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field] The present invention relates to a pharnmaceutical conpositio MAY-2005 ¢

containing a specific angiotensin Il rleceptor antagonist and one or nore
‘diuretics as the active ingredients (particularly a pharnmaceutical
conposition for preventing or treating hypertension), the use of a
specific angiotensin Il receptor WHGQHFIAASIONNd one or nore diuretics for
manuf act uri ng the pharnaceutical conposition (particularly a
pharmaceutical conposition for preventing or treating hypertension), and a
met hod for preventing ora pHAENARGH PECICCORPYSHIEORL | ng) di seases
(particularly hypertension) by the admnistration of a pharmaceuti cal
conposition to warm bl ooded animals (particularly humans) conprising
effective doses . {fic angiotensin Il receptor antagonist and one
or nore diureti c@ecﬁgﬁ%&@und art] It is known that co-adm nistration of
an angi ot ensi n | The¢ presdk Avels R@MMsSH a phBEm Rediidh ebinfodiforpdnefifiaghi ve
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specific hpgiehdas) theluse bEE siclc MRIAGRM Hireceptét An@BordiS-B880ne aPshote

diuretic rgmal n unknown. [Disclosure of the invention] Considering that
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i nventors | I, Gk 1 j I f t a

phar maceut | o s s Reaap AL Tor A Renthy UELLAR b B0 B o080, or
ant agoni st for psayvehtiags o1G8a8i6§ (patichlatetretingp dRedes (pattitarBXshtsesiocnd bl ent
anti-hypertensi ve effects _and hence may be usef ul sogedor eventative and/ or

t her apeut i ca %?‘S?%Pnﬁgﬁé%}@’éﬂ%‘ﬁek}?ﬁa composition to warm-blo animals

(particularly humans) comprising effective doses of a specific angiotensin II receptor

antagonist and one or more diuretics.

[Background art]

It is known that co-administration of an angiotensin II receptor antagonist
and a diuretic is an effective therapy for the prevention or treatment of hypertension
(particularly treatment). These pharmaceutical compositions are described, for
example, in WO89/6233, Japanese Patent Application Kokai No. Hei 3-27362 and the
like.

However, the effects of a pharmaceutical composition containing a specific

angiotensin II receptor antagonist, such as CS-866, and a diuretic remain unknown.

[Disclosure of the invention]}

Considering that prevention and/or treatment of hypertension are important,
the present inventors investigated combinations of various drugs and found that a
pharmaceutical composition containing a specific angiotensin II receptor antagonist,
such as CS-866, and one or more diuretics exerts excellent anti-hypertensive effects

and hence may be useful as a preventative and/or therapeutic agent for hypertension.

The present invention provides a pharmaceutical composition containing a
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this invention include an angiotensin™l| acceptor antagonist sel'ected from
the group dBrsimsnisiagianfofa specifrpeugidtehsivilhigeepter dntdgdooist ayl érerarmhare (1) |

h | ogj | | | th f h | ogi cal | t abl
boters 1 nofuffleylo AERTRIRREF sl Ml pptudilarl brulind L afibeiEedies Ity ors: and
one or nor ghatidaceiticeSeompdfitionIor Adthitidferido Cllltanedusly oﬂ':’se%ekrma}‘l% N The

conmpound of formula (1), _a salt thereof and the |iKe are known
specific angiotensin II receptor antagenist and one or more diuretics for preventing or

treating hypertension.

The active ingredients of the pharmaceutical composition of this invention
include an angiotensin II acceptor antagonist selected from the group consisting of a
compound having the following formula (I), pharmacologically acceptable salts
thereof, pharmacologically acceptable esters thereof and pharmacologically

acceptable salts of said esters; and one or more diuretics.
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The compound of formula (I), a salt thereof and the like are known
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-2 0 MAY 2005 3 conpounds, for exanple, described in the specificatidm afay 2008
Japanese Patent Application Kokai No. Hei 5-78328 etc. and the chem cal

nane of the conmpound of formula (1) is3
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The “pharmacologically acceptable ester” of the compound of formula (1),

which is an active ingredient of this invention, is a compound esterified at the
carboxyl moiety of the compound of formula (I). A group forming said ester is a
group which can be cleaved by a biological process such as hydrolysis in vivo. Such
groups include, for example, a (C;-Cs)alkoxy-(C;-Cy)alkyl group such as
methoxymethyl, 1-ethoxyethyl, 1-methyl-1-methoxyethyl, 1-(isopropoxy)ethyl, 2-
methoxyethyl, 2-ethoxyethyl, 1,1-dimethyl-1-methoxymethyl, ethoxymethyl,
propoxymethyl, isopropoxymethyl, butoxymethyl or t-butoxymethyl; a (C;-
Cglalkoxylated (Ci-Ca)alkoxy-(C;-Cq)alkyl group such as 2-methoxyethoxymethyl; a
(Ce-Cro)aryloxy-(Ci-Cy)alkyl group such as phenoxymethyl; a halogenated (C,-
Cs)alkoxy-(Ci-Ca)alkyl group such as 2,2,2-trichloroethoxymethyl or bis(2-
chloroethoxy)methyl; a (C,-Cy)alkoxycarbonyl-(C;-Cy)alkyl group such as
methoxycarbonylmethyl; a cyano-(C;-Cq)alkyl group such as cyanomethyl or 2-
cyanoethyl; a (C-Cgalkylthiomethyl group such as methylthiomethyl or
ethylthiomethyl; a (Cs-Cjo)arylthiomethyl such as phenylthiomethyl or
naphthylthiomethyl; a (C-Cq)alkylsulfonyl-(C)-Cq) lower alkyl group, which may be

optionally substituted with a halogen atom(s), such as 2-methanesulfonylethyl or 2-



met hoxycar bonyl met hyl ; a cyano-(C -C4)al kyl group such as cyanonet hyilirer2008-
cyanoethyl; a (C | -C4)al kylthionethyl group such as nethylthionethyl or
ethylthiomethyl; a (C6-Ci o)arylthionmethyl such as phenylthionet hyl or

napht hyl t hi onet hyl ; a (G -C4)al kyl sul fonyl - (C1-C4) | ower al kyl group, which
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1- (et hOXyC@fW{WéM&HMybutyl or 1-cyclohexylcarbonyloxybutyl; a (Cg-

' Cio)arylcarbonyloxy-(C,-Cq)alkyl group such as benzoyloxymethyl; a (Cy-
Ce)alkoxycarbonyloxy-(C-Cq)alkyl group such as methoxycarbonyloxymethyl, 1-
(methoxycarbonyloxy)ethyl, 1-(methoxycarbonyloxy)propyl, 1-
(methoxycarbonyloxy)butyl, I-(methoxycarbonyloxy)pentyl, 1-
(methoxycarbonyloxy)hexyl, ethoxycarbonyloxymethyl, I-(ethoxycarbonyloxy)ethyl,
1-(ethoxycarbonyloxy)propyl, 1-(ethoxycarbonyloxy)butyl, 1-
(ethoxycarbonyloxy)pentyl, 1-(ethoxycarbonyloxy)hexyl, propoxycarbonyloxymethyl,
1-(propoxycarbonyloxy)ethyl, 1-(propoxycarbonyloxy)propyl, 1-
(propoxycarbonyloxy)butyl, isopropoxycarbonyloxymethyl, 1-
(isopropoxycarbonyloxy)ethyl, 1-(isopropoxycarbonyloxy)butyl,
butoxycarbonyloxymethyl, 1-(butoxycarbonyloxy)ethyl, 1-
(butoxycarbonyloxy)propyl, 1-(butoxycarbonyloxy)butyl,
isobutoxycarbonyloxymethyl, 1-(isobutoxycarbonyloxy)ethyl, 1-
(isobutoxycarbonyloxy)propyl, 1-(isobutoxycarbonyloxy)butyl, t-
butoxycarbonyloxymethyl, 1-(t-butoxycarbonyloxy)ethyl,
pentyloxycarbonyloxymethyl, [-(pentyloxycarbonyloxy)ethyl, 1-
(pentyloxycarbonyloxy)propyl, hexyloxycarbonyloxymethyl, 1-



