 1 X2 CBROFEICE -
TERTBZENTESD, BT, HPEEERMLEYW (1 4) (15, k3
ROSRFBEE (1 3) 2BEFSIAEHRNRFSIIVEEREZANWEZHPLC
& BHENENE, —BREE 3 CREROFECL> TARTIIENTE 5,
SEREMREAW (1 7)1 SEIROARFEE(L 0) ZBEF I HEIHK
WIRFSVEERZERWEHPL CIREBXESE%, —ROEEE4 CERO
FECE> TERTBIENTES, HFEERLEW(46)1d, FEIHKDOE
RAEA (4 5) 2EMEF SV AEFBVIEF SIVEEHEERWEHPL Clots
SE, —RVEEE 1 2ICREBOFECL > TERTEIZENTES,
22T, BAEF T VAEH &1 (1) XK (=) — V= p — MVA{VEGE. (+)
R (=) =PRIV AINVEEE. (F) X (=) —EER, (H) X (=) - oF
EE. (PR (=) —Lx 5058, X (H) (=) —L x50 2k B
& DNFER B ERBEERT. '
 ZCZTEINVEEMER. BVE—RAIATFI, BIO—ZXHINA—R, T
IO—ZHNWNA—R, IS5 I=FNXERYRAFT I L —  MEQHFEET
o

N



WO 02/00259 PCT/JP01/05524

23
[~ s 1 4]
0 . OH
m e e oyt BE * O
Ar1 /lk/X1 M Ar1 )\/X ‘ —— Ar1 /Q‘

(1) - (a7) (EEETEES) . (@8) (SemiEiteE)

HN/—\N-(CH o) | —Té-Ara
\/ n /K,N N-(CHy),~T2-Ar?
@ =

.

@ CeEME)

—\ Art ‘
_/ —Q_N N-(CHy),,~T2-Ar?

(6) (JezpiEitts)

L2 (1) & FRIEERT TRFEITT 5 T LI &> TRFREEET b1 —)
(4 7)EEBHTEWRTED, LAW(47)EHEOEETIEFET. Tl
VI LT B © &Ik o TIRF LU, L8 (2) EREEEEST

KRS €5 ko THREBMALEW (4) 2ARTS 2 ENTES. AT,
— RS 1 OEEH (4) 2 BIEA (6) 282 TREFMRIC, H¥Eiafl
AW (4) P B REE AR A (6) BHBB I ENTE S,

I TRAEBELR. R)—5,5-YTxIh-2-AFN-3,4-70K%
J—1,3,2 —FFHFROUID, (S)=5,5-PTx)h—2—AF)—

3, 4—FTR)—1,3, 2 —AFFFROY DVEOFFFFROY D IMER
FEMBEEL TROERS Y —F h oL RO T Sk k37 (R)—B-
3—PFoh—9-—RKSEyrm [3.3.11 JF>, (S)—B—3—EFZ)
—9-®SELrE.[3.3.1] JF. (D) —rmuaYAYEIHZ T
#:‘—3*/} (H)—rOEIAVE BTz RS >, (R,R)—2,5 —PAF
VRIS, (S,8)—2,5—YAF)ARa5,. (R)-BINAL—H, (S)
B INAL - HEQHREEESEARLY A WET. XIS A



WO 02/00259 PCT/JP01/05524
24

B I NAP — b= MBS OYE3TE i £ AR 2 A VL e R FHARLRIES
THB. WEEE. AAEFVIFNTIZ. VAV THENIFATIY, E
UULEQERT I VR REHUT A, REARFNUTA, KBEF YT
Ay KBAGH VDA, KELTF R U Y LASOREEER UFUAYLYTOE
NTIR, UFTANFIRAFNIY IV R, UYDTRAAFFRAFNI VI IR,
RY VY ANFFAFNT LS Y REOSRT I FE, ARLF PUT A, kE
EH VY LEOEERARMTH S, RELFREE, FIXEAS /-, 15
J—VEOTNIA-VE, VIFNI—F), FEIEROT I IEOL-F)
., MVIY, RVEVEOHRKRE, ZAERVA, FTHHAY VEON
OF U ERERER. YAFUFNATIR TEPZ UL ARRINEO
BEWRETH S,

[— BB 1 5]

g wiO
* -nY 8 *
a XN N-RS —» RN Wﬁ_N NH
| - —/
8 \n‘-“i;
@) CLFiEtsk) (10) (GEEHEE)

Ar?
—_— RE—~N  N— =

N,
N, N-(CHp,-T>Ar?

6) (Seasmitek)

—RREBEE 1 4 DA (1) BbaH (4) 283 TRERRIC, k&M (1)
B RAEA (8) 285 Z LM TES, MF. —RIVEIEE2 OLaH
() BN (6) EBBTRERRIC, HSERERLAY (8) D 5HHER
LB (6) 285 T ENTES, '



WO 02/00259 PCT/JP01/05524

2%
[—RRAyEER: 1 6]
o 7\ Ar1
Joc— N BriRzE
Boe=N_) —Q_N/—\ N—(CHy),—T2-A2 — e

(13) (EEAiEiER)

AI’1 7 ) FIIALE
N\ g or7 T IUIALE
N—* /™/\
HN "«__N N—(CHy),~T?-Ar® >

(14) (GESTEHER)
Ar!

\ :
10 _ : *
R N\__/N—«__N/_\ —(CHy),—T2~Ar2
—/ .
(15 (espiEtEs)

RIS 1 A DAY (1)5 5 ILAa (6) 285 TR SR, LaH (1)
5 IR LAY (1 3) 2B T EAMTES, LT, —RWIEES O TR
LFARIC. YIS AY (1 3) 0 5 S BARELAY (1 4) BT (L 5)
BB EINTES, | o

[RGB 1 7]

Ar'!

N\ - AP-T'—(CHY) —X
RE—N N—* /™/\ A n
-/ —K—N NH - (16)

et

| (10) (ESEEREE)

- “1
~—\ Ar
RE—N = N—* ™/ :
N S —&N N—(CHp),—T'-Ar?

(7)) (GeEER)



WO 02/00259 PCT/JP01/05524
26

—REVBELHEIR 1 5 TRA Z LN TELHREETMEEW (L 0) N5, — RS
EE4DTREFRIC, SEREEBREAFICEN (1 7)) 2/ ENTE S,
EFEHEICRBEEDIT. BOXZERONICHRETEIENTES, ZTORE
RENIEER. b VAL BEREL. BGH. MEL. ho—FH, ®ERH, JU—A
Al AL BREBA. BLH. BEEFETHD. WINHEROBFER (B, 8
1 2RIERAERHCRET S H B CXoTHETHIENTES, ZNHOE
EHIBE, BEOER, EFREOBEROEHNCRU THEERIRT 5 ENTES,
FEAROHA OB IZBWTIE, FAOBEH (HWAE, BREIo—X, 7>
T BB o b-E), BEHWAR, e RoRr ol iin—2X,
RUEZINEDOU R, BIRFWBIZE AFTYUVEBRTXITN FIVD
), BBAGAE. AINVRFIAFINENO—ZAN T TLAZ)EEZHAND L
INTE S,

AFEHIZRLEEMORGEIL. RAZBETLIHATIHLI~2000mg
THO., Iz 1H LEXEEECHTTRET S, ZORSEIL. BEOER.
EERMERICE > TEEBER TS ILENTE S,

T & ENT B 720 QBB OIS

RIT. ERHIRORBREE R CARHEE X 5 CHEMICHET 5.

i 1

1—-[2—(4—AFFTT7z22)—2—=(4—AFIVERFT T ))TFI]—4
—(4—=FTH V=1 AN=TFINERTYY 3VAVEE E14do
LEW3 2) AR

(1) 4—-ArFP7xFINTOIR0.69gw27OURIAG.0mlITHE
L, N—IZFIPA4V7ue)733.0mlé&l1—-U4—FT75L20—1—
AN—TFTFINERSTY 2HBE1. 20 gzmz. 1REAMBERLE. K
R R SRR E CRH U BIRE TG L2, BECAREARTF MUY AK
B EMATE, BEBRIFVICTHEL., GHRE2EKRET N U YA TEE
Ul BBHIEIER L%, BRENRETEHEL, BO1-[2-(4— X+
V7)) =2 —FFVIFN] -4 —(4—-FT7F L1 —AN=TFII)E




WO 02/00259 PCT/JP01/05524
21 ‘

RSV e/,

(2) (DTHEEHOL-[2—(4—-AMFTTz2)) =2 -FFVITF)]—
4—4—=FT7FV>—1—AN—TFINMNERSII>EILY /) —)V1 0mlITHE
L. K1.0m1iT1 0%KEEA YT LKREKLTEEKRERTEF U DL
0.18gZMAEKZEZMA, 50CTI1RMABEELZ. KINAWIZKEEEEE
BeTFIVICTHIHL, FHEEZEKRRF UYL TERLU . SRS 2R
Ulets, BEZBETEHELHO L -[2-bROF -2-U4—~-RA+FP¥ T
ZIMNIFN]—4—(4—FTF L= 1—-AN=TFIERTI DL EEE,
(3) (2)THREHDLI-[2-EFEFI-2-(4-A+FT Tz TFIV]
—4—-(4—FT7FL>—=1—AN—"TFINERSPENIIZFINTI1.2
S5mlEZEMAFL L 0m LITHEML, KBk, AF¥ AN KZ)roy R
0.46mlZMx, ZRICT3 0HMBHRLE, KRBRICNYIZFIVTI >
0.84m1 &1 —AFINERTY1.0ml Z2HETTMA. HiBicT 3 KR
U7, BUNEIRERIETEMES, SRREBAKES MUY AKERZ2E SEEST
FIVTTHIHE, FREZEKRET P AT TESEL L, ZEHERAE,
BWEZHETRBEL, BREZUITZNVAS AU NI S 74— (Zav ML
I ANH, ANFH 2 HBIFIL=1:1) TTHEHEL., 1-[2-(4-RX}
FIIzZIN) -2~ 4 —AFINERID)NIZFN]—-4—(4—FT7FL>—1
—AINV=TFIIERFTD>0.9 4 g&HEk.

(4) 1-[2—-(4—-APFT T2 —2—-(4—AFIVERT D) TFIV]
—4—(4=FTIL =1~ AN=TFINERTI>0.94g%15/)—)
5.0m 1 ICEML. LA B0.56 gDy /) —)LAKS.0ml Z2iNZ 26
MIRE LUz I UAREEERETSY ) -V THREL, 1 -[2-(4—-A+F
Tz = 2= (4= AFINERSD N)IFN]-4—-(4—-FTFL>—-1~—
ANW=TFINERT DY 3L VBEOMERL. 24 g2/,
ALEMROFRRICL TRELMEVOBEEYET —F 2R 1 KOK2ITRL
7o

Kl 2
1-[2-4-TNFa 7z -2 (4—AFIVERTY ))TF)I]—4



WO 02/00259 PCT/JP01/05524
28

—(4—FTFV—=1—AN—TFINERSIT > AEBE E1H0EY
4) DERK

(1) 2—-7p0—4"—-7)yFurythr7z/>4.3g&1—-ZbFTHILR
ZHWERSYU8.0gR /OORVASOm I IKEML., 2BBmEER Lz,
EREITHHR, KSBREBRETERL., 25%7 BT KBKEMA, T
=TI THIE LU, AEEZEBKREF NI AT TEEREL 2, BER 2185
U, BEZBETEMRL, HO1 - FIANFRZINV—4—-[2-(4—-7)VF
O7x2)0)— 2 —FFVIFINIERS D V2B, TITHREEDL - R
SHNRZN—4—[2—(4—-TNF0722)) — 2 —FFIVIFIIERTD
SEIZ =4 0mlERL. A5m1ic5 %KELD U A 1 EKSE
RURFRUTALL. 0 gZMALBEEEZMA, 5 0°CT1IREMAL ., KIGE
WEBETEWESE. KEMAZ—FINIKTHEBEL., AEE2EKEEF Y YL
TR Lz, BRAI A, BIKZRE TR L. BBIC4MEBLAE/
MRIFIVERKRS Om ] 2HE. ARZRETEREL. fohzEfEZ—F)
RTHETAHZETLI—IhFIHRIN—4—[2—(4—TFaTz2)l)
—2-bROFTIFINIERST D VIHEES. 3 g 2B/,

