DESCRI PTI ON BODY VEI GHT GAI N | NHI BI TOR TECHNI CAL FI ELD The present
Lnvention relates to a body weight gain s inhibitor, particularly an

i nhi bitor of body weight gain induced by a PPARy agoni st-1ike substance,
which is useful for the treatnent of diabetes and the |ike. BACKGROUND ART
In view of the fact that becom ng obeRESCRIRBIOdAy 10 wei ght gain is not
only undesirable for cosnetic r 0 o greater risk for
health that |leads to Iife-stylgﬁﬁagﬁggg§&aﬁ§§§sggﬁgﬁi s di abetes,
hypertensi on, hyperlipidem a and thEECENECA BXEESSI on of body wei ght gain
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20 On the other bhand, body Lght gain o atients suffering from
life-style rEﬁgtgﬁeaFgggge%¥§§é§F%é?%ﬁ%ﬁ)téhf Jﬁuﬁértension, hyper | i pi dem a
and the |like often causes aggravati oBAGKGROUNDI ARress. Si nce body wei ght
gain is caused not_only by way of estion of food but al so sonetines by
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treat ment of S rel ated di'seases such as abet es, pertension,
hyperli pi denmedsangoste &idgreater habsskbebr kreadth Hdtati derldsn teeddiferseyde

recogni zed as_,3 I ghl y_superiar therapeutic ents for. diabetes.(e.q., .
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751-759 (199g%)im¥gLL§n£h€§§ reducing the incidence of life-style related

15 diseases. While suppression of body weight gain naturally
requires sufficient exercise and balanced dietary habits, these
alone are practically insufficient to achieve the goal and, as
the situation stands, a method of appropriately controlling the
body weight is not easy to find.

20 On the other hand, body weight gain of patients suffering
from life-style related diseases such as diabetes, hypertension,
hyperlipidemia and the like often causes aggravation of the
illness. Since body weight gain is caused not only by way of
ingestion of food but also sometimes by the administration of

25 therapeutic agents for life-style related diseases, suppression
of body weight gain of patients is also significant for the
treatment of life-style related diseases such as diabetes,
hypertension, hyperlipidemia and the like.

It has been known that insulin sensitizers recognized as

30 highly superior therapeutic agents for diabetes (e.g.,
troglitazone, pioglitazone, rosiglitazone etc.) have a PPARy
agonistic activity (e.g., Journal of Pharmacology and
Experimental Therapeutics, 284, 751-759 (1998)). While these
pharmaceutical agents are effective for the treatment of

35 diabetes, some of them have been found to increase body weights



pharmaceutical agents are effective for the treatnent of 35 di abetes, sone
of them have been found to increase body weights 1 of patients after their
adm nistration (WD 93/03724, D abetes, 47, suppl. 1, Al8, No. 69, 1998).
Such drug-induced body weight gain is one of the effects desired to be
avoi ded as mah patsi gpdssiadfiterf ghedat ednisigitratidpnbdéWes93103%424 s Dizbekes s
obesity causes, aggravati.on of, di.abetes. ex l.e, . JP-A 5:271228 . JP-A
D001. 316506 i BRI 20" ads. "NEACBES: 1§8§6ﬁpoun°&1 hda’iH%‘gmadﬁ’caer?Si%&dé’nsi n ol
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di seases and the like, such as hypertensjon, cardiac di seases, 10 stroke,
renal di seasés pz?rstséﬁlﬁsg.l"ér patdents rhth gkébeFﬁs'aﬁHq orF BN SE. 323940

describes thajped iRRAIRGRY! heRdra?d@ibn 68NREABEREsa conpound having an
angiotensin Il antagonistic "activity in conbination with a conpound havi ng
an insulin sensitFerngxavpileityPahdothel?22&e TRmA nad Kedd 36 28fc ragab echehd dike

dose of each active i redient as red to the dose thereof _used as, a
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advant ageously used as a grophél actic_or therapeutic agent for various
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therapeuti;p ageRfkel, OreRblChi8bal¥REr LBRSEPHsABSPEL B €A the 1ike. 1In
arteriosclerosis or hypertension as a conplication and the like. JP-A

2001- 316296 aesitilpas dBedi Py32vAfEhdescoikesf thae aphameddeyigad tdanrel

di st ur bances, .arget _dj 25 ¢ i |.ot.ensin Il
ant agoni sti c c&?ﬁ)lréista?}g Eoﬁg}\?érggﬁﬁhﬁév%ﬁ |I§%a %ﬁgg%é%ﬂ/noﬁr%g%r olnSTIJhCZ
suppressi on @ictibddy Wei gbinbgabtibpawitk uh atbnpolmodyhawightagainsuliduced by
a PPARy agonist-like substance) by a conpound having an, anpgiotensin |l

ant agoni st i c SSTSAFEY NG| RPELHALY Qédth% tkercap @%&%@lmweiq%cﬁl{ﬁji ng

obesity) 5 @R3Rr¥¢deach active ingredient as compared to the dose thereof
used as a single agent, which in turn can decrease expression
of side effects as compared to the use of the active
ingredients as single agents, and can be advantageously used as
a prophylactic or therapeutic agent for various angiotensin II-
20 mediated diseases, particularly, as a prophylactic or
therapeutic agent for arterial hypertension associated with
arteriosclerosis or hypertension as a complication and the like.
JP-A 2001-316296 describes obesity, which is one of the
metabolic/nutritional disturbances, as a target disease of a
25 compound having an angiotensin II antagonistic activity.
However, this publication does not report on the suppression of
body weight gain (particularly, body weight gain induced by a
PPARy agonist-like substance) by a compound having an
angiotensin II antagonistic activity, irrespective of whether
30 excess weight (including obesity) is observed.
OBJECT OF INVENTION
The present invention aims at providing a pharmaceutical
agent exhibiting a superior effect on the suppression of body
weight gain.

35 In addition, the present invention aims at providing such



OBJECT OF | NVENTI ON The present invention ains at providing a pharnaceuti cal
agent exhibiting a superior effect on the suppression of body weight gain.
35 In addition, the present invention ains at providing such 2 a
pharmaceuti cal agent as does not increase body weights of patients even if
a therapeuti sabhgrmétectivel RRPRYE agorests qots ubstraese bodydwediohtter ed i n
the treatnent of diabetes ggd qﬁher disea%.s. 5 SI MAARY _OF _THE | NVENTI ON
The present PRAVEREDT sShalet¥ i stRST AR HRRL Y &fssiye Faffgadpnistic

angi ot ensi n khbatiAgenistadmbeid véied ih piHri@atiligrteelf diadealst ahber eof
(hereinafter sonetinmes to be sinply abbreviated as a "conpound having an
angi ot ensi n PFheD dhEeRPPFstic acyivity") suppresses body wei ght gain, which

resulted iy the conpletion of tbguﬂﬁggeag i epieRTToNCccor di ngly, the

present invention relates to: (1) a body weight gain 1nhibitor conprising a
conmpound havi ng dfhermiestegrtsiimvientarsaganies fiieséc founty thatpaodemgother eof

or a 15 salﬁ t her eof , éég t he jn?ﬁpit r accordi ng to t.he above-menti oned
(1), wher ei n"2YH29 b33y 2@t Grt St ocad'&r%goﬁléﬁ}rl@ AN 0BeBFPFF1E3) t he
i nhi bitor aceRegéa ¢ 4 heabboeerayt | e inBftethebriet imeBe tboBg wemphi

gain is observed in a patient_ with obesity, 20 (4) the inhibitor according
to the above2®WRFeYbheRM (3 2 WHAMRANG k@ VdBss Ay argifdeneiat &d with

compr 1 o1 n. 2 BRI e oY P S L SR B B e o B o
accor di ng t oréesiel bédvin nere | gl tlion wifertdien pr25Sentte ibgdptiwenght gain is
| nduced by a PPARY agenstol ke, SyBsLanees (Z)chag LObLBL of,According to
(1) a body weight gain inhibitor comprising a compound having
an angiotensin II antagonistic activity, a prodrug thereof or a
15 salt thereof,
(2) the inhibitor according to the above-mentioned (1), wherein
the body weight gain occurs before reaching obesity,
(3) the inhibitor according to the above-mentioned (1), wherein
the body weight gain is observed in a patient with obesity,
20 (4) the inhibitor according to the above-mentioned (3), wherein
the obesity is associated with diabetes,
(5) the inhibitor according to the above-mentioned (4), further
comprising a PPARy agonist-like substance in combination,
(6) the inhibitor according to the above-mentioned (1), wherein
25 the body weight gain is induced by a PPARy agonist-like
substance,
(7) the inhibitor according to the above-mentioned (6), which
suppresses the body weight gain induced by a PPARy agonist-like
substance to not more than about 80%,
30 (8) the inhibitor according to the above-mentioned (1), wherein
the compound having an angiotensin II antagonistic activity is
a non-peptidic compound,
(9) the inhibitor according to the above-mentioned (1), wherein

the compound having an angiotensin II antagonistic activity has

35 an oxygen atom in a molecule,



suppresses the body wei ght gain induced by a PPARy agonist-like substance
to not nore than about 80% 30 (8) the inhibitor according to the
above-nmentioned (1), wherein the conpound having an angiotensin Il
antagoni stic activity is a non-peptidic conpound, (9) the inhibitor
according to {h@) attoyeinteriiitwneddcbrdingerei mhet hbovermenndohadi 1ih) an

angi otensin |1 _antagonistic activit%,has 35 _an OXégen ?&on1in a ol ecul e,
(10) the i nhi'MEFIACTE GRS heVAhGy BPn8ReioREESER) 11 GREREPAIFHEC

conpound havi £t A/ BN HLY &isidthdr AR 8t carbaaylvityupasnas mbihesybond
or a carbonyl group in a nolecule, (11) the inhibitor according to the
above- ment i onEbl X 13he sindhiriciar tdrcrshipeut® (B¢ a§oxr—mapLoeeadi A1)}

ant agoni st i.c (VIR AY .Lepres . he-fo -
(Bhayn 1 PR e R A LR B R Bt o o
a group Wwhi drctdan the icoryemcimpebuingt areplresgnaed ki thecforhoian 40) ani on, 1o
X denotes that the phenylene group and the phenyl group are bound directly

or through a spacer having no nore than %1of atom chains, n denotes 1 or 2,
aring A denotes a benzene ring optionalMy further having a substituent, R2

denotes a group which can for n oy,axgroup which can be converted
, @' denot es a hydrocar bon
Rmand whi ch may have a

into is the group mhiﬁ@}p 5

resi due whi ch may2be bpuldnvi a A
Fnhibitor according to the above-nentioned (1),
avi ng an angiotensin Il antagonistic 20 activity is

substituent, (12)\ the
, 5-di hydro-1, 2, 4- oxadi azol -
g/ -1#; enzi m dazol e- 7- carboxyl i c acid,
N (1)

wherein R' denotes a group which can form an anion or a group

2-ethoxy-I-[][
3-yl) bi phenyl

which can be converted into the group which can form an anion,

10 X denotes that the phenylene group and the phenyl group are
bound directly or through a spacer having no more than 2 of
atom chains, n denotes 1 or 2, a ring A denotes a benzene ring
optionally further having a substituent, R? denotes a group
which can form an anion or a group which can be converted into

15 the group which can form an anion, and R? denotes a hydrocarbon
residue which may be bound via a hetero atom and which may have
a substituent,
(12) the inhibitor according to the above-mentioned (1),
wherein the compound having an angiotensin II antagonistic

20 activity is 2-ethoxy-1-[[2'-(5-ox0-2,5-dihydro-1,2,4-oxadiazol-
3-yl)biphenyl-4-yl]lmethyl]-1H-benzimidazole-7-carboxylic acid,
(13) the inhibitor according to the above-mentioned (1),
wherein the compound having an angiotensin II antagonistic
activity, or a salt thereof is Losartan, Losartan potassium,

25 Eprosartan, Candesartan cilexetil, Candesartan, Valsartan,
Telmisartan, Irbesartan, Olmesartan, Olmesartan medoxomil, or
Tasosartan,

(14) a method of inhibiting a body weight gain in a mammal,



(13) the inhibitor according to the above-nentioned (1), wherein the

conpound having an angiotensin Il antagonistic activity, or a salt thereof

is Losartan, Losartan potassium 25 Eprosartan, Candesartan cilexetil,

Candesartan, Valsartan, Telm sartan, Irbesartan, O nesartan, d nesartan

medoxomi |, owhiThsosaptranes(ddniniseehing odn iefifditivey anduody ofeisgltompaiund n

a mamal, 4 _whi.ch congriseggadnin%fterin an effectjive anmount of a conpound
stfc

having an an8PStBAsPR PPIARFEHBHT AnRRIIRAELIG GGy r heFQFYF a sal t

thereof to thkaefeBEBbr 6£15)1HSEhéofedf COAPEREGnA@ENG an angiotensin |11
antagonistic s activity, a prodrug thereof or a salt thereof for the
producti on ofl13)bBEs REi gheoFRPERE NERBiRBran AnPigtens e IITRa t@agndsddsi n |
ant agoni sti c,aekLYkly LNptH8rRg eskleod (ol NY U1 O HeFddHidY L ifh@ bi nding of
angiotensin Il with®an ‘angiotensin Il receptor on a cell nenbrane
conpetiti vel produchdnncofipat body e¥eiglQongeoimdisnthidvi togr ,such an angi otensin ||
antagoni stic_acgtivity.are known to have an action to attenuate the strong
eRdethe: 14

vasoconstric €and vascul ar snooth muscle 25 growth action induced
by angiotensin Il, and alleviate synptons of hypertension. A conpound
havi ng an angiotensin Il antagonistic activity wused in the preset invention

may be peptidic orTherepERtensin Bhdnfagomiciie a¢EAvasyainofbpepreaeet
conmpound Vi 0; an | S f Mty ' ' anpt-a s.in, for
xanpl o ot e g A o A e b

angi ot ensi n Bhgaotegsinsil cracepvot yon a coipo methbsanen goape taxyiged yabam i n
its nolecule is_Erefe ap

le and, jnter ali a_ co und such as a.coppound
havi ng an et R8P FPAREGEC DY B 25 CAFBUAS GRSABY( PHENcAPLBRStoBFREHT nhy f or m
a hydroxyl gaft@gbiistes0deNte)ty Sai¥ airthiblt HaveOomRo W isuc Roastdeaaapeund
having the strong vasoconstrictive action and vascular smooth muscle
15 growth action induced by angiotensin II, and alleviate symptoms
of hypertension.

A compound having an angiotensin II antagonistic activity
used in the preset invention may be peptidic or non-peptidic,
and a compound such as a non-peptidic compound having the

20 antagonistic activity which is advantageous in, for example,
long acting time is preferable. As a compound having the
angiotensin II antagonistic activity, a compound having an
oxygen atom in its molecule is preferable and, inter alia, a
compound such as a compound having an ether linkage or a

25 carbonyl group (the carbonyl group may form a hydroxyl group by
resonance) is preferable, a compound such as a compound having
an ether linkage or a ketone derivative is more preferable and,
inter alia, a compound such as an ether derivative is
preferable.

30 As a non-peptidic compound having angiotensin II
antagonistic activity, imidazole derivatives are disclosed in
JP-A 56-71073, JP-A 56-71074, JP-A 57-98270, JP-A 58-157768,
Usp 4,355,040, USP 4,340,598 etc., improved imidazole
derivatives are disclosed in EP-253310, EP-291969, EP-324377,

35 EP-403158, WO-9100277, JP-A 63-23868, JP-A 1-117876 etc.,



an ether linkage or a ketone derivative is nore preferable and, inter alia,
a conpound such as an ether derivative is preferable. 30 As a non-peptidic

conmpound havi ng angiotensin Il antagonistic activity, imdazole derivatives
are disclosed in JP-A 56-71073, JP-A 56-71074, JP-A 57-98270, JP-A

58- 157768, UWSAHI3S5 4@ zolePand34¥i698let derivapivesdaiei dhgolesed in USP

derivati ves Ios i P- 25331 -.291969, - 77, 35 EP-403158,
WO 9100277, %‘7‘1&‘9633 738 ,‘3?55:3&11- %%789855%.,38‘3 %yEf?gﬁgf BhFazol e and
triazole derIbe&izlmﬁﬁia&roﬁedid%(ﬂlﬁﬁtdvienaUSPd15c183e899n &8P 323844, 8(EP- 409332,
JP-A 1-287071 etc benzim dazol e derivative are _disclosed in

4, 880, 804, EP3 9@@@531’FP—@§9@§§§73§P EﬁoéﬁéésﬁP 03259 B P~ ’E\i*?h%@rlaﬁ’ HRA 3
5 63264 etg. ¢ 3%l dene dek ﬂ@hh\éeae%@a@ass@éfg 40 EPs 399731 E$1§99731

pyri m done derivatives are dISC osed I n EP-407342 etc. gui nazol i ne
derivatives ate.di polrdgddione EBPrdvatésest are dxanlhsa@ OerERa4 07342 aatec.

di scl osed in ER-430 se zol e derivatiye di scl osed |n
P 439038 ef TR OIIAe R e AN ESaBP Py af RO LR5 SR e i RETSLEIES HEF. na0a73
etc., thienopyrtdhdere gdetiivealiveesaaeedibelbos@dinnEEP: 283568 €t C, , 1wl

het erocycl i c conpounds are disclosed in EP-445811, EP-483683, EP-518033,
EP- 520423, EPY e gergystivest are RipricentatPVEPcHIPOI®RIDE t he above
conmpounds ,gr %é&q%%ﬁ%@m%é aerigawalesogré/ééigw%e@ﬁm BbLYa2{ M 39, ,

No. 3, pp 625 a non-peptidi ¢ compound having angi otensin |
antagon|st|ctmﬂﬁnﬂpyygdpneaddruvan1VestheeadbseheﬂedcnmePfkﬁﬁﬁﬁﬁuhic and

descri bed in.t kno iteratur an 0 und b | .
they are. nonHSasEeRve LisnouRaLP RSV ERS FRECoE anal g?%ﬁ?fgaﬁ@%aﬁﬁﬁgﬁﬁc
activity, intpersalsiods Lgsastzaum(DEPE@M%QS@PL@@BM asts¢ um  Eprosartan

( SK&F108566) , Candesartan cil exetil (TCV—116 Val sartan_( CGP-48933),
Tel nisartan (RBPBRSEPLAtivBeSaMPAHNASRAT40RS 2RAES sEPRRAIIGaTe described

15 in Journal of Medicinal Chemistry, (Vol.39, No.3, pp 625-656,

1996). As a non-peptidic compound having angiotensin II
antagonistic activity, in addition to the aforementioned
compounds described in the known literature, any compounds may
be used as long as they are non-peptidic compounds having the
20 angiotensin II antagonistic activity, inter alia, Losartan
(DuP753), Losartan potassium, Eprosartan (SK&F108566),
Candesartan cilexetil (TCV-116), Valsartan (CGP-48933),
Telmisartan (BIBR277), Irbesartan (SR47436), Tasosartan (ANA-
756), Olmesartan medoxomil and active metabolites thereof

25 (Candesartan, Olmesartan etc.) are preferably used.

In addition, as a non-peptidic compound having the
angiotensin II antagonistic activity, for example, a

benzimidazole derivative represented by the formula (I):



756), O nesartan nmedoxom | and active netabolites thereof 25 (Candesartan,
O nesartan etc.) are preferably used. In addition, as a non-peptidic
conmpound having the angiotensin Il antagonistic activity, for exanple, a
benzi m dazol e derivative represented by the formula (I): 6 H2) R 2 N A
[>-Ra N (~) wherein R denotes a group which gﬁh forman anion or a group
whi ch can be converted into the group which ¢ forman anion, X denotes
that a phenyl ene group and a phenyl jrofp are boyreh5 directly or via a
spacer having no nore thanéﬁa? 7 t{tes an integer of 1 or
2, aring A denotes a_li&nz 2/1mg onafy y er having a substituent,
R2 denotes a group ch can form an anion or a group which can be
converted into the grljoup whjch can forman anion, and R3 denotes a

hydr ocar bon 10 resi du may be bound via a hetero atom and nay have a
substi tuent (preferfdb ydr ogar bop 3 esi due whi ch may have a substituent
and is bound via a i ﬁa salt thereof is preferably used. In
t he above fornula ( amles of a group mhicp ?an 15 forman anion (a
group having a hydrogen at dw whi ch can be i be ed as a proton) as R

i nclude (1) a_carbox roup, (2) a tetrazolyl roup, (3) .a
trlfluoronetW§ﬁ€§&Pf i %ﬁﬁQPzﬂnQﬁPUR; QGPSFH F@}OQ BHOépEBPFE
acid group, f gpi r gl y
5to 6 20 ne%@éfgdéghnﬁgcggP?%kggg|gna?ly su %stlttﬁﬁiﬁmeteroégg}%g{ rES?Hue
cont ai ni ng 1Xodeﬁo©esnbhetoé bheSybend. gfbupqﬂmﬁ;aﬁpndnyl%QnQNFVamEnh@mmd
(preferabl nonocycl i c, optional | ubst, het erqcyclic
25 resi dueycgﬁtrgl %}Xgof 3?"32 o?p%?%clb?vwggl%rm%rg % (?e ‘ot Gott ' cHal1RE]

n denotes an integer of 1 or 2, a ring A denotes a benzene ring

optionally further having a substituent, R’ denotes a group
which can form an anion or a group which can be converted into
the group which can form an anion, and R® denotes a hydrocarbon
10 residue which may be bound via a hetero atom and may have a
substituent (preferably hydrocarbon residue which may have a
substituent and is bound via an oxygen atom) or a salt thereof
is preferably used.
In the above formula (I), examples of a group which can
15 form an anion (a group having a hydrogen atom which can be
liberated as a proton) as R! include (1) a carboxyl group, (2)
a tetrazolyl group, (3) a trifluoromethanesulfonic acid amide
group (-NHSO.CF3), (4) a phosphoric acid group, (5) a sulfonic
acid group, and (6) 5 to 7-membered (preferably 5 to 6-
20 membered) monocyclic optionally substituted heterocyclic

residue containing 1 or 2 or more of N, S or O.

