DESCRI PTI ON AGENT FOR PROPHYLAXI S OR TREATMENT OF
METABOLI C SYNDROVE Techni cal Field The present
w0 povefoss7en rel ates to an agent for the prophyl B&T/$P2005/018823
treatment of netabolic syndrome. Background Art As a
mai n cause of the cardi ovascul ar di seases such as
myocardi al infarction and cerebral stroke that top the
l'ist of the causes of deptBcrIPIdNGIMICed countries,
chroni c di seases £mhat is called lifestyl erel ated
HFEVISFOR RROPHELAKIFOR TREDEHENT Q&M TAROLIC SYNDROME
hypertensi on have been consi dered. Recent
epi dem ol ogi cal studies have reported that, when a
multiplicity of these Tetbstiylad- rElat@d di seases have
been develoged, %he I nci_ dence of cargiovasculaQ: h
di seasd8ei BrREEREJIPVATGAOEs TEORDEF ebCt BRWRGTTE Sf oI BRe
idasiyvhgnel ated i seasgchas heamuievetopgddrone .
Theretore, a new category so-called netabolic syndrone
has been fornmed as a di sease having a high risk
(non- patent reference . The ahol i ¢ syndrone
refers to a pathologyih%ﬁ%9¥%%n§§%%%bns of obesity,
hypert aAkgky eerirdedhas ehypohirgh-cardiovascular diseases
density-1ipoprotei nema, inpaired glucose talerance,
TPera @neyens agsd a hel RERECALOTE ¢ RREPY ade it opes, that
é?ﬁ‘Eﬂéei&%%“a¥“¥ﬂé’cQPgﬂﬁncﬁﬁ%%%fﬁ_?ﬁrgﬂ%éﬁﬁé&ar
I'seases, progress easily. To be specific, according
dauntei esi t ehiramiod SHOcapatsi entlsati 1h ablllesstlifwsbofle-

visceral obesity, dysljpidenmi.a. (high TG or |l.aw H .

BRF FyRerLaRaitas | e aHh| EPofic Tyhat | RYGEFIaM figpia and
s f edsgbucess,d obsbanee nafieidh agnosesdcastnet abol i c
syndronme (Wrld Health Organi zation: Definition,

D ederospd ogridad s di eat heivcofr apabeeds thEl i twizeand
4§§§£$P%%§$&ggﬂgﬂﬂgggé hife%€¥H%¥%§1§Egd diseases have

been developed, the incidence of cardiovascular diseases

g

is markedly high as compared to when a single lifestyle-
related disease has been developed. Therefore, a new -
category so-called metabolic syndrome has been formed as
a disease having a high risk (non-patent reference 1).
The metabolic syndrome refers to a pathology where
the symptoms of obesity, hypertriglyceridemia, hypo-
high-density-lipoproteinemia, impaired glucose tolerance,
hypertension and the like are concurrently developed,
and arteriosclerosis, a main cause of cardiovascular
diseases, progress easily. To be specific, according to
the criterion of WHO, patients with at least two of
visceral obesity, dyslipidemia (high TG or low HDL) and
hypertension in addition to hyperinsulinemia or impaired
glucose tolerance are diagnosed as metabolic syndrome
(World Health Organization: Definition, Diagnosis and

Classification of Diabetes Mellitus and Its
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Di abetes Mellitus, Wrld Health Organi zati on, Geneva,
1999) . In addition, according to the criterion of

wa\dbo3sieeat nent Panel 111 in National Chol estktDiIP2005/018823

Education Program that is an indicator for managi ng

T
UndhﬁﬂééqM¥EEMUtﬂﬁEWOfbd/H@hl@hﬂ@ﬁg&ménhaion, Geneva,

hypertensi on_and i npaired gl t gl

O L E Lt LA RYRE

#%%5%%éﬁ? Eéﬂgﬁaﬁlfyffuﬁh¥§o%§ﬂwﬂﬂbfésta%dﬂﬂﬂdhcation
eport O al Cho

Nat'i on esterol Educati on Program
HINGERYm Expkat: Ranein oindétetbirorf,oEvadnadiiony, ls@whenic

Treat nent of Hi gh Bl.ood Chol esteral in Adul.ts .(Adul
Rat et eRERE N 1955 HERCRG: Ce 1T or Bcd ¢ I at
Ratept o pher ence il dessli besshanzi myaaeke idario@tiyesia,

having a potent angiotensin Il antagonistic activity,
whi DT scheéfglt easemaha aghiip efrdre i hieo r 8pHy [iapgasi pgd  glucose

treatnent of hypertensiqn_and t i ke. :
tUrErERCe 3 it HEeShhar Y B R LS, s ER e, (vational
dlesivatéves deswdtiesni Prpatrent: refecenteel Sumnary of the
articular conpound (2-ethoxy-]| - é%% ‘- _(5-0x0-2
WayReport 2 Aakharazolihas %heﬁ§‘uf.a}.5ﬂr} Program
{ARF%;@%J ] E}';‘ﬁ'é@%”@améj 20} epe bt ROXY | kG2 8GkE 1 SOMPAYA
as an effect of Inproving insulin resistance in
Tcksh tmhentt o fail iayigi Bt endi Ghloll et agohi $hi & dadttisi tdults

and js useful as gent for .the prophylaxis .or
Treathen gﬁnéﬁabgf%gfaﬁ&?fﬁ@if?k%.r%gF%ﬁpff%f rence 3
descri bgs hhaty &f spEhtRAl Qe £Hir BbesNpewnd iavi Hglan
angiotensin Il antagonistic activity and a _conmpound

dewi ngt amesf hecting 2 npP&eiig dnEIe Fanpasi dtlaretggonistic
$361 Bheley phieiprepYLens 9 Uissigmal dbuvanions
prophylaxis or treatment of hypertension and the like.
Patent reference 2 describes that, of the benzimidazole
derivatives described in patent reference 1, a
particular compound (2-ethoxy-1-[[2"-(5-0x0-2,5-dihydro-
1,2,4-oxadiazol-3-yl)biphenyl-4-yllmethyl]-1H-
benzimidazole-7-carboxylic acid: compound A) has an
effect of improving insulin resistance in addition to an
angiotensin II antagonistic activity, and is useful as
an agent for the prophylaxis or treatment of diabetes
and the like.

Patent reference 3 describes that a combination of
a compound having an angiotensin II antagonistic
activity and a compound having an effect of improving
insulin resistance is useful for the prophylaxis or
treatment of various angiotensin II-mediated diseases.
Compounds having an effect of improving insulin

resistance (e.g., troglitazone, pioglitazone,
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Conmpounds having an effect of inproving insulin
resistance (e.g., troglitazone,

wWer@ghssrazone, rosi glitazone etc.) have been enptDyRi05/018823
clinically a s highly superior therapeutic agents for

di abet, dth ' >
< SLTBS 3 I, D SAOML L0 BaeogEPang emoni sl 6.

highekeres < idescthbespa utdnbi agéhon dbra Ciopoued and they
having an angiotensin |l antagonistic activity and a
acenjpoont HavirgveanaePPA&Y 6/9dTHptbls ngciadditivh (e.9., non-

g'§t%_%§ al eq _reference 5 generally describes
p%ﬁab a gbﬁ%%%ndéhaglng bot h a PPAR agonistic activity

and arpanghot easenechiceant afoacsibesact icdanlyingtioad of a

for the prophyl axis or .treatnent _of tabalic, . o
C@Wﬁﬁﬂﬁﬁahq%&%%taPePQﬂéﬂﬁ?%ﬁb%négaﬁﬁiéhéhiggég PRETVitY
aﬂdC%”Fb%g:ﬁ:ﬂoJ&?cY | RYvanBPAR ad Br 88eno%t iiGAedvvh§yiasdlan

conpoun aving an angi otensin Il antagonistic
raetiistianceare used in conbination to treat netabolic

syndronme. Patent reference 7 _desgribe c
havimf%ﬁ@%ﬁgr8%8ﬁ59§q %%?36%%%§1%?%@?%Q?Fy@ﬂ¥wqg
cSHPRIASS &Sa POy WBitGhta JePAR dHgohd sa iRPARgEivity and an

agoni st-1i ke substance. patent reference 1
apPiatspip 28I papEarg orsi B ERcach LYPIA. Jghiosdeder the

atent. r renc - A-.9- 323 t e 4 WO
oS BSM LS Shr Brl a0t H NP R00 i e e ent

r ef er emgee it WeZea4/Hle 8969 patentl Inefds eacébzswohat a
2004/ 060399 non-patent reference 1 : The Journal of

cohe ot | kanl MidPc ZIPARSOL i 2 PoRS TVEI 2928871 BY09Re7 P,

2000 IA-PRL AL Lef hRfCS@nsifhe JeutwdoRi sthe activity

are used in combination to treat metabolic syndrome.
Patent reference 7 describes that a compound

having an angiotensin II antagonistic activity

suppresses body weight gain due to a PPARY agonist-like

substance. ‘

JP-A-5-271228

JP-A-2003-231636

JP-A-9-323940

WO 2002/015933

WO 2004/014308

patent reference WO 2004/017896

patent reference 7: WO 2004/060399

patent reference
patent reference
patent reference
patent reference

patent reference

S O W W N

non-patent reference 1: The Journal of the
American Medical Association, Vol. 288, 2709-2716, 2002

non-patent reference 2: The Journal of the
American Medical Association, Vol. 285, 2486-2497, 2001

non-patent reference 3: Journal of Pharmacology

and Experimental Therapeutics, 284, 751-759, 1998
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Ameri can Medi cal Association, Vol. 285, 2486-2497,

2001 non-patent reference 3 : Journal of Pharnacol ogy
w@nwe@sgier i nent al Therapeutics, 284, 751-759, PCT/JP2005/018823

1998Di scl osure of the Invention Patients with

metabol i ¢ syndroig havs.an X! LFLP ARG dence of

cardi ovascul ar di'seases as conpared to patients with a
si ngl erdtfeatyl erinel aiedaldddeasesyrtdicome ophykaxins et reme

treatnment of netabolic syndro is quite inmportant to
hbgbvéﬁﬂl&ﬁr&?%v%cGﬁ&ldldw?e%\%gf?rvﬂglsgasﬁ?p%?"f‘%rCompared to

phE ERLIRNG, 151 NOdS 1 A 1 di Vi dugl1 dLs@ases pUdlls@lse, the
Irabetes, hyperl|ipidem a and hypertensi on have been
pesbalilisshied enderethaepresehtmstebatliioh,syndrome is quite

_pharmaceutical agent that exhibi@i a superior
¥ or

LPepiArdct ie BF SYREFafei Lo brFE et abofrc Pt

sﬁﬁ@@ﬂ&?aﬂﬁegﬁﬁéﬁ%dméﬂhddéwbﬁfihﬁ@ﬁ@ﬂﬂalf@ﬂs@a%e@fsuch
the major final objects of the prophylaxis or

atr datdeitenf hipestlylrddasiae edndi Sopeastersipp have been

rophyl axi s of .cardiovascul di . Th t
PR T Pl BF oL e By Ot i Y par i oul ar
paarpewd: fivh Dgagenangild eneknibli tantagonpstior

activity with a conpound having a PPARg agopi sti g
paepihwitacthe part fCél@lra?rﬂ%}ﬂPe‘ﬁn?%é@lC& prop H@‘F gE{SDP& t6r

SQWQFHK%“%§ g%%%?%dgffﬁ“?igMebfmﬂﬂgﬂfég@ntEQ@tone of the

chieved ing the effects of the i1ndividua

maljaagrraﬁeml cabijagént © Tarhdeperbhyilteeth nonet abeltinent of
syndromes as_wel | as advantages _for a armaceut i cal
lé@&ﬁtx%ﬁfﬁ%1§gﬁgt%}%ﬁ%ﬁﬁ?i?ﬁ,t‘5%€ré§hﬁg?§%Fafﬁgn
BV Rt beda of quse Ak the |i ke can be afforded,

which resulted in the conpletion of the present

i nvent Coe. pAocornlf nghyentles privzseat LPHPENGNGT r P8t es
c%%ﬁf’iﬁg QQSQEtE%hf£¥*é%ﬁBB&h%X%%é%nérgﬂtHﬁ%&dﬁensin IT
antagonistic activity with a compound having a PPARY
agonistic activity, a particularly remarkable
prophylactic or therapeutic effect of the level higher
than that achieved by adding the effects of the
individual pharmaceutical agents can be exhibited on
metabolic syndromes as well as advantages for a
pharmaceutical agent in the safety, stability, dose,
administration form, method of use and the like can be
afforded, which resulted in the completion of the
present invention.