1- (et oxycar bonyl oxy) propyl, 1-(ethoxycarbonyl oxy)butyl, 1- < J MAY 2005
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(5- but yI - 2gmap-suds B-(dipheaylenoto yls)cmzek&nuﬂl 4- )[lﬁne(tﬁbh Cgsy 4,—m%'yﬁa|ﬂeﬁ@)4§%xo-
optionally @stltuted wth a aIkyI koxy "group(s) or
hal ogen at 613( 9yolen- 65&’61“Feﬂ§i1d55 dpéthmﬂ)m}lleﬁl m%pfeslu‘bbﬂ]a@thyl [5-
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(4-fluoroph )v-2-px0-.1, 3-dj oxol en-4
[ 5- (4-chl oFggﬁgﬁﬁﬁ‘Yf%@@ig SR %$|th Ay dinesthippthekithl gyl group,
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phthalidyl group or (5-methyl-2-0x0-1,3-dioxolen-4-yl)methyl group and the more

preferred ester group is a (5-methyl-2-0x0-1,3-dioxolen-4-yl)methyl group.

The “pharmacologically acceptable salt of the pharmacologically acceptable
cster” of the compound of formula (I), which is an active ingredient of this invention,
includes a pharmacologically acceptable salt of the “pharmacologically acceptable
ester” described above, for example, a hydrohalogenic acid salt such as hydrofluoride,
hydrochloride, hydrobromide or hydroiodide; nitrate; perchlorate; sulfate; phosphate;
a Ci-C4 alkanesulfonic acid salt, which may be optionally substituted with a halogen
atom(s) such as methanesulfonate, trifluoromethanesulfonate or ethanesulfonate; a C-
Co arylsulfonic acid salt, which may be optionally substituted with a C;-Cy alkyl
group(s), such as benzenesulfonate or p-toluenesulfonate; a C;-Cg aliphatic acid salt
such as acetate, malate, fumarate, succinate, citrate, tartrate, oxalate or maleate; or an
amino acid salt such as a glycine salt, lysine salt, alginine salt, ornitine salt, glutamic
acid salt or aspartic acid salt. Preferred salts are hydrochloride, nitrate, sulfate or

phosphate and the particularly preferred salt is hydrochloride.
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a (G-Cc)alkyl or (G -C4)al koxy group(s), such as phthalidyl, 5 ‘
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fumar at e, sugci n%t gc (‘8i %rate, tartrate, oxalate or naleate; or an amno
acid salt U W{YA ¢ %ﬂ§ l'ne salt, lysine salt, alginine salt, ornitine
salt, glutarnic acid salt or aspartic acid salt. Preferred salts are
hydrochl oride, nitrate, sulfate or phosphate and the particularly
preferred salt i Shtgarpumdof famulafy, witdos an@ciireingredicnt efithisinvdntiancept or
ant agoni st ich is,.an active ingredient o his inyention, is preferably
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t her eof , miventiurednes@bhytedsieh dkReRlagk6ehtey acceptabl e ester of the
compound of fornmula (1), and still nore preferably the pival oyl oxynet hyl,
pht hal i dyl or (5-nethyl-2-o0xo0-1, 3-di oxol en-4-yl)nethyl ester of conpound

of fonnula (1). ”fﬁ'@(_ha;{:@?l%g vﬁﬁ_&%?{t{a{a@%@{éﬂ%&g%@ﬁen of this invention, are

(5- met hyl - 2- oxo- 1, 3-di oxdl en ydroxy-
1- met hyl et kydwn @mypampys,-ahd ffr2xafiple, include sulfonamide compounds such as

H tetrazol - 5-yl ) bi.phenyl -4-yl get hyl ] i m dazo] -5- carhboxyl ate (CS-866). The
conmpound o?cef%f)i?mlge’ m‘%@azﬁ)ﬁ%& e,ieg}/ogﬁolg@gqevglof%m&ﬁ, é}ﬂl}/%?h@@"ﬁmédeis nventi on,
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tripamide, indapamide, chlorexolone, metolazone, xipamide, bumetanide, piretanide
and X-54; thiazide compounds such as hydrochlorothiazide, methylclothiazide,
benzylhydrochlorothiazide, trichloromethiazide, cyclopenthiazide, polythiazide,
cthiazide, cyclothiazide, bendroflumethiazide, and hydroflumethiazide; phenoxyacetic
acid compounds such as ethacrynic acid, tienilic acid, indacrinone and quincarbate;
triamterene; amiloride; spironolactone; potassium canrenoate; torasemide; MK-447;
and traxanox sodium which have been disclosed in USP 2,554,816, USP 2,980,679,
USP 2,783,241, GB 795,174, J. Chem. Soc., 1125 (1928), USP 2,835,702, GB
851,287, USP 3,356,692, USP 3,055,904, USP 2,976,289, USP 3,058,882, Helv. Chim.
Acta, 45, 2316 (1962), Pharmacometrics, 21, 607 (1982), USP 3,183,243, USP
3,360,518, USP 3,567,777, USP 3,634,583, USP 3,025,292, I. Am. Chem. Soc., 82,
1132 (1960), USP 3,108,097, Experientia, 16, 113 (1960), J. Org. Chem., 26, 2814
(1961), USP 3,009,911, USP 3,265,573, USP 3,254,076, USP 3,255,241, USP
3,758,506, BE 639,386 and USP 3,163,645, The preferred diuretic is a thiazide

compound and the more preferred one is hydrochlorothiazide.

