';e3e“R~86nT | SPECI FI CATI ON  *159159* A PHARMACEUTI CAL COVPCSI TI ON
[ Technical field] *cooooz* The present invention relates to a
phar naceuti cal conposition containing & specific angiotensin Il receptor

-ant agoni st and one or nore diuretics as the active ingredie :
(particularly a pharmaceutical conposition for preventing oﬂlm@mmﬂlwww
hypertension), the use of a speci$HECIKHgABI@Nsin 11 receptor and
one or nore diuretics for manufacturing the pharmaceutical conpdEPtion
(particularly a pharnmaceutical conposition for preventing or treating
hypertension), and a net HOPBHARMACEVATCALQCOMROMEAIONg (particul arly

treating) diseases (particularly hypertension) by the adm ni [
phar maceuti cal conposition to warm bl ooded animals (parti cul mﬂ"mm““‘[ﬂmu ulr
conprising effec :e&ﬁli&@%‘éﬁi]()f a specific angiotensin Il recept or,GgO%ggoni st

and one or nore diuretics. '[Background art] It is known that
co- adm ni str at i obhayfresent arvgntidrerekites tb b phemegeeati cah ndrapasiticat comredniagdi ur et i c

is an effecti.\{.e th.erag]%l/.1 Eor t he prevention or treafl.nent of hggertension
(parti cul afCGiC Aot !! r@ﬁ@@éa‘gﬁ%}nﬁ‘ééé PR m%‘rf%‘_é@P?Sl ‘E?ﬁlé_e ®descri bed,
for exanpl i‘?lgrédfbnl\/%i@(ggﬁi@ﬁ%ﬁy a%ﬁﬁﬂﬁ:%ﬁti?a?l:&%oﬁﬁ?&iafo? %Fév@ﬂtir@&%ea’t\i'ﬁg Hel

3-27362 andt he wever, the effects o phar maceuti cal conposition
cont ai ni nghypestpesior)j the angoa spesifiv angiotasipll oeceptor anfogdnsst, and wok oamOLS- 866,
and a diuretic remin unkno Di scl osure of the invention] Considering
that pr eveﬁf’feglﬁs ﬁ?{@?w%‘ CF%H&B%{’I’W% ipkcomnosition,(a 1%6&{ nt, the present
i nventors jhiay@atdutiadlRenpesifibA & Re&knthg Bﬂfréd@h&?}@ﬁé&‘ﬂ&s%ﬂ an@unfethbdt a

phar maceuti cal conposition containing a specific angiotensin Il receptor

ant agoni st for preyentag @yre@geg (pavdcudarty oeating) disefises @eaiteylaslydrypertensioa) bent
et A AP RRY S IS TR S MR fu SyRRL AL L ve and/ or
t herapeutic a antStor hy ErPENSTON fhe present Tnvention provides a

phar maceut %ﬁﬁicuﬁ@llyﬂmﬁiatnkpcrbnmi@ dffergvaddses She el d AnaitoeirPOdaplorP0135s
P85133/ FP- 0135( PCT) / t sa/ Engl'i sh hansl anom 08 04 03 2 specific angiotensin
| | recept ofntagonisyand ene BoKEuIStCSpr e di uretics as the active ingredients
(particularly pharmaceutical conpositions for preventing or treating
hypertension), the use of a specific angiotensin Il receptor antagonist and
one or nore di ur@ackgotad antfpnuf act uri ng t he pharmaceuti cal conpositions

(particularly pharnmaceutical conpositions for. prevepting or treating
hypertension), alatl TIPS Btrcop?‘gglgﬁfr?ﬂﬂ‘ ar’t‘?"@&ﬁfrﬁgﬂ Hﬁs?e_g}%&wéswsft reating)
di seases (pafd diakhiRhd ¥n BYRSNE BRSARbr B frORnBINb Irsduhehd ShypéridasReci fic

angiotensin |l receptor antagoni st and one or nore diuretiCs to
war m bl ood@drtamlarky tecatment). i ciHese plarmacmnisy] camposkitions arealestibed, foand a

phar maceuti cal ,co Lt for adm ni sterj.ng. siynl t anequ ) entially
e pect 11 OIS BRCIR b P, PPl ATBl SRR BT B s ™ o
preventi nglikg, treating hypertension. The active ingredients of the
pharmaceutical conposition of this invention include an angiotensin |1
acceptor antagonist selected fromthe group consisting of a conpound havi ng
the follow ng f ( Leal |y ] eof ,

phar macol ogi cal | Jousauhh pEIEEIE PR ARk aRicnochi SR A Tofafitld £ofcpfl

accept abl earggdtbssimil rs&iptbrastagosist, amth BrES-866,rmd @ dilrdti€tdanesn uhkdGwe. H3C H3 H
(I') ~N ~ The compound of fornula (1), a salt thereof and the |ike are known
S: / Chem cal / Sankyo/ FP0135/ FP0135s P85133/ FP-0135( PCT) / t sa/ 6ngLsh

transl ati on/ 08. Ohi@3osure 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 Il 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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3 conpounds, for exanple, described in the specification of Japanese Patent
Application Kokai No. Hei 5-78328 etc. and the chem cal nane of the
conmpound of forrmula (I) is 2

-4- (1- hydr oxy- 1- met hyl et hyl ) - 2- propyl -1-[2' - (1H-tetrazol - 5-yl ) bi phenyl 4- ylne
thyl ]i m dazol -5-carboxylic acid. The 'pharnacologlcally acceptable salt" of
the conpoutRciéic apgiofansia It rocentpfntpgqnist 4pd gBe pRmoTC R Lt the At s

i nvention,; tassi um
salt or Illtrl g#ﬁgﬁig%ggﬁhg%bgpgﬁgaégf?ﬁﬁ%eﬂﬁﬁmgéi gﬁ@ gg‘%%r@$un1salt or
magnesi um Bﬁietrtenﬂon)‘ﬁﬁ]alusesaf d sp&mﬂ@ angioxdnsin Il wevepdt hintagorist agdlohe ozinoee sal t,
copper salt, nic sal.t or c It salt; or an amn sa%@gfuch as anmoni um

salt, t-octireiss “%aé‘lufaCt‘Hl‘Eéﬁ"zglF%aﬁ"é‘t@éll ‘iompr?é’rtlﬁﬁﬁ) gl ucosan ne
salt, phe