Accordingly, the present invention relates to

(1) An agent for the prophylaxis or treatment of
metabolic syndrome, which comprises 2-ethoxy-1-[[2"-(5-
oxo-2,5-dihydro-1,2, 4-oxadiazol-3-yl)biphenyl-4-
yllmethyl]-1H-benzimidazole-7-carboxylic acid or a salt
thereof or a prodrug thereof and a PPARy agonist-like

substance in combination;
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met abol i ¢ syndrone, which conprises 2-ethoxy-I- [[2" -
(5- oxo-2, 5-dihydro-I, 2 ,4-oxadiazol-3-yl)

whehessre2 4- yl ] nmet hyl] -1 H- benzi ni dazol e- 7- caP(bUmaloostmssm
acid or a salt thereof or a prodrug thereof and a

SAR %ﬁ?% aPok%h%yQE&ﬁp%gf%El%&h Nt j ONyk2)etife the

r enent’i one reln t he PPARg

P@Qﬂ@'§Pdnﬂ§tsypﬁéaﬁﬁ§dﬂéﬂ&@gist?l@@&ﬂﬂaZbﬁalbr a salt
t hereo a method for the prophylaxis or treatnent

tbﬁrﬁéﬂhbollc syndrone in a mammal, which conprises
?q,m nl,n%tﬁ{éﬁgf%rel Wgﬁ%O%ﬂ%%aXls( %I@@‘@atﬁeﬂt Ryedr o-

oxadi azo enyl -4-yl ] net hyl
nptliddleinz $ yhdapalee-iy-a craaﬂumnyl,l Mmmld opmprégkets

t hereof or,a prodr t here a PPA [ ik
28BS aTeR™ 1891 R Srtiel - LT 4 § G Ao paogs E‘y%[ 1K, 4-
% p)gkgﬁ 9= ?ﬂh%Q@%ény£L44gl?ﬁ@$H¥$ﬂ BHybénZLmldazole 7~
|

enyl -4-yT] enz imdazole- 7-
ceamwoxylic aciid @ﬂ‘@wﬁﬂltthbeéﬂbﬂnO%.@r@épéguﬂh&hﬁﬁeOf

SR rOUbRL| SROBE =4 JAeioni For CERG i Gy ol SR 7

(uneatyensd £ op - @%@b@w— [syzmdpcmepmndzmedhhyarosm ef, 4-
Description of Drawings Figure 1 shows the effect

of
oGl T P oL PRI CbnbodRd & (0l B kg nrd A zole=T-
R 99l L}%J‘é‘f?ﬂgggﬁfh%ﬁgi ordge gﬂe‘i@d@)of’nasiéa?toalﬂu% blodeo £

press r-cp rats, wherein +/ +;
i QHRIMWTH a ERoh+ivh)tH ad SPPARY N@hn&s&%lfkéedubstance for

SHR/ NDntr - fal
tRa R e SRPNB R T g ST 5P TS Tt 0By sk DS
Hdrigehh or bde nck MW k) s{heabed ;SHRYEMNDaEE- ¢p Kd.a/ f a)

rats, A+P; (Conpound A + ioglitazone hydr ochl ori de) -
treated SHR/ NDntr-cp (fa/fa) rats. Data are presented

Vet ol ot r oat o0 S Aive? CERBETER 5T IR aH R ec 1 o

test). Figure 1 shows the effect of combined treatment of
compound A (0.3 mg/kg) and pioglitazone hydrochloride (1
mg/kg) on systolic blood pressure in SHR/NDmcr-cp rats,
wherein +/+; SHR/NDmcr-cp (+/+) rats, V; Vehicle-treated
SHR/NDmcr-cp (fa/fa) rats, A; Compound A (0.3 mg/kg) -
treated SHR/NDmcr-cp (fa/fa) rats, P; Pioglitazone
hydrochloride (1 mg/kg)-treated SHR/NDmcr-cp {(fa/fa)
rats, A+P; (Compound A + Pioglitazone hydrochloride)-
treated SHR/NDmcr-cp (fa/fa) rats. Data are presented as

* % %

mean + SEM (n=5-8), P <0.05, P <0.01 vs. Vehicle-
treated SHR/NDmcr-cp (fa/fa) rats (Dunnett’s test).
Figure 2 shows the effect of combined treatment of
compound A (0.3 mg/kg) and pioglitazone hydrochloride (1
mg/kg) on plasma glucose, insulin, triglyceride and
total cholesterol levels in SHR/NDmcr-cp rats, wherein
+/+; SHR/NDmcr-cp (+/+) rats, V; Vehicle-treated
SHR/NDmcr-cp (fa/fa) rats, A; Compound A (0.3 mg/kg)-
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Figure 2 shows the effect of conbined treatnent of
conpound A (0.3 ng/kg) and pioglitazone hydrochl ori de

W@ ooag3dce) on pl asna glucose, insulin, triglyckei/aroewss23
total chol est er ol Ievels in SHR/ NDntr-cp rats, wherein

ﬁﬁgﬁ%ﬁn&—({é ige: Sﬂf% \f&;cs e%gl gl%gqatteéjzone

kﬁtcfjﬂaﬂﬁ?o Sh:ldB/eNEmI: rmc%ﬁk@f attap treat SSHIP/ NDI@C@gIClpt az a)
ydrochloride (1 ng/kg) -treat d SHR/N falfa

et Sy AL PP&QM VSE 55}1100%3&6 -
ttrreeaaf@(‘i' N?H‘crr—c (fﬁéf/ﬁ)a r %tascs da&@tér ariRr g5l &t ed as

as nean <0. 01 vs.
méafti c+at1meat ael=5S|-aF;/,|\lljrm1P <cq® ®ats (Qeeo 81t ersst.) Velestle-

Mode f ing Qut th n 5 0X0~2,
SRS r%ﬁ?/&é C%:d%%dFQESIﬂgiﬁe roﬁ% %? Conpound A
to b e used in the present invention has a tautoneric

form Conpound A also refers to 2-ethoxy-I1- [[2' -
(5- oxo- 4 B@s@n HModeoflor Zarmb&adpafoltlee yjpvention

bi phenyl, dind b BAIRENY L b diHhRENLIT 820L82 eI DOXYLLS group

aci d. o~ be Use presént “inventio

s deppuaduged dyba nebhlodndutgm QSEedsentpairBJHntlon has a

reference 1 and the |ike. npound A used j.n

ﬁ%&i%@%§éﬁtﬁQ¥ﬂﬂn¢%ﬁpﬁﬁydb@|%%ﬁﬁfr% eﬁs to'Fretioxy-1-
MREO LGald vy a6 ahl & sal -84ch i 1-4-

Pﬁf“ thggnqiﬁ%féanggggage%(e d£%a£}§a?? né?gigjgﬁgﬁny ‘

y&km@ﬂhyﬁﬂadm1hnmwsmmdﬁzaﬂmﬁﬂ1ﬂazkwxmlﬁ§taQ#@uch as

cal ci um and nmagnes trans t|on taI such a '
i ron aﬁ&“@ﬁﬁﬁ% '£ #8n¥ &S84T 1 TS rgfﬁhnlcf asFel%1orl can

K@jﬂredQE@@n%&?Hnﬂﬁﬁhédcﬂlwﬁﬂds@@thy|@ﬁt@ﬁt reference 1
triethylam ne, pyridine, picoline, tromethan ne,
andhable akilke - di et hanol am ne, tri et hanol ani ne,

dleC'%gﬁ téggene L- hut ¥l am ne, apfeN Tus t 1nventlon may

di benzyle |an1ne asi c anln aci ds such as
be itself or a pharmacologically acceptable salt. As

such salt, a salt with an inorganic base (e.g., alkali
metals such as sodium and potassium; alkaline earth
metals such as calcium and magnesium; transition metal
such as zinc, iron and copper; etc.); a salt with an
organic base (e.g., organic amines such as
trimethylamine, triethylamine, pyridine, picoline,
tromethamine, ethanolamine, diethanolamine,
triethanolamine, dicyclohexylamine, t-butylamine and
N,N’-dibenzylethylenediamine; basic amino acids such as
arginine, lysine and ornithine; etc.); and the like can
be mentioned.

A prodrug of compound A or a salt thereof to be
used in the present invention refers to a compound which
is converted into compound A or a salt thereof by a
reaction with an enzyme, stomach acid or the like under

the physiological conditions in a living body, that is,
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arginine, lysine and ornithine; etc.); and the |ike

can be nentioned. A prodrug of conpound A or a salt
W b@sesd722 0 be used in the present invention refBIER003018823

a Fonpgund which is converted into conpound A or a

salt thereof by a.r tion w.t z , ch
aaEPBPSPthgq%%% Hﬁgggi %?Fﬁ@sY@FES?c?Fﬁ%ﬁ%??ﬁbns in
réalibviing ,bodydré hakiiss ox car@oundeyhiaakl urderigaeged into

enzymatic oxidation, reduction, hydrolysi or,tﬂe
coikReungnd iar changed ither evhphoBndORPE “éiSsVQHC undergoes

thereof;. a i.ch r S ol %Sk S1 BY ch
RS L oF R L | B8 el S ayebanged
iA}:@r cangund her eef 2 eralthethékeofFoorexdnpl ikest eFor

of conpound A (e.g., neth ester, ethyl .ester

cHRBBLGM | Tt er O bt EP}“P%f‘YC%eAuéEd.‘J-@o AcgFegs ethyl
e%%'SE t BRI RO o RY 1 2cRRRET U & hereah BRY kel ther a

ydrate or a non-hydrate. The PPARg agonist-Iike

subst afcepbonie used dnsehe phesw@nt i avent PEY dayd ptereot

any_ agoni st of PPARg , and nay_be an tance as
mP8¥§Ga§ﬁ§h%5na¢E¥5%%$%#ﬂ$@aaﬁgﬁigﬁ%%%gg ivity. The

PPARg ﬁ%?nP§AR&'ggoﬁﬁ@ﬂﬁﬂﬂ%%|§ubEQ%n&%ﬂWﬂ$€be used in the

prefera_ y a subsftance exhibiting a clear in vitro
pEEAIagltﬁglmwsmtmoacma\M the aany agredmt 2 F oRPBRY nopnd may be

nor e n 10 mM and _the |iKke. S rab a ;
B CHEBIAEe aBOn ISP Ae SObSEancE et AR B stic
agensiitiyers such as troglitazone, rosiglitazone,

englitazone, ciglitazone, pioglitazone, P&2,

G - 267879, PBARY 56 go st 555K e YRMRSG ange- b7 fes. eé‘fiﬂple'

an EK- a i0 R P i - i
p%ﬁ%%‘Eﬁgééi%cPH%%%EER%%agﬁgégggaﬁizﬁ%k§§§£p§§mﬂfg%o FEARY

agairti,s taid astswl st a acemFenkingt iap | abr gaki &gre than
1%r%ﬂn;££a§§es&T£éy to Fhose

As preferable examples of the PPARY agonist-like
substance, insulin sensitizers such as troglitazone,
rosiglitazone, englitazone, ciglitazone, pioglitazone,
PGJ,, GI-262570, JTT-501, MCC-555, YM-440, KRP-297, CS-
011 and FK-614 can be mentioned.

The PPARy agonist-like substance includes a
pharmacologically acceptable salt, and as such salt, a
salt with an inorganic or organic base similar to those
exemplified as the salt of compound A; a salt with an
inorganic acid (e.g., hydrochloric acid, hydrobromic
acid, nitric acid, sulfuric acid, phosphoric acid etc.);
a salt with an organic acid (e.g., acetic acid, phthalic
acid, fumaric acid, oxalic acid, tartaric acid, maleic
acid, citric acid, succinic acid, methanesulfonic acid,
p-toluenesulfonic acid etc.); and the like can be

mentioned.