Examples of the “5 to 7-membered (preferably 5 to 6-
membered) monocyclic optionally substituted heterocyclic

25 residue containing 1 or 2 or more of N, S or O” include
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Z Z z z etc. The bond between the heterocyclic residue represented by Rl
and the phenyl group to be bound with the heterocyclic residue includes not
only the aforenmentioned carbon-carbon s binding but also binding via one of
a plurality of nitrogen atonms when g in the above fornula denotes -NH or
the Iike. xanpl e, rﬁﬁgn R is reprgsente b 9 HyN N-. Z

'speC|f|caIIy e are 2= r spectl O her exanpl es of
bi nding via a ‘iggzn ato |n ud

m HK XN ~ ZHWZN
Z~H ZZ N [N Z H HH 5 etc. In

t he above for#%%ﬁ eSg- - m >=Z, >=Z' and >=Z"
denote a carbonyl group, a thlocéﬁbonyN gr p or an optlonally oxi di zed

sul fur atom(e.g., S, S(O, S(O2 etc.l (preferably carbonyl or

t hi ocarbonyl group, .o nore preferably carbonyl group), and m denotes an

i nteger of O, 01 or 2. As a heterocycllc re5|q¥e represented by R, for

exanpl e,
" /ff
N\N/NH

<
IN\ \ )\\ YNYZ /%\(Z
N \N N A N A

X rﬂ‘g/)l_g

HN\”/ —2 | g}:‘\}H HNZ]__/)
Z Z

etc. The bond between the heterocyclic residue represented by
R! and the phenyl group to be bound with the heterocyclic
residue includes not only the aforementioned carbon-carbon

5 binding but also binding via one of a plurality of nitrogen
atoms when g in the above formula denotes -NH~ or the like.

For example, when R!' is represented by



a group having an -NH group or an -OH group as a proton donor and a
carbonyl group, a thiocarbonyl group, a sulfinyl group or s the like as a
proton acceptor at the sane tine, such as an oxadi azol one ring, an
oxadi azol ot hione ring or a thiadiazolone ring is preferable. In addition, a
heterocyclic restause~denoted by R may forma fused ring by binding with a
cyclic substituenf and, as a heterocyclic residue represented by Rl, 5 10
or 6-menbered LﬁgiT si due is preferable, and 5-nenbered ring residue is

nor e preferabl As a heterocycllc resi due represented by Rl, a group
represented by Nie. f Z NI s¥difildaha wwheRife iadenotes -0- or -S-, |
denotes >=0Q, >=S >=5(0)m ‘and mis as defined above (inter alia,

2, 5-di hydr o- 5- oxo- 1, 2, 4- oxadi azol - 3-yl,

2, 5-di hydr o- 5- thloxo 1, 2, 4- oxadi zol e- 3-yl, 2, 5-

d|hydro 5-oxo0-1, 2, 4“hh|ad|azole 3-yl, anmong them 2,5-di hydro-

5-oxo-1, 2, 4- oxadlaz 'ja-yl) i's preferable. 20 In dition, the heterocyclic

resi due (Rl) has tgut oners as descr'bed be|OMl FQf exanpl e, =0 and
g=Oin 11 N YNQ three fauto nd %’ are pres
described by ;Z rr\_NJNH N Y,} O H 10 0 0 0 ZP qHN and 7

heterocycllcNe\SﬁME‘T' regent I\j/
H H | |

’ Y or VYN

respectively. Other examples of binding via a nitrogen atom

include

5 etc.
In the above formula, g denotes -CH,-, -NH-, -0O- or -
S(O)m—, >=Z, >=2Z’' and >=2" denote a carbonyl group, a
thiocarbonyl group or an optionally oxidized sulfur atom (e.g.,
S, S(0), S(0); etc.) (preferably carbonyl or thiocarbonyl group,

10 more preferably carbonyl group), and m denotes an integer of 0,

10



HNY9 Z includes all of the aforenentioned a', b' and c¢c'. 5 A group which
may forman anion as RL may be protected wth a lower (Cl_4)al kyl group or
an acyl group (e.g., lower (C2_5)al kanoyl, benzoyl etc.), each group
optionally being substituted at a substitutable position. Exanples of an
optional ly substri 2uted | ower (Cl_4)alkyl .o group include (1) a | ower

opt Tonal 1y having R8I BGBRCCROGH LRF (757 FUer kXS AT T o Sxemple,
(C1_4) al koXy aelggoupe h@wvingMahhyNH-t gEehgnyt neh hyor @roms hoxybeswaton donor

p- ni trobenzyl etc.), (2)_a lower (Cl_4)al koxy-lower (Cl_4)al kyl group
(e.g., 15 ne@Rex@nEeRPPRYét HERYRet AyFhépeaybornl IBYUR, F otib! gl SRR Or12

by the fOrgukﬁe'Q@&§4%gaéfggfké?eéeggﬁgérd§90£ﬁ§ éé%ﬁ HO98Nch Y

strai ght or branche grou aving a carbon nunber of 1 to 6
(e.g., methyloxaetibgbloneprapyl,, ahsopadpyieolothbone | ringohuty | thiadiwadlone

n-pentyl, isopentyl, neagpentiyl etc.) . (.c) a _straight or .branched | ower
al kenyl grouﬁlﬁgvgﬁgpﬁeggfﬁ%#'nuﬁﬁ)eérd%ft o %%ﬁ%e%c?)cyé:l(})?cFSﬁllEVF group
havi ng a car BehotednBor RO maly tFodh (£ . fMised WARPHY Windivg @iexyh, cyclic

cycl oheptyl etc.) and R5 denotes (a) a straight or branched |ower alkyl
group havi ngsSabsiibegniuaber 8fF 2 Retereeyglic npehidue grepmesentesl polyl, 2
i sopropyl ., n-hutyl . i tyl, Sec: [P : REMU YH-md :
neopent yl rmet gE)TG %ngﬂnbggggr g#aﬂt gg?Pﬁ%nlc%epdpé%%%\?e?r%‘l kenyl gﬂéoup aviwr%’grfga
car bon nunberesfidlet asbmote) paefévakieal kyl group having a carbon nunber of

1 to 3 substituted, with a cycloal kyl group havin carbon;nunber of 3 to 8
(e.g., is cyclopenf§i2 R§EED %X&fl,c cﬁ&%ﬁﬁb‘%ﬁﬂpr&%r&%ﬁb& pt T 02?1y
substituted aephegeatpd(ByJdthepPheawh1®f naphthyl group optionally having

hal ogen atom nitro, lower (Cl_4)alkyl, lower (Cl1_4)alkoxy etc.) (e.g.,
benzyl, p-chl orobenN'J_,_;?henet hyl ,

—

n—j
15 wherein i denotes -O- or -S-, j denotes >=0, >=S or >=S(0)n,
and m is as defined above (inter alia, 2,5-dihydro-5-oxo-1,2,4-
oxadiazol-3-yl, 2,5-dihydro-5-thioxo-1,2,4-oxadizole-3-yl, 2,5-
dihydro-5-oxo-1,2,4-thiadiazole~-3-yl, among them, 2,5-dihydro-
5-oxo0-1,2,4-oxadiazol-3-yl) is preferable.
20 In addition, the heterocyclic residue (R') has tautomers

as described below. For example, when Z=0 and g=0 in

11



cycl opentyl met hyl, cycl ohexyl methyl etc.), (d) a | ower al kenyl 20 group
havi ng a carbon nunber of 2 to 3 substituted with cycloal kyl having a
carbon nunmber of 3 to 8 or an optionally substituted aryl group (e.g.,
phenyl or naphthyl group optionally having hal ogen atom nitro, |ower
(Cl_4)alkyl, lo (Cl_4)al koxy etc.) (e.g., groups having an al kenyl part
such as 25 vi , propenyl, allyl, isopropenyl etc. such as cinnanyl etc.),
(e) an optionall stituted aryl group (e.g., phenyl or naphthyl group
optionally havi —ﬁéhgzen atom nitro, lower (Cl1_4) alkyl, |ower (Cl_4)

al koxy etc. s as phenyl, p-tolyl, naphthyl etc.), (f) a straight or
branched | owe #Kﬁ}y rothggeh%gh@gmgrgaggog.nugbegn fod 1p.6 (€. 0.
met hoxy, et hoxy, pr opoxy, i Sopropoxy, ut oxy, |so utoxy, sec- butoxy,
t - but oxy, n-pentylloxy, isopeseptory, daeopiéheglbxy etc.), (g) a straight or
branched | ower al kgnyl oxy group having a carbon nunber of 2 to 8 (e.g.,
al l yl oxy, isobutenyloxy etc.), (h) a cycloal kyl oxy 35 group having a carbon
nunber of 3 to 8 (e.g., cyclopentyloxy, 13 cyclohexyloxy, cycl oheptyl oxy
etc.), (i) a lower al koxy group having a carbon nunber of 1 to 3
substituted with eycloal kyl having a rbon nunber 0L6§4ro 8 (e.g

I

cycl opentyl, I ohexyl, cycl ohept, etc.) or an optj ly substiiuted
enyI or naphth;Brngv p optionally Hhal ogen at om

aryl group (e€.qg.
nitro, lower (CL7Z7"alkyl, |ower (Cl1/4) alkoxy etc.) (e \ groups having
an al koxy part guch a nethoxy, eth , n- opoxy, |sop oxy()etc such as

benzyl oxy, phen , Xy etc.), (j) a
| ower al kenyl oxy grfoup haV|ng a 10 carb nunber of 2 to 3|substituted with

cycl oal kyl havi ng carbon nunber of 31lto 8 (e.g., cyclopentyl, cyclohexyl,
cycl oheptyl etc.) @Han optionally subst()t ut ed aryI gr oup phenyl or
napht hyl group optionally having hal ogen atom nitro, |ower (C1_4) al kyl ,

| ower (Cl_4) alkoxy etc.) (e. g. , groups having 15 an alkenyloxy part such

as vi nyl oxy, prope%yloxy, al I yl oxy, b’ C

14

and a heterocyclic residue represented by:

includes all of the aforementioned a’, b’ and c’'.

5 A group which may form an anion as R! may be protected
‘'with a lower (C;-4)alkyl group or an acyl group (e.g., lower
(C2-5) alkanoyl, benzoyl etc.), each group optionally being

substituted at a substitutable position.
Examples of an optionally substituted lower (C;-4)alkyl

10 group include (1) a lower (C;-g)alkyl group optionally
substituted with 1 to 3 phenyl groups optionally having halogen
atom, nitro, lower (C;-4)alkyl, lower (C;.4)alkoxy etc. (e.g.,
methyl, triphenylmethyl, p-methoxybenzyl, p-nitrobenzyl etc.),
(2) a lower (Ci;-4)alkoxy-lower (Ci-4)alkyl group (e.g.,

15 methoxymethyl, ethoxymethyl etc.), and (3) a group represented

12



| sopropenyl oxy etc. such as cinnanyloxy etc.) or (k) an optionally
substituted aryloxy group (e.g., phenoxy or naphthoxy group optionally
havi ng hal ogen atom nitro, lower (Cl_4) alkyl, lower (Cl_4) alkoxy etc.
such as phenoxy, p- 20 nitrophenoxy, naphthoxy etc.)]. In addition, a group
whi ch may f ooy ahearficamudsa RCHNRY) -OeoR® J whehstint Béndesoicds ata arhpdidgEra) |y
substituted Iower (ClL . 4)al kyl group .(exanpl es. thereof include the sane
"optional ly bt iStdR@NtoREr Prerched| kgregr ally ! agrewRtRa%brDI 3 1¢PAs a

25 protect i NG, Gif4P ffon EQGGaWQKEU?nﬁEQHg?,gé@Hglwhhcﬁr&%ﬁlfQi§@§¥bpjﬁv L as
R1), hal ogen atom nitro, cyano, | ower (Cl_4)alkoxy, =~ and am no optionally
substituted viutyll tsobuttygder tEbutyl4q) atkehty), asopestwbi ineprpentypesid.i)an,
in additiop to,a_ protecting_giou uch.as the,af orenentioned optionally 30
subst i tutof | Glef CCT aphrkor Bra0s e 8ast ot Burby f SH0us | RWARS (£ agon

al kanoyl , benz@pereo@. p. thnet be abpr eneptiearry i ogrdlm, hav HPup odiidh can be
converted into a group_which can forman anion_(a group having a hydraogen
at om whi ch caYMpeT PbesattdBadadpr of¥A}CREP R L maGY SEPRRx Yl gr oL MFRYY lcan

be converteddiit 9 andr REPGUG €S Cal) IR ralidyAn ANigYAnERder 1he Phakegi cal ,
that is, physiological conditions (e.g., a reaction in a living body such

as oxi dati ongroupdheving er chybenl peinbebyohinl ebe yore(¢ rga Imatthl bethy Y(,se-
cal |l ed praodru r may be a.grou L ch, can be converted into.5 a .group

Wi chcan T obeRy LaniotP R ASeRt BarhD - R B nemre dr TN L o R | e
syntheti c i npRmgdi,atieppeHell asneypentyBnetdt hy dioxycashitigitios tiGithed

(-C(=N-OH)-NH2), or (1) a carboxyl  group, (2) a tetrazolyl group, (3) a
trifl uoronet HEWESURLERTY L HEPHPaRRYENGr dUPRTRNHIEPEREY of A rﬁ"ros(;ﬂ(%orai c

acid group, (hel0adk$ll £OBLE AGYIngr QUParBOYd Ab&P HPtY anald Y HiSHfded
5to 7-nenbere§ (pre?erégly 5 or %-ne er%ﬂ? nnnocyé??c het er ocyclic
resi due cont aiithng tyedoalkylnpreupfhayisyor Carkermusdiery of 3 to 8 (e.g.,
15 cyclopentyl, cyclohexyl, cycloheptyl etc.) or an optionally
substituted aryl group (e.g., phenyl or naphthyl group
optionally having halogen atom, nitro, lower (C;-s)alkyl, lower
(C1-4) alkoxy etc.) (e.g., benzyl, p-chlorobenzyl, phenethyl,
cyclopentylmethyl, cyclohexylmethyl etc.), (d) a lower alkenyl
20 group having a carbon number of 2 to 3 substituted with
cycloalkyl having a carbon number of 3 to 8 or an optionally
substituted aryl group (e.g., phenyl or naphthyl group
optionally having halogen atom, nitro, lower (C;-4)alkyl, lower
(C1-4) 2lkoxy etc.) (e.g., groups having an alkenyl part such as
25 vinyl, propenyl, allyl, isopropenyl etc. such as cinnamyl etc.),
(e) an optionally substituted aryl group (e.g., phenyl or
naphthyl group optionally having halogen atom, nitro, lower
(Ci-4) 21lkyl, lower (C;_4)alkoxy etc. such as phenyl, p-tolyl,
naphthyl etc.), (f) a straight or branched lower alkoxy group
30 having a carbon number of 1 to 6 (e.g., methoxy, ethoxy, n-
propoxy, isopropoxy, n-butoxy, isobutoxy, sec-butoxy, t-butoxy,
n-pentyloxy, isopentyloxy, neopentyloxy etc.), (g) a straight
or branched lower alkenyloxy group having a carbon number of 2
to 8 (e.g., allyloxy, isobutenyloxy etc.), (h) a cycloalkyloxy

35 group having a carbon number of 3 to 8 (e.g., cyclopentyloxy,

13



protected with an optionally substituted | ower (Cl_4)al kyl group or acyl
group. 15 As R1, carboxyl, tetrazolyl or 2,5-dihydro-5-o0xo0-1, 2, 4-

‘oxadi azol -3-yl (preferably tetrazolyl) optionally protected wth an
optionally substituted | ower (Cl_4)al kyl (e.g., nethyl, triphenyl nethyl,
et hoxymet hytycekbhexybexhy | cy plotedgopydgnatc. ) ,p- (i)t raotlmyi a&tk@.x)y gﬁ:oap
acyl group (e.g., lower (C2-5)al kanoyl, 20 benzoyl etc.), yano,

N-hydroxycarBéHﬂgd%y?a’flb?%f%i”ét?ﬁﬁl vard® 3 suhssriduds W&ﬁ@ CiYﬁtlé’lalﬂﬂla
cyano is prefglahya UsEtbon | furdther above dPraieag X dgralgnthat, %9Jc§8ﬁgk¥l,

phenyl ene group and phenyl group are bound directl’y or via no roreé
of at om chai agclpreptyhbdic di r@ttarblqmlmg?)alelnd SUéD§tat$1[§&de|ar25 aeilpg (aog '

nore t han |vaI t. the n rrber

at ons consstzl%?g%g E) gﬁ%ﬁ%ﬁﬁp% eijrlhc%r}i haVl \% C950d tﬁe sBéEgP
may have a sieweghatn,) aldpec, flicwald y(,ClLQ\HG.ﬂ(o(xﬁjleét):abk)(leEQG lgrwpehhhheng
nunber of atons constltutl ng a straight part is 1 or 2, -CO, -5,
-NH, 30 CRNHlkowy gprt S‘Sﬂblfl‘zs- f%q&‘@H G&M%enrmepeéw béSFPEHPPBﬁEd

In the abovegfor ”%’xhéh ds Ashoh PR eﬁﬂe?&%rhﬁfox%/ Olc y%loﬁ:%h%fﬂfn@?h%x}) In the

above formula, a ring A denot es a beénzene ring nal 'y~ fur havi ng an
substi t uent cerh@tdaexybnetlmw 5 Jubsilt wedtowRz, aéﬂ:@ﬂ&)l@pryl gsogp hheing a
substitue

nitro, i}’ %p’f g’ﬁ:ﬁ‘%‘%suéi %Lﬁ%ggp g‘% F’eﬁl)cjg’il {CYng)aﬂk ) nGYERg: a(3)

(C1_4) aI koxycarké mmbwaiﬂ \3 sih s I(teutg&d aﬂiﬂca@p@mw (ey@lohaﬁymo N- 1 over
(C1_4) alkylamno(e)g]t nmet hyl am no etc. |-Iovver Cl 5 4)al kyl am no
(e.g., di net FYFORERE¥E: ©5C- INOK ﬁrhrﬂ%o(“é‘l(jy Suﬁﬁéﬁ)‘?PéﬁpnBr&lcgf"uHI (8yEtic

am no (e. 9., pHBE PN Naph tHyAe (?I@lﬂ)o’op@ﬁ)?x fﬂyﬂaav%ehﬁaxbebﬁeaeéﬂnnonﬂfo)
etc.), (7) a group represente formul a whefein D denotes a
hydr oxyl groquwenr(Gleulalk(y(lj,_d)oadelroxﬁuqma\lhpw ehe a| Kyl gpar groups having
15 an alkenyloxy part such as vinyloxy, propenyloxy, allyloxy,
isopropenyloxy etc. such as cinnamyloxy etc.) or (k) an
optionally substituted aryloxy group (e.g., phenoxy or
naphthoxy group optionally having halogen atom, nitro, lower
(Ci-4) alkyl, lower (C;-4)alkoxy etc. such as phenoxy, p-
20 nitrophenoxy, naphthoxy etc.)].
In addition, a group which may form an anion as R! may
have a substituent such as an optionally substituted lower (C;-
s)alkyl group (examples thereof include the same “optionally
substituted lower (Ci_3)alkyl group” as that exemplified as a
25 protecting group for the aforementioned group which can form an
anion as R'), halogen atom, nitro, cyano, lower (C;_4)alkoxy,
and amino optionally substituted with 1 to 2 lower (Ci-
s)alkyl(s), at a substitutable position, in addition to a
protecting group such as the aforementioned optionally
30 substituted lower (Ci-z)alkyl group and acyl group (e.g., lower
(Cy-s)alkanoyl, benzoyl etc.).
In the aforementioned formula, a group which can be
converted into a group which can form an anion (a group having
a hydrogen atom which can be liberated as a proton) as R' may

35 be a group which can be converted into a group which can form
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10 may be substituted with hydroxyl group, |ower (Cl_4)alkoxy, |ower
(C2_6) al kanoyl oxy (e.g., acetoxy, pivaloyloxy etc.), |ower

(C1_6) al koxycarbonyl oxy (e.g., nethoxycarbonyl oxy, ethoxycarbonyloxy etc.)
or | ower (C3_6)cycl oal koxycarbonyl oxy (e.g., cyclohexyl oxycarbonyl oxy
etc.)], (8) taet madohnynderlSher bibliogboel hatkestl isniphpsidlam el gr oup, a
phosphoric acid  .qgr.ou nd a sulfoni¢c.,acid group which y be protected with
Bn opti onal ISP SHBEOPEULEA ST over TCEE LTI K12 (LRUMEY ROTRETEH 25 1A R e
sane "opti onadedynczibst b’ﬁ:uh9der¥»\Bﬁ.éCﬂ>¥4éﬁ| &¥EyigE OLR"a BSvid@tbexglddd ed as
a protecting group for the 20 aforenentioned group which can form an_anion
as R) or acyllled grodryger promayabfamo§roubefrbslt @k bhe cupmarted into
substituents place,l bsy i I .14 it e 2 _[hNg
st the sand @ GEouRRWAENZChE FoPH Sh bHLER forPORtATbr BY daeBEREcR g
A in additiomre2ttiiont feosub3letdusphthBtianinpéimedidte)s uhsth tad edydrayeran C1_

4) al kyl e o Cl, 4)al kyl opti | | it ith d
o oup cor boly YR BBCanERBoBh ey o SEORAl bre R otk T 1 ke 4nd By EREPaBYL,
and it is nogeoRpef gpabhetbhabza1 {1 Ngréup J0ES) NOt+ BN Gr TS d idd®Nif Il ¢

addition to the substituent R2. 30 In the above fornula, exanples of a.group
whi ch can foPmidagmafArpoareuPglolBSeffishg 44hydr BEeAPRPBAT WRFEHR FEebe (O)

| i berated,,a ) Lncl u ( ont.d I AN I
et BoSyREEREE) B5Erb0l) Rl £ S SALRTALIK, SRS <o
trifluoronet lanesbktedi ¢paetfdrabiye5 gsoup-riemSERNF3Ngndet)c la 3 hetleasplyarliic
group, (5) a_sulfonic acid group, and the like,_and _ 16 these groups may be
protected wi ERSAAUGREPBRAIPY E ubsRT t 1% MPERE Myt & Blip TEHREY

thereof incl ydetbhec8alBth” QR 69PEbAY1 B b4t @k d PVIRIwXCLR) Alak Ky 19626RD

as that exenplified as a protecting group for the aforenentioned group s
whi ch can foP aAYang®AuBRs R ) or an acyl group (e.g., |ower

(C2_5)al kapoyl ., begzyp: etGrhox3d 20 40040 BRY2D8-4SRJaRS-5008-1,2,4-
oxadiazol-3-yl (preferably tetrazolyl) optionally protected
with an optionally substituted lower (C;_4)alkyl (e.g., methyl,
triphenylmethyl, methoxymethyl, ethoxymethyl, p-methoxybenzyl,
p-nitrobenzyl etc.) or an acyl group (e.g., lower (C;-5)alkanoyl,

