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4 — (tert-7 bFTANFRZNVTI ) EXRYD V1. 00 g /R M) =F)V
73I20.7 20l DEAN, N~ AF)NHENVALATI R onl BEHZ. MRS 0°C
THEET, Z7oo0BEBn-7F01V0. 79 gDEAN, N=IAF)VFRNVLTI R
4ml AWEEFET L. BRRT 1 KRR Uz, RIGRISKZINA, 7t & 2 REE
L. K& n-~7% 2 CRRGEHELT, Bs115. 5§1 16. 5°CoEaiEr
HK@1. 46 g5/,

ERSME  CHyN,O0,
MaE C, 61.12; H, 9.62; N, 8.91
xKEkfE C, 60.90; H, 9.60; N, 8.88

4 =73 —=1—-EXYI VB -7 FIV

4 —tert-7 P FTANFRZNVTI ) -1 —-ER)DUEER n-7FNV1. 35
glIB(bKE A Y 708 —)ViEm 6nl ZMMZA T, ZiRT1 5 oBEHRLE. &
WEBEL . BBEICTF NS o752 5n RNV ZF U721, 3nl 20
AT 2EHREZREL. BEOBHEZEELTL. 04 gDEERKESF,
TAANRT Mvw/z: 214 (M*)
IRZARZ MV v (lig.) cm?: 2960, 2940, 1746
NMRZ~%Z MV & (CDCl,) ppm: 0.93(3H,t,J=7.5Hz),1.37(2H, sex,J=7.5Hz)
,1.45-1.55(2H,m), 1.55-1.65(2H,m), 1.86(2H,d, J=12Hz),2.02(2H,brs),2.20-2.3
0(2H,m),2.65-2.75(1H,m),2.90(2H,d,J=12Hz),3.21(2H,s),4.12(2H, t,J=7.5Hz)

EHEH) 9
4—(4—-73/-5—-2700=-2—APFIRVIPINR) —1-EXRYY
VBEEE n- 7 F )V
<AZ 2V R)VIRVEBIE>
4—-73/7-5-700-2—-A X REEFEKRL1065 gDEAT IR
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-D75y11L%%Mt\bUm%NTSySZIM%mz\%%Tflﬁ@%
Uk, KIGEEWMIZ/7onXBFI)VE 2 6nl ZFH T L. KATT1. 5K
BBE. 4-73 /-1 XY UEBr-7FIV]1260gDFAT PSR
D752 2. ALEMWMEBT L. KT T2REEHR UL, HEEREZREEL,
BRDBHEEEE Uiz BBICREAN )Y LKEBREMI. AFNVAVTFNVT
NOTHIH Uz IR Z REMRIEKTHE L. BikR. BE2EEL. BREE
VAVTOENVZ-FI)VTHE L CEERER (EMiER) 1759828k &
HBICED AT AWK VBRIBE L. KAV 70N —)vr5EEBLT. BA
209~211. b CoaiRzBl. SoheaWid. Efpl 1 THLN
FAtemy TRAAY MUERNMRZAY MLT—B LT,

FEROEMEBEREZEMAL T UTORMNMEZFEICIDERL .
< BALKRMRIE >
MR EESPRE (V7o) —))

Bird 198~201°C

TEMME C,HuxC1N,0,-HBr - H,0
Hi#mE C, 45.93; H, 6.29; N, 8.46
EEME C, 45.85; H, 6.09; N, 8.41
<fHERIE >
MR #HET)XLRE (v 71y —))
Bl 168~170°C

TEMME C,HuC1IN,0,- HNO,
MiE C, 49.51; H, 6.34; N, 12.16
EERME C, 49.52; H, 6.20; N, 12.10
<FiBRiE >

MR maEstiE (B 7o) —))
gir 220~223°C (2#%)

TESHME C,H,C1N,0,- H,0,S
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HME C, 46.01; H, 6.10; N, 8.47

EERME C, 45.99; H, 5.93; N, 8.38
<KEERIE >

MR EESHRE (1V 7ot =)L)