The PPARY agonist-like substance to be used in the
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exenplified as the salt of conpound A; a salt with an
inorganic acid (e.g., hydrochloric acid, hydrobromc

wW@ei0d/038122 ri ¢ acid, sulfuric acid, phosphoric BCI/@#P2005/018823

eLch)l; a salt with an organic acid (e.g., acetic acid,
thalic, acid, , fumaric aci oxal i Ci r i G .
0B e B P Rt 5 Ghph Reue i By Bt tonal
rﬁ@%ﬂ@ﬂﬁﬁf&' {(a@lﬂiicviatcy' d{apehalsienesot f enitegroidseic. pectivity) .
and the |ike can be nentioned . The PPARg agonist-1ike

subst aHeetke BEeiided® T ntEReBFESER i%ﬁ‘é?#?banl’rafs a

p%g@gggbfgvgoﬁbgﬁé%i&ﬂ”&fieaﬁboﬁﬁﬁﬂﬁu&ﬁyaagbﬂ%iEhereof
agoni stic or antagonistic activity) In the agent of

otthe pesERtigi tMentiodn,arad a pPaRer abbe icdrii neei snbsftance,

compound._ A or a salt thereof _or a praod th f d
TG PR DN 8t COFBA NAIbLBnRE, CPEP R0 qe Salt!

thRHIAti0n Bl ogaNRAWKhA 6F a salitt theseebrangreferably
pioglitazone or "a salt thereof (preferably

ppiogiglii tazone hydrosthilory dé3) apact K q jkkkeafiahe e

nment.i oned . An agent for the prophylaxis or treatnent
m&fltﬁe%rh% lic syndrome of the present invention (herein
sonet i ARSaenke IMPtlye apbbewvdized sasot theaagentt of £

the present invention) has low toxicity and can_be |
meded g b C t AERPEEPIRY 1%k shanBr 68 et%aﬂtff%%]iet anthha?o%%l?:

i 1 g R, N v alk it

e BB 3 e PR o P e 61 0%, o
pirers et aghose s tabnietao| Lows oddenie wrandnasonded wged for

Qgg%&ﬁ@%ﬁgiﬁxﬁgng tq@ﬁ%%ga%%%%gi%ﬁgg@%&%&BE%ﬁjg§ndrome.

i seehah1ebesi by, dshdp] dasuaehigit TG epbliew K9, cat,
and hypertension in addition to hyperinsulinem a or
Lowiaie edhgr aees swigler dpebkave eficagnosed as netabol i c

Syndr08§igggﬁgdfé%ﬂéragnosis of metabolic syndrome are
announced by WHO in 1999, and by NCEP in 2001.
According to the criterion of WHO, patients with
at least two of visceral obesity, dyslipidemia (high TG
or low HDL) and hypertension in addition to
hyperinsulinemia or impaired glucose tolerance are
diagnosed as metabolic syndrome (World Health
Organization: Definition, Diagnosis and Classification
of Diabetes Mellitus and Its Complications. Part I:
Diagnosis and Classification of Diabetes Mellitus, World
Health Organization, Geneva, 1999). According to the
criterion of Adult Treatment Panel III in National
Cholesterol Education Program, that is an indicator for
managing ischemic heart diseases in the United States,
patients with at least three of visceral obesity,
hypertriglyceridemia, low HDL cholesteremia,
hypertension and impaired glucose tolerance are

diagnosed as metabolic syndrome (National Cholesterol
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Organi zation: Definition, D agnosis and C assification

of Diabetes Mellitus and Its Conplications. Part | :
woe@gnasses and C assification of D abetes Ml | PETI$R2005/018823

Wrld Heal th Organization, Geneva, 1999) . According

EﬁéFfonéﬁ{Cﬁgéé Ee?gl ﬁtﬂ%&ag ogr&ﬁq;t tht IMAird Report

ucat 1 on that is an
oEnd]laCtglcgtai oChBaRaPID I SE:cﬂllenatlbeJarHrcttJE@laSé§CErP)t Wexpert
nite t ates, patients with at |eas hrege of
Panecerall BBESFEYOthygera iyt yeer @@rﬁﬁr%WﬁBE of High

?%%logsél%fg]s%’e&]&pe:[ﬁeﬁﬁh@r&san%&ﬁﬂ?@srqq:éﬂﬂi@@ﬁ@ Panel III),

olerance are di agnosed as netabolic syndrone
nbNﬂpaﬁEﬂtCheEesmﬂnmiEwucatlon Program Executive

Sunnar of the Thi Repor,t of hbtlonal ol.estero
Educat Bn2pp &Sﬂéﬁ} NﬁEﬁ? BxBEr t-paret %ﬁcgﬁ ctlooﬁé
Aé)%lrf@éé O naRd  Ir Qﬁﬁ nedd 1 of, High B aodd Gheh estrer ls i n

ts (Adults Treat ment Panel [11) , non-patent
re@aﬂimCQezefltSImﬁuﬁﬁtk@h sa@@mgﬁqutbophénsurance for

riterion f Japan | Str bar

40 5e% 5T er T S ot e e Su s aBaRe ity check,
tlhrésw@@@eofforsetdaﬁlccalsy @meaec@@dqx@ammukm ant Hmdividual
regul ar health check, the cost qf secondar ?h %k [
hes oﬁ%e%faﬁypﬁét\ﬁltﬂﬂa@n hhg Y&Ite 1dfc h&lb%%‘%@ﬁgl i’ 0

Iy TES So 0 tshan

O BT e (ot sy R o B eLedre T,
(meissi i@ BQomdiﬂreSSMEeltﬁ pBM lsssaothhesd Ot marg],

.. h
Sl DTS L LB € SR bR 5

%a%/ﬁln&nglhb@erg}lﬁ@§@1 feptot als chot estekolhias Noto mg/dL,
l'ess than 220 nmg/dL or HDL cholesterol is |ess than 40

gl @l inr Adloycet imdet (heasr &hafatd - $5] nofPess t han
AP Ghben S AEYEL BRETRL g e Lo dhanian lgn 220
eI typ BEDIMYd lesterol is less than 40 mg/dL or
triglyceride (neutral fat) is not less than 150 mg/dL].
Moreover, according to the diagnostic criterion in
Japan, metabolic syndrome is diagnosed when two or more
items out of the following three items are met, with the
basic conditions that the size of the circumference of
the waist is not less than 85 cm for male and not less
than 90 cm for female.
1) Hypertriglyceridemia (not less than 150 mg/dL) and/or
Low HDL-cholesteremia (less than 40 mg/dL)
2) Systolic blood pressure is not less than 130 mmHg
and/or diastolic blood pressure is not less than 85 mmHg.
3) Fasting blood glucose level is not less than 110
mg/dL.
In the present invention, the agent of the present
invention encompasses either embodiment of administering

compound A or a salt thereof or a prodrug thereof and
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itenms out of the followng three itens are nmet, wth
the basic conditions that the size of the

W@ 2061088722 ence of the waist is not | ess than S8BCTR20a¥018823
mal e and not less than 90 cmfor female. 1

)
ertriglyceridema (not |less than 1 /

 PYRT 1RO LA Gk er e B0 CRESS S b SOPROPED rap§Edtbns ox
aSyst eliing; 1t 0@6mBLaSSUIR: isrewarbedsnt.han 130 mrHg

and/ or_diastolic blood pressure is not |ess than 85

mHg. 9N FasEilRg IS oyt Rebien BF&PF s hbPD é§58ft%£we
pléoar}%{dj,!"cé LREgPresent, i Jyept kanr dde ageat pebdirhey

5r8$en i nvent I on enconpasses either enbodi nent of
+ BRI fSte1d NPPAARPaYBE 1A terl iksattbshenesf are anixed as

rodrug thereof andPPARg agoni st-1i ke substance . .
tgéﬁa@éﬁblﬁF€p%r§Pﬁﬁ%§Qﬁ %.l%aiﬁ¥9959§ﬁﬁ$%§?iSﬁ%§ler e
f?&%@%&atlﬁfﬁed%% L& LRFRhNd 0N Hregagatkon i s

0 be prepared, conpound A or a salt thereof or a
phaatdraue it hiecedf camyp RRARpRgoni st-1i ke substance are

m xed as th , h L agj.
carr1 ek PR G e R e erotn S e o s
pPleyt 1 Pheh FRCelld adlmiconpesi hdain\Went hey alfe nesgiective

in conbination as separate preparations, the timng of
paemar at ¥ an§ oh Son ate et vel préparditoheds sapey these may

b%agggﬁﬂl L ¥r|EWEQ?le%ﬂﬂn£H§§%rgﬁﬁxﬁ§ &g Rigtered to
n-adm nr stration subject sinultaneously, or nmay be
sadnilti siesedlatl dif merenet adesnifiedodage fdfhegfent
respective preparations qg¥ be the sanme or diff

taRF s dith UORRBE FOPM Dnet GEMELATLY dHTOVERCFanTAn2Y be
tRharymeeus ical ragenint 5 2RAT QBT icaldl Ydsehget €drm, one
ependi ng on the active ingredient. Each preparation
geare el Lig edmpd optesl fioem of Phashagaubic# hgraanént! s
gﬁﬁfékéqageRQa%e(g%%é&a&epending on the active
ingredient. Each preparation'can be used in the form of
each active ingredient as it is or a pharmaceutical
composition prepared by mixing the active ingredient
with a pharmacologically acceptable carrier according to
a method known per se.

The content of compound A or a salt thereof or a
prodrug thereof in the preparation is, for example,
about 0.01 to about 99.9 wt%, preferably about 0.1 to
about 99.9 wt$%, more preferably about 0.5 to about 50
wt%, relative to a combination preparation (relative to
each preparation when used in combination with
individual preparations).

The content of a PPARY agonist-like substance in
the preparation is, for example, about 0.01 to about
99.9 wt%, preferably about 0.1 to about 99.9 wt%, more
preferably about 0.5 to about 50 wt%, relative to a

combination preparation (relative to each preparation
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conposi tion prepared by mxing the active ingredient
wi th a pharnacol ogically acceptable carrier according

wao e0oa/0885ehod known per se. The content of conpPCFaP20030018823
a salt thereof or a prodrug thereof in the preparation

| s, for exanple, . about. : T 9 ;
whebr Pty bR i tabit F o8 e Sk b eparations) .
pref ermably Bhavina@.cnticabbyt ab@ewtbrel adirvéetro ayarious
conmbi nation preparation (relative tq each prepar ation
onben ifs ¥ i nebFBiPA&t iGh W ¢h HﬂﬁH?%il@ﬁaﬁ which are
reparations). .The - P i S i
Cgaﬁéﬁﬁiﬁ?%ﬁ ?ﬁegpﬁgégégg%ﬁé%géEf@Eggﬁgﬁg%e%rgbﬁﬁfd' and
16. Qhdarpdoatc89a$ wirloespeep eeabl y aadotkrocante gbdunder

99.9 wt% nore preferabl bout 0.5 tq about 50 _wt %
Oﬁe@aﬁkﬁ%QEﬁﬁrEBEbﬁﬂnqcgb€+§p8F§ﬂ%ﬁ? 1@ 4t PYe d $OLVent,

each (i epps ati ogwhgn ihg §ERitatironi ¥otbni £,
% ngl Vi ulz[a)f?£ pr epar at i oér%)%jl. g sga pgar n.ac%euti cglllcy égen i
baffent abt ea cappitérinwadeus dnganild BridneFghargtion. 1If

carrier materials which are n [ S
nﬁﬁ%ﬁﬁﬁﬁ%ﬂiggﬁrmﬁﬁﬁ%gﬂc ieaégégi%gﬁgqﬁgcﬁnggrSbrated
03% A BXEL PESNEN ardtst canht , aabicidesrantaand a sweetener

di sintegrant in a solid preparation; as a solvent, a
meol s |iged; a suspending agent, an isotonic agent, a

outfer R e300 A080! (L. 2rld il defigRaNAd Mpod Lt ion

necess%krl?, pha I ca ves such as a
ipraseiyat byel @repnoxidant suahcaloriambland,acapsules
sweet ener may be used._ The dﬁsﬁﬂe formof . th

C

(G bt ERg | 88K tc SRRvEE FBnR <ﬁ£9%ﬁ%FuﬁF§§an%ﬁ%%%les'

e B8, tégk%@, Capsys esnbi, nehudidios 5oht caps W iast anded-
m crocapsufes), granules, powders, syrups, enul sions,

rsiispensh onp rapd rust i f edrble 25ined: 7 par REEHREa Heps such
B2 A0 oLl Rl of | 008, BUED BRI 6L B8R 168 9 mexavenons
injection, intramuscular injection, intraperitoneal
injection, intravitreous injection etc.), eye drops,
external preparations (e.g., transnasal preparation,
transdermal preparation, ointment etc.), suppositories
(e.g., rectal suppository, vaginal suppository etc.),
pellets and drops, and these can be safely administered
either orally or parenterally.

The pharmaceutical compositions can be prepared by
conventional methods in the technical field of pharmacy,
such as the methods described in the Japanese
Pharmacopoeia. Specific process for producing
preparations will be described in detail below.

