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present invention relates to a pharnmaceutical conposition for admsgbstering
- sinmultaneously, separately or sequentially an angiotensin Il receptor

ant agoni st and an acyl coenzyne A:SREGIFEAT™ON acyltransferase (hereinafter
refered as ACAT) inhibitor. The present invention also relatesmmmmmmmmmuMMl
for the prevention or treatnment of arteriosclerosis or disease
fromarteriosclerosis such as ischem c heart disease, ischem c brakgisos

di sease, {: [JANe (Y J - I i&h conpri ses

ad i ot el PPRR pEREEM Ukl adlien SR LecRpter SBlad AL

phar macol ogi cal |y effective anbunt of an angiotensin Il receptor antagoni st
and an ACAL nggpﬁgggthﬁgv&@g bl ooded animal (particularly a human).

, Backgrouna of the Invention The incidence of arteriosclerosis is

continui ng to i Aheaasterddrembianyriaies e Pharmasguticdrogtpositipadeern di et and
ar owi ng PLARAKIAh HlinfhideiebYsiPCRRbRt drNEqRORIIR!-OhefehekpSC! er osi s

may be the primary causes of ischem c heart di seaSes_(nyaqcardi al

i nf ar ct i orfecapten AMrEcRiRgIRhan aadcoLesi A dokrgenolrealtAnsisragheni ¢ brain

di sorders (h&@iitedkefeRtldadCACAN inAiRbr al apopl exy, and so forth),

peripheral circulatory failure, and the like. In addition to hyperlipidem a
(and particularly hyperchol esterolem a), risk factors for arteriosclerosis

i ncl ude hyper t enieGitessin Gn@RtiOAERLd felass tda Gasthod i tat @rémhsbalorsm based on
insulin resistance, These risk factors are considered to enhanc

conpl i cat itBREMERt PHAEHRSFleTRNS OT Bi5FRses raf@&!ag2?%?&&8?13?}93“8318&%5&803ed as
syndr one XsdHondlb@ker)diskase, lis&eniit B38ih] disddize] periptatravercdéatetyofaiterd, of eit her
prophyl actic, or .t her utic interventions for . these.conplications is now
urgently & t?‘édﬁ{e[)}v CORRIISSE APENISHT B ?lg‘r‘\lltf‘ﬁlgolbﬁl%'ssg?ﬁ?r a}(igbl'é)rr]t ors have
eager |l y stseguattiAlyphalameaividgivally effaqosidnmamtad rprdrgiotgnsin [hregeptoensi n | |
receptor antagonist and,an. Al . nhi bitor. [ esul I: een found
that the pa}?é?%élésetuaﬁdi%ﬂ Aggﬁﬁ%s{gﬁoﬁno %gﬁaﬁﬁ’g@%&aﬁﬁg}%ﬁ% g%‘slggﬁll%j recept or
ant agoni sthwmahn)an ACAT i nhi bitor has a S:/Ghem cal / Sanl ryo/ FP0242/ FP0242s
P87091/ FP- 0242( PCT)/ acf/ Engl i sh transl ation/03.02.04 2 nore proni nent
suppressi ve action agai nst progression of arteriosclerosis with | ow

t oxi ci ty, Bevbgrdyotdofdbelventiogr edi ents are admi ni stered in conbination

(simul taneousl y,mSQRABLE! ¥ DertROMANL R dolinulflf 86hcldD Wb LHAAET One

( tar HeRaEh id

is adm nistered alone. Furthernore, the present 1 nventors have found that
this conbithatnwedudienaglz Westazetliet and exopingrsapertien of eldsely psepleiie agent
(particul eﬁqk%g?ufa@%ﬁapmgfﬁs@&%@s)méyoﬁe Ve pRlkardar a3k (Rhemidgedrt cul arly

humans) with seases resulting fromarteriosclerosis such as _ischemc

heart di sediseases Gerpoardiabinfretion.sentelle aaginapaps ptrbeatic spdden a8 8Ry failure,

and thus hgMentiemphitfsbriba REREANinfaRMER kcoitbralPopleRs eatid dibetH)] on

provi des a pharnmaceutjcal conposition ,]g;grtl cul arlé ay(?gtglar, ceugl ﬁal

conposi t i dFrPderal gErcplatry el and thelikere dp agdeition o hyperinifenialag

gr teri S_SC|ﬁrﬂéﬁl&rl?@fy%&ﬁﬂolﬂsﬁe@ﬁl&jﬂﬁa)sﬂﬁlh ffa&_ﬁ?rissfﬁhﬁxfﬂngo%ﬁh’tb.&i_s (ﬂ:ixcﬂﬁfdse, i schenic
rain di sease, peripheral circulator ilure the like) for..

adni ni st eﬁ?yﬁﬁr@ﬁﬁlﬂf‘t %‘i&gg?rﬁaﬁg’gﬁé’? &%{feti‘\?‘y 8’?“%5&%%%11351 P?lseéngrh’r?ﬁ}lg?ensi n il

recept or aRbiagoitest Tied rivk fACGATs hrehddmisidered tthentanes eninpiinatdorts afrthal so

provides a.nethad for. the prevention or treatment of arteriosclergsis or

arteri oscl&88 Fgglaéll‘:?\/‘il € e§§3§3§‘“’§ Qe Bgoqogﬁcﬂg%s%n%ré’glretfép?e%{s&, Qrischerri c

brain di sersss, (1p88)].phet ainovativuderetpyndnaiof vitieer prodhylaeti¢ bk theraprutie

conpri ses adm ni st erd ng Sl Lt ﬁQaetfo%Ss'ano&elP Eﬁ{lfhé’si%d].seq“e”“ ally a

phar macol ogrcally S PectTVe amount  of ~an angr otenstn I | recept or antagoni st

and an ACAT inhibitor to a warm bl ooded animal (particularly a human). The

active inghedients f . the pgar maceutical conposition of the present
i nvention are an angiotensin |l receptor antagonist and an ACAT inhibitor.