(2) 1-XZbFTHANFIN—4-[2—(4—TNFOT7zZ))—-2—-k RO
FIIFNIERS D UHEEES. 3 gt F>20m !, BLF4=IL2.5

mlziMz, 50CTLONMMNALL. RIGAKZRETEEL, 25%7 >
BT KBREKREEE, BEBRTFINICTHE L., FHEL2EKREFNU Y
AT TR, RF 2B, BRERETEM L 2. BEIC 4 M#Ei{bkE /B
BRIFIVERS Oml 2%E, BEZRETEEL. §5hEEKEZZ—FT VT
THRETHIETL—ZhF IRz —4—[2—roa—2—(4—7)F
D7)V TFINIERS D EHBES. 1 g 2157,

(3) 1—-XZbFTHNARZN—4—-[2—-nua—-2—-(4—-7)FaT )
IFNIERTIDEBIET. 6 gl 25 %7 VB VARG S m | LAKEEE,

T—FIVITTHIHE., FHEZEKRET MUY A TEEREL. SR 2IE1E,
BHRERETRELZ, BREEXREL20m I CHEML. 1 —AFIERSTD
>5.4m1ZMA. 6 5CITT3. SHHAMALZ, RISAKIZ25%7 £



WO 02/00259 PCT/JP01/05524
29

TAREORZEE, T—FIVCTTHIEE, FHEEZEKRERS M) AICTEE
Ule. BoiRAlZ U805, MREZBETREL. BEZUIF VIS L7087 K
7574 — (7O MLy ZANH, AFYY  BRBRIFI=4:1) TTHEH
U RO —Z b F ARV —4-[2-A-T7)FOTzZ)) — 2 —

(4= AFIERSFD))ITFINVIERTT 6.5 8 g&hlk,

(4) 1-ZhFIHNFN—-4—-[2-U—-TNFOTzZ))—2—(4—
AFIVERS D ))TFINV]IERT D 1.25g%2Ty /) —)v2ml TEML. X
BAEHVDLAL. 3 gzMA, 1FHMMABRKL . KIGEKZERE THHE.
Ke2m ] MATBTFIVICTHEL, AHEZEKEEF MUY AICTEREL
Teo BRZER., BREZBETEREL, ol —-[2—-U-7)FaTz)b)
—2—=(4—AFIERST ))ITFINIERS D 1.0g 2Bk,

(6) 4—F7FVL>—1—ANV—WE0.37g%&MNIT>5.0mlICHEMREL.
WALFAZIN0.35ml EPAFIKRINVATIRE—HMA., 70CT30HM
MEAL Tz, RINER e ZRETHAR, BETREREL, Hlo4-F751L 01

—ANV=TFUNra) Rehk, ZITEZEOL—-—FIFLY—1 1)V —
TFUNIZBYRIZ, 1-[2-4—-INhFOT7z22)V) =2~ (4 —AFIEXR
FSYNIFNIERSYY 0.40gDMIIVEK2.3ml E2MA. =ik
T3 0MBHRL 2. RINAMKICRIMKEKRFT N U AKEREMA, B
IFITHIHER, FREZEKKRF NI YA CTER L, BEREAZEGLZ
%, BEEZRETEMREL, BEZ2UIFNVATLAZOR N ST 4 —(Ta—47
JVC200, ZuooaR)Ibh: A&/ —)h=10: ITTHEHEL, MRk 1-[2

—(4=-INhA0T7zZI)) =2~ (4 —AFIVEXRFD ) TFINV] -4~ (4 —F
TJELVY=1—AN=TFUINERTD>0.58 g&F,

(6) 1—-[2—-(4—-TNF07xz2))— 2~ (4—AFNERTYJ)TF)I]

—4—(4—-FT7FL—1—-AN—-TFUINERTFT>0.32g%2Fr5ER
n77210ml1ICEBEL, KRBV FULATIVIZTUAS OmegZMA. 30

AEMBRR L7z, KISBEKREERETHRAL 1 0 %KBIF M D AKERK 1

ml AT T 2ENER, EAKBERT MUY ATTERL 2, EES2ER
Ltk BRZRETEMEL. BEZ2IUAS NS AZOR N ST 40— (Z 1



WO 02/00259 PCT/JP01/05524
30

RV ZANH, AFY Y BRIFIIN=1: DITTHEHL., WRo1-12
=4 =INF0 Tz~ 2~ (4 —AFIVERSD ) TFI)I]~4—(4—F
TELY—=1—=A4N=TFINERTV>0.30griEk,
(7) 1-[2-(4-INF07x2))—2—(4=AFIVEXRSY ) TFIV]
—4—-4—-FT7FVL-1—-AN="TFINERTIT0.30g&RrAF )
Am | CHEMRL. AMEBAKE /BRI FIIVER 1M1 Z2NATZ. BEZBRET
BRLU. BoNBEEZAY ) —VITTHRETSZET, 1-[2-4 -7V
O7x2))—2—(4—AFIERSD ) IFN]—-4—-4—-FT75L>—1—
ANW=TFINERS DY 4HEHBEZ20.20gr2B.

FEEURORRICL THELEEYORBEEYET —F 2R 1 KTR 21TRL
7o

£l fl 3

1-[2-4—-TNFuTdz)V)—2— 41V TOEIERTD ) TF)/]
—4—(4-FT7FVL2=1—-AN=—TFINERTY> 3L EBEGE1LH
DILEW L 6) DA
(1) 1-[2—-4—-7)Fu7zl)~2—(4—t =T rFTHIRZIE
RGPV IDNIFN]—4—(4=FTFL2 =1 —AN=TFIERTT>0.6 2
SEHBIFIIN3mlEAY /—)3m] OREABEICHEML. 4 MiE{bKE/
HEETF VAR AM | 2MASRICTORMEBRLEZ, WHLAZBRZERL -
%, BEZHEBRLFIVCTHEL L -[2-Q -7 F0T7z2)V) -2 —ERXRS
PIIFN]-A4—(4—FT7F V=1 —AN—-TFIN)ERST D 4HERIE
0.42 g%/, ‘
(2) 1-[2-(4—-INFTTZZIW)—2—-EXRFYJ)ITF)N]-4—(4—F
TEV—1—AN=TFINERTDY 4EBIFO.2g 2P AFINEILLY
SRO.7TmIITHEML., KT 6 0%KHKEMFRNYTLIn 0il74megZMA.
FRICHFEE 1 0HREBLE, RIBBKIZ2-TJO0ET0/X0.2gDIAF
JVBRIVATIRO0.3m1IBK0.3m 1 2MA—RBRLZ., KINERZKICHE
&, BEBTFIVICTHNG, AHEZAMEHKICTESL. BKEERF YD
LICTHR U, EHBEFZ2ERHLER, BRZ2BRETERL,. BEZ2U RPN



WO 02/00259 PCT/JP01/05524
31

ASLIORNTT7T74— (U MUY ANH, AFH Y BEBIFII=1
1) WTHHEL, MRol1-[2-U—-—TFoTdzz) -2 (4 -4V T
ODENERID ) IFN]-4—(4~FTF V=1 —AN~TFI)ERTD
>0.13g%@E=,
(3) 1-[2-4 =TI Fn7z22))~-2—(4—1YTOEIERTY )T
FN]—4-UL—-FTIL—1—-AN=TFIERSY>0.13g2Ty )
—)V1.5ml1IZEML, YLA2B0.11gDIy ) —)VEK1Im] 22X 2
RERELE. HLUAEER2ERELZY /=)L THRIEL, 1-[2-(4—-7)
FOT7zZ))—-2—(4 -V TUENERSD /) ITFN]-4—-(4—-FT7F L
1AW =TFINERTYY 3L VBEOKERE0.18g:2BE,
FMEAYRCRARICL TE R EHOBEEWIET—F 2K 1ITRLE,

Ehafl 4

4—{1-U@-IhFargzz))—-2—-[4—-(4—-FT7FL>—1—1)—
TFINERT D=1 —ANILZFI} ERFVDU— 1 -HIBRFHFIP> 3
RLUAVBE(ELPOLED2 0) DER

EH3D(1)TREL-[2—(4-TFOTZ))—2-EXRTY ) LTF
Wl—4—(4—FT7FL>=-1-A)—TFINEXRTY> 4iEEE0.72¢
BIH =1 0ml KEML, STFIRO0.20 g 2MA 4BMMEERL T,
ZRFTHAUEBRBBRZBETREREL. SFRBKEF N U LAKBEE
MZ. BEETF)LCHIME. FHREZEARBF N AICTERLE. BEA
ZWHI Lzt BEZHETRH Lz, BREZ15/—)3.0m ] KEML, <
LA B0.50gDTy /) —)ViEH3.0m 1 2MA 2BHKEL =, HHLE
fEREERELSY ) — )V THEL, 4 {1-U4-7)FaT7z2)) -2 -4
—(4—=FT7FV =1 =AN—TFIERTD Y~ 1 —=ANVIZFI}ERSD
P=1—=ANVBRFEYFIVY 3L UVBEOKRO0.5 2 g 2Bk,

FMEEVERCREBICL TR AW OBEEMET 2R 1ITRLE,

E a5l 5

1-[2-(4-73 722 ~-2-(4=AFIERTID)NITF)IN] -4 -
4—=FT7FV=1—-ANV—=TFINNERSTYL 3<LA1VEBEGE1GbLE

4



WO 02/00259 PCT/JP01/05524
32

3 9) DERK

EWEA L EFRICLTREL-[2-4—zbaTzzh)—2— (4 —AXAF)
ERSONDNIFIN] -4 —(4—=FTFV2—1-4N—TFINERTYY 3%
LA2BIEO0.54 g% I MAKBEILT MU D LAKBRICERL, ZJooR)bATHI
MU, AREZEKRET MY DA TEHBELE, BB ZEN L%, BK
ZRETEE U . BEZLY ./ —)20m 1 IZEMAL. BEAL 1 0mg &N
ATKEFHKITERT2RKREERLZ. BIEESZERR. BREZRET B
Ul BEZTLSH /) —)3.0m 1 ITHEML, YXL12BK0.19gDLy /) —))
BHR3.Oml ZMA2KMKELZ, MHELABRZEREBLSY J -V THREL.
1-[2-(4—-7277xz2))—2—-(4—AFIERSY ))TFI)I] -4~ (4
—FTIFLY—1—AN—TFIERSTVY 3L A VBEOHKR0.35g
XY

AMEEYRCRKRICL TRZEADOBE EMIETF—F 2R 1ITRLE,
1l 6

1—-[2—(4=-TNF0T7z2Z) =2 —(4—AFIVERS D ))TFIN]—4
—[4-(6—-7NF0—1,2 - RZXAVFH/ = —3 =) TFINIEXRS
P 3IXVACEBEEITOLEY4 6)DERK

(1) FEHHA2O(4)THERLI-[2-A4~-TNF 0Tz~ 2—(4—AF
WERSDI)VIFNIERT P 0.37gBPAFINENALATIRL4.0mliC
BRL, N—ZFNI4V 7o 732>0.19g&4-(6—7)hFo—-1, 2
—RUZAAVFTY =) —=3 =4I TF)Nra)R0.31g&MA120CT
SIFRHIR Lz, RIGBKEZRETHHL 2%, BRIFITHERL, KK
SR AERAKTHE L, FREBZEXER S N UL TEEL . LEA %18
AUz, BREZBETRELE, BEZUATSNVASILIONT ST 40—
(O bV ZANH, AFH2  EBRIFI=1:1) TTHHEL., MR
1-[2-(4=-INFa7zZ))—2—(4—AFIERII))TFN] -4 —
[4=(6—T70FT—1,2—-RZZAYFHTY =) —3-TINTFINIERTY
v%0.22gRk,
(2) 1-[2—-(4—-T)FOT7zZ)—2—(4—AFIERTD))TF)]



WO 02/00259 PCT/JP01/05524
33

—4—-[4-(6—7NF0~1,2 - RZAAVFTS—)V—=3—=1)V) TFIN]IE
RSP 0.21g2TF/)—)2.0mlITEML, L1 #0.16gDLY
V2. 0m 1 EMA 2REKELZ, HUAKRZ2EBRELY /)T
BHEL, 1-[2—-U-TF0T7z2)) -2 - (4= AFIERTY ) TF )]
—4—-[4-(6-T)F0—1,2 - RIZXAVFHYV—=)—3 -4 TFIIE
RIVY IXVLAVBEORERO0.30g:2Hk,

AMEEUR ORI L THELAMOBELYET -5 2R 1 KRR 2ITRL
7o

E sl 7

1—-[2-4—-T)FaT7 ) -2 (4 -1V TOEIERTID))LTF
Wl —4—-[4—-(2—-EROFTFTIILI~1 - TFINIERTDY 3
RV CBIEE 1P OMLE®S 5) DA

EEF 2 LRBRICLTHEZL- [2-U—-IhFaTdzz)—2—-(4 -1V
TOENWERTPI)IFIN] —4—-[4—(2—-ALFTFTFLI—1—1)))
TFWIERTTX0.06 g%48%RKERKL Om 1 ITHEML 2 BmEL
BRLEZ, ROBRZEZRETHHNLZBBETEHEL, 1 MARAET NI TA
KEBWZMA, T—FIIVTHIB U, FEEZEKTEEREF MY OACTEZEL &,
ERAZEN LR, BREBETERLUEZ, REZUIS VAT LA OB
7574 — (70O ZANH, AFY Y  BBIFII=1:1) TTHEH
U ROl - [2—4—-—TNFAoT7zz))—2 (4~ TOENERT D
IVIFN] —4—-[4— (2 - PuF> FIFL -1~ TFINIERTD
> 0.06g&RKk.

