; €3e8445%$6: 6° V868T8W : SPECI FI CACTI ON Medi ci nal conpositions containin
angi otensin |l receptor antagonist Technical field of the i Iﬁ' mmn""m ﬂr
present invention relates to a pharnmaceutical conposition f i ng
si mul t aneously, separately or sequentially an angiotensin Il reespi®r

|
ant agoni st and an acyl coenzyne A: acyl transferas | er
refered as ACAT) inhibitor. The prsgggkﬁé%ﬁ{/@]ti on al so rel at gﬂ' @@E{’W@ ,de
for the prevention or treatnment of arteriosclerosis or disea I
fromarteriosclerosis such as ischenic heart disease, ischem c bra9H*

di sease) pﬁri{)her al circulatory failure, and the |ike) which conprises

adni ni st er VagicnalGPrRAsiEgas gontainying ansipiensin Haeerpten arthgorst

phar macol ogi cal |y effective anbunt of an angiotensin Il receptor antagoni st
and an A i, nhi bi.tor to a warm bl ooded animal (particularly a hunan)
Backgr ouggir?ﬁhnf ﬁFlﬁ]\fgr'ig?BWe*?Héni nci dence of arteriosclerosis is continuing

to increase accolpapysag ihbéntidH feddbstd ARhafmaAciBRhEEd It SlioARE Jr OW ng
proportion of. el derl§“£ﬁlo%le in the population. Arteriosclerosis may be the
g TR

primary caticesige SERATRELRY JeHi6RANY a0 angiptansin Bn, unstabl e
angi na, angcestoheniagosisdead adeaythendysthenitoldta@ionadiieansterse (cer ebr al
infarction ral .a I and .so forth), peripheral circulatory
failure, a@gpe?%%pﬁrirﬁfg.rgqo% gééﬂ’in(gﬂ” ¥ hyperlipidenm a (and particularly
hyperchol esterol em a), risk factors for arteriosclerosis include

hypertensi on, a 51 10 r bohydr at t abol i sm based on insulin
resi st ance. Theglg1 ﬁfllg}rsé%@%%%rlrtgo%aérlao g%%%?ééﬁé‘ae‘?%gg?fh FBEEHOR €Cat i ons of

t he above '&¢atslcagptaltenipssizassis ondibehsascrebekingfran asediosdeyitiueitsX

[ D abet es,jq i : ; ' i devel.o nt _of either

prophyl acti %Y%?léﬁﬁgé%g%%%!:lsflﬁ%}gfrc\rpg%\f?%lﬁggﬁ%g X %ké%g?%lﬁcrlf‘gﬁo?’a{%l 8% is now
urgent |y & thedikepwdighoeamprisss admeinistering sionulfineopslpsepramlyent or s have
eager |y stdedliegkia hERE § o FEIPQS! 1 C ri.Sj ngiotensin |1
receptor aér?tqa oni g{mgnd aﬁ&% _T_llycr?hi bi toérr%l%t égrg?leésr?ﬁl{l,gn%p Iﬁlé%e ®En f ound
that the FHYPFRREHANDCA ACHTBEINGE % aovRIM-Bioagehaniarai(partioslanlyld r ecept or
ant agoni sthuaAgdh)an ACAT inhi bitor has a S;/Chem cal / Sankyo/ FP0242/ FP0242s
P87091/ FP- 0242( PCT) / acf/ Engl i sh transl ati on/ 03. 02. 04 2 nore prom nent
suppressi ve action agai nst progression of arteriosclerosis with | ow

toxi city, Bdvkgrdusidofattinventiogr edi ents are adm nistered in conbi nation

(si mul taneousl Yo seelgg.hat el%/f 0'[’ sequentially), rather than when either one
ree HEFTHOSE TS FPBEBHING RVBFICEPS 2¢ramPayingd t hat

i s adm ni stered al‘ong®
t hi s conbithatintoedudtienagya Westesediet ang gowihg\peshdrien F eﬁ@ﬂ?%@@ﬂ%iiﬁ_ agent

(particul ap I. C ent) far rm bl ooded anjmals (particularly
humans) V\,iac{':_l ﬁ¥3?‘§%§§és %érﬁ?stcﬁe%%&? )frbarﬁo%er&%rﬁrggﬁye%%%‘ﬁgﬁ“&@ hegtheni ¢
heart di setisrases gatnsaidiabinfirntich,seasaisle aagihapend phebealic shdds ddaeR)y fail ure,

and thus hauyR aowp; nt _d ntion, The present. invention
provi des a phar m%ﬁﬁ%é?agéﬁ%ggﬁ ?%flﬁm((%gf £ ?‘”SBT%F‘P ?/Blﬁx%mcfxéﬁﬁ’cal
conposi t i A§iPEeTa Kiscpletarsfailws, and thelikerein additiantte hypedipatensih arat

arteri o_scI@f@&ilﬁﬂjﬂﬁgzﬁé&%ﬁoﬂ&%ﬁﬁéﬁﬁ),s}f&lb%a% ALssheni e s@%@g 19 E'QC?&%SG’ i schemi ¢
brain di s%ase, peri pheral circulatory allur e, and the 15 Ké or
adni ni st erVRE EPsHeM tatbakrgrinalisien i earbphydnets mgtahelisml based ondngilot ensin | |
recept or aedie@aoé.s ThaselriaR fACHE drakbRéiisred tIQﬁhQﬁ@esf'd?ﬁ}?ﬁé&Yi%HE bPhedl SO

of a

provi des a,net hod f.or revention or treatnent teriosclerosis or

. he
art eri osclPRPYsFEolegirdl\isragrs anad bave hiegn proppsechassndsene X Misketes 37, scheni ¢

brain di sa&98 (1988)]. phariahowitive Wedd1opHeh @b diftRr ppRshyidigicl drkBerabh b
conpri ses ir?tgrn{';en%i%e?i r{g si mul tane.ousl,é/, separately or sequentrally a

phar macol 0§ CAr Y R IF SLET L TRNSGHEND IS QW HrgirdbedfSitadi | receptor ant agoni st
and an ACAT inhibitor to a warm bl ooded animal (particularly a human). The
active i ”%&%s‘?{}é%fﬁie Itnggntgohnar maceuti cal conposition of the present

i nvention are an angiotensin |l receptor antagonist and an ACAT inhibitor.

The "angi ot ensi fhe preseoe ptventanhagoeagtly sthdied iasplenmaebufibe active

i ngredi en 1 ' sition of the present invention

bl ocks vaggté,‘gﬁséli“?‘?&g ?1\?/)(%1 ag#%%\g%%te%%gﬁg{ ensin ta%oﬁmbtiaﬁ’diis?fb}\%‘qangi ot ensi n
|1 recept SHubiteic afie @ tsAUILHE hee beers imfracthatrendplae) acandcalasnyiosiional | y

devel opedcaspABing i AVREEhSASH V&e BB Mhntagonist and an ACAT inhibitor has a
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Such an angiotensin Il receptor antagonist includes, for exanple, a

bi phenyl tetrazol e. conpound or bi phenyl,carboxylic aC|d derivative such as:

a conpound having the general formula 8|) or a pharmacol ogi cally acceptabl e
salt thereof disclosed in the Japanese Patent Publication (Kokal) Sho

o e pgeat R R R B O e

whi ch t he lowetakicHy, whereboth &tivatiygredientd aremdinih®tered In combination

Htetrazol azel -3 thao and in the
present i nsgxrll%:t%%opg%g%paaﬁa%ﬁ : %Ln%almh LIIgliogl&cal WRFREERCREIR salts of

| osartan (@@gwqtawdpﬁé@%sﬁum@anprmhee p@Sbnklel)/er}torahamTﬁouuddhhmhmg t he
general f ofgmihifafidd tiirafy RNARCGR O0i ta)

di sclosed in tlhg Japar?elg}e Pat ent Paﬁglelg%lédtl‘lyeo kl@lﬁggﬁg(p%qg@%ﬁ%m 91 /
14679) { prfhsrapgutic sasedder warmdtloggademingls (@hfetrﬁUé%[ﬂy hamanikwith