The planar chemical formulae of typical diuretics are shown below:
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tienilic acid H%ggﬁg ' ﬁ? n %uincarbate; tri erenegi_am | ori de;
spironolactong;3 ssi unt canr engdifg; t or aSH{BAI, =447, T80sNH,r axanox

sodi um whi ch have been di sclosed in USP 2,554,816, USP 2,980,679, USP
2,783,241, GB 795, 174, A¢etdhelamide. . 1125 (1928M\etlohz8l833d802, CGB

851, 287, USP 3, 356, 692, USP 3, 055,904, USP 2,976,289, USP 3, 058, 882, Helv.
Chim Acta, 45, 2316 (1962), Phannaconetrics, 21, 607 (1982), USP

3,183, 243, USP 3,360,518, USP 3,567,777, USP 3,634,583, USP 3, 025, 292, J.
Ain. Chem Soc., 82, 1132 (1960), USP 3, 108,097, Experientia, 16, 113
(1960), J. Ora. Chem, 26, 2814 (1961), USP 3,009,911, USP 3, 265,573, USP
3,254,076, USP 3, 255,241, USP 3,758,506, BE 639,386 and USP 3, 163, 645. The
preferred diuretic is a thiazide conpound and the nore preferred one is
hydrochl orot hi azi de. The pl anar chemi cal fornulpe of pical diuretics are
shown bel ow. 3 MNAY 20%€ N_-NNIBC ( \N N CH3COHD

CONAS~-SO NH 3 22 Ad ?i nimbt hazol ar ni de

S SO,NH,  H,NO,S

C,Hs0

Ethoxzolamide Clofenamide



C2H50 S SO2NH2 HZ2NO2S / SC2NH2 Et hoxzol am de C of enam de MAY 205 82(§ MALI 2605
A\ CH3 H2NO2S S02NH2 H2NOR2S / S02NH2 Di chl or phenam de Di sul fam de cl ~
CH3 H2NOZS [/ SO02N~- O O Mefruside H3C&l HN H2NO2S OH Chlorthali done H

Cl N,-*~ CH5 NH H2NO2S NHCHZQJi net hazone O CI a~~I COOH H2N02S
Fur osem de 2 0 MAY . 2005 9 @ | H3C H2NO2S \ CONHN
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H3C C opam de cl HZNO2S CONHN Tripamde cl / :aCONHN HZNQRS Clg g .. 2005
| ndapam de HBC N H2ZNO2S \ OCI N CH Corexolone 3 CH3 N H2NO2S O ' '
Met ol azone cl OH H3C H2ZNO2S / CONH Xi pgmide H3C 2 0 MAY zoos 10
NHCH2CH2CH2CH3  0- 0 H2NG2S COCH Bunet ani de 0-0 HZNO2S COOH \ Piretani de /
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S H Cd ZN02S COOH NH )as NH X-54 H2ZNO2S 02 Hci H CH C 2 0 MAY 2005
- Hydr.ochl orot hi azi de N HZNQOZS )asCH3 02 Methylclothiazide H CI N NH

H2NO2S S~ 02 Benzyl hydrochl orot hi azi de02 MAY 2005 11 H C N CHCl 2 H2NO2S
as NH Q2 Trichloronethiazide H C N /NH HZNO2S S 2 Cycl opent hiazide H

NHCH,CH,CH,CHs

HNG,S :-L’ 'COOH C }
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ocC
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ci N
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'Cl j Ny CH2SCH2CF3 N H2NRS SCH3 C NI C2Hs 02 Pol yt hi azi de HZI\%Q‘A)@%OG
NH Ethiazide HI1 CI / NY NH H2NOR2S S 02 Cyclothiazide H F3C/

H2NO2S \ /NH 02 Bendrof | unet hi azide 2 01 MAY 2005 12 H F3C N NH H2NO2S /
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CH2 Ethacrynic acid cl cl 0 C OCH2CO2H C-s C C Tienilic acid 2808k 2005
/ 0 H3C Indacrinone C2H5QOC O N O CH20C2H5 H Quincarbate H2ZN N N\ ° / NH2
N NNH2 Trianterene 2 0 MAY 2005 131ANH O N CONHCNH2 C 11 O H2N N NH2
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H
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CH3 Pot assi um canrenoate OH NHLS02NHCONHC( CH3 HC 6 N Torasem de& 0 MAY 2005
C(CH3)3 MK-447 2 0 MAY 2005 14 ON-N N N Na O C Traxanox sodium The
conmpound name of hydrochl orot hi azi de is36-chl oro-3, 4-di hydro-2H 1, 2, 4,
benzot hi adi azi n-7- sul fonam de 1, 1-di oxi de. The hydrochl orot hi azide of this

i nvention includes pharmacol ogically acceptable salts thereof, for exanple,
a hydrohal ogenic acid salt such as pdjydrofluoride, hydrochl oride,
hydr obr om de or hydroi odi de; nitraqt; perchl orate; sulfafe; phosphate; a

C -C4 al kanesul fonic acid salt, _whilch may be optionally|pubstituted with a
hal ogen aton(s) s N 2e, trifluoronet

et hanesul fonate; a C6-
substituted with a Cl - group(s), such as benzenesul fjonate or

p-t ol uenesul f onat e; i phatic acid salt as—gCetate, nualate,
A e; or an am no
¢ salt, ornitine

fumarate, succi g, Nat e, Ltrate, oxal af
acid salt such as the glycine salt, |ysine|sal
salt, glutamc acid sal tAsmikmpdetic aci al

)

© SCOCH,
Spironolactone
KOOC
OH
CHs
/
O -
Potassium canrenoate
OH NH
CHs,
' CHaNH, SO,NHCONHCH
CHs
HCl N/
Torasemide

C(CHz)s
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The preferred salts are the hydrochloride, nitrate, sulfate or*phospﬁ@taﬁvzmﬁ
and the particularly preferred salt is hydrochloride. Wen the diuretic
descri bed herei nbefore has an asymmetrie carbon(s), the present invention
enconpasses i ndividual optical isoners and m xtures thereof. The present

i nvention al so enconpasses hydrates of the conpound described hereinbefore.
The diuretic of this invention is selected fromone-Br nore conpounds

descri bed herei nbefore and preferaply one diuretflc agant is sel ected, which
is used in conbination with an angiotensin Il rfHceptoN antagoni st such as

phar maceuti cal conposit} e g L

2005 15 conpound, a phg i ] und or Hat hi azi de conpound,;

(2) a pharmaceutical coppositipn whergin the|diuretic is a thiazide
conpound; (3) a pharnmaceul i cet eQnpos onsiherein the diuretic is selected
from the group conS|st|ngNof hydichl or of'hi azi de, met hyl cl ot hi azi de,

benzyl hydr ochl or ot hi azi de, trichl oronethifazi de, cycl opent hi azi de,

pol yt hi azi de, ethiazide, cyclothiazide, (ﬁendroflunethiazide and

hydr of | unet hi azi de; or (4) a pﬂ@gn&ceutlc conposition wherein the
diuretic is hydrochl orot hi azi quﬂﬁd%l WEN applicability] Since the
present invention, i.e., pharnaceutical conpositions containing a specific
angiotensin Il receptor antagonist, such as CS-866, and one or nore

di uretics, exerTbe eongihind mhmant higpelilbaniiaxde a0d-tilbm-aadikascbaw
composi tions are_ useful as renedies

toxicities har. ceut C
[preferabl%/’2 9%@?5? u%h@@&ﬁ@dbké“%ﬁ@ntghPBVmDﬂ¢B€¥@éﬁ§¢@ﬁﬂﬂ$eart
di seases (ﬂﬂgxhtft@i iREIGH&Y ﬂlﬁnn%‘lé&@a@l Tt dptife s AR RAS H%%E%rhé @phy). vascular
di sorders (arterloscler05|s post _B TCA'restenosi s, peri al “vascul ar
di sor der s) hydrelpdogeniosasid enlt s(ugh ablydroflwejste; bpdehloridy, hmhfoamdaephr itis,
hydroiodide; nitrate; perchlorate; sulfate; phosphate; a C|-C, alkanesulfonic acid salt,
which may be optionally substituted with a halogen atom(s) such as methanesulfonate,
trifluoromethanesulfonate or ethanesulfonate; a C¢-Cyq arylsulfonic acid salt, which
may be optionally substituted with a Cj-C4 alkyl group(s), such as benzenesulfonate
or p-toluenesulfonate; a C,;-Cs aliphatic acid salt such as acetate, malate, fumarate,
succinate, citrate, tartrate, oxalate or maleate; or an amino acid salt such as the glycine
salt, lysine salt, alginine salt, ornitine salt, glutamic acid salt or aspartic acid salt.