20 benzoyl etc.), or cyano, or N-hydroxycarbamimidoyl (preferably
cyano) is preferable and, inter alia, cyano is preferably used.
In the above formula, X denotes that adjacent phenylene
group and phenyl group are bound directly or via no more than 2
of atom chains (preferably direct binding) and, as a spacer
25 having no more than 2 of atom chains, any divalent chains in
which the number of atoms constituting a straight part is 1 or
2 may be used, and the spacer may have a side chain.
Specifically, lower (Ci-s)alkylene in which the number of atoms
constituting a straight part is 1 or 2, -CO-, -0-, -S-, -NH-, -
30 CO-NH-, -0-CH,-, -S-CH;—, -CH=CH- and the like can be mentioned.
In the above formula, n denotes an integer of 1 or 2
(preferably 1).
In the above formula, a ring A denotes a benzene ring
optionally further having an substituent in addition to a

35 substituent R?, and examples of the substituent include (1)
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as they are a group which can forman anion or a group which can be
converted into the group which can forman ani on, under the biological,

that is, physiological conditions (e.g., a 10 reaction in a living body such
as oxidation, reduction and hydrolysis by an enzyne in a |iving body) or
chemical | y. hlaxeineqeol. anFopClonBtlgtesIerKZjembamoﬁunlknmxtxmubowyl as R2
I ncl ude a group represented the fornula - [ wher ei D denotes 1)
hydroxyl gr o@BtiCBp &Ht?BPSFF¥U§EBS%PVﬁ¥e&Caﬁ*%%ky1s z}ow%ﬁn HoraIRd

Cl 4)al kyl a o] S o] a t or t
gubst |) t ut )ed g}sgofpwlu-ngu& (@??sgﬁgﬁ% %{ﬁg)”%?ﬁ%éy%)r%up al(nﬁj)r\lA(/sr\)JlocNh_thﬁ’eé%I kyl

part may be (§mbs)st =} hyéammnoh(hyqroxwtlgyb@mln@pﬂ@maj IN, Nmmsﬂnm:e(d:lam no

, | Kk
% al'icyl am ho SHSIERRH Ao HRAR AN i el o EheranafBe e aprony,

| ower (C1_ 6) palleleEthlU.ﬁQ kovey , (é;Blaycl:yclmiﬂmxyew Om:tpmﬂll:lr;o substituted

di oxol enyl nmet hyl, - 2- oxp- 1, 3- di oxo] en-4 (i1) a_group
repr esent ed W%FﬁédFBPnu éperé)?EPP(R%)P]@%P]?p{W@%’rWP I%’gq}e)ncﬁfé's )(ra) 7%

hydr ogen, (b)gr%u?.)t E:@b%%eﬁ@e&rbpréﬂéhﬁérrh@%@f @yl gRAUR MR N RSP EN
nunber of 1 to (e.g., nethyl; ethyl, n-propyl, isopropyl, n-butyl,

i sobut yl, thbrdurpkylngpenpyl orj ég\pent WL- )@Jdmyin e»th;lqh ‘c(h@) ad kytlr aqagh:t or
branched | ken £ ou av1 arbon nunber t
ool onr ey 1P oTaya bR TR PRI By SRR SMIBST B ool 5

cycl ohexyl , Q}b@:lthEQQE ¥ aeksm)yamly Re dgnptasef{any A pﬁ:l\faﬁﬂlcgﬁltox@r dﬂoanqh&@wer
| ower aIkyI roug havi ng carbon nunber of 1 to 6 (e.qg., nmethyl, ethyl,
p

n- propyl, ?‘OXMC%H}P‘?’PYl?’%b(ﬁyEF JeRthygario Y: n-pentyl,
i sopentyl, n%%ﬁ%%%lar%ﬁyioxfr bétél )Stéﬁ' EcmePf (é%f am%él%eﬁryc%%b%'n'ﬁ

group haV|ng a carbon nunb 17 al kyl group having a
carbon nunbereef- 1 cmcsohebslvxywambmwylpxy Q@Qﬂthk@D dgredu@ Ziedwilngaa car bon

number of ;3 198 {§rdnethanesulfonic acid amide group, a phosphoric acid

group and a sulfonic acid group which may be protected with an
optionally substituted lower (C;-;)alkyl (examples thereof
include the same “optionally substituted lower (C;-4)alkyl group”
as that exemplified as a protecting group for the

20 aforementioned group which can form an anion as R') or acyl
(e.g., lower (C,-s5)alkanoyl, benzoyl etc.).

These substituents may replace 1 to 2 substitutable
positions on the benzene ring at the same time and, as a
substituent which is further possessed by a ring A in addition

25 to the substituent R?, an optionally substituted lower (C;-
s)alkyl (e.g., lower (C;-4)alkyl optionally substituted with
hydroxyl group, carboxyl group, halogen etc.), halogen and the
like are preferable, and it is more preferable that a ring A
does not have a substituent in addition to the substituent R®.

30 In the above formula, examples of a group which can form
an anion (a group having a hydrogen atom which can be liberated
as a proton) as R? include (1) an optionally esterified or
amidated carboxyl group, (2) a tetrazolyl group, (3) a
trifluoromethanesulfonic acid amide group (-NHSO,CF3;), (4) a

35 phosphoric group, (5) a sulfonic acid group, and the like, and
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cycl opentyl, cycl ohexyl, cycloheptyl etc.) or an optionally substituted
aryl group (e.g., phenyl or naphthyl group 5 optionally having hal ogen atom
nitro, lower (Cl_4)alkyl, Iower (Cl_4)alkoxy etc.) (e.g., benzyl,

p- chl orobenzyl, phenethyl, cyclopentyl nmethyl, cyclohexylnmethyl etc.), (d) a
| ower alkenylthqpamgrdups m@yabeaphomenmaﬁeW1oh ant opB8isnbslyt silest it ted

cycl oal kyl havin ar.bon nunber 3to optionally .o substituted
aryl group ( qbﬁ&%?ﬂ @FoﬁgpHFH?WpﬁﬁﬁuﬁheBﬁPFoﬁaF ﬁa%?%gsﬂg?ogen at om
nitro, |ower (dgkf@dﬂﬂ@ﬁ su@@%;tu@kﬁ'KB%EreR@LL)éﬁkﬂl gﬁé@ypsagaﬂh§@ an

al kenyl part such as vinyl, propenyl, allyl, 1soprop etc. such as
ci nnanyl et c.exempldfigg @5t aoﬁaprtycmagt greuédfgrythgr@%@rQ@@tlom@mom

15 napht hyl | ly_h | gge r 0 (C | kyl ,
| ower (C1_ i) q{lkoxy%%[tn %ghc%nagxgﬁeny? ﬁ@b '?Doﬁa a}qmaér}} t#hqp erc w)é
strai ght or biGnghkdakanowdr, akekayxy gtoup, bﬁdlagyagzemﬁmwmaynﬁzﬁusédJaécndhg

(e.g., nethox t hoxy, r n- butoxy | sobut oxy
sec- but oxy, ééb yFrannQEQH yVéi? gﬂp AEYI BRy nh%%ﬁ%ﬁt?lQﬁSPQnY93Ch(gD

a strai ght QarbbRNehedcrewar 16%%%%&‘0@5%&8@%8@ PoFRl O B L Murie 2
to 8 (e.g., allyloxy, isobutenyloxy etc,), (h) a cycloalkyloxy group having

a carbon nuniiée fficdogdcgliethat éyelBbﬁﬁ%?l@gycalc9@¢@h@k®¢%x&iQJ, a
| oh f
cyclo ept)ﬂ,mg_,)éat%ttg &1 %yg %g}qﬁ;})glﬂéoéﬁ’cﬁr%’%;@g QAL Ng zae%fégf Or%[?er 0

1 to 3 substit avin carbon nunber e.g.
cyclopentyl,hyﬂﬁdﬂy&wﬁlby ayickabepeyline&cl)vbngabodp) | enathemisedistiy tut e aryl

group (e.g., phen or _napht hyl rou tlonaII hav halo en at o
nitro, |ower (Cl }agpLep P% ?%ﬂ Wﬁf (é} nkﬁ&Vlng

30 an al koxy A @8p; sHEhd&Sa r@fwyre é!r,fé%ed‘ Hg;qatwmom%qar 0@@% [RheregHCh
as benzyl oxy, phenet hyl oxy, cyclogentylnethoxy cycl ohexyl met hoxy etc.) (j)

a | ower aIkeﬁ&@@%@tgﬁodé)hhvﬁﬁgxz gaptpn fahbertipnally Sibabisiuted amnivia h

S cyel ondryE- S pmaba NS TRIREL (B CabBrfebfnd iy SPemRR e el
4)alkylam1no etc.) or (3) optionally substltuted alkoxy {e.g.,
(i) a lower (Ci-g)alkoxy group in which the alkyl part may be
substituted with hydroxyl group, optionally substituted amino
(e.g., amino, N-lower (C;-4)alkylamino, N,N-di-lower (C;-

20 g4)alkylamino, piperidino, morpholino etc.), halogen, lower (Ci-
¢) alkoxy, lower (C,_¢)alkylthio, lower (Cs-g)cycloalkoxy or
optionally substituted dioxolenyl (e.g., 5-methyl-2-oxo-1,3-
dioxolen-4-yl etc.), or (ii) a group represented by the formula
—~0-CH (R®) ~-OCOR’ [wherein R® denotes (a) hydrogen, (b) a straight

25 or branched lower alkyl group having a carbon number of 1 to 6
(e.g., methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl,
t-butyl, n-pentyl, isopentyl, neopentyl etc.), (c¢) a straight
or branched lower alkenyl group having a carbon number of 2 to
6 or (d) a cycloalkyl group having a carbon number of 3 to 8

30 (e.g., cyclopentyl, cyclohexyl, cycloheptyl etc.) and R’
denotes (a) a straight or branched lower alkyl group having a
carbon number of 1 to 6 (e.g., methyl, ethyl, n-propyl,
isopropyl, n-butyl, isobutyl, sec-butyl, t-butyl, n-pentyl,
isopentyl, neopentyl etc.), (b) a straight or branched lower

35 alkenyl group having a carbon number of 2 to 6, (c) a lower
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18 phenyl or naphthyl group optionally having hal ogen atom nitro, |ower
(Cl_4)alkyl, lower (Cl-4)alkoxy etc.) (e.g., groups having an al kenyl oxy
part such as vinyl oxy, propenyloxy, allyloxy, isopropenyloxy etc. such as
ci nnanyl oxy etc.) or (k) an 5 optionally substituted aryloxy group (e.g.,
phenoxy or wradjltlhgxypugr bapingt a'aouaj:lbgnhmwmb\gr hraf obetro a3 mspbsitited ovisth a

Cl- 4) al kyl al ko etc. suc nox - nitrophenox
Elaphtiloxyyet(? ﬁ?’f‘lg‘é ﬁ%OUBpﬁ%‘ﬁh‘&‘Pl'@ 3t ??f rcb%x%llt‘? ee‘f‘%fr'a%bll e, and
i o exanpl es Eb@ﬂ.@@%nt?@ UQ?ci&ﬁEz‘nyndc Behdp 1t_ reed ) -$EOQA% opt i &Ly

-COQx Bu, - , piva met hoxycar bonyl , (cycl ohexyl oxycar bonyl oxy)
et hoxycar bon?PbS5lﬁ’éF-ﬁ9I aEY X@rQuRB- (ﬁl%xolléhﬁwlyl‘?ﬁétfkﬁﬁai@&r aBgup

acet oxywowﬁehgwgbhao;ﬁa! RQi’&gﬁ : yr&f?xyr‘r‘f‘{P nyiowerbo(n%}r“) alkyl, lower

n- but yryl oxy oxycarbonyl, is 1s oxynet hoxycar
(et hoxycar bor(SZme).kbhpxgtarbonglg L1-Yercay bx yp-ethicoayedssrmyly,] phenethyl,

penzoyl oxymeERBAVBRPEITECRVET rik A STy vo- 1 (B & HfEe SPkeny1

cycl opentyl Cé&@ﬁgYhQWﬁBtQoéé{ﬁl@é@%xb@f‘doﬁoz the 3 'é‘iﬁasﬁﬂﬂ:@&l witeups may be
used as far as they are a group which can forman anion (e. COO, a

derivative tﬁ#é@ﬁ kyé. l)lavzangaagcrz@dpomwe@arpﬁoe? ctm\ﬁerqrecpnhmatlﬁer gr oup

whi ch d I
ol oh, Canyd O5bsR0L AN YISl B16! UER e P00 00
reduction andphydnaugl sabvingnrh&haysre atbnh; \mng:da,odl;c)weo:r (CIihﬁml(karlll,y,(C@r it
b b d f R2
opr esent od By LR Giia (oD %a%gpeﬁé%%naeaat 8IReBYLaBAEhr SR S oup or
(2) Iower (Chnyﬂ) abk@gsan 1, V\éﬂlp,rl BAl te Y RR1S WS ldinaag 1Wettl . $0
owe

hydr oxyl group, am no, C2 6) aI kanoyl oxy (e.g., acetoxy,
pi val oyl oxy éet.3§n PB‘J\E@HEQ @%@%ﬁb’éﬂ@ﬁ]@ﬁlﬁxﬂrqm\dﬁ g., phenyl or

(C1_6)al k%yﬁ%f?%yi Oéyo&? &tlé@é%%ﬁﬁ%@ﬂaﬁ%en atom, nitro, lower
(Ci-4) alkyl, lower (C;-4)alkoxy etc. such as phenyl, p-tolyl,
naphthyl etc.), (f) a straight or branched lower alkoxy group
having a carbon number of 1 to 6 (e.g., methoxy, ethoxy, n-
propoxy, isopropoxy, n-butoxy, isobutoxy, sec-butoxy, t-butoxy,

20 n-pentyloxy, isopentyloxy, neopentyloxy etc.), (g) a straight
or branched lower alkenyloxy group having a carbon number of 2
to 8 (e.g., allyloxy, isobutenyloxy etc,), (h) a cycloalkyloxy
group having a carbon number of 3 to 8 (e.g., cyclopentyloxy,
cyclohexyloxy, cycloheptyloxy etc.), (i) a lower alkoxy group

25 having a carbon number of 1 to 3 substituted with cycloalkyl
having a carbon number of 3 to 8 (e.g., cyclopentyl, cyclohexyl,
cycloheptyl etc.) or an optionally substitute aryl group (e.g.,
phenyl or naphthyl group optionally having halogen atom, nitro,
lower (Ci-4)alkyl lower, (Ci-4)alkoxy etc.) (e.g., groups having

30 an alkoxy group such as methoxy, ethoxy, n-propoxy, isopropoxy
etc. such as benzyloxy, phenethyloxy, cyclopentylmethoxy,
cyclohexylmethoxy etc.) (j) a lower alkenyloxy group having a
carbon number of 2 to 3 substituted with cycloalkyl having a
carbon number of 3 to 8 (e.g., cyclopentyl, cyclohexyl,

35 cycloheptyl etc.) or an optionally substituted aryl group (e.g.,
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et hoxycar bonyl oxy etc.), lower (C3_8)cycloal koxycarbonyl oxy (e.g.,

cycl ohexyl oxycar bonyl oxy etc.), |lower (Cl_4)al koxy or 35 | ower
(C3_8)cycl oal koxy} is preferable and, inter alia, carboxyl 19 esterified
with lower(Cl_4)al kyl (preferably nmethyl or ethyl) is preferable. In the
.above fornulghepyangt astapltiyle gritygy @paribeallvesaditg halbhen” ByghpCcAL ey,
resi due which may be bound via a s hetero_atom and may have a substituent"
represent ed WHEB (Gret)fddYly) lowesn K-« rdépxy( EFCah 4Pkeny| 95PBBH, hagingn

al kynyl group, {A)erf, 1045 YA lsu@OUR: iR },my koBER @ox§,6)al 18%g! kyl

group and the |1ke, and I'nter alia, an a up, Reny group and a
cycl oal kyl gwsnneranxﬁaxxuaﬂm .. suth FheC@npamyRykygebup)nay bk) aastrai ght or
branched | ower %fi‘él %r%%%\g a qar bon nunbeir of und 1 to 8, and
exanpl es helRGrOTa Y CCe YO §5yPP i?oﬁr0p9 SnogNt9F, isobutyl,
sec-butyl, tndpHtHoxyweiiotp optiemailly hexihg hBepheh, aeehy! neteeo, 1bodde (2)
al kenyl grouE may be a stralght or branched | ower_ al kenyl group having a
car bon nunbetCiof &lotind 12veg dC1andlkexdnprtes EHEReBF PREROYE. PRy,

propenyl, 2- ﬁgg endiybuﬁﬁﬁgﬁtho %Q%t?HXH and 2-octenyl. The (3) aIkynyI

group may be a stralght or anc I'ower ~“20 al kynyl group having a carbon
nunber of around 2st & 8 opmmbniﬁdunﬁsﬁeniﬁw&ﬂﬁcanhﬁxxkaua:m¢@¢b;abdpnopydyl

2- but | t | f
|ncruégyﬁ8mé? é@%%ﬁ(xa Fo%a&Fﬁ u ecéFBEﬁ %Eﬂggro aggéﬁ%°§¥t68§¢§¥brgroup
exanpl e,  2%enRd OPCUDHBY ,C -Eo0PYT, ybavﬁ)l@!y@@ﬁﬁﬁ&th@ﬂﬁc@i’ﬁb@ﬁﬁ%Y1-— The

aforenentloned aIkyI roup, al kenyl group al kynyl  group or gcloalkyl
group may bel&ipalaxn YiReER oRYHP#r S RFhoXyF8ERONEA - opTNBHAY 1 Y2 3e®RT] (3 ed

am no grc“”)dfaébbenaQ'QQme¥h0&9@%Ebgg§44)a@EK¥k9ﬂégﬂox9E£kg%nmeer (C1_4)

al kyl am no et
propionyloxymethoxycarbonyl, n-butyryloxymethoxycarbonyl,

15 1isobutyryloxymethoxycarbonyl, 1-
(ethoxycarbonyloxy) ethoxycarbonyl, 1-(acetoxy)ethoxycarbonyl,
1-(isobutyryloxy) ethoxycarbonyl,
cyclohexylcarbonyloxymethoxycarbonyl, benzoyloxymethoxycarbonyl,
cinnamyloxycarbonyl, cyclopentylcarbonyloxymethoxycarbonyl and

20 the like, and any groups may be used as far as they are a group
which can form an anion (e.g., COO, a derivative thereof etc.)
or a group which can be converted into the group which can form
an anion, under the biological, that is, physiological
conditions (e.g., a reaction in a living body such as oxidation,

25 reduction and hydrolysis by an enzyme in living body) or
chemically, or it may be a carboxyl group, or a prodrug thereof.

As the R?, a group represented by the formula -CO-D

[wherein D denotes (1) a hydroxyl group or (2) lower (Ci-
s)alkoxy in which the alkyl part may be substituted with

30 hydroxyl group, amino, halogen, lower (C,;-¢)alkanoyloxy (e.g.,
acetoxy, pivaloyloxy etc.), lower (Cs-g)cycloalkanoyloxy, lower
(Ci1-¢) alkoxycarbonyloxy (e.g., methoxycarbonyloxy,
ethoxycarbonyloxy etc.), lower (Csg)cycloalkoxycarbonyloxy
(e.g., cyclohexyloxycarbonyloxy etc.), lower (Ci-4)alkoxy or

35 lower (Cs-g)cycloalkoxy] is preferable and, inter alia, carboxyl
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30 hal ogen, |ower (Cl_4)al koxy group, or |ower (Cl-4)alkylthio group.
Exanpl es of the (5) aral kyl group include phenyl-lower (Cl_4)alkyl such as
benzyl and phenethyl, and exanples of the (6) aryl group include phenyl. The
af orenenti oned aral kyl group or aryl group nmay have, 35 for exanple,

hal ogen (e.gestErifliedBwiehcldweni(Cio)abpfl ofptdferafl s udesthiytlutoad eyl is
group (e.g., am_no, i%lomer (C1_4)al kylam no, N, N-di-lower (Cl_4)

al kyl ami no eP eferPB r (Cl_4) alkoxy (e.g., nethoxy, ethoxy etc.), |ower

(Cl_4)al kylthio (erg. ¢h&®ibNd N Ormu Bl hyéﬁé&\ﬁ@é QD tHY “H9WRbchrhof) al kyl
(e.g., nethyl, ethyl etc. é 5 at an arbltrary 5 osition on the benzene ring.
e

Among the foﬁfgéildge adnt hbe" Nyvd bear Hoen ress Wh\lqménaY'rbﬁ:lrhmde(ma a
resi due vvhg cg [g% bgtgrgu?gdvrln 5\% e[ o, L?tg%{qd t,ne&ye %J?%t | tsuent

repr esent ed an optl ona Substi , | ower
(C1_5) al kyl dmc[Loder (zb éﬁ:ZaB;kpl k@nylhp,gr 2p a:pta]dnaiyly gsuimii | t(u;t)edmvm th

hydr oxyl grou r hal o or. lower (Cl 4)al koxy qrou
preferabl e ﬁ&ynvﬂ‘t gFo‘gP ?41 o?ve‘F %%]l I&/‘TOL{(HT'D é))praé’f @rra'% rg’tulﬁ’yl ) 6)s
preferable. Exagphegy?fgtds fp Qﬁ&eﬂ?e af O, idhd hein'desdr0Ger bam ra@%'y‘i“%rohé

whi ch may be bound via a hetero atomand may have a substituent”
represent ed by R3kengludeoup-and St Gyslen denbtarpummiantragdergble.to 2],

-NR - [R _denotes y to C 1 ]..a [ nd
inter a. |ééj -0- |s’?h£I gj; %)81 éQegfp gt? Armn(a gshtg)aﬁ %)eégglrng,gaégﬁﬁé, ngFgwer
(C1_5) aI Kyl giliyp gﬂdupll@ameimj@ @ﬂidqermimmxotuf \Hﬁoﬁhum&yﬂmesbound via -0-,
-S(0),- [m deno n integer of 0to 2]. o enotes hydr. ogen

at om or Iowe?x?’@@ ﬁ?aT- STFO LN FAS bl t"ﬂ’t@’ﬁw JFRPEPPYdnt

sel ected fropguayhydiosht @l OUfec-ably No:-HRYA, Hedryal a9eenaid anke
(C1_4) al koxy gr:)c,)uy are pr%ferabce 1fsyﬂd' I nt er alebl a, yhower%(léclélg}yg) al ky}ﬁand

| ower (Cl_5)BEREXY, (POFBl etc.
15 The (2) alkenyl group may be a straight or branched lower

alkenyl group having a carbon number of around 2 to 8, and
examples thereof include vinyl, propenyl, 2-butenyl, 3-butenyl,
isobutenyl and 2-octenyl.