N- et hyl gl cagﬁxﬁégﬂgg%lto %Sﬂgﬁﬁﬁfoﬁgﬁé\& t"?gt&?ﬁeet%ﬂﬁgh #&ﬁzlg lél’n%ertklloedt 0§/I am ne
salt, di cyMeMmgloaMnatmg(ahtt;cuNﬂM tmdhh@rdzgplamsr(ydramddﬂahypmrtesabn) by

chl or oproc sal t cai ne.sal t. i.et hanol am ne s

N bensy! phDh G TSTAiRB CLApec it FASTIE I RFP B EaRat HIA LA sal ¢ or
tri s(hydr oxgyiraichyd warm- B%ﬁ&&‘é&ﬂﬁmﬁﬁ(b&mcﬁﬁr@'hiﬁﬁ‘llahs)@?Eﬂéctﬁf@ldbséssarﬂre?f erabl e
and the sodiumsalt is particularly preferable e "ph arnacologlcally
accept abl eplsgmeecutiodl cphwosmmpfﬁcn,rmdrmmstreungallnaﬂ(ahyqusmrcshqu@tlalrhy active

i ngredi ent offthis.invegﬁion ista coqpoHnd esterl%y g %} car oxy

moi ety of RSETESRBOLAGOT TEPIH AYARITist aRd GRS G HITTYCS o Breé’S’P e s

group whi cheftidig lypertdndmed by a biol ogi cal process such as hydronS|s in
vivo. Such groups include, for exanple, a (Cl-C4)al koxy-(Cl-C4)al kyl group
such as nethoxynethyl 1- et hoxyet hyl, 1 -nethyl-1-nmethoxyethyl,

1- (i sopropoxy) et h h

1, 1-di met hyl - 1- r? oxyn%?‘ﬁglﬁg y{hﬁc?% i{lge'(t?/‘% p(%l& %Sitlon ?fthlls invention

i sopr opoxyiieludy kn abglbtens/imt fockptor aﬁta@nﬁ@xmw‘e@ﬁ‘om the @Wbﬁélm@dfm ed (C

1- C4) al koxy-(C I -C4)al ky roup such as 2-met hoxyet hoxynmethyl; a (C6-C 1

o) aryl oxy- %@nQued)hamwhegfogew%@ﬁna@ (Bh@WF@P&‘W“Y %i’cﬁ@%‘ﬁéﬁ‘&‘t ed (C I

C4) al koxy alkw hyI or
bls(ZChIor%Etho Iﬂﬂ%ﬂﬁﬁ&M9€%%$ ﬁ%%g%?%%gﬁQP@?gQ@%§?§ yl group such
as met hoxyaxa:ebtahly:lsaimdﬂsla;d estemggando@mﬁé)eadxkxgehcgr oup such as cyanonet hyl or
2cyanoet hyl ; a (Cl-C4)al kyl thi omet hyl group such as nethylthionet hyl or
ethylthionethyl; a (C6-C 1 o)arylthionethyl such as phenylthionethyl or
napht hyl t hi omet hyl ; a (Cl-C4)al kyl sul,onyl - (C1-C4) |ower al kyl group, which
may be optionally substituted with a hal ogen atonm(s), such as

2- met hanesul fonyl ethyl or 2 S:/Cheinica ehJ yo/ FP0135/ FPO135s

P85133/ FP- 0135( PCT) /tsa/ Eogl i sh transldu n/ 08° 04 03

trifluoromethanesul fonylethyl; a Cl 0)apy! sul fonyl - (d -C4) al kyl group
such as 2benzenesul f onyl et hyl uenesul fonyl et hyl; an aliphatic

(d -C7)acyl oxy- (C1C4) al kyl s fornyl oxynmet hyl, acetoxynet hyl,
propionyloxynethyl,kgét . pi vabowl oxynet hyl , val eryl oxynet hyl ,

i soval eryl oxymet hyl , “hexadoyl oxynetfthyl , | -formyl oxyethyl, | -acetoxyethyl,
1- propi onyl oxyet hyl , 1butyryl oxyet hyl, 1-pival oyl oxyet hyl

1-val eryl oxyet hyl , 1-isoval eryl oxyetNy! a~exanoyloxyeth§p,
2-fornyl oxyet hyl, 2-acetoxyethyl, 2-prnpioR§ 2but yryl oxyet hyl ,
2- pi val oyl oxyet hyl , 2-val eryl oxyet hyl ,

2hexanoyl oxyet hyl , | -fornyl oxypropyl,

1- propi onyl oxypropyl, | butyryl oxypropy XY propyl ,

1-val eryl oxypropyl, | -i soval eryl oxypropyl, hexano | oxypropyl,

1-acet oxybutyl, | -propionyloxybutyl, 1- i, 1p|valoyloxybutyl
1- acet oxypentyl, 1-propionyl oxypentyl, ~ xypent yl

1pi val oyl oxypentyl, or 1-pival oyl oxyhggyl; &
(CS-CB)cycIoaIkylcarbonyloxy (d C4)a|k‘\ groyp such as
cycl opent yl car bonyl oxymnet hyl , cycIohexyh¢a/50nyloxynethyl I
-cyclopentylcarbonyloxyethyl, 1- cyclohexylcarbonyloxyethyl I

cycl opentyl car bonyl oxypropyl, | -cyclohexylcarbonyloxypropyl

Loyct opent yl car begy &&ﬁyﬁ(ﬁhﬁhﬂffg%h]dla Iyxa@aﬂm?e%fcaﬂaweoasmﬂm a
(C6d o) aryl car bonyl oxy- (O -C4) a ky group such as benzoyl oxynethyl; a
(C1C6) al koxycar bonyl oxy-(C 1-C4)al kyl group such as
nethoxycarbonyloxynethyl l(nethoxycarbonyloxy)ethyl

1- (et hoxy I (met hoxy !