The preferred salts are the hydrochloride, nitrate, sulfate or phosphate and the

particularly preferred salt is hydrochloride.

When the diuretic described hereinbefore has an asymmetric carbon(s), the
present invention encompasses individual optical isomers and mixtures thereof. The

present invention also encompasses hydrates of the compound described hereinbefore.

The diuretic of this invention is selected from one or more compounds
described hereinbefore and preferably one diuretic agent is selected, which is used in

combination with an angiotensin II receptor antagomnist such as CS-866.

Preferred pharmaceutical compositions of this invention are:

(D a pharmaceutical composition wherein the diuretic is a sulfonamide



nephrosclerosis); nore preferably preventative and/or therapeutic adgep
(particularly therapeutic agents) for hypertension or heart diseases;
nost preferably preventative or therapeutic agents (particularly

t herapeutic agents) for hypertension]. The renedi es described above are
preferably applied to warm bl ooded animals, especially to humans.

Accordi ng temphigdps Qﬁﬁ%&gidéﬁeﬁéi:li%ﬁm bhed &pﬁﬁiéczl)dé d'éﬂg)ioﬁ gnsin 11 receptor
ant agoni st such as CS-866 and di uretp etter therapeutic efficacy

VB s

ics exert
by combi ned admnistration rather than when used separately. In addition,

t hese agents exent ex | ent efficacy when . adm nistered.to_ the sane
organi sm at di f@r ent ggﬁ%—?&c u‘[%lcflsco SR APHEEFIR ﬂ%ﬁ&l%‘?@ﬁ i§Hh@12514r oups of
conpounds esmpaydd in the present invention are absorbed in organisns,

they switch on the signals at their respective receptors to cause their
phar macol ogi cal actions. Hence, even when their plasma concentrations 2 0

MAY 2005 16 degyease . threshold pl.asna .l evels to ca each
drug's effects, @t’)he sV\/l??llé%}e[}{égﬁ%g%la‘fogldmﬁ]tuopHNé]eFel?g@ed\é't‘r(ﬂslgl &é%aﬁoé‘édy been
turned on Hrgrew tdneispngvEnidasdiNeodiazidd) aleBRBibihfzRlef ect s on hypertension
caused by the first drug are seen. The effects of the conpound that is

adni ni st er Bghavydrochlogotiingide; wishlosmethiazideseclopenthinzidss palythinzids, Thus t he
actions of : {b - eldent. effects can be

obser ved. eﬁslimr%lg%’ ?’f&ggﬁ%ﬁﬁ?’%{@gﬁ?@%@hﬁ%Zeli;:ﬁpge{]n yl%lr Ol aehiasdg Ot s are

adm nistered at the sanme tinme, the specific angiotensin Il receptor

ant agoni st , suclé as CS-866, and the diuretics can be admnistered at the
same time as a $Vngl e HRMMAERICElCOMRosition theradm thedinteieiscase  that t hese
agents canppdrogfle@uaigliy be m xed physically from fornul ation techniques,
each compound may be separately adm nistered at the sane tine. Furthernore,
as described above, since these 2 groups of agents do not necessarily have

to be admniste t .the.s time to get excellent therapeutic efficacy,
t he conpounds n@ﬁg‘bs n%&ﬁﬁh‘iagﬂg}']ed at appropriate intervals. The naxi mum

acceptabl e tine Sindé efeésehOinReHtol BE. SFhatA8SRtidal ToRIPBSItiBhS &:%H?ﬁ’iﬂgqs to
obtain excellent treatnent or preventative efficacy can be confirnmed
cl i ni cal | ySRseifisrangiotensiall pseeptor antagonist, such as CS-866, and one or more diuretics,
exerts excellent antihypertensive actions and has low toxicities, the pharmaceutical
compositions are useful as remedies [preferably preventative or therapeutic agents for
hypertension, heart diseases (angina pectoris, cardiac failure, cardiac hypertrophy),
vascular disorders (arteriosclerosis, post-PTCA restenosis, peripheral vascular
disorders), renal diseases (diabetic nephropathy, glomerular nephritis,
nephrosclerosis); more preferably preventative and/or therapeutic agents (particularly
therapeutic agents) for hypertension or heart diseases; and most preferably
preventative or therapeutic agents (particularly therapeutic agents) for hypertension].
The remedies described above are preferably applied to warm-blooded animals,

especially to humans.

According to the present invention, the specific angiotensin II receptor
antagonist such as CS-866 and diuretics exert better therapeutic efficacy by combined
administration rather than when used separately. In addition, these agents exert
excellent efficacy when administered to the same organism at different times. It is
speculated that when the 2 groups of compounds employed in the present invention
are absorbed in organisms, they switch on the signals at their respective receptors to

cause their pharmacological actions. Hence, even when their plasma concentrations



The adm nistration route of specific angiotensin Il receptor ant agérﬂ B , 2005
such as CS-866, and diuretics is generally oral. Thus these 2 groups of
conpounds can be prepared as separatejsingle formul ati ons of each or as a
single fornmulation by physically mxing these 2 groups of conpounds.

Adm ni stration fornulations are, for instance, powder, granules, tablets,

capsul es, @écgeasd Baoﬁzrtﬁ@tlﬁ@ﬂamtﬁlgﬁnﬂ%vd@Hﬁédﬁ@&@icﬁ%—%?é Eﬂec‘?s??r?e%ﬁ%h@s salts or
esters thereof are mxed with constituents, diluents, etc., and prepared

accor di ng losated atltlair resspiorphavg alraadydreen daoned quesl sesthe gewentaterorbel ow.
Nanely, pr 0] s..descri bed abov e uf act ur ed conventional |y
known et h@gga%ﬁgtlicnéf%%&nt |y\P§rtgbsé%Csau§Gﬁi§Waé§ ﬁgﬁﬁ%l TE S¢F0r q%ﬁé’&gﬂ&@% organi c
di luents thecbtgoingl HugiabdGatisteRE | MeSars Yedbrspok&FdPBBse SURE Aifher BugCOSE,
mannitol, sorbitol; starch derivatives such 'as cornstarch, potatostarch,

a-starch, &He theastans of theps 2pernds derilditive vedexnglient sffects pan be dhseevedel | ul ose;

gum ar abi cg; - s | X i ani.c iluents includipng silicate
derivati vegmgﬁgﬁg 221 "faﬁ)lg e Hlé%ﬁ%/né?%gggegf {3% Ef%car%%‘f“a‘,ms ?ﬂsﬁteFF? ﬁam%{ll fi num
silicate, thelspedific sididterdie]l rebghaintiFoaist) FudOFRIA8H4 iaadkifs dipRasPhat e
derivati veg such_as cal ci um hydrogenphosphat e; carbonates such as cal ci um
car bonat e; P&#UMEHset ¥ thesamabimg es a single pierpagesticahcempositien., Indhg ¢asant s