For example, oral preparations are produced by
adding, for example, an excipient (e.g., lactose,
sucrose, starch, D-mannitol etc.), a disintegrant (e.g.,
calcium carboxymethylcellulose etc.), a binder (e.g.,

gelatinized starch, gum arabic, carboxymethylcellulose,
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i njection, intranus
injection, intravit

transdermal preparation,

nydr Paverany trohbitEs

cular injection, intraperitonea

itreous injection etc.), eye drops,
W@210e/0881L2 pr eparati ons (e.g., transnasal prepaPEr/irmQ5/018823

t nes

SHi LT pRyRREn 6 e

oi ntment etc.), suppositories

) or a

188w Biastrer @, @i | henlerahlaywss panestenaldtye, Fbkyethylene

phar maceuti cal co
gtyaventitdialehet ho

nLRanee st g

exanpl e, oral_prepa

aeWamsite,s Aklekei piteé
jt t

Cga%gl%n%%g Ca) Fu@

carb yi cel

ositions can be prepared

. b .
8 P (AR0: 1 EehRRESE R o ofompress fon-
%?ﬂ8§§E§§ ??SEBb@ﬂﬁdrEﬁ@emolded
el a. peci ]]:

_ : c process for producing
npreparat ivoinsh Wi | tobe idesdrda bed (Engdet & |stbedonwcoRged base,

L RIS S

Qi1 U e85 8BL (89051 1Rl €bHMng

ul ose etc.), a binder (e.g.,

base

egel.at imj zedusthodhknguwm grabi sg for the purpose of taste

car hoxynet hyl cel | ul ose

dr ox

N ropyl cel.l e,
maSHy Iy | By ?BFFdGﬁ@ﬁgfgy)OBrggsﬁﬁéPfhéh#i€gfg., talc,
magnesi AR 8t eahat & rPad yebaykand yglaicod o 6000 get Gysdending
an active ingredient, conpressionnolding themand, .if :
omeeseslar Ty bodt Phg adfe ol dearpeteritalt AF ¢ RR8 T cHatithg

d@%%%]{?gi%%’saé?e%%ga(re' ¢ .?,f:e??Fﬁ?grb%tv@tﬁg%é:];gbggbﬁyfé.’dﬂ‘ﬁ}lene

an ent’

nsdsiaj dredr @l easitog

_ coatl ng
fodIn 60at pngd veasey letwe ) gbhyca l,

met hod known_per _se for the purpose .of tast ki ng,
com Y TRY R 1P AR al FABIFTY y O bEL POfis ar &
rﬂbt§9§989€%@930&ﬂﬁﬂ@&§bﬁf%@kﬁ¥1benzyl

p@€§¥¥§%¥9¥edR§§%LY

active i1ngredient together with a

I spersing agent

a(lechql pothsorbatd 801 popherydt iene hydr bgerirdds (.9,

| ene col

castor oil 60, polyeth I : -
S@éirlbﬁ&y‘?%{‘ﬂwggl’l lﬂsﬁdé%%/ri‘,%di %ﬁw}{‘é‘ﬁlgﬂulnta‘%le' ePgsprhitols
Aresssyatt¥e) (end.an Neghybpar abevernr opyl pay abdstilled

benzyl
water, physiologica

1 saline, Ringer’s solution etc.) or

an oily solvent (e.g., vegetable oil such as olive o0il,

sesame olil, cottons
etc.). If desired,
sodium salicylate,
(e.g., human serum

(benzyl alcohol etc

eed and corn oil, propylene glycol

additives such as a solubilizer (e.g.

sodium acetate etc.), a stabilizer

albumin etc.) and a soothing agent

.) may be used.

The daily dose and administration ratio of each

active ingredient in the agent of the présent invention

can be appropriatel
administration subj

disease, condition,

y selected according to the

ect, administration route, target

combination of active ingredients

and the like, and each active ingredient only needs to

be not more than the maximum dose when it is used solely

for clinical applic

For example,

ation.

while the dose of compound A
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- IO é?%\%f?rébéﬁt agoit ol ahobP 266

al cohol , chl orobutanol, phenol etc.), an isotonic

(e.g., sodiumchloride, glycerin, D mannitol,
W®2®6/0887eDI , gl ucose etc.) in an aqueous sol vePCT/fR20¢/018823

distilled water, physiological saline, R nger's

solution etc.) or .an_Qqil t + 1
CERLIMT o BTSSP b,
pPbhiruly eyl ghyeoh etoexr )a pfodesigred;, adsittves

such as a solubilizer (e.g., sodiumsalicylate, _ sodi

capppins dilc. §or aospabiadiddr § Y g1 oRurkéh r%‘ﬁﬂlﬁbﬁﬁ%ﬁent
et.e. ot hi en nzyk ~al I c

SR R R A LR R R A

depehdactd ven i tige edideitn iist t el agestbgfeathe pdmépastration

i nvention can be appropriate|y.sel ect [ . .
B N A LT A
abdiget ddc%fa%@,aﬁeﬁ@: t4 O, m§ ONBi-BEEiAH 10f Mbi¥e0.1 to

I'ngredients and the |like, and each active ingredient
abplyt NeElisngp berpopnmierahidn eheutaxi nidn dosetweén mg as

it i,s used sole for clinical_ applicati .

ae %, STt e rbﬁ%s8o?gloéjfntcsorrrf)acl)gn%eA%(j ggielggéz%%%oaﬁge 2
dAyWheyy: adim i skenegas wosalt of conpound A, a

prodrug of conmpound A, or a prodrug of a salt of

conpouhs A Joker odr & RERRNI sgeatsém tidkanswdatance (e.g.,

pati.ent_ W t iC 0 body: wei 60 Kk
Py& !lel_gc Hependi éﬁ%%htlhoeﬂé%%r hlmgth r%aﬁ%lnﬂ\% u(%?tégt gs @pout 0.1
tadEby st r ab 0 ongr, owtres fdailgby dbsedsd) . Tondi abomtakd 0 mg,

the like, it is about 0,001 to abo

0. T8RS,

_ I#Q,l rlggpr ef BF 56 filmounts
m%giol’f{)e ]a%ﬁ_iﬁ_ﬁg%r@% mhas a dakl,y dosen These zamutfons .

y be adm nistered once a day, or in 2 or 3 portions. ,
A s a tdnseadhiaiRRARgE Agonicsttild kef subspanod (e.gpd a PPARY
pi ogl |éazone hydr%hl ori?ei) t he dai.l _ng e is about
agoristabblit 696 SHERPT ef b %BVy3888&téEo_ - t© about 240
sbstance/compound A) is about 0.0002 to about 600000,
preferably about 0.005 to about 2400, more preferably
about 0.02 to about 100, further preferably about 0.1 to
about 50.

The mammal to be the application subject for the
present invention may be any of animals having
environmental factor causality including diet and the
like or a genetic background, or animals having both
factors of environmental factor and a genetic background.
For example, these animals may have developed
hyperglycemia, hypertension and the like attributable to
obesity, or may have developed hypertension and
hyperlipidemia attributable to hyperglycemia and obesity,
and the order of onset is not particularly limited.

Moreover, the agent of the present invention
improves blood pressure and plural plasma parameters

(e.g., triglyceride level, glucose level and the like)
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nore preferably about 1.0 to about 100 ng. These

anounts may be adm nistered once a day, or in 2 or 3
W@eIUhi088182 The admi nistration rati o of conmpounPCEJIRM6E/E8823

PPARg agoni st-1i ke substance (PPARg agonist-I|ike

ubst ance/ conpa - "
CRORSHEE PIPRURL A ABEUbA L0 s can e
uBeef @bl yrabotih g0 P tenabout th0Q,i fart hee-peébérabl y
about 0.1 to about 50. The manmal to be the
daggiasti ohguBFecP FACHIR BiESert™Ithiveht F B8R fhf e/
iﬁﬁé%ﬂﬁ&”@f@bgsga§#¥%3 | fongeniRlt ACtOr gcausdhiisulin

ng diet an e or a genetic background,
depeardarat sdhabeng shottydaci dr diebedras r obveat AL Pddctmtes

and a %gn tictback raund. For exanpl e,, t hese_ani.nal
aﬁ&Vqﬁﬁ/e.eVéIBpé@ gf geem-a-> ;xﬁ¥%ﬁs?8n &E%% e
alsiskR: 3t ¢ & & byt @bl @ nfe 10heSi & Yu c8ls 1B hawen develengd
hypertension and hyper|ipidenma attributable to
hw@eﬁgi:y@bn?amarad oFesiays anpPthe adr HeRs ofUSASES i s

not particularly Iim.ted. e t he f. the
hyp, (3?n?ﬁ9gnﬁﬁéﬁqﬁﬁﬁ%ﬁé§¥gﬁoo %ﬁ%ﬁ£u¥§gg%ga&%ﬁ%u

Pai dAELE® ditatted Witgl Yagrdideed eyelhicogleudasieerance,

'evel and the |ike)of mammals affected with netabolic
hepredrionres AR 647 e ARy FoFDt CeIHSL pal Pets WP 11
dildesiyl s Lel gt ed fiseasess ouho A altegt gd v th

nsulin resrs ance, |npa|re8 gl ucose tol erance;
hg;!pﬁdgﬁizeSuLEngm,ianogiyrsenttandép@nwﬁoadiabetiesi,itﬂlype I

i abetes, type . Il diabetes associated with.insulin
e St by LB a1 GbEPEs 0T BAEAEER hpdl T Lov
HPTHCO5E1 & QL eRRNGS ettndul PRk 4 es 8t cualrieus in
conplications such as hypertension associ ated with
dsresut i Mt i eni stiddcdiyigpeeneasiton iduedEr afled liicoF e

TR 82 DRG0 O BN pURRT LN PRI A A d o,
diabetes occurring in association with hypertension,
hyperinsulinemia occurring in association with
hypertension, diabetic complications [e.g.,
microangiopathy, diabetic neuropathy, diabetic
nephropathy, diabetic retinopathy, diabetic cataract,
large vessel disease, osteopenia, diabetic hyperosmolar
coma, infectious diseases (e.g., respiratory infectious
disease, urinary tract infectious disease, digestive
infectious disease, infectious disease of dermal soft
tissue, infectious disease of inferior limb etc.),
diabetic gangrene, dry mouth, lowered sense of hearing,
diabetic cerebrovascular disorder, diabetic impairment
of peripheral blood flow, diabetic hypertension etc.],
diabetic cachexia and diabetic nephropathy.

The combination of compound A or a salt thereof or
a prodrug thereof with a PPARY agonist-like substance can

be also used for the prophylaxis or treatment of the
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di abetes etc.), hypertension associated with
hyperi nsulinem a, hypertension associated with

woypenss7eyl yceri demi a, hypertension associ at edPeu/ite005048823
HDL - cholesteren1a insulin resistance occurring in

asso |onvv|thhpe nio,
EE LR BT ance LT ng LR OSHE at DR £ Ryt enaran, 1
agtﬁgghﬁ%ﬁc@%&tﬂgltW asaecitatd oramijeh ﬁyrs@ramswbna
hyperinsul i nem a occurring in association Q
compernendiahingi a%ﬁﬁ@é&%ﬁf?%&ﬁ%@%@%ms ic activity,
goLEroang I abe u hy, Ahed i
IREBRPopaty e kst PE LR T TR e TR L e Py
bﬁwac\tqs:ﬁelaﬂﬁsgawtmsmd@m@a vels@bie'its cor organ
hyperosnol ar coma, infectjous diseases

diespeatorih® bt BEPIEES df seadRIL A RE Y {§1 8 peceptor, by
thaf g%tés%?cé“ §828%g 1®&er§§h\lextnf 86t iaust Wb seaseors

I'nf ectious di sease of dermal soft tissue, infectious
iddsease b:rj inéepiresdriah ef cal)lglé“t@@éﬂrc FhngrBde theryike
nout h, red ense of hearing, diabetic

Cé@réﬁ%é%ﬁ% h?%? di sorder, diabetic inpairnent of

per'pm%f%ugho@iﬁééy%sﬂiﬂ@@tb&dmgﬂ%IGM§pemt@wsﬂqn, blood
di abetic cachexi a and di abetic nephropathy. The
presisiure | ohr ofdéempsunet i orbaosaR iither past giseases

E%;%d[jggcth f eaf aypogﬁgﬁﬁfg g%‘ eStydd ke §H@§h%réceand

4’5o fise 'axi s or treatnment of
chherdrgehedirseasel Dira d@mimmdqqlauongeatna&r@l beemsi rfailure,

Il antagonistic activity. A s the target di S f
C@ﬁﬁﬁﬁﬁmﬂﬁ%ﬁﬁﬁﬁyan%ﬂﬁﬁ%ﬁeﬂ%FFOFF%ﬂnékﬁﬁ?gaﬁ% 5,22

a@%I%?H%F%d'%3@%@%&%&@%0p§§r@&é@“¥ﬁfé@é@&oh5etc ),

pro ¥ contraction and growth of blood vessels or
dmnyhrmwsscdéas1duﬂomd©reséevganmﬁﬁxm@h@mﬁtﬂp