FMEAYKROFERRICL THELEHOBEEMET -5 2R LITRLU .

E il 8

1-[2-4—-TNhFu7zz))—-2—-(4—AYTBENERSY ))TF
Wl —4-[4—-(Q2—1VTuRFTFIIL>—1 -1 TFNIERTD Y

3RVAVEBEGE LIFRO{AEWS 6) DA
(1) EHH7 TRl - [2-4-T)FnT7z2)V)—2—-(4 -1V 70Ok
WERS Y ))IFI] —4—-[4—(2—b ROFTFI7FL -1 TF



WO 02/00259 PCT/JP01/05524
34

WIERIDP0.05 gZIAFNFRIVATIFSm I ITHEMRL., REHY UL
0.19g, 2—3—R7I/$>0.068m1&MA70CT6HRHEEHEL~,
REBHEERETHALEE, BEBIFIVTHERL., KROBMNREK TS
L. AREZEKRBT N UL TEELE. ERM2ENLLE, BEE
BETEMUz. BEZUASINASLIOQI TS T4 — (O MLy
ANH, AFHY > BEBRIFIV=1:1) TTHEHL, wRko1- [2-(4—-7
A7 zZ)) =2 = (4 -4V TOENERTD ) TF)N] —4—-[4—(2
—AVTaRFTFTIIL—1 -4 TFI] EXFTT 0.0 3gz2/7%,
(2) 1—-[2-4—-7FuTdz))—2—(4—AVTOEIEXRS Y ))
IFN] —4-[4—-Q2 AV TURFIFTIIL =1 A TFINIERT
P20.03gZ2IF/—N2.0ml1ICEML, L1 8K0.02gDLy ) —
IVEE2.0m 1 Z2MA 2HMBELZ. WHLUAEAKEZERELY J —) THhE
L. 1-[2—-4—ohFn7z2)h)—2— (4 -1V T7OEIERSY )T
FIV] —4—-[4—-(2—AVTuRFTFI75VL>— 1A TFN]IERT Y
> 3RV VEEORKE0. 03 g BB,

AR OCRABRIZL TRBEMEYOBELYET —F 2K 1L ITRLZ,
Ehaf 9

1-[2—(4—=ANWNEANT 2 -2 -4 -4V TOENERTD )T
FN]—4—[4—(2—ArFFTFVL—1 IV TFIN]IERSTD Y 41
B E1LPOMEMT 5) DERK

(1) EWgl2 LRAKICLTEEZL-[2—- A —AMFTANRZNT 2 ZIV) —
2—(4—AVTOENERTID))TFIN]—4—-[4—(2 A FTFTFL >
— 1= TFINIERTID>0.50 g2 RER2m 1 KEML., 80CTHR
MLz, RIEBKESRETHRALLBBETRGEL L, BE2ELTFA=
WomliZHEL. 2EMMARKLZ, RINAKREBRETREL 2%, REZ
FRIEROTS22.5mlIZHEML, 25 %7 BT KBEKREMA T, BiR
T1RE@ER Lz, RISAKEZEHRIFIVTHERL, MMREBAKERTS MU D LK
BHRE A EEKTHRE L. FRBEZEKRES M) YA TERLE, &
BH 2 LR, BREBETEHE L. BE2 UMV AS L0 BT



WO 02/00259 PCT/JP01/05524
35

574— (O Ly ANH, AFYY  EEBIFI=1:1) ITHEHL,
WROL—[2—=(4—=AINEANTzZ)—2 - (44— TOEIERTD
IDNIZFN]I—4—-[4—(2—-ARFTFTIVLI—- 1A TFNIERT DY
0.10gz2E"=,

(2) 1=-[2—U4—HIWNEANTzZI)—2— (4 =Y THENERTD
IDVIZFN]—4—-[4—(Q2=ArFTFTIILY= 1A TFNIERTD
0.10gZ2AF/—)4am 1 KHEML., A MEKE/BHRIFIVEKIm ] 2
MA7e. BRERETEREL, B5NEEKRZEHRZFIVITTRET S Z & T,
1—[2=(4—=FINEANTzZI)—2—(4 -4V THREIERT D)) TF
W—4—-[4—(2—=APFIFTILI— 1A TFINIERSD Y 4B
HO0.10g%/k.

AMEEMKRCRBICL TERLEHOBEEYET 2R 1LITRL &,
EhuF 1 0

1-[2-@B—-AIWNEANTzZIW -2 —(4 -4V TOENERSD /)T
FN]I—4—-[4—(2—-ARFIFTIL—1—AINTFNIERTDY 41
BEEGE1IPOEEWT 6) DERKR

(1) ZEfEF2 ERARICLTEEL-[2~-(3—-Y7 /722 —2~-(4—F1
VITOEIWERS D NIFN]-4—-[4—-(2—-ArFTFTHV—1—-1)V)
TFNIERSTD>0.20g2t—TF/—)b2m | THEML. KEELHY T A
TO0mgZEMA 2KMMARKL 2. RISBAREZZRITHALEZR noR)
LATHRU . ERREBKET MU T LAKBREOEMEHEKTHRE L. BFHE
ZEXKRERT DU LCTERELE. HERERZERN LR, BIKREZHETREML
o BEZTVATINATLIUR NI T 74— (O MLy ANH, NF
YU HBIFIL=2: 1) KTHEEL, RO 1-[2—-(3=HILNEASIT
2Z) -2 —(4=4 Y FOLIERS Y ) IFM —4—[4— (2= A RF D
FIEFLV—=1—AI)TFINIERT I 7 4mg 2Bk,
(2) 1-[2=@B=HWNEANTzZ))—2—(4—-4VTOENERTD
INIFN]=4—-[4—-(2—APFTFTHIL—- 1A TFINIERST D>
7T4mg& ALY ) —)4m !l THEML, 4AMEKR/HRZFIVERIm] %



WO 02/00259 PCT/JP01/05524
36

MATz. BWKZEZRETEGEL, BoNZEAZEBRIFIVICTESTS I ET,
1=[2=(B=HINEAN Tz -2 -4 -4V TRENERS Y ))TF
W=4—=[4~(2=ALFLFTFIVLY— 1A TFNIERTDY 4R
B70mg 2Bk,

FMEEMERCRRICLU TR LAY OBEEYMET - 2R 1ITRLE,
Ehfl 1 1

1-[2—-4—-TNFOa7zZ))—-2—-EXRXUYD > —4—A)V—TF)]—4
—[4=(2—=ARFTFTFIVLZ-1—-AI)TFINIERTIDY (R2FD{E
W8 1) DA
(1) P4V 78EN7I>48.3m12Fb5R0752200m ! ICHEM
Us KB TF2.5 MRV TFIVUFIL/ ANFHHERKL 3 7Tml 2T Lk,
FSEBIZNT 7N A 07 2 Z)VEE#B 2 5. 2gDF b RO I VEHE 100
mIZHFL, AFHFAFIVOABEINIYI F(HMPA)28.4m1 Z2MAER
CHRELT3 04Uz, KRR, FRIBBKIZL —t -7 bR HIRZIV—
4-FRYR>32.5gDF S ROTSUAKLIOO0mM] Z2HTFL. EiEIC
FERLUT3IRMEELZ, RIBBRICKZMATRZF)IVTHEBELZE, KBIZ
WK D U Y LB MATHRIES U, BB TF)L THIH U7z, 48 %8R At
KT U, EARBRBRF Y DLACTERLE, BEBHE2EN L% B
ZRETEMLUZ, BEBICI—FIVEMATERTEBRLUE, FTHLUEKE&EZIE
WBEL—FIVTHRELT, MKDOL1 -t =T FTANARZIN—4 - [HIVRFY
—(4—=INFRT I AFN]—-4—-b RaoFTERUD30.0 g5,
(2) 1=t—TrFTHNRIN—4—[hIRFT—(4-T)FOTz2)))
AFN]—4—bROFIERYP20.0gzra0mlA40ml BB
B KB TEME40m ] 2T LA, RISAKZ 3REMESER L%, KB
EFTHAUAMAKRBRIEFT MY TLAKBK250ml, 1,4=2FFHF2200
ml, ROP—t —=TFINPANER—114.8g&MAk. BIRT3 00#E#
Uktt. RISBRICHEBAKZEAVOLAZMATEEEL, ZJOoOoKR)VATHHL
7o AREZMENMEHEKTHRE LR, BARBF M ULAICTERL . EE
HERHLER, BREZRETREMLUEZ. BE2I U NSV IO N S5T 4 —



WO 02/00259 PCT/JP01/05524
31

(7a—=%)yC200, ZooR)hh: AF/—=)b=10: 1) KTTHEHEL. H#
KD 1=t =T brFTANRIN—4—[HANAFT—-(4—-T)FaTz)V)
AFN]—=3,6 - Ro—-2H-EUY>18.0g%Ek,

()1 =t =T "FIHANRIN—4-[INRFT—(4—-T7)FOTzZ)h) A
FN]—=3,6—-bPRu—-2H-EUY5.08%2AF/—)50mlITHEML,
KBNS DTUA/XFO0.50gZMAT, KEFHIJITEIRT 2 HERRL =,
o4 MERICTHMEZBENL, BREZBRETEHRLTHOL -t -TM2h
WRZN =4~ [ANARFT—(4—TINF Tz AFINIERYJD 3.6 ¢
Zf7z.

(4) 1—t—TrFIHNRZIN—4A~-[ANEFL -4 —-TNFOT7)))
AFIWIERYD > 2.2 g2V AFIHRIVATIR20m ] KEML, 1—-[4-—
(2=ARFTFTIFVLI—1—AINTFINIERSY> 28E@BE2.0g.

1=(3,3=VAFITYI/)TOEN)—3~TFIINHIVARIAI FEEREL. 9
g, 1-bROFIRIV NIV 1AFHL.9 gk RITFIINT I
3.5ml&MAT,. BRTHBRLE., RINEREERZFIVTHRL., 8
REEAKFET DU T LAKBREROCANEEREKTHRE L. AEEZEKRES Y
AR TR Lz, ERAZENLZE, BREBETBHEL . REZ>UD
FNHSAIZOR TS T4 — (7O Ly ANH, ANFH2: BEBRITFI
=3:1) ITTHHEL, HRO1 -t - bFI IRV —4—-(1—(4—7
A7z —2— {4—-[4—(2—-A FTFTHZL—1~1I) TFI]
ERSGDY—1—AN} —2—-FFVIFI)EXRUD 2.4 g&2Hz,

(5) 1—t—FrFIHNRZN—4—-(1—U4—-TNhFOT2))—2—

{(4—-[4—(2—-APF¥FTIFLY=1—AINTFNIERTDY—1—1)}
—2-FFVIFINERYD V2.1 g2 AF /=) 1 0m ] KHEML., 4 M#f
AR/ 1,4—-PFFYOBKEL10m] 2MAERICT 2EMABEBRLZ. KIBE
WERE TG L%, BECI—FVEMATERTERLE, FHLUEGE
PEBLI—FIITHRELT, 4—(1-U4—-T)Fo7zz)—2— {4 —
[4—(2=AFFIFTHILY-1 =AW TFNIERTD—1—A )V} —2
—FFVIFINERYDY 2HBEL. 7 g2Ek.