The present inventors have eagerly studied a pharmaceutical
composition comprising an angiotensin II receptor antagonist and an ACAT
inhibitor. As a result, it has been found that the pharmaceutical composition

comprising an angiotensin II receptor antagonist and an ACAT inhibitor has a
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' The ™angiotensin Il receptor antagonist” that is one of the active
i ngredients of the pharmaceutical conpgsition of the present invention
bl ocks vasoconstrictive action of angiotensin Il by binding to angiotensin
- Il receptors located on the cell surface nenbrane, and was originally

devel oped aar@pm@fnhtmaﬁggr@weva@%%a s@#?{gr@&uﬂpgf B ERNclbrbdis WREEPL OF
ant agoni st i ncl udes, for ‘exa oh tetrazol e conpound
bi pheny! caewdyicity, wher by Wa'tem&reéwetﬁ ars: a@l@m@dnﬂ Cﬁa\hmﬁl%e gener al
formula (I kiRhitahddalyTBEsUragFa & ueﬁﬁawéa&ﬁersalab Wil &eferdingglosed in the
Japanese Patent Publication (Kokai Chem cal / Sankyo/ FP0242/ FP0242s
P87091/ FP- ¥R $erer aleny- Eﬁatrtfsqﬁntor%me? RISSSRY Byeptorg pave @%‘@ 288BYS (UsP

g l%38 969)c&rﬁélﬁﬁﬁg@ﬂh&ab9$@u§e&ﬁm ad pyweﬁhvé &etheb@aueala an@arﬁcutaﬂy
uty | or o-

Htetr -4-
Hi m dazol 2 B}MERRSHEA £ge&?‘)ofof Wafrﬁeblp‘?céegeﬁﬂmgl#%‘é’ EBF‘{%%TF t%l udes
pﬂar lmaﬁol) Odis€leb )‘eaﬂﬂﬁﬁ%fr@hi Qrtér&ésfc&r@ils lsostaa]t; adthetis Béél’&ﬂl@@ﬁ@,&@dhbmts alt or
the like).},; . .a,conpoun avi ener or I
bhar oo GRS 85 481 Bhe] frelaRen Fibie it Bu's e Birerlpsnske. pat en
Publ i cat i oprefs&tthiyiogntidei. 4- 506222 (WO 91 / 14679) {preferably irbesartan, of
whi ch the chem cal nane is 2-N-butyl-4-spirocycl opentane-1-[2'-( 1
H-tetrazol - 5-yl ) bi phenyl - 4-yl met hyl ] - 2i m dazol i ne-5-one) and in the present
invention ir besal’lteapreismtl indestiqrhproniies laggh asalacyu daxd eptmpbbigiosal t s of

or a. phar ngeni LA RRIALRABK I LOROMIAR B o bileRrbhlon RRRREY,  TTECe

Pat ent PubdriteragsictemogiKok artgribilergsig3ietived @E@am)asppﬂedrmcm val sart an,

of which th e

it ot r azol T ARG Uiersd) pPlfeal Wredlofy e and e ik for 1 on
val sart an admmmeeng) namlﬁ@tﬁoeglm amajat@tst@rpteappetlelbt & gngigtensin I

phar macol ogi.gab} Xn%%%ﬁﬁ&%ﬂh%nsﬁé}{ﬁu%bi‘{@xj sartan.}; a carboxylic acid
derivative having the general formula (lI), an ester thereof, or a

phar macol ogi cal |y acceptable salt thereof disclosed in the Japanese Pat ent

Publ i cation ( Kokfig plégkntin3EdichlalbbSPoiuckOnbidd foped Biabhdos andesar t an,

of which the chem cal nane is, 1-(cycl ohexyl oxycarbonyl oxy) et hyl
2- et hoxy- 1trgatment pf PFtF@f’WaeerFlSE?ng/B’iopﬂ%‘i?ﬂs‘ derjiedetisfpses guch as

H benzi m diggmd Bic ik D@syAR! BchéRd bridid Bﬁe%@@@ﬂﬁhér@l/&%ulafbrﬁ angeart an

i ncl udes car boxyl ic acid derivatiyes.thereof ar macol ogi caLyg accept abl e

esters of MHbREN o WATR cyBPHSHRIRigteHas E*f‘@’t} aNESUSY PFRATREE and
phar macol ogaqctahhw}aa @ﬁpirabécﬂogaétty&ftebﬁvseaho&mt & analgsiehisin ReedtpeRr i vative

havi ng t he gener.al n.ester t armacol ogi cal l y
Rccept abl cBRRtieardBP ARAICPbIEFH R & Fery BieRet soRhe B B AL | on
(Kokai ) Hehumar®B328 (USP 5, 616, 599) {preferably ol nesartan, of which the
chem cal nane is (5-nethyl-2-o0xo0-1, 3-di oxol en-4-yl) net hyl

4- (1lhydroxy-1-nethyl ethyl )-2-propyl-1-[2'-( 1

Htetrazol - 5-yl ) Dhphanylingredivathgl therihdametestivat eebpasitian of tlenpresentt he
present in I C r. es thereof,
phar macol o\éllggﬁt:l%a%c%ggﬁéhﬁg Slenrsh? g%l%%g %{%Qé)a(%ért Qaﬁ gcggl hﬁg’gﬂr |¥vat ives
(CS-866 or the like), and pharnacol ogically accept abI e salts thereof.}; and
a conpound havi ng,d he Qe0eiAl rfegé;;{Utht(a%%m 9rthF§fseJ ﬁ%f:%ivé)r a

phar macol ogi cal |y accept abl e salt” thereo gl sC ose(illn t he Japanese Patent
Publ i cat i oe[adinas )of Heg p@mvscqlwsmwssw ofghe pEseRbhnventign gbwct;ﬁ erably
tel m sart aphsodnsth RERN It AeBBbRy! -6-( 1

th
S:/ Chem cal / Sankyo/ FP0242/ FPO 25 P8709 / FP— 0552( )/ acf/ Engli sh
transl at i of§fasd on thg cell purface membrane, and was or1g1nally developed as an