CRSER a1 SaTRER LLaNU Qe Bobloa ok 40
déF%Hﬂ¥P §@Bo@% MHdt &helvascular dementia, hypertensive
encephalopathy, cerebral infarction etc.), cerebral
edema, cerebral circulatory disorder, recurrence and
sequela of cerebrovascular disorders (e.g., neurotic
symptom, psychic symptom, subjective symptom, disorder
in daily living activities etc.), ischemic peripheral
circulation disorder, myocardial ischemia, venous
insufficiency, progression of cardiac‘insufficiency
after cardiac infarction, renal diseases (e.g.,
nephritis, glomerulonephritis, glomerulosclerosis, renal
failure, thrombotic microvasculopathy, complication of
dialysis, organ dysfunction including nephropathy due to
irradiation etc.), arteriosclerosis including
atherosclerosis (e.g., aneurysm, coronary
arteriosclerosis, cerebral arteriosclerosis, peripheral
arteriosclerosis etc.), vascular hypertrophy, vascular

hypertrophy or obliteration and organ disorders after
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A s such diseases, for exanple, hypertension, blood
pressure circadian rhythmabnornality, heart diseases
W@ enog/o3s7enr di ac hypertrophy, acute heart fail urer/areedos/018823
ghrﬁnlc heart failure including congestive heart
.failure, .cardiac_nyopat ngj 1S 4
h Ry 0] LBy ORALNKG AN g BEGIgnal coronary
ahpfapatisan, et st dntaergbravmssalkar adigiardersy(e. g.
~asynptomatic cerebrovascul ar di sorder, transien .
ipsEnemse wkanck] tegrepind SlnoRacoserabyaREaRaPL YL
e yper i D t : r a -
tﬁﬁ?%&%{%gﬁyéft.%sggéﬁgﬁfgﬁgegg%g?%g§¥ggﬁgl§%?rgﬁﬁgf?%%§ls
a%t@@fgwmaigpupoémmythmmﬁequhygemﬁanaiﬂnovasqahadisorder
isorders (e.g., neurotic s tom psychic, synptom
3o[TaE e Sy PG LY ot LB GARFH T ¥4 hit 1B
rgﬁ‘e'c\e 41855 L Er) i rla3C}PT St REL bRNERIu I F Cl BkLGRSs (e.g.,
sorder, nyocardial i'schem a, venous insufficiency,
cprragressi ohi abetarcdiret imepé thyi ewdyp BFaed , caFtilad

i nfarction, repal .di seases (e.d., N itis .
PSR OB e TORETRT B8 eFBal oL P &naF 9PR (T re-
chiicarot i £1 N gEevasaul oPat hypeetrpldicad i ohnof tus, sleep

di al ysi s, organ dysfunction including nephropathy due
apasar reh G PBA, eld.9La R er P*éél@re%%u]r%%gi g seases

at herosgl erosis_( ys ;
(frﬁbﬂiég%? r%gﬁgyq%%?%%?QEHgftg%?%sc er%g?sPerlpheral
%?ﬁddﬂ&ﬁéiyadﬁedﬂﬁﬁﬂﬁrmsterébedﬂenﬁﬁ$&labliterans,

ypertrophy, vascular hypertrophy or, obliterati.on and
LA R DE HELS &ﬁ%ﬁ?%%g?éenPF€%QQ%%.?eﬁgﬁgﬁganeous

diransl 4 pal gGarenaly, argiARLastsy disd &k NgBueQNary
angl oscopy, I ntravascul ar” ultrasound, intracoronary

dibreonbo| gt c) v horedmpb @t £¢) prvasdylidri eea bbPiserstaoh (e-9./

nd restenosi s .aft.er bypas pal ycyt j :
nehgRe g am Ll abv el ACE TS EohsBarYr ophy

BfdeFut 4 aeapbantaid dfkal epeal i Giypdiwsitremia etc.),
transplantation, ocul ar di seases (ejg., , ,
neurodegenerative diseases (e.qg., lzheimer’s disease,
Parkinson’s syndrome, amyotrophic lateral sclerosis,
AIDS encephalopathy etc.), central nervous system
disorders (e.g., disorders such as cerebral hemorrhage

and cerebral infarction, and their sequela and

complication, head injury, spinal injury, cerebral edema,

sensory malfunction, sensory dyéfunction, autonomic
nervous system malfunction, autonomic nervous system
dysfunction, multiple sclerosis etc.), dementia, defects
of memory, consciousness disorder, amnesia, anxiety
symptom, catatonic symptom, discomfort mental state,
psychoses (e.g., depression, epilepsy, alcoholism etc.),
inflammatory diseases (e.g., arthritis such as
rheumatoid arthritis, osteocarthritis, rheumatoid
myelitis, periostitis etc.; inflammation after operation

or injury; remission of swelling; pharyngitis; cystitis;
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cataract, diabetic retinopathy, glaucoma, ocular
hypertension etc.), thronbosis, multiple organ

WO 20061088322 endot hel i al dysfunction, hypertensi VECT/JP2005/018823
tinnitus, sleep apnea syndrone, mgraine, other

circul atory di seases (e..0.,. dee Lot iggpo ' -
pBEEPPG&ﬁNu??ﬁﬁ%ﬁhgﬁgﬁﬂﬁ%%hghtgPéﬁgﬁgiyer, Ehestinal
d8ELRIRs 1 es0sh s okbiheransisthsepboangiidisve colitis

obliterans, ischemc cerebral circulatory disorder
eRaynamﬁE#&H%%hée,lB&%ﬁﬂﬁaEOHYs@§§é%ﬁcﬁ%?eﬁi?ébolic

.or..nutrition | SO, ( it ;
Rypara e a T atonet teedes SRR ' mncnentay

plY pekal £ 81 i bypesnatmemaeneatg. parmelirduegenepatingnary
di seases ( Al zhei mer' s di sease, Parkinson

e.g.
tapraiconn s ki ok Fophi G L ETAF SCPEASGS, (3 Be allergic
rﬁg%g@laé Opééxgiuﬁt:%-i)\ri tcent r gh sRebV AU SYSE &M dilsendss s

) disor rs such as cerebral henorrhage and
peanahrad i s nf anephoraxdl ¢hei ) , sedueind areostructive

conplication, head i,njur spi.nal _inj . cerehr al .
oEqaNE SErbsarart i bt L BeAcoRy ST hEE] BEhocystis
cAHLHONONI ©n BERYAYS , S ETR BT HAGlaees al ogopi eystenic

nervous system dysfunction, multiple sclerosis etc.g,
ldgrentd oy tderatpsiest, rmmbeyodeshisei ABNERECAFdriderstc- )

amesi a, ,anxi ety synmptom . QNiLC - ;
h&ﬁg% d?%sﬁ%ﬁFal(s'é%éﬁ %§§%§%§g§p€§¥3P§&gégréiﬁﬂﬁﬁc
nepidtepsys, ahephaliicsm et chd s ibnkltanmat wyrtadehygsrtension,

(e.g., arthritis such as rheumatoid arthritis, .
dgstesdak Y i PY P& STy REGRIESPBS myf81-i%i's IR T 05 L Fri FAREHS
dfg%fvn%%éeﬁiefE%hdﬁ%?aéégﬁrﬁ%'dﬂéﬁﬂ&efeHE%%&Q%pﬁration,

swel'l'i ng; pharyngitis; cystitis;pneunonia; atopic
dermi$tas; esnbhage bryl faresiamalreisbhsss SGePrasPoLlyp,

ST 2oL 28352, L BSOS s
oH SEASEnSYER asdPNAWmALR, epdl.MINBNoSd | beosiyslopoietic
pul nonary sarcoi dosi s, pul nonary '
diseases (e.g., erythrocytosis, vascular purpura,
autoimmune hemolytic anemia, disseminated intravascular
coagulation syndrome, multiple myelopathy etc.), bone
diseases (e.g., fracture, refracture, osteoporosis,
osteomalacia, bone Paget’s disease, sclerosing myelitis,
rheumatoid arthritis, osteoarthritis of the knee and
joint tissue destruction due to similar diseases etc.),
solid tumor, tumors (e.g., malignant melanoma, malignant
lymphoma, cancer of digestive organs (e.g., stomach,
intestine etc.) etc.), cancer and cachexia following
cancer, metastasis of cancer, endocrinopathy {(e.qg.,
Addison’s disease, Cushing’s syndrome, pheochromocytoma,
primary aldosteronism etc.), Creutzfeldt-Jakob disease,
urinary organ or male genital diseases Ke.g., cystitis,
prostatic hypertrophy, prostatic cancer, sex infectious

disease etc.), female disorders (e.g., climacteric
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tuberculosis etc.), allergic diseases (e.g., allergic
rhinitis, conjunctivitis, gastrointestinal allergy,

w@eiobiossisi s, anaphyl axis etc.), chronic obstr urtT/¥2005/018823
pul nonary di sease, interstitial pneunoni a,

Pneunpcysti s carlnnl n|a [ ' :
I BOE TRy AR aC  Bpus T T honar B60e, TR aEfats, ovarian
dPQEM@%tmﬂémﬁaﬁycglaﬂ&ﬂ&ﬂs@aﬁéﬁea%&Suhfqptlhﬂpadusmise

including chronic hepatitis, hepatic cirrhosis etc.
eporial diﬁﬁa%@ﬁsr@ﬁratdmgks’w v%n§9‘§9é1i‘ﬁed?§o‘?rde?§ct18a8jl°nal

triti gastrl l.cer, i C
B T Bk A
iﬁ@@@rr@ﬁilgb.lﬁ é@@b@nb@@lny,p al:hbtebhet siigdirssss etc.),

enor r hoi dal _di sease, varices ruptures of eso us .
raf@ igedinich @%@ere§|d§U§bf’ﬁ9@i pSYSITORE se gggmonla’

nha 1RER5¥L,0 MHASE PYRRYPha Byt OhFBHRR sis,

%% %ﬁ t%%yanéﬁga& §y§§En1na$£§ﬁln#ravaséﬁ@gr@ sis
pud)m@lmlaaiy oemisy hdsonmet awll 1 | phEempdlovsatdis eesey, (Sorte /

di seases_ (e, fracture refﬁ cture, ostfggogggls

V6§Féoﬁﬂ%ﬁﬁggoBSngl@ﬁﬁﬁés WHFBeSE OMSH B 9L Ay

iehidr S vheynat gid-prd hyiths, @st, QOG\J’jI@]EéttS iefsithe
knee and j oi nt {i ssue destruction due to simlar

bdicseasies] emfyctg@ms(j dwset alvers /( EGSTHBFI difardt - 1

nmel_anona g t neel, t

BRsane (LoBE et TReesr il e e e P bhSagive
s@@@JQQCh@dX§cfehmernym@m@me etret.ast asi s of cancer
endocri nopathy (e.qg., Addjson's dlsease shi

odprdyigirel 2aBKBES P@H{S@y]t othS €pFERar\f & do %Paﬁr‘f m
ﬁg Qomé)eyéﬁggk%% Jakobe 5 $82S e i F@f YdOEGAMiAMibr ium,

e genital diseases (e.g., cystitis, prostatic
d@ﬁ@ﬂdgﬂ@hytcpnxnakln damﬁaseSeXelgfemﬁ%igldvs@@ﬂ@nglomaf

et c. sarders clinmact er| o) r
oGESs &5 Ehilonet ArUGiac hy SFAFORVBTA SOV L) Pano dechenia
@=8ease, s (BABRLY: @liadwh gkseasehn %@Kdnﬁ@micomaﬂm@mase

etc.) I di seases relating to environnent or

syecrEte opah be mentioned.