WO 02/00259 PCT/JP01/05524
38

(6) 4—(1-4—-IhFoT7z))—2— {4—-[4—-(2—-A FTFTH
Lo=1=1WTFNIERG DY -1 =)} =2 —-FFVIFIN)ERYD Y
2 0. 15 g% 1 MAKEILT MU T AKBIRICHEML., 7 ooR)V A THIH
Uk, BHBZEKRET N ULACTERELE, ERAZREHL 2%, BR2Z
BETEMHLE BEZ7Fb5RO07525ml IZEMRL, KFRLUFTLY
WRZUA1O0mgEMAT, 50CTLSN@BBRLE, RISGAREZERETH
HUIZ—FITHERLUZE, 25%7 VBT KBKRER T LZ. WBWEES
A NTHERLUZE, BREZBRETEHEL. BEZ2UNSINVAESLAZOR NI S
T4 — (X by ZANH, AFH 2 BBIFI=4: 1) TTHHEL,
WRD1-[2-(4-TNFOT72Z))—2-ERYPY~4~A)V—TF)V]
—4—[4—=(2=AFF¥FTFLY—1 - TFNIERSV>0.13¢g%
Bz,

BEEMROERICL TRIEEYOBEEYET -5 2E 2 1R 2,
Ehafl 1 2

A-{1-4—-IhFuJzoW)—2-[4—(FT7FVL -1 -1 N—TF
INERSDY— 1= NWIZFI} — 1 —AFIERYP > —4—-F—) 3
il (R2PD{EEW8 3) DERL

(1) FEWH11D()TEEZ, 1—t—TrFIHNRZN—4—[HILRFY
— (4= FA0 Tz AFIN]—4 - FOFIERYD2.37 g& IR
FINFIVLATIR20mICAERL, 1—(4—FT7FL>—1—AN—TFFN)
ERIDY 2E@E2.50g. 1—(3,3-YAF)NFYI/)FOEN)—3~
IFINANBIPAIREREL.9g. 1 - ROFIX2J MNITYV—)b 1K
1.9 g ROMNJIFNTI>3.5ml 2MAT,. BRT—HBRLEZ, v
BWZEEBR T FILVTHRINL, BMREBAKES M) U LAKER R OCHENEEK T
Wliz, AREZEKRER;I M)A TESELE, BEMZEHLZ%, BEK
ERETEMELUZ, RE2UATINVASLAZOQRMNIS 74— (O MLy Y
ANH, AFHY  HBIFIN=3: DITTHEEL. HRO1 -t —-TrFh
WARZN—4—{1-U—-TINWF 0Tz —2—-[4—-(FT7FL>~1—-1)
—TFINERTD Y — 1AV =2 —FFYIFN} -4 —bROFIERY D



WO 02/00259 PCT/JP01/05524

39
>1.96 g&HBx,
(2) 1=t—=TrFTHNRN—4=-{1—-A-TNhFoT7z=)y)—2—
(4—(FT7F V=1 AN=TFINERSD—1—-AN] -2 —FFVILF
b} —4 -kt ROFIYERYD Y 1.04g2AF /=) 1 0mlITEMRL, 4M
WALKE/ 1, 4—-FFVBEK20m I ZMARRICT 2KEBERLEZ. KK
BREZBETREMRL, BECEBTZFIINVE2MA %, 1 MAEBET NU T AKE
MEROBEMEEKTHEELE, FREBZEKRR S NI ULARTERLUE, &
FEBHI L7228, BREBETERLEZ, BEZ7 22U ImM 1 ITHEML,
3T7T%HNTU640p 1, BEEELOOu | RV IIAYY JROERY R
16 0megaMASRRBICTIREERLE, RISERZERTZFIITHERL, M
FRERKFE T DU D AKBR RO REKTHE Lz, FHE 2 8EKEE T b
U AT L2, BRI ZEAIL 2%, BRERETEGLEZ. BE2IY
HTNASLIZOI TS5 T4 — (O bW ANH, ANFY > Big TF
=2 :1) RTHHEL, mRko4—-{1-4-TNFaTzz))—2—[4—
(FT7HVY =1~ AN—"TFINERFI =1 ANV -2 —FFVIFIV}-
1—XAFIERYD -4 —-F—)V0.44gZ%KFk.
(3) 4—-{1-@-7NForzz))-2—-[4-FTI7FL>—1—-A)—-T
FINVERSD =1 AN -2 —FFIVIFIN} -1 —-AFIIEXRYT > -4 —
F—I)0.25g&2FrIERO75>23ml KHEML., KFELUVFTATIIZ
UA18mgZEMAT, 50CTLS4@ERLE. RINBRZERETHALL
—TITHERLEE, 25%7 BT KBREH T L. WBEMZEZS A KT
BRIL %, BEZEETERL. BEZ2UASINVASLAIZOINT ST 4 —
(Zax by ZANH, AFHY EBIFIIN=4: 1) TTHEL. KD
4—{1-UA-IhFurdzz)—-2-[4—-(FTFL>—1=AN~=TF))
ERSGPY—1—ANVIZFN} -1 = AFNERYP -4 —-F—)33mg2
&/,
(4) 4-{1-4-7hFo7z=W-2—-[4—-(FT7FL>—1-A-T
FINERS D=1 —-ANV]ZFN} -1 —AFIERYI =4 —-F—)3 3
mg#&aAY /) —)4dmlITHEML. A MBEKE /BB FIVER 1m ] 2Mx



WO 02/00259 PCT/JP01/05524
40

o MBRZEZWETEMRL, BoNEAEHBIFIVICTHRETZHILT, 4—
(1—(4=-70F 0722 —2-[4—(FTFL >~ 1 - —TFI)ER
SUY—1—ANIFN -1 -AFIERYY Y —4—F—), 3HEHBHE3 5
meg Bk, |

FMEEUROERIZLU TR LEMOBEEYET —F 2K 2ITRLE,

Ehafl 1 3

1-[2—(4-7hFaT7zol) —2—(1—AF)—1,2,3,6-5Fr5t
ROBUYY—4—AINIFN]—4—(4—FTFL>—1—AN=TFI)E
RIDY (F2HDEEWS 4) DAL
(1) EWH11D(2)TEE, 1—t—F IR —4 - [HLEFS
—(4—TINAOT I AFINI—3,6 -V ROo—2H—EUD>0.49¢g
EOAFINRNVATIREm KEML, 1~ (4—FT7F5L >~ 1 - —TF
INERSYY 2EE0.55g. 1—(3,3—YAFLYI /) 7OEL)—3
—IFINAHNEDAI REBKO0.34¢g. 1-EROFIRIVRYTY—)L
1LAFHO0.34 gk MNIIFINTI0.5m1 Z2MAT, HRTHERL
o RIGEWREBR ZFIVTHIRL, BMRBAKET MU T LAKBRKOENE
WK TU Uiz, AHE 2 SRS MUY A CEMRE Lz, S 2R Lk
%, BEREZRETBEHELE. BEZ2UAMSNVATLIO NI S T7 40— (Z O
IR Y ZANH, AFHY  BEBIFIL=2:1) KTEHL, WRo1—t
— T REFEIHNRIN -4 — {1l —(4—TNFa Tz~ 2 —[4—(4—F7
FLy—1 -4 N—TFINERSV -1 -] —2—FFYIFI}I~3,6
~PbERO-2H-EUY>0.53galx.
(2) 1—-t—=FhrFEYANRIN—4—-{1-(4—-TNFTTz)V)— 2 —
[4~(4—FTFL>—1—AN—TFINERSDr—1 - N]=2—FFV
IFN}-3,6—-YbERO—2H-EUY>0.49g%AF/—)5m] KR
L. AM#IEKE/ 1, 4 - DFFFOEK2 0m 1 ZMARIRICT 2 HERAEL
o RIBBERZRETEEL. BEREBIFIVEMA LR, 1 MARBELF M)
U AKBRE OB RE K TR U2, FEREEZEKRET MU T AITTEEL
7zo WEIRFIZEAIL 28, BEE2BETEHELE REZ27 22N 5m I



WO 02/00259 PCT/JP01/05524
41

WHEML, 37%HR)IxU>340ul, BEER200u L RN DPTULYT /R
ODERURIOmegZMARIRICT 1 BERBRLLE, RISAKZEER T TH
WU, SFREBAKRT DY U LAKBERECEMEEAKTREL . BHEZEK
W PUTAICTERLE, EREM2ENLER, BEREZBETEHELZ. &
B2 UATNASLIOUR NI ST 4— (70 by 7 ANH, AFH 2
BB TFII =2 : 1) KTHHEL, R4 —-{1-U4U-TNhFaT7=zz)))— 2
—[4—(4=FT7F L =1 —-AN=TFINERTY >~ 1—-A)]-2—FF
VIFN—=1—-AF)N—3,6-YRo—-2H-EUP>0.25g2Ek.
(3) 4—{1—-U4—-7NVFurzz—2—-[4-4—-FT7FVL>—1—-1)
—TFINERTD =1 —AN] =2 —FFIVIFN} -1 —-AF)—-3,6—-
ERO-2H-EYD>0.25g27 5RO 75>3ml ITHEMEL. KEL
UFULATINIZIL18mgZEMAT, 50CT1SNERLE. RIDAKZ
BERETHRALI—FITHERLUZE, 25%7 VEZTFKEREZHT L. I
BWEto4 TR UZE, BREBRETERL, REZUATINVEI LY
oY k7574 — (7O MLy ZANH, AFH 2 EBIFIN=4:1) KX
THEL, MROo1-[2-@-7)FaT7zZ))—2— (1 —AF)—1, 2,
3,6 -FhSEROBUYY—4—AIFN]-4—(4—FTFL>—1—
AN—TFINERSITI0.10 gz,
AMEEYRCRARICU TR LAY OBE LYET —F 2R 2ITRL 2.
Ehipl 1 4

1-[2-(4—-ThF0T7z2) -2 —(1 -4V TOENERYD -4 —
ANIFN]—4—-[4=(2—AFVFTILI— 1= TFNIERTD
> SHEH (E2FDILEWMS 2) DA

(1) EW#l11D(5)THRZ4—(1—-A-I)VFaTz2))—2—-{4-[4
—(2—=ANFTFTIVLI—- 1A TFINIERSG D —1 -} —2—F
FYLFINERIDERIE0. 20 g2V AFIVHRINATIR2m | KHEMEL.
REAJVIALA93meg., 2—I—R7ON>41p ]l ZMAERTHRERL &,
RIGERZEER TF VTRV, ffREAKE T bU D AKEBR KO REEK
THE LU, AREZEKEBF N OACTREL . SRIIZER U 2%,



WO 02/00259 PCT/JP01/05524
42

BETEHLZ. REZUITSNVAS LA NI ST 40— (Juv b wy
ANH, AFY 2 BBRIFI=4:1) TTHHEL, WRo1 -V 7OEN
—4—(1—-U4=IWFa 7z —2—{4~[4-(2—-AFVFTFL >
— 1= TFNIERSGYDY =1 =N} =2 —FFVITFI)ERY DY
0.15g%&%F%.
(2) 1=V 7aEl—4—-(1—-(4—-IhFarzz))—-2—-{4-[4—-
(2=A+FTFTIVI=-1—-AI)TFINIERS D=1 -} —2—-FF
VIFINERYD>0.14gZ257Fb5RO7525ml KBEML. KFEMY
FULTIVEZULALOmegRMAT,. 50CTL 50#BRLE. RIBHKES
BETHHLI—FINVTHERLEZE, 25%7 BT KBKREHTLUZ. LB
Weto(4 NTEAMLZR, BERZBEETREHEL. BEZUNTINASAIO
RbTS5T74— (ZUuX Ly IZANH, AFH Y HBIFI=4:1) IIT
BRL, RO 1-[2-4 -4 aT7z2))—2—(1 -1V TOEIER
Py —=4—ANV—IFN]—4-[4-(2—-A FTFTFIL-1—AINT
FINIERST 0.1 3gz2K/k,
(3) 1—-[2—-U-7hFuTdzz))—2—(1—A4YTOENERYD D~
A=A IZFN]—=4—[4—(2—-AFTFTFVL— 1A TFN]IER
5P20.11g2AF ) —)V4m ] HEML, 4 MELKE BB TFIVER
ImlZ2MAik. BREBETEEL., BoNEEHEEZTRRTFIICTHRETS
CET. 1-[2—-A—-7NFo7z2)—2—(1 AV TOEERY D>
— A=A IZFN]—4-[4—(2—APFTFTIL—1 1) TFIIE
RSV 3HEMEZE0.12grHk.
AMLAPROCRARICLTELEAMWOBEEYET -5 2R 2ITRLZ.
Kl 1 5
1-[2~-(4—-TFurgzz))—2 (4= AFINEXRTY))TFIN] -4
—(4—FT7F V=1 N—=TFIN)EXRST D ERE CLEBERE D&
EEF 2D (6)THEZ1I-[2—-UA—T7FaTz))—2—(4—AF)NE
RGPV I)VIFN]-4—(4—FTFV>—1—AN=TFINERTD V2,
HPLC (chiralpak AD(F )8, 2 ¢ X 25 cm. BEH : NFH >