A 100~104°C |
THEMFE C,H,C1N,0,- H,0,P-1,/4H,0
HimE C, 45.60; H, 6.35; N, 8.40

EEAME C, 45.54; H, 6.08; N, 8.40

<7 )VERIE >

MR meT ) XLRE (V7o —)v)

Bif{ 178~180°C

TEME C,H,C1N,0,-C,H,0,

HuE C, 53.75; H, 6.28; N, 8.18

®EERfE C, 53.49; H, 6.09; N, 8.15

<<vLA VRIE>

R EmET) XLRE (v 7as/—))

Bif 124~126°C

sESME C,HxC1N,0,-C,H,0,-1,/2H,0
MfE C, 52.82; H, 6.36; N, 8.03

=g C, 52.60; H, 6.19; N, 8.07

<p- MV Y Z)ViE 2 BRIE >

R mEFRE (VY78 —)b)

Bifi 208~211°C

TEMME C,H,C1N,0,- C,H,0,S

WEfE C, 54.78; H, 6.36; N, 7.37

EEfE C, 54.55; H, 6.34; N, 7.35

<L —BEARERE>

15



WO 00/46201 PCT/JP00/00560

MR EmETYILREGE (Y 7rs)/ =)

Al 186~187°C (5f#)

Rz MrE C,H,C1N,0,- C,H;O

MzmfE C, 50.41; H, 6.25; N, T7.67

®£EME C, 50.14; H, 6.13; N, 7.57

<voUgig>

MR E|ETYILRE (V70— )= 4V TOENT—F)))
A 105~106°C

TEME C,H,C1N,0,- C,H,0,- 1,/2H,0

@i C, 51.71; H, 6.51; N, 8.08

EERfE C, 51.41; H, 6.24; N, 8.18

<aONTBIE>

MR E\E7)XLRE (fV7an—iv—yA4V7onenT—>)u)
Bis{ 110~111°C

stEMNHE C,HLC1N,0,- C,H,O0,

MzwfE C, 53.54; H, 6.64; N, 8.14

%£ExE C, 53.34; H, 6.50; N, 8.11

<D-— (+) -V IRRIE>

Mok BETD)ZILRE (AV7anN)—)b—oA4V 7oL —F)V)
Bim 111~112°C

TEME C,HuC1N,0,- C,H,O

MiE C, 51.93; H, 6.44; N, 7.90

=ERfE C, 51.76; H, 6.28; N, 7.93

<L- (-) -V IRE>

MR EBET)IXLRE (FVT7ONR)—)—IA4V7OENT—F))
s 111~112°C

EMrE C,H4,C1N,0,- C,H O

16



WO 00/46201 PCT/JP00/00560

, 51.93; H, 6.44; N, 7.90
, 51.71; H, 6.30; N, 7.87

i
5
fmt
Q O

gAIE 1 (Bek!)
BHRICL D TELOH2ZRE L. SRl 2RE Lz,

EEF 1 (X 9) DfLéEW 5 mg
FLKE e
MyEOIVFUTY 1 5mg
Ryez)venl) kv 2ng
ZFT7) VB TRY T A 1mg
EROF 7O AF)VENLO—R 4 mg
AV FL ) a—-) 0. 5nmg
b F % - Q. 5mg
100mg

BFE 2 (S 72IVAD
EEICE D TROBSEZRES L. BAT7TENVICHELT, A7 VAIZEEL
7‘: o

FEHEF 9 DI 1 Omg
Ly | HE
ANKESAFNENVO—ZANE YL 5ng
bt ROFy7abeite)ln—23 11g
AFTN BT TR A lmg
8 Omg

giAlp 3 ()
WHICL Y Tidod2zEE L. BHIZEEL L,
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KB 9 DILED 1 Omg
FLHE =
D—<>=hF—) 50 Ong
tRroxy7oEiltio—2x 2 Omg
y)vY omg
1000mg