The (3) alkynyl group may be a straight or branched lower

20 alkynyl group having a carbon number of around 2 to 8, and
examples thereof include ethynyl, 2-propynyl, 2-butynyl, 2-
penthynyl and 2-octynyl.

Examples of the (4) cycloalkyl group include lower
cycloalkyl having a carbon number of around 3 to 6, for example,

25 cyclopropyl, cyclobutyl, cyclopentyl and cyclohexyl.

The aforementioned alkyl group, alkenyl group, alkynyl
group or cycloalkyl group may be substituted with a hydroxyl
group, an optionally substituted amino group (e.g., amino, N-
lower (C;_4)alkylamino, N,N-di-lower (C;-4)alkylamino etc.),

30 halogen, lower (Ci_4)alkoxy group, or lower (C;-4)alkylthio group.

Examples of the (5) aralkyl group include phenyl-lower
(Ci-4) alkyl such as benzyl and phenethyl, and examples of the
(6) aryl group include phenyl.

The aforementioned aralkyl group or aryl group may have,

35 for example, halogen (e.g., F, Cl, Br etc.), nitro, optionally
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preferabl e ethoxy) are preferable. Anbng conpounds having an angiotensin Il

antagonistic activity represented by the fornula (1), a benzi m dazole-7- 30

carboxylic acid derivative represented by the formula (1'): 21 R R2 fH2 N

R3 N 01) (wherein Rl denotes (1) a carboxyl group, (2) a tetrazolyl group

or (3) a grospbseptasedt adihy @heu;f:owmd;a dhino Ny-1dwer [ (@hey)a Ikyilatdmot, es

-0- or -3-, bdenotes >=0, >=S or >=S(Om_ and mis as deflned above] ring
e

A denotes a BeNz8helPrag (Sbﬂ%%]éYJr%szr&Fbs?Wdtedl%§% Gptd) GlHPyY d§p&tirt ut ed
lower (Cl_ dbahkyl (@tﬁexylé)f\@r) (Clada Al Ky, n%pltuﬂrahld/ @RSt T tdt8d 1Wnkil

hydr oxyl group, car box group or hal ogen) or halogen in io addition to the
substi t uent RZhYﬂ)tb#@rabe) a %énl'z@ﬂ%rr Giga) &l Inglen@ -substtihyilente thotde e tichan

t he substi ugr&t gzaf%tgﬁgg %%/}@195 oup {ﬁfﬁéﬁ)&\/\g? ( .he f or mul a-CobD

[ wher ei n deno es group” or “"4) al koxy i n which
the al kyl part neamdey stibstidrgeichgy tas ltyr&om)Mdr@rcaubpnambe@dubal ﬁzgeﬂhe
| oner 15 (C2 6€,§I kano on (e g., .acetoxy, val oy| oxy et (C3
B) cycl oal kanoj¥Y8k9caF %r e %?a‘l’lkb"}&/d%ﬁ% %W%/ Yyig 2 etero atom and

met hoxycar boﬁX&OKX\zeeéh%ﬂ&@{'@m{'oxﬁ’eﬂé‘séntéd)w P("'CBan optionall
B) cycl oal koxycar bonyl oxy (e.g., cyclohexyl oxycarbonyl oxy etc.), Iower (C1_4)

al koxy or | ogebsttgusydcytkyhl quay]kenmb 3 glendtaxs d\ﬁefs)(ad,‘i(yd) ozl kypwegr
v o217 B SERke I S IR A S Rt BteS o
and may amino group, halogen or lower (C;-4)alkoxy group) is preferable
and, inter alia, lower (C;-s)alkyl (more preferably ethyl) is
preferable.
Examples of the “hetero atom” in the “hydrocarbon residue
15 which may be bound via a hetero atom and may have a
substituent” represented by R® include -0-, -S(O)n~ [m denotes
an integer of 0 to 2], -NR’- [R’' denotes a hydrogen atom or
lower (C;-4)alkyl] and the like, and, inter alia, -0- is
preferably used.
20 Among the foregoing, as R®, a lower (Ci-s)alkyl group and
lower (Cz-s)alkenyl group which may be bound via -0-, -S(O)p~ [m
denotes an integer of 0 to 2] or -NR’'- [R’ denotes hydrogen
atom or lower (C;-4)alkyl] and may be substituted with an
substituent selected from a hydroxyl group, an amino group, a
25 halogen and a lower (C;-4)alkoxy group are preferable, and,
inter alia, lower (C;-s)alkyl and lower (C;-s)alkoxy (more
preferable ethoxy) are preferable.
Among compounds having an angiotensin II antagonistic
activity represented by the formula (I), a benzimidazole-7-

30 carboxylic acid derivative represented by the formula (I'):
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be substituted wth a substituent selected froma hydroxyl group, an am no
group, a hal ogen and | ower (Cl_4)al koxy group 22 (preferably |ower (Cl1_5)

al kyl or lower (Cl_s) al koxy; nore preferably ethoxy)]), or a
pharmaceutically acceptable salt thereof is preferable, and, inter alia,
2-ethoxy-1-[[2' -(I H 1

tetrazol - 5-yl) bi phenyl - 4-yl ] net hyl Roenzi m dazol e- 7-carboxylic s acid

[ Candesartan], 1-(cycl ohexyl gx | oxy) et hyl 2-et hoxy-
L[[Z-(M+tarazm-5?ﬁ)m 2 R

[)

[ Candesartan cil exeti Mil,pi
ethoxy-1-[[2' - (IRFtetrfazol - 535 ,
yl ] met hyl ] benzi nj dazolle- 7- car boxyl ate, and 2-ethoxy-I-[[2" io0
(2,5-dihydro-§;,

axq- LN 4- oxadi azol - 3-yl ) bi phenyl - 4-
ng.zole 7-carlpxylic acid or a salt thereof etc. are
hejjaf or iRned conpounds havi ng an angi otensin |

pref erabl e.
ant agoni sti c %] -ethoxy-l-[[2'-(2(qJ hydr o-5-0x0 is

1,2,4-oxadiazol-3-yI)N phenyl - 4-yl ] met hyl I’"berfzi m dazol e-7- carboxylic acid
(hereinafter sometimes to be abbreviated as conpound A) and a salt thereof

are particul dwhgrgiaf Br ahgnotemelldf @ apaoxade@noadzi fidda2oltetgaepyuli ve can

be synt hesi y th n h i i | e, EP- 20
425921, EP—4§§%§§, °Ep‘?§§3§?@rg§é§%€§%%%9§%2‘z‘§ EorEE 68272 or a
simlar nethod. Wen;Candesartan cilexetil is used, it is better to use the
stable Ctype crys “dedcribed in EP- 459136. A conpound havi ng an
angiotensin Il _an gonis%ic activity 25 or a prodrug thereof used in the
present invention y be| itself or a pharnmaceutically acceptable salt
t hereof. When the nmpound having an angiotensin Il antagonistic activity
has an acidic group¥Ysuch as a carboxyl group and the |ike, exanples of
such the salt includd salts with i norgani c bases (e.g., alkali 3o netal such
as sodium potassiumetc., alkaline earth nmetal such

5 |[wherein i denotes -0O- or -S-, j denotes >=0, >=S or >=S5(0)g,

and m is as defined above], ring A denotes a benzene ring
optionally substituted with optionally substituted lower (Ci-
s)alkyl (e.g., lower (Ci-4)alkyl optionally substituted with
hydroxyl group, carboxyl group or halogen) or halogen in

10 addition to the substituent R?, preferably a benzene ring
having no substituent other than the substituent R?, R? denotes
a group represented by the formula -CO-D [wherein D denotes (1)
hydroxyl group or (2) lower (Ci;-4)alkoxy in which the alkyl part
may be substituted with hydroxyl group, amino, halogen, lower

15 (Cz-¢) alkanoyloxy (e.g., acetoxy, pivaloyloxy etc.), lower (Cs-
g) cycloalkanoyloxy, lower (C.-g)alkoxycarbonyloxy (e.g.,
methoxycarbonyloxy, ethoxycarbonyloxy etc.), lower (Cs.

g) cycloalkoxycarbonyloxy (e.g., cyclohexyloxycarbonyloxy etc.),
lower (Ci-4)alkoxy or lower (Cs-g)cycloalkoxyl],

20 R’ denotes lower (Ci-s) alkyl or lower (C,-s)alkenyl group which
may be bound via -0-, -S(0)y~ [m denotes an integer of 0 to 2]
or -NR’- [R’ denotes hydrogen atom or lower (Ci;-4)alkyl] and may
be substituted with a substituent selected from a hydroxyl

group, an amino group, a halogen and lower (C;_4)alkoxy group
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as calcium nmagnesiumetc., transition netal such as zinc, iron, copper
etc.) or salts with organic bases (e.g., organic am nes such as
trimethylam ne, triethylamne, pyridine, picoline, ethanolam ne,

di et hanol am ne, triethanol am ne, 35 dicycl ohexyl am ne and

N, N - di benzyl girtafeaaedivationer &sis¢adRyDoor2Bowretr dsCsucdllasxyy ghdudre, |ysine
and ornithine). Wien _a conpound having an angiotensin_ Il antagonistic
activity has PFefesiadlyr 6boxyen) asCin2aRiabngFeupl aadily ReFeREab 1 xaadt es
are salts w ' i ' o] ni ¢ L.ds;(e. Oy IroC Il 1cid,
nitric acid,ﬁgﬁ%?%??gga F%?bgﬁgggﬁoégg'ag?ggf %é%%bn%cegggﬁg %igg$boﬁfg
acid, forn ctadirdzodeetiyd) bdptienyprépydhmethyl thenzimideazobeeltcardmxlic

fumaric acid, axal.ic_acid tartaric_aci leic_acid,.citri cid,

succ ni o ab @eUIlcanREs bl | IHLEvRTRRen Teruta SR L Tisvhony o
t ol uenesul f oni-q [@2ci-q 1@t-¢ ek rakodc5di T) BIbRON RL fsy SR 1RP] | BsAInt i da Aflied-7and
glutam c acid. A prodrug of a congound_having an angiotensin |

ant agoni st i c Cagboxvilatgsddandespstpresihexehikht iRhvaleetermathwl Zeferred

to as All an%&ggg&g%éqA??gp@gngekgaggfgs_ lf%%ﬁ%é%gfigls to a compound whi ch

I's converted into"t ant agonr stic conp a reaction wth an
enzyne, stongdfimezbiyd]benthmitiakelendecatbexplhyse plagl catetdondi-tl-on 'in a

reducti ondé hydrar SEPEOsP-ERBRP ke AnRPSLL AU AP I 20

ant agoni stic rygqm%gd,] b@hz@mﬁ@gﬁeyé\dw\@é%k'*"ﬂfé goesd Erap e8I tH O REN
acid or the ke, and is changed into the Al ant agoni sti ¢ conpound.

Exanpl es of &rgrpdefigrablene Al antagoni stic conmpound include a conpound

i n which an am no r | SL] i
al kyl ated 25 or phggpﬁggy?é?%éﬁ%é§%f%géxcgﬂ%%ﬁkgsﬁﬁﬂaggggna%n %%%%kggguglof
the Al ant agategbndéstdapaonilvi sy i Zesanmwy-al-ed[2 ot éhyd-atidg,dro-5-oxo-

pentylam pocgrBogy | ot &g, {232 IV i an i 4 3 Sy bt nz imidazole-7-
carboxylic acid (hereinafter sometimes to be abbreviated as
compound A) and a salt thereof are particularly preferable.
The aforementioned benzimidazole derivative can be
synthesized by the known method described in, for example, EP-
20 425921, EP-459136, EP-553879, EP-578125, EP-520423 and EP-
668272 or a similar method. When Candesartan cilexetil is used,
it is better to use the stable C-type crystal described in EP-
459136.
A compound having an angiotensin II antagonistic activity
25 or a prodrug thereof used in the present invention may be
itself or a pharmaceutically acceptable salt thereof. When the
compound having an angiotensin II antagonistic activity has an
acidic group such as a carboxyl group and the like, examples of
such the salt include salts with inorganic bases (e.g., alkali
30 metal such as sodium, potassium etc., alkaline earth metal such
as calcium, magnesium etc., transition metal such as zinc, iron,
copper etc.) or salts with organic bases (e.g., organic amines
such as trimethylamine, triethylamine, pyridine, picoline,
ethanolamine, diethanolamine, triethanolamine,

35 dicyclohexylamine and N,N’-dibenzylethylenediamine, basic amino
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yl ) nmethoxycarbonyl ated, tetrahydrofuranylated, pyrrolidylnethylated,

pi val oyl oxynet hyl ated or tert-butylated); 30 a conmpound in which a hydroxyl
group of the Al antagonistic conpound is acyl ated, alkyl ated,

phosphoryl ated or borated (e.g., a conpound in which a hydroxyl group of
the Al ant agonisstsuechc epauad niseaceygliabedndpabnithyhar ed, propanoyl at ed,
pi val oyl at ed, succinyl ated, fumary] ated, 35 al anyl ated or
d|nethylanlnonethyW@&Pbén?P@P@H?d %aﬁbﬂﬁoﬁﬁdamgﬂogﬁp%&ﬂ(ﬁﬁzfQ%QQRﬁéﬁtkﬁ(nu)

of the Al anlagenist 'hCasC%”BQ‘é'i‘é b%ou?s%ﬁghklélgdaﬂraﬁﬁggtéfgu Card » tr?e like,

conpound i n which a“carboxyl grodp o ant agoni sti c conpound is
et hyl esterif ieemmplptseraweestaértlsf wédh éapbgapiet agidsteridérgahic acids (e.g.,

di net hyl sterif . th terif
t howy 2 pEnINE I Se aFif B tEREraP ity S ETEE b e ohamhatie gl
3- di oxol en- 4-gdrpmiilky laesdgr biicadbont¥chehaxyfexycar deny| oxyet vl asierified,

or nethylam dated); = and the like. These conpounds can be prepared fronlthe
Al 10 antagéﬁﬁ@ﬂ@@l@oﬁﬁééndtB}fﬂH@rRﬁﬁﬁﬁlﬁeﬁﬁbﬁ pEpmapic agi frﬂﬁ4¥kﬂyﬁc%9r

prodrug of the All-jantagani ﬁ%igleogEQH”dci@ﬁ ﬁcf‘dpf%%’%f@' id S rehanoed

into the All antagonistic conpound under ysi ol ogl ondit'i ons
descri bed |nadD@uememhanESuﬂfhhdbcaqedtsbenveme§u1ﬁmmzmnaqﬁdIX§Hgﬁl pp 15
163-198 pubI| 1990. ., The Al | ant ni sti.c conpound

Hi k haqt i
ORI PSS M ST R R LW B R O R Sl

used in the g@@%@&hczgchavgﬁalgmueahycnggga to be an agoni st agai nst PPARy,
and nmay be any substance as long as it expresses the activity. The PPARy

agoni st -1 i ke subst AnBECHBUG @f e a@PPOURA hasiddighlan ansigFensdde IShowi ng a

clear PPARY aguafsbalic® aBELLYEyYubBaViAT thélpAeSARESVAHE R OF ot Tore

[hereinafter, referred to as AII antagonistic compound in some
15 cases] refers to a compound which is converted into the AII
antagonistic compound by a reaction with an enzyme, stomach
acid or the like under the physiological conditions in a living
body, that is, a compound which undergoes enzymatic oxidation,
reduction, hydrolysis or the like, and is changed into the AII
20 antagonistic compound, or a compound which undergoes hydrolysis
by stomach acid or the like, and is changed into the AII
antagonistic compound. Examples of a prodrug of the AII
antagonistic compound include a compound in which an amino
group of the AII antagonistic compound is acylated, alkylated
25 or phosphorylated (e.g., a compound in which an amino group of
the AII antagonistic compound is eicosanoylated, alanylated,
pentylaminocarbonylated, (5-methyl-2-oxo-1,3-dioxolen-4-
yl)methoxycarbonylated, tetrahydrofuranylated,
pyrrolidylmethylated, pivaloyloxymethylated or tert-butylated);
30 a compound in which a hydroxyl group of the AII antagonistic
compound is acylated, alkylated, phosphorylated or borated
(e.g., a compound in which a hydroxyl group of the AII
antagonistic compound is acetylated, palmitoylated,
propanoylated, pivaloylated, succinylated, fumarylated,

35 alanylated or dimethylaminomethylcarbonylated); a compound in
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As preferable exanples of the PPARy agonist-like substance, insulin
sensitizers such as troglitazone, rosiglitazone, englitazone, ciglitazone,
pi oglitazone, P&2, d-262570, JTT-501, MCC-555, YM 440, KRP-297, CS-011,
FK-614 30 and the like can be nentioned. In the present invention, the
conpound havihgchBna eaghetensgroup SMAGOAINE iahtagiondistty cardmpodnaRy s
agonist-like substance is not |[imted to the above-nentiqgned exanpl es and
35 any subst 8AEBT EERCPOTSHU RGBS & 1 12 (RIPYOR & WRiCR & Farpexyl

addi tion, thgrs Sé?”ﬁ@eﬂ@ﬁiféﬂéiﬁgnfﬁﬁﬁéf%d%%@%%dfH@C%&QQQEstE%QQEQHOVY
activity (agonistic or antagonistic activity). The agent "of the present

i nvention naphenmlgﬁtﬁEufxﬂﬁmnﬂﬁerXYNﬁmhn}eﬁtemyﬁl@ﬁens|n || antagonistic

activity | [Wo) AR .a i and .as

preferable £%%i?%nsm“?éﬁ§§%%nﬁﬁ$%l 5ﬁb|na |ony%%kgﬁeengféﬁéﬁgloned
insulin sensethaﬁycM¢m@<f&°ﬁ&a@mﬁﬁﬂe@ LQ@hithially dy@ egteriftedl i (8zone,
rosiglitazone, | itazone,_ ciglitazone, pioglitazone and the |like) and

conpound A aRgt ?%g 21 the HE o¥RIRNhed. m&& sitggadfif9sensi ti zer havi ng
a PPARy agone§&1&he 144 drbd i1 SAATRLA. 1esttre9q|f'1te@20'3§' R@%h?@lﬁfﬁéHSEQM ed to

show a is body wei ght dai ning actlon |n patients Wth type I abet e$
(Di abetes, 43ndsu@@I11M§ ;AI&eSHocoapouméssyanThe pod@amedgmxmngap¢lAIi

patients i abet es. i nduces nd .swel aqgravati on of

synpt ons g% e %’raveonzﬁo'ﬂﬂdg’[yor d|k§1é>§'§leg‘e%§13§hp§§ ggr’ di ac hypertrophy
and the [i keAl‘E@:tﬁaﬂ’gve’:llyS rd @rodigicIbltdd ATt hathgeatisent ebmgoahat vsy
Therefore, the use of a conpound per se, which has an angiotensin ||
antagonlstlcb%cQ|Rﬁ?§F%ﬁuﬁhﬂFhr%ﬁHQQ?qgéﬁ §P§ﬁc§helﬁﬁﬁo?Pﬁ@gaﬁﬁﬁPFFy in

conbi nati on, - GG 1ﬁ9ﬁﬂpor @m.an%lqﬁ 39 %gﬁdQEléﬂs'BéHEEEbéﬁns't'Zer

causi ng body wei ght gal n, ecrease the dose of an insulin
sensitizer iiselBevelopment of Medicaments”, vol.7, Molecular Design, pp

15 163-198 published by Hirokawashoten in 1990.
The AII antagonistic compound may be either a hydrate or

a non-hydrate.

Thé PPARy agonist-like substance used in the present
20 invention only needs to be an agonist against PPARy, and may be
any substance as long as it expresses the activity.

The PPARy agonist-like substance is preferably, for
example, a substance showing a clear PPARY agonist-like
activity in vitro at a concentration of not more than 10 pM and

25 the like.

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, FK-614

30 and the like can be mentioned.

In the present invention, the compound having an

angiotensin II antagonistic activity and a PPARY agonist-like

substance is not limited to the above-mentioned examples and

35 any substance can be used as long as it has such activity. 1In
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As conpared to the single use of an insulin sensitizer, a conbined use with
an insulin sensitizer strikingly suppresses an expression of body wei ght
gain or a possibility thereof, which in turn highly advantageously avoi ds
aggravation of 30 diabetic synptons. The dose of the agent of the present
invention onladdiedds, thef aubstahbenmbhefuatierchavs &f PRERG VEuAGOLGHa Df
each substance. 33 For e§anple, whil e %he dose ﬁf a_coppound having an 26
angi ot ensi n HCHEEEENi 6 VALY JREGPYEF EsClePRRAPRY Dh T HREELYMT ¥kt of

adm ni stration, admnistration route, target disease, synptomand the |ike,
in the case of oral admnistration to an adult patient with di abetes (body
wei ght 60 kg), a d&Be pgeBtgefiefhe| preport DIOTILIQN AMBUICTURIR,a moaeuas v

about 0.1 to 0 ptef : bout J Mmhi ch
s adni ni of oPEY T £ty dnGinsERRTalt S SRERLURERELL Sopi e b et O
subst ance t owiah @NPPARW idorli ebel £ite | suiticd), hrid aabeite fRRADTW day,

preferably 10 ahout .0.5 taq about 240 /day, . nore preferably about 1.0 to
Pbout 100 g BRPLARHd0B3araR SXHEG L Be Saviole IR Eel o cLF AP rSieT et 3

portions a days,lhe adAkRkSLERL hQGiﬁStéopﬁiRpgpﬁ}Jﬂl%Q: RRHIRG 30 (e.g

angiotensin Il antagonistic activity and a PP agoni st-1ike "i s suUbstance
( PPARy agoni $ropilikEaggpst aheeigédhpaone, heRvhitazeregi ot@hktarane,

ant agoni stj c IV LS o] 0 t b , I ut
0008 1o dboFiortas=roake=Riotheatrb® LEnd Chnotie Rinl U e Wit be
preferably abeuntionédto about 8. The body wei ght gain inhibitor of the

present invention 20 (hereinafter sonetinmes to be sinply abbreviated as an

"agent of the present invention®) shows |low toxicity, and can be used as
it is or as a pharﬂﬁcﬁéifﬁ%u dPrE@éAéi@ﬂé%y HOwIHY MPPAR REBhIBEQLOYI cal Iy
acceptabl e carrier by a netho nown per se,
activity, for example, troglitazone has been reported to show a
15 body weight gaining action in patients with type II diabetes
(Diabetes, 47, suppl. 1, Al8, No. 69, 1998). The body weight
gain in patients with diabetes induces edema and swelling, and
aggravation of symptoms may cause a grave circulatory diseases
such as cardiac hypertrophy and the like, causing a serious
20 problem in the treatment of diabetes.