WO 02/00259 PCT/JP01/05524
43
—4V7an )= NV—-YIFNFI =95:5:0.1, H#ES5.0m1 /mi
n) ICHEILE. 7El, BEZBRETERELIS /) —IVICEHEE, 4 ME(L
KB/ WBIFIVERCTHEREE U, BEE2BRETEHRL 1-[2—-(4-
INFAO Tz =2 = (4 —AFIERS D ))ITFN] -4 —(4—-FT7F L >
—1—AN=TFINERSTY > EHE CELEEEE) 287k,
(H)—1-[2-(4—-TNFOT7x))—2—(4 = AFINEXRS D)) LTF)/]
—4—(4—=FTFVLY—1—AN=TFINERT Y EBiE
[@lp?*=+15.8(c=0.24,MeOH), #IFRKM 7.0%
m.p.193—-195C (x%./)—))
()—1-[2-4-IhFOTzZ))—2—(4—AFINERTY J)TFI]
—4—U4—FTIVL—1—-AN=TFI)ERTYY ERE
[@lp?*=—15.0(c=0.24,MeOH)., ##&FKMH 10.9%
m.p.193-195C (£¥/—)) '
FEEYMRORARICLUTEZLEVOBEEYMET —F 2R 1LITRLE,
EHisl 1 6
(H)—1-[2—-U4—-ThFAaTz))—2—- (4 -1V TOENERTD))
IFN]I—4-[4—(2—-A FTFTFVLO-1 A TFINIERSD> 4
HBRE (R1FOLEWE6 1) OER
(1) 2—Zup—4'-7)407&bh7z/>1.0gZ257boRurzs>
5m1ITHEMEL., KBEF(S)—5,6—-I7x22)v—2—-AF)—3,4—7aN
J=1,3,2=-FFPFROUT2>0.16 gk V0 1MRI>—FrFRors
AT FIEROTSORKT.Om 1 2MA L 0 SMERLEZ. RWT, Kk
B AMAKBIET N TLAKBREZmM | 2MABRBTA4KMEBRLE, RISE
WEWETEE LS, BEZ2T—FIVICHEML. BMRBAKZET MU T LAKE
BR ORI K THRE Lz, FHERZEKBET MY YA TEREL &, wmi
Hz@il L%, BRERETEMELEZ, BEZUMFIVHSLIORNTS
T4— (TA=FIC200, NFH2 BRI FIN=10:1) TTHEHL,
HIRDIEREFEMER 2 - (4 —INF 0Tz )V FF¥520.85 g&2fvlz,
(2) RPEER2-4-IFBT7z22))FFT50.80g215 )



WO 02/00259 PCT/JP01/05524
44

RIERL, 1 —[4— Q2 A FFTIVLZ—1 1IN TFINIERT D
3.2g%MAT, 2KEMMABERLZ. RINAKRZERETHRHAL 2%, BET
BiLE, BEZZ700R)ACEMRL, BRREBAKEF MUY AKERE O
MEEKTHRE U, FREZEKRERT N UACTEELU . BRAZER
Lkts, BEZRBETREMLUZ, BREZSUATSNVATAIOYNTTT 4 —
(Z7ax bbby Z7ANH, AFY 2 BERIFIIN=2:1) TTHEL., B
HEEER L - [2-bROoFP—-2—-A —-TNF0T7 22V TFIN]—4—[4
—(2—AFFIFTIVI—-1—AINTFI] ERST1.2g2lBk,

(3) XEEMEARLI-[2-bROoFy-2-U-T7NFOTz)V) TF)V]~
4—[4—(2—ARFTFIILO—1—-1ITFI] ERFD>0.12g&
MIZFINFTI0.15mlZ2HEAFLo5ml IKEML. KBg, X2
WERZNV 7ay R43 p 1 Z2MA, BRICTS 00MBEBLUE. RIGERICHY
IFNTYI>0.15mlEl—4YTOEIERST Y 2HBE0. 11 g%k
TTIMA, BRICT3REBRL . RINEWREZRETIEREL 28, REZER
IFIVICHEMU. BfRBAKRS MY AKBRECEMERKTHRE L, &
WEEEKKES N YARTERL -, BB E2EN%, BEE2BETERL.,
BEZIATINVASLAIOR 5T 40— (JER MLy 7 ANH, ANFH
CEEBEIFIN=4 1) WTHEHEL, () —-1-[2-U4L—-I)FaTzZ)V) —
2—(4 -4V TaENERIT ))IFN]—4—-[4—(2—AFTFTFL >
— 1=V TFINIERSD0.12g%Bk.

(4) (H—1—-[2-A—-7NFOTz))—2—(4—1VFOENERS
DNIFN]—4—-[4—(2=-ARFTFTILY=1 - TFINIERTY
>0.12g%&AF ) —)v4dm 1 ITEML. 4 ME{KE/BEBRTFIERK 1 m ]
EMATz. WETREMEL., o ZEKRZEBIFIVICTHRETSIE T, (+)
—1-[2—4—-7hFaT7z=))—2— 4 -V TRENERTY ) TFIV]
—4—[4—(2=ALFTFTILY—1—AI)TFNIERT DY 4HEE
0.12gz2HBk,
AMEMEOCRBRIZLTREZLEMOBELYET —F¥ 2R 1LITRLE,
EhEs 17



WO 02/00259 PCT/JP01/05524
45

()—1-[2-4-7lFaTz))—2—(4 -1V TOENERTD )
IFN]—4—-[4—(2—-AFTFTFVY—1—A4INTFIIERTDY 4
H@E (R1POLEaWwe 2) OERK

(R)=5,5—Y7xzZ)V—2—-AF)—3,4—-70/X)—1,3,2—FFY
FAROUDE2RANWT, ElEA 1 6 EEERBEZITIZET, (-)—1-[2—
4-INFaTdzz)—2—(4 -4V TOEIERST))TFIN]—-4-[4
—(2=APFTFTIVLI—1 AN TFNIERT DY 43EBE0.12¢
2Tz,

FMEEMROFRRICUTHEZIEEMOBEEMET —F 2R 1ITRL &,



PCT/JP01/05524

WO 02/00259

46

HO¥d GLI-€Ll ¥ N ydeN- | Ud-4-¢ I LT
HO¥ 691-L91° ¥ o yden-1 ud b 92
HO¥ gel-geel ¥ 9N “ydeN-g ydeN-g 2 T4
HO¥ ¥el-zel ¥ o yden-| ydeN-g z 2
HOld  €8-08 4 N yden-g yden-| 2 £z
HO¥ eLI-LLL ¥ o ydeN-| ydeN-| Z A4
Jep3-HO¥T  ¢61-061 ¢ IA-g-uplubiAd . yden-1 Ud-4-t L 1z
HOY¥  eLl1-1Ll ¥ IApiuy ydeN-| Ud-4-v 14 (14
Je3-HOW  vLI-2LL ¥ ud yden-| Ud-4-v L 61
HO¥d eLI-LLL ¥ XoHo ydeN-| ud-4-¥ L 8l
HO¥Yl €91-191 ¥ Ado yden-| ud-4-v L Ll
HO¥ 62l-L2l ¢ id! - yden-| Ud-d-¥ e 91
HO¥a ¢8l-08L ¢ id ydeN-| Ud-4-¥ g gl
HO¥1l gzl-02t ¥ 13 yden-1 Ud-4-¥ e 4!
HOSWN 281-08L ¥ H yden-| Ud-4-v L el
HO13 [8l-G8L ¥ o yden-g Ud-4-¥ Z 2l
HO¥3 ¢8l-08L ¢ oSN ydeN-g Ud-4-v Z L
HO13 68l-L81 ¢ o ydeN-g. _ Ud-4-¥ Z 0l
1eUI3-HO  161-681 | SN yden-g Ud-d-v 4 6
HO¥  ¥81-28L 9 N yden-1| Ud-4-v . e 8
HO eL1-0LL & N ydeN-1| ud-4-¥ 2 L
HOY ,G61-€6L v N yden-| Ud-4-v §1 119
HO¥ 961-€6L ¥ 1 ydeNn-1 Ud-4-v gl oS
109V . G61-€61 ¥ oW ydeN-| Yd-4-¥ Z 14
HO LL1-GLL € N yden-1| Ud-4-v 4 g
HO¥  9LI-¥L) 4 9N “yden-| Ud-4-v Z 4
doupa  GL1-€L) L o yden-1| Ud-4-v [ L
WHEHE (O,), HE U o a AV SRGHE B GS T
AV—(CHO)—N N 7\
—/ |Vlz Y
P A —




PCT/JP01/05524

WO 02/00259

47

ydeN--0313-2

5, Snoydiows ™ ¢ ad! Ud-4-v g G
HO¥a 69L-L91 ¥ ad! ydeN- | -04d!t-2 ud-4-v 8 g
¢4 Snoydiowe ¢ Ad! - ydeN-1-HO-2 Ud-4-v L g
HO¥ 9G1-¥81 % Adt ydeN-1-Q°N-2 Ud-4-¥ A ¥G
HO¥ 9Ll-¥LI ¥ N ydeN-L-4-¥ Ud-4-¥ rA £g
HO¥2 281-08lL % 3N yden- | -oN-¥ Ud-4-¥ Z 26
HO¥ SLI-8LL ¥ o yden-L-0°N-2 Ud-4-¥ A LS
HO¥a 181-8L1 4 o yden- L -0~ Ud-4-v rA 08
HO¥A ¥2l-22!l ¥ adt ydeN- | ~N%W-¥ Ud-4-v L 6%
HO¥a c0L-£0! ¥ ad! |A- | -uesAd[p‘qlozuaqip-£/9-AXoyleN-v  Ud-d-¥ rA 8¥
HO¥a  G6-£6 g Ad! |A- | -ueJAd[p‘qjozuaqip-49-AXOuyleN-y  Ud-d-¥ rA L
"HOX  €LL-0LL % s\ |A-g-ajozexosizueg-g'l-4-9 Ud-4-¥ 9 ot
HO¥a 9LL-¥L1 % oy |A-g-usydoiyjozuag-|0-g Ud-4-¥ I 7
HO¥A 691-€91 12 oI |A-g-o|opu| Ud-4-¥ rA 4%
HO¥  9LL-¥LL ¥ aN [A-g-ueiny[qJozusg Ud-d=¥ rA 5%
HO¥a SLI-€L1 ¥ oI ydeN- L-N%N-¥ Ud-4-v z A%
HO¥E  191-6GlL ¥ 9N JAjounp - Ud-4-v rA Ly
HO¥ g6l-161 ¥ o yden- | ud-oug-y L oy
HO¥Ya ¥Gl-¢al 12 s yden- | Ud-°HN-¥ S 6¢
HO  8LL-9L1 ¥ aiN yden-| Ud-°ON-¥ L 8¢
HO¥ 0£1-82! ¥ o yden-| Ud-40-v 1 L
HO¥YA GZl-£2!1 % o yden-| [Ausydig - L 0g
HO¥a 0L1-89! ¥ o yden- | ud-4g-v L Ge
HO¥d 121-611 % oI\ yden- | Ud-1g-¢ 1 e
,Shoydiowe ¢ N yden- | Ud-19-2 L ee
HO¥ oOvi-8el 12 N yden- | Ud-0°PN-+ 1 A%
HO¥Y Gzl-£21 % N ydeN- | Ud-O°PN-& 1 Ie
HO¥E 9OLL-PLL ¥ oI ydeN-| Yd-0°N-2 L . 0
HO¥a 881-98! % o ydeN- | Ud-aN-¥ L 62
HO¥a LLI-GLL ¥ N yden- | Ud-10-¥ L 82