(nethoxycg?egﬁy %ﬂ%%gﬁﬁg 1(nethoxyc§%5gh o&égﬁgy %"hmMW%04m
et hoxycar bonyl oxynet hyl , 1- (ethoxycarbonyloxy)ethyl
1-(ethoxycarbony|oxy)propyl, I -(ethoxycarbonyloxy)butyl,



I N CH3COHN S SO2NH2 Acet azol amide H3CQ\ N N CH3CON ~ ~S ~S02NH2

Met hazolamde N ci | C2H50 \ S SO02NH2 H2NO2S / S02NH2 Et hoxzol am de

Cl of enami de S / Cheni cal / Sankyo/ FP0135/ FP0135s

-P85133/ FP- 0135( PCT) / t sa/ Engl i sh transl auon/ 8 04 03 Cl CI H2NO2S C \ CH3
H2 H2NO2S / SO02NH2 Di chl or phenam de cl CH3 H2N02S / SO02N ~O H3C Mefrusi de
cl C H2NogEmpRHndethagsmp Gidesgabegd ighespep ficatiopofipmanesdatinde

Application Kokai No. Hei 5-78328 etc. and the chemical name of the compound of
formula (I) is 4-(1-hydroxy-1-methylethyl)-2-propyl-1-[2’-(1H-tetrazol-5-yl)biphenyl-
4-ylmethyl]imidazol-5-carboxylic acid.

The “pharmacologically acceptable salt” of the compound of formula (1),
which is an active ingredient of this invention, includes an alkali metal salt such as
sodium salt, potassium salt or lithium salt; an alkaline earth metal salt such as calcium
salt or magnesium salt; a metal salt such as aluminum salt, iron salt, zinc salt, copper
salt, nickel salt or cobalt salt; or an amine salt such as ammonium salt, t-octylamine
salt, dibenzylamine salt, morpholine salt, glucosamine salt, phenylglycine alkyl ester
salt, ethylenediamine salt, N-methylglucamine salt, guanidine salt, diethylamine salt,
triethylamine salt, dicyclohexylamine salt, N,N’-dibenzylethylenediamine salt,
chloroprocaine salt, procaine salt, diethanolamine salt, N-benzylphenethylamine salt,
piperazine salt, tetramethylammonium salt or tris(hydroxymethyl)aminomethane salt.

An alkali metal salt is preferable and the sodium salt is particularly preferable.

The “pharmacologically acceptable ester” of the compound of formula (I),
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;-C4)alkoxy-(C;-Cy4)alkyl group such as
methoxymethyl, 1-ethoxyethyl, 1-methyl-1-methoxyethyl, 1-(isopropoxy)ethyl, 2-
methoxyethyl, 2-ethoxyethyl, 1,1-dimethyl-1-ntethoxymethyl, ethoxymethyl,
propoxymethyl, isopropoxymethyl, butoxymethyl or t-butoxymethyl; a (C-
Cs)alkoxylated (C;-Cs)alkoxy-(C-Cy)alkyl group such as 2-methoxyethoxymethyl; a
(Ce-Cip)aryloxy-(C-Cy)alkyl group such as phenoxymethyl; a halogenated (C,-
Cs)alkoxy-(C;-Cs)alkyl group such as 2,2,2-trichloroethoxymethyl or bis(2-
chloroethoxy)methyl; a (C;-C4)alkoxycarbonyl-(C;-Cg)alkyl group such as
methoxycarbonylmethyl; a cyano-(C-Cs)alkyl group such as cyanomethyl or 2-
cyanoethyl; a (C;-Cg)alkylthiomethyl group such as methylthiomethyl or
ethylthiomethyl; a (C¢-Cjo)arylthiomethyl such as phenylthiomethyl or
naphthylthiomethyl; a (C;-Cj)alkylsulfonyl-(C;-C4) lower alkyl group, which may be

optionally substituted with a halogen atom(s), such as 2-methanesulfonylethyl or 2-
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'H2NO2S Di sul fanmi de Pi C2Hs NH S./ Cheni cal / Sankyo/ FP0135! FP0135s
P85133/ FP- 0135( PCT) / t sa/ Engl i sh uansl at ~on08 04. 03 Chl ort hal i done Cl
, ~ H3C HzN02S \ CONHN H3C Cl opani de cl #2N02S ~ CONHN Tri pam de C1 H2NOZS
-CH3 CH3 N ,) Corexolone Mtolazone cl off H3C HZNO2S ' CONH ~1~?al "Il ide
H3C S, | Chat ni caUSankyol FPO1351FP0135s P85133! FP- O | 35( PCT' ) | t sat Enghsh
uansi auonf Bglugzomeshanesulfonylethyl; a (Ce-Cio)arylsultonyl-(Ci-Cs)alkyl group such as 2-
benzenesulfonylethyl or 2-toluenesulfonylethyl; an aliphatic (C;-C;)acyloxy-(C,-
Cy)alkyl group such as formyloxymethyl, acetoxymethyl, propionyloxymethyl,
butyryloxymethyl, pivaloyloxymethyl, valeryloxymethyl, isovaleryloxymethyl,
hexanoyloxymethyl, 1-formyloxyethyl, 1-acetoxyethyl, 1-propionyloxyethyl, 1-
butyryloxyethyl, 1-pivaloyloxyethyl, 1-valeryloxyethyl, 1-isovaleryloxyethyl, 1-
hexanoyloxyethyl, 2-formyloxyethyl, 2-acetoxyethyl, 2-propionyloxyethyl, 2-
butyryloxyethyl, 2-pivaloyloxyethyl, 2-valeryloxyethyl, 2-isovaleryloxyethyl, 2-
hexanoyloxyethyl, 1-formyloxypropyl, 1-acetoxypropyl, 1-propionyloxypropyl, 1-
butyryloxypropyl, 1-pivaloyloxypropyl, 1-valeryloxypropyl, 1-isovaleryloxypropyl,
1-hexanoyloxypropyl, 1-acetoxybutyl, 1-propionyloxybutyl, 1-butyryloxybutyl, 1-
pivaloyloxybutyl, 1-acetoxypentyl, 1-propionyloxypentyl, 1-butyryloxypentyl, 1-
pivaloyloxypentyl, or 1-pivaloyloxyhexyl; a (Cs-Cg)cycloalkylcarbonyloxy-(C;-
Cg)alkyl group such as cyclopentylcarbonyloxymethyl, cyclohexylcarbonyloxymethyl,
1-cyclopentylcarbonyloxyethyl, 1-cyclohexylcarbonyloxyethyl, 1-
cyclopentylcarbonyloxypropyl, 1-cyclohexylcarbonyloxypropyl, 1-
cyclopentylcarbonyloxybutyl or 1-cyclohexylcarbonyloxybutyl; a (Ce-
Cio)arylcarbonyloxy-(C;-Cg)alkyl group such as benzoyloxymethyl; a (C;-
Ce)alkoxycarbonyloxy-(C;-Cs)alkyl group such as methoxycarbonyloxymethyl, 1-
(methoxycarbonyloxy)ethyl, 1-(methoxycarbonyloxy)propyl, 1-
(methoxycarbonyloxy)butyl, 1-(methoxycarbonyloxy)pentyl, 1-
(methoxycarbonyloxy)hexyl, ethoxycarbonyloxymethyl, 1-(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, 1-(pentyloxycarbonyloxy)ethyl, 1-
(pentyloxycarbonyloxy)propyl, hexyloxycarbonyloxymethyl, 1-
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10 NHCH2CH2CH2CH3 H2N02S W H2N02S X-54 OOH H CI / N ~NH H2N02S S 02 H Cl /