2- N-but yl dﬁs@e@eé Qéé(.ﬁﬁ@é)ﬁ*eﬁﬁ&%érlos[:}%mﬁ(ls $uch as ischemic heart disease, ischemic
Htetrazol - |.) bi phenyl - 4-yl net hyl | - 2i m_ dazol i ne-5-one, and in the present

i nventi on *? disFasss, ?%P%%%erﬁh%lfﬂﬁ%@%&lﬂ@a? | apcaidwieianscemplated thyf

i rbesart anprkeserit ifRemPMNd havi ng the general fornula (1), an ester thereof,
or a pharmacol ogically acceptable salt thereof disclosed in the Japanese
Pat ent Publication (Kokai) Hei 4-235149 (EP 433983) {preferably val sartan,

of which the Chﬂﬁ&@iesﬂﬁﬁﬁvér&m(nﬁ)mb&d&ﬁh%ﬁékm@céu?cwaﬂ cdmposition

Htetrazol -5-yl ) hi | -4 me valin nd in the present invention
val sartan (Pﬁrct?lcﬁﬁdaéﬁs‘;) %fﬁ% 6#0%1‘%/’?%/ %Eéﬁ? BreyEpteR Ogﬁﬁatment of
phar macol oegite:raisbgerms:ezpmabﬂuﬁscmbms def*w&tﬁﬁ&ﬁﬁieamu}ch a3 iScehti¥ yehf aci d

derivativey I & r mul. [ . ester. thereof, .or

phar macol og?%\aéie{]l %C%éc}gle:gcf%%\ esg%tﬁ% P rh@%e(é%# élﬁﬁug%ﬁogégéluf?l ?ﬁettnfa\%ﬁh@e Pat ent
Publ i cat i crinikéstering pleultar@ensly lsqrdsiely, droggddatialyprrefegiatehyincindesart an,
of which t yl oxycar bonyl oxy) et hyl

2- et hoxy- 1’13[€2‘& Bpg}‘&%ﬁ’m%?%%%ﬁ.@‘ﬁ"b Ebg)r(]w 4-yl methyl]-1

H benzi m dazol e- 7car boxyl ate, and in the present invention candesartan

i ncl udes car boxypeCoragd f ARt 1YE accept abl e
esters of the car tg:g&yl iC 1aC| i d deri vgﬁcfv\g%é%oérlg/}fb?q% IJt)r%gélft?cL %/ and

phar macol dgfataeny ohiierinssisresis a1 ?%teflﬁ%ql‘%é‘éﬁls}deﬂde@érﬂgéi%ﬁl fushaas d derivative

havi ng t hQsé}%ﬁE@ﬂeaﬁQﬁMs@ iséem@braSt @kedREpENher cifbudlBHBGALOYI cal |y
accept abl e sal téé‘f r of disclosed in the Japanese Patent Publicat’ion
8

(Kokai) Hédsthe (SErasnRriRs s BegyinisHEt RS BRI {pnspREEateparatelsforwhi ch t he

(]:- Ee(rjn cal I‘&Q’&emtﬁal(y& ﬁﬂéﬂﬂﬂécoﬂ)g@éﬂy Effectivdi QLB 4mYdngidtBh AN 1T Acbptor
ydr oxy-

|.e .0
Htet razol Be 5 aﬂ'rﬁiy?f%/f‘%ﬁ@ ﬂﬁ%ﬁ‘\?r f‘% ?nwci’%?op]@méedcﬁ?m)&?%flémaéw& inthe
present i rmenam)on ol mesartan i ncludes carboxylic acid derivatives thereof,
phar macol ogi cal |y acceptabl e esters of the carboxylic acid derivatives
(CS-866 or the like), and pharmacol ogically acceptable salts thereof.}; and
a conpound havi ﬂ'@letMVQMc@bnﬁsmfnhé ahé&imaceaticalstopn pdsitioreof the giresent

Publ  cati on' (RS Tar gl Th ortr BRlalhBE s80E0 A M RRET ST e Sl
tel msartan, of V\/mch the chem cal nane is 4'-[[2-n-propyl-4-methyl-6-(1

S:/ Chem CaVSankYI@{eFEQéé}?JnEl?Pﬁ‘%gc%pP&H}%&é&P s 2ALGEGhL b fle ZARk! Sh

transl ati on/ 03,

met hyl benﬁ&ﬁeéeﬁﬁ ofzthﬁlahabeﬁﬁwﬁceés@npqswprp ebtheyprEptHavstion klaeksoxy| at e,

and in thazasé@sleatctive\éeﬂéﬁ BNabh @bIEhSAY 1 B Ulﬁkﬁhg@@ﬁngﬁfelﬁ@wh'rsce%%rg
derivativ reof Ear macol ogi cal ly accept abl e esters of e carboxylic

acid deri ?ﬁ"’it gn the, gel ﬂéﬁf‘?‘fﬁéﬁfﬁaf%&l Py atecepteamly derloged pepBof . 3. The
angi ot ensiantihypéreeeieigennt agoni st preferably is |osartan, irbesartan,
val'sartan, candesartan, ol nesartan, or telmsartan; nore preferred is

| osartan or ol mesartan; and nost preferred is ol nesartan. The pl anar
chemi cal struct Bueh amfaﬁgi@teﬁmeflewoeﬁtoaragjt@goemi1ﬁlc1{1He§ g6elapipléd agoni st s

are shown QW, em cal / FP0242/ FP0242
P87091/ FP- 6@2@"(" %%Zacf%g}}’g LT horh%a LYAar 9;7}613 36515 gerivative such as:

a compound hav1ng the general formula (I) or a pharmacologically

acceptable salt thereof disclosed in the Japanese Patent Publication (Kokai) Sho

S:/Chemical/Sankyo/FP0242/FP0242s P87091/FP-0242(PCT)/acf/English translation/03.02.04



'l HCNCHROHHC~NO3CH2 s CH/ NN/ NN\ NN\ N-NHH/ /

| osartan irbesartan OH3C CH3 N/ ~\ Cf3 H C-N CO2H ~-o0 'N CH2 H3C CH2 CO
-0COp \ \ / NN~NN|| ~ i \ N~N\ N-N H H / / valsartan candesartan HsC
HsC HBC CH3 / \ \N I ° i ~NwNQ2CH2 CH3 ~ NH3C CH2 ~ H3C CH2 \ \ ON

N/ \ ~ Nz | e artante rta he. " ACAT i nhibitor"
that is on%sg % g‘}g 1\53? ‘é??gr{m&l LRIy l%ﬁ‘ar{aﬁle ﬁWéfCMLSGPF%?JEBWﬁd& tion of
t he presen2- bumlehchlom 11[2’- @R -®gezo]- 5y biphahyld-- ltykn?hyl]{i(bﬁhﬂgdﬁﬁolll!a- t " but
chol ester I r and n t _an ecreases.chol estero u
al so actso‘ng 1?Hé;%lt ﬁgﬁﬁg&?%ﬁ%@g@&f& c(P(Tsestl‘guc}r%rswloi;1 e%Poo Selegigally) | s

S: / Chemi caapsanuap@/ mzﬁmwmaﬁaﬁ@m@mrﬁm(@@@ lise)t}f Engl i sh

translation/ 03. Q2.Qdsouki ﬁgﬂng?ﬁ@ﬁéﬁéﬁg{%}‘fah@ Jr%{ Jl) i rophage f oam

cells (inhibits accunul at | on he ce e |nh|b|tor
was or i gi reAcFptaglessalindgrens disslasgdiin thodapanese Rtateng Pybli¢ateat (Kngyo) Hei

hyperl i pi demoga9s (ROLEN 119880 EHASLSbly irbesartan, of which the chemical name is
2-N-butyl-4-spirocyclopentane-1-[2’-(1H-tetrazol-5-yl)biphenyl-4-ylmethyl]-2-
imidazoline-5-one, and in the present invention irbesartan includes
pharmacologically acceptable salts of irbesartan.};

a compound having the general formula (I), an ester thereof, or a
pharmacologically acceptable salt thereof disclosed in the Japanese Patent
Publication (Kokai) Hei 4-235149 (EP 433983) {preferably valsartan, of which the
chemical name is (S)-N-valeryl-N-[2’-(1H-tetrazol-5-yl)biphenyl-4-ylmethyl]valine,
and in the present invention valsartan includes pharmacologically acceptable
esters and pharmacologically acceptable salts of valsartan.};

a carboxylic acid derivative having the general formula (I), an ester
thereof, or a pharmacologically acceptable salt thereof disclosed in the Japanese
Patent Publication (Kokai) Hei 4-364171 (USP 5,196,444) {preferably
candesartan, of which the chemical name is 1-(cyclohexyloxycarbonyloxy)jethyl
2-ethoxy-1-[2-(1H-tetrazol-5-yl)biphenyl-4-ylmethyl]- 1 H-benzimidazole-7-
carboxylate, and in the present invention candesartan includes carboxylic acid
derivatives thereof, pharmacologically acceptable esters of the carboxylic acid
derivatives (TCV-116 or the like), and pharmacologically acceptable salts
thereof.};