2HOLE




PCT/JP01/05524

WO 02/00259

48

6% snoydiowe § ad! ydeN-|-AXoyjauijAoweqgie)—g Ud-4-¥ 8 6L
- snoydJowe § Adt’ yden- | —AxoyreuijAuoglesAxoyioN—g Ud-4-v 8 8/
L% snoydiowe ¢  JApeoueAy-| ydeN-1-02N-2 Ud-4-¥ € LL
30  [81-G8L ¥ Ad! ydeN- L -02N-2 Yd-*HNOO-¢ Ol oL
0z330°V . 681-L8L ¥ Ad! yden- L -02N-2 Yd-*HNOO-V © 6 GL
HOW  vvl-cbl 14 id! ydeN-L-0°IN-2 Yd-NO-¢ [ vL
HO¥  0Gl-L¥l 14 Ad! ydeN-|-4g-¢ Yd-d4-v 9 €L
0z 3d0°V  ,£02-00¢ ¢ id! [A- | -ueiAd[p'qlozueqip-49-AXOBN-y  Ud-d-¥ [4 oL
wz+330°V . 002-L61 3 id |A- | -ueJAd[p‘qjozuqip-f/9-AXopeN-y  Ud-d-¥ [4 174
0330V LLI-GLL b id! yden-1-04d!-g Ud-4-v gl e1s0L
0¥ 30°V G JLLL-GLL ¥ Ad! ydeN-L-Oidi-g Yd-d-v gl g1x09
100V 691-L0L ¥ H Yden-L-0°N-2 Yd-4-¥ o] 11489
0d0%V 691091 ¥ H ydeN-1-0%N-2 Ud-d4-¥ al o149
3109V 691-191 ¥ H ydeN- L -02N-¢ Yd-4-¥ I 99
02309V ,,602-902 ¥ i ydeN- | -0°2W-2 ud-4-¥ gl 6199
0z:330°V  (,600-90C ¥ N ydeN-1-02N-2 Ud-4-v Gl 1s79
HO¥3 8l1-9l1 14 ng ydeN-1-02N-2 MUd-d-¥ gL . €9
0z 30%V . 681-€81L ¥ Ad! yden-1-0°N-2 SUd-d-¥ Li'gt A
0z ¥J0°V . G81-€81 ¥ Ad! ydeN- L -O3N-2 Ud-d-v 91l 2149
HO¥3  Ovi-8EL 14 1Al ydeN-1-0°IN-2 Ud-4-¥ I 09
HO¥  evi-Lvl ¥ (AdoddiAypag-| yden-1-0°-2 Ud-d-¥ kS 69
HOY3  #91-€91 ¥ 1Auadosohp L 8G

ydeN-1-0°N-2

Yd-4-¥

2HOLE




PCT/JP01/05524

WO 02/00259

49

{H+A)OBS (PAMSO)SINIST
(ZHG' L=C"H1'P)86'L (ZHG L=""H1'P)08'L (ZHO'8="HL'P)OL'L (HL'W)H0G'L
(HE'W)Z'L~1"L (Hg'W)86°9 (H1'S4A)9L'9 (H1'S49)06'G (HE'$)09Y (HI'W)9G'E (HEW)0L'E
(H1'W)98'Z (HOZ'W)L 212 (HY' W)L 1-G'L (ZHG'L=""HO'P)20"L (IDADZHINOOE)INN-H,
L(H+N)S09 (2ASO)SIIST
"(ZHG'L="HI'P)86'L (ZHG'L=""H1L'P)BL'L (ZHO'B=P"HL'P)OY'L (HL' WYL (HIW)HOE'L
(HY'W)ve L-(ZHO'8=r"HZ'P)OL L (HE'W)B6'0 (He'S)rLy (HE'S)08'E (HIW)PS'e (HTW)vL'e
(H1g'W)6'2-€2 (HY'W)L9'L (ZHG'L=""HI'P)00'E (IO ZHWO0EIHNN-H,
(H+N)8SG (srISOd)SINIST
(ZHG L=P"HL'P)Y6'L (ZHG L=""HI'P)BL'L (ZHO'8=P"HLP)OL'L (HL'W)9v'L
(HY'w)9g"L-08'L (HZW)00'L (HE'S)Y6'E (HT'W)y9e-09'e (HZ'W)90'e
(HG1'W)6'2-2'2 (HO'W)OL 1-0G'L (HEWYey L (IOQOZHNO0E)HNIN-H,
L(H+HA)19G %E_mo&wz_wm
‘(ZHG L=M"HI'P)IE L (ZHG L=PHI'PIOL L (ZHO'B=L'HL'P)O9 L (HI W) L
(HY' WP L~91'L (HZ'W)86'9 (ZHG'L="HZD)S L'y (ZHO'L=r"HINPS'E (HS'W)90'E (H1'W)28'2
(HOZ'W)L'2-2 (HY'W)L9' L (ZHS L=""HENeY } (ZHG'L=""HO'P)10" L (1OAD ZHINOOEYIINN-H,
(H+ADEES (PAHSO)SINIST
‘(ZHG L=""H}'P)98'L (ZHG L=P"HI'P)SL'L
(ZHO'8=P"HL'P)OY'L (HL'W)ey'L (HY'W)E'L-1'L (HZ'W)66'9 (ZHOL=M"HIH)9SE (HEW)¥6'C
(HOZ'W)8'2-+'2 (Ha'w)gL L (HZ'W)09'L (ZHG'L=""HO'P)O0" L (IOAQD ZHINOOEYIINN-H
(H+2+IN) LSS (H+N)BYS (Z/W)SH
(HI'W)0'8 (HEW)P8'L (HL'W)OL'L (HL'W)S'L~E'L (HL'W)B0'L (ZHO'9=""HINZ LY

(ZHG'L=P"HZ)80°E (HOZ'W)6'¢~£'2 (HE'S)VE'e (Hy'W)8'1-9'L Am_ODO.NIS_ooviEZ..I :

6LEAS A} - 6%
BLUGS T © 8%
LLYGZ) + L*
LSUESA) - 9 *
oS8 - G*

cewB8 F v *
TS - ©%

m&m\ V\_Pﬁ_emfﬁwémuﬁ P2k

°1Ang-1493=ngq1 °|AX8Y0IDAN=X3{2 °[Ad0idOIDAD=IdD

°|Adoados|=id! o_>Ncom_..cm o|AxaH=xsH °lAdoid=Id °Ay33=31 “IAyleN=s I\ °[AaydeN=ydeN °jAusyd=Ud
QICTIREZEQ@RLEE & L%



PCT/JP01/05524

WO 02/00259

50

AT

S(HHW)GLS (erisod)SINIST ‘(F20 © 'HOPIN)0'E - ., (0] LS}
(H+HN)SLG (eASOd)SINIST ‘(2270 © ‘HOSW)LZ L+ ,°P] . 69UAS T}
[(H+N)G0G (erisod)SINIST ‘(020 © 'HORW)L'Z - 4,[P] 8943 3}
J(HHAG0G (aARsod)SINIST ‘(42°0 © ‘HOPIN)Y'Z L+ 5, [°] LOUES T}
(H+N)BLS (eAMSO)SINIST ‘(120 © ‘HOPW)Y'9L- .01 SoH4S )
(H+HW)B LG (eAsO)SINIST “(02°0 © ‘HOPIN)E G 1+ 4,9[P] vousSal
J(HHA)LYS (PrHSOd)SNIST ‘(120 © 'HOPW)LEL- ;90 2Olt8a}
[(HHW)LYS (eAsOd)SWIST (020 © ‘HOPW)L'g L+ ;9] LoWS A} ¢
(20 © 'HOGW)O'S1- o, [PIYF BEIC OV TSI}

(720 © 'HOPIN)8'S 1+ o, “[PIYU FZEHI OV S T} -

0oc *

SBL®
P8l *
TLL %
9L *
‘GL*
Lk
‘el*

(AR
LE*
Ol *



PCT/JP01/05524

WO 02/00259

b1

mwu,nm_‘,osa.-o_tm s puoq HO-N 8N o oW YdeN-[-O®N-¢ Yd-d4-9 1 £6

m*m:osaLoEm b puoq ZHO-N N SN H  YdeN-[-O®N-¢ Ud-d4-§ L 26

HO¥ pel-zel € ~(090- o-N H H At YdeN-[-O3W-Z Ud-d-¥ 9 16

HO¥ yGl-ggl ¢ -HO=HO- Z4o-N H H Adl YIEN-1-OSW-Z Ud-d-¥ 9 06

HO¥ oLL-£9L €  (3MN HO-N  H H °W ydeN- | Yd-d-¥ 9 68

HOY L6191 €  HN Ho-N  H H °N yden-| Yd-4-¥ 9 88

HO¥ r A VA N R © HO-N  H H °W Uden-1 Hd-d-¥ 9 [8

Howd  gol-g91 ¢ O HO-N H H oW Yden-| Ud-4v 2 98

| «Snoydiowe 4 puoq HO=0 H H 4dl  YdeN-[-O°W-Z2 Ud-d-¥ et a8

o Snoydiowe puog HO=9 H H °W yden-{ Ud-4-¥ el 8

o AJ00V  ,001-9G1 ¥ PUOd  Zug (OO H  H oW ydeN-1 ud-4-v 2l €8

0 3J0%V  GEZ-€62 ¥ PUd  fyg o H o H Adi U9BN-L-OPW-Z  Ud-d-b " z8

. Snoydiowre y  puoq  Tyg g H O H OH YEBN-L-OPW-g Hd-d-v 18

o 3J0%Y  €61-06L ¥ PU%d  Zo-HO H H °W ydeN-| Ud-4-¥ i - 108
HHEGE (), 5E U |1 av b M 4 AV N =RGIE SEGST

2AV— t—(EHO)—N N-
{ A |M‘
v

\m ‘/ .
4 Z..l.—. Y
/||A

mm

Nm

_.*N%




PCT/JP01/05524

WO 02/00259

02

J(HHN)LYS (BARSO)SINIST

‘(ZHY \.lﬁ HL'PYW6'L (ZHG L="HL'P)BL L (ZHO'8=P"HIL'POL'L (HE' WPy L (HY W)ve L-91'L
(Hz'w)86'9 (HE'S)Z6'S (H1'W)0GE (HZ'W)B0'E (HZ'W)06'¢-08C (HLL'W)99T-0L'C (HZ'W)86'L
(HZ'W)08 | (HY'W)09'L (ZHG L=HEP)PO'| (ZHG L=""HE'P)860 (IOQDZHINOOEYHNN-H,

‘ . L(H+IN)EES (3AHSOd)SINIST
‘(ZHG' L=P"HI'P)V6'L (ZHG L=P"HI'P)8L'L (ZHO'8="HI'P)OL'L

(HL'Wpb L (HY'W)9Z'L-91'L (HEW)00 L(HE'S)Z6'E (HI'W)09'E (HZ'W)I0°E (HY W)00'E-GL'S
(HI1'W)0L'Z-02°2 (H8'W)OL' L-0%' L (HO'W)G0' 1060 (FIOAD'ZHINOOE)HWN-H,

[{HHN)YYS (BASOd)SINIST

"(ZHG L=P"H1'P)96'L (ZHG"L=""HL'P)8L 'L (ZHO'8=""H1P)OL'L

H —.Evﬁu L (Hy'w)9e L-01'L (HZ'W)96'9 (H1'S4A)2G's (HE'S)26'e (HIL'W)er'e (Hy'W)80'E
(HZ1'W)28'2-02°2 (HZ'W)00'Z (HY'w)09 L (ZHG L=""HI'P)¥0'+ (1OADZHNOOE)IAN-H,
J(H+N)98Y (PAiisod)SINIST