N CH2CI N~ H2NO2S \ S~ CH3 02 Met hyl cl ot hi azi de Hydr ochl or ot hi azi de Cl
NH H2NO2S \ S~ 02 Benzyl hydr ochl or ot hi @i de Bunet ani de O H2N0O2S \ COO
-Piretani de ocH2 ~s S:/ Chem cal / Sankyo/ FP0135/ FP0135s

PBS133/ FP- %Jégglg))l?%)ré(}ni olx%]e }Il_}?i r(])r rlla(?lg)l(y?g)?y%r %n)glﬁxg)propyl a (Cs-
Ce)cycloalkyloxycarbonyloxy-(C;-Cs)alkyl group such as
cyclopentyloxycarbonyloxymethyl, 1-(cyclopentyloxycarbonyloxy)ethyl, 1-
(cyclopentyloxycarbonyloxy)propyl, 1-(cyclopentyloxycarbonyloxy)butyl,
cyclohexyloxycarbonyloxymethyl, 1-(cyclohexyloxycarbonyloxy)ethyl, 1-
(cyclohexyloxycarbonyloxy)propyl, or 1-(cyclohexyloxycarbonyloxy)butyl; a [5-(C;-
Cy)alkyl-2-0x0-1,3-dioxolen-4-ylJmethyl group such as (5-methyl-2-oxo0-1,3-
dioxolen-4-yl)methyl, (5-ethyl-2-oxo0-1,3-dioxolen-4-yl)methyl, (5-propyl-2-oxo-1,3-
dioxolen-4-yl)methyl, (5-isopropyl-2-oxo-1,3-dioxolen-4-yl)methyl, (5-butyl-2-oxo-
1,3-dioxolen-4-yl)methyl; [5-(phenyl, which may be optionally substituted with a (C;-
Ca)alkyl, (C-Cy)alkoxy group(s) or halogen atom(s))-2-0xo-1,3-dioxolen-4-ylJmethyl
group such as (5-phenyl-2-0x0-1,3-dioxolen-4-yl)methyl, [5-(4-methylphenyl)-2-oxo-
1,3-dioxolen-4-yljmethyl, [5-(4-methoxyphenyl)-2-0x0-1,3-dioxolen-4-yl]methyl, [5-
(4-fluorophenyl)-2-oxo-1,3-dioxolen-4-ylJmethyl, [ 5-(4-chlorophenyl)-2-o0xo0-1,3-
dioxolen-4-yljmethyl; or a phthalidyl group, which may be optionally substituted with
a (C-Cy)alkyl or (C;-Cys)alkoxy group(s), such as phthalidyl, dimethylphthalidyl or
dimethoxyphthalidyl. Preferred ester groups are a pivaloyloxymethyl group,
phthalidyl group or (5-methyl-2-ox0-1,3-dioxolen-4-yl)methyl group and the more
preferred ester group is a (S-methyl-2-0xo-1,3-dioxolen-4-yl)methyl group.

The “pharmacologically acceptable salt of the pharmacologically acceptable
ester” 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 C,-C, alkanesulfonic acid salt, which may be optionally substituted with a halogen
atom(s) such as methanesulfonate, trifluoromethanesulfonate or ethanesulfonate; a Ce-
Cio arylsulfonic acid salt, which may be optionally substituted with a C;-Cy4 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 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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11 HC ~ N CHC12 NH H2N02S S 02 Trichloronethiazide HC / N /NH H2ZNO2S S
02 Cyclopenthiazide HClI / N CH2SCH2CF3 H2N02S ~ S~N~CH3Cl1 N C2H5 O

Pol yt hi azi de NH H2NO2S S O Ethiazide HT / N H2N0O2S \ S~ 02 Cycl ot hi azi de
-H F3C ~ N NH H2NO2S ~ S~ 02 Bendr of | unet hi azi de

S' / Chem cal / Sankyo/ FPUL135/ FP0135s P85133/ FP- 0135( PCT?,/t,sa/ Enghsh .

uans| auon/ 08. 04. the angiatonsip Hpccepter autpganigh 2ehieh zn active ingredient of this

invention, is preferably the compound of formula (I) or a pharmacologically
acceptable ester thereof, more preferably a pharmacologically acceptable ester of the
compound of formula (I), and still more preferably the pivaloyloxymethyl, phthalidyl
or (5-methyl-2-ox0-1,3-dioxolen-4-yl)methyl ester of compound of formula (I). The
most preferred compound is (5-methyl-2-0x0-1,3-dioxolen-4-yl)methyl 4-(1-hydroxy-
1-methylethyl)-2-propyl-1-[2’-(1H-tetrazol-5-yl)biphenyl-4-ylmethyl Jimidazol-5-
carboxylate (CS-866).

The compound of formula (I), which is an active ingredient of this invention,
may absorb water or an organic solvent to form a hydrate or a solvate and the present

invention encompasses such hydrates and solvates.