BAIH 4 (A4%])
BHECID TROBETZESG L. LAZEEL -

EHiF 9 DibE 5 mg
N—FZ77w b 1295mg
1300mg

LIF. REBLEMHBETI2ENEZERAO—FIL LT, HEREA X OREEER
T AEAERL. £ BEALLTR 7Ly MBI ZRMZREREHAD
BRBERER Uz, BB, EHH S DLEWIAY V ANF UV BEZRAW, &
= MBS LT REEES —26 27 2 4 5ARICHERIATWS 4 — (4
—73I=5=/00-2-AFFIRUYIFTINR) -1 -EXYDUHER IR
BRI (Etaml) R4 —- (4—-73/—-5—-700—-2—APFIRUX

IR) —1—-EXDPUEERIF)IL - BRBIE (FBLEm2) AV,

N

RERG 1 5 RK OD i 1 i U Xt 3 2

FikEs DRk [(HAFEEGHYME, 13458, 338 (19764) XEAX
hoxz>FpooY? - ¥y ih=7 (GastoroenterologiaJaponica) , 1 2%, 4
5, 18EH (197 74) ]I, KET7. 9~12. Okg DML -V IV KR
CEBHB T TC.BAMN VAT 2—Y—2EBRL D 1 Ocn ALFHHO _EITHIERIC

Bl 8RGO UWHHEE BRETE B ARIEMRICRE Lz, k0 122
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FA4 v Fa—TEFIEBHICHEIAAR FEBAKRSRAT TV E L,
FHiL b 2HEBUEBBLEE=TIVRIE, 1 RABEFERAEKICHERLE
wERLEWE., A% 2KEMULBRARKRIC, F2EBN.D )RS L, £5%40
SO LTRGEOERNFESDOHRREBER Lz, BHRER1IIRT,

#1

" &5E B

BRICEY | OB (e 1.4, | mmem
ay hpo—)v 5 0 0
T 1 7 1.0 1
EHEH 2 5 1.0 4
EHEp 4 5 1.0 5
EFGHI5 : 1.0 i
Tk : 1.0 i
LA | 5 1.0 0
SRS 2 4 1.0 4

ARBLEME. NBAESY 1 IZA+ZEBRNE&E SR ORBEEH PR
Tl HBLEY 2 LIZIERBEEORBEMER 2T Lz,

HRERGI2 . 7L v MIBITAEHEREH

HREO. 9~1. kg DHMET =L v bZE 1 6 REHERE. 1 0%V AFIVR
WWERF Y RAKBHICBE L 28R ER O S (p.o.) L. H5R 2 K- DIE
HOEEEBR L. HRER2IITT,
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*2

A RE5&

HERILEY | I (ng/ke, p.o.) & 5
aryho—)y 8 0 0
i 8 10 0
L) 2 8 10 2
EHEF 4 8 10 1
EHER) 5 8 10 0
Eha| 7 8 10 1
MNELEW 1 8 10 0
xR &Y 2 8 10 8

AR LEMEINBIEEW2 TRONZ LSk, ROKSRKORIEFERENRS

hianhd UL BB THED > o

FEZE R I TTREME

ARFEHOF RN X7 I FHFEEARIEZZ DB, BEhHEEERTERER
AL, HOBWEADDRIBOKRE O TRER I L5, HLSRKEBDOWEHRK
U/ EFHHDIDDELE, 35 WIEHLEEREERER. FI2 XHHEREA