. ‘(ZHG'L=P"HI'P)80'8 (H1'W)26'L (ZHG L="HL'P)6L L

(HZ'W)BG'L-61"L (HY'W)OY' [-E8'L (HE'W)GE L-91'L (H1'S49)00'9 (HZW)8L'Y-16'C

(HP L'W)06'e-v6'2 (HE'W)98'2-89°2 (Hy'W)16'1-€9"L (9P-OSINAZHNOOE)INN-H, -

_(H+H)P0S (eAaisod)SINIST

ANIm. [=P'HIP)E'L (ZHG L=HI'P)BL 'L (ZHO'8=P"HL'P)OL L (ZHS L="HIP)rY'L
(ZHG L=P"H1'N0E’L (ZHO'8=""HL'P)yg L (HY'W)0L'L-06'9 (HE'S)E6'E (HEW)0L'E-06'C
(HO1'W)Z8'g-02'g (HY'w)08'1-09"| (HG'W)0Y'1~06°0 (10QD"ZHINOOE)INN-H,

S

£6usT)

e A ¢

o84S )

v8UES )

: L84S} ¢
YW—nc
TrEEEy ¢
w@\\_\\_w.ﬁ_ems*wémumm\ :

S 8ggr=puoq °|Adosdos]|=id! °jAdodd=Id °IApRI=AT AReN=, I °IAydeN=ydeN °JAusyd=yd

u;Sn\J_mu%GnvN%. :

Ol *

B S

8 *

L%

C 9%

G *
¥ *
%
2 *

L%



WO 02/00259 PCT/JP01/05524
53

B 1 M C . ZARERR] |

MC . SA kA =BT, Pharnacology & Toxicology, 79, 161-165, 1996138k
INEHFERCR> T, E FMCE2ARAFZHEK -2 9 3filRIcREZEL
EFMC.ZAKREMBRBEEINAFY AL DEALL. #MlEKZ 2mMT
FLIVTIVAEE. 1 0mMEBLINSTLAKRELO00u M7 2 )V AF))
ANV T FZININFY RZ2ED5 0mM M AEBRBER (pHT7. 4) TRED T
A XL, FEPX—Fh%248,000XgT204M. 4 CITTELDEEL =,
BOABCLVESNERNEZRABRERTEREYD A AL, SEIR -2
48,000XgT200M, 4CITTELDBELE. COBRIEZ 2ERVIEL .
WEEYUNIEBEL100neg/m] £ERBEIC2mMMIFLIITI A4
B, 1 0mMIEBELHITTA, 100 MT IV AFIVAINT 5 2T IVF
UREDRO0. 1%y VlETINTIEEH5 0mMMY ZEBBER(pDHT. 4)
CEBREBEL., HEELE L THEAERRICHW, HBEER(0.25ml, 250 g
ZNZ)E[M?PIINl e*—D—Phe’—a—MSHG®RERE 0.2nM&
25CT1200MRGSERE. KIGKTHR, Rz 75 —RHeaERAtE
WN=NZAZ—ZF, 0.5% 7 MEEED5 0mM Y AEREHER (p H
7T:.4)2KMBLEZGF /CHI AiMEER LIcK3ER Lz, B Lo
EEE Y Y- THELE. 1uMONle*~D—Phe’'—a—MSH
BETRKBI2HABRZHEFENBEAEL., 1uMONle*—~D—Phe'—u«
—MSHEBETORATHIRBEAENSEFRNBEGZELIIVEDDZRE
MREEE Lz, HHR¥EIZ100%DMS OEKICHEML, ['*°IIN1e*—D—
Phe'—a—MSHERMIBERICHERMLUEZ. 107°~1 0 RETOMH
WS I CsofREHLE. TORE, AIXEMLEMW41E164nMEZRL, £
DHEFERETHBLAW 619 0 nMERL X,
BB 2

SyhVoge |RR(ZOa>7UY FRB) KB 5 e~ MSHEOMTII
| OFERERERERERT L, ‘
a—MSHEUMTIRRZ>ASKOBALE, BMRBEESDRS v & (&
B 220-240g, BAFY—VAUN)EZHEALE. 4 8RMIEALES



WO 02/00259 PCT/JP01/05524
04

v RSB ETDIAT T, RREREROS Yy NCRFIERD o~ MSHS
BWEMTIZ0. 1 % MBTILVTI > eS04ERARKICHEBL THEL
BT, FRRRERENEROS y M0, 1% VMY VTS S eE
DEBAEIKEZNENMENICRS (1 0L 1 /24) Uik, 853 04%. 7
v P EEREBCREL, 3SMOEBKAGHERNELE, BEYKEREKK
) R OEAISE 2 B (REIEE) OYOKFBHEIT 0. 4AmA OBERIME
Uk, ARBICBI 5 M ESHMOBREREAVTH 2. BEER1K
FUTe,

B 1hOmE# RO# #IETNTNY >y MBI L VA RERE EFo 1
K, P<O0.05KUP<0.01TO0.1% U VMETINTIVEGEOAEABEESEK
THAWNEB LU THERBERD S T LERT,

BLICRUAESEN SHONARED., HERELBRLT, BRETHEMTI
Bla—MSHENENREET S &Ik, SKERZHREKENCEEICR
BTz,

RERHI 3

SyhVoge I|BB(I> 7Y 7 MRB) KB BH 1T OLAY 4 DHAE
P B RE L .

B SDS v b (KE 220-240g. HAFv—IbRUN—) &4
FL%, 4 8EEMMEALES Yy FE&R1 0LTDICHTT, RRERERDS
o MCRFEROE 1 OLA 4 BN ABREKICERLT, 0. 5MAE
EF U Y AEEDHA~BIRABBETMAS - &Ik DML RES KT
HHICEDRE LR, BE3 0%, Ty MEEREBCREL. 3HMOHH
SOKTEI R L e, B H BRI 2 XL~ IR 2 B (RIS 0
FAFTHEC 1. 0 mADBEAME AR L. FRRICTH 2 HEEBELARO
EEKERA W Tk, BEER2ICRLE.

K2HDmEE* *id5 >Ry MREICLVAZREREZT o2, P<0.01
THA ) 2V BEHME AR LW B S R U TR RERD B T LB
L. EB##EY %y MREC KD EREREET oM, P<0.0 1 TEE
AR ERTROK ) XV EBSHIME B LR S U TERRENS 5 C



WO 02/00259 PCT/JP01/05524
05

EERT,

M2 IRUERENSHENREY ., FESHBEAREOS Yy NH L TER
FlMERED Ty MEMAKERERERCERDO Uz, LML, ZORASUESKE
BizE1HPokedW4%21lme kg, 3meg/kgXiZI10meg /' kgDHE
EETRETHZECIVDERI, MOARKENIZERINE,

R 4 |

Iy NREIAEKZ PV ABRARETINVICBT SR 1 FOLEN 4 OFFRME
A ERHLE,

B3RS DS Yy N (ME 220—-240g. BEFy—IVAUN—) &
Filz, v Fa&E10LIDAHT T, BREREROS v MCIFIERD
H1HPOEW4ERFREEAEKCEML T, 0. 5 MARBILF N YLK
DPHA~5ICRZETMAZILRIVMBL LHWRIEEZR TEMITIOKEL
oo BE53090%, KE25cmET25COREFEALZAE20cmEE 4
0 cmOBAEIYIF K5y hEANBZ EICL DBREIAKZ L AZARL
Foo 2 HRRBIAKKA LU AEAM L. BEIKKR R L XA S HRICERRT
FRBARBRICB W THARZERERE Lk, |

RV BER TR, BR% (B10cm. B&50cm) RUH
PEHRUELOcm,. EX50cmO+FREREIDAD, BHEIE1 cm. BHE
BiZ40cmDESOBHOTVFIHIATE>Tz. REIFZKEVDS50cmdD
frECREEE L. BEREEORRTL 0 V7 ZE Lk, Ty MITERE
OHRRICEEBERICHT TESHEEMBL. 50 MORIKITBT 5 HER
PlEHEL . fEER 3Rk,

K3HFDEE**IF 2y MREIRIVFREREZTTo> 2K, P<0.01
THREIAKA R LA BEAR LR BR S HBL TAREENR DB ZEERL,
BE# #1353y MRECKVERERERT oK, P<0.0 1 TEEAR
KBS CTHREAKZ N AEEARLERELBEL TERRENRS DT EERT.
| RBIRULAEHENSHLAREY. FREKKA N ZEHEOT Y Mk
B L THREKIKA N L ZBHEO T v NGB 3 MERERE L < X
ALz, LHEL. ZORDS UERREICHT 2 HERBIIR L hokamw4



WO 02/00259 PCT/JP01/05524
o6

#20.3mg./ kg, lmg/kgXiZ3mg/ kgDfBERETHETHI LI
kAR, MOARKEFENICERS N,

BB 5

BEIGH S v MBI 5E L HOLAN 4 OF S DIERERE Lk,

IS S DSy N (KE 220—-240g. HEFY—IVAUN—) ZfE
Alik. 59 h&ERYMUVEY VBT, BEREKRRY A CLV—F —1c#
GLESBRENA TRV EBIRE UL, BIRERE 2BME. Sy bE&B10
~11ETDRAFT, BRESREHOS Y NCEFEROR L HOLEW 4 %
4 2 B AR IR LT, 0. 5 MKBEILS U B D H A~ 5 I/ B E
TMABCEREVABLAEREE1H 1H., 2 BMETEMCIOBRE L,
B S 2 4ARMBRICERT 0 cmT2 SRARSESNEARL -T2 T 1 —
VREBHRICS Y FEREBL. 3AMORELSERERNELE, BREER 4T
RU. ‘

M4HQEE* %1352y MRECKXVEERERERZfTo K, P<0.01
CHBRBEH L7 W R S B L TR B ER DB EERL. BEEHEY >
39 MREREVEREREZRTo> L., P<0.0 1 TABEARE/KIRSH THRIR
WHHERL RS LR U TERREND S Z EERT.

RARLERENSHOMRED . FRRBEHBEO S v MR L TR
BEOT v MEA—T > 74—V RicB s RERERIEEICHM Lz, L
L, 2OEMUEA—T > T4 =)V RIBIHIXERERIZIR1POILEM4 %
Img/kg. 3mg/kgXiF10meg/ kgDRABZRTHRETSHILITX
DEEIC. DORBRKERCHETENE, |

PLEDERMNS, MC.2AKY >y T AP ELTEAZRTLEMIIRERK
FERE D DREREZMHTBERAEE TS EN S, 5 DEXRIRLHRER
ERELTHERTH S,

[ o 2 B | .
H1id. BRRA205y bVoee | RBICK B REERERERRBOK
R2ETT.




WO 02/00259 PCT/JP01/05524
o7
21, ABRHAIBDIy FVoge | HRICXBGHARIERZROBERERT .
31k, RBHI4 DTy MREDKIKA bV AERARET NVITBT 2 AR RE
ARBROBERZRT .
4%, KBS OBREEHT v MR T35 DIERARBROBREERT .



WO 02/00259 PCT/JP01/05524
58

= R o f M
1. MCBAEKR7UIYIZANE2EYRS &ETEREHRIENXIL D DIEBREE,

2. MC.2ZEEK7>yIZZX M, K[1]

R2

Y\ - Ar'
RL"N\_E;A’Q_N/_\ N—(CHp),—T'-Ar? A
3 _/

[Reb, Ari@T7xo)VE, BTz SVE FUFNEXEERF T FNET
H0. AriRFIFINE BRFTIFIVE FULE R

(. RUIAEEFXENDSYEFTHD. X—YRCH-NH. CH—-O,
CH—-SXREN—-O0TH5, ) TEINZEXIIR

(R, ROARET. KBREXEC,o1 07 NIAFIETHS, ) THRINGE
THY. RUAARET. Ci-ro7VFNE, Camsd 7 U7 VFNE. Coro¥
VoV, TV, 1—YF JIFNE CUIDY -2~ VEREY
SUNETHD, RPKOR A XGRS > TRERTXEC a0 7))
£THY, A—BRN—CHs CH—CHaw C(OH)—CH.XZC=CHT#
DL TUEES. NRO- (ROGKEEFXEC -0 7 VENVETHS. )
~0—. —~CH=CH-Xi~C(=0)~THD, nidT HEHE. |
—CH=CH-Xi—C(=0)-D:&EiE1~100EKTHD.
TS—N(RY)-XiE—0—DEEE2~10 DRI THS, | TEINZ LA



WO 02/00259 PCT/JP01/05524
59

SUVHBAXRTOERE LFATNIETHIHEROME 1 BMORN L HIRELE

XD DERER.