The diuretics, which are another active ingredient of this invention, are
known compounds, and for example, include sulfonamide compounds such as
acetazolamide, methazolamide, ethoxzolamide, clofenamide, dichlorphenamide,
disulfamide, mefruside, chlorthalidone, quinethazone, furosemide, clopamide,
tripamide, indapamide, chlorexolone, metolazone, xtpamide, bumetanide, piretanide
and X-54; thiazide compounds such as hydrochlorothiazide, methylclothiazide,
benzylhydrochlorothiazide, trichloromethiazide, cyclopenthiazide, polythiazide,
ethiazide, 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, J. 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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Hydrof lumethiazic 0 ¢ CzHs CH2 v o0 H2c Indacri none C2H500C - COOH H20C2H5
u.. N Ethacrynic acid NN NH2 1 ~ N NH2 |terene

S: / Cheni cal / Sankyo/ FP0135/ FP0135s P85133/ FP-O | 35(PCT)/tsal/ Engli sh

-uansl ahon/08 04.03 CI "'' Tienilic acid ~ " Quincarbate 13 NHOC N
CC H2ZN N NH Ami | ori de / CH3 HCONHCH \ CH3

HsC
N\
)NL )IN\ |
CH3COHN S SO,NH, CHacON/[\s)\sozNHz
Acetazolamide Methazolamide
cl
Bl
C,HsO S)\SOZNHQ HoNO,S SO,NH,
Ethoxzolamide Clofenamide
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C(CH3)3 MK-447 S./Chem cal / Sankyo/ FP0135/ FP0135s

P85133i FP- 0135( PCT) / t sa~Engl i sh Gansl auon/ 08. 04. 03 Spi ronol act one 14 O

N N/ \WN N Na The compound nane of hy@rochlorothiazide is

-6-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 azi de of . this invention includes pharnmacol ogi cally

acceptable salts thereof,(?or exanpl e, a hydrohal ogenic acid salt such as

hydr of | uori de, hydrgchl oride, hydrobrom de or hydroi odi de; nitrate;

perchl or at e; sulfaﬁg; phosPhat e; a Cl-C4 al kaflesul fonic aef'd salt, which

may be optionally subst wi th a hal ogen at onf as

met hanesul fonate, trifluoronel hanesul fonate or et fonate; a C6-C o

aryl sul fonic acid salt7 whiefisay be optionally s

al kyl group(s), ng\dl%% as benzenes%‘?ﬁ’%’hat e dSﬁzNﬁéaglol uenésul f oR@N¥2 a C1- 6

al i phatic acid salt such as acetate, malate, fumarate, succinate, citrate,

tartrate, oxalate or : ; - no acid salt such as the glycine

salt, lysine salt, al gﬁ%lsﬁleﬁ%kﬁéné@rlg{éu ne salt, dDus@alfiaenede¢d salt or

aspartic acid 2 lt. The preferred salts are the hydrochl oride, nitrate,

sul fate or phosphate~arg the particularly preferred salt is hydrochloride.

When the diuretic ¢ i nbef ore has an asymmetric carbon(s), the

present invention § asses ‘ﬁd
' n

thereof. T I es

descri bed H@Fg?ﬁb b ' 0 Is invention i@ selected fromone
or nore conpounds described heréisBbef ore and preferably |pne diuretic agent
is selected, which is i onbi nati on wi th an angi otjgnsi n
ant agoni st such as CS—§§§%15$g%brred phérye tJj cal ,corpodiii Qf this
invention are: (1) a pharmaceutical conposi diuretlic is a
sul fonam de S / Chem cal / Sankyo/ FP0O135! FP013

P85133/ FP- 0135( PCT) / t sa/ Enghsh hansl| at ~on/#@
HoNO,

OH
Chlorthalidone

H
cl N CyHs

NH
H,NO,S | l
cl NHCH,
o

Quinethazone

/

HoNO,S COOH

Furosemide
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15 conpound, a phenoxyacetic acid conpound or a thiazide conmpound; (2) a
phar maceuti cal conposition wherein the diuretig is a thiazide conpound; (3)
a pharmaceutical conposgfion wherein the diuretic is selected fromthe
group consi sting of hydrosyl o hi azi de, nethyl cl ot hi azi de,

benzyl hydr ochl or ot hi azi de, onegp|a2|de cycl opent hi azi de,

pol yt hi azi de, et hi azi de, 3Fendr of | umet hi azi de and

hydr of | unet hi azi de;, or (4 conposition wherein the
diuretic is hydrochidPesfi i
present invention, i.e., pharnaceut|me nposi t\y ons containing a specific
angiotensin |l receptor antagonist, such 6, and one or nore
diuretics, exerts excellent antlhyperten5|ve agfions and has | ow
toxicities, the pharnaceutlﬁﬁl conpos,gkons are useful as renedies
[preferably preventative or Eﬁﬂmﬁk§IC agents for hypertension, heart

di seases (angi na pectoris, cardiac failure, cardiac hypertrophy), vascul ar
di sorders (arteriosclerosis, post-PTLA restenosis, peripheral vascul ar

di sorders), renal diseases (diabetic gl onerul ar nephritis,
nephroscl erosis); nore preferably preven and/ or therapeutic agents
(particularly therapeutic agents) for ion or heart diseases; and
nost preferably preventative or er.-'.iic agient s (partlcularly

t herapeutic agents) for hyperterfSi-en]. ~Ened| es de akove are
preferably applied to warm bl ooded anlnals espaﬁQﬂHw to Accordi ng
to the present invention, the specific angi nsin |1 agoni st
such as CS- 866 and @iuretics exert better th Hhﬂnudé ' ¢ conbi ned
adm ni stration rather when used 5 In addition, these agents

: o] the sanme organi sm at
ated thay whep’the 2 groups of conpounds

: grbed in organi sns, they switch on
the signals at their resp&Ctiveng, to cause their pharmacol ogi cal
actions. Hence, even when their p centrations S
/ Chem caUSankyo/ FP0135/ FP0135s P8513 -anslano/08
04 03 16 decrease Qe M/the thres a

different tines. It
enpl oyed in the,RpHes

effects, the switchesll t ur ned
on and so the preventative or herapeutlc ; caused by
the first drug are seen. The effects of thg et ni st er ed

| at er are superinposed on those of the forl . Thug the actions of
these 2 agents areyadditive and, ex at—lg observed. Since it
is clinically convenike g at the sane
time, the specific ang t or ant@ such as CS-866, and
the diuretics can be adm ni$ t?ﬁgﬁgehﬁkslngle

phar maceuti cal, pesi t hese agents cannot adequately
be m xed phy5|c al?’y fro i Qni ques, each conpound may be
separately adm ni stered at the sanme by ne.\kurthernore, as described above,
since these 2 groups of agent necesfsarily have to be adm ni stered
at the sanme tine to ggt. excell &r apeutf/i c efficacy, the conpounds nmay

be adnministered at appd6pel ~The maxi mum acceptable tinme
interval to adm nister these 2 grgups of conpounds to obtain excellent