(for insta L : t i1G:acid such as

stearic ac?lgfaﬁhggel %e%‘@%%@?r@ %?“é“,z‘teﬁ%%?geﬁrﬁ%@%aé?% Igl;fglt%gqlagt;mn\/\tﬁ?%%qus?&ch as

beeswax, sgwhramgtind bey be sgaiaglyadinpiistediabthesubahes Fatbmase,s0di um

sul f at e; gI%/?(t::O ., fumaric g]g% d;. sodi um benzoate; DL-Ieucine;

| auryl sul pAEFEEdAPOKe. sce Hfseidh arounsyt agents de Bot negeRiaaly dave @yl sul fat e:

silicates sisini s Skl LG j L€ i .. and
iistéded ANHY HOBme kd k&l ek clfch té;efa:pé%tgd dp?ﬂi@z%?,ﬁt&@%%?%%ﬁi’s

starch derivatives described above can ers i nstance,
hydr oxypr opy de kdminsstered ahgmprepriate mpyrvatet Hjhembtimunsasceptable time

ol yvi nyl i e, . ogal . and simlar.diluents escri bed above),
G 51 nt oor b s SRR ERIREE wafi p Selratheaeprs el o o
substi t ut eprehstdardeysficRy lcaebé bbFithed CRARANY BESEYIGSIIUI 0se, sodium
car boxynet hyl cel l ul ose, and internally bridged-sodi um

car boxymet hyl cel | ul ose;

The administration route of specific angiotensin II receptor antagonists, such
as CS-8606, and diuretics is generally oral. Thus these 2 groups of compounds can be
prepared as separate single formulations of each or as a single formulation by
physically mixing these 2 groups of compounds. Administration formulations are, for
instance, powder, granules, tablets, capsules, etc. The free compounds or
pharmacologically acceptable salts or esters thereof are mixed with constituents,

diluents, etc., and prepared according to conventional preparation techniques as

described below,

Namely, preparations as described above are manufactured by conventionally
known methods using additive agents such as diluents (for instance, organic diluents
including sugar derivatives such as lactose, sucrose, glucose, mannitol, sorbitol; starch
derivatives such as cornstarch, potatostarch, a-starch, and dextrin; cellulose
derivatives such as crystalline cellulose; gum arabic; dextran; pullulan; and inorganic
diluents including silicate derivatives such as light anhydrous silicic acid, synthetic
aluminum silicate, calcium silicate, magnesium aluminometasilicate; phosphate
derivatives such as calcium hydrogenphosphate; carbonates such as calcium

. carbonate; and sulfate derivatives such as calcium sulfate), lubricants (for instance,

A



e AR

chemcally nodified starch/cellul ose derivatives such as 29 MAY 2005
car boxynet hyl starch, sodi um carboxynet hyl starch, bridged

pol yvi nyl pyrrolidone; and starch derivayi ves described above),

denmul sifiers (for instance, colloidal clay such as bentonite and veegum
metal hydrates such as nmagnesi um hydroxi de, al um num hydr oxi de; ani onic

sur f act ant snet£IHE bR ST SRESRRIH SWYds ééléht,%gﬁ; ceﬁﬁhfhi AR GH A ! I oni ¢
e an

surfactants such as benzal koni um chl ori : non-1 oni surlfnact ants such

as pol yoxy &lerrpfas traeil waxtes suchers becsaradt, preyecefigbbyt erid; mlipibadidnsulfateky aci d
ester, and_suycrose. est gfatty acids),., stabilizers (for instance,

par ahydrox;s}‘g%hng oséglélgn Ss'ﬁ{@% 55’69%%?%%%%%&9&&‘%{’3%9@ VP HAFUISh:  al cohol s
such as chiafgbupraed suckenzodiahahol suiahe te; | kopi um
chl ori de; phejr?ol g sups_’ﬁf:as ‘(ghé_n(_)l mglsr?lldsmcr e’sg%?ﬁéswﬁmﬂﬁgjggﬂmabﬁgﬁ%a%g?i c

aci d; and dbpBidrasisdicic Fdidvdicic gdidhydratss;amdstarswbetvetiesssiesattiediaboer s, and

conventi on : d fl.avors and ,di,l uents,. . etc. The dose and rate of
admi ni st ra’f’t %ni)%e %%iéq%h%mg%égtirof %lgta&ﬁaihé’flwwpmceb‘@e%t or antagonist, such as

CS- 866, anilydtonygopyimetdsnendicsan Jbtfiﬁyirlﬁjﬁolf(ﬁ)%,%&r%&fhlﬁ%hhhﬁ difeHgS'

1
activities, synptons, age, and body weight of the patients. However,
general | y 8p¥EREhahovehdisiptegratogpdatiastanee, ddbuseidesyatofes stich asgewi f i c

angi ot ensi : i.st _and. diuretics is 0.5 to 1,000 ny

(pref er abl ?/u S%Igutglg% %&5@@g%rsgxqa%gmﬂyfﬁgult%ae,f?cg%l ng (preferably 5
to 300 ny) cabesyrethylcaluloseCariatensidly laidgeadoditinSdatiR9menS&eflosgver al times
per day, de en.dielg)?@ég, n the synptons of the atients. Dosing ratios of the

drugs in tFR&BC ed stapgdycellulase garivasives sich s werbexymethplataral, kgdiwpeaki ng,
the rates iafdhC j j pLar t nj-st,,such.as 2 0
VY o000 R gRaStlc b AP AT ol SRR B AORR g SR,

ratios. | nabpdws)pleanidsifiers (foentstanne, coleidsipeay fich aabgitohiengidveepuheseat or
i | t aneousl y admi ni stered,

ant agoni st %%hSU@Z CS- 866 n dl.‘b:‘?r e{i cs are siml
or separ at g?’?f P a_tfd’é??t“ie%ﬂ“lr@‘y GRS By A dfati ey siericgEERTAEd above.
[ Best nodesddhrasGadim BeryPsillfd) @alciie Keh@Rl cationic surfactants such as
benzalkonium chloride; and non-ionic surfactants such as polyoxyethylenealkyl ether,
and polyoxyethylene sorbitan fatty acid ester, and sucrose esters fatty acids),
stabilizers (for instance, parahydroxybenzoates such as methylparaben and
propylparaben; alcohols such as chlorobutanol, benzylalcohol, phenylethylalcohol;
benzalkonium chloride; phenols such as phenol and cresol; thimerosal; dehydroacetic
acid; and sorbic acid), flavors (for instance, sweeteners, acidifiers, and conventionally

used flavors), and diluents, etc.

The dose and rate of administration of the specific angiotensin II receptor
antagonist, such as CS-866, and diuretics depend upon various factors such as the
drugs' activities, symptoms, age, and body weight of the patients. However,
generally speaking, the adult dosage (ing dose/time) of the specific angiotensin If
receptor antagonist and diuretics is 0.5 to 1,000 mg (preferably 1 to 100 mg) and
approximately 0.05 to 1,500 mg (preferably 5 to 300 mg), respectively. Compounds

are administered once or several times per day, depending upon the symptoms of the

patients.