3. R[1IEBVT. Ar' W7z VEXRER Iz ZNVETHD, Ar?®
FIFNVEXRZBRF TFIVETH SEROHME 2 FEROARZ HRRAER LD DIE

4. RI11EBNT. Ar' WY VEXAERT == VETHD. AT 'K
FOFNETERF 7FNETHD. RIWKEERTF. Cioro7 WFIVEI

Cocs VT OTNFNETHD., REERVRVKRREFTHY. |

A—BBEN—-CH:XJECH-CH:THD, T'VEESTH 25 ROHH 2 5L
 DARBRE XD DEBRE. '

5. BRTToIVENC. o TIVEINE, CioeT Ok TR, RYYNAE
PE, kEBE, NOFUETF. D bhOHE, TIJHE, Cr-eTIIVFIENTI X2
FEHELETS )&, N TVATOAFILE, 37 & HIVNEANVERTT
C o VEDBERICRRINE 1 ~3HORTERENET 2 SVETHD, B
HaF T FINENC1o10FIFINE, Cro107NVaAFTE, KBEE, Ci-s7I)aF
CHNRIIN A REVE, AUNEA R NEVE, AOFCVET. TIJER
KCro 7 VFIVEMR L IR 2 WER LT I ) £ 5 ERICRRENTZ 1 ~ 3/
DETEMENEF 7 FNETH HHROME 2 ~ 4 OV TFNHERORLHE
XIS DB B, '

6. RILIKBWT., AT W7z VEEERT 2V ETHD, AT 8
. |

ro 4
O .
(R, ROKEET. KBEEXECi1o 07 VAFTETHSB, ) THD. R



WO 02/00259 ‘ PCT/JP01/05524
60

WAKEBERF. C 1-10 7 JVFIVENIZC s-s v O7IVFIVETHO, R2&@R37§§
KEEFTHD., A—BBAN—-CH:XIZCH—-CH:ThD. T'NEEETHS
SR DOFE 2 LM O R R HIERE XL S DIEBFEE.

7. BRI IVENC -0 TIVFENVE, Ciono TN IFVE, RUDNTF
S, KEE, ADFVET. SO, 738, Cioe 7 LFIVEMLXE2
EERLETS ). NUTNAOAFVE, V7 &, HVNELNVERRT
LoV ES S ERICRRENE 1~ 3SEOETRRENE 7 2oV ETHBHS
DRI 6 A DRI XU S DI BRI,

8. =[1]
L | ) |
— A |
1 A 7\ '
R N\_B' N  N—(CHp),~T'-Ar
R3 _/

[]

(Kb, Ar'R7 o )VEE, BRY zoVE, FYFVEREBRS T FIVET
BD. AT RFTFNVE BRFIFIVE FOUNE R

N
| 't

(X, RBAREFXRINOFVEFTHY, X—YIRCH-NH., CH-O.
CH-SXEN—-OTH5., ) THEINBEXRIR |

‘R5X /
o/

(., REEARERET. ZK%EXMZCJ—NYH/:!:\:?\/ET“%%o ) TEINDHE
THY, RUPFBAEET, Ci-107WFIE, Co-s 70T IVFINE, Cs-107

N CE, TV 1—3F ) TFNE, PUI V-2 —(VERT



WO 02/00259 PCT/JP01/05524
61

IUNETHD. RPECREA—XEMER> TRREFRIEC 1107 W FIN
£THD. A~BEN—CH,;. CH—CH, C(OH)—CH,XiC=CHT%
D, THABERA. —N(R®)— (ROGAREFXIEC - 0T NFLETHS, ) |
—0-. ~CH=CH-XE—C(=0)—ThV, nidT MNEEE,
CCH=CH-XiE-C(=0)-0r&EF1~10DEKTHD,
TYR-NR) - X -0—DEER2~1 0 DEKTHB, ] TEINBEN
SUVHBEANITFORE FFRINSIE,

9. RHRI11IZBWVWT, Ar' NIz EXEBEBR Tz NVETHD., Ar 2N
FIFINWEXBEBHRF ITFNETHIEROHEE STEHOERT DV U FEAEANIT
ZFOEELEFHFRINDIE,

10. HR[1IECBWT, Ar' WUz EXBBER 72 ZI)VETHD, Ar?
BFTFINEEEBRF T FNETHD . RIKEERT. Cioo T VFLETL
Cas bV OTNENETHY. RPRVRWARETTHD,
A—BAN—-CH:XWZCH—-CH,THD. T'NEFEESTHSHHEROHAH 8 itk
DERT P UHEEXBIZTOERELFAINSHE,

11. BEITzZIVERNC -1 o7 IVFIVE, Ciao7NVIFTE, X2PNF
FUE, KBE, NOFVEF. SO, TIJHE, CioTIVFIENL X
2HBHRUEZT I V2E, DU TNVEAOAFIE, 7 )&, HIVNECIVERDT
T VENSERICEBRINE 1~ 3EOETERINET2DNVETHD.

BT T FIVEDC o0 TIVEIVE, Cioro 7NV aFTE, KBE, Cios7 VI
FUNNRIIARFEVE, HINEANANEVE, NOFVEF, 7I#
BOC e 7V FIVEN L XL 2 MER LTS ) B0 EBCBRENE 1~ 3
EOETERENIZTF IFINETHIFROHEES ~1 0 DVWITNHRERD EX
SYVBEANIITOEE LHAI NS,



WO 02/00259 PCT/JP01/05524
62

12. RI11EBWT, Ar' BV EXBER Tz ZNETH D, Ar?
s

Tf)</‘

O .

(0. REKEET. KBEXIC:- 107 VIFTETHS, ) THY. R’

HKEET. Croro7 VENEXIECsosT 7 UT NENETHD, RPRTRH

KEEFTHD. A—BRN—CH:XIZCH—-CH.THYV. T'HEHEAITHS
SR OFE 8 EMO L RT T HEANITOERLHFINDHE,

13. BHTIZIVENCI-107NVFIVE, Cioo 7 IFTE XPNE
FLgt, KEBE. NOFVET, ShOE, 7IE, CieTIFNENL X
GEBRUETI E. NUINAOAFINE, ST &, HVNESVERD
T EN B EBICERRENE 1~ 3SEOETEBRINET o VETHDH
ROBE 1 2 BRO RS D UBBAETTOER LRI NBH,



WO 02/00259 PCT/JP01/05524

1/2

B

Number of licking periods (3 min)

®
[
X
vehicle 0.1 0.3 1 3 10
MT II (ug,icv) * 0-MSH (ug, icv)
 N=T~12  #: p<0.05;##: p<0.01 vs vehicle
&2
60
g 50 == : T
<
g 40
- I
o B
T 30 |—
R -
po * ok
£ 10 S —— :
E : 0“ | i 1 i | - ‘
control vehicle 1 3 10
&4 (mg/ke, s.c.)
"Electric shock
NZ=10 * % : p<0. 01 vs control

#H 3 p<0. 01 vs vehicle

=& 2 A (FiR26)



locorﬁo’mr éctivi;ty(Smin)

WO 02/00259

time spent in open arm (sec/5min)

(EFE)

2/
E3
40
35
& 30
i
H 25
b5
N
t .
49 15
u
X 10 |
=2
B 5
0 A
control 0.3 1 3
L’.A’P&M (mg/kg, s.c.)
Stress
~ **: p<0.01 vs control
N=10 " ##: p<0.01 vs véhicle
Ha4
120
100 .
80 ’ [N
60 |
M o
')D "
0
control - . VCthle 10
‘fb‘é‘%4 (mg/ kg. sc)
OB rat
N=10~11 % % : p<0. 01 vs control

#tH: p<0. 01 vs vehicle

=8 2 A GERI26)

PCT/JP01/05524



INTERNATIONAL SEARCH REPORT International application No.
PCT/JP01/05524

A. CLASSIFICATION OF SUBJECT MATTER
Tnt.Cl”  A61K45/00, 31/496, 31/495, A61P25/24, 25/22, C07D295/12, 239/42,
215/12, 307/81, 209/14, 333/20, 311/80, 261/20, 211/44, 211/70,
295/06, 295/02, 295/08, 295/14, 21/20, 211/22
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)
Int.Cc1’ A61K45/00, 31/496, 31/495, A61P25/24, 25/22, C07D295/12, 239/42,
215/12, 307/81, 209/14, 333/20, 311/80, 261/20, 211/44, 211/70,
295/06, 295/02, 295/08, 295/14, 21/20, 211/22

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

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)
CAPLUS (STN), MEDLINE (STN), EMBASE (STN)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

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

X VEDJELEK Z. et al., “Potential antitussives: synthesis 1-7,8-13
and pharmacology of a series of 1-[2-amino-2- (4-
fluorophenyl)ethyl] -4- (2-benzoylpropyl)piperazines”,
Collect. Czech. Chem. Commun., (1983), Vol.48, No.10,
pages 2977 to 2988

Y JP 6-41071 A (Taisho Pharmaceutical Co., ntd.), 1-7,8-13
15 February, 1994 (15.02.94), ’
(Family: none)

& Database CAPLUS on STN, American Chemical Society
(ACS), (Columbus, OH, U.S.A.), DN.121:133963

Y EP 479546 A2 (John Wyeth and Brother Ltd.), 1-7,8-13
08 April, 1992 (08.04.92),
& US 5177078 A & GB 2248616 A
& JP 4-257570 A

Y WO 93/14076 Al (John Wyeth and Brother Ltd.), 1-7,8-13
22 July, 1993 (22.07.93),
& US 5532242 A & GB 2263110 A
& EP 620817 Al & JP 7-502739 A

X]' Further documents are listed in the continuation of Box C. I:I See patent family annex.

* Special categories of cited documents: “T”  later document published after the international filing date or
“A”  document defining the general state of the art which is not priority date and not in conflict with the application but cited to
considered to be of particular relevance understand the principle or theory underlying the invention
“E” carlier document 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 doubis 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
“O"  document referring to an oral disclosure, use, exhibition or other combined with one or more other such documents, such
means combination being obvious to a person skilled in the art
“P"  document published prior to the interational filing date but later “&”  document member of the same patent family
than the priority date claimed
Date of the actual completion of the international search Date of mailing of the international search report
25 September, 2001 (25.09.01) 09 October, 2001 (09.10.01)
Name and mailing address of the ISA/ Authorized officer

Japanese Patent Office

Facsimile No. Telephone No.

Form PCT/ISA/210 (second sheet) (July 1992)



INTERNATIONAL SEARCH REPORT International application No.

PCT/JPOl/05524
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 98/37097 Al (Wapharm AB), 1-7,8-13
27 BAugust, 1998 (27.08.98),
& EP 1025127 Al
A KASK A. et al., “Discovery of a novel superpotent and 1-7,8-13

selective melanocortin-4 receptor antagonist (HS024):
evaluation in vitro and in vivo”, Endocrinology, (1998),
Vol.139, No.12, pages 5006 to 5014

Form PCT/ISA/210 (continuation of second sheet) (July 1992)



INTERNATIONAL SEARCH REPORT International application No.
PCT/JP01/05524

BoxI Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)
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3. |:| Claims Nos.:
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Continuation of Box No. II of continuation of first sheet (1)

The subjectmatterof claimlof thisapplicationrelates toasubstance
whichisnotparticularlylimited inchemical structureaslongasit functions
as an antagonist for a melanocortin receptor subtype MC,, and which is usable
as an active ingredient for a remedy for anxiety neurosis or depression.

In contrast thereto, the subject matter of claim 8 of this application
relates to a compound itself represented by the formula [1] shown therein.

In claim 2 and the subsequent claims wherein claim 1 is cited, the
MC, receptor antagonist is specified, i.e., is a compound represented by
formula [1]. However, according to a statement in this description, page
1, lines 6 to 5 from the bottom and the cited document shown in this
international searchreport, page 2 "C. Documents Considered tobe Relevant, "
a substance itself which is active as an MC, receptor antagonist was already
known before the priority date for this application. Claims 1 to 13 are
hence considered to have two inventive concepts, i.e., one consisting of
aninventionrelatingtothe specificnovel compound andamedical application
thereof which are described in claim 8 and the subsequent claims and one
consisting of an invention relating to a novel medical application of a
known substance classified into the group of substances which are active
as an MC, receptor antagonist. Therefore, the two groups of inventions are
not considered to be a group of inventions so linked as to form a single
general inventive concept.
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