S Hred clinically or
¥peci fic angiotensin Il receptor
@y oral. Thus these 2
&=farnul ati ons of each

preclinically. The adm nistration rou
ant agoni sts, such as CS-866, and di urj¢
groups of conpounds can be prigpey,ge eparat e singl
or as a single formul ation by phyS|caII i ,
conmpounds. Adm nistration fornulations are, for Ins N owder, granul es,
tabl ets, capsules, etc. The free conpoxgds or phar mac\l ogial |y acceptable
salts or esters thereof are mxed w thAdpasgjdaents, AiTuénts, etc., and
prepared accordi ng to conventi onal preparatlon tééﬁnlques as descri bed

bel ow. Nanely, preparations as descri bed above are nmanufactured by
conventional |y known net hods using additive agents such as diluents (for

i nstance, organic diluents including sugar derivatives such as | actose,
sucrose, glucose, mannitol, sorbitol; starch derivatives such as
corn%@amana)ggtatostarch a-starch, and dextrin; cellulose derivatives such
as crystalllne "B&tPhiad ose; gum arabic; dextran; pullulan; and inorganic
diluents including silicate derlwahM¥ea such as |ight anhydrous silicic
acid, synthetic alum numsilicate, caIC|ﬁﬁP@V%m&a%§m nesi um
alunlnonetaS|I|cate phosphat e derivatives such as cé@%ﬁ

hydrogenphosphate carbonates such as caIC|untcarbonate and sulfate

o I T Y T Y ' T T 7 r ey




Dosing ratios of the drugs in the 2 categories may al so be varied. However,
general |y speaking, the rates of the SEeCIfIC angiotensin |l receptor
ant agoni st, such as S:/ Cheni cal / Sankyot#P0135/ FP0135s
-P85133/FP—0135(PCT)/tsa/EngIish transl ati on/ GS 04 03 18 CSs-866, and
diuretics are 1:200 to 200:1 as their weight ratios. In the present
i nvention, the s.eC|f|c angi ot eRAICR,dH,cHecRPt or ant agoni st, such as CS- 866,
and diuretics aye | taneousl ¥y adm ni stered, or separately or
sequential ly ad eredyat thg doses descrlbed above. [Best node for
carrying out t ; invention is described in nore
detail by way of foll ow hg Exa However, the ent invention is
not limted to these exanpl es gt Exanple 1) Hypgtensive effects
elicited by co-adm ni on ™y 3 d hydrochl zi de
Twenty-ei ght mal e spgﬁﬁg%%ously hypertgﬁgfve rats age weeks (SHRs, SPF
grade, purchased from Hoshgi no #ﬂ?g&;tor, : sed. Atransmtter
of a teleneter (TA11PA-c4gY 16§ ENg fs inplanted in each SHR
for recording blood pressure. After recQ , o cal operations,
bl ood pressure was nonitored in the rat e ,} weeks. The rats
. 2 m/kg) for 7
successi ve days (once daily) by gavage. Theyy p@5 di vi I Mvgpo@Har oups (7
od pressure levels in the
groups based on[it he bl*od pressure recorded on thqu %{ @ 6t h days after
i initiated. The rats were oral raea gd with 0.5% CMC
rol group) or test substance suspended in 0.5% CMC
ays (once daily). Blood pressure was
noni tored 1 day prijor to the dr istration and on the 7th and 14th
days after the dr Thg group conposition, test substances,
doses and bl ood p gfrean bl ood pressure tystandard error on
i ) are sunmar¢ized in and 2. The test
subst ances were hydrochl orotH| azi de (HCTZ), 3 2nd” H and CS- 866.
: O ng/2 mM of fi entratijon with 0.5%
CMC sol uti on. edon 0. 5% CMC SMln un So as to be at a
final concentration of | ng/2 m. CS_8ng§gﬁ prepared so
as to S /Chenncal / Sanky&+#P0135/ FP01355"2 33/FP—0135(P )/ t sa/ Enghsh
t ransl auon/ 08. 04. 03 19 be at a final concentration of [*?1 Ong (HCTZ)+ 1

mg (CS-866)]/2 m with 0.5% CMC Bol ution. Taljf dicog]q)@fbﬁﬁggpéetl on and
admi ni stration of Ct substhMace 6U¢31C02trol :0.5% CMC
$0 ng/ Ky G oup 3CS-866 : CS-866 (1 ng/ kg) G oup
)

sol uti onG oup 2HCTZ :

4HCTZ and CS-866 : H g/ kg) +dS-866 (1 ny/ kg) Table 2 Bl ood pressure
| evel s Goup 1G oup 2@ (y oup 41 day before

adm ni strationlQAts y:“ 2 §4¥/ddy\ ter

adni ni strationf63t6152t 6147t 41324,14t h d&y3 af t er

adm ni strati onl66t 715 As ;summari zed in Table 2,

co-adm ni stration of ggﬁ@%ﬁﬁ§ﬂ@hﬂﬁizd@group 4) pshowed a nore excel |l ent
hypot ensive action than those eldigited
HCTZ al one (group 2 or 3) (Prepar at

stearate2.0 ngy
Tot al

Benzylhydrochlorothiazide
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350 ng The powders descri bed above are m xed well, and tableted with a

tabl eting machine to prepare a tablet containing 350 ng. The tablets can be
sugar coated if desired. S /Chenical/Skhkyo/ FP0135/ FPQ 35s

-P85133/ FP- 0135( PCT) / t sa/ Enghsh transl ati on/ 08. 04 03 REPLACEMENT SHEET 19
MAY 2003 20 REPLACEMENT CLAIMS 1. A pharnmaceutical conposition containing
an angi otensin |1 rgFeptor antagonﬂst sel d fromthe group consisting of
a conpound havi ng a“geger Qr mut a~l) 2N H3C H3 H (1) ~N ~

phar macol ogi cal | y accept Hl ts thdreof, pharnmacol ogically acceptable
esters thereof and phar cally dcceptable salts of said esters

t hereof, and one or nore iCS asNffective conponents. 2. A

phar maceuti cal GRNPOS ) to claiml, wherein the angiotensin |
receptor antagonist is the conpoun@ having general formula (1) or a

phar macol ogi cal |y acceprriiileresnethia¢deof . 3. A pharnaceutical conposition

according to claiml1l, wherein the angiotensin Il receptor antagonist is a
phar macol ogi cal | y accept abl e.ester of the gpnpound havi ng general fornmula
(1). S./Chem cal / Sankyo/ FPO1 P 5(PEN / t sal repl acenent

clans for ep, ep,ca,cn,cz,bu,il, , za,|bi, co, \d, m&vni 25. 04 03

H,NO,S s
0,
Cyclopenthiazide
H
cl N\'/CHZSCHZCF3
]: I N H
H,NO,S s enll N CoHs
O
Polythiazide Y
NH
H,NO,S s
. .02
Ethiazide
H
cl N
I I NH
H,NO,S s
O,
Cyclothiazide ’
FaC N
NH
Ho,NO,S s
O,
Bendroflumethiazide