net hyI benzm%eﬂengwylagethenm m dazol - 1- yI ] met hyl ] bi phenyl - 2- car boxyl at e,
and in the present invention telm sartan includes carboxylic acid

derivatives thereof, pharnacol ogically acceptable esters of the carboxylic
acid derivati vessuaﬂdnphgromarset ng%eadrb:ymgap&abtcmct‘eal fos ekh@pROb. }. The

angi ot ensi n h e r anta efer osartan, irbesartan,

vl sart an. DELRRUIEFRL aPRats] bt hirsey Eaftdis fe e R pidR T ad | <

| osartan or ol nesaompaunahdvmgshe gewdral foeshuiss (Iodmee phstmsrologically
acceptable salt thereof disclosed in the Japanese Patent Publication (Kokai) Sho
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-~ The planar chem cal structures of the preferred angiotensin Il receptor

ant agoni sts are shown bel ow. S:/Chem cgl/ Sankyo/ FP0242/ FP0242s

P87091/ FP- 0242( PCT) / acf/ Engli sh translation/03.02.04 ClI H C N*CHzCH H C~-N
O33CHRCHZ\N\N/ NN/ NNI a~~ \ NN\ Ne\NHH/ / losartan

i rbesart angLC Q@S \ =.=-N : 02V V /N
A A R G %V§§f Sait %?aﬁﬁggggrg?% red e o
~ ~ =N | -2ehutyl\dnchlore- e bl - tetmzol-NybiBichepy-4-yimethyllfi H-imidaggl-3y N/ \ ~ N

~ IN\ OOzl thalol, lan@l ifRAEbt&RNE #lvEhE& IRArthAGncIOGA phatthdidi@icaiyhat is one
of the active |nlgred| ents of the pharmaceutical conpgsition of the present
i nvent i on,acceptahlestpdistol dosartanyinsprtas PeEsastyr 2l 98 the likeld) est er ol

acyl transferase a(Mauncﬁngviﬁgkh@géderﬂqeﬁﬁa&e@ ozhoplegheicelogialiyal so acts
directly on arteriosclerotic

S| Gnen o AP I SRPORSRS AFsis5a0 &1 s rORPRReRs BBt BEbiraiery ERgyo)diei

transl ati ons08292 (W 91/14679) {preferably irbesartan, of which the chemical name is
2-N-butyl-4-spirocyclopentane-1-[2’-(1 H-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’-(1 H-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)ethyl
2-ethoxy-1-[2’-(1H-tetrazol-5-yljbiphenyl-4-ylmethyl]-1H-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-o0x0-1,3-dioxolen-4-yl)methyl 4-(1-
hydroxy-1-methylethyl)-2-propyl-1-[2’-(1H-tetrazol-5-yl)biphenyl-4-
ylmethyllimidazole-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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*and then inhibits the formation of macrophage foamcells (inhibits

accunul ation of cholesterol in the cells). The inhibitor was originally
desi gned as an agent for preventing or treating hyperlipidema or

- arteriosclerosis. Such an ACAT inhibitor includes, for exanple: a conpound
havi ng t hemg@l@'ﬁ:fe@ﬁmfugéﬁmlﬁyﬂ bknﬂhﬁ@éz@ﬁ@Ql]h{btmlﬁgﬁ&%-@lca{rﬂbﬁﬁﬂﬂ’eabh&
FR-129169, of "which the chem cal nane

N (1, 2- d| oRehs Peesept )nvzeé%é?lwlﬁﬁ%haewsea@éf%ﬂwh%FCldafiewﬁﬁ&Fn‘&eFF&m ng the
gener al qsﬁwh@celloglcany acRpdtace A0 ak IHrkGEPhal] Rrivalites| Aad eof

di scl osed t he Japfgese Pat nt Pu@llc i on (Kohyo) Hei 8-510256 (WD

94/ 26702, IU§§“§£2@5 %?C?%?@?%FﬁﬁT 011, of which the chenical nane is

2,6-diisopropy|pheny| N—[(2 4, 6tr||sopropylphenyl)acetyl]sulfanate and in

t he present inv -10 i ncl ude har ma Yre AEG salts
of - T011. 1+ TSRO AT FAoPIE e, PrarT s P e arieanaf

phar macol ogileatdry caﬁdmtralml elmsadartanher edishren; ased p|r¢fexEE’d ziléztbéawta(l UsP
5,120, 738) { refe&abl c£1394 régys%ﬂnthe chemi cal nane is

(1S, 29) - 2- - ?f%P ﬁf nony?ureldo]cyclohexan 1-yl

3-[(4R) - N-( 2, 2 5 5- tetranethyl 1, 3- di oxane- 4car bonyl ) am no] pr opi onate, and
[ Lhe present | fuehthon e igunlydles ROBREO) AR ALK AGCApiAPl o sal s
of F-1394.}; a co or a arnac oglca y acceptabl e salt hereof

di scl osed mnagM$s®apambgwnﬁakent Publ i cati on (Kohyo) 2000-500771 (WO 97/
19918, USP 5,990, 173) [preferably F-12511, of which the chem cal nane is
(S)-2',3 ,5 trimethyl-4"'-hydroxy-a-dodecylthio-a-phenylacetanilide, and in
the present invention F-12511 includes pharnacol ogically acceptable salts
of F-12511.]; a compound having the general fornmula (1) or a

phar macol ogi cal | y acceptabl e salt thereof disclosed in the Japanese Patent
Publ i cati on (Kokai) Hei 10-195037 (EP 790240, USP 5, 849, 732) [preferably
T-2591, of which the chem cal name is

1- (3-t-butyl - 2- hydr oxy- 5- met hoxyphenyl ) - 3- (2cycl ohexyl et hyl ) - 3- (4-di net hyl a
m nophenyl )urea, and in the present invention T2591 includes

phar macol ogi cally acceptable salts (hydrochloride or the like) of T-2591.];
a conmpound having the general formula (1) or a pharmacol ogi cally acceptabl e
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 cal |y acceptable salts (sodiumsalt or the |like) of

