it R B9 BT A HE M B
H B #* B &
PCT BT 1 GANE E SV T AR & 7 B IR
(51) HER¥IF %6 (a1 ERARES WO098/10760
A61K 31/425 // COTD 417/12 Al
(43) EPEARA 19984E3 H 19 H (19.03.98)
(1) ERHEES PCT/IP97/03199 | (81) #8EE AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, CA,

(22) IEPSHFE B 199749 A 11 H (11.09.97)
(30) EHXHMET— ¥
RN T-8/241910 199649 A 12 A (12.09.96) P
1) LA CREZBR TXCOBERICSVT)

KK H(SANKYO COMPANY, LIMITED)[JP/IP]

T103 R RX B AHABT3T H5%15 Tokyo, (IP)

72) BAF ; BLU

(75) BHEHBA CKEIZSWVWTOR)

LB A(YOKOYAMA, Tomihisa)[JP/IP]

L2 2 (FUJIWARA, Toshihiko)[JP/IP]

$# % K SE(HORIKOSHI, Hiroyoshi)[JP/IP]

HFHL 22 (YOSHIOKA, Shinji)[JP/IP]

T 140 HURERGI X IARTL T H2% 585

SRS Tokyo, (JP)

(74 REA

FHL R 2 AA(NAKAMURA, Minoru et al.)

T100 BURETRBIXALONIT HIE1H

FHER E L6465 Tokyo, (JP)

CH, CN, CU, CZ, DE, DK, EE, ES, FI, GB, GE, GH, HU, ID, IL, IS,
KE, KG, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MD, MG, MK,
MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, SE, SG, SI, SK, SL,
T1, T™, TR, TT, UA, UG, US, UZ, VN, YU, ZW, ARIPO&:3F
(GH, KE, LS, MW, SD, SZ, UG, ZW), = — 5 o 7i&iF (AM, AZ,
BY, KG, KZ, MD, RU, TJ, TM), BXM %3 (AT, BE, CH, DE, DK,
ES, FL FR, GB, GR, IE, IT, LU, MC, NL, PT, SE), OAPI%%3F (BF,
BJ, CF, CG, CL, CM, GA, GN, ML, MR, NE, SN, TD, TG).

RRE/NGEE &
el ot b

(54)Title:
BHRHO 4
(57) Abstract

Problem: to provide a glutathione reductase activity potentiator.
troglitazone or a pharmacologically acceptable salt thereof.
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Means for resolution: a glutathione reductase potentiator containing
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CET 5,
B
(2) BABIVIFFIVORZLE->TRIZEBOTHIIZERDZDOD
(1) KRBOI/ NV FF VBB EREEYER
Tho. BICHBEIE.
(3) BIEMAPLARL->TRIAEBOFHIEEROzDD. (1) K
BBWOT LY FF VBB EFLEHER
ThHY. LOEIZHBIZE.
(4) EOMLERBOFHIIBEHFEOLDO., (1) KEBOIVSF+ U E
JCBE T TE R A
(5) HRUEMBEEOTHIEIEEOLDD., (1) KE\WOIVSFF Y
BB REHEHMEH.
(6) RBUEBFRLOTFHXUEEEOLHO., (1) KEHOINVZFF VBT
BRI EA.
(7)) BIEHAMLARL->TRIZMEROERBOTHXBHEBEDOLZDO,
(1) W/ 7 L2 F+ v BTBFREHIGEA.
(8) HHEEBOFHNEEEOLOBD. (1) CEHBROINSFF VELERE
EEN A, RU
(9) HBABOFHXXIHEBEOLDD. (1) Ko/ Ly F+ VExEH
EHERAITH B
Bic, (9) KREROI/ LI F 4V BABMBEEHRBALCENT, FARE.
(10) BARABESKSEEFLCRILI-UBERTECLICL-TREZS2HARK
KBEPEESFREAESERTAI LR L-> TR 2EBABEXEKEED
CRBELYHSERTACLIRL-TRCAHAETHS. (9) KEHKOIT VY
FAUVETHBEEHERBENTHY.
A S = o
(11) HABESKREPTCEITREOESERTL22LRRE->TEZISH
NEXZKGGEFCBBIELDBERTICLCL->TRIZEBRAETHS. (9
) KEBO VLS F A+ VEABMEEREREATH .
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chux&OL728 (10, 000g. 2050) KHLT. Bonl LiHsMEE
AE Lt