S+/Chemical/Sankyo/FPO135/FP0135s P85133/FP-0135(PCT)/tsa/English translation/08.04.03



REPLACEMENT SHEET 19 MAY 2003 21 4. A pharnmaceutical conposition according
to claiml1, wherein the angiotensin |l receptor antagonlst IS

pi val oyl oxymet hyl ester, phthalidyl estér, or (5-nethyl-
—oxo-1,3-dioxolen-4-y|)nethy| ester of the conpound having general formula
(1). 5. A pharmaceutical conpositi according to claim1, wherein the
angi otensin |1 recep%pr antagonlst?fs t he

(5-net hyl - 2- oxo-1, 3 X0, g4 me | ester of the conpound having
general formula (1). 6. hceuti cal conposition according to clains 1
to 5 wherein the diuretic is g{sulfongm de derivative, a phenoxyacetic
acid derivative, or a thiagide-derivathile. 7. A pharmaceutical conposition
according to cl aHgdOSt 0 5, $The diuretic is a thiazide derivative.
8. A pharnmaceutical conposition acéarding to clains 1 to 5, wherein the
diuretic i s hydrochl or .27 ot hi azi deCl
benzylhydrochlorothiaggggh%ﬁ1¢¥hﬁd§a#§¥kfg } | opent hi azi de,

pol yt hi azi de, ethi azide, cyclothiazide, nmet hi azi de, or

hydr of | umet hi azi de. 9. A pharmaceutical copfpositign according to clains 1
to 5, wherein the diuretic ig hydrochfa i () TO ORI haceut i cal
conposition according to cl ai frs tg 9, wh e conposition is to
prevent or to treat hypertension. [i1. A phar elti cal conposition
according to clainms 1 to 9, whereifj the c n .sS:$0 prevent or to
treat hypertension in marn}bloodedCHmlnalggaiééﬁﬁﬁ) $ ceuti cal

conposi tion according to claigps 1 to 9, gpherein the conposition is to

S:/Chenrcal/Sankyo/FP0135/FP013 a—+—R385133! FP- 0135( PCT) / t sa/ ~epl acenent

. S3g, sk, za, br, co, nx, kr,id, mM&vn/ 25 04
03 REPLACENMENT SH T CH —Q@&6CoOLHan angi otensin |1
receptor antagonis group consi sting of conmpounds havi ng
a general fornmul o

Indacrinone
CZHSOOC\[”jQi j\
N CH,OC,Hs
Qumcarbate
NH2
Z N
Trlamterene

S:/Chemical/Sankyo/FP0135/FP0135s P85133/FP-0135(PCT)/tsa/English translation/08 04.03



'H3C CH3 OH ~COOH (I') ~N ~ pharmacol ogi cally acceptable salts thereof,

phar macol ogi cal |y acceptabl e esters thereof and pharnacol ogically
acceptabl e salts of said esters thereot3 in the manufacture of a nedi canent
treating hypertension in warm bl ooded animals. 14. Use ac.ording to claim
13, wherein the angiotensin Il recepidr antagonist is th
general formula (lI) or its pharnacoﬂ gically acceptable g¢ter. 15. Use
according to claiml3, whgrein tdmsn jotensin Il receptgk antagonist is a
(I'). 16. Use according/to clgim13, wherein the angidtensin || receptor
antagoni st is the pivaloyl oxjynet hyl ester, phthalj
s—~conpound havi ng

general fornula (I 7. Use ac ding to cljai ereiyn the angiotensin
Il receptor antagonist i 1 cal / Sankyd PO Z35a | P85133/ FP-0O
135( PCT) / t sahepl acenent %’Imﬁg ep,
REPLACEMENT SHEET 23 '! 9 MAY-2003 thg
(5-nethy|-2-0xo-1,3-dioxo|en-4-y|."' tNe conmpound havi ng
wherein the diuretic is a sul fonam de deri Sait§Roldciifnoxyacetic acid
derivative, or a thiazide derivative. 19. e according to any one of claim
to any one of clainms 13 to 17, Ekn the diuretic is hydr ochl or ot hi azi de,
met hyl cl ot hi azi de, benzyl hydrochl or ot Myazi de, trichl ornethi azi de,
bendr of | unet hi azi de, or hydrofl uneth{azi de. 21. Use according to any one of
clains 13 to 17, wherein the diurefic\is lydrochl orothiazide. 22. Use
are humans. 23. Use of ong o
medi canent for use in conping An angi otensin Il receptor

' ¥Si sting of conpounds having a general

-for use in conbination with one or nore diuretics for preventing or
g1 conpound havi ng
phar macol ogi cal ly ac ter of the conpound hav.'g geweral formul a
(5-rnsthy|-2-oxo-]}_,I - el O k - met hyl ester
1
ep, ca,cn,cz, hu,il,no, pl, sg, sk, za, br, co gvn/ 25. 04. 03
general formula (lI). 18. Use according to any one of sgcgiHys 13 to 17
13 to 17, wherein the diuretic ;% % t hi azi de derivative. 20. Use according
e

cycl opent hi azi de, pol ythi azi de, ethiaZi de, cycl othiazide,
according to any one of clai 029, wherein said warm bl ooded ani mal s

tics in the manufacture of a
ant agoni st sel ected

CHs

formula (1),
O .
Potassium canrenoate
OH

NH

CHs
I CH,NH 7/
oNH, N SOZNHCONHCH\
. CH,
HCl N/
Torasemide
C(CH3)3
MK-447
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"H3C ~N ~ S'/ Chem~-cal / Sankyo/ FP0135/ FP0135al
P85133/ FP- 0135( PCT) / t sahepl acenent cl anns for ep,
cp, ca, cn, cz, hu, ~l , no, pl, sg, sk, za, b~, colfx, kr, i d, m&vw25. 04. 03 REPLACENMENT
SHEET 19 MAY 2003 24 pharnmacol ogically acceptable salts thereof,
phar macol ogi cal |y acceptabl e esters thereof and pharpacol ogically
acceptable salts of said esters thereof for prevgper or treating
hypertensi on in warm bl ooded ani 24. Use acgordi to claim 23,
wherein the angiotensin |1 ant agoni st i § the npound havi ng
general formula (1) or it i alf e ester. 25. Use