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

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

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

K- 10085, of which the chem cal nane is

N-[ 2, 4bi s( et hyl t hi 0) - 6- net hyl - 3-pyri dyl]-2-[4-[2-(oxazol o[ 4, 5-b] pyri di n- 2y
| t hi 0) et hyl ] pi perazi n-1-yl]acetam de, and in the present invention K-10085
i ncl udes pharmacol ogi cally acceptable salts and sol vates of K-10085.}; a
conpound having the general formula (1) disclosed in WD 92/09572 (EP
559898, USP 5, 475, 130) [preferably HL-004, of which the chemcal nane is

N- (2, 6-diisopropyl phenyl)-2-tetradecylthioacetam de.]; a conpound havi ng
the general fornmula (1) or a pharmacol ogically acceptable salt thereof

di scl osed in the Japanese Patent Publication (Kokai) Hei 7-82232 (EP 718281
) {preferably NTE-122, of which the chemcal nane is

transl, 4-bi s[ 1- cycl ohexyl - 3- (4-di et hyl am nophenyl ) ur ei donet hyl ] cycl ohexane
, and in the present invention NTE-122 includes pharnmacol ogically
acceptabl e salts of NTE-122.};
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’ a conpound or a pharmacol ogi cally acceptable salt thereof disclosed in the
Japanese Patent Publication (Kohyo) Heig 10-510512 (WO 96/ 10559)
{preferably FR- 186054, of which the chem cal nane is

1- benzyl - 1-[ 3- (pyr azol - 3yl ) benzyl ] -3-[ 2, 4- bi s(net hyl t hi 0) - 6- et hyl pyri di n-3
-yl)urea, and in the present invention FR-186054 i udes pharnmacol ogi cal ly
acceptabl e salts of FR 186054.}; a conpound havin general formula (I)
or a pharmacol ogi calN tceptabl e salt thereof Nei sed in WO 96/09287 (EP

0782986, USP 5, 990, EOX/Lpreferably N-( 1-pentyl-4
6- dlnethylh oI - yIN- 2(%29H|nethylg opa ®&,” aod in the present
i nvention |hcTides ph%ﬂgacologlcally tcept abl e éﬂlts t her eof

(hydrochloride or the |like).]; and a conpound ha |ng the general fornula
(I') or a pharmacol ogitadly acceptable salt there0idisclosed in WO 97/
12860 (EP 0866059, , 063, 806) [preferably

N- (1- octyl - 5- car boxynefhyln-4—G¢ di net hyl i ndol i n- A1) N22¢§ net hyl pr opaneam d
'balWy acceptable salts

e, and in the present inv-htiqp i ncl udes phar nmacg
i nhi bi tor

t hereof (hydrochlorig sulinate, or the like).]
preferably is a conpgpund selfected fromthe gro gnsi $ting of FR- 129169,
Cl-1011, F-1394, F-1 0085, HL-004, NTE-122,

11, T-2591, FCE-28654 )
FR- 186054, c
N- ( 1- oct yl - 5- car boxyARATHAR 4, 6d|rrethyllndollﬁr}?e P¥=322- di met hyl pr opaneani d
e (hereinafter referred as conpound A), and
N- (1-pentyl -4, 6- d| yI|QQOI|n 7-yl) -2, 2di met hyl propaneam de (herei nafter
PO24%/ FP0242s

referred as conp oun B) or°a S:/ Cheni cal / Sankie
P87091/FP—0242(PC | 1t/ acfl/ Engl i sh transl ation/03. 02 CpParnacologlcally
acceptable It re eH ACAT i nhi bitg reN r eyer

y i's onpound
sel ect ed fr%n1 he grogp consi sting of OHClO11, Fcﬁ§5.é

1-octyl - 5-carboxynet h I-4) 6di net hyl i ndol i n-7-yl dlnetﬁ
(conpound A), and N
1- pentyl 4, 6-di net hyl Iin-7-y|)-2,2-dinethy|

paneam de

aneam de (conpound B), or

1- oct yl - 5car boxynet hyl dimpthyllndolln 7- yl)42, 2|d|nﬁthylpropanean1de
mcol@gi cal | y accept abl e N-thareof . The pl anar
chem cal structures he preferred ACAT i nhi
/ /| N\ ~ HCH O ~(ChCFi 3 H3C CH3 H3C CH3 H
;H3 CH3 CH3 FR-129169 OCH3 H3CQ\ /

s aHe shown below. \ ~ O
+S-O\ OO0 ~0/ CH3 H3C/

valsartan candesartan
H3C H3C\
H3C CH3 / N
OH N N
L / N
N~ “CO,CH,

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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O~-ON'N (CHz)aCHsH NH CHs Ol '~ CH30 CHsH3C CH3 F-1394 OCH3 H3C O! N~N
H3C CH3 OH H/ N(CH3)2 T-2591 Cl-1011 @H3 H HsC\ N Si (CH2)ttCHs O HO CH3
F-12511 HaC/ \ Hs HBCCH3 HH O O\ NN\ ~H3 ~ / OH POOH CH3 O FCE- 28654
S: / Chem cal / Sani ryo/ FP0242/ FP0242s P87091/ FP- 0242( PCT) / acf/ Engl i sh

ngacnsc:_gt ' Oﬂ@élegzmgf’mts tﬁe %hlog(dfwﬁﬂzrb Aa fba.rH” cgzll nQi@té\ﬁtc@hﬁllg'ﬁ} K-CI]-IgOBS
of cholesterol m the cells). The 1nh1%1tor was or1g1nally 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-octyloxyphenyljacetamide];

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.};