a carboxylic acid derivative having the general formula (I}, an ester
thereof, or a pharmacologically acceptable salt thereof disclosed in the Japanese
Patent Publication (Kokai) Hei 5-78328 (USP 5,616,599) {preferably olmesartan,
of which the chemical name is (5-methyl-2-oxo-1,3-dioxolen-4-yl)methyl 4-(1-
hydroxy-1-methylethyl)-2-propyl-1-[2’-(1H-tetrazol-5-yl)biphenyl-4-
ylmethyljimidazole-5-carboxylate, and in the present invention olmesartan
includes carboxylic acid derivatives thereof, pharmacologically acceptable esters
of the carboxylic acid derivatives (CS-866 or the like), and pharmacologically
acceptable salts thereof.}; and

a compound having the general formula (I), an ester thereof, or a
pharmacologically acceptable salt thereof disclosed in the Japanese Patent
Publication (Kokai) Hei 4-346978 (USP 5,591,762, EP 502,314) {preferably
telmisartan, of which the chemical name is 4’-[[2-n-propyl-4-methyl-6-(1-
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Such an ACAT inhibitor includes, for exanple: a conpound having the general
formula (1) disclosed in WO 92/09561 [preferably FR-129169, of which the
chem cal name is N-( 1, 2-di phenyl et hyl )-2(2-octyl oxyphenyl)acetam de]; a
conmpound having the general formula (1) or a pharnacol ogically acceptable

salt there nes ub |c on, (Kghyo [

8- 510256 ( t}g@ﬁ %é%@gz%%ﬁg’]g%ﬁ% 1daf'?§‘)1 qﬁ?&%‘%ﬁ) i%?%’fﬁ%‘%’ %&ﬂg‘gh t he
cheni cal niartbe |pse®n64rmengoprtcipyi;q:tam;dcmde[s(ca;mo;@ht acnds@pivaﬁyéqotﬂmemblf,)

acetyl] s [ 1 ncl udes

phar nacol gtli%gﬁtcglogggg Iag%ﬁtplgfolgfgt%& fté Fc a%ldc%rlv%ﬁ‘ﬁe(:? Ra%i ng the
gener al f aplrarmacplogicelly acesptabinsaltothiecedflly accept abl e sal t thereof

di sclosed in EP 421441 (USP 5,120,738) {preferably F 1394, of which the
chem cal nane is ) ) ]

(1S, 2S) - 2- [ 3- ( 2, Ehernaietepsipribpsreptos eotadoniss indefpraply Hesartary-ishesartan,

3 [ (4R) - N-{ehschiard cafiad A8 iMar b 3ol | X AIFEAC AIAOBK L APH NOLELAR) Oat €.

and in the present i nvention F-1394 i ncludes pharmacol ogically acceptabl e
salts of Fericdmgsartan; arshmesterefires isiolnasastatogi cal |y acceptabl e salt

t hereof disclosed in the Japanese Patent Publication (Kohyo) 2000-500771
(WO 97/ 19918, Q§F 5,990,173) [preferably F-12511, of which the chem ca
name is (S)-2', anar chemical structures of the preferred angiotensin II receptor

trinmet hyl Auagydm@ﬁyeahd@daeyh¢h|o-a-phenylacetanlIlde, and in the present

i nvention F-12511 includes pharnacol ogi cally acceptable salts of F-12511.];
a conpound having the general fornula (1) or a pharmacol ogi cally acceptabl e
salt thereof disclosed in the Japanese Patent Publication (Kokai) He
10-195037 (EP 790240, USP 5, 849,732) [preferably T-2591, of which the

chem cal nane is

1-(3-t-butyl - 2-hydroxy- 5- met hoxyphenyl) - 3- (2cycl ohexyl et hyl ) - 3- (4- di met hyl a
m nophenyl Yurea, and in the present invention T 2591 incl udes

phar macol ogi cal |y acceptabl e salts (hydrochloride or the like) of T-2591.];
a conmpound having the general formula (1) or a pharmacol ogically acceptable
salt thereof disclosed in WO 96/26948 {preferably FCE-28654, of which the
chem cal nane is

1- (2, 6-diisopropyl phenyl)-3-[ (4R 5R) -4, 5-di net hyl 2- (4- phosphonophenyl ) - 1, 3-
di oxol an-2-yl nethyl Jurea, and in the present invention FCE-28654 includes
phar macol ogi cally acceptable salts (sodiumsalt or the |ike) of

FCE- 28654. }; S:/ Chem caUSankyo/ FP0242/ FP0242s

P87091/ FP- 0242( PCT) / acf/ Engl i sh transl ati on/ 03. 02. 04 a conpound havi ng
the general fornula (1) or a pharmacol ogically acceptable salt thereof

di sclosed in the specification of WO 98/54153 (EP 987254) {preferably

K- 10085, of which the chemi cal nane is

N[ 2, 4bi s( et hyl t hi 0) - 6- met hyl - 3-pyridyl]-2-[4-[2-(oxazol o[ 4, 5-b] pyri di n-2y
| t hi o) et hyl ] pi perazin-1-yl]acetam de, and in the present invention K-10085
i ncl udes pharnmacol ogically acceptable salts and sol vates of K-10085.}; a
conmpound having the general formula (1) disclosed in WO 92/ 09572
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(EP 559898, USP 5, 475, 130) [preferably HL-004, of which the chem cal nane
is.N-(2,6-diisopropyIphenyl)-2-tetrade§ylthioacetanide.]; a conpound havi ng
the general fornmula (1) or a pharmacol 6gically acceptable salt thereof

di scl osed in the Japanese Patent Publication (Kokai) Hei 7-82232 (EP 718281
) {preferably NTE- |22, of which the chem cal nane is

transl, 4-bi s[ 1- cycl ohexyl gB3- (4- di met hyl am nophenyl i donet hyl ] cycl ohexane
, and in the presentN+ ntion NTE-I122 includeg ] col ogical ly

accept abl e salts of |[NTE4122.}; a conpound or a |phaflmacol ogi cal |y accept abl e

salt therepf di el maHd)eHJapanese Pat ent Ry gt i on (Kohyo) Hei
10- 510512 6/ 10513;@2 {preferably H&-186054, af, whi ch the chenical name
is 2

1- benzyl - 1-[ 3-(pyraz 2 | t hi 0) - 6- net hyl pyridin-3
-yl]Jurea, and in the sent invention FR-1860%4 includes pharnacol ogically
accept abl e salts of FRE86 i a conpound havi~g/'hﬁ_gg eral formula (1)
or a pharmacol ogi cal |y acgept abl e salt thereof discl gsedjin WO 96/ 09287 (EP
0782986, USP 5, 990, G N

N (1- pentyl -4, 6-di )r opgnean de, and in the
present invention i abl e salts thereof
(hydrochloride or the like).]; and a conpound having the general formula
(1) or a pharnacol dfSAY3P accept abl e sal t tﬁépééﬁrg?%closed in W 97/
12860 (EP 0866059, USP 6, 063,806) [preferably
N-(l-octyl-5-carbox¥£§thyhﬂ4,6-dinethylindoIin-7-y|)-2,2dinethylpropaneanid
e, and in the presen tTienfion i ncl udes pharngcological |y acceptable salts

~

t hereof (hydrochlorilde, |sulfate, or the like).]. T AT i nhi bitor
preferably %§ ond “sebkected fromthe u st’stithg of FR-129169,

Cl -1011, - 4, F-125ﬁ1, T- 2591, FCE- 28654, K 1998500' 8R4, 22,

FR- 186054, ? 2 V22 2

N- (1- octyl - 5- car boxyr yl -4, 6di met hyl i ndol i n-7 -2, 2-di met hyl pr opaneam d
e (hereinafter refe as conpound A), and

N (1-pentyl -4, 6-di metNgyl i gdolyn- 7-yl ) - 2, 2di met hylpr oganegm de (hereinafter
referred as conpound
P87091/ FP- 0242( PCT) /.4 nohi ¥h t ~ansl ati oNO3!
acceptabl e salt the The ACAT inhibitor no efeqably is a conpound
sel ected fromthe group consisting of Cl-1011, 2511, N-( .
%égﬁ;gthg-zsrbgﬁéﬁg&?ggiééHGdlnethyllndolln-gggggéé%éggh met hyl pr opaneanmni de
N- (1pentyl -4, 6-di met hyl i ndol i n-7-yl) -2, 2-di met hyHg€opangagm de (c
or a pharnmacol ogi cal | Mg ;abl e salt thereof; nos)—pref 24
N- (1- octyl - 5car boxy, (- di met hyl i ndol i n-7- 2- dj

ghir macol ogi cal |y

onpound B),

&ropaneanid

e (conmpound A) or aj phgrnmacol ogically acceptabl g s’ ~The pl anar
chem cal struc;uLgstm pieferred AGAT ten%£§$g s are shown below. | \ \
~ 0O/ N\ Hrgc~(CHz)4$ﬁ3 H3C CH@HM; g~+*\ HC|l ~ CHs Ob | CH3
CH3 CH3 CH, o o CH,