Dosing ratios of the drugs in the 2 categories may also be varied. However,

generally speaking, the rates of the specific angiotensin II receptor antagonist, such as



‘The present invention is described in nore detail by way of the foglomnn
Exanmpl'es. However, the present invention is not limted to these e

(Test Exanple 1) Hypotensive effects ehiBcited by co-adm nistration of
.CS-866 and hydrochl orot hi azi de Twenty-ei ght mal e spont aneously
hypertensi ve rats aged 20 weeks (SHRs, SPF grade, purchased from Hoshino
Labor at or y CAr366ahis) divesties aad20040t20011s4%i théieveighf ratiot.el emet er ( TAL1PA- C40,
DATA SCIENCES Inc.) was inplanted in each SHR for recording bl ood
pressure. After recovery fromthe surgical operations, blood pressure was

Gi ven' 0. 5% car bosy hePry TLa T iR ane il FomEREin D EeebRbEhSs e tesi ve

days (onces €8i86p) ardydigatiegae sfﬂnﬁ;anwxsday aﬁm:m:{;eaﬂed oF @epér@él?@ps (7 SHRs per

group) so as uall aver aged ood essure levels in the groups
based on tﬁe@uﬁg?%ﬁ'%ﬂ%%’éﬁeé] rﬂ?c‘%}sﬁ% SEHD ‘T OE‘S?-h and 6th days after the OMC

solution was initiated. The rats were orally treated with 0.5% CMC
solution (2 m/kg, control group) or test substance suspended in.0.5% CMC

solution (2 n/kffest modd forvauymgsiuy thedayentionpce daily). Bl ood pressure was

nonitored | day ior tq.the.drug, a i,stration,and on _the 7th and 14th
days after the d&bﬁp’{ﬁ/ﬁ ?“h I%Ii‘@ciieserﬂgé:gd?&?ﬁeéﬁﬁ‘bs&“@ﬁ’é’ﬁmaﬁfgﬁf’“’%stances
doses and Ekgagle@reﬁgwéﬁer(théﬁre%éu%véﬁﬁaﬂlsbfkdﬁ%lféﬂ‘%éﬁiéﬁ exaggagdard error on
the respective nonitoring days) are summarized in Tables I and 2. The test

subst ances were hydrochl orot hi azi de (HCTZ), CS-866, and HCTZ and CS-866.
HCTZ was p ed sp,as to be 10 ng/2 mM of final concentration with 0.5%
CMC sol uti gﬁe‘g{i@%@ %s suspended in 0.5% CMC solution so as to be at a

final concentrat Hypotehsite 8cts dliciteCby 86QdaMdstHEbE T O dPmanas prepared so
as to 2 0 FRAY 2005 19 be at a final concentration of [10nmg (HCTZ)+ 1 ny

(CsS-866)]/ bydgpchlprothiazide, OMC  sol ution. Table 1 Group conposition and
adm ni stration of the test substance

Twenty-eight male spontaneously hypertensive rats aged 20 weeks (SHRs,
SPF grade, purchased from Hoshino Laboratory Animals) were used. A transmitter
of a telemeter (TA11PA-C40, DATA SCIENCES Inc.) was implanted in each SHR for
recording blood pressure.  After recovery from the surgical operations, blood
pressure was monitored in.the rats from the age of 24 weeks. The rats were orally
given 0.5% carboxymethylcellulose solution (CMC, 2 ml/kg) for 7 successive days
(once daily) by gavage. They were divided into 4 groups (7 SHRs per group) so as
give equally averaged blood pressure levels in the groups based on the blood pressure
recorded on the 5th and 6th days after the CMC solution was initiated. The rats were
orally treated with 0.5% CMC solution (2 ml/kg, control group) or test substance
suspended in 0.5% CMC solution (2 ml/kg) for 14 successive days (once daily).
Blood pressure was monitored 1 day prior to the drug administration and on the 7th
and 14th days after the drug was initiated. The group composition, test substances,
doses and blood pressure (the 24 hr mean blood pressure + standard error on the

~ respective monitoring days) are summarized in Tables 1 and 2.

The test substances were hydrochlorothiazide (HCTZ), CS-866, and HCTZ
and CS-866. HCTZ was prepared so as to be 10 mg/2 ml of final concentration with
0.5% CMC solution. CS-866 was suspended in 0.5% CMC solution so as to be at a
final concentration of 1 mg/2 ml. CS8-866 and HCTZ solution was prepared so as to



Goup | Control :0.5% CMC solution Goup 2 HCTZ HCTZ (10 ng/ kg) Gzaupas 2005
CS- 866 CS-866 (1 ng/kg) Group 4 HCTZ and CS-866 HCTZ (10 ng/ kg) +CS-866 (1 °
ng/ Kg) Table 2 Blood pressure levels @goup 1 Goup 2 Goup 3 Goup 4 1
day before adnministration 1676 1656 1676 1654 7th day after administration
1636 1526 1474 1324 14th day after adm nistration 1667 1566 1484 1344 As
summar i zed beht 4 @#kiRcoAcertQtiad 8T N ie)+af € 4)
.showed a nore excel | ent hypo%gg%/%@%ﬁ)o% Ij[ﬂ%%&[@ﬁg %Pﬁtﬁt(ﬁ%?ﬁgach of
“the agent s solu§o866 and HCTZ al one (group 2 or 3). (Preparation Exanple 1)
Tabl ets CS-866 10.0 ng Hydrochlorothiazide 12.5 ng Lactose 275.5 ng
Cornstarch 50.0 ng Magnesium stearate 2.0 ng Total 350 ng The powders
described ahbla @rduptoBsbsiRIn andaRthikisRtRined th febt sabdtaRleet i ng  machine to
prepare a tablet.containing 350 ng  The tahlets can be sugarcoated if
desired. 2 @opRAY 200%ntrold 1. A phar m@d84CMG@kolutioposi ti on cont ai ni ng an

angi ot ensi 'bﬁjoh hecepiip-Ant agoni st sﬁ@g{ﬁ%é&n} the group consisting of a
: g

conpound having~a general formula (1),
Group 3 CS-866 : C8-866 (1 mg/kg)
Group 4 HCTZ and CS-866 : HCTZ (10 mg/kg)+CS-866 (1 mg/ke)

Table 2 Blood pressure levels

Group1 | Group2 | Group3 | Group4
1 day before administration 167+6 16546 167+6 165+4
7th day after administration 163+6 152+6 1474 13244
14th | day after administration 166+7 156+6 148+4 134+4

As summarized in Table 2, co-administration of CS-866 and HCTZ (group 4)
showed a more excellent hypotensive action than those elicited by each of the agents
CS-866 and HCTZ alone (group 2 or 3).