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 (1S,2S)-2-[3-(2,2-dimethylpropyl)-3-
nonylureido]cyclohexan-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"-
trimethyl-4’-hydroxy-a-dodecylthio-a-phenylacetanilide, and in the present
invention F-12511 includes pharmacologically acceptable salts of F-12511.];

a compound having the general formula (I} 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-butyl-2-hydroxy-5-methoxyphenyl)-3-(2-
cyclohexylethyl)-3-(4-dimethylaminophenyljurea, and in the present invention T-
2591 includes pharmacologically acceptable salts (hydrochloride or the like) of
T-2591.];

a compound having the general formula (I) or a pharmacologically
acceptable salt thereof disclosed in WO 96/26948 {preferably FCE-28654, of
which the chemical name is 1-(2,6-diisopropylphenyl)-3-[(4R,5R)-4,5-dimethyl-2-
(4-phosphonophenyl)-1,3-dioxolan-2-ylmethyljurea, and in the present invention
FCE-28654 includes pharmacologically acceptable salts (sodium salt or the like)
of FCE-28654.};
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/[ OCH3 (H3CQzN HL-004 CH3 OS/ CH3 N, I \ NN\H\ NH/ I \ S-CH3 NTE-122

CH3 HZC | \ N H3C NH (CHzhcH3 COC(CH3),s FR-186054 CH3 / N~ H3C " (CHz) aCHs
NH COC(CH3) s conpound B conpound A When the angiotensin Il receptor

- antagoni st and the ACAT inhibitor, the active ingredients of the

phar maceut i cal cgwﬁﬁbﬁwﬂa%gttﬂ@ga{e@é]%mh&vm%'apﬁhaﬂﬁ@aw ida@gi ¢ group

such as an am no rou§'l the salts of these conpounds can be &epared by

reacting t¥fSepERpormuoFalisposadiin thaprpoifiration 0t Wen g8 6ol recept or

ant agoni stogytha) Eﬁef‘é%ﬁy'Kﬂm&Bé %?wh?ehetk@rbh%ﬁhém%a&r&um-w@h as a carboxyl
group, the salts of these conp ared by reacting the

conpounds kistrethyishiok 6-mefhl- §g]y1r§1yg-r2€[41 choﬁ%"éb"[f‘ﬁ blR¥figing€ent i nventi on.
S: / Chemi cay 1£§&@§%§5%92A311F§%4%§n1887&&(1{rFtl?reQ£43e(rRG¥[s"e/r@i%B/IEn9b85h

transl ati on/ 03 en t i nal antagoni st

referred salt i
and i nhi b.wswdﬁamaamsaé?%}c Wfﬁepﬁaﬂ? s S S éﬁa salt, for
exanpl e, a hydr ohabragemad ﬁaﬁughhagermtdmfmum@I)otasclhsamrmanbwz/dnesn

hydr obr om y r.at e ulfate hosphat e or
the like; @%%%&e?ﬁ @rsgc?%]gzp?) pf?f?rag’%ﬁ&c@q %W&rt%& E?Sﬂlé%aé?‘?ﬁ?p? e such
as met hanesyp feoditdopropyipHdnyl)r b retdeeoyshibicetanile.|pr et hanesul f onate, an
aryl sul fonate such as be enes #1 onat e i%rr-mBLa ‘ltl)uoernes fonaﬁo ica?lcet at e,

mal ate, fumarat €, C%‘BB%&“& avmé R el TP Aat e Bl at e,

nal eat e, odccehembld &t therecnlisuiosed iachelJapdrtese &PatenasPu@hymme(I@)kbi) Heliysi ne
salt) argihi N l,yLa Is t. The
preferred EaBP? 353%%% 1? %%i)cﬂc) %S?rﬁgy% éggh{;@g‘%ﬁmhgﬁe %ﬁ&gfc%gaﬁ%\}gt%%kam dic
gr g_up, i nlcl &dais[lacmbxhakylsl%:l(ﬂt dirhethylexainpplesnyjnread émethytieycddhexahe, Esmﬂchl as I
sodi um sa sal t
such as calci u?ﬁ;géﬁ%tq%}re%?rlaoér%@ tﬁ?nbglt%l%%ss%%ﬁmna%?% ic@# gﬂ&gﬁggslglfg?ﬁ? gfra t he
like; an aNTHd2dlt, for exanple, an inorganic salt such as ammoni umsalt,

an organi c acid é%ﬁh SUEA oA ﬁhap&sxélag&my é&kfmabﬁl Danmerédridi1sRktin
nor pholine salt, gl ucosam ne ‘salt, )&? | ne al }Iquﬁester salt,
Al

et hyl enedi thtitapasase PatRphEW}qa&PedKﬂbm 51@§éﬁu( 6 6H1559) di et hyl ani ne

salt, trie mems@msmbw&kﬁhﬁwh@rmcraﬁnﬁﬁhtls L-benzyl-1- -[3-(pyrazol-3-
N, N -di begﬂill et hél enedi am ne salt, chl oroprocaine sal procai ne salt,

di et hanol Btl2, %@ﬁeﬂ%wh@}réﬂﬁﬂh@(}ﬁxﬁ@% aryiurp r?é’rdali‘l the rrgyent

t et ramet hyiaemest BRL 890554 ihEuaed pHaRAPRI oMy At saBleans okt , or the
like; or an_amno acid salt such as glycine salt, lysine salt, arginine
salt, ornit$¢¥P%alt, glutam c acid salt, or aspartl c acid salt. Wen the
angi otensin I r@e&abeﬁn@maa@grthstgemdl ﬁohauMZ@)Toﬂ dphrirhadologidudlyact i ve

have. asymEtEPEErTbErFd] dtrrradt aeny bR e Pt s SRRl ot as
vari ous st [@lrefereBﬂmNF(& phmeylt4)6simbtk@$1y1dnm#7l-yi) 22 dimmhylpmndmeapmment
I nvention th Sehl?eop e dsvgr{t%nrleglru%%g%ngnggol%&é%%eﬁtggm éﬁ’ts tfl&fe@%” a

i ndi vi dual ‘?r;l/ resent 1nvention enconpass
st er eoi _son@wd;cmhibrrﬂa@nﬂheélk@)‘] tmd or nore stereoisomers in any ratio. When
the angiotensin 'go&ﬁSSH&% ft% ttﬁ?%&é?&l %P&uﬁi‘ﬁ)cﬁ hmﬂééyl&rﬁ(?é 1r‘{t he active

i ngredients of t arnmaceu osition o rese vention, are
al | owed t oacoeptablé Sﬁlttitﬁra@tdlwlmiﬁdtlhé”@%éﬁﬁ@@ @%9%@5%&%&@&6{3:89@) t hey

may absorb _MVE _grg_ Yy yvslpate. The present
i nvention g’ﬁ%ﬁ%&s@e\sﬁ@i 1 g%&%{ﬁ‘é& ga/écﬁgﬁn%t%% é(%gfr?kio FI'—"0242/ FP0242s

P87091/ FP- @mbﬁmywmlaméhntthamsam Byyeptom inghades 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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' 11 The pharnaceutical conposition of the present inventionis a

pharmaceuti cal conposition for admnisgering sinultaneously, separately or
sequentially an angiotensin Il receptor antagonist and an ACAT i nhi bitor.