N g
| : ®

7 N—N
N l CO,H
H

olmesartan telmisartan

The “ACAT inhibitor” that is one of the active ingredients of the
pharmaceutical composition of the present invention, is an agent that inhibits
acylcoenzyme A: cholesterol acyltransferase (ACAT), and not only decreases

cholesterol but also acts directly on arteriosclerotic lesions of blood vessel walls
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FR- 129169 OH3C CH3II ~\/ ~N N. (CHz)eCHSO OHH CHs Ol ' NCH3 ~ H3C CH3O

CHs F-1394 OCH3 H3C ~ / N N H3C CH3
HsC\ N S~(CHz)CHs O HO CH3 F-12511 HsC/ \ Hs HBC CH3 HH OO\ N N\

/ OH POOH CH3 O FCE- 28654

and then inhibits the formation of macrophage foam cells (inhibits accumulation
of cholesterol in the cells). The inhibitor was originally designed as an agent for

preventing or treating hyperlipidemia or arteriosclerosis.

Such an ACAT inhibitor includes, for example:

a compound having the general formula (I) disclosed in WO 92 /09561
[preferably FR-129169, of which the chemical name is N-(1,2-diphenylethyl)-2-
(2-octyloxyphenyl)acetamide];

a compound having the general formula (I) or a pharmacologically
acceptable salt thereof disclosed in the Japanese Patent Publication (Kohyo) Hei
8-510256 (WO 94/26702, USP 5,491,172) {preferably CI-1011, of which the
chemical name is 2,6-diisopropylphenyl-N-[(2,4,6-
triisopropylphenyl)acetyl]sulfamate, and in the present invention CI-1011
includes pharmacologically acceptable salts of CI-1011 4

a compound having the general formula (I) or a pharmacologically
acceptable salt thereof disclosed in EP 421441 (USP 5,120,738) {preferably F-
1394, of which the chemical name is ( 18,28)-2-[3-(2,2-dimethylpropyl)-3-
nonylureidojcyclohexan-1-yl 3-[(4R)-N-(2,2, 5,5-tetramethyl-1,3-dioxane-4-
carbonyl)amino]propionate, and in the present invention F-1394 includes
pharmacologically acceptable salts of F-1394.};

a compound or a pharmacologically acceptable salt thereof disclosed in
the Japanese Patent Publication (Kohyo) 2000-500771 (WO 97/19918, USP
5,990,173) [preferably F-12511, of which the chemical name is (S)-2’,3°,5-
trimethy1—4’—hydroxy—oc—dodecylthio—a-phenylacetanilide, and in the present
invention F-12511 includes pharmacologically acceptable salts of F-1251 1.];

a compound having the general formula (1) or a pharmacologically
acceptable salt thereof disclosed in the Japanese Patent Publication (Kokai) Hei
10-195037 (EP 790240, USP 5,849,732) [preferably T-2591, of which the
chemical name is 1-(3—t—buty1—2-hydroxy-S—methoxyphenyl)-3—(2-
cyclohexylethyl)—3—(4—dimethylaminophenyl)urea, and in the present invention T-
2591 includes pharmacologically acceptable salts (hydrochloride or the like) of
T-2591.];

a compound having the general formula () or a pharmacologically
acceptable salt thereof disclosed in WO 96 /26948 {preferably FCE-28654, of
which the chemical name is 1-(2,6-diisopropy1pheny1)—3—[(4R,5R)—4,5—dimethy1—
2-(4-phosphonopheny1)—1,3-dioxolan-2—y1methy1]urea, and in the present
invention FCE-28654 includes pharmacologically acceptable salts (sodium salt
or the like) of FCE-28654.};

S:/Chemical/Sankyo/FP0242/FP0242s P87091/FP-0242(PCT)/acf/English translation/03.02.04
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S: i Chem caUSankyo/ FP0242/ FP0242s P87091/ FP- 0242( PCT) / acf/ Engl i sh
translationi 03.02.04 9 SSCH3 _ HO~MNIT \ N~~~ NOi NS~ ~ S N CH3
CH3 K-10085 H3C CH3 O/ N(CH3)2 H ~ \Il \ N1~S~~CHz)~sCHs H\~/~ NNH I /
OHs | \ NIf NCH~ O3 (H3CQzN HL-004 CH3 S/ CH3 \l N\HI / \NHI \

S~CH3 NTE- 122 ChBcdiipétidd hawihidke pmet8Ha)m@HS()i or GEKLHR510ER 136054 CH3 |\
/N HC UOaE%zétgtlfe sNaﬂ tihe%galﬁ)sgd cfr? t@eogpneg:ii%ation of WO 98/54153 (EP
987254) {preferably K-10085, of which the chemical name is N-[2,4-
bis(methylthio)-6-methyl-3-pyridyl]-2-[4-[2-(oxazolo[4,5-b]|pyridin-2-
ylthio)jethyl]piperazin-1-yljacetamide, and in the present invention K-10085
includes pharmacologically acceptable salts and solvates of K-10085.};

a compound having the general formula (I} disclosed in WO 92/09572
(EP 559898, USP 5,475,130) [preferably HL-004, of which the chemical name is
N-(2,6-diisopropylphenyl)-2-tetradecylthioacetamide.];

a compound having the general formula (I) or a pharmacologically
acceptable salt thereof disclosed in the Japanese Patent Publication (Kokai) Hei
7-82232 (EP 718281) {preferably NTE-122, of which the chemical name is trans-
1,4-bis[1-cyclohexyl-3-(4-dimethylaminophenyljureidomethyl]cyclohexane, and
in the present invention NTE-122 includes pharmacologically acceptable salts of
NTE-122.};

a compound or a pharmacologically acceptable salt thereof disclosed in
the Japanese Patent Publication (Kohyo) Hei 10-510512 (WO 96/10559)
{preferably FR-186054, of which the chemical name is 1-benzyl-1-[3-(pyrazol-3-
yl)benzyl]-3-[2,4-bis(methylthio)-6-methylpyridin-3-yljurea, and in the present
invention FR-186054 includes pharmacologically acceptable salts of FR-
186054.};

a compound having the general formula (I) or a pharmacologically
acceptable salt thereof disclosed in WO 96/09287 (EP 0782986, USP 5,990,150)
[preferably N-(1-pentyl-4,6-dimethylindolin-7-yl)-2,2-dimethylpropaneamide,
and in the present invention includes pharmacologically acceptable salts thereof
(hydrochloride or the like).]; and

a compound having the general formula (I) or a pharmacologically
acceptable salt thereof disclosed in WO 97/12860 (EP 0866059, USP 6,063,806)
[preferably N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-
dimethylpropaneamide, and in the present invention includes pharmacologically

acceptable salts thereof (hydrochloride, sulfate, or the like).].

The ACAT inhibitor preferably is a compound selected from the group
consisting of FR-129169, CI-1011, F-1394, F-12511, T-2591, FCE-28654, K-
10085, HL-004, NTE-122, FR-186054, N-(1-octyl-5-carboxymethyl-4,6-
dimethylindolin-7-yl)-2,2-dimethylpropaneamide (hereinafter referred as
compound A), and N-(1-pentyl-4,6-dimethylindolin-7-yl)-2,2-

dimethylpropaneamide (hereinafter referred as compound B), or a
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compound A Wen the angiotensin Il receptor antagonist and the ACAT
i nhibitor, the active ingredients of tle pharmaceutical conposition of the
present invention, have a basic group such as an am no group, the salts of

>

t hese conpounds can be prepared by reacting the conpounds with an acid, and
when the apgireiRBRkikally ae@%@glgga@m@g@mi st and the ACAT i nhibitor have an
acidic group such as a carboxyl group, the salts of these conpounds can be
prepared by reacting the conpounds with a base. Such salts are included in
PB7081] PP 0242 PCT) el | Fpok She 0 f’@“”’“‘@"Eﬁmoﬁdé’ﬁé‘%w@w%fmm o erred