Therefore, the use of a compound per se, which has an
angiotensin II antagonistic activity and an insulin resistance-
improving activity in combination, such as compound A, can
avoid use of an insulin sensitizer causing body weight gain, or

25 can markedly decrease the dose of an insulin sensitizer itself.
As compared to the single use of an insulin sensitizer, a
combined use with an insulin sensitizer strikingly suppresses
an expression of body weight gain or a possibility thereof,
which in turn highly advantageously avoids aggravation of

30 diabetic symptoms.

The dose of the agent of the present invention only needs
to fall within the range of an effective amount of each
substance.

35 For example, while the dose of a compound having an
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as a prophylactic/therapeutic agent for after-nentioned various 25 diseases
in mammal s (e.g., human, nouse, rat, rabbit, dog, cat, bovine, horse,

swi ne, nonkey and the like). Herein, as a pharmaceutically acceptable
carrier, various organic or inorganic carrier materials which are

conventi onal angdoasnaiphalmaneagonastivat ectaviay evasbels dapkendinqcor prveat ed
as an excipie a lubricant, a binder or a disintegrating agent in,a solid

preparat i on; Sgbﬁﬁc%f’?ehé{a"la’%&‘ﬁﬁ???ze"f“?mhnli%"i‘)afg‘? n@o%gee'nt -arget djssase-

a buffer or @Fﬁ@%ﬂi REdAERBt 1iRe, Aihi €hé dcREEPSF 3+ LDN . adri NIEHESSAOh to an
pharmaceutical additives 35 such as a preservative, an antioxidant, a
col orant andagulz7pagéentnsithegipeeteed (bmyiveimie &kdig e stosehds

excipient tn t u S nkdol D ' o St ,
Gel ati ni zct Seaep1 s, aBBur, BUEBECE, FHETEOR nac PRI BT 4 <o
hydr oxypr opy ebelltull 68 emgs oo nen paebexyvky haibaet | 21 Dsey ahont &lalmics, wihdxdrin,

pul lulan, light silicic anhydride, synthetjc alumnumsilicate and
magnesi um al gﬁi A énﬁ§F8§?$i ﬁ%tg.t‘?Jrif%?%B’r%n%ﬁ ¥s of the |ubricant

i ncl ude magnesi um [reY rakestal [a) ilica. 10
Preferabl e exan‘gl er'gﬁ%?&%%e.e%fl ?\%elfﬁl#?clg 2113’5 étl Ik%l gggggglﬁg‘%cﬁé d@%%?%égg

gel atin, gunWathbféabatepyisetbonbse;l tardenyeaMy inaiday ofgeisg@ibln

car boxynet hy uhose ' ul i t,0l,,
Crenal osold aeEBRFn0 Sure FEHTL et O ARy RS MHERBLP R 10 <o
hydr oxypr opybbethyloel hg/dse. ITheaed gopeiuymisnyagy beobdddnéstPreficoabeea day
exanpl es of the, di ?i nt egrati ngw?gent I ncl ude | actose, sucrose, starch,
car boxymet hyPEetFuf ofE, 3 cBPEF Ar$X%yl net hyl cel | ul ose, sodi um

Crosscar mer ose, Sofh IMareed ORI I SalE e ld FobmpdndChavangydni de and | ow
20 substituted hydroxypropyl cellul ose. Preferable exanples of "the sol vent

i ncl ude wat eengdbotensin II antagonistic activity and a PPARy agonist-like

15 substance (PPARy agonist-like substance/compound having an

angiotensin II antagonistic activity) is about 0.002 to about
60000, preferably about 0.005 to about 2400, more preferably
about 0.02 to about 40, more preferably about 0.4 to about 8.
The body weight gain inhibitor of the present invention
20 (hereinafter sometimes to be simply abbreviated as an “agent of
the present invention”) shows low toxicity, and can be used as
it is or as a pharmaceutical composition by mixing with a
pharmacologically acceptable carrier by a method known per se,
as a prophylactic/therapeutic agent for after-mentioned various
25 diseases in mammals (e.g., human, mouse, rat, rabbit, dog, cat,

bovine, horse, swine, monkey and the like).

Herein, as a pharmaceutically acceptable carrier, various
organic or inorganic carrier materials which are conventional
30 as a pharmaceutical material are used, and is incorporated as
an excipient, a lubricant, a binder or a disintegrating agent
in a solid preparation; as a solvent, a solubilizer, a
suspending agent, an isotonic, a buffer or a soothing agent in
a liquid preparation. If necessary, pharmaceutical additives

35 such as a preservative, an antioxidant, a colorant and a
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I nj ection, physiological saline, R nger's solution, alcohol, propylene

gl ycol, polyethylene glycol, sesane oil, corn oil, olive oil and cottonseed
oil. 25 Preferable exanples of the solubilizer include polyethylene glycol,
propyl ene glycol, D-mannitol, trehal ose, benzyl benzoate, ethanol,

trisam nonet Baeetrenbel asyepel usedl i et hanol am ne, sodi um carbonate, sodi um
citrate, sodium salicylate and sodium acetate. 30 Preferable exanpl es of

the suspending agehfeferakipe examrirt af Shauaxapiandadpedrdet RarsPaRY ne,
sodi um | aurglsultat eD—&\ﬁﬁ)ﬁ/{@I” NOPL SR DY L, aG ke ecg}etﬂﬂnlz %ﬂégal&% Lum

chl oride, benzethoniumc de’ and nonostearic aci'd gl'ycerin; rophi'lic
pol ynmers sucHeasrpol yerpytadl todotellBRogm] yhavmdulmirirmitiedone, sodlun1

car boxymet hy | | ul ose IceII ose, r 0X | l.ul ose,

Py oxyet 1y BUPFRRESESLREte NEATHRS pr AR T8 TR ST i a8 an o

pol yoxyet hyl apgbiBydaegenat edo€BBl Dan 0i 1 i g efieriadile nyadige ,okyhRetic

i sotonic include sodium 5 chloride, glycerln D-mannitol, D-sorbitol and

gl ucose. PrafemRiprB %khh%#%% apd AT EUN Fl Ui ahe Metesdddisase - phosphat e,
acetate, carbonat eP l{)@}ae?:eafr@lee[ﬁero%blt%eeﬁ%@il ?%n%f ﬁﬁﬁanOﬁ\Q?Hgsfﬂrﬁ”t

I ncl ude benzyl coho e exanples of the preservatrve include
par aoxy bensbeerated esle&wm shéaratait arelg dndnqﬂlkﬂmd@ﬂob;lphenethyI

al cohol , dehydroac i.d and sarbhic d. Pr ferabl of t

ANt oxi datf | nol ad SRR PRI AIAtEe PAOBFET SPSIPECoRBNEFEEL 6 he
col or ant Inclsuaecwatgﬁcﬁ@éélblcyelaa@irbl raﬁtﬁ@ntnﬁadhgl@e,llﬁdbﬁb@ pi gnent s
such as edible red Nos. 2 and 3, edible yell ow Nos and 5, edible blue

Nos. 1 and S3rbomymethykesliitkoseakesqsighemarhoxygethylemlighosslt of

crystalline cellulose, sucrose, D-mannitol, trehalose, dextrin,
pullulan, hydroxypropylcellulose, hydroxypropylmethylcellulose

15 and polyvinylpyrrolidone.

Preferable examples of the disintegrating agent include
lactose, sucrose, starch, carboxymethylcellulose, calcium
carboxylmethylcellulose, sodium crosscarmerose, sodium
carboxymethylstarch, light silicic anhydride and low-

20 substituted hydroxypropylcellulose.

Preferable examples of the solvent include water for
injection, physiological saline, Ringer’s solution, alcohol,
propylene glycol, polyethylene glycol, sesame oil, corn oil,
olive oil and cottonseed oil.

25 Preferable examples of the solubilizer include
polyethylene glycol, propylene glycol, D-mannitol, trehalose,
benzyl benzoate, ethanol, trisaminomethane, cholesterol,
triethanolamine, sodium carbonate, sodium citrate, sodium
salicylate and sodium acetate.

30 Preferable examples of the suspending agent include
surfactants such as stearyltriethanolamine, sodium
laurylsulfate, laurylaminopropionic acid, lecithin,
benzalkonium chloride, benzethonium chloride and monostearic
acid glycerin; hydrophilic polymers such as polyvinyl alcohol,

35 polyvinyl pyrrolidone, sodium carboxymethylcellulose,
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the aforenenti oned water-soluble tar pignments), and natural 20 pignents
(e.g., n-carotene, chlorophyll and colcothar). Preferable exanples of the
sweet ener include sodium saccharine, dipotassium glycyrrhizinate, aspartane
and stevia. The dosage form of the pharmaceutical conposition includes oral
prepar ati ons ettty laellabbets, hgdpsxiesty hee Lt hgse 25 ywdifdx ywaistil cedl laridbse

m cr ocapsul es), ?]&anul es, Eowders, syrups, . enul si ons, suspensi ons and

sust ai ned- r ePESs YT BrEBLPRY L 6RSIULGFE pRP LT RFRATET it HYIRxYgIy lgne

injections (eygrogepHbedt a8agpys bpjection, intravenous injection,

I ntramuscul ar” injection, intraperitoneal injection, intravitreous

i njection), 30 eyePrebpsablxtexanpley epfartdid deptanig inalagensodlium
preparatiop, ,transder aratio oi nt A u sitories (e.qg.,
rectal sup%ogptlggﬁaghdgsgﬁlg%gﬁ’ sﬁp%%lgrll?gr%/) ,Spéer?e#ge‘%%ognagpéér lﬁlsc,oseand t hese
can be safely adm prefersleidtaipdaldly Orbuffarenimylaldey buffetsesuch as
phar maceuti cal ositions can be prepared by , 29 conventional nethods in

co
t he techni caPhPFBHgtSf BR&FABRY, CRTRPNALR B TtHRIES described in the

Japanese Phar MBCOpPeL fiera SRS Gl f drfp I OGS S H s JY12ANG RYePeRACALERNBeWL L be
described in detail below s For exanple, oral preparations are produced by

addi ng, for aégahple, an excipient (e.g., |lactose, sucrose, starch, D

manni t ol c.), a disint atin ent +0d. . .cal cium.car hox t hyl cel | ul ose
oo %a B naer (HTAERE Ao S e oY TRO TR Y80y
car boxymet hybeakbtiib0seid 18s Byss pxypI oytheeddll 0tanA3al VlidHoly,! bhlein@@he 1
etc.) or a luybricant (e.qg., talc, magnesium stearate, polyethylene glycol
6000 etc.) tB15RNGLtI %hyﬁa%ww AR SURIPIaFYY them and, if

necessary, coati ”%f@%f@éﬁ&%m}ﬁféﬁ'ofﬂﬂﬂ& Ant93kiantbase 10y 2s0eEed

known per se for the purpose of taste masking, 15 enteric coating or
sust ai nabi | i epd ascorbate.

15 Preferable examples of the colorant include water-soluble
edible tar pigments (e.g., edible pigments such as edible red
Nos. 2 and 3, edible yellow Nos. 4 and 5, edible blue Nos. 1
and 2), water-insoluble lake pigments (e.g., aluminum salt of
the aforementioned water-soluble tar pigments), and natural

20 pigments (e.g., P-carotene, chlorophyll and colcothar).

Preferable examples of the sweetener include sodium
saccharine, dipotassium glycyrrhizinate, aspartame and stevia.

The dosage form of the pharmaceutical composition
includes oral preparations such as tablets, capsules (including

25 soft capsules and microcapsules), granules, powders, syrups,
emulsions, suspensions and sustained-releasing preparations;
and parenteral preparations such as injections (e.g.,
subcutaneous injection, intravenous injection, intramuscular
injection, intraperitoneal injection, intravitreous injection),

30 eye drops, external preparations (e.g., transnasal preparation,
transdermal preparation and ointment), suppositories (e.g.,
rectal suppository and vaginal suppository), pellets and drops,
and these can be safely administered either orally or
parenterally.

35 The pharmaceutical compositions can be prepared by
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Exanpl es of the coating base include a sugar-coated base, a water-soluble
filmcoating base, an enteric filmcoating base, a sustained-releasing film
coating base and the |like. As the sugar-coated base, sucrose is used, and
one or two 20 or nore nenbers selected fromtalc, precipitated cal cium
carbonat e, gebaventigual anebiheds pin | thantedariwabaf wabd @fd pheemadyke smeh be
used jointly. Exanples of the water-soluble filmcoating bhase include

col | ul ose poPSrERS BRERSAS FEEFbIHS oyl TS IARARESS P Hmithocls

hydr oxypr opykpethyleepbrotess, oy dsodied ing gatdpdseiaandwill be described

met hyl hydr oxyet hyl cel | ul ose; synthetic polynmers such as pol yvinyl acetal

di et hyl am noaBefigteilaRehe™t kyl nethacrylate copolymer E [Eudragit E (trade

A | anrpNar Mol G e WA iAo lRARE BB pPUSta Rl

pul lul an. 30 Exanpl es of the enteri¢ fi'l mcoating baSe include
pol yrmer s suclioasekgmp by prwpsxeipigitteld \d oselaqiudel stugrose, starch, D-
hydroxypropylneth¥%gel ul ose_acetate succinate

I

car boxynet hy"8thy PTT o5e, 2 ML P THD DA e $hithal &2¢C1%eryli ¢ aci d

pol yners sucBa@BoRPhEEEY Véé Lldldsk COROl)Y MY Hinded Bedragi igelattihadednane) ,
Rohmpharma], nethacrylic acid 30 copolyner LD [Eudragit L-30D55 (trade
mane), RohnpRAfRER; @PH 2Rk iRcr§arRoumethossi Wvdioss [ Eudragit S (trade

naire) | RETRDAE SR} A0 BB 5 s G0 A5 SRR S Q6 BXagPLeS of the

sust ai ned-re coat1ng base I“nc ose polyners such as
et hyl cel | ul o$ebracayti e agi d talt y mergheslicim afemmates! ppllyethydenyl gilgcol

copol ynmer RS dragit _ RS (trade nane hmphar mal . _and et hyl. ..
acrylate/met?lé/&)J ﬁgghECF?l e?é%ﬁﬁﬁ3ﬁﬁ§r%§iﬁﬂ§ﬂﬂqgﬂﬂﬁ%i&ﬁ&&ip¥&ElPPr§88m
nane), Rohnpha| nef . nddeddierpf WEtg ard eddddthat@ses 1My the aused thig
mxing tw or nore kinds of themat an appropriately ratio. In addition,

upon coat i ngbaae|Pym methediknpHyaar sieck ogs the purpose of taste masking,
15 enteric coating or sustainability.

Examples of the coating base include a sugar-coated base,
a water-soluble film coating base, an enteric film coating base,
a sustained-releasing film coating base and the like.

As the sugar-coated base, sucrose is used, and one or two

20 or more members selected from talc, precipitated calcium
carbonate, gelatin, gum arabic, pullulan, carnauba wax and the
like may be used jointly.

Examples of the water-soluble film coating base include
cellulose polymers such as hydroxypropylcellulose,

25 hydroxypropylmethylcellulose, hydroxyethylcellulose and
methylhydroxyethylcellulose; synthetic polymers such as
polyvinylacetal diethylaminoacetate, aminoalkyl methacrylate
copolymer E [Eudragit E (trade name), Rohmpharma] and
polyvinylpyrrolidone; polysaccharides such as pullulan.

30 Examples of the enteric film coating base include
cellulose polymers such as hydroxypropylmethylcellulose
phthalate, hydroxypropylmethylcellulose acetate succinate,
carboxymethylethylcellulose, and cellulose acetate phthalate;
acrylic acid polymers such as methacrylic acid copolymer L

35 [Eudragit L (trade name), Rohmpharma], methacrylic acid
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titanium oxide and iron sesqui oxi de may be used. Injections are prepared by
di ssol ving, suspending or 15 emulsifying an active ingredient together with
a dispersing agent (e.g., polysorbate 80, polyoxyethyl ene hydrogenated
castor oil 60, polyethylene glycol, carboxynethylcellul ose, sodium arginate

etc.), a presepodimes (O. QEudﬁaghylpaBabeﬂ (£ pa ¢ yrhqaes A e hrigstternna Ja| Gofedl ,
chlorobutanol henol etc.), an 20 isotonic 3 ﬂ um chl ori de,

gl ycerin, eEY1ip a§6F1bFPBP YHPhcos el ’éa‘ng'nSa %ﬁrﬁﬁ:&%“%’o’l vent

(e g., di stl Ro®thphwahal ; RAMShotashEahatatines &AgeLs SsiRold on etc.) or an
oily solvent (e.g., vegetable oil such as olive oil, sesame oil,

cottonseed, corn oEka@pies @fob@¢e@@séﬂanﬁﬂjrequﬁﬁ1ﬁlﬂm;cqail@@dﬁﬁﬁﬁes such
as a sol Ubkl 'ﬁu%rlu(ﬂ% ge’llﬁﬁgkgnhgf'{rﬂng%%aé@ §9dé%fc9§fﬁ§ faf a)c:r i acid

stabilizer” (&g, a S00 ng agen benz

etc.) may bepddgthersheuchnagnambhoal kplmoertitadrylage acfb;acnlgnﬁzerm rmddraaﬁt
ant agoni stic act|V|ty in a pharmaceutical conpasition s general | y about

0.01 to abouRSodtgesdsynaBryhRotBPRREPAL y2RB oty b, ﬁ??Xﬁ lﬂe?§¥%>by wei ght,

of the whol eprgRarylLea. cgﬁoﬂ?ﬂﬂéi‘oﬁ? So@POVEN Bl G £ WP OUWKE RAVIE)an 35
angiotensin || antagonistic activity represented by compound A 31 shows a

body wei ght @thpbapm&é55|ng action, |t can be used as a body weight gain
| bi toror a mgRE e Jhe RTRlCA O 084 1% AR hEaPhe, (ALIRL, 0Bl 4 RgedS

to an ani fral W shing to avol aln an e an ani
genetical |l y havi bg ﬁofESklﬁdeof)O‘db(erW&k‘gl’ﬁn OGPy i edlnt red tiuf f enl ng from
alife-style related di sease such as dlabetes .Hyperten3|on and/ or

hyperllpldenﬁg AhAOPneUPPReCOFRE Body IFyhtSRLS FE a5y

excessive fOQchﬂgﬁﬁtbQEeraﬂaeiﬁéﬂ é@%%#l&&i&gnﬁayfBE’ﬁééd3”a| bal ance, or
i nduced by a prophylactic/therapeutic 10 agent for the aforementioned

life-style rel at edIel echbwss dre kRukbanesh byt ldd Ssedy iwgi, glsusgendingyobe t hat
before reg;h g151fy1ng an active ingredient together with a dispersing

agent (e.g., polysorbate 80, polyoxyethylene hydrogenated
castor oil 60, polyethylene glycol, carboxymethylcellulose,
sodium arginate etc.), a preservative (e.g., methylparaben,
propylparaben, benzyl alcohol, chlorobutanol, phenol etc.), an

20 isotonic (e.g., sodium chloride, glycerin, D-mannitol, D-
sorbitol, glucose etc.) in an aqueous solvent (e.g., distilled
water, physiological saline, Ringer'’s solution etc.) or an oily
solvent (e.g., vegetable oil such as olive oil, sesame oil,
cottonseed, corn o0il etc.. propylene glycol). Upon this,

25 additives such as a solubilizer (e.g., sodium salicylate,
sodium acetate etc.), a stabilizer (e.g., human albumin etc.)

and a soothing agent (benzyl alcohol etc.) may be used.

The content of a compound having an angiotensin II
30 antagonistic activity in a pharmaceutical composition is
generally about 0.01 to about 99.9% by weight, preferably about
0.1 to about 50% by weight, of the whole preparation.

As mentioned above, since a compound having an

35 angiotensin II antagonistic activity represented by compound A
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obesity, or that of a patient with obesity. As used herein, the obesity is
defined by a BM (Body Mass | ndex: body weight (kg)=[body height (n]2) of
not | ess than 25 (based on the 1s criteria of JAPAN SOCI ETY FOR THE STUDY OF
OBESITY) for Japanese, and a BM of not |ess than 30 (based on WHO
criteria) fahowsskebedy. wéhphe thtnagepprefsihg acesemt itved in used as
preferably wused as a body ain inhibitor for_obese patients with 20

di abet es, it X We ELgHT ugéanfbPhghét%ﬁrB%Eead?m@U%breg?ﬁ agmgddFonefght

gai n of obese;méatapym%awtef %Eﬂr?th 5Ty VAEEQYSto CONPAR Gl 1 ORSsISUEN @ dvdsid i n
resi stance, inpaired glucose ol erance; diabetes such as insulin

non- dependenbOdWaUGﬂgbt gaypeand wanbee ean @9¥mﬁlIanQﬁKQQ%Qthﬂxmng(ﬂjnm5$h
msul 0 25,169l 8L0°Be LYRCal by abel o5, ARepcl A i el gpal 1t 81 GAY

tol erance 2t & Vari ous co ircalt ohs su i nem
hyper t ensi on raasmedati&dewséhsuanuhs ndIﬁSda'SéﬁnCleypéwwrstBﬁSIa}fd/oacSSOCI at ed
with inpaireg %Iucose tolerance hy Eerten3|on associ ated with di abetes

\4

(e.g., type PYPEFbBLESmeEcaRd Yher tEMR i RpfaSiRighit Gpi My be caused

hyperi nsul i nggi @xcbeg%énfoassiﬁgégﬁfoﬂcgyraié@aw RSSO LAY th
hyperten5| on, I npal r ed g ucose tol erance occurri ng i1 n association with

hypertenS|onnutﬁn§bénéé bééanﬁengornl@@@Qﬁﬂfhy(ﬂ]NWQHhYA&R?#QﬁﬁhQnﬂpeutlc

hyper f nsul | NSRLA«OFEU £L0T5ED. 255061 SRLET ML fypertensian 4,38 diabet (g

conpl i cations , mcroangr opa neur opat hy, stich
nephr opat hy, addakh&bh¢ tBélBO@gtﬁélghﬂl@&Eﬂ|mayxﬁéuﬁﬁat Héﬂdré\hﬂaﬁﬂlm@ sease,
ost eopeni a, diabetic erosmpl ar coma, i nfectious di seases

respiratory °PﬁFéE¥voB§ gh@éa@% a P REPRT (Wi 99ﬁ§%ﬂ¥<3u§sdP§§§sgerﬁFﬁestlve

5 infecti OUStﬂbs%églty”f&c&é?yﬁe@'Eﬁ?aéesn@f Iy tIrIde%@“%ody’ HeSghi-ous
di sease of inferior linDb C.), d|a etic gangrenie, dry nouth, |owered sense

of hearing, dkabeﬁbedzehebgbVath]arOﬁdmgard@ﬁs dhabeﬂﬁc(péseghenlthe
hemat ogengus i 3QL e s dIRBEL SocTETY FOR THE STUDY OF OBESITY) for

Japanese, and a BMI of not less than 30 (based on WHO criteria}
for Westeners.