!

according to claim 23, ] i ot ensiyn | | fe eptor antagonist is a
phar macol ogi cal | y acceptlabl e ester of |t he conpound h§@ing general fornula
(1). 26. Use according tlo claiLm 23, rein _tlhe angiotensin Il receptor

antagoni st is the pivalo ' t hal i dyl ester or

(5- met hyl - 2- oxo- 1, 3- di oxol e ester of the conpound havi ng
general formula (l1). 27. Use according to|claim 23, wherein the angi otensin
Il receptor antagonist is the (5-nethyl-2loxo-1, 3-di oxol en-4-yl) et hyl

ester of the conpound having 0, (1). 28. Use according to any
one of clainms 23 to 27, Mere?ﬁpﬁghgﬁ(é@i@ s a sul fonam de derivative, a
phenoxyacetic acid derivative, or a thiazide derivative. 29. Use according
to any one of claim23 to 27, wherein the diuretic is a thijazide

derivative. 30. U8ecempodinagned hydipchlorotbrazide as ¢rehlom-3 4-ditydraitdl-ei n t he
ot e i ' Lo ; L o o .
oeneyt hyar SeAFSERA SRR Ao DY LELENE T ooz oris

pol yt hi azi éeengdrhinalideephatmataddgically abeepthisa dalafthervef, fiorazaniple, ar

hydr of | unmet hi azi de. ' 31. Use according to, any one of clains 23 to 27,
wher ei n théy‘éﬂoﬁ?lég‘?’%‘: pdd ﬁ%}H?‘Hgﬁ‘F V%‘Pﬂf‘%‘i‘i‘f‘dé?’dfs.cbleﬂéﬁi’éfa’fqbg%{m@ﬁ&f FPO

135/ FPO135gydroffinde3 Aithake: PerRIJFSHd) dul faal ﬁ%bﬁ&@;@@}-czhﬁcﬂﬂésuﬁ@ﬁic%@id salt,

ep, ca, cn, cz; hu, ~I', no, pl,’sq, sk, za, bi, co, nx, kr,1d, 1 n&nl25.04.03

REPL ACENENWh8HERTY be optionally substituted with a halogen atom(s) such as methanesulfonate,
trifluoromethanesulfonate or ethanesulfonate; a C4-C)¢ arylsulfonic acid salt, which
may be optionally substituted with a C;-C;4 alkyl group(s), such as benzenesulfonate
or p-toluenesulfonate; a C,-C, 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 antagonist such as CS-866.

Preferred pharmaceutical compositions of this invention are:

(1) a pharmaceutical composition wherein the diuretic is a sulfonamide

S /Chemical/Sankyo/FP0135/FP0135s P85133/FP-0135(PCT)/tsa/Enghish translation/08.04 03



25 1 9 MAY 2003 32. Use according to any one of clainms 23 to 31, wherein
sai d war m bl ooded ani mal s are humans. 33. Use of a conposition as defined
in any one of clainms 1 to 9 in the mankfacture of a nedi canent for
-preventing or treating hypertension in a warm bl ooded animal. 34. Use
according to claim 33, wherein said warm bl ooded ani mal s are humans. S

/ Cheni cal / Sarpopsf FPpeRgx yapgtiaasd porppoudayrpphiazide sgmpermdi t sa/ r epl acenent

cl anns for ep,

ep, ca, cn, cz, hu, ~I, no, pl, sg, sk, za, br, co, nx, ki, i d, mkvn/ 25. 04. 03
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such as sodium sulfate; glycol; fumaric acid; sodium benzoate; DL-leucine;
laurylsulphates such as sodium lauryl sulfate, magnesium lauryl sulfate; silicates such
as anhydrous silicic acid, silicic acid hydrates; and starch derivatives described above
can be listed), binders (for instance, hydroxypropylcellulose,
hydroxypropylmethylcellulose, polyvinylpyrrolidone, macrogol, and similar diluents
described above), disintegrators (for instance, cellulose derivatives such as low-
substituted hydroxypropylcellulose, carboxymethylcellulose, sodium
carboxymethylcellulose, and internally bridged-sodium carboxymethylcellulose;
chemically modified starch/cellulose derivatives such as carboxymethylstarch, sodium
carboxymethylstarch, bridged polyvinylpyrrolidone; and starch derivatives described
above), demulsifiers (for instance, colloidal clay such as bentonite and veegum; metal
hydrates such as magnesium hydroxide, aluminum hydroxide; anionic surfactants
such as sodium lauryl sulfate, calcium stearate; 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 (mg dose/time) of the specific angiotensin II
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
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[Best mode for carrying out the invention]
The present invention is described in more detail by way of the following

Examples. However, the present invention is not limited to these examples.

(Test Example 1)
Hypotensive effects elicited by co-administration of CS-866 and
hydrochlorothiazide

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. CS-866 and HCTZ solution was prepared so as to
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Table 1 Group composition and administration of the test substance
Group 1 Control : 0.5% CMC solution
Group 2 HCTZ : HCTZ (10 mg/kg)
Group 3 CS-866 : CS-866 (1 mg/kg)
Group 4 HCTZ and CS-866 : HCTZ (10 mg/kg)+CS-866 (1 mg/kg)
Table 2 Blood pressure levels
Group1 | Group2 | Group3 | Group 4
1 day before administration 167+6 165+6 167+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 12.5mg
Lactose 275.5 mg
Cornstarch 50.0 mg
Magnesium stearate 2.0 mg
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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1. A pharmaceutical composition containing an angiotensin II receptor antagonist

selected from the group consisting of a compound having a general formula (1),

HsC

CHs,

\OH

HaC N COOH

\Z

)

H
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
I 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
II receptor antagonist is a pharmacologically acceptable ester of the compound having

general formula (1).
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11 receptor antagonist is the (5-methyl-2-oxo0-1,3-dioxolen-4- yl)methyl ester of the

compound having general formula (I).

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
is 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.
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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 11 receptor antagonist is
the pivaloyloxymethyl ester, phthalidyl ester or (5-methyl-2-ox0-1,3-dioxolen-4-

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

17.  Use according to claim 13, wherein the angiotensin Il receptor antagonist is
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derivative.

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