- ac on e preferre
salt, wherP'PHB 8??%%%&@?@5@& i%ggﬁd\? %ﬂftg?goqarhwg’eéﬁgaﬁgb group,
i ncl udes adimetioylgeiolin-7agl)-@,Sdirhethiprogxaaplide (@ripsdhdhe ageNatle such as
hydr of | uor d Lom hydr.oi odi de id.rate,
per chl or atlse%‘%%1 ‘mg ({%%B‘p}'hlggﬁ %;ylgéoi)ﬁlén?tgelgm% %‘P’é‘g%@(?m&’ﬂlﬂg?é’l 9T et or
exanpl e, aphawercobkicallyacddpatdt sals ticdreafs mmst beafe:sreldl fsomal{e,ptyl 5-
trifluoro onat IsuI ate such as
benzenesur;fe%nage adts ?%I(ﬁrenr?gﬁsyu’%fd%ﬁg{%% aée?é?éthy ”Qom[po nd
succi nate,A)cqrtaraltt@m@gblgrdaéiy@pcmmlarsaltehemﬂhl at e, rral eate, or the like; or
an amno acid salt such as glycine salt, lysine salt, arginine salt,
ornitine salt | utamat e, or aspartic acid salt. The preferred salt, when
the origi nal an?@@oﬂ?@@r ehamicalstpiatarestnfyhe arefersedAEAGHobibitornateudes a
met al sal tghdu@f b&@¥@NMPl e, an alkali netal salt such as sodiumsalt,
potassiumsalt, or lithiumsalt, an alkaline earth netal salt such as
calciumsalt or nmagnesiumsalt, alumnumsalt, iron salt, or the |like; an
amne salt, for exagple, an inorganic sal tH;euchcs anmoni gy Salch, an
organic acid salt @ i benzyl,am ne sgl't, norpholine
salt, gl ucosan 3/ | yci ne al kyl
salt, N net ' uani di ne sal
trlethylam * | am ne &Lt
salt, chloropr ocal ne rsal t, pr ocai ne salt,
N- benzyl phenet hyl am ne sal t, m@_@;gﬁl ne sﬁ'ﬁat) t et $tanet hyl%h'ﬂ"ronl umsalt,
tris(hydroxynethyl)am nonet hane dal't or the like; or an anino acid sal t
such as gl ycine sgliro1kysine salt, arginine salgs-q@initine salt, glutamc
acid salt, or aspartic acid salt. Wen the angiotensin Il receptor
ant agoni st and the ACAT inhibitor, the active ingredients of the
pharmaceutical conposition of the present invention, have asymetric
carbons in their structures, these conpounds can exps8t&.as vari ous
stereoi sonmers due to such asymmetric carbons. In thesent i nvention
t hese conpou are re sented as a single claﬁgn ca ornul a individually.
The present*f\pvéntion le Alsse@Hpgmp 'ﬂ‘y vi dual H stere0|((§ gngs and
m xtures ofo of, mor e [st efjeolsoners in @ oy Whes angi otensin |1
receptor antagani 8t ando he A i bitor, act®ve ingredients of the
phar maceuti c nposilti on of C}:E esenth nvgntion, are allowed to stand
in contact Hf tst he at nosphere or *to recrystalkHi ze, they nmay absorb water
or water may attach on themto forma hydrate. The present invention
enconpasses such hjd¥¥tles. S:/ Chem caUSankyo/ FPOZ422FP0242s
P87091/ FP- 0242( PCT) / acf' Engl i sh transl ati on/ 03. 02. 04 11 The
pharmaceutical conposition of the present invention is a pharnaceutical
conposi tion for administering sinultaneously, separately or sequentially an
angi otensin || E'é’pt or antagoni st and an ACAT i nhi bitCor . $T the present
invention a do g mfor ni strati onH;G fies t wo ts
"simul tanegusl %\t par i cularly limted provided; ®hato t he two agents
can be adnmi'nis N the sane tine. sage formis a
si ngl e uni t:<%asgege flor M cont ai ning the two & s. dn the 1% i nvention
a dosage formfor ad tration of the two & S ¢
sequentially " is not ticularly limted providgd that the t W®Hagent s can
be separately adm ni stéred wherein there is a tineinterval betfween the
first admnistration, &CHome agent, and the second administration, of the
ot her agent. For exan‘g after a pre-determned tine fromthe flrst
admini stration of thé>AEAT i nhi bi tor, the angi of €<t | recept or
antagoni st is adm nistered, or after pre-determned tine fromthe first
adm ni stration of the angi otensin Il receptor antagonist, the ACAT
i nhi bi tor §&eRdRhkblRi@has The phar macubh i slooe@Resish Lol ofdae present
invention relates to (1) a pharnaceutical conposition for adm nistering
si mul t aneously, separately or sequentially an angiotensin Il receptor
ant agom st and an ACAT inhibitor. Preferred pharnmaceutical conpositions



(2) a pharmaceutical conposition according to ( 1 ) wherein the angi otensin
Il .receptor antagonist is losartan, irhgsartan, valsartan, candesartan,
ol resartan, or telm sartan; (3) a pharnaceutical conposition according to (

1 ) wherein the angiotensin Il receptor antagonist is |osartan or
ol nmesart an; (4) a pharmaceutical conposition according to (1) wherein the
angiotensin |l receptor antagoni st |s ol nesartan; (5) a pharnaceuti cal

conmposi ti on according to any one oé/ F1) to (4) wherein the ACAT i nhi bitor

is FR-1291 Cl-1011, E-1394 511 T-2591 ) FCE 28654, K-10085,

HL- 004, NT& 122-0 FR- 186054 -0t yi - 5- car boxynet hy|

S:/ Chemi cal W &¥\/EVQQ FPG2% allFP-0242(PCT)/acf/EngI|sh

transl ati oNO3. 65

4, 6- dinethylindolin ¥ % 2, 2- hethylpropaneanide or

N—(l pentyl -4, 6di met 'H Bhdol i n-7- yl) -2, 2-di net hyl propaneam de or a

pharnacologically acceptable salt thereof (6) a pharnmaceutical conposition

according to any one of (1) to (4) wherein the ACAT inhibitor is

N—(l-octylﬁ% caé oxymet hyl -4, 6-di met hyl i ndql i n-7-yl) -2, 2di -thmkﬁippaneanid
O

e or a phar ically acceptable salt reof Thejire @'
phar maceut i CANTPOsi t L@pg,,8hs0 include oQpdsi tions which
colbi It | on of an ang|QFen |n reciptqr ant agoni st, an

are an optid

active ingr - of; t he pharmace el ected from (2) to
(4), and an ACAT 'nhibitor an ac gl | Ng e pharmaceutica
conposition, sel 6ct ed froniﬂﬁynﬁ* (6). Exanpl es of ch a conbination are
shown bel ow: (ﬁg a pharmaceutical conposition according to ( 1) wherein
the angi ot ensi M40 ecept or antagoni st, an '"@¢tiee ingredient of the
pharmaceutical conposition, is |osartan, irbesartan, valsartan,
candesartan, ol nesartan, or telnisartan, and the ACAT inhibitor, an active
i ngredi ent of the pharnacedfi cal conposition, is FR-129169, Cl-1011,
F-1394, F-12511, T-2591, 664, K-10085, HL-004, NTE-122, FR- 186054,
N-(1-octyl #/5-{car boxymnet -

e, or N (1% i

Ipropaneanide or a
aceut i cal conposition
according to ( 1 wherI thécangioten5|n Ihﬁye Dt ant agoni st, an
active ingredient of the pbarnmaceutical conpositigg, msgkm§artan or

ol mesartan, and the ACAT Tnhibitor, an active ingggdient of the
pharnaceutical cmeghsion, is N-( 1l-octyl-5-carbox ?%yl
6-dinethylindolin7-y|)-2,2-d|nethylpropaneanidemwounalpharnacologicalIy
acceptabl e salt thereof; or (9) a pharmaceutical conposition according to
(1) wherein the angiotensin Il receptor antagonist, an active ingredient of
t he pharnmaceutica conposition, is olnmesartan, and the ACAT inhibitor, an
active ingredie-t of the pharmaceutical conposition, is

N-( 1- oct yI - rrethyl 4, 6-di et hyl i ndol i n-7-yl)-2, 2

dinethylprgo, eaAtQe, or a pharmacol ogically acceptable salt thereof. The
angi otensin || gceﬁﬂ@hh@mtagonists active ingredients of the