ELTHBOTEMHTH %o
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FERko#&# A

1. RO—#E

Cl

HZN‘Q‘CONH—CN—CHZCOOR

OCH,
(. RBREHIFELS 6HO7NVFNEEZRT, )
TRENBLAMRIEZ D,
2. ROEREKIED»S 6 HOBEHE IR OPIVFNVETH % FEROEH
o LRI RO AY UL Z D, |
3. ROBERAMED S 5 HOEH UL HREIRD 7 ) ¥ )VET B 3 35K O
8 1 IHIC RO AW XL 2 D,
4 . RPn-TFNVEXE - FNVETH 2FKROEGEHE 1 IHICEEHDELEX
&% Do
5. #ROBES 1 FH~BAFOWT Iy 1 HIC DROMLEY X 23
BENBZOBMEEDHAL LTEET IER,
6 . WMLBREROBRL T/ UL TR 2 #KR OGS 5 H I TR OEE,
7. WLEEBIHAEE O = ISV B 3SR OEEEESE 5 I IC BB,
8. FEHROBES 1F~E 4HOWT Wy 1 I TROLEY i £ B
BENBZOBREENHA L LTEA T 5L EERaeEH,
9. EROMEE 6 F~% THICTMOERLDEIED = DO FHROEES 1~
BAFONWT D 1IHIZEZBEHO LAY T EBEZNICHFEI NS ZDEOMHEH,
10, MEBREROBBRY/ TR AL TH T HROGES 1 B~ 4
Howtnh L EICEROEEM L EREN I HFEXN D Z DEOBBRRT,/
R FHEDRE L P RS ORIEBYIC RS T TR2 ST A
11, W EHMEOWREHETH > T, HROGHES 1E~B4HAOWTh
1 FHIC BROG ARG ER LI HES N D Z DEOBHRT,/ XL FHE

21



WO 00/46201 PCT/JP00/00560

BZ2E M EREUHAFBMCRETITIRZS LA

22



International application No.

PCT/JP00/00560

INTERNATIONAL SEARCH REPORT

A. CLASSIFICATION OF SUBJECT MATTER
Int.cl? C07D211/58, A61K31/4468, A61P1/14

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.cl’ C07D211/58, A61K31/4468, RA61P1/14

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

CAPLUS (STN)
REGISTRY (STN)

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

C. DOCUMENTS CONSIDERED TO BE RELEVANT

26 October, 1999 (26.10.99)

(Family: none)

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
A EP, 640601, A (HOKURIKU SEIYAKU CO., LTD.), 1-9
01 March, 1995 (01.03.95)
& WO, 640601, Al & JP, 5-262724, A
& US, 5395832, A & US, 5500422, A
PA JP, 11-292846, A (HOKURIKU SEIYAKU CO., LTD.), 1-9

D Further documents are listed in the continuation of Box C.

I:] See patent family annex.

* Special categories of cited documents:

“A”  document defining the general state of the art which is not
considered to be of particular relevance

“E” earlier document but published on or after the international filing
date

“L”  document which may throw doubts on priority claim(s) or which is
cited to establish the publication date of another citation or other
special reason (as specified)

“0” document referring to an oral disclosure, use, exhibition or other
means

“P”  document published prior to the international filing date but later
than the priority date claimed

“T” later document published after the international filing date or
priority date and not in conflict with the application but cited to
understand the principle or theory underlying the invention

“X”  document of particular relevance; the claimed invention cannot be
considered novel or cannot be considered to involve an inventive
step when the document is taken alone

“Y”  document of particular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with one or more other such documents, such
combination being obvious to a person skilled in the art

“&”  document member of the same patent family

Date of the actual completion of the international search

Date of mailing of the international search report

01 May, 2000 (01.05.00) 16 May, 2000 (16.05.00)
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/JP00/00560

Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.: 10,11
because they relate to subject matter not required to be searched by this Authority, namely:

The subject matter of claims 10 and 11 relates to a “method for treatment of
the human body by operation or therapy” stipulated in PCT Rule 39.1(iv).

2. I__—] Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

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

Box II Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

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

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

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

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this international
search report is restricted to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest I__—] The additional search fees were accompanied by the applicant’s protest.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (1)) (July 1992)



EERAERE

EEHEES PCT/JP00/00560

A. RHAORTIHBONE (BERFEFSE (IPC))

Int. C17C07D211/58, A61K31,/4468, A61P1,/14

B. HRE®IToELH

RERATo e B/NRER (EBFRTa (IPC) )

Int. C1"C07D211,/58, A61K31,/4468, A61P1,/14

B/NREBUSNOBE CREL T LAFICFENRD D

@%%ﬁ@ﬁm Lf:%%?'— HR—2 (?—57/\‘\-—% @%ﬁ{‘ %ﬁﬁ‘:ﬁ}ﬁ L=

CAPLUS (STN)
REGISTRY (STN)

C. BEY2LBHLNLDIMR

B CERD RT3
HF Y —% ARG BRU—GOMBAEET S & X1k, FOEET 3EHORT EROBHEOES
A EP, 640601, A (depEfigkegiss) , 1. 3A. 199 1—9