While the agent of the present invention is preferably
used as a body weight gain inhibitor for obese patients with

20 diabetes, it can be also used for the purpose of suppressing a
body weight gain of obese patients suffering from various
complications such as insulin resistance, impaired glucose
tolerance; diabetes such as insulin non-dependent diabetes,
type II diabetes, type II diabetes associated with insulin

25 resistance, type II diabetes associated with impaired glucose
tolerance etc.; various complications such as hyperinsulinemia,
hypertension associated with insulin resistance, hypertension
associated with impaired glucose tolerance, hypertension
associated with diabetes (e.g., type II diabetes etc.),

30 hypertension associated with hyperinsulinemia, insulin
resistance occurring in association with hypertension, impaired
glucose tolerance occurring in association with hypertension,
diabetes occurring in association with hypertension,
hyperinsulinemia occurring in association with hypertension,

35 diabetic complications [e.g., microangiopathy, diabetic
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hypertension and the |like], diabetic cachexia, diabetic | o nephropathy and
the like. As applicable diseases for the conpound having an angiotensin I|I
antagonistic activity as a physiologically active conpound, diseases

devel oped or whose onset is pronoted is by contraction and grow h of bl ood
vessel s or omgamogisbydedsabéhat eephnrssathy, ahfpldteirsiretinopecdpt,or, by the

presence of _angiotensin Il, or_by the facfors induced by the presence  of

Bngi ot ensin FRolRg: NG RRECE anl BEIREVRT Skl S6A e 1P HHARRRIUE P RBTApI .
hypertens'OnhyBEQBQmQQaﬁrééﬁﬂteiﬁféé%&%&%‘df&@iﬁ@éﬂﬂgﬂq?ﬂ'ﬂéépﬂ%ﬁ%ﬂiyd|$eases
(e.g., cardiac hypertrophy, acute heart failure and chronic heart “failure

i ncl udi ng coAféscitieupediscpap) uarinany diercnioprefious st ssoctddgestive
nyocarditigs, . L NITL 8, s car dj i ac _infractj t :
cor obr ovasoulaF GEABIRaaLbREBY PRI G fAS AL ISE IS (ke fissuge,

transi ent isthésctiabhsadkseass ebf alnfet 1@k el intereathy .Qv,astiadbert ide mamigirene ,
hypert ensi ve .encephal opathy, .cerebral_infarction etc.)., cerebral edens,
corebral i r O aTBREh, GLQERHER STRRt P brRa LIS S CHAHEL NS AR CIPRCEI i
di sorders (@igordBeUrat ke BYEPHEOR pIRSYLH et HY<HBu s5 Wi sRFdete MABLRAL: 30

di sorder in daily living activities etc.), ischem c peripheral circulation
di sorder, nybBraedransieehand athe ehksl i hetdi e machexdrogddededd cof car di ac

i nsuf ficignc egﬁggﬁagg?déﬁg %géa fﬁéon, renal di seases (e.g., nephritis,
IS5 u

gl omer ul onephr gt omeérulosclerosis, renal failure, thronbotic

m crovascul opat hy, 35 conplication of dialysis, organ dysfunction including
33 nephropat hy by radi atjon damage etc.),_ arterioscl erosi I ncl udi ng

at her oscl erosi s (eﬁ@.?pQﬁﬁﬁﬁ%iﬁnéiﬁﬁqﬁﬁﬁzforafp€rF@?@P@P sﬁgylegréﬁral
arterioscl er ga$ot8851 RNET 8dn t G481 4 OSC | LI105) 1% 1Pl Ja prRSAW1RG i RMAGHE r ophy,
vascul ar 5 hypertrophy or obliteration and organ disorders after

i nt er vent i onafcéiye, coppeurdncdigcasemslanalnet @omdiope onset is promoted

15 by contraction and growth of blood vessels or organ disorders
that express via angiotensin II receptor, by the presence of
angiotensin II, or by the factors induced by the presence of
angiotensin II and the like can be mentioned.

As such diseases, for example, hypertension, blood

20 pressure circadian rhythm abnormality, heart diseases (e.g.,
cardiac hypertrophy, acute heart failure and chronic heart
failure including congestive heart failure, cardiac myopathy,
angina pectoris, myocarditis, arrhythmia, tachycardia, cardiac
infraction etc.), cerebrovascular disorders (e.g., asymptomatic

25 cerebrovascular disorder, transient ischemic attack, cerebral
stroke, cerebrovascular 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,

30 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,

35 complication of dialysis, organ dysfunction including
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angi opl asty, stenting, coronary angi oscopy, intravascular ultrasound,

i ntracoronary thronbolytic therapy etc.), vascular re-obliteration and
restenosi s after bypass, polycythem a, 10 hypertension, organ disorder and
vascul ar hypertrophy after transplantation, rejection after
transpl ant at nephropathy byli sadbesidre.dpmagy atzang, aodidrdo selperisdnsi on
etc.), thronbosis,. nultiple organ disorder, endothelial dysfunction,
hypertensivelnF#Hﬂ??%s?t%§¥@ﬁC{é%?ﬁ%ﬁui H-ar STy @X§ 2 deep vein 15

thrombosis, gbebiusktYErHSis PNEEALLFAY Gl s deSYAY, pedliphlera3c! erosis
obliterans, obstructive thronboangiitis, ischemc cerebral circulatory

di sorder, Raghhedigsdierests eBerlgervafiarkase herentrapiyabylEscudingl or .
nutritiong] Hg?g}}g?éﬁh (&r bJrPPeexsei{'cn YRETdA 'ndec"ﬁ‘ts% ergaglesterol ema,
em & hyper A et

20 hyperurica al'ena, hypernatr nerve ~degeneration
di seases (e. inteAveheioer (s. i Sqeas;utRardauss ar'an s lsymidadme o ramaatyr ophi

| ateral sclerosis,.AlDS encephal opat h etc.), .central nervous system
i sor der s ( c2BILORLAREY al S HONDHIhade b AT 5aRdr dR CeNBsFidaduel a and

conpl i cati ony]t22s86Rd, | htFdcodHA1d) tHHIMB61yRAICRhRIrape@Re. eN$AL ular
mal function, sensory functional disorder, autonomi c nervous system
di sorder, abevdlohi terrtiousany steshentSismaliter, bypasispl podyicaitbemiaetc. ),

denenti a, delf1 L9 r | S :#] i Snes ' xiety
aymptom i arEsFeSistBTE el MAtadt ARVaHRReS hyoBBERkEy, AREEECL
depr essi on, epahepbyntatitaholtsSjaciion aftalf tammplay tdtdeasesc(tay. ,
arthritis such as rheunatoid _ arthritis, osteoarthritis, rheunatojd .
nyelitis, pé ’r%%"l’?‘?‘“f’ sled o, ;glialﬁq%atqcé’r}_asz glé(PeSFF@P&thBneﬁﬁd) i nthF?E“bO_SL_""'
rem ssion ofmy BMeh1d g P ddsS, %ﬂh@l&élp@%%%ﬂb%ioﬁt,Oﬁgﬁeg%éﬁgﬁ{ré' S;
35 inflammatory intestinal diseases such as Crohn"s disease, 4 ulcerative
colitis etc.timphing)i t9then martimrasaplaguiddiseagiesedeed-irnflegamuedny
pul monary, di éﬁ?zﬁz&é&%‘ A ARV A pe APHTRAAT L350 GR8YS: aRYLERARTY
sar coi dosi’s, pul nonhary’
arteriosclerosis obliterans, obstructive thromboangiitis,
ischemic cerebral circulatory disorder, Raynaud’s disease,
Berger disease etc.), metabolic and/or nutritional disorders
(e.g., obesity, hyperlipidemia, hypercholesterolemia,

20 hyperuricacidemia, hyperkalemia, hypernatremia etc.), nerve
degeneration diseases (e.g., Alzheimer’s disease, Parkinson’s
syndrome, amyotrophic lateral sclerosis, AIDS encephalopathy
etc.), central nervous system disorders (e.g., cerebral
hemorrhage, cerebral infarction, their sequela and complication,

25 head injury, spinal injury, cerebral edema, sensory malfunction,
sensory functional disorder, autonomic nervous system disorder,
autonomic nervous system malfunction, multiple sclerosis etc.),
dementia, defects of memory, disorder of consciousness, amnesia,
anxiety symptom, catatonic symptom, discomfort mental state,

30 psychopathies (e.g., depression, epilepsy, alcohclism etc.),
inflammatory diseases (e.g., arthritis such as rheumatoid
arthritis, osteoarthritis, rheumatoid myelitis, periostitis
etc.; inflammation after operation and injury; remission of
swelling; pharyngitis; cystitis; pneumonia; atopic dermatitis;

35 inflammatory intestinal diseases such as Crohn’s disease,
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tubercul osis etc.), allergic diseases (e.g., allergic rhinitis, 5
conjunctivitis, gastrointestinal allergy, pollinosis, anaphylaxis etc.),
chronic obstructive pul nonary di sease, interstitial pneunonia, pneunocytis
carinni pneunonia, collagen diseases (e.g., system c |upus erythematodes,
scl er oder ma, ulpetrygaitvercoistis cede. heapat iy ik issea siasf I(zng todye patuliars i 0

I ncl udi ng chronic hepatitis, hepatic cirrhosis etc.), portal hypertension,
di gestive sySt&RR8FsotH +§mT%$fi% RGN digpase jgu @ér?n§§éppﬂéfcancer,

gastric di sopfehorhi@l s OPEEGE L ON pulNSRERS | &b r &SRRNAGE Al inRlary _
pancreatitis, colon polyp, Ch016|lthlaSIS, heror r hoi dal di seasé, varices
ruptures of Bubercephagtisetdd stdrRITE disedsdesod et/ ,orlhpgiogdgoirbtind tis,

di seases e t 0si I puUr_pur ut i .henol ytic
anem a, diés%%n %I(I?Ee: 1?%?%%&@ éc%?%élﬁgg%gg%na% oa%lise% r?d&o&r%l%%tligﬁl e

nyel opat hy eamaphybaxes deéseaspescromic dbsatudgteve pefltraciatye diceheepor osi s,
ost eonual aci a, bonng?fgi's di sease, 20 sclerosing nyelitis, rheunatoi

|
arthritis, osPEBE? PTRFUMPTHR ¢ RIEURREY i ShtCHh e p@??f“@ﬁ&?i'oﬁoéaﬁﬁﬁnt 0

simlar di seasssasagd(di§or dofs@dmid 1uild G AytH¥ma i@ S 58 G odeRhi, gnant
mel anoma, malignant | ynphoma,” cancer of digestive organs (e.g., stonach,
i ntestine etkolyarteyitiairr®d. Jandieratiexidi Segidemni (g R5 dgpeddtiset astasi s

cancer, epdogy] y . ,.sqQn' s .di sease, . i_ng' yRdr gne
pheochrongby %%%€E¥#$n&§€?ééﬁcﬁéﬁ%ﬁ%ﬁ%%ﬂnqﬁﬁéﬁic éﬁgﬁﬁgfggd§F§é&0b88F§ ése,
urinary organypétfténsiom eligpsstiale diyaasedilsrglerscyel gti,Sgaptedtaki, C
hypertrophy, grostatic cancer, sex infectious disease etc.), .30 femal e’

di sorders (€9 ?FriTiQﬁﬁﬁEWiQ?ﬁﬁEﬁﬁwﬁﬁﬁciﬁﬂHQiﬁgilc &8ﬁ9@Fi6§F§F_°perati°n'
hyst er OWoanngY@gIBé%‘, U sqayedl eAerdl $RARGatI®i s, NEBALNOPS 19pbsease
e

etc.), disease relating to environment and occupational factors (e.g.,
radi ati on hagketelheriasihy hepanrhdisladt dijsefsgredardcesasbPtyeafm o8l tit ude

Zistcﬁxss ‘éce%opr?ar’gli&sa‘}i& Y Unh H 3555 Bl %a 25Y/8rSH)d18881 RIGUARLLSses
1 (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,

20 sclerosing myelitis, rheumatoid arthritis, osteocarthritis of
the knee and joint tissue dysfunction owing to similar diseases
and disorder etc.), solid tumor, tumors (e.g., malignant
melanoma, malignant lymphoma, cancer of digestive organs (e.g.,
stomach, intestine etc.) etc.), cancer and cachexia following

25 cancer, metastasis cancer, endocrinopathy (e.g., Addison’s
disease, Cushing’s syndrome, pheochromocytoma, primary
aldosteronism etc.), Creutzfeldt-Jakob disease, urinary organ
and/or male genital diseases (e.g., cystitis, prostatic
hypertrophy, prostatic cancer, sex infectious disease etc.),

30 female disorders (e.g., climacteric disorder, gestosis,
endometriosis, hysteromyoma, ovarian disease, breast disease,
sex infectious disease etc.), disease relating to environment
and occupational factors (e.g., radiation hazard, hazard by

ultraviolet, infrared, or laser beam, altitude sickness etc.),

35 respiratory diseases (e.g., cold syndrome, pneumonia, asthma,
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pul nonary hypertension, pul nonary thronbosis and pul nonary enbolismetc.),
iinfectious diseases (e.g., viral infectious diseases with cytonegal ovirus,
i nfluenza virus, herpes virus etc., rickettsiosis, bacterial infectious

di sease etc.), 5 toxemas (e.g., sepsis, septic shock, endotoxin shock,

G am negati palsepsaryg, hyprrteshdck, syuntnomeret thyombad iy hamb|marlyngeggi cal

di seases (e.qg. niere' s syndrone, tinnpitus, dysgeusia, vertigo, .
i Sequi 1i bri BIPOd3SPNGEFa) of LT SCELRMh acastn 1o+ Tk G IR,
psori asis et @ikeablsi RLEAdEPtYhEGa DyPOEESHST ONF 1 dvasd Renhas OaMipss LR ©

di seases such as chronic fatigue syndrone and the |like can be nentioned.
| n addition, eteng- FéEkerStppPessi opaoterntal oingcuBWhdlifeass ®U9. nesul ts in

t he i nprov . _SUPRr essi p o) di : i in
the bi of unit coredias TR &7 51 SEpely . DEAPEL: OhSix SN MR e
vari ous diseagasivenkefdsiwt htagiagslanck tdyendrdmes edte.Qh in turn leads to

the primary and secondar ophyl axi.s of diseases clinical 20 conditions
caused t het cBYOSRISAPBFREEPLATLYT HATSRRRAT o LS o » IRII SASIERE sor der

or abnormal i £YnhAthBe By9GERSIA OMvapdi gdNYPi At i r 16| AHpsphigiex el ¢,
di sorder or abnormality in automatic controlling capability of "cerebral
circul ati on akdnofliseapas ¢¢rgul akebeiddikemangiqa cipsapiasion te.d.,

peri phera ) i ti Co)ir ger d-jhar.ai.n-
barrier, g%|§§§§§§§§§?%%FP%§§5ﬁ%ﬁé#¢é§ égééﬁ;%#l%: i%ﬁ%ﬂﬁéﬁkghhﬁ% d?s%a@es
fibrinolysi ssaght es chbonicetasiGie ofnditenesd amd tHeodd keeldan berpenetibsied.
(e.g., accentuation of platelet aggregation action, malfunction of
erythrocyte deformability, accentuation of 30 | eukocyte adhesiveness, rise
of blood viscosity etc.), production and function accentuation of growh
factor and cytokines ée,g,, PDGF, VEGF, FGF, interleukin, TNF-(x, MCP-1
etc.), accentuati ot ciddiBRret i lonantenmisupprasiséenobf patiammatory cel | s,

accent uat | on.gf; BEOAUEL| 0 0L {1 €2 AU smplAddrROY! B Qabp-A6GTARUR On

i
endot hel i @ U%C?IOH I sor
promotion of disorder or abnormality in the biofunction and

physiclogical action, that causes adult disorders and various
diseases linked with aging and the like, which in turn leads to
the primary and secondary prophylaxis of diseases or clinical

20 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 and/or
renal circulation, disorder of circulation (e.g., peripheral,

25 cerebral, microcirculation etc.), disorder of blood-brain-
barrier, salt susceptibility, abnormal state of coagulation and
fibrinolysis system, abnormal state of blood and blood cell
components (e.g., accentuation of platelet aggregation action,
malfunction of erythrocyte deformability, accentuation of

30 leukocyte adhesiveness, rise of blood viscosity etc.),
production and function accentuation of growth factor and
cytokines (e.g., PDGF, VEGF, FGF, interleukin, TNF-o, MCP-1
etc.), accentuation of production and infiltration of
inflammatory cells, accentuation of production of free radical,

35 liposteatosis accentuation, endothelial function disorder,
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36 endothelium cell and organ dysfunction, edema, cell norphogenesis
change of smooth nuscle etc. (norphogenesis to proliferation type etc.),
production and function accentuation of vasoactive substance and thromnbosis
i nducers (endothelin, 5 thronboxane A2 etc.), abnormal constriction of blood

vessel etcC. endBtBBOLuf, db&DI dghd (SEFAMM diy Pfwh @bisH edddmi£S . celdysgl ycen a
etc.), abnornal gromﬂh of cell etc., angiogenesis (including abnornal
vascul ogenesmerahrprpeabiofhaRe apt | $EEQLh Mei§ LR £LF or MATRAPIaRSd et t i al

coat of artepigsekerotisnllybesiod)) angrddifcdidif £HAN R JIE Ry (Hhilese,

! 5 i
the present “invention can be used as an agent for the prinmary and secondary
prophyl axi s of vaeatathveofulsganceli swt dersomssoic dirsthaginsh (ergiotdued in,

di seases (e. cerebrovascuyl ar, di_sorder .and_organ_ .di sord associ at ed
Lher owi th,® o BERTHPEBPAeD: S3sodiateloRer L5 B PeAPEr § = dps8adevetr Bin
di sorder assegtat eflevbbbdl dt adlesEbder O arrundli Siqs A rat{dr@ia liittiRssvent i on etc.)

can be nentioned. Therefore, the agent of the present invention can be
advant ageousPysgiggens? 9&Ei bntabRgranah Y Bupth & b e - wainghieggaesisand

who have conquhrenhl X dsNELaRe LA ahaee 20 TRLNCH,U:50A5 Ean: Mgl

conpound having an angi otensin Il antagonistic activity Is us
conbi nat i on wethcal@PARyrmagoiest inh i ddverstibsitaanceatn dfhepegsiosic liemeedti on,

t hese may_be.adm njstered 25 as independent .preparatio or be

i ni ot o1oa B8 BRL; HER eEnE ohbe e b o AP AT e RE UEBASF BYE ORBRAERT on
of independgnteft €PN @dh OHS, uddt® dd MG AdINitHd JridAryl a@dCBecondary
preparation is not |limted, and these may be sinmultaneously adm nistered to

a subj ect of PEARIYI8¥+ 2t PBHrTr RATHRRL RE FF WdiHiSATEeT® i2FS2C3pAGHeradh

the dosage. 1 SFR oty Heaie b i 167 e e e HaPEaeEn o Braan

enpl oyed fodisondentassadtiptet nettenewicdd, ageyatrs disorder associated with

15 circulatory disease, organ disorder associated with diabetes,

organ disorder after intervention etc.) can be mentioned.
Therefore, the agent of the present invention can be
advantageously used for patients who should suppress body
weight gain, and who have concurrently developed the above-

20 mentioned diseases.

When a compound having an angiotensin II antagonistic
activity is used in combination with a PPARy agonist-like
substance in the present invention, these may be administered

25 as independent preparations or may be administered as a single
combined preparation. When used in a combination of
independent preparations, the timing of administration of each
preparation is not limited, and these may be simultaneously
administered to a subject of administration, or may be

30 administered in a staggered manner. The dosage forms’of
respective preparations may be different, and the dosage form
may be determined for each active ingredient, which is employed
for conventional pharmaceutical agents.

When a PPARy agonist-like substance to be used

35 concurrently is made into a preparation independent from the
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When a PPARy agoni st-1ike substance to be used 35 concurrently is made into
a preparation independent fromthe 37 conpound having an angiotensin ||
antagoni stic activity, the agent containing the PPARy agonist-Ilike
substance may contain pharnacol ogically acceptable carriers. As such
carriers, VvabmpuS8nOrpaningodin ifogOstenrs arTl efntadiatiattes aaaiwdrlyi, onhkl y 5
used as materials for preparations can be used, and added as excipient,

| ubri cant, bRHEBE GARTHIRIRE cthAKPARY agemigt-gi&gasHbESABCesBRYefPntain

di ssol ution ghHsma8¥38§1EA NNy 8PN ptath ROTY ZidWE 2088t subHf £E8Fr88€s SO0t hi ng
agent for liquid preparations; and the |ike. Where necessary, additives for
10 prepar at i VAT igug hongapi @ se¥ vieX@anihtdard ifdntsubsdlandesg cogaentionally
sweet eni ng, a i ke, se th reier ar. additive,
those simar Sg% %‘%gmég %#%%n??%%lgg%a?na%eo ren %@%’eed.ueéfhé &Ir)ln gﬁtdegf QS
PPARy agoni séxtijktestpslancicamt A bindehararat elits ictle @m0 Ficlr @d1ddnt ai ni ng
the PPARy agonist-li ke substance is generally agbout 0.01 tqQ about 99. 9% by
wei ght, ~ pr ePEFBRTFT2P0B%t gP4vent atﬂ)’uﬁs"f}d%w \ﬁe‘idg"ht suspepddnghgpent.

preparati on. ngtJHEzﬁﬁ&“é%@rﬁt} 6 ¥ &S &l | SBEHIIRD dger® frect nyguhiar the

suppressi on of body weight gain observed in patient wWth various di seases
(e.g., diabeptepanatiors! ided Wrel lirkker Whedecaereasafya PRARyive®nfer-|ike
subst ance, (e ' in _sensitizer) and .useful _f.or . .