S /ChenicaVSankéO/FP0242/FP02425 P87091/ FP-0242( PCT) / acf/ Engl i sh
transl ati oNO3. O

compound B

When the angiotensin II receptor antagonist and the ACAT inhibitor, the
active ingredients of the pharmaceutical composition of the present invention,
have a basic group such as an amino group, the salts of these compounds can
be prepared by reacting the compounds with an acid, and when the angiotensin
I receptor antagonist and the ACAT inhibitor have an acidic group such as a
carboxyl group, the salts of these compounds can be prepared by reacting the

compounds with a base. Such salts are included in the present invention.
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13 pharmaceutical conposition of the present invention, can easily be
prepared accordi ng.to procedures descr%ged in the specifications of
Japanese Patent Publication (Kokai) Sho 61-267541 (EP 188248, USP
4,771,072), WO 99/32478 (USP 5,994, 391, USP 6, 107,494, USP 2002013476),
Japanese Patent Publication (Kokai) Hei 5-310634 (EPP 597107, EP 701991),
WD 99/ 35135, WD 99364409 (USP 6, 221 ,897), WO 00(47568, WO 00/61568 (USP
6,277, 831), and Ee nGlaoraBsalfivecACAT drighmd)iahtagenisa@nidushibigr ddieat s of the
phar maceut y it b . Fnvention, .can .easily be prepared
accordi ng ?%g@%%é%ﬁ%}gﬁﬁoh%%@%&tﬁ %g} té %)gce |§?JltnéJ get’ i‘aoh gr%l?a%%"éﬂ? 09561,
Japanese Pit@ns midipileeridehydresinesidebyd®bsanREs of WRl®idRE] 0RtraldSP

5, 491, 172) perERlofld 441t SFhorph 2R, 1 . Pat. Publjcation (Kohyo)
2000- 50771 (WD 97/ 19918,%%USB 5?9%%%%153;%? BERRI AL T P kbR, (1
(Kokai) HeP ib-ﬁ‘%@%%#f%ﬁe yydpapmetismesubamteziiuoymebanesddnawdods/ 54153
(EP 987254thaMRIBHARS 42 ok FBuFSARIGuCHSE onAtRbutdle ol goanese Pat ent
Publicationl(Kok i.) Hei 7-82232 (EP 718281 ), Japanese Patent Publication
( Kohyo) Hef° ‘T@Pé‘i]é%'ﬂe’(%%/m gy maggte 0B GURET, qiERe) A9ZIBEE, USP

5, 990, 150)tart@nte)\xAdte, #2860, (FRhOBRE0G%n WSt $28838081) £ffpstssaf the

i nvention 1T£‘1% phar maceuti cal conposition for adm ni stering simultaneously,
separ at el yyores?%gu%rﬁfrflﬁfls t’aﬂn&% W g8t tAmate, 08 @spRisic agid 89bni st and an
ACAT i nhibitor has a nore prom nent suppressive action agai nst progression
of arteriosclerogis, wth and therefore is useful as a

th Jow toxicit I
preventive or therapsit; g Saa\gig\éer‘?’t%eflﬁ%?%flé{ﬂaéﬁpﬁfg?ﬁ’ﬁ &Bgﬁ?#“glt%ﬁﬁ‘fe)a‘? or
art eri osclasidisigsoun, il dese meatalsallt, fargxbirmpie, aint Akhl) Sk ArRS SichEh as

i schem ¢ g€ 1.SC i ¢ .brain diseases.or ri pheral circulatory
failure frc])ér% a%r?%}laﬁl g%%gﬁhglngﬁngog t plgiﬁ f%blaélr%%a%ﬁ?’rﬁ% 5 Ml st 3, the
angi ot ensiqfqinmy sadtegnt magresivm onaits aluamidutrheal AGHH saityiobitheliké;rart AAider esent

i nvention hiepi I e ini.stered in conbingtion rather
han when S Kar o p SRS arRbrEnl CElPoiEy AR S s e ey sal

descri bed %Pésn%%tﬂﬁélvhéﬂ&ﬁ@bm@mwelsam goephaineasHiagbmiostmandsdlhe ACAT
| nhi bi t o1 pHeg1eAt e/ BIch N SN0 ey iincliliin ARLIBRGHE b RIu GAIRRSERT On of the

present inventjon, can be prepared in the form of epar a
admi ni st r &POHIDRSES Yethylrming splir reshylaminggaly digielohesyleminosaltini t by

physi cal | yN,Ni-dibegzfb@ylemedR@ARE Salt THIGRSRS GENSAIK YpbER0244( FP0242s P87091
14 In cases where the

| FP-0242( I?:‘CT% ! alc8'.EngI ish transl| ation/03.02. 04 .
phar maceut TEPIYEMHIDS Pelb i Psrafipestladaming saje minesazing seléed as a preventi ve
or t her apestramettgéathmibniurh heltfirsphERosyrHesg]) iRabra AN e sﬁaCcJt? ﬁﬁé lik?,_e

e active

angiotensin _Ll_receptor antagonist. and, the. ACAT i nhi bitor, 1€

i ngr edi ent’s %01 THE %hcgﬁ?%gé‘éﬁ?ﬁigy L5 s B’tsirl‘fnsaltﬁ afgiangsede ATNIHAG 83K on, may
be adm ni fwesdc ecidldait, bnafmartivlaaid @ts such as tabl ets, capsul es, granul es,
powders, or syrups or admnistered parenterally in formulations such as

i njections or suppositories by optionally mxing with a pharnmacol ogically
accept abl e exci ¥ean thedirgissansindhckcepter hnkagonRt epdrtht ACAT iahihifrcpar ed by
convent i oRakilyideRQae, (&l o, j itiv nt.S. such as. excj.pients (for
i nst ance, orlgalrﬁ}iég exci pi en%éh%ﬁ%%aﬁg% Csotn %Pﬁ%glr?@g? ip\r/eess?ngld’cvﬁné‘gn’l act ose,
sucrose, §ieaENMeithFarbPns imthedvstbictures, theseslnpouidatanesissash as corn
starch, pehAbes §Ie%d2§bm@r-smrt6@ucﬁ@§%ﬂ%ftﬁ& @érb&ﬁ%.{lﬁgocﬁg gﬁ%reln}:/atl ves such as

crystalline cellulose; gurn arabic; dextran; p n; I'nor gani c

exci pi ent én‘IeHIEiPH&PF@ %qrqll?%{éf{dé e rerraeInsed asacingls chemival famtmpdlr ous silicic
aci d, syntm@bideady.uniieWhesdrtiig@dinfion CActinpaysisiot@tSaiviaQd ﬁ‘@%gs%h%%
I h osphat e;

al um nonet agi | i cate; phosphates such as cal ci um hydrogenp

car bonat e @8 JRFIHES PHFES BRiTO5F BISHeitemersdn ¢oy Faties such as cal ci um
sulfate), lubricants (for instance, stearic acid, netal salts of stearic
acid such as cab@ihum stearate .aEld magnesi um stearate; talc; colloidal
silica: waxes sUGH aLCARSIAITHSIA ?ﬁ%ék%é’éﬁg?nﬁbﬁp‘é therGAT dahipiter,dBF d;

sul f at es sutve agreidditawr shd pledrejacgliyed|condpesBiohofaké BieseAdinyBAdIGNZ0at €,
DL- | euci ng; j um f .acid; la | su] fates such as sodjum | auryl sulfate
and rragneglreu%?qq%@rtfl)l S%é%ﬁlfnaf%nf{a%ti W#%é?%% CES %9 feETyst heydsaand
silicic hpbsabevatandr water oiydattachatn tesn degem Hagdeabav ahegprehat! i st ed) ,

bi nders ({Qntibsta I cel | ul ose,

hydr oxypr op;flr%et hyP%gP?%fégssg&g%ﬁ@%%sﬁyl pyrrolidone, Macrogol, and simlar
exci pients described above), disintegrants (for instance, cellul ose
derivativeg, Sy a bstituted h 0 ropyl cel | ul ose

car boxymet hy cag%]afkm%(g%ge}),%o?zg ci.um car bo%giﬁ?gfwﬁ@?@g%%ﬁ"%‘g‘&“laé{?ﬁ‘783'qz'f’l“t ernal
crossl i nked-sodi um car boxynet hyl cel | ul ose; chemcally nodified

starch/cel lul ose derivatives such as carboxynethyl starch, sodium

. o T o /7 r



The dose varies depending on the synptom age, etc. of the patients. For
exanple, in the case of oral adm ni strffi on, it is desirable to adm nister
0.1 ng (preferably 0.5 ng) as a lower Timt and 1000 ng (preferably 500 np)
as an upper limt per one tinme for an adult and one to six tinmes per day
depending on the synptons of the patients. In the case of intravenous
admnistration, it is desirable to admnister 0.01 ng (preferably 0.05 ny)
as a |ower |im tThmehammrosyticgroofraosition E0hergyesast mvenpeis 4i Mt per one
time for aghag P\ j ending_on_t he synptons of
the patients. Do_cglilﬁggrcg?%s()tsgﬁfﬁaférrn&%@?%ﬁ%%ﬁ}é?ﬂ%‘ﬁeeou%hgi%e aéﬁéﬁl%oﬁl recept or
ant agoni st SEANENHRAY arAmgioish} Haecentereantegonist anrhre diCaTtighdfitorhe
pharmaceutical conposition of the present invention, nay al so be w dely
varied. For exa:[glﬁl, the rates of administration of the angi otensin ||
receptor antago © PRESEOR AN VEERTN iAninseRe frmayfos adnuistretionEbthe B t hei r

vei ght ratagsts BaatltanemidiPris 68f piitlRa1ut lihied bRwed @t The oy &%&@é
invention wil] further be exengllfled in nore detail bg t he Exanpl es and
For mul at i o%?%ﬁ%?&?te%@wt heesegpetipe: « Hee predaresst dessgedrrvis 4 s not
limted bysihflesmiti@apt 68m Eoraapliee theDatoaigehnat i on of aortic | esioned area