1mM B sLYF+Y (GSSG) RF100uM NADPHZEESR
T3 UMEHE O. 6ml CEEEEX 400u1%MAT, 25CTT6E6H
BMRIGAB >l HBIQWTRRIGEFICE->INADPHIZ L2 BARE (
340nm: ODssonm ) ZHEL. RIGEH DO Dsacan ERIGETEDO Dy
onm D% (AODisonm ) ENADPHHBELL., JAYFF VvV ExBERY
OBEL L. B8 (AODsuonn /7 /KEEK) 2R 1T,

£ 1
Xt iR B fagy) sy R mEE
8 o xXg IE O 2 uM 20uM
(- §29b-1) (+ F37b-2)
0.027+0.001 0.026+0.001 0.031%0.000 0.031%0.001

Kl1ppoWHomrhsLdZ., huZ sy v aFEMULBEDAOD s . A
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EUEOMBRABIIBI2EFhLDbKRKEL., LVEL{ONADPHMBHEZO
o bbb, bulyYysyoidifimsyaciicsy,. 09 FF 0 BoMERE
i hi,

ERH2. P —2FHME (AR) HEEHR
AREME. ERM 1 (1) LRABCHBL-ASELMEORLEL LT, Ha
yman and Kinoshita® @ /5% (J.Biol.Chem. 240, 877-882(1965)) I2# U THIE

Ui,

Tabb, ERAL (1) LREBRCERLES y PKEBAEBAEKTHRS
L. 0. 05mM EDTABPTHRESHFA XL, ChEBELDE

(10, 000g. 154/ KH/LT, Bonk LE+*MEESELTHW:
o COBFEHEZ. 0. 5mM DL-ZYVELL7PLFEFR. 0. 4M FHEYF
wA, 0. 05mM NADPH, 67TmM YYELIAKEFrYSARY 1 m
M EDTAZ8H T 2ZBKBERCMA THERD#MhsEr. ZETTS
BRIGET-> 2%, HESNTKRIGEPICE>IZNADPHOREE (340
nm) ZMEL 2. RIEABAHOBRAE L RIEEOBEKLEDOEANADPHHE
BrL. ARBEHOIEERELL .

oy vid0. 2uM, 2uMOBETIE. ARMEERERE 2D -
2o

ERBA 3. KGFENORY + — ) FREIWEI £

A2 h—ABARZLDBEERLENLTERT AR YA - AL THEH S 2
Fhr-—LOKBERNDODEBEZREL 2.

Tibos, ERA (1) WELTERL, EHELES Yy PRKEEA 1Im 1 OO

6mM TJAFANANAT MV —2 (NBEEWE) RS KEBPTHRE
VA XL, chiKmLizp /- 2. 4ml%£HEML T, 5SHMBKEBEL
o Thze&ELTRE (10, 000g. SHM) LT, Bonr-kid 25
ulZA7)2—=F v v TINATLNEANT, BEHEHRLL. THRT0r 1O
EVYYRUT200 1D 2204V YT 2—bE2BEMLEE, 55CTTS R
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AYvF¥FaxX~bLle BIZ2001OXFZ /) —NEFEMLT, 55CT1KHEA
YH¥FaRX~PLEk, CHIZ90ulOEY DV EFEMLTHREELLEZ. TS
HEEo o bS53 T74—- (BEHEH, 7PN 22— K (=5
2:3) BAMW. W& 1lml /%) WEAL., 2RKEFTERELE (240n
m) #WFL. HEKEEXKIBZETFHTWLEIAS2F - LOBZERHLZ. E
OMBEICBII2AS7Fbb—LER100LLELEED., buZ sy UEm
BIBUBFZFb—LDOBER2IIRT,

# 2
e B A IRV VN/)! OuM 2uM 20uM
mRNBE (IEoxtHg)
H52o0Fb—NLE 100 65+ 8 47+ 6

X2h oo LI, Pusysyvyrid, KREENOHF S 2F F—LEM
HYBEAENICOHEL 2.