T eat ment br BEROTEAT LA P T B e AR R iRty crapaiag aPeBices
(e.g., the abwyetemnbmd i omath merilensine arcéd be ldllse) uséde agent of the
present invention can _suppress a body _weight gain induced by a PPARy

agoni st-1i ke subst®hdd® FRTEH &% 0o Fdeirn thaBreAtBI{8T gt BA%ients with

di abet es) unges - 3Reedhcad | & He dRARKRPoNI st-1i1 ke substance to, for

exanple, not nore than about 80%
The content of a PPARy agonist-like substance in a

15 pharmaceutical composition containing the PPARy agonist-like

substance is generally about 0.01 to about 99.9% by weight,
preferably about 0.1 to about 50% by weight, of the whole

preparation.

20 The agent of the present invention is effective for the
suppression of body weight gain observed in patient with
various diseases (e.g., diabetes and the like) and under
medication of a PPARy agonist-like substance (e.g., insulin
sensitizer) and useful for the treatment/prophylaxis and the

25 like of the angiotensin II-related diseases (e.g., the above-
mentioned hypertension and the like).

The agent of the present invention can suppress a body
weight gain induced by a PPARy agonist-like substance, which is
observed in patients (e.g., patients with diabetes) under

30 medication of a PPARy agonist-like substance to, for example,
not more than about B80%.

The applicable diseases of the PPARy agonist-like
substance include, for example, diabetes (e.g., type I diabetes,
type II diabetes, gestational diabetes mellitus and the like),

35 hyperlipidemia (e.g., hypetriglyceridemia, hypercholesterolemia,
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The applicabl e di seases of the PPARy agonist-like substance include, for
exanpl e, diabetes (e.g., type | diabetes, type Il diabetes, gestational
di abetes nellitus and the like), 35 hyperlipidema (e.qg.,

hypetri gl yceri dem a, hyperchol esterolem a, 38 hypo-high density

l i popr ot ei nehypo-hoghpdendiey hiypeptops teshba, apukigrarndiks) hyerhdipidlemia
conplications (e. g , . heuropat hy, . nephropathy, retinopathy, cataract,

nmacr oangi opaR{, tBSt édhehi adiabertihecrnRelcatifng r & Hl udEE PRI EYance

(1 GT), obesi|¥rhPoRStEOPOFOSIS exd , SRR a | ;

t uber cul ous cégheglﬁa,ﬁglpabgfi ¢ cac ek?(%?t%:%t: e'xinga%(rjue t0 héﬁl p'at%%yébaenla
cachexi a dueand thdotikabpaihyaiced hekicoskiecqlerantdeectliGil,, obesddlyexi a due

to acqui re5d io eQeodef L Ci ech%h sgnd[ one), faljtc?/ oI iaver hap retxensi on,

pol ycysti ¢ oVary BYharore, FhT at Tt FHTARTLTRYS i * Eal di seases
(e.g., diabetibersepbii®peddtyex i preiabeiepyddtekigl @Ehexascldeeosos,
nephrotic sgndrone, hypert ensi ve nephroscl erosis, _end stage renal disease

and the like ?mﬁﬂéE%YarC%‘g’/%‘%’F%k@%e n%ced“r"@ﬂ%ﬂl_r}m'i &?,Chﬁﬁfdianéluﬁ_eépori s,
cerebrovascul ag.di $0RdE5S {felexi s DA S%%di'}feﬁ'f Glrdrfiihre %iterfg!é‘i)enc nsulin

resi stance syndrome, Syndrome X,© hyperin nem a, sensory disturbance in
hyperi nsul i nephdromeupofat{e. Hiver edkgrd mensmicast podiyoarstigr oveayi syodmnose,

Ki ' dthe Lj irritabl e bowel d , t . _chroni
Girrhoa, 141 SERFAF onel 1A ten olat RS nerriads Hhee 205 e, 061 b on i aRE RPARy
agoni st - | i kengphsbpaERy Cafl dife MSEshdtr iitigs , (JlRMdTRNcS clefo’d sat nepREeY &d

insulin resistance, enhanced insulin sensitivity, and suppression of the
shift from i fpREFeRe, PIRIKER DI HRRhRas diedvstiss. epgr Shéfforenathdiggane

of the Presghi LAYenikon, GAlk AR 415 ol dodiBhl iRlddal i 8APEhirkec2Rdn] 00d 25

i ngestion in the patients’ undergoing trea nts-of diabetes. For lai'agnostic

criteria of dnabei:esectapian, RiatbahimsrasSodiagt Wisepdered (eew.di agnebrad

criteria In 1999 £LSOM ANGES 1300 s 14 ARREC S y B B €O Sl hi 28 S MW NG
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. 1In

20 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 for controlling appetite and food

25 ingestion in the patients undergoing treatments of diabetes.

For diagnostic criteria of diabetes, Japan Diabetes
Society reported new diagnostic criteria in 1999.

According to this report, diabetes is a condition showing

30 any of a fasting blood glucose level (glucose concentration of

intravenous plasma) of not less than 126 mg/dl, a 75 g oral
glucose tolerance test (75 g OGTT) 2 h level (glucose
concentration of intravenous plasma) of not less than 200
mg/dl, and a non-fasting blood glucose level (glucose

35 concentration of intravenous plasma) of not less than 200
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30 any of a fasting blood glucose | evel (glucose concentration of
iintravenous plasnma) of not less than 126 ng/dl, a 75 g oral gl ucose
tolerance test (75 g OGIT) 2 h level (glucose concentration of intravenous
pl asma) of not |ess than 200 ng/dl, and a non-fasting bl ood glucose |evel

(gl ucose 35 mgriaent rmtdcardicfi dminoay adud ngl asdey @henabolesmehbaon2@0 39
ng/dl. A conditjon not falling under the above-nentioned , di abetes and

different frEAfP ﬁtEBnﬂFglﬁhfgﬁﬁﬁﬁﬁgf%PWEﬁﬁ|QRP Wris3y hAdsse 8 &AStifgl ucose

concentratiogighqi lﬁé&@@oyévep TRdod d&serdtian ikl J/idtralveRols 9 oral
gl ucose tol erance t est T) 2 h level (glucose concentration of

i ntravenous plasma) of l@ss tm 1_1.14@ mgg//cbﬂl "oX rforfralg 1oned) glacossl ltedezance
"borderling Eggg"( 75N aggf%bef 'k " EIAL Qﬁ%gé%%aé ce‘&&%ggrha Eor di abet es,
e

| o new di agnostic ' criteria re repor merican ~Di abetes
Associ ati on) ihBrd98roas dp bysiHO o LA8. tl'AQCQlMCIJ gy Adl "t hesemaaparbe) is

di abetes is a condition where the fasting blood glucose |evel (glucose
concent r at i ofitthedvRnoRRTPPEsIRE F¥PSIot | ess than 126 ng/dl, and the 2-hour
value is (glucose concentration in venous plasm) of the 75 g oral gl ucose
tol erance test is not less than 200 ng/dl. In addition, according to the
above reports, inrknr&ﬂﬁiqﬂanxnﬁqaﬂdmnmndéaggoatéGnGrﬁtgniahépe dhabétesi ng

bl ood gl uco I Icose: concentr tlon | ou s_l.e s 20
Phon’ 128 HEPRRw' G EhndBtisTes COICOANLA LA ALIIPR ATHR) pln i 823
pl asma) of thealétgs omsdod atcise) t:Q{ g erdedly WHondh 19ess t han 140 my/ dl
and | ess than 200_ng/dl Fur t her nor e, accordln to the AD?S%E@%[t a

condition where tRECPELINAGLO HFRRZE GFIRISES 1 i e( tfudssé LRt RPN
venous pl asngyei £525; tbi&§§ %;EHBéE“léW&degQQ%o %S%th%Bt%gﬁlgﬂlgh IS

called I FG (Inpalred asting ucose On the other hand, according to the
WHO report, vénohe pbrsfidal ors nﬁtlﬂasqlth@m e m@#ﬁdngand the 2-hour value

15 (glucose concentration in venous plasma) of the 75 g oral
glucose tolerance test is not less than 200 mg/dl.

In addition, according to the above reports, impaired
glucose tolerance is a condition where the fasting blood
glucose level (glucose concentration in venous plasma) is less

20 than 126 mg/dl, and the 2-hour value (glucose concentration in
venous plasma) of the 75 g oral glucose tolerance test is not
less than 140 mg/dl and less than 200 mg/dl. Furthermore,
according to the ADA report, a condition where the fasting
bloocd glucose level (glucose concentration in venous plasma) is

25 not less than 110 mg/dl and less than 126 mg/dl, is called IFG
(Impaired Fasting Glucose). On the other hand, according to
the WHO report, of the conditions of IFG (impaired fasting
glucose), a condition where the 2-hour value (glucose
concentration in venous plasma) of the 75 g oral glucose

30 tolerance test is less than 140 mg/dl, is called IFG (impaired
Fasting Glycemia).

PPARyY agonist-like substance can be used as an agent for
the prophylaxis or treatment of diabetes, borderline type,
impaired glucose tolerance, IFG (Impaired Fasting Glucose) and

35 IFG (Impaired Fasting Glycemia) as defined by the above-
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gl ucose), a condition where the 2-hour value (glucose concentration in
venous plasnma) of the 75 g oral glucose 30 tolerance test is less than 140
ng/dl, is called IFG (inpaired Fasting dycem a). PPARy agonist-1like
substance can be used as an agent for the prophylaxis or treatnent of

di abet es, bomdrtlionedtyee, diadimestas @fitoasien t oMetrancer, | Ehe(agpatrefl the
Fasting G ucose) and, 35 I FG (I npaired Fasting dycem a) as defined by the
above- 40 meRTFBRBE HRVPHTIYHOAR PIEYr i e MIWFRASS 1o e fadést Pordend ine

present invealLan ¢aPa PrEYeFiuddibe HOMESHON 1076 t G RANARS IFRQ inkyPe,

| npai red gl ucose tolerance,” I FG (I npaired Fasting G ucose) or IFG(Inpaired
Fasting d ycéhiapsedb of abet ebImpdbined i ting Gliveemdgdnttoodiebetpsesent

i nvention can be wused in conbination with pharmaceutical agents such as a
t herapeuti'c agent for diabetes, a therapeutic agent for diabetic
conplications, an mntaddiiesd, pihderigenageft thenpaekentOihypati enstyg Bgent,
a diuretic, a chepotherapeutjc agent, .an i nmunot herapeutic agent and the

li ke (hereindPeeriR PR %&ﬂﬂ?ﬁﬂ%ﬁ?ﬁjR§§§¥Qﬁﬁﬂﬁﬁﬁ%ﬁ &ﬁe&Fﬁngc na3&d&i tion,
the agent pefhe$€o&htideaddeseftiy idMadN @&h%%%&a@u%i%ugae?&@b%gt I on

drugs. Unless otherw se specified, when sinply expressed by "in
conbi nati on dighetia edmphbiestinnspan farddt-hypenliigidemtabegeatni ahsestéd as

i ndependent drugs, or may be adm nistered as _a ,single_conbined _drug. Wen
used s ol RUPREE IR Serlin i e & RSP IR G RSP AGnPHFLEy atfon of
the agent of iminheotHi&saRdut Iy eltfdre st theC QilkienAhiede idbigerStbobel i M t ed,
20 and these may be sinultaneously adm nistered to a_subject of

adni ni st r at | 3PTIY1#E{A RS R AWMU EPT FTRAHt-agBr RE KR . ThERINRY R %,

Lwo or more sngp Ole GUNAA |G MciGh WY ROr3GN stlnCeBRbIALLSEN ALirags.
appropriate ratio. 25 The dose of the combination drug can be suitably
Unless otherwise specified, when simply expressed by ™in
15 combination with” in the present specification, they may be
administered as independent drugs or may be administered as a
single combined drug. When used in a combination of
independent drugs, the timing of administration of the agent of
the present invention and a combination drug is not limited,
20 and these may be simultaneously administered to a subject of
administration, or may be administered in a staggered manner.

Furthermore, two or more kinds of combination drugs may be used

in combination at an appropriate ratio.

25 The dose of the combination drug can be suitably
determined based on the dose clinically employed for each agent.
In addition, the mixing ratio of the agent of the present
invention and a combination drug can be determined depending on
the subject to be administered, administration route, subject

30 disease, the symptom, combination and the like.

As the therapeutic agent for diabetes include insulin
preparations (e.g., animal insulin preparations extracted from
the bovine or swine pancreas; human insulin preparations

35 synthesized by a genetic engineering technique using E. coli or
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determ ned based on the dose clinically enployed for each agent. In
addition, the mxing ratio of the agent of the present invention and a
conbi nati on drug can be determ ned depending on the subject to be

adm ni stered, adm nistration route, subject 30 disease, the synptom

conbi nati on angetbe) | i &eglésosh@aideinpiid teragadig f orvajlaeises, iaweirdidee,

insulin preparations (e, animal insylin preparatiaons extracted from, the
bovi ne or smﬁ‘ﬁgﬁbéﬂgreé’g}g%{uﬁ% S i e} hlib]r%bagpac% GRETIS o t%esipg’@d‘g n,
genetic engi neefbpdihSChfSHRIinISéHE. F, Lol seblrexaiRRfileds [@.¢.Ucosi dase
Inhibitors (e. vogl i bose, acarbose, mglitol, emglitate etc.),

bi guani de agéﬁggb{llé.l rea a@eR ey ni$, 9. netqBruianidas gHibenalamide,nsul i n
secr et agogueg f igaul t : deo! I ld.bencl am de,
5 gliclazi de,a %E?’g%ﬁ%ba‘%ﬂﬂg&e’%&t %i azam 'd:%éfa\lac%tx%#eeg'a%gﬁg %gﬁaf/tgldgﬁyr ami de,

gl i mepi ri de, gyycpopydanide ybykihepatidy, gligpiagideni ddylsendgl enicde,,
nateglinide, nmtiglini.de or its, calciumsalt hydrat.e,, P-lI. etc.]., anylin
agoni sts (e. 5??éggiﬁhﬁl?nt?%a%fﬁﬁ ,epﬁﬁsﬁﬁﬁﬁﬂ%'n@l&@ﬁﬁsgﬁ hﬁ?bi tors
(e.g., 10 VaBéﬂtEuﬂCSQlﬂtlﬁ%dr@i@, tdrep41 ke £an, RenyER i0pRedstAs (ehg.,

t herapeutic agents for diabetic complications, aldose reductase inhibitors
(e.g., tolreBfamliepphlie e8%qt) » Bhosphatviosxspahaspbatass dahibitars (e.g.,

fidar eStago TeKadf0 afla dd2 Plind W Hd U bd Rk¥ivre® 0 NOF, NT-3,

BDNF et c. eurotrophi ¢ factor production-pronoting agents, PKC
inhibitors (e.g.,A:&YVeB838rapentic Agentrhifltin alisbetig. coMpT946tions,

pi magedi ne, r.at oxat hi ne, N-phenacyl thi azoliu rom.d géL 766) , . EXO 226
etc.), acti v§¥‘3%§/§eﬁe_%%%§1%eﬁgll(rl?el. xS {i%i%ct {P@ §cﬁs&a§‘t'c. a;ﬁﬁs%é‘?ebr al
vasodi | at or széRafestdt APLdiEL red S Xinligld N Alat,) faAArRetaRNt ERRede0Asclhe
anti - hyper!| |£| dem a agents, statin conpounds which are chol esterol

synt hesi s i nh1bi € s) (PTORMit fATOTssi (s abt-aliol,, Nvdst BPNR, etc.),
atorvaStaﬁ¥nne$£g¥§§5ﬁ§érkactor production-promoting agents, PKC inhibitors

(e.g., LY-333531 etc.), AGE inhibitors (e.g., ALT946,

pimagedine, pyratoxathine, N-phenacylthiazolium bromide

(ALT766) , EXO-226 etc.), active oxygen scavengers (e.g.,

thioctic acid etc.) and cerebral vasodilators (e.g., tiapride,
20 mexiletine etc.) can be mentioned.

As the anti-hyperlipidemia agents, statin compounds
which are cholesterol synthesis inhibitors (e.g., pravastatin,
simvastatin, lovastatin, atorvastatin, fluvastatin,
cerivastatin, itavastatin or salts thereof (e.g., sodium salt)

25 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, angiotensin converting

30 enzyme inhibitors (e.g., captopril, enalapril, delapril etc.),
angiotensin II antagonists (e.g., losartan, candesartan
cilexetil, eprosartan, valsartan, termisartan, irbesartan,
tasosartan, olmesartan etc.), calcium antagonists (e.g.,
manidipine, nifedipine, amlodipine, efonidipine, nicardipine

35 etc.) and the like can be mentioned.
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cerivastatin, itavastatin or salts thereof (e.g., sodiumsalt) 25 etc.),
squal ene synthetase inhibitors or fibrate conpounds having a triglyceride
| owering effect (e.g., bezafibrate, <clofibrate, sinfibrate, clinofibrate
etc.) and the |ike can be nentioned. As the antihypertensive agents,

angi otensin converting 30 enzyne inhibitors (e.g., captopril, enalapril,
delapril etc.), angiotensin Il antagonists (e.g., |osartan, candesartan
cilexetil, eprosardarthe @derohesitter foeatsan Iotr BEsAPLgn, CePAE83apEhANg

ol mesart an A Gl ?eérhtta ni,sts I dLpi j EpLne,

am odi pi ne, %e oﬁnioéf%llngrg | car g(%p'ig?ié §1 Qgtgg.f)lug%@lgﬁé P?Egmggﬁﬂ i(géfnent i oned.
42 As Ehe arpzlzjerdimsr;ifr;e,agag'JmB;rfaird?uleexanqﬁbprameﬂEnadea.amphgtfarﬁhné; abasingol,
agent (e.q., .dexfenfluram ne, fenfluram ne ent er m ne, _si but ran ne,

ant epr anbite, PATRARARRANR Oz G5 28 pe Ry Fpl opRRBFARTRES £HEBERz0r ex
etc.), pancrﬁﬁuﬁﬂdms(%.P.r;hloliuti%ﬁt(%-ta-.,) Ogh'ﬁgéﬁiﬁ:ﬁ%e.g“?’ AGQAM HE ™3,
(e.g., CL-316243, SR-586I1-A, UL-TG 307, SB- 226552, AJ-9677, BMS- 196085,
AZ40140 et 35586 dot iUE-F&p0des SBe2g655RepATn? 6 CRTFENET 1980 §5 nebt 40 4hbi c
factor) etc. hol_gemslakini ISt e. g: | FRbRL L PY s 5 RPL- 15849
etc.) and théetci'ic)k'e can belirrcgk%f%%ggl.s (%s'(gt' F\elgPEr}gfi gg?kfc()ér:ﬁeiaaf l e,

xant hi ne dernemtatuegi(ce fgctorheelicoi, nehsddcyatebliniyl agenisbeobe o ne

cal cium saljcylate etc i.gzi de preparatjons.(e.g., ethiazjde

cycl openti AT R FEHON S F6.) nARoERROLbER; St dB BERt cHed.

hydr of | unet hi azi des hefz \Wigdraehl, orerhkaangee, pRAALHI HE adéfevatives

pol yt hi azi de, nmethycl ot hi azide etc.), anti-al dosterone preparations (e.qg.,

spi ronol act offe,9 tr i tARCOremd net §ofiumaFBdhrylahfhy BRacer PRSI ¢dtSiyR. g. |
Chrorta o iy e, EREGAO FAISaAN LOIPALIE AP0 Vel e,
et hacryni ¢ @uildpepthdbaidee, thucblammdthiénidesenhydrachlotethidmidmn be

15 hydroflumethiazide, benzylhydrochlorothiazide, penfluthiazide,
polythiazide, methyclothiazide etc.), anti-aldosterone
preparations (e.g., spironolactone, triamterene etc.), carbonic
anhydrase inhibitors (e.g., acetazolamide etc.),
chlorobenzenesulfonamide preparations (e.g., chlortalidone,

20 mefruside, indapamide etc.), azosemide, isosorbide, ethacrynic
acid, piretanide, bumetanide, furosemide and the like can be
mentioned.

As the chemotherapeutic agents, for example, alkylation
agents (e.g., cyclophosphamide, ifosphamide etc.), metabolic

25 antagonists (e.g., methotrexate, 5-fluorouracil etc.),
anticancer antibiotics (e.g., mitomycin, adriamycin etc.),
plant—-derived anticancer agents (e.g., vincristine, vindesine,
taxol etc.), cisplatin, carboplatin, etoposide and the like can
be mentioned. Of these, furtulon, neofurtulon and the like

30 which are 5-fluorouracil derivatives are preferable.