Wat anabe heritable hyperlipidemc (WHHL) rabbits aged 16 weeks were divi ded
in 4 groups consisting of 12 or 13 aninals each: control group (5% gum

arabi ¢ sol uti on)ln thkpeswnt aiveQBob adpskgy fogimOlp ad ERRMBAHASH Af ROwsD/ Kg)
group, an i ' [ of. ol pesartan (0.5 o/ k and conppound A (20
ng/ kg) . Tﬂaeg% g{gt)gg?&agg t% S 3 e Ili/n%td?ﬁrﬁllg‘é{aéllygg”?%i proyididdhat thes t er t he
24~ week, tMecageabidarsbevegrmratatyr adrivdstesddviidrein thaes isaa Wiklednies@dlat ed t o
det er mi ne j e rteriosclerotic l.esiaon.area in_.the
or t1 o 1 ursnyehas fiol MR REERE IR oA B B0y ShE st p SRl Heon, o
P87091/ FP-thg atherEBenhc FoEagimnple, aftems bea-ermigdoin®&om i frst cent age of
arteri oscl RInhiGrdt®sl Al y ; ] rti G rj | erotic | esion
area in the a_ortirct | umen/ fgﬁg‘ﬂe;gﬁ%r’?%ﬁedﬁ%grtéeﬁgg%8%}&8{3/%?&\%6%13%%ﬁ cul at ed.
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2- di met hyl pr opaneani de sul fate. Table 1 group lesion area In control group
59.7 ol mesartan group 49.3 conpound A group 59.0 conbi nati on group of

The pharmaceutical composition of the present invention relates to
(1) a pharmaceutical composition for administering simultaneously,

separately or sequentially an angiotensin II receptor antagonist and an ACAT

inhibitor.

Preferred pharmaceutical compositions include
(2 a pharmaceutical composition according to (1) wherein the angiotensin
II receptor antagonist is losartan, irbesartan, valsartan, candesartan,

olmesartan, or telmisartan;

(3) a pharmaceutical composition according to (1) wherein the angiotensin

Il receptor antagonist is losartan or olmesartan;

(4) a pharmaceutical composition according to (1) wherein the angiotensin

II receptor antagonist is olmesartan;
(5) a pharmaceutical composition according to any one of (1) to (4) wherein
the ACAT inhibitor is FR-129169, CI-1011, F-1394, F-12511, T-2591, FCE-

28654, K-10085, HL-004, NTE-122, FR-186054, N-(1-octyl-5-carboxymethyl-
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46.2 ol mesartan and conpound A Fromthe above results, it was clearly shown
that the arteriosclerotic lesion area in the ol nesartan-adm nistered group
was reduced conpared with that in the control group, while that in the
conmpound A-admi nistered group was little affected. Home¥er, t he t |
arterioscl i j el 4 i [ on. graoup of ol pesartan an
compound A as SRl A O 2L b Rk & PGl B

si ngl e- adndimeskylindobin- Gy bi@e-dimetihyinropandaide phe phanbhoalbgioailyof the two
agent s exefdcept®Celll 8Rtestuppr essive action agai nst progression of
arteriosclerosis. Furthernbre, in a sinmilar experiment to that in Exanple
1, the intima nmedia thickness (rate of |esion area), rate of extracellul ar

matrix are@)in tdphhesi@nttHoMposiitfabrdiig 15 IRPbRe gyflﬁgc?ﬁi@dhle%ihn the

lesion area, rate of infiltrated area of |eukocytes in the tesion region,
and |ipid B G whitosgp tNa(W'ﬁéﬁ%@éé’ﬁﬁbg‘é@ﬁ@)’}fﬂ@@lm-&a’n%@son

stai ni ng adicheitiyTprpahsirateey LohasdRoMghanPhcatihie ssitith&reBf €parations. The
results indicate that the conbination group of ol mesartan and conmpound A
exerted excel l ent suppressive effects on progression of arteriosclerosis.
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N-(1- oct y | cosrnpsiivny seleetet frbnG {Fiomdgd)ny Ekardples of Fugh h-cBmibimkttert d¢l pr opaneani d
e sul f at e.ggwhGhgsd, calSankyo/ FP0242/ FP0242s P87091 %

FP-0242( PCT) / acf/ Engl i sh transl ati on/ 03. 02. 04 18 CLAIM5 1. A
pharmaceutical conposition for admnistering siml tangousl y,CA_sl_epaLaLg![y or
sequenti aly an AnGktLESHS |cbndRSRRN i 1fbvh De ACATLOR! b tor.

2. qA phar r$a)>c/euti cal conposition pg{ccor ding t[ggg{]ca?m %ﬂ"' g}rlee?lﬁgl?‘ﬁgsm

angi ot ensilhT9°FP1oE ABRESP AN A geliesingreslians 94 theaphaimdrey ticalanompeaiteas fsan,

candesar t absar@riBSRE RN, Villsdr@inicaAddBban, olmesartan, or telmisartan, and
the ACAT inhibitor, an active ingredient of the pharmaceutical composition, is
FR-129169, CI-1011, F-1394, F-12511, T-2591, FCE-28654, K-10085, HL-004,
NTE-122, FR-186054, N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-
dimethylpropaneamide, or N-(1-pentyl-4,6-dimethylindolin-7-yl)-2,2-

dimethylpropaneamide or a pharmacologically acceptable salt thereof;

(8) a pharmaceutical composition according to (1) wherein the angiotensin
I receptor antagonist, an active ingredient of the pharmaceutical composition, is
losartan, or olmesartan, and the ACAT inhibitor, an active ingredient of the
pharmaceutical composition, is N-( 1-octyl-5-carboxymethyl-4,6-dimethylindolin-
7-yl)-2,2-dimethylpropaneamide, or a pharmacologically acceptable salt thereof;

or

(9) a pharmaceutical composition according to (1) wherein the angiotensin
II receptor antagonist, an active ingredient of the pharmaceutical composition, is
olmesartan, and the ACAT inhibitor, an active ingredient of the pharmaceutical
composition, is N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-y1)-2,2-

dimethylpropaneamide, or a pharmacologically acceptable salt thereof,
The angiotensin II receptor antagonists, active ingredients of the
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3. A pharmaceutical conposition according to claim1l wherein the
angiotensin Il receptor antagonist is ig)sartan or olnmesartan. 4. A
pharmaceutical conposition according to claim 1l wherein the angiotensin |l
receptor antagonist is ol nesartan. A pharmaceuti cal conposition

5.
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diseases or peripheral circulatory failure for warm-blooded animals (particularly

)

humans). Incidentally, the angiotensin II receptor antagonist and the ACAT
inhibitor in the present invention exhibit excellent effects when administered in

combination rather than when either is administered alone.

Industrial applicability

As described hereinbefore the angiotensin II receptor antagonist and the
ACAT inhibitor, the active ingredients of the pharmaceutical composition of the
present invention, can be prepared in the form of two separate administration
units or in the form of a single administration unit by physically mixing the two

agents.
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“F10% i & () -, 10% ceees where thegipemepeytiale@np)sition of Sie( Pre8@utdogdition Sz" "

#, is used as a preventive or therapeutic agent for the disorder i bov

UBMbAl TEL00E L6 () Do e aP Ty e PRI 3R ts Jigorde oy GRS £20%F 100y ny e
()-,! omo%ﬁﬁ& ((f )t1_1§ angiotensin Il receptor antagonist and Eh\e ACAT inhibitor, the active .