- In the present invention a dosage formfor admnistration of the two agents
"si mul tan%l,gllngcolbglcagla&@f)gdbwggf{%rédfm ted provided that the two agents
can be adm nistered al'nost at the sane tine. The preferred dosage formis a
single unit dosage formcontaining the two agents. In the present invention

a dosage form f@heaadﬂﬂrﬁﬁmdﬂrﬁareoftreteh@olpwa@e@a@band%exaatreatfedm thé

sequentially " is not artlcularl limt.ed ed that the two agents can
be separ atgEPyP s gl Q/\HerFe} ltlh@“a‘ ?g')la F’%ﬂ? g?x} gbetween t he

fi L st admdhmstFHyﬁhu@m ~70§1)- de@mnylpr@@g;emedﬁ(es?@duadm) m:ﬁiNf](th;mtylof t he
ot her agent or e r r eterm ned tine the first

i ni ot 1 S GHRBESE RSP i SR PESRE TG e eePrerd B et or

ant agoni stpHasmadstbgicallleac@ptabie 8dlt eergufemiet prefirnetlistN(BottydS t he fir st
adm ni stration of 1 0 nS| t agoni st

i nhi bi t or PEPRYMS ﬁ]i“gt egégm émeg:lé’? hay 1@%,?2?%1&&%"1 santela%%deo(igg?ﬁe pr esent

i nvention Ar)@Irat;ﬂfarmc(alb}glcallplaarelptﬁtkéeltsmcalhercdrrpos| tion for adm nistering
si mul taneously, separately or sequentially an angiotensin Il receptor

ant agoni st and an ACAT inhibitor. Preferred pharmaceutical conpositions
include (2) a pﬁ&xermmrtdl‘cmi%lmmmsmteb@tﬁtmntﬂf@rmAﬂé}T(ﬁ&P}ib@mEﬂr@ien t he
angi otensif Ll geqeptor antagonist is losartan) irbesartan, valsartan,
candesartan, olnesartan, or telmsartan; (3) a pharnaceutlcal conposition

according to ( 1) wherein the angiotensin Il receptor antagonist is

| osartan or ol mesartan; (4) a pharnaceuti gt _c osition g@cor@hpg to (1)
wherein the angi o in |l receptor antagonis (5) a

phar maceuti ca gl tion ording to any wherein the

ACAT i nhi bi | FCE28654,

K- 10085, HL 4 - 6054, N%Q 1 A |

S: / Chemi caI/Sankyo/ FRD2427 FPY242s P87091/ FP- 0242(PCT) / acf Engl i sh

transl ation/03.02.04 12 4, Oa:g%pgﬁhyllnﬂml|n 7-GHa) -2, ©CHs

2-di r net hyl propaneam de, or éntyl

6di met hyl i ndol i nz % 1%b) 2 g 2- d|nethylpropaneanldqnpﬁoglpharnacologlcalIy
acceptabl e salt thereo (6) a pharmaceutical conposition according to any
one of (1) to (4) mhereln the ACAT inhibitor is

N- (1- octyl - 5- car boxynet hyl -4, 6-di net hyl i ndol i n-7-yl) -2, 2di et hyl pr opaneam d
e or a pharmacol ogically acceptable salt thereof. Thexpreferred
pharmaceutical conpositions al so include pharmaceut conpositions which
are an optional conbindatimen & an angiotensingll recegtor antagonist, an
active ingHeégi®ht of t uhaﬂqaqutbgal €ONPOS ti % seleﬁgggarron1(2) to
(4), and anyASAT i nhi bitor, NanNact 1 ve: i ngfedient e T Geuti cal
conposition| s Ieﬁted fron1T5) %e). Exang of ®uch a conbination are
shown bel ow. 7 a\ﬁﬁa(haceutlc C&bnposnﬂ)on according to ( 1 ) wherein
t he angi ot epsiond | reept or antag@nlst an acthye ingredient of the
pharmaceutical conposition, is |osartan, irbesartan, valsartan,
candesartan, ol nesarizma, or telnisartan, and the1¢@1ﬂiinhibitor, an active
i ngredi ent of the pharnmaceutical conposition, is FR-129169, Cl-1011,
F-1394, F-12511, T-2591, FCE-28654, K-10085, HL-004,

OCH;
o
HyC NkN/\/O
HC' cHyon CH3 OH
n “OH
N(CH;).
T-2591 FCE-28654
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NTE- 122, FR- 186054,
N- (1- octyl - 5- car boxynet hyl - 4, 6-di net hyl i ndol i n-7-yl) -2, 2di net hyl pr opaneam d
e, or N-(1l-pentyl-4,6-dinmethylindolin-7-yl)-2,2dinethyl propaneam de or a
. pharmacol ogically acceptable salt thereof; (8) a pharmaceutical conposition
according to (1) wherein the angiotensin Il receptor antagonist, an active
i ngredi ent of the pharnmaceutical conposition, is |osartan, or ol nesartan,
and the ACAT inhibitor, an activegifyredi ent of the pharnmaceuti cal
conposi ti op=i s t
N-(1- oct yl{ 5- bboxymﬁw%-mw i ndol i n7-yl) -2, 2-di met hyl pr opaneani d
e, or a phar QQLogiﬁmMJ;ﬁ acoe ble_salt thereof; or (9) a pharnmaceuti cal
conposition actording to ( 1 )Ywh r ei it he angiotensin Il receptor
ant agoni st, an active ingredi effts of the pharmaceutical conposition, is
ol mesartan, and t h&-JORP i nhibitor) an active ingredient of the
phar maceuti cal conposition) is
N- (1- octyl - 5- car boxynet hyl -4, 6-di net hyl i ndol i n-7-yl) -2, 2di et hyl pr opaneam d
e, or a pharmacol ogically acceptable salt _thereof. The angi.Qt enghy, | |
receptor dhfagétiests, active ingredients t he 0