(Preparation Example 1)

Tablets
CS-866 10.0 mg
Hydrochlorothiazide 12.5 mg
Lactose 2755 mg
Cornstarch 50.0 mg
Magnesium stearate 20mg
Total 350 mg

" The powders described above are mixed well, and tableted with a tableting
machine to prepare a tablet containing 350 mg.  The tablets can be sugar coated if
desired.
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'OH H3C N CO OoH ~ (1) HN N N/N pharmacol ogi cal ly acceptabl e sal €90 pmay 2005
t her eof ,- pharmacol ogi cally acceptable esters thereof and pharnacol ogical ly
acceptable salts of said esters thereofg and one or nore diuretics as

ef fective conponents. 2. A pharmaceutical conposition according to claiml,
wherein the angiotensin |1 receptor antagonist is the conpound havi ng
general fornmula (I) or a pharnmacol ogically acceptable ester thereof 3. A
.phar maceuti cal conposition according to claim11, wherein the angi otensin

Il receptor antagonist is a pharnmacol ogically acceptable ester of the
conpound havi ng SEREG .91 o 0 har maceuti ca
conposi ti 02 accgr di ngﬁ?égtlg giﬁﬁp??ﬁ% g?rgtfu%n%% aé%gll %ntsé’l#é ?%Ceéﬁo F ag 8%%§[or

ant agoni st s¢lectpd frainahie groppebhsistingsiferconpotiidhindy a geiegil, fomiulg Bpret hyl - 2-
0x0-1, 3-di oxol en-4-yl )met hyl ester of the conmpound having general fornula
(1). 5. A pharmaceutical conposition according to claim1, wherein the
angiotensin |l receptor antagonist ipcthe

(5-net hyl - 2- oxo-1, 3-di oxol en-4-yl ) nmeth ester of the conpound havi ng
general formula (1). 6. A pharmaceutical_copposition according to clainms 1
to 5 wherein the diuretic is a sulfonayidé derivative, a phenoxyacetic
acid derivative, or a thiazide dé ivepy 7- A phar maceut i cal conposition
according to clainms 1 to 5, whergin t\gye diuretic is a thiazide derivative.

HsC N COCH
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N
\ N

pharmacologically acceptable salts thereof, pharmacologically acceptable esters
thereof and pharmacologically acceptable salts of said esters thereof, and one or more

diuretics as effective components.

2. A pharmaceutical composition according to claim 1, wherein the angiotensin
II receptor antagonist is the compound having general formula (I) or a

pharmacologically acceptable ester thereof.

3. A pharmaceutical composition according to claim 1, wherein the angiotensin
Il receptor antagonist is a pharmacologically acceptable ester of the compound having

general formula (J).



33. A pharneceutical conposition according to claims 1 to 5, whereimghgay 2005
diuretic- is hydrochl orothiazide, methylcl ot hi azi de, o
benzyl hydrochl orot hi azide, trichlorneghi azi de, cycl openthi azi de,
pol yt hi azi de, ethiazide, cyclothiazide, bendroflunethiazide, or _
hydr of | umet hi azi de. 9. A pharmaceutical conposition according to clainms 1
to 5, wheréin tHeplirmredutical dosplyition atdondiag i elzind &, wideinAh@hgiioeest i cal
conpositio cording to, clai 1 to O, wherein the conmpositionis to
prevent or Tli %8?1)3 raatnt%?B@F {Sé’r’l‘éqq%ﬂﬁ’x)ﬂ?tgﬂ eﬁﬁ’ér@@é‘dﬂ ehr A dapethylil tn t
accor di ng oRo-a|Riidkokn 40y nethEs R B HR&on B IR Bivih O Ber ?al%’rrr&{lf nt or 10
treat hypertension in Wg}r'%“rnbl ooded ani m(a)r@ 1% Ikgg%aer maceu !ggl .
conposition according to clains 1 to 9, wherein the gggpoglztllgn IUE tof
revent or o tre hyper.t ensi on .i.n hunans. 2 0. RAY } 13. Use of an
gngi otensi i Il I egﬁe"ﬂﬁ).'frl %?eugﬁ? §88WF§1F°§§?°@5‘?186 ¢ ?}B’I‘i‘i‘@h‘@g‘ﬁ?&d’be angMHERsR i ng of
conpounds MaretgortantRRaTsels tﬁ@(%b&y(—h)oxoﬂ%ﬁﬁ%len%lﬁ%ﬁ#&‘l éélgi"zif“thﬁ(:g, HN

N N N pharnacol ogi cal |y acceptabl & salts thereof, col ogi ca _
accept abl e c@Fpeind havimg geaerabfmpleeiliacol ogi cal |y acceptable salts of said
esters thereof, in the manufacture of a nedicanent for use in conbination
with one or nore diuretics for

6. A pharmaceutical composition according to claims 1 to 5, wherein the diuretic

is a sulfonamide derivative, a phenoxyacetic acid derivative, or a thiazide derivative.

7. A pharmaceutical composition according to claims 1 to 5, wherein the diuretic

is a thiazide derivative.

8. A pharmaceutical composition according to claims 1 to 5, wherein the diuretic
1s hydrochlorothiazide, methylclothiazide, benzylhydrochlorothiazide,
trichlormethiazide, cyclopenthiazide, polythiazide, ethiazide, cyclothiazide,

bendroflumethiazide, or hydroflumethiazide.

9. A pharmaceutical composition according to claims 1 to 5, wherein the diuretic

is hydrochlorothiazide.

10. A pharmaceutical composition according to claims 1 to 9, wherein the

composition is to prevent or to treat hypertension.

11. A pharmaceutical composition according to claims 1 to 9, wherein the

composition is to prevent or to treat hypertension in warm-blooded animals.

12, A pharmaceutical composition according to claims 1 to 9, wherein the

composition is to prevent or to treat hypertension in humans.

o A
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preventing or treating hypertension in warm bl coded aninmals. 14. Usé 0 MAY 200

according to claim 13, wherein the angiotensin Il receptor antagonist is
t he compound having general formula (1220r its pharmacol ogi cally acceptabl e
ester. 15. Use according to claim 13, wherein the angiotensin Il receptor

antagoni st is a _pharnmacol ogi cally acceptable ester of the conpound having
general fokhul aUgs 9f anlBigiatssinal ceregion gntagordstaklecttd fronh theairoug he angi ot ensi n

Il receptor. ant.agopist is he pi val oyl ox thyl ester, phthalidyl ester or
. (5-net hyl - }%&%F?? gﬁW%&%F%h@ﬂ9£9g?ﬁﬁﬁﬁ?mxggﬁ@r of the conpound havi ng
general formula (l1). 17. Use according to claim 13, wherein the angi otensin
Il receptor antagonist is 2 0 MAY 20.(c)5 23 the
(5- et hyl - 2- oxo- 1, 3-di oxol en-4-yl ) metlByl ester of the conpound having
general fornula (1). 18. Use according to any one of clains 13 to 17,
wherein the diuretic is a sulfonam de +O | ve, a phenoxyacetic acid
derivative, or a thiazide derivative. 719\ Use according to any one of claim
13 to 17, wherein the diuretic ig a t\hiazdde derivative. 20. Use according
to any one of clainms 13 to 17, N. the diuretic is
hydr ochl or ot hi azi de, net hyl ~penzyl hydrochl or ot hi azi de,
trichl ornethi azi de, Hyg¢ nt hi azi'dé, polG@PiHazi de, et hi azi de,
cycl ot hi azi de, bendrofl unethi azide, or hydrofl unethiazide. 21. Use
according to any one of clainms 13 f{o 17, wherein the diurgtic is
hydr ochl or ot hi azi de. 22. Use accor dig \ny one of clai 13 to 21,
wherein said warm bl ooded aninmals ar 23. Use of one or nore
diuretics in the manufacture of a nedi use in conbination with
an angiotensin Il receptor antagoni st M the group consisting

pharmacologically acceptable salts thereof, pharmacologically acceptable esters
thereof and pharmacologically acceptable salts of said esters thereof, in the
manufacture of a medicament for use in combination with one or more diuretics for

preventing or treating hypertension in warm-blooded animals.