#] #| ## wigrdatdnts 61886 pifartacet ticd LOMMASIHOh of the FARY i &nkda, MAFHOYE () -, !

| OF1096s6s& ()-,.! %O‘V () -, #HHSKSSUWIEMDA! T T F1093° 109K g)- 3s9710%&" () - 38mL0%
& ()- 6Y10%%&’(’%’js-t3f 9 éj(‘ I o oAt SeRPR RS A DICHERRIHES . Ermy s @OdSss, () - T
10%0& () - SrzsylQPE8r 4dmETiOEE farenterally in formulations such as injections or

suppositories by optionally mixing with a pharmacologically acceptable excipient,

diluent, and the like.

Preparations are prepared by conventionally known methods using
additive agents such as excipients (for instance, organic excipients including
sugar derivatives such as lactose, sucrose, glucose, mannitol, and sorbitol;
starch derivatives such as corn starch, potato starch, a-starch, and dextrin;
cellulose derivatives such as crystalline cellulose; gum arabic; dextran; pullulan;
and inorganic excipients including silicate derivatives such as light anhydrous
silicic acid, synthetic aluminum silicate, calcium silicate, and magnesium
aluminometasilicate; phosphates such as calcium hydrogenphosphate;
carbonates such as calcium carbonate; and sulfates such as calcium sulfate),
lubricants (for instance, stearic acid, metal salts of stearic acid such as calcium
stearate and magnesium stearate; talc; colloidal silica; waxes such as veegum
and spermaceti; boric acid; adipic acid; sulfates such as sodium sulfate; glycol;
fumaric acid; sodium benzoate; DL-leucine; sodium fatty acid; laurylsulfates
such as sodium lauryl sulfate and magnesium lauryl sulfate; silicates such as
silicic anhydride and silicic hydrate; and starch derivatives described above can
be listed), binders (for instance, hydroxypropylcellulose,
hydroxypropylmethylcellulose, polyvinylpyrrolidone, Macrogol, and similar
excipients described above), disintegrants (for instance, cellulose derivatives
such as low-substituted hydroxypropylcellulose, carboxymethylcellulose,
calcium carboxymethylcellulose, and internal crosslinked-sodium
carboxymethylcellulose; chemically modified starch/cellulose derivatives such
as carboxymethylstarch, sodium carboxymethylstarch, crosslinked
polyvinylpyrrolidone), stabilizers (for instance, para-oxy benzoates such as
methyl parahydroxybenzoate and propyl parahydroxybenzoate; alcohols such as
chlorobutanol, benzylalcohol, and phenylethylalcohol; benzalkonium chloride;
phenols such as phenol and cresol; thimerosal; dehydroacetic acid; and sorbic
acid), flavors (for instance, conventionally employed sweeteners, acidifiers, and

flavors), diluents, and the like.

S:/Chemical/Sankyo/FP0242/FP0242s P87091/FP-0242(PCT)/acf/English translation/03.02.04



10 10 103>10%& ()-s&"' ¢' O(((dEbC! * " F10Y 10%0& ()-s- 109& ()-s- 10%0& ()-Y

10908 () - 10%08& ()-SY 10%0& ()- (E) 15

* P 44y +dEDC C F10& 10908 () - #t 10908 ()-SY Y" 10908 () -

10%08' () - 10%0& () - 4109%08' () - v++, (- X- - - dEbC! * F10Y

310908 () - @10%0& () - 010%0& () - +g 10%0& ()UY )iggﬁ&o&; 8 L0%& ()- 100 100
10%08' () --/ bl c/ /el bCl " F10 . 310% & ' '

(100=10%(o2& ()- S(’)"'*\%u yalprpipgitrationqf the epsipkensin eqqmigrg: () -

104 & () - ?efnté\.w{ﬁ& dnd theIACABInhibiss, b &ive)ingRiERey S89E r‘n‘aEélQucal

10% & () SRASLOYS e Ber &ée/@e(pf%%&v@%ue)fa%o /‘aféh(%st 0% ()-

10( 10( 10HctivitR&go& e pharmaceutical agents and symptoms, age, and body weight of
;5 <<zX6REL! <O100600& ()- !, 109& ()- ! 1094] & ()-! 10%XQ& ()-!b 10%& () - F&S
109%& () - <* 2528090829« <kQ C#BZS LYOMLOY&' () - YOMLOY&' () - YOMLOYR' () - YOMLOY&' ()

The dose varies depending on the symptom, age, etc. of the patients.
For example, in the case of oral administration, it is desirable to administer 0.1
mg (preferably 0.5 mg) as a lower limit and 1000 mg (preferably 500 mg) as an
upper limit per one time for an adult and one to six times per day depending on

the symptoms of the patients.

In the case of intravenous administration, it is desirable to administer
0.01 mg (preferably 0.05 mg) as a lower limit and 100 mg (preferably 50 mg) as
an upper limit per one time for an adult and one to six times per day depending

on the symptoms of the patients.

Dosing rates of administration of the angiotensin II receptor antagonist
and the ACAT inhibitor, the active ingredients of the pharmaceutical
composition of the present invention, may also be widely varied. For example,
the rates of administration of the angiotensin II receptor antagonist and the

ACAT inhibitor are 1:500 to 500:1 as their weight ratios.

Best mode for carrying out the invention
The present invention will further be exemplified in more detail by the
Examples and Formulation examples. However the scope of the present

invention is not limited by these Examples.

Example 1

Determination of aortic lesioned area

Watanabe heritable hyperlipidemic (WHHL) rabbits aged 16 weeks were
divided in 4 groups consisting of 12 or 13 animals each: control group (5% gum
arabic solution), olmesartan (0.5 mg/kg) group, compound A (20 mg/kg) group,
and combination group of olmesartan (0.5 mg/kg) and compound A (20 mg/kg).
These test agents were orally administered for 24 weeks. After the 24th week,
the rabbits were sacrificed and their aorta were isolated to determine the aortic

lumen area and arteriosclerotic lesion area in the aortic lumen. Then the
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apove resu

rom the , It was clear%) shown that the arteriosclerotic

lesion area in the olmesartan-administered group was reduced compared with
that in the control group, while that in the compound A-administered group was
little affected. However, the arteriosclerotic lesion area in the combination
group of olmesartan and compound A was decreased more potently than those
in either single-administration group, indicating that the combination of the two
agents exerted excellent suppressive action against progression of

arteriosclerosis.

Furthermore, in a similar experiment to that in Example 1, the intima
media thickness (rate of lesion area), rate of extracellular matrix area in the
lesion region, rate of the smooth muscle cells in the lesion area, rate of
infiltrated area of leukocytes in the lesion region, and lipid contents in aorta
were determined following Elastica Masson staining and immunohistochemical
staining of aortic slice preparations. The results indicate that the combination
group of olmesartan and compound A exerted excellent suppressive effects on

progression of arteriosclerosis.
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magnesium stearate 2.0 mg

200 mg

The powders described above are mixed well, and tableted with a

tableting machine to prepare a tablet containing 200 mg.

In the above formula, compound A indicates N-(1-octyl-5-

carboxymethy1—4,6-dimethy1indolin—7—yl)—2,2—dimethy1propaneamide sulfate.
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angiotensin II receptor antagonist is losartan, irbesartan, valsartan, candesartan,

olmesartan, or telmisartan.

3. A pharmaceutical composition according to claim 1 wherein the

angiotensin II receptor antagonist is losartan or olmesartan.

4. A pharmaceutical composition according to claim 1 wherein the

angiotensin II receptor antagonist is olmesartan.

5. A pharmaceutical composition according to any one of claims 1 to 4
wherein the ACAT inhibitor is FR-129169, CI-1011, F-1394, F-12511, T-2591,
FCE-28654, K-10085, HL-004, NTE-122, FR-186054, N-(1-octyl-5-
carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-dimethylpropaneamide, or N-(1-
pentyl-4,6-dimethylindolin-7-yl)-2,2-dimethylpropaneamide or a

pharmacologically acceptable salt thereof.

6. A pharmaceutical composition according to any one of claims 1 to 4
wherein the ACAT inhibitor is N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-
7-y])-2,2-dimethylpropaneamide or a pharmacologically acceptable salt thereof.

7. A pharmaceutical composition for administering simultaneously,
separately or sequentially olmesartan and N-(1-octyl-5-carboxymethyl-4,6-

dimethylindolin-7-yl)-2,2-dimethylpropaneamide.

8. A pharmaceutical composition according to any one of claims 1 to 7 for

prevention or treatment of arteriosclerosis.

9. A pharmaceutical composition according to any one of claims 1 to 7 for .

prevention or treatment of ischemic heart disease.
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