42( PST) HagihEng| i sh

S:/Chenical/ScnkgolFP024§AERQ%4ZS P87091
transl ati onfO3N0204 s 13 pharmaceut i cHl i on| of Ht he present
| o] res described in the

i nvention, eagdy,y be prepared dt¢e

speci fications off Japanese Pateni st Sho 61-267541 (EP
188248, USP 4, 77%H072), WO 98/BxRA787( USP 5, 994, 391, ISP 6, 107, 494, USP
2002013476), Japanese Patent Publication (Kokai% Hei 5-310634 (EPP 597107,
EP 701991), WOHI9685135, WO 99/ 64409 (USP &T521°897), WO 00/ 47568, WO

00/ 61568 (USP 6, 277,831), and EP |1070703. The ACAT inhibitors, active

i ngredi ents of the pharmaceutical conposition of the present invention) can
easily be prepared accordgfg to procedures described in the specifications
of WD 92 / 09561, Japanesg Patengy Publication (Kohyo) Hei 8-510256 (WO

94/ 26702, 5,491, 172, 1441 (USP 5, 120, 738%s Japanese Pat ent

Publ i cati om AOQQRS (WO 97/ 19918 2 990, 173)) Japanese

Pat ent Publ Ncat (Kdkai ) Hei 10- 195037 ?*éﬁp? P 5,849, 732), WO
96/ 26948) WO 98ls#153 (EP~Q fé@é)) WO 92/ 09544 (T 39898, USP 5, 475, 130),
Japanese Patent Publi cat (Kokai) Hei 7-82232 (ER 78284, Japanese

Pat ent Publication (Koh Hei 10-510512 (WD 96/ égg@%b, WO 96/ 09287 (EP
0782986, USP 5,990,150% and WD 97/ 12860 (EP 086 USP 6, 063, 806) .
Effects of the iMeREPOh The pharmaceutical cosposutdcon for administering
si mul t aneously, separately or sequentially an angiotensin Il receptor

ant agoni st and an ACAT inhibitor has a nore prom nent suppressive action
agai nst progresgjon of arteriosclerosis with lowtoxicity and therefore is
useful as a preyehtive or therapeutic agent (particularly therapeutic
agent) for art | erosis or diseases resulting fromarteriosclerosis
such as ische t disease, ischemc brain diseases or peripheral

ci rcul at or ys¢ai Tfur e f@r,wa; m bl ooded ani nals (particularly humans).
Incidentally, the angiotensin Il receptor antagonist and the ACAT inhi bitor
in the present coeent} on exhi bit excellent effects when adm nistered in
conbi nati on rather than when either is adm nistered alone. |ndustrial
applicability As.dessd iged hereinbefore the angiotensin Il receptor

ant agoni st and the ACAT inhibitor, the active ingredients of the
pharmaceutical conposition of the present invention, can be prepared in the
form of two sepawats tREEhgbENsA i19Bcdpibrl Snt@forist dhtbtHeOAOADintEbRbN ghe

adm nistration unit_ by physically m Xxi t he .t wo ents. . .
S: / Cheni caqtqtgsnvsryerepéﬁf&%ﬁmb@?al?gﬂl:‘wgg‘i’}‘?ﬁé‘ﬁ%ﬁ??&&?’ﬁ&%‘?t/%ﬁa}ti°§h
transl ati oRiR3 Basi®4rouplédudmasas aminb group, kite sdley srehest taapowratyasi tion of

the pr esenltae iope\fa%?édl 839 reacting the compounds with an acid, and when the angiotensin

Il 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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" is used as a preventive or therapeutic agent for the disorders described
above, each of the angiotensin Il receptor antagoni st and the ACAT
inhibitor, the active ingredients of the pharnmaceutical conposition of the
. present invention, may be administered orally in formulations such as

tabl ets, capsules, granules, powders, or syrups or adm nistered
parenterally in BitbOhL&Sa bY
optionally m xi r?;%vépéﬁ%ed r%,@%ﬁﬁ@éf%ﬁ{ﬁ%%@i%ﬁg%ﬁgﬁgﬁc% pi ent, adl | uent,
and the | ibesic @pepamtud@ﬁenaneraenwedalbyfocemnlﬁ erlvaﬂrqbak?amﬁterret hods
using addidjyeg qg%?&ﬁu&}@ h?éro%ﬁfarﬂe Ridrobidthide NS B BiodRicJ Atk &e€XCi pi ent s

i ncl udi ng sugar rivatives such [ act ose, sucrose, glucose) mannitol,
and sor bi trerehlgrade cynlfaés, inhasphals %Gb%llh%v aoPrgagicaacihsal gcft’%l?’ff‘f’%?lar%h

a-starch, gpgd- Ql%héédifonﬁﬁ‘é SUHHHOSEMER dn¥ ali lforRse, KBl ofsm&thiasAllfohag, 6el | ul ose;
gum arabi c; dextran; pullulan; and inorganic excipients including silicate

deri vat i vethangsiliggate; %Mﬁ%ﬁ@%ﬁ p$ bppzegsrdionalgPhBt i ¢ al um num

silicate, Gflnksctad, GRER e, AN IR IRNREHALE) aicumam@rm&atel, lascs‘oab@ce phosphat es
such as cal ci um hydr ogenphosphat e; carbonat es suq ci um car bapat e;