In addition, long-term suppression of action of
angiotensin II results in the improvement or suppression
of promotion of disorder or abnormality in the
biofunction and physiological action, that causes adult
disorders and various diseases associated with aging and
the like, which in turn leads to the primary and
secondary prophylaxis of diseases or clinical conditions
caused thereby or suppression of the progression thereof.
As the disorder or abnormality in the biofunction and
physiological action, for example, disorder or
abnormality in automatic controlling capability of
cerebral circulation or renal circulation, disorder of
circulation (e.g., peripheral circulation, cerebral
circulation, microcirculation etc.), disorder of blood-

brain-barrier, salt sensitivity, abnormal state of
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factor (e.g., radiation hazard, hazard by ultraviolet,
infrared, or |aser beam altitude sickness etc.),

w0 e®piossaenry di seases (e.g., cold syndrone, pnRCIDIrH065/018823
ast hma, pul nonary hypertension, pul nonary thronbosis,

ul monar.y _enbol.i sm et.c. ),,..dnf ect | di e
CS?ggﬁaﬁﬂfgkyﬁ% s§gkgé§§g¥%ﬁ%hg%§?%ﬁ%gaiOV|ru%% sdate of
bisbhuemza Wises, cBenpesmidusnesc (e .i.ckedtlsinsement of

bacterial infectious disease etc.), toxemas (e.d.
ptepsilet sxyaregshocr, &t UxFhishoOE &YW Jﬁéaé{ﬂq?ve

d%?%?#%blf?% gzpﬂﬁﬁéﬁgﬁgﬁ¥ﬁa5%0%%ukocyte,adhesiveness,

I'nol ar ynhgologic | seases (e.g., Meniere's
rs¥adodE® 1doaniriesosdytsgeaist a) , venhiaga,ement of production

di sequil i bri d hadi ). ski : Ty
keGP HETRNGF o e ibr] HeF ST PE. YT alge i PDOF

_V§§@Dt%ﬂf§9n+%?¥giggﬁﬂhﬁ Qhﬁyla; e & di $eages$ SHdhent

chroni’c ue syndrome cah be nmentioned. In
oddgirtdcdn; t 1 onganer mnsippression off daiflgmsatory cells,

angiotensin Il results in the i.nprove r
e§ﬁ%ﬁ%§ﬂﬁ%% BF BF&#&% ?%fogiEgﬁgéﬁéﬁq%%ﬁbr%&Hﬁ%}%%ﬁnt
otthe iR afawnetian andiahysi A pgicealctdedn ofisbhakrgauses
adul t' disorders and various diseases associated wth
dazgudfn:glcarmdmﬁeorfi eadaffiehivh, t Ged U &t 2BIthe STy
and.secondar r-0 l.axi IS r LALCca
R BRI heC e HuBea ooy e ShpSRRR e bRk

(ﬁb@ﬁﬁﬁ@é@@shbemeo@rd&Sféhetdbsomygecwtabhorw@haqcement
i n the biofunction and ph¥siolo i cal action

Ofx RASWIC B 8Br @8 driBnty ArPTt Y 450 3t bRt ppb¥tance or
50U 4 991 apakidd tyefotREERM! WCiFsHbakhaR O, etc.),

renal circulation, disorder of circulation (e.g.
aperd mieet atoukteulcdtian, o Eebébpral Ve Twel agf6n, Metabolic

mcrocircuyl ation.etc.), disorder..of blo [ PR
st 8P g g SRR e &y RER T Bemia ete.),
a%;n%%géli agentand f idsinokysis sysfiengeabsasnalinstlaiéing

0

abnormal vasculogenesis during abnormal capillary
network formation in adventitia of atherosclerotic

lesion) and the like can be mentioned. Of Ehese, the

present invention can be used as an agent for the

primary and/or secondary prophylaxis or treatment of
organ disorders associated with various diseases (e.g.,
cerebrovascular disorder and organ disorder associated
therewith, organ disorder associated with circulatory
disease, organ disorder associated with diabetes, organ
disorder after intervention etc.) can be mentioned.

The combination of compound A or a salt thereof or
a prodrug thereof with a PPARY agonist-like substance can
be also used for the prophylaxis or treatment of the
target disease of a PPARy agonist-like substance. The

applicable diseases of the PPARy agonist-like substance

include, for example, diabetes (e.g., type I diabetes,
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bl ood and bl ood cell conponents (e.g., enhancenent of

pl at el et aggregati on, mal function of erythrocyte
waledoonssaki | i ty, enhancenent of | eukocyte adhesPUEM965/018823

rise of blood viscosity etc.), enhancenent of

T IO oN P B AAL £61 ULl e e

18%& ), epbantepedentfa produc) i aypand it vt eratieon 2of
|nflannator% cel l's, enhancenent of production of free ,
hygiTediQ L enhanedraia of RYPPoRAESsIAED Thidt haPrgroteinemia,
p%%?ﬁf5H595§05%§%rf§6iggﬁ1éoﬁﬁdQEH%NEEEQBLu@iéﬁgﬂic

ana - organ, edema, norphogenesis of cells such as
compdtihcamsche ((Rargphogesesdopathypr alédlerapashytype
etc.), enhancenent of production .and function

Fo
REASGHRT VBY suBEATEE or BAFEABESICR Hduker 85 teopenia and
thendotihel i ny ArPXANE A3l Dor AON MBET) , obesity,

constriction of blood vessel etc., netabolic disorder
ofsserapotopid, abrertmtiai és . gdysglayneimenateuy, cachexia,

abnor row h of cell .etgc., .angioge Ls (i.ngl udi
éﬁioaﬁsgﬁQQﬁﬁk%ﬂSdaﬁﬁﬁﬁécabﬁbrﬁ%?f%ép%ﬁﬁg%gkggdue to

WL kn § o1 BRIdhek i 0 @dvenbl ehdodfr aidieaoRel, ereidicexia due

| esion) and the Iike can be nentioned. O these, the
ter desfrCct hoant iodn sl Biliasddcad art Ggent eflod e

rd. d/ dar phyl.axi s of
SEMEE T Nl R R R e oo
dil @y s ceeelrovas calyad rdinggr deeshad iomgaln disbeders mellitus,

associ ated therewith, orga i,sorder. associated with
rEqtah Gt BF§ S6iSs elfsed -orﬁgﬁgﬁi%&&r Jb%P%%Béi% Yed with

| AL €BonBLHAN tdi $07 debmBELEL JINEF ¥ENL] OR Rl It Lan
e nentioned. The conbination of conpound A or a salt
styhed ewtfie pr hgpprddrugl vaenephr@isth er PPARg &§ohistage keenal

FUbSLa002 52, B oL po) UOGHSLST Ahes OIS fearain
agen st 1 bhke ssuistansectdhes, cerebrovascular disorders
(e.g., cerebral infarction, cerebral strdke), insulin
resistance syndrome, hyperinsulinemia, sensory
disturbance in hyperinsulinemia, tumors (e.g., leukemia,
breast cancer, prostatic cancer, skin carcinoma and the
like), irritable bowel syndrome, acute or chronic
diarrhea, visceral obesity syndrome and the like. In
addition, the PPARY agonist-like substance can be used
for the treatments aiming at improved insulin resistance,
enhanced insulin sensitivity, and suppression of the
shift from impaired glucose tolerance to diabetes.
Furthermore, the agent of the present invention
can be used in combination with pharmaceutical agents
such as a therapeutic agent for diabetes, a therapeutic
agent for diabetic complications, an anti-hyperlipidemia
agent, an anti-hypertensive agent, an anti-obesity agent,

a diuretic, a chemotherapeutic agent, an
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appl i cabl e di seases of the PPARg agonist-I|ike

substance include, for exanple, diabetes (e.g., type |
waelb@bessss2 type |1 diabetes, gestational di abetBST/JP2005/018823

mellitus and the like), hyperlipidema (e.qg.,

.hypetri gl yceridem a, hyperchol esterql,.em - ki
BRGNS PR b & r?é"r%%t?' pos pféﬁdilgl ﬁé‘???%?&?&% to be
adhd e ddkeds di abaldinL£Lonphi aatigons Mergqover, the agent
neur opat hy, nephropathy, retinopathy, cataract, , ,
Oﬁf\@&@ar@@‘fi:@nhy}nﬁﬁné@pﬁhi @aBnBet B 99 Keyedi ﬁﬁa?roé@i?lnatlon
cose tol erance ( : besity.. .0 i ;

Wi Sies (a8 Boe B g AT R R B T tbar o dacetnes
cGagReNd a r&iahenitc foachext ipheaalexirt aitieal oobstruction

henopat hy, cachexi a due to, endocri nopat hy, cachexia
i 1 ©1 1 LEERER A L & TEPLKF APGTe 0 ok AP Edl P ™

c%ﬁﬁk?i%$§ytﬁ¥n§&%%ﬁ) Wﬂéﬁtﬂhéi¥§EnthbﬁﬁﬁH§QS§985ent

po ydys Ic ovary syndrome, gestafional diabetes

imeldrittiusn tenalset stasesnpbe.ptiahaétthc nephmbpariyion drug,
Ionerulgne hritis, gIonErqusc%erosisddn hrotiQD. 1

é%ﬂuﬂ%ﬁ%, By p&feri Ve hephl 8581 0S¥, eﬁ Sstagetratton

dreNpIn ) seasgqant itheatéded s, iMdspiradedlysphapiacentical

nmyocardi al infarction, angi na pectoris,

agersty ovaseukanbdinsst derepesagioncerebt af 1PARL&r cti on,
er ebr al ftro e),ehﬂ§ulin resi stance syndrone,

St nsalt Hém &7 <Sensory disturbance in
hyper i meghi D&M, 11 UBBNB ihetd.on |eukientap ebrdeast
cancer, prostatic cancer, skin carcinoma and.the |ike
phaima ¢aBF &Chdwald Wit ofBS Aditd %rO hf‘gﬂilelc‘ﬁn:&rei'trfe%, of
[sceralopesihy syndione andehhe dd kengl Bnaddids om
t¥ﬁ%2%%%&g agon%8t3¥$€e substaﬁce can 6% used for thee
dongat ment snadmiuyy ate i nptoveédiitesid | Phegshevamse,

Shaneete LISV 0. STLLLYLLY, (o0 SUPPL 553 2D 2 LE o ene
J L hes FPRE 1 ohheagRaE £ Of thetpeeseite i Nvedt benmeare beinds
used in conbination with pharmaceutical agents

of combination drugs may be used in combination at an
appropriate ratio.

The dose of the combination drug can be suitably
determined based on the dose clinically employed for
each agent. In addition, the administering ratio of the
agent of the present invention and a combination drug
can be determined depending on the administration
subject, administration route, subject disease, the
symptom, combination and the like.

As the therapeutic agent for diabetes, for example,
insulin preparations (e.g., animal insulin preparations
extracted from the bovine or swine pancreas; human
insulin preparations synthesized by a genetic
engineering technique using E. coli or a yeast, and the
like), o-glucosidase inhibitors (e.g., voglibose,

acarbose, miglitol, emiglitate etc.), biguanides (e.g.,
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such as a therapeutic agent for diabetes, a

therapeutic agent for diabetic conplications, an
waniosAss7per | i pi dem a agent, an anti - hypert ensi RET/MRPOOT(18823

an anti-obesity agent, a diuretic, a chenotherapeutic

agent, ani nraunpt her apeut i t t [
p%%@?@irﬁ‘&ﬂ'erm‘?%g%ﬁméggr é%\}l:fg%rggergsegéggﬁb!lﬁla%é%ﬁndr ug)
sec%ﬁ:@%‘éﬁ{ueé hee agent sefl fidiey piesent (envent itonloahabdde,

al so used in conbination with vaccine preparations_ .
gk ibknasd aarigiot enbi Alagédae, CtogRAEPE Grentofpramide,

eri pheral, arteri al i ely! - r..regen K
R hPRERel i ngd SRR SEIPEIE AR B Frorfr (2T FLEb AR 0o
gﬂ)ﬁ%_z‘bﬁ% aged! ) ﬁf rébeggriesie:m, i sgnabildmide usedteglinide,
conbi nation with a conbination drug, the a f th
mpEdgAAn iy e | bﬁsaﬁ&lﬂilélr‘bo%%Fa#g’&?ag%%ggﬁﬂé—geetcce‘ 1
101 St i pdgpendsnt aeewdcal  agents or a
a@%%%n%ﬁﬁ%ﬁ?aé?éﬁ as 'a s?ﬁglﬁgﬁg%alrér?acggu'ti gal agent.

pXbephigsd ¢ i cenphoaphart ase | hdkpbiderns {Fha® rac¥aiiacklC

agents, the tim of adm nistration of the agent of
afhe Sricsem ?"f’ﬁ}eﬁgi H‘r?ng:rfuormgt of the conbination drug

are nNots it ederERRATRY BEeadr Moxt effdbetic
si mul taneously or at staggered times to the o,
caupiliicstrisenon §abj CRNIRLR t hal#BFE, B oFafer & kiikistors

g on AL VS8 et (LA O GRcgleAac,
méan 10e Stk € AbFY ddetearyd thedskrsed Oon AThel Uosetc. ),
DRI | AQLREEPS Sof (4 6 agBRE o T oY BAEnE TS
PN B0 ORI 00 S4B ron o L abne o
iatiibni tsbr &t { engr ouiley - 3Ub) 2t edlicseashGE henbjkpttons (e.g..,
Ai%%bélgqn,gtéfxgg g Q atprégx %;glfe%”c oA X g tﬁqq% et,h q\f—agpl'?gﬁla% y@&%rlta zolium
bromide (ALT766), EX0-226 etc.), active oxygen
scavengers (e.g., thioctic acid etc.), cerebral
vasodilators (e.g., tiapride, mexiletine etc.) and the
like can be mentioned.