As the immunotherapeutic agents, for example,
microorganism or bacterial components (e.g., muramyl dipeptide
derivative, picibanil etc.), polysaccharides having
immunostimulant action (e.g., lenthinan, schizophyllan, krestin

35 etc.), cytokines obtained by genetic engineering techniques
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menti oned. As the chenot herapeutic agents, for exanple, alkylation agents
(e.g., cycl ophospham de, ifospham de etc.), netabolic 25 antagonists (e.g.,
nmet hotrexate, 5-fluorouracil etc.), anticancer antibiotics (e.g., mtonycin,
adriamycin etc.), plant-derived anticancer agents (e.g., vincristine,

vi ndesi ne, (ax®l, eigtdrfentcap) atriderleaikiopl @i)netet.gposbdengndtifiglbtkegcan
be nmentioned. O these, furtulagn, neofurtulon and_the Iike 30 which are

5-f | uor our acF2CERY | (Bxt9 ve STHR QG Seny AL ifHdatiRnbBREPEpeuti c agents,
for exanpl e, e PRicr QL QAN S, )DAGIL 139aPaaantbe fa8n¥ionlYr, awgkhd' pepti de
derivative, picibanil etc.), polysaccharides having i mmnostinulant action
(e.g., |entipreferends aipten |tan,Ilkilestlilr235 Iét-d2) andytbki hékeobt ai ned by
genetic e@gineering techniques 43 (e.g., interferon, interleukin (IL)
etc.), colony stimulating factor (e.g., granulocyte-colony stinulating
factor, erythropiciddveat c phaiithdehe ilclaRe agantBehawihyoaedachekha
preference given to IL-1, IL-2, IL-12 and the |like. 5 Mreover,_ .

phar maceut i CHIPERIERS 3ty askeeiedosd iirpradiad BEPrdA aBRneWBHERY in
ani el model & ek fldi Gl oS il By WBb&YgbRbEdenaySh eOKY 07O2S®,
inhibitors (e.g., 1 ndonethacin etc.)[Ehncer esearch, Vol. 49, pp:

5935- 5939, lind@8dhaqirogdst.eri@aaceer Reseibvel, (¥od., 48egept rb935c2339 2)

[ Jour nal of i cal__ Oncal ogy, Mol .. 12. . ,213-225, 1994 | ucosteroid
(oo ot iho R Gie e e, SBrinplivEs Bhd: roboart baPL pERrece)
t et rahydr ocajywhindl dihalieGedli oalkcolagont vopubipgappons13+e25 he1$eME, as the
above), fat netabolismis I nproving a%gnts (e.%., e|c0§apentano!c acid
ﬁtc.)[Brlt:§H::iﬁHQﬁﬂiijt?éhoeﬂ??@@i.IGSP“ﬁp?hEEHJEEB,°§é@8{?2232£¢h y
or none, s abrm ai z i h&16oR%
which is a ggétor inéﬁbi#g% aghgiiE% gngggﬁécﬁikePlcana%e gﬁ%ﬁ al

agent (publications are the same as the above), fat metabolism

15 improving agents (e.g., eicosapentancic acid etc.) [British

Journal of Cancer, Vol. 68, pp. 314-318, 1993], growth hormone,

IGF-1, and antibody against TNF-a, LIF, IL-6 or oncostatin M,
which is a factor inducing cachexia, and the like, can be also
used in combination with the pharmaceutical agent of the
20 present invention.
The combination drug preferably includes:
1) an insulin preparation;
2) a biguanide agent;
3) an insulin secretagogue (such as sulfonylurea agent);
25 4) a biguanide agent;
5) an a-glucosidase inhibitor;
6) an insulin preparation and a biguanide agent;
7) an insulin preparation and a-glucosidase inhibitor;
8) an insulin secretagogue (such as sulfonylurea agent) and a
30 biguanide agent;
9) an insulin secretagogue (such as sulfonylurea agent) and an
a-glucosidase inhibitor;
10) a biguanide agent and an a-glucosidase inhibitor;
11) an insulin sensitizer (e.g., PPARy agonist-like substance);

35 12) a combination of an insulin sensitizer and the agent of the
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used in conbination with the pharmaceutical agent of the 20 present
Lnvention. The conbination drug preferably includes: 1) an insulin
preparation; 2) a biguanide agent; 3) an insulin secretagogue (such as

sul fonylurea agent); 25 4) a biguanide agent; 5) an (x-glucosidase

i nhi bitor; Gbare-imsidiohead @partat ilon ;and a bi guani de agent; 7) an insulin
preparatlon and (x-glucosi dase |nh|b|tor 8).an ipsulin secretagogue (such

as sul fonyl ut®a EﬁﬂﬂﬁﬁrzﬂﬁjQQOQQJQ&QSGaﬁP3e°§5§ﬁtthgfaaﬁuFﬁgngﬁnEeE?%tagogue

(such as suldpiydtiiearagantdatdnt.an  (x-gl ucosi dase inhibitor; 10) a
bi guani de agent and an a-glu005|dase inhibitor; 11) an |nsuI|n sensitizer

(e.g., PPARZI%Agmtihar |adentsubsndiicoard 3boye) agdcanbpmbinehior af tweudtn

sen5|t|zer e 44 above-nentioned 1) to 10); 13) reducer
of bl ood sugggxégﬁ'%%% q%%%gpeutlc agent for diabetic conplication; 14)

ot her agents nentmme@dtaboageamdoa chebppaseént divéndiom id usdd in nds
t hereof; Wen the agent of the present .invention js used in conbination

with a conbiFPRRGR witthe a3 FOREEAGA OPhEERT - a§BRt ANRURTHOHeER®SRed in a

saf e range inéH%B“d&ﬂ*Eé‘H&dyeas%ap95'h'QﬁféfESﬁ&eoint88§§1é8§Q£§cn of
Particularly,” the dose of io insulin secretagogués such as insulin

Sr epar at i OP oppagFigrpneddfecigedt thedet hgehitke, Rartirwlamivle thygestosecad be
f
ecr eased f Q. LANENIANA08E o IRCLE! Oh8yy Lo sLUE £ (501 S L RS W e

caused by 't hése "agents can

t he agents fagenheﬂﬁﬁluhecaﬁmblcahdonguaﬁlaetabeptdeﬁaﬁ bgeddsreagkd from

anti-hypertensive g en s can be , )
conventi dose. Therefore, the side effects that will be
caused by these agents can be safely prevented. In addition,
the doses of the agents for diabetic complications,

15 antilipidemic agents and anti-hypertensive agents can be

decreased. As a result, the side effects that will be caused

by these agents can be effectively prevented.

The present invention is explained in more detail in
20 the following by referring to Experimental Examples and
Examples, which are not to be construed as limitative.
In the prescription shown as Examples, the components
(additives) other than the active ingredient can be those
listed in the Japanese Pharmacopoeia, Japanese Pharmaceutical

25 Codex or Japanese Pharmaceutical Excipients and the like.

Experimental Example 1:
Effect of 2-ethoxy-1-[[2'-(2,5-dihydro-5-ox0-1,2,4-oxadiazole-
3-yl)biphenyl-4-yl]methyl]benzimidazole-7-carboxylic acid
30 (compound A) on body weight gain of obese mouse

1) Test method

As the obese mouse, male KKAY mice (10 week old) were
used. The mice were grouped by measuring the body weight, and
feeding of a CE-2 powdered feed (control) (n=7) and a 0.005%

35 compound A-mixed feed (n=7) was started. At 4 days from

45



decreased. As a result, the side effects that will be caused by these
agents can be effectively prevented. The present invention is explained in
nore detail in 20 the following by referring to Experinental Exanples and
Exanpl es, which are not to be construed as limtative. In the prescription
shown as Exatfekdsingt heheobpapené sght awlgls trhe/Es)red hetd tttedn dntmractdfvahe
i ngredi ent cgn be those |isted in the Jgf%@nese Phar macopoei a, Japanese

Phar maceut i c2PY5vehEBL G715 apaneSel ikttt eutiSc HCEROFPRenORERA Ly nE T Bke.

Experi ment al nkxamikeelusE8f €4hq0ifter feeding a CE-2 powdered feed for 4
2-ethoxy-I-[[2"-(2,5-di hydro-5-0x0-1, 2, 4- oxadi azol e-

3-yl ) bi phenyBagsy| ¥hether] beazhad ¢ akith'e miceacfosthlei samei dg80becampoahdsad) on
body wei gh i.n obese. se 1) Test nethod As the obese nouse, nale
KKAA m ce% 83\%3;;& gfgﬁv\é&e)&' used. The m ce were grouped by neasuring the
body wei ght, and TreedtashDis aafdE-shgpawder ekdread stemaard e@sf). aRér athe

0. 005% 35 conpound,  A-m xed feed (n=7) was_started. At 4 days from 45
feeding, the2BBdyShei Ght ShER1FEeaRFed SN SinothfRSoaha!sesbdy wei ght
gain was cal leggggltg\s the normal control, C57BL mce were used, and after
feeding a CE-2 powdered feed for 4 days, whether the mal e KKAY m ce of the
sane age becane obBye b&watebhis ofaditekekiied dr KAt Biae cartoin/Bln mice

standard ror. F h ahal ysi i gry fd cance t t''s t-t

ised. 2) Bhoibrs Thetohd v R B S A FhaeRe i G S EE T By
0 were 41. 4wefllglt goANKKAZ n cel wd sg foupspeet beekygnafidcahelpodp<owel ght of
KKAY m ce was found to _be sitg_lnifi cantly (p<0,01) reater. Thus, the KKAY

mce of thi sTRERKSDI g Swer@er KiRd ToCe bRt Flh%%evg‘%lat%f FAIDBERAS yEOURRE Body
géhggf gain gf {herKKAYra$d C8r BPdditey heTheshoRer kedgheSqdin of #hd RIAY 0.1
mice during the test period was 1.2 £ 0.2 g and 0.1 * 0.4 g,
15 respectively, for the control group and the compound A-mixed
feed group (about 6.5 mg/kg/day), and the body weight gain was
significantly suppressed in the compound A-mixed feed group

(p<0.05) .

20 Experimental Example 2:
Effect of compound A on body weight gain induced by PPARYy
agonist-like substance (pioglitazone)
1) Test method
As the obesity rats, male Wistar fatty rats (16 week old)
25 were used. The body weights were measured and the rats were
grouped, after which a suspension of a drug in 0.5%
methylcellulose solution was repeatedly and forcibly
administered orally once a day for 7 consecutive days. After
24 hr from the final administration, the body weight was
30 measured and the body weight gain was calculated. The results
are shown in mean * standard error. For the analysis of
significance, Student’s t-test was used.
2) Results

The amount of body weight gain of the control group was

35 24.4 + 2.4 g, whereas that of the PPARy agonist-like substance
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15 respectively, for the control group and the conpound A-m xed feed group
(about 6.5 ng/kg/day), and the body weight gain was significantly
suppressed in the conpound A-m xed feed group (p<0.05). 20 Experinental
Exanpl e 2: Effect of conpound A on body wei ght gain i nduced by PPARy

agoni st - | i keadmbai aneet{en ogl vz (wieggll) tadasie matdrdthAortikie :olde S g /kal/day,
mal e Wstar fatty rats_(16 week ol d) . 25 we used. The body weights were
measur ed andPtfel res FRr gl Bigy, sQﬂW%ﬂg\éﬁqﬂng ﬁéWﬁ&P anErEgSPn
0.5% methyl ggkbubgse s@lditadmmas s eyt %@'1)éh%“§a§.9r Gfbb{e adaini stered
orally once a day for 7 consecutive dayS. Affer 24 hr fromthe final

adni ni strat i edpithetéoey wethyha R&N%B@gmma$urddk&nGubh¢abuéy(@eﬁgmg/gngayas
cal cul ate h e t a rr Fqr ot e anal ysi s
of si gm%céngef Jtijdéor{m%l??épgm v'\g%}%g/hc?f ?J]% gulwe‘:i t?e3a%oun 8r body
wei ght gai n gholriBg CONGN Df i KOt M d@Seast® Gktd 059 ‘és&cdﬁ@ﬁ&%@s tohaheobrhke
PPARy agonist-Ilike supstance 46 adm nistrati,on group ploglltazone
hydrochlorldégoﬁlﬁtﬁb¥&% tERstance, single RAMInisTIation,gxoHE t he propensity
toward i ncrease (p<0.05). The anpunt of body weight gain of the rats

adm ni stered with a PPARy agonist-Iike substance (0.5 ng/kg/day, 5 p.o.)
and conpoundExappleyl kfaksule. 0.) was 19.3 2.5 g, show ng significant
decr ease < 5 red to the PPARy on| -1i ke substance single
adm ni stré{’?l %Pg%%ﬁ @% le 1. Capsule io (1) ound A5 ng (2) Lactose
115 ng (3) Merroscysialline cellul ose 70 nm5(4)m¢vagnesi um stearate 10 ng

(3) Microcrystalline cellulose 70 mg

(4) Magnesium stearate 10 mg
1 capsule 200 mg
15 (1), (2), (3) and 1/2 of (4) are admixed and granulated.

Thereto is added the remaining (4), and the total amount is

sealed in a gelatin capsule.

Example 2: Tablet

20 (1) compound A 10 mg
(2) Lactose 55 mg
(3) Cornstarch 150 mg
(4) Microcrystalline cellulose 30 mg
(5) Magnesium stearate 5 mg
25 1 tablet 250 mg

(1), (2), (3), 2/3 of (4) and 1/2 of (5) are admixed and
granulated. Thereto are added the remaining (4) and (5), and

the mixture is compression formed to give tablets.

30 Example 3: Capsule

(1) compound A 5 mg
(2) Pioglitazone hydrochloride 30 mg
(3) Lactose 85 mg
(4) Microcrystalline cellulose 70 mg
35 (5) Magnesium stearate 10 mg
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1 capsule 200 nmg 15 (1), (2), (3) and 1/2 of (4) are adm xed and granul at ed.
Thereto is added the remaining (4), and the total anmobunt is sealed in a
gelatin capsule. Exanple 2: Tablet 20 (1) compound A 10 ng (2) Lactose 55
ng (3) Cornstarch 150 ng (4) Mcrocrystalline cellulose 30 ng (5)

Magnesi um stkraragpsue ng 25 1 tablet 250 ng (100 (2mg (3), 2/3 of (4) and 1/2
of (5) are adm xed _and qranul ated. Thereto are added the remaining (4) and

(5), and the mixtdle i€ cor{ﬁr)ess(fl&naf“_gr héd P8 éﬁ/ea{:%b?_ xeq ARG anmpl e 3:
Capsule (1) gpamoundd STREretd) i5i gahbbaznoerdysi© ogs)d,e 2 e (a1
Lactose BS ng (4) Mcrocrystalline cellulose 70 ng 3 5) Magnesi um
stearate 10 agppuny is cgsshdce 120@ wglebin c2psuls), (4) and 1/2 of (5) are
adm xed and granul ated. Thereto is added the remaining (5), and the total
amount is sealed in a gelatin capsule. 5 Exanple 4: Tablet (1) conmpound A 10
ng (2) Pio@Eskdmgylenet :hymiibdelt oride 30 ng (3) Lactose 25 ng io (4)
Cornstarch 1 0) rrcg (?}né\/lAcrocrystal line cell ull%se C:,nog nmg (6) Magnesi um

stearate 5 ompo
(2) Pioglitazone hydrochloride 30 mg
(3) Lactose 25 mg
10 (4) Cornstarch 150 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
15 and granulated. Thereto are added the remaining (5) and (6),

and the mixture is compression formed to give tablets.

Example 5: Capsule

(1) Candesartan cilexetil 5 mg
20 (2) Pioglitazone hydrochloride 30 mg
(3) Lactose 85 mg
(4) Microcrystalline cellulose 70 mg
(5) Magnesium stearate 10 mg
1l capsule 200 mg
25 (1), (2), (3), (4) and 1/2 of (5) are admixed and

granulated. Thereto is added the remaining (5), and the total

amount is sealed in a gelatin capsule.

Example 6: Tablet

30 (1) Candesartan cilexetil 10 mg
(2) Pioglitazone hydrochloride 30 mg
(3) Lactose 25 mg
(4) Cornstarch 150 mg
(5) Microcrystalline cellulose 30 mg
35 (6) Magnesium stearate 5 mg
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1 tablet 250 ng (1), (2), (3), (4) 2/3 of (5) and 1/2 of (6) are adm xed 15
and granul ated. Thereto are added the renmaining (5) and (6), and the

m xture is conpression fornmed to give tablets. Exanple 5: Capsule (1)
Candesartan cilexetil 5 mg 20 (2) Pioglitazone hydrochloride 30 ng (3)
Lact ose 85 np téHletM crocrystalline celluloseQSU)rmmg(S) Magnesi um st ear ate

10 ng 1 capsule 20 ng ( ), and .1/ 2_of _( are adnlxed and
granul at ed. Ther et & ' éﬁ d%bhe(%énﬁ/ﬁ R ?é? aﬁﬂdlﬁﬁe o?é} aLeoRfrl¥ed
sealed in a ge4 téh&iﬁﬁéde TE¥2ERbEabe Ia&éattBQ fé&a£ﬁﬂﬂ§sasﬁ&ﬂuflkﬂX6tl
10 my (2) ﬁy@glltazone hydr ochl ori de 30 n% Lactose 25 ng (4)
Cor nst ar ch 1804 rfghe ()X MG ol YA S5 oFe| PEW@@et@ogﬁﬁe3§aPé?tNhgneS|um
stearate 3 ng 48 1 tablet 250 ng (1) , (2) , (3) , (4) 2/3 of (5) and 1/2
of (6) are adm xed and granul ated. Thereto are added the renmaining (5) and
(6), and the mxture is conprchsiustfiaheippbigabelityl ets. 5 | ndustri al
Applicability The ent of t& ¢ resent invention,sho a superior, effect on
t

t he suppression of §i RTeEBR TetBRBPEIORNERCYS PRARIPIGHM st - | i ke

subst ance IQeﬁfé@@tdﬂ“iﬁéﬂédﬁﬁ}é§§%@ﬂﬂ@&tb@ﬁydhégghgs and_ ot her diseases and
the like is adm nistered, the target disease is cureg but the
For example, when a PPARy agonist- like substance

10 effective for the treatment of diabetes and other diseases and
the like is administered, the target disease is cured, but the
body weight of patients reportedly tends to increase. However,
the agent of the present invention can suppress such a body
weight gain in such patients.

15
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body wei ght of patients reportedly tends to increase. However, the agent of
the present invention can suppress such a body weight gain in such
patients. 25 49 CLAMS 1. A body weight gain inhibitor conprising a conpound
having an angiotensin Il antagonistic activity, a prodrug thereof or a 5
salt thereof. 2. The inhibitor accordi ngCGI&MS ai m 1, wherein the body weight
gai n occurs before reaching obesity. io 3. The inhibitor according to claim
1, wherein the body weight gain is observed in a patient with obesity. 4.

The inhibitof, agaosdl Nk tdhtClqiin InhMbaRRIrN c"oh@r@.b@.ﬁ?t ¥ c8mpa&BAChal egWahk h
di abetes. 15 5. The inhibitor according to claim4, further conprising a
PPARy agoni saRgikkensigstldhaaiagaedmiilgagicddvigy  TRePraAFrBet 6hereedrarng to

claim1l, e §L£ lngi y weight 20 gain is induced by a PPARy agonist-Ilike
substance%m7£ ézln ibitor according to claim®6, which suppresses the body
wei ght gain i nduced by a PPARy agonist-Ilike substance to not nore than

about 80% The .i.nhibitor accqording tqg claim 1, wherein the, conppund
Paving an arfyi RO L Gk AGSTECRPE Abt COPLP fe. BDRORIEERE: BPLY cORpatnd.
30 9. The ir%giﬁtdgcdygxygﬁdgé r@athang bbewhekei n the conpound having an
angiotensin 11 antagonistic activity has an oxygen atomin a nolecule. 10.

The inhibitor according to claim1, wherein the conpound 35 having an

angi otensjon 41 ANt ARG ALoWdihgN3Y 2RathNe whlrein the body weight

gain is observed in a patient with obesity.

4. The inhibitor according to claim 3, wherein the obesity is
associated with diabetes.
15

5. The inhibitor according to claim 4, further comprising a

PPARy agonist-like substance in combination.

6. The inhibitor according to claim 1, wherein the body weight

20 gain is induced by a PPARY agonist-like substance.

7. The inhibitor according to claim 6, which suppresses the
body weight gain induced by a PPARy agonist-like substance to
not more than about B80%.

25
8. The inhibitor according to claim 1, wherein the compound
having an angiotensin II antagonistic activity is a non-

peptidic compound.

30 9. The inhibitor according to claim 1, wherein the compound
having an angiotensin II antagonistic activity has an oxygen

atom in a molecule.

10. The inhibitor according to claim 1, wherein the compound

35 having an angiotensin II antagonistic activity has an ether
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bond or a carbonyl group in a nolecule. 11. The inhibitor according to claim
1, wherein the conpound having an angiotensin Il antagonistic activity is a
conmpound s represented by the fornula (1): RR (CH2) -Ox- > R 3 N (")
wherein Rl denotes a group which can forman anion or a group which can be
converted i nbentdhergaouparbbhgd gasup oim ameléemnie. X denotes that the

phenyl ene group and the phenyl group are 20 bound directly or through a
spacer having no nore than 2 of atomchains, n denotes 1 or 2, aring A
denotes a beRzengnii AgniBRELENGLEYEURGNES EAYIAG 2 Wbalid Usld R AEROT €S
a group which can forman anion or a group which can be converted'into the
group whi ch bawnifhgr anaanghodens amdl R3zredaerss bl hakboaitioi 2 aesipduadnhi ch
may be boupd_vija ro. . a d i ch.yray have a substituent. 12. The

i nhi bi tor §c€8FaF%SQ?%Sc$%i%ﬁ%ﬁeﬁﬁgﬁgénp¥%e conpound havi ng an angi ot ensi n
Il antagonistic activity is 2-ethoxy-1- 2P [[2'-(5-0x0-2,

5-di hydro- 1, 2, 4- oxadi azol - 3-yl ) bi phenyl -R

yl ] met hyl ] - 1H benzi m dazol e- 7- garhoxyl i ¢ agi 13. The i nhibitor according
to claim1, whereint onpo g?g Ngi otensin Il antagonistic
activity, or a saét j gartan potassium Eprosartan,
Candesart an cilf(etil, ndesa A, Val sar+a®/ Tel m sartan, |rbesartan,

A nmesartan, O ngsartan nedoxom |, or Tasosartan. 51 14. Use of a conpound
having an angi giepsi pNI | antagonistic activity, a prodrug thereof or a salt
t hereof for tfie 6duc{i on ofs a body weight gain inhibitor. 5 52

/ R

N (1)
wherein R' denotes a group which can form an anion or a group
which can be converted into the group which can form an anion,
X denotes that the phenylene group and the phenyl group are

10 bound directly or through a spacer having no more than 2 of
atom chains, n denotes 1 or 2, a ring A denotes a benzene ring
optionally further having a substituent, R? denotes a group
which can form an anion or a group which can be converted into
the group which can form an anion, and R’ denotes a hydrocarbon

15 residue which may be bound via a hetero atom and which may have

a substituent.

12. The inhibitor according to claim 1, wherein the compound

having an angiotensin II antagonistic activity is 2-ethoxy-1-
20 [[2'-(5-0x%x0-2,5-dihydro-1,2,4-0oxadiazol-3-yl)biphenyl-4-

yl]lmethyl]~1H-benzimidazole-7-carboxylic acid.

13. The inhibitor according to claim 1, wherein the compound
having an angiotensin II antagonistic activity, or a salt

25 thereof is Losartan, Losartan potassium, Eprosartan,
Candesartan cilexetil, Candesartan, Valsartan, Telmisartan,

Irbesartan, Olmesartan, Olmesartan medoxomil, or Tasosartan.
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14. Use of a compound having an angiotensin II antagonistic
activity, a prodrug thereof or a salt thereof for the

production of a body weight gain inhibitor.

52