and sul f at'@&asatEnoxplate smaleats < th iks: or ﬁib?“inb‘a‘h?%‘ rsulc eghvne lgari ¢
aci d, net asinalshs, &girfheasltCoratink sl RhASmead, o ulpaitialold ealand magnesi um
stearate; talc; colloidal silica; waxes such as veegum and spermaceti ;
boric acid; adi pic acid; sulfates such as sodium sul fate; glycol; fumari c
aci d; sodium benmea;isxeferfald sl.aeu,mdh&a the otiigiial hatatgynaciadd irhlabrtyf bavdam es such
as SOdI um | auryl sulf n SI um. | auryl s such as
silicic a Flga%“Pah‘aC E?? _iMe PYSls exgmcfl%lt ar%lk dénr"*i“‘i‘/l a;hjvg%th escri bed
above can §mehdm$1aﬁd)>otabsmdesait (dronthmmslsaln,czm alkglinozanh opsthlcsill sHasas

hyd | cel | ul I I
oxci bl ont AR T T8y e Bl AHPLRY Spal e Rl TR ARG gn B! T 1
deri vat i veslts ferrexamplovarsimbsgani aisa tlshetdao aynprapyincssill, ahogganic acid salt

car boxymst h lhceltI gét in& @Jal?'tcﬂg%&zg? ¥r£'5}th o?%cll“{e%saft m%gﬁgsérﬂfn‘:érsrm

crossli nked: ar boxymng ose
st arch/ cel pmﬁm@qufr Al ealerssadUGH’lbésn@ambm@Wm Nyllnﬁl’afllsihca%ﬁ’(?l @

car boxymet byl 5&:aE Ghk &1eg§§axh%e£]tp@1é‘c}€&1%19¥ 40 dl 4 OXexgﬁa&ﬁQb Ishgers (for

i nstance, para-oxy benzoates such as nethyl parah enzoate and propyl
par ahydr oxly%ﬁzmetfmlwml%@éﬁ a}élomr%%%ﬁ%lﬁcﬂmc%éﬁf?\tal cohol , and

phenyl et hyale{r%iapdmln@%aﬁah Bh&hétﬁwaﬂﬁne BREMbsrasitehsatts phenol and

cresol ; thinerosal droacetic acid, sorbi c acid), flavors (for

i nst ance, @@Wbyléﬁwquu@nﬁﬂlby’éﬂhXW@ﬁ@y@ama’&‘i’rE}F‘i*iaé‘F§alta?|rdthFl1 ors),

di luents, ang, thend L8 safe JuEh & Rl Nyhé BAR AdL iR 46 ornitine salt,

P87091/ FP— 0242(PCT)/acf/English transl ati on/ 03. 02. 04 15 The dose and rate
of adni ni sgHEaMiSRoYE SAlheTARPRBIEART ¥l receptor antagoni st and the ACAT

i nhibitor, the acti ve i ngredients of the pharmaceutical conposition of the

resent inventio end on varjous factqars s ch t ct of the
Bhar nacelut:/cal ! ﬁ’f‘é ﬁﬁﬂg‘é’ﬁ?\éirbirlrgecez%%r)arca{ﬁ%mﬂ% eXk?A’anljfl rp'ﬁ%l ents.

The dose vacrdveSngieﬂemds afgtherprtahQasgutmad)nmmagﬁuo:ebtthmresm ipedritemt, s.  For
exanpl e, t he case of n %m dm ni ster
0.1 ny (prgfl1 S ABPMGTS Cﬁg‘? Sm lcr)v?/grruC?”ltlrr%g’tthes('Ij "lirng&SaSr r%?era ly 500 ny)

as an uppeVarIimm dtefeeisoniees tiumao $uch asynamdetric mbomelnmhspkeswtres per day
depending on th t ons of th Gassof {.2venous

adni ni st raﬂVSﬂtmn e”'g S “qe: oungf %%Eds%g%e?ls%ggs%ggel ( %rfg#x{e]?aabl y 0.05 ng)
as a Iowernidnmimal@nd Th@@rcﬂ;qm(c preehipalghyorBpassgy bath mﬁil‘uépelrswliemspmﬁ one
tinme for a e e gepending on the synptons of
t he pati en?n&%éﬁrﬁggfr%e%&g? g(}ﬁ{elr?ligg?} at fno%@% the angiotensin Il receptor
ant agoni st and the ACAT inhibitor, the active ingredients of the

phar maceutical c@aRASHE 'aﬂgloeénsmﬁ BEGR 6NN taBYRE A thd BEARSIbREr, Whelel Y
varied. For exanple, the rates of admnistration of the angiotensin ||

recept or anetiigdnErsdients| of the ieAmaceipiisl cOmPasiton of Hr PLSSERONYELOY hej r

wei ght rat LQSajdRR3 o ERslR frpéorﬁé‘étrth}ﬁ‘%@Q&n&%ﬂefm&tm&@sfm&epEl%;ﬁﬂhy
invention wll further be exenplified in rm e deﬁlér by,l&\? Ies and
For nul at i oAPSSFRMALESOr WRikE My "’ttF?é:hs?be?nbfo R HrETEft: éﬁ?f i s not
limted byidlvegEen EXasHpases ExaiBY@ratedet erm nation of aortic |esioned area
Wat anabe heritabl e hyperlipidemc (WHHL) rabbits aged 16 weeks were divided
in 4 groups consisting of 12 or 13 aninmals each: control group (5% gum
arabi ¢ sol gcheRidal/sanira@BAFbAN (0. 5 O/ kQ)rsg@rips2(pCEPBRRCaaiprdlo20g/ Kg)
group, and combination group of ol nesartan (0.5 ng/kg) and conpound A (20
ng/ kg). These test agents were orally adm nistered for 24 weeks. After the
24~ week t he rabblts wer e sacrlflced and the|r aorta were |sol ated to

o o M . o o o oy o o




+ 16 percentage of arteriosclerotic lesion area in the aortic |unen

[arteriosclerotic lesion area in the aqrtic lunen/the aortic lunmen area] x
100 (9] was calculated. The