Eititl4. BERUIHKTER
EMH 1 (1) CELTHEBELES y PRKEREDPOBBILEHOBZRMEL -

Tihbt, KRKEBEELXMEL-%K. 1mM EDTA%2&L50mM +
J2—-iEEEHKE (pH 7. 6) 0. S5mlePTEHREVFAXLL, ThiE
BLOSEE (2, 500g. 3049 KHL T, Bohl LB TAETh 288
FEEARMEL . MIETBE{LIREMER¥ v ~ (LP0-586, BIOXYTECH S.A. #
) ZFRAVWTITW., YO Y7 ATFE FRTFEROFOTAY S — LA BBELERD
EEr LT, BABIEEEALEATRLL. BohlBR (K&K 1 eFodBL
BEHEE : nmol/g) X 3ICRT,
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% 3
18 B POREDSES 1
AR EOXR 2uM 20uM
(- #77b-2) (+ #77b+-2)
0.68+0.28 5.17x1.09 4.52%0.19 1.25+£0.92

£3noPEOLRLEIIZ., HI2F—AZXAMTILIR LV KREERNDBR
{LIEERER LR T2, ZOLHEOBER. bu sV rzimyasc
. BEKENHCHARME NI,

[BE¥ Lo BTN

ERM LICRET-LDIC. bud sy v, Sy FFvETBRENE
BAERABALTBY. HENICBIAGSHOMRBANNEEZ2 LY TES
DT, BREBIAIFAVORZXZ LI TRIAEBOTHNBERDOLDICH
WBZENTES, Bz, EEPI4AZRIhizkdIC. tad )y vidBRkt
IEE#EFXH20T. BEHAMLAREI->TRZAESR (FIZ. K&EKESB
FABIEHA L AR > TRCHAEBRTH28HE) OTFHNBBEROLZDIC
BWaCeMBTE S,

T, EfBAl. 2RUSOER»PSOHO LR LI, buFd sy vid, A
REEEEMARIZVWEE (2uM) TBWTH, A9 FF vExBREENH
BMERARURY A —LEENBERE2RLE. Tbb, tudysy v, 7
LPFF VvBAMEFEEMB T I LIREID RS — A KBRAEMEIL. KY
F—NOEHEEMH L. LT, bad sy 28835709 FF Y
BLHEEHEENZ. BERFEAABEO LY 2, AT RKY T - LPEHRT
BIERE-TRCAIFEBOFHXEBROLDICAND ENBTE 3,
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#H ok o # OH

1. +uZyYysVyoXEt0ERIRBRIN2E58HTS. JU9F4 ViR
TEBERIEENEA,

2. BREINIFACORZZI->TRCBZEBOFHXIIEBEOLDOD.
BROEBBE I HCEZRO YL+ v BABEEEHEA.

3. MIEHAPLARE->TRECZIFEBOTFTHIIEROLDD ., ARORBE
FBI1HACTHROIN Y F 2t VA THEFEEEHEA .

4. BI#LOEBOFHIXBEEOLDD. AKOBE® 1 HictKo /L4
FF BB RELEEA,

5. HBEMMBHIEOFHXEEREOL-DO. BRXOEES Il HIIE&OI L
YFF UvRTMEEEHEA,

6. WBUBLRL2OTHXEHEBEOLDD. FBROBEE | Hed®o s/ Ly F
F VR BEEERERA.

7. BIEBAMLARZL->TRERCIMBEROEBOTFHNEEROLDO. #F
ROBEHEI1HCZEOI LS F A v BB ETHHES.

8. FBHREOTFHXGERDOLHD., FHKOBHE 1 HICEJ/O I/ LI F =+ v
BB RS EEA.

9. HHARBOFHXIEHEOLDO., FXROBHPE lHCZHEO LS F 4
RC MRS EA .

10. HAESKZEPIRYVF—IBEETL I LICL-> TR 2HHRK.
KGEFEPFICESH FEEOEBER T 2L L-»TRI2ANBEX I KEEDPIC
BREVBEETICLRI->TRIIHHNKETH S, FROBHEB IHEICEH
DTN FF v ErBEFERER.