As the anti-hyperlipidemia agents, for example,
statin compounds which are cholesterol synthesis
inhibitors (e.g., pravastatin, simvastatin, lovastatin,
atorvastatin, fluvastatin, cerivastatin, itavastatin or
a salt thereof (e.g., sodium salt etc.) etc.), squalene
synthetase inhibitors or fibrate compounds having a
triglyceride lowering effect (e.g., bezafibrate,
clofibrate, simfibrate, clinofibrate etc.) and the like
can be mentioned.

As the antihypertensive agents, for example,
angiotensin converting enzyme inhibitors (e.g.,
captopril, enalapril, delapril, quinapril etc.),

angiotenéin II antagonists (e.g., losartan, candesartan,
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insulin preparations (e.g., animal insulin

preparations extracted fromthe bovine or sw ne
W@awe0es1s2 human insulin preparations synthesiRETIER05018823

genetic engineering technique using E. coli or a

nd the. like), a-agl ' . g.
Y BRI D LT BT bt ST GrAr bAryl (e npady (& 9
t@k&ﬁ@ﬁﬂkﬁhﬁelgbeﬁwﬁﬁdﬁrnﬁﬁsﬁ@b&&%mIWOIméQEHtan,

etc.), insulin secretagogu.es sul f onyl ur eas
olmegar ttan bnedakaai lglgisenks aﬁaé@w@ iategyerists (e.g.,

chl.or.pr.opam de, t I
maPﬁéﬁéﬁy %h1%éfedﬁpheplrﬂﬁmlgaﬁkgﬁg¥ge ﬂETy% pips
néterdipgepagl baede.idsenagtj nedeén iddieigié nétde, ) and the

mtiglinide or its caIC|un1saIt hydrate, G.P-1 etc.],
la%WWQﬁ%g%ﬁ|§?§tG@Q? pramintide etc.),

phosph@éyER etcﬁy%%g§4@§eabgmﬂ§thér(@xagple, central

vanadi'c acl can be nentioned. As th
atchdmapear t t-apestit f argaiiabéei.g. ooﬂﬂxﬁ@mfbngamﬂme,
exanpl e, al dose_ reductase |nhlgltor ol rest at

£ Eh A PG o RAFBHEIT: Soport B 1 ol PBSERESIOLe,
d@ﬁgﬂﬁﬁ%@£ml§HK'%@%1ﬂabﬂﬂ2pﬁb%ylpﬂﬁﬁﬁﬂél@ﬂhh@

factors (e.g., NGF, NT-3, BDNF etc.), neurotrophlc
cfladtaorz pr educ rilowniot | afCadentPRIPKEE T hRi BlPeSe

SSFHREETRE, | By Pav ol W Wt LN Biendool 1 H 40t Bl 4 ©

3hreem Fe MLE%@)JL IEX@1R226GeB07), S&E-tﬁﬁ/@Sbegm 9677, BMS-
scavenger thioctic acid etc

o et T et e raecctad RAphidnEe B g (heotin,
waﬁaf%T%?QrQiWéqy5¥koﬁﬁé Fhe ) -dyper | i phdaldystokinin

agent s, statin conpounds whi ch are

acioal iest £r ok . gynt Hem@tnhpb»t@rPér(leE@9 ptavastatd ishe like

S|nvastat|£ I%¥§stat|n atorvastatin, fluvastatin,
Rastebrho™®avastatin or a salt thereof (e.g.

sodi umysakh el@Gur£t Led, FQualdNnple, xanthine
derivatives (e.g., theobromine sodium salicylate,
theobromine calcium salicylate etc.), thiazide
preparations (e.g., ethiazide, cyclopenthiazide,
trichlormethiazide, hydrochlorothiazide,
hydroflumethiazide, benzylhydrochlorothiazide,
penfluthiazide, polythiazide, methyclothiazide etc.),
anti-aldosterone preparations (e.g., spironolactone,
triamterene, eplerenone etc.), carbonic anhydrase
inhibitors (e.g., acetazolamide etc.),
chlorobenzenesulfonamide preparations (e.g.,
chlortalidone, mefruside, indapamide etc.), azosemide,
isosorbide, ethacrynic acid, piretanide, bumetanide,
furosemide and the like can be mentioned.

As the chemotherapeutic agents, for example,
alkylating agents (e.g., cyclophosphamide, ifosphamide

etc.), metabolic antagonists (e.g., methotrexate, 5-
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synt hetase inhibitors or fibrate conpounds having a
triglyceride lowering effect (e.g., bezafibrate,

w@bwbioss7at e, sinfibrate, clinofibrate etc.) aneCT/me005/018823
i ke can be nentioned. A s the antihypertensive

ents, for. exanple, _angi otensin r{i.ng. e
ffﬁﬁffﬁiutr&%l]( e?ﬁ?,‘l)CaﬁlPor%%rciefI}gé%a %ggly)ﬁ,ojddlg%applé%/,g?'
mfEbRFRIIN, e1&r) amgegnoteantsin, | plantageniistsd (@ngicancer

| osartan, candesartan, candesartan cilexetil,
agpnsaricat - vavsaeras ting m Chregs 1 nerbdsFehnete- )

tasogsartan, .o I , 3 I
T R e
malhyﬁli@gjdzi ﬂe,OLEf’tOI;ildédépi e, tni loan di peaéprazdlan dépe ne, which
clinidipine etc.) _and the |jke can be ntjoned. A's
arfe SarfiiuHREF B¢ Lag s va ol VR anpiPéE tgg%tjrja €altitng

p?gtfi ~Qhesity agent (e.g., dexf enfluram ne,
enfluram ne, phenterm ne, sibutram ne, anf epranone,
dexanhet thal nemumrineiody e phéry lagreaspahol Gaknexample,

¢l obenzorex, rinonabant etc. tic |i
nf GROB LGS £B. B, DGR ot L of B OIS Bgoht s¥ ( orifs 2y

dSbe p3LE2d 33 e SRvA8E I Ap 141 T6n 307 e t9B-)226562y s AZ<HEAE, d
gbgp%llgeo%? AZ40140 et]%l.)f anoreceti C p’ggftSi d}éfg e.dg. ,l =8

hﬁ@riltﬂm,imm(szciimuérastqmr@@téﬁﬁéw d@ 0¥y etenfhinan,
chal ecyst pkini n Qni.sts . Q. Jantistrd pt =
B R U A
geéineretd csnginecexanpliescahthiese (derd vatinesrfergn,

t heobr omi ne sodium salicylate, t ) ne cal_ci

heqbr ofti
iggerchawkenef €Ly, 45 dzi de° pPaY¥ar %1“[3?925%%?& £GCtor (e.q.,

A sEicL R s o ) aKOm) Mgt
ethd.or otrid azhde | ipenfcdmting ambdé i qusidst hbghdereference
SRy el ot a2l dg 8Le )y 12 and the like.

Moreover, pharmaceutical agents having a cachexia
improving effect acknowledged in animal models and
clinical situations, which include cyclooxygenase
inhibitors (e.g., indomethacin etc.), progesterone
derivatives (e.g., megestrol acetate), glucosteroid
(e.g., dexamethasone etc.), metoclopramide
pharmaceutical agents, tetrahydrocannabinol
pharmaceutical agents, fat metabolism improving agents
(e.g., eicosapentaenoic acid etc.), growth hormone, IGF-
1, and antibodies against TNF-o, LIF, IL-6 and
oncostatin M, which is a factor inducing cachexia, and
the like, can be also used in combination with the agent
of the present invention.

When the agent of the present invention is used in
combination with a combination drug, the amounts of
these agents can be decreased in a safe range in

consideration of opposition effect of these agents.
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anti - al dosterone preparations (e.g., spironol actone,
trianmterene, eplerenone etc.), carbonic anhydrase

WO pivslosd70r s (e.g., acetazol amde etc.), PCT/JP2005/018823
chl orobenzenesul f onam de preparations (e.g.,

hl |id , f [ ind ' : 1 de,
FSA B te, CBenan b cer b8 BRER A G Eol bt iaR R AT oy

HHy asemb deaandnt her | tkesc6aagbe trenddwned. sAfelyherevented.
chenot her apeuti c agents, for exanple, alkylating

Tageridi {0y, , thyel sphaff@e CABSPREHPHe dgid )can be

rgoﬁxﬁ:bé) ) C,AQt agony Sﬁge“‘s&ft?' ’th%etﬂ%é e%ffg,cts expected to
~fTUorouracil etc.), anticancer antibiotics (e.g.,

Y tiongetad bgr itdng/ ciomieinal iop aintugercanet camtfifzaricevely
agents (e.g., vincristine, vindesine, taxol etc.),

RESHHEFA: carbopl atin, etoposide and the like can be

ment i opgd. Qnyihesei ohUbkUlOms deof W EBIeA fltSi.on Wi €A the
are 5-fluorouracil derivatives, and the like are

guesierabl eheAps edwnt mhoMenkdcapats Eengbatys ifgudes

exanpl e, m croorgani.smor bacterial .conponents. (e. g., .
G 8P pdStide o TURPFDR T pitk T LBr ¢ D Tormh ete.) s
ol ysegrhack@es dayi NgtbMpuRestidal ag dipeaeiliatiide,

g., lenthinan, schizophyllan, krestin etc.),

(e. , . :
Ehyk Dka hbdeobtCA P BYP FEAEEI ¢ teig et fRg Pechnhramide,

' fero ' : [ L) - , .
A5 ol PRS0 pbGE LD ) 2L} Hdhione v
éﬁdm%matbmgpmamgor(ge%ythpgp@aﬂﬁatbmg.ﬁimmmaﬂﬁtimke
can be nentioned, wt ref eren [ to IL-1, |IL-2,
AVASC ARdPY hé HAKEAS NBF b8y er L Upias HRELtL | CA° G st L/

shawd Dgr grsachexia & aprovihageff ecd . ackngwhedgeddnt etc.)
ani mal nodels and clinical situations, which include
ayc! boxygepasad rdybitherssee ighib hdonet hddioradies) (e. 9.,

kﬁa{{’%ﬁi}%g%ggg derd ¥atlveg, (Githei JBIESI M h 130 Al Blre etc.);
calcium antagonists (e.g., manidipine, nifedipine,
amlodipine, efonidipine, nicardipine, azelnidipine,
clinidipine etc.); Single-pill amlodipine
besylate/atorvastatin calcium (e.g. Caduet); central
acting anti-obesity agent (e.g., dexfenfluramine,
fenfluramine, phentermine, sibutramine, amfepramone,
dexamphetamine, mazindol, phenylpropanolamine,
clobenzorex, rimonabant etc.); pancreatic lipase
inhibitors (e.g., orlistat etc.); and the like.