5 (01. 03. 95)
&WO, 640601, A1 &JP, 5—262724, A
&US, 5395832, A &US, 5500422, A
PA JP, 11—292846, A (Jbpe@Ekgatt) , 26. 1—9
10HB. 1999 (26. 10. 99)
77 IY—7RL

[ cMomsicbTRABFIEEN TS,

[l #7v 77 3) —cBI¥ 23BE 3R,

* BIRAXEBOATIY —

[A] $ZBHED H AT TIIAR . —ROEHRAKEERT
HO

(E) ERGERgIoBBEEIISTFCcHIN,. EEEHEB
gl AREINTZHD

[L ) E5HEEEIC R L EBIE T 5 TR TR O R1T
BE L oA 2L T 5 bISIHTA
Xk EEEMAT)

fO) DEEIC L ABR, A, BrREICERT 20

[P) EREHEB T, M OBEHEOTROERMEL 725 HEE

D B OHITATR ST 3R

EREHEEE UIBE R RIZAR SN X TH- T

THELFBETH 0TI, BHOREXIHE

BMOBEMRO-DIZATEHO

SICBRED B B R TH - T, Y ERO A THH

DOFHMEUTEIBER RN EEZLENBHD

Y] HIcEBEOH I TH - T, YECiREe o 1 2L
LOSERE D, YEEITL > THRATHZAEAEIZ
Lo THBEHERRNWEEZLNDHD

(&) A—/F> r7 7 I Y —3CIR

(T

X1

EEERELET LA

01. 05. 00

EERREREOFEXR

1 6.05.00

EREAERBOLHR U SH TR
AAESHT (ISA/JP)
HEFES100—-8915
R TRERENE=ZTHAEI S

BT EEE HEROHIRA) 4P| 8217

2 B & = H

BEEE 03-3581-1101 WM& 3491

BAPCT/I1SA/210 (B2~—Y)

(1998%47A)




EBRAE R EpxiEES PCT/JP00,/00560

B HROBAO—BORAENTERVLEDOER B1—V0 2 0fE%)

EESEEIE (PCT1 7402 (@) OREBICEY. ZOEBRERSIIROEBIC LV FHEROHHO—WIZOVWTIE
R Lotk

1. [X] #koEE 10, 11 . ZOERHEBBSREL TS I L RELARAVHRRL bOThH B,

DEY .
PCTHR. 1 (iv) IZHEEND [FIHFUIBRC L HDAEOLE HE] [TEYT 5,

ko X, AREREEREER TA LA T AREE CTHECEM L LT
RVWERHEOBNEI b DO THD, 2ED,

3. [] #ko%mH X, BEBFHEROFHEATH > TP C THAS. 4(2) D 2 LRV 3 XOREIT
Peo TR E N TUVRYY,
B REAOH—HARMLTWALEOER (B1X—VD30kkE)

WSR2 X 5 ic Z 0EBEHBEIC U EORARH 5 L Z OEBHEREIIE D,

—

[S%]

w

S

[ AR REERE RN T TP LieoT, ZoEBREREL, T TORETREHR

DEFEIZHSWTHER LT,

[ EMREFREREERT S ETHRL ., TRTORETRLHROBEC OV CRET I LA TELOT, B

IMAEFER O 2RO 2RI,

[ HEASBKERENEETEEE —BOL LOFIRNICHE LM 0T, ZOEEREREIE. FEROMN

D& > = ROFEROEHDHIZOWTHER Lz,

[ HEASREENRE TR & RN Lo e 0T, ZOEBRERE. BROGHOKANTER

STV AREIRIKROFEROHBAIZ OV TIER L.

BIAEFERORBORSTICETHER

(] emiamEREcsomat L HICHEADD BB THb o 2,
(] EmmEREs oMt L B HEAD b RER NI TR 72,

AP

CT/ISA/210 (B1—I0%dE (1)) (199847AH)




	Abstract
	Bibliographic
	Description
	Claims
	Search_Report