11. HAESPAKBEFZESSFREQEPERTA2CLRZL->-TRIZHAN
RXEKGERCBREDPBER T AL IRL->-TRCA2ANBTH 2. #FHKo
WHE ORI ERO VY Fr v BB EIGEHEHEA,

12, BABESZAMEANETH2. AROBHPEIHTIBEO /Ly F 4 v
RuuBREHEEA,
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13. HBHABRSERRETELZ., ZAMEAETH 2. FROBWESE 9THR
WO FA VB MREEIMEA.



INTERNATIONAL SEARCH REPORT

International application No.

PCT/JP97/03199

CLASSIFICATION OF SUBJECT MATTER
Int. C16

A.

A61K31/425 // C07D417/12

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

B. FIELDS SEARCHED

Migimum documentation searched (classification system followed by

classification symbols)

Int. C1® A61K31/425 // COTD417/12

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

CAS (STN) ,

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

REGISTRY (STN), MEDLINE(STN), WPI/L(QUESTEL)

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X JP, 60-51189, A (Sankyo Co., Ltd.)}, 1-3, 7,
March 22, 1985 (22. 03. 85), 9-13

Claims; page 3, lower right column, lines 10 to

A 12 & EP, 139421, Al & US, 4572912, A 4-6, 8
& AU, 8432559, A

X JP, 61-36284, A (Sankyo Co., Ltd.), 1-3, 7,
February 20, 1986 (20. 02. 86), 9-13
Claims; page 4, lower right column, lines 4 to 6

A (Family: none) 4-6, 8

X JP, 62-5980, A (Sankyo Co., Ltd.), 1-3, 7,
January 12, 1987 (12. 01. 87), 9-13
Claims; page 103, upper right column, lines 2

A to 5 & EP, 207581, Al & US, 5104888, A 4-6, 8
& AU, 8654122, A

X JP, 62-234085, A (Sankyo Co., Ltd.), 1-3, 7,
October 14, 1987 (14. 10. 87), 9-13
Claims; page 5, upper right column, line 11 to

A page 6, lower right column, line 15 (Family: none) 4-6, 8

Further documents are listed in the continuation of Box C.

D See patent family annex.

Special categories of cited documents:

“A" document defining the general state of the art which is not considered
1o 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 io establish the publication date of another citation or other
special reason (as specified)

"O" 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 an

“&” document member of the same patent family

Date of the actual completion of the international search

December 3, 1997 (03. 12. 97)

Date of mailing of the international search report

December 16, 1997 (l6. 12. 97)

Name and mailing address of the ISA/
Japanese Patent Office

Facsimile No.

Authorized officer

Telephone No.

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




INTERNATIONAL SEARCH REPORT International applicalion No.

PCT/JP97/03199
C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category* Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.
X Jp, 5-202042, A (Sankyo Co., Ltd.), 1-3, 7,
August 10, 1993 (10. 08. 93), 9-13
A Claims; Par. No. (0043) (Family: none) i4-6, 8
A JP, 1-26516, A (Teijin Ltd.), 1 - 13
January 27, 1989 (27. 01. 89),
Claims (Family: none)
A WO, 88/00182, Al (Teijin Ltd.), 1 - 13
January 14, 1988 (14. 01. 88),
Claims & EP, 276317, Al & US, 4927808, A
A,P |COMINACINI et al. Effects of troglitazone on in 1 - 13

vitro oxidation of LDL and HDL induced by coppen
ions and endothelial cells. Diabetologia, Feb.
1997, Vol. 40, pages 165-172

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



EERRER Y ERHE®ES PCT/JP97.03199

A. RAOBRTIHFOHE (BBEEME (1PC) )
Int. C1° A61K 317425 // CO7D 417/12
B. WREXTT-ooF

WEEAT> - R/ MRRS (ERSHLHE (1PC) )

Int. C1° A61K 317425 // CO7TD 41712

B/ RREHAA ORE CRELZ T IFICE T b0

ERRETHEALILBFT—FR—R (F—F_—2DLH, WEICHE LIHBE

CAS (STN), REGISTRY (STN), MEDL INE (STN) , WPI /L (QUESTEL)