14, Use according to claim 13, wherein the angiotensin II receptor antagonist is

the compound having general formula (I) or its pharmacologically acceptable ester.

15. Use according to claim 13, wherein the angiotensin II receptor antagonist is a

pharmacologically acceptable ester of the compound having general formula (I).
16.  Use according to claim 13, wherein the angiotensin II receptor antagonist is
the pivaloyloxymethyl ester, phthalidyl ester or (5-methyl-2-0x0-1,3-dioxolen-4-

yl)methyl ester of the compound having general formula (1).

- 17. Use according to claim 13, wherein the angiotensin II receptor antagonist is

ki
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CH3 N\ H3C - (/~/ NCO COON H- N N\\/N N2 0 FRAY 2005 24 40 MAY 2085
phar macol ogi cal ly acceptable salts thereof, pharmacol ogically acceptable
esters thereof and pharnmacol ogically agceptable salts of said esters
fhereof for preventing or treating hypertension in warm bl ooded ani mal s.
24. Use according to claim 23, wherein the angiotensin Il receptor

ant agoni st theg5-méthylenpoldddibasiend-@rnah sl esfep bithle@ofnpbu] hdwise general

phar macol ogi C%#é acceptabl e ester. 25. Use according to claim 23, wherein
t he angi ot &8} ) receptor antagonist is a pharmacol ogically acceptable
ester of the conpound having general formula (1). 26. Use according to
claim 23, wherein the angiotensin Il receptor antagonist is the

pi val oyl oxyfet h{lse estoeding phartyadriedyficiatiat @8 tol 7, wherein the diuretic is a

(5-net hyl - 2-0x0-1 3& di oxol eh- 4- I%qmst hy] .ester of the conpound having
general ~ f oP HiTA™(]q deriystive,a phepoxyacsticgeidesivative, oBa thipgdederivatige.angi ot ensi n
Il receptor antagonist is the (5-nethyl-2-oxo0-1, 3-di oxol en-4-yl) net hyl
ester of the conpound having general formula (I). 28. Use according to any
one of cl at%s 2%213 accemlingreansi ametdfelaiinuBdb il @, wherain theiifueniars 8 ehiggdé vat i ve,
a phenoxyaggé‘i,a%vgci d derivative, or a thiazide derivative. 29. Use
according to any one of claim23 to 27, wherein the diuretic is a thiazide
derivati ve.

20.  Use according to any one of claims 13 to 17, wherein the diuretic is
hydrochlorothiazide, methylclothiazide, benzylhydrochlorothiazide,
trichlormethiazide, cyclopenthiazide, polythiazide, ethiazide, cyclothiazide,

bendroflumethiazide, or hydroflumethiazide.

21.  Use according to any one of claims 13 to 17, wherein the diuretic is

hydrochlorothiazide.

22, Use according to any one of claims 13 to 21, wherein said warm-blooded

animals are humans.

23. Use of one or more diuretics in the manufacture of a medicament for use in
combination with an angiotensin II receptor antagonist selected from the group

consisting of compounds having a general formula (I),

HaC
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30. Use according to any one of claims 23 to 27, wherein the diuretd @ mar 205
hydrochl-orot hi azi de, methyl cl ot hi azi de, benzyl hydrochl orot hi azi de, :
trichlornethiazide, cyclopenthiazide, polythiazide, ethiazide,
Kkycl ot hi azi de, bendrof | unethi azi de, or hydroflunethiazide. 31. Use
according to any one of claims 23 to 27, wherein the diuretic is
hydr ochl or phdrimazoldgically &chiibl2Qalts thé’x‘éof?»ﬁhmhi&éolagﬁlaﬂjﬂacft@pﬁﬁble&datér@gg OfUS f
.clains 23 to0 31, rein said, warm bl ooded = ani mals_are_humans. 33. eo
a Conmposi thﬁ?oién‘ggﬁm?é&omﬁcghﬂ/ac&ﬁ@a@?s fsaffgid esies therenf forpraventinget ure  of
a medi canmegatf 8 I5 : .0 /pertension in a warm bl ooded
ani mal . 34.El Ur%éhyggc%?g#ﬁgg%aghcq]g@hhfg?n%\%erei n sai d war m bl ooded ani mal s
are humans. 2 0 -MAY 2005 26 ABSTRACT [Constitution] H3C CH3 OH 7 H3C N
i cal osi tion conprises an
gri“g;i_lot EI(’I!SI>%4: | H}Ig%'g%c{c\)lbc%lrl}gy} c]aAfnP Pfrw%%%eelr? %ﬂeca%gio%glrsrgl ﬁ Ire:clf:ptor antg,}g)onist is

the compound having general formula (I) or its pharmacologically acceptable ester.

25. Use according to claim 23, wherein the angiotensin II receptor antagonist is a

pharmacologically acceptable ester of the compound having general formula D).

26.  Use according to claim 23, wherein the angiotensin II receptor antagonist is
the pivaloyloxymethyl ester, phthalidyl ester or (5-methyl-2-0x0-1,3-dioxolen-4-

yD)methyl ester of the compound having general formula (I).

27.  Use according to claim 23, wherein the angiotensin II receptor antagonist is
the (5-methyl-2-oxo-1,3-dioxolen-4-yl)methy! ester of the compound having general
formula (1).

28.  Use according to any one of claims 23 to 27, wherein the diuretic is a

sulfonamide derivative, a phenoxyacetic acid derivative, or a thiazide derivative.

29.  Use according to any one of claim 23 to 27, wherein the diuretic is a thiazide

derivative.

30. Use according to any one of claims 23 to 27, wherein the diuretic is
hydrochlorothiazide, methylclothiazide, benzylhydrochlorothiazide,
trichlormethiazide, cyclopenthiazide, polythiazide, ethiazide, cyclothiazide,

bendroflumethiazide, or hydroflumethiazide.

31.  Use according to any one of claims 23 to 27, wherein the diuretic is

hydrochlorothiazide.
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"ant agoni st sel ected from anong conpounds havi ng the above general fo@rybgy 2005
(IY)y pharnmacol ogically acceptable salts thereof, pharmacol ogically

..acceptabl e esters thereof and pharmacébogically acceptable salts of said
esters, and one or nore diuretics. [Effects] The pharnaceutical

conposi ti 03 of present invention has an excellent hypotensive effect and

| ow toxici Py, alicaRNrEns feanyonediclaimag3 4o dbavhessinstidivarm-Yoedednt i ng or

treating hypsidenshamafy heart diseases.

h ]

33.  Use of a composition as defined in any one of claims 1 to 9 in the manufacture

of a medicament for preventing or treating hypertension in a warm-blooded animal.

34.  Use according to claim 33, wherein said warm-blooded animals are humans.