The agent of the present invention exhibits a
superior effect in the prophylaxis or treatment of
metabolic syndrome. While patients with metabolic
syndrome show a high incidence of onset of
cardiovascular diseases, the agent of the present
invention can suppress the onset of cardiovascular
diseases by prophylaxis or treatment of thereof, reduce

the severity of the diseases and strikingly improve the
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(e.g., dexanethasone etc.), netocl opram de

phar maceuti cal agents, tetrahydrocannabi no
w@b@sossoeut i cal agents, fat netabolism i nproviPQI/aRPesH/E 8323

(e.qg., eicosapentaenoic acid etc.), growh hornone,

nd a d L NF- LIF, IL- 6 d
QQﬁFé§¥%ﬁ% Em% ch'$§:§g$%§58r 5h0|ng cacheX|aan

and thendi eesem e wdsoivaed s @}Qﬂrﬁ)inﬁaﬁl on widtrihein
agent of the present invention. Wen the agent of the
tpleei@mlqm@ﬁtbwnruegf%ewgnt@oﬁrﬁp@éfﬁwW%hEéamPles and

mEaREI " Per | "ELATULS B 1 LROBD BUANI2i A28 Rfie

fed inx saf & range in eration o
p@??@ﬁﬁliﬁvéﬁfﬁch.of these agents. Therefore, the side
effects expected to pe |nduced the conbi nati.on of
these%ﬁmﬁ§§ davassienkfy (B EE@&lﬁhﬂ? the

29QS& O lﬁg'fgfe&@ggttnqtﬂ %éjrf'Srﬁﬁﬁa%drﬁéju@égcré%@cﬁsasa

result effects expected to be induced by the
EmmMpHEHthhdsaglaamdﬁeEﬂféhﬁlJ@p@q3$wehhéﬁmaﬂﬂpoela,

conbi nation dru ed i i nati Mﬁth th ent _ of

J@ﬁ@%sees&#%arﬂegﬁﬂ%? o FeRa o MAteee bi Budn et tical
%l,erpbgnéagrmen,uggﬂform n, buformn etc.);

sul onyl ureas (e.g., tolbutanide, gl i bencl am de,

gliclazide, chlorpropam de, tolazam de, acetohexam de,

ﬁ%gg%é&gﬁéﬁ%de glinmepiride, glipizide, glybuzole
c.), [

_ atTn~conpounds (e.g., pravastatin,
si mastafrebt lodvasdmtoni tahar wakiiati ot rékavastat i 2rethoxy-
cerivastatin, itavastatin or a salt thereo . g.
' g geﬁ%’biphenyl—

Isddidim barexeré,p e ydreghareds etade3-
SM%k%”aIZl}chr@éﬁ%iﬁl&azo@%lauégﬁﬁ@xy§bgglQQgﬁbound A)

Inofibrate etc.); cal ciumantagonists
ahﬂgplogﬁmtdzpmmehyﬂf@dhbonedeaMHxn¢¢n@lth metabolic
é%g?ldl i ne, nicardipine, azelnidipine, clinidipine

ingle-pill am odipi ne

1) Test method

As a metabolic syndrome model animal, male
SHR/NDmcr-cp (fa/fa) rats (obtained from Disease Model
Cooperative Research Association) were used. Blood was
drawn from the tail vein of 15-week-old rats, and the
levels of glucose, triglyceride and insulin in plasma
were measured. As SHR/NDmcr-cp (fa/fa) rats reveal
hypercholesterolemia in addition to metabolic syndrome,
plasma total cholesterol level was also measured.
Insulin level was quantified by radioimmunoassay
(Shionolia Insulin, Shionogi). Systolic blood pressure
was measured by tail-cuff method (Softron BP-98A,
Softron) with incubation in a chamber at 37°C.
SHR/NDmcr-cp (fa/fa) rats were divided into 4 groups (9
per group) to make the above-mentioned parameters equal,
and five SHR/NDmcr-cp (+/+) rats were used as control

rats. Compound A (0.3 mg/kg) and pioglitazone
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besyl ate/ atorvastatin calcium (e.g. Caduet) ; centra
acting anti-obesity agent (e.g., dexf enf |uram ne,

wo ewbloss7am ne, phent erm ne, sibutranm ne, anf epPErmrPe95/018823
‘dexanphet am ne, mazi ndol, phenyl propanol am ne,

cl obenzo bant ., et
FSREISTIZEL Stae TOURRAN) L8 chi BANGIER At b B3RS oo
3P eMehheyPoesen ¢m3mha@ao@1xmrhié Saadaypem or

effect in the prophylaxis or treatnent of netabolic
csmmtrcum’elva\hdaerSpaﬁwm‘éhw tAMee Ao F coBy Adr #iRe lshowt age

(e S PAETERIT 0581 8L 851 110y A0all At TicheRp oo

resen I'nvéentilon can suppress

#Eﬁﬁﬁl@fgﬁ@ﬁglQva$@wzﬁldbdeﬁsessurqnwnmymaasar@m at 12
treatnent of thereof, reduce the severity of the
w@@s@étaﬁdtéﬁuﬂwysmﬁﬁé@@ thedt 2EGAL ty of
édﬁeﬁlgérgggo <§odT € 5Pt ?%WH fﬁ%ﬁnﬁhgnﬂéil vein at

1 a hed ™ ail 1nthe fo l'owm ng by referring to
E&p@éeHenamtéﬂam@meslamidﬁ%mmleendimmweleveﬁés@f glucose,

t th
g DU OR §o( addi 1 b3 SBEPGD Har P LeGERed 18 Blasma
‘/H}gés %?g%gé?letche fﬂ{ém\y@iﬁggsﬁa%s%rﬂlbeéjxﬁn?eg)é%@pll%’mean +

in the Japanese rmacopoeia, Japanese
Prendacéueircalr Qo) or Tapanses IBHdrmk eahpdylsis was

ESAPLETLS TR e v, TeSt AL e A ELLTGh Slor cne

*n X 25 g chi it & § on2 gréuexadidziohe 3dylg) kigmenybtration
4-vyl ]nethﬁl }-1 H benzi m dazol e- 7- car boxyl at e
QeoipolRdthae) Qﬂﬁ?p@thpﬂﬁﬂﬁﬂ?#ﬁﬂr%ghV@FF&QQﬁYr%?d in the

nféabgﬁfgkgéﬁgr%%ggEQgﬁ(%%%Y%g§5n@%thQ9téé§ 8 test was used.
2) Results

Results are shown in Figures 1 and 2. The
pathology of.metabolic syndrome was exhibited by
SHR/NDmcr-cp (fa/fa), which maintained high blood-
pressure almost equivalent to that of control SHR/NDmcr-
cp (+/+) rats, and showed increase in the plasma glucose,
triglyceride, insulin and total cholesterol levels.

only the concomitant administration group of
compound A and pioglitazone hydrochloride showed
significant decrease in all of blood pressure, plasma
glucose, triglyceride, insulin and total cholesterol ,

exhibiting a remarkable improvement in the metabolic

syndrome index.
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SHR/ NDncr-cp (fa/fa) rats (obtained from Di sease Mde
Cooperative Research Association) were used. Bl ood was

waleasnsgs’epm t he tail vein of 15-week-ol d rats, PERaP2067018823

| evel s of glucose, triglyceride and insulin in plasm
were neasured. A s SHR/ NDntr-cp (fa/fa) rats reveal
Eﬁ?ﬂ%ﬂéﬁ%ﬁe@?@?&ﬁ?ﬁia in addition to netabolic
QyndraieouRbasma total chol esterol |evel ms al so
nmeasured. Insulin |evel was quantified by

(PadiBi eedhbageay (sriemeriariasul in, S Sfbgi) .

st.ol | ood pressure was neasured tail -cuff
(ﬁétﬁgﬂéf%%%tron BP- 98A, Softron) mﬁthq¥%cu ation in a
@hanbesr et r§€a ISHRINDesL 1afpofeal f a) 174t sugpver e di vi ded
into 4 groups (9 p%%ﬁgroup) to make tqﬁ
(@oVEa fRPELBRed tSathEt ers equal, and ‘1 V&
SHR/ NDrrcr-cp (+/+) rats were used as control rats.
Compound A (0.3 ng/kg) and pioglitazonehydrochl oride
(1 ny/ kp)cawseloral |y adm ni stered i ndéperdently or in
conbi nati on once a day on consecutive days fromthe
time point of 16 weeks of age (0.5% nethyl cel |l ul ose
sol uti enywas adm nepf ened tad Vehi 6Fe (gnokme .adhiexed and

bl ood pressure was neasured at 12 weeks after the
grhnibl stedti GheE e b5t efdadnitiistFaRrdRINI blPod wad the

i

triglyceride, insulin.and total cholesterol in plasm
were determ ned. The values are all expressed in nean
EstamRib® d2ef P 'SEM) . The statistical anal ysis was

nay dyRy Runnett' s test using the yahges of the
gghiéﬁgsagninistration group and the drug ¥

@ i syt atieaongy cupdiachherdake of holtbgedieity of
V. riﬁncg, and in the case of heterogegﬁggﬁ of
riahcE®S& eel's test was used. 2 ) Resulfs Results

ere shewnsicarkdigures 1 and 2 . The 140 mg

(5) Microcrystalline cellulose 30 mg
(6) Magnesium stearate 5 mg

1 tablet 250 mg

(1), (2), (3), (4), 2/3 of (5) and 1/2 of (6) are
admixed and granulated. Thereto are added the remaining
(5) and (6), and the mixture is compression formed to

give tablets.

Industrial Applicability
The agent of the present invention has a superior
effect on metabolic syndrome. While patients with
metabolic syndrome show a high incidence of onset of
cardiovascular diseases, the agent of the present

invention can suppress the onset of cardiovascular
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pat hol ogy of netabolic syndrone was exhi bited by

SHR/ NDntr-cp (fa/fa), which nmaintained high
whb@enps7essur e al nost equival ent to that of coPCT/@#2005/018823

SHR/ NDncrcp (+/+4) rats, and showed increase in the

I asma gl ucose, triglyceride, insulin, and tot
4;ﬁﬁ%§?grﬁylaﬁﬂﬁ%¥9%%ﬂﬁ Pﬁé%ﬁﬁﬁﬁﬁﬁ?%n?%ere&¥’ reduce the
SEE AL BT BlF A ProuPe 8k ecoPRUNGE Al RDE gPivOgnig BEe8eQ0L. of
hydrochl ori de showed significant decrease in all of
Heddapiessgre, plasm glucose, triglyceride, insulin
and total cholesterol , exhibiting a remarkable
i mprovenent in the metabolic syndrone index. Exanple 1
Capsul e (1) Conpound A5 ng (2) Pioglitazone
hydrochl oride 30 ng (3) Lactose 85 ng (4)

M crocrystalline cellulose 70 ng (5) Magnesi um
stearate 10 ng 1 capsule 200 ng (1), (2), (3), (4) and
1/2 of (5) are admi xed and granul ated. Thereto is
added the remaining (5) , and the total anount is
sealed in a gelatin capsule. Exanple 2 Tablet (1)
Compound A 10 ng (2) Pioglitazone hydrochl oride 30 ng
(3) Lactose 35 ng (4) Corn starch 140 ng (5)

M crocrystalline cellulose 30 ng (6) Magnesi um
stearate 5 ng 1 tablet 250 ng (1), (2), (3), (4), 2/3
of (5) and 1/2 of (6) are adm xed and granul at ed.
Thereto are added the remaining (5) and (6), and the
m xture is conpression fornmed to
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give tablets. Industrial Applicability The agent of
the present invention has a superior effect on

woredoaloss7ez syndrone. VWil e patients wth nmetabPCT/gP2005/018823

syndrone show a high incidence of onset of

car di ovascul ar di seases, 8ngﬁ§t of the present
i nvention can suppress the Brgd

cardi ovascul ardi seases by prophyl axis or treatnment
t hereof, reduce the severity of the diseases and

5t rARi ﬁgegﬂh rﬁﬂ%vﬁh@@répmyr%@w i @kt srepAmasis of an

yl axi:s,;.0 t »of L r— (55—
syn%ﬁ mﬁgl %@%br?§é§h2 et ?F? E[fﬂﬁg§%§&o§é? 3
ék052d5hwdmwdr021 244emad@aaﬁefk3+y1bbpmhgnyns4yH
nethyIL -1 H- benzi m dazaol e- 7- carboxX%g gid or, salt
Yhbrashvé &Pbrkb%%@meﬁé\@@&fe “alid- at PRAR l§g<?rﬁ -Pfka salt

SEPLEECE D, SEURLPRY Sl or HhFyoaRbuaGoalina i e

pilogt ahazoner orombsabtibhereof. 3 . A nethod for t he
prophyl axis or treatnment of netabolic syndrone in a
manmal , whi ch conprises adm nistering 2-ethoxy-1- [[2

7. (@hexgg%«nt”’ 59'&8&!9&911 't é&aﬁ%aﬁ' amlez%ﬂﬂ)the PPARY

i phen -I'Hbenz i m dazol e- 7-
m@@%h@@:. @ubstar@ﬂ ti g heieef 1de 2R o@Fu@ tdek pothereof.
and a PPARg agonist-Ilike substance to the mammal . 4 .
Use of 2-ethoxy-1- [[2" - (5-o0x0-2, 5-dihydro-I, 2 ,4-
@X&NIﬁé@hdﬂ)ﬂ@rbthhepybp%MMaﬂhEthyltkddﬂﬂﬁﬂt of
i m dazol e- 7- carboxylic acid or a sal% thereof or a

%@%@Paélphérymr@lﬁecaﬁb.angﬁww t Wh4 CPpARyPTr1ses
@@Mh%ﬂe@&%u@sg%eg for the predygbion safdﬂmyagsntl 2,4~
ror the prophylaxis or treatnent of metabolic
syadiepel-3-yl)biphenyl-4-yllmethyl]-1H-benzimidazole-7-
carboxylic acid or a salt thereof or a prodrug thereof

and a PPARY agonist-like substance to the mammal.

4. Use of 2-ethoxy-1-[[2’~-(5-0x0-2,5-dihydro-1,2,4-
oxadiazol-3-yl)biphenyl-4-yl]lmethyl]-1H-benzimidazole-7-
carboxylic acid or a salt thereof or a prodrug thereof

in combination with a PPARy agonist-like substance for

the production of an agent for the prophylaxis or

treatment of metabolic syndrome.
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