C. BE+5:EHOLNSIH
5| HXRD B4 5
BT Y —% SIAXIRA  RU—MOBFTAMET 3 L %12, FoET3EFoRR MROBEDOEF
X JP, 60—51189, A Z##xX&H) , 22, 34, 1985 1-3,7,9-13
(22. 03. 85) , HHHROME, F3EETME10—127
A & EP, 139421, A1l & US, 4572912, A 4-6,8
& AU, 8432559, A
X JP, 61—-36284, A (Z#HX&4), 20, 2A, 1986 1-3,7,9-13
(20. 02. 86) , W¥HROHE, BIE ETM B4—6%
A (Z7IV—RkL) 4-6,8
CHIOBEE IZ b IIRAFIR STV 3, [ #“Frb77 3Y—icliT 2L B8R,
* BIAXBOLFIY— D B OHIZAB I - 0B
FA) WIZBHEDH 5 IMTIIAR S . — BRI AEE T+ (T ERHERXIEFEBRICARIN IR TH-T
HdD THBEFRTH5HOTIR2L ., BHOFEXIIA
TE) EATXMRTIIH D, EEHERLSBICARSAEDL WROHROI-DIZF | BFIHL0
5] TX] #HICBHOH D XM TH>T, SETHMOL TR
ML) SEEHFRICERRLRET 5 TR O TRORIT DFRERITESFER RN L EZ LB D
AEL IIho %R R BB ¥R 5 DIZ3 T 3 (Y] #iZBE DS B XM TH - T, BB E o 15
X (B EA) EOXME D, YUREIZL > THEHTHIBSEIC
fO) REEICL AR, 8. BREICERT 5 TR Ko THBENRRVWEEZLND LD
(P EBRHBEBRTT, hoEEEOEEOEM L 725 HE (&) RA—1F> F77 3 Y —Xi#k
EBRWELET LR ERMEREORRER
03. 12. 97 16 1
1297
ERREMBOABRUH T HETHEEET BROHSMEA) . |4Cl19053
RAESHT (1SA/JP) WOR OOk B A
HERXS100 g
RS TREXBNLB=TE4E3E BEES 03-3581—-1101 KA#H 3453

HAPCT/ISA/210 (2~—2) (1992%7H)




EIBRAAE R : ERHRES PCT/ JP97,03199

C (Bt%&) . BET3LBHLNDM
5| F X BSE3 3
HFTY —% SIAXIRAE RU—EOESAAMET S L ik, £0OMETA@FORT RROBGHEHOES
X JP, 62—5980, A (=3#%4#), 12, 18, 1987 1-3,7,9-13
(12. 01. 87), 4¥WRoOHE, H103H, FLiHB2-51T
A & EP, 207581, A1l & US, 5104888, A 4-6,8
& AU, 8654122, A
JP, 62—234085, A (=sHX&4), 14, 1048, 1987 1-3,7,9-13
(14. 10. 87) , ®“¥WROKHE, HBSEHELFLMEL 1T-F6H,
A ATM 81517 (773 y—i2L) 4-6,8
X JP, 5-202042, A (Z3tskX&#), 10, 8A, 1993 1-3,7,9-13
(10. 08. 93), H¥rwRkofHE, BE% [0043]
A (773IV—%L) 4-6,8
A JP, 1-26516, A (FFABKRXSH), 27, 18, 1989 1-13
(27. 01. 89) , ®H¥WHEROKME (Z77Y—i2L)
A WO, 8800182, A1 (FAHAL4H), 14, 1K, 1988 1-13
(14. 01. 88) , ®HYIMROKHA
& EP, 276317, A1l & US, 4927808, A
A, P COMINACINI et al. Effects of troglitazone on in vitro oxidation of LDL and 1-13

HDL induced by copper ions and endothelial cells. Diabetologia, Feb. 1997,

Vol. 40, pages 165-172

BAPCT/ISA/210 (HW2~_—Yo#E) (199247AH)




	BIBLIOGRAPHY
	DESCRIPTION
	CLAIMS
	SEARCH_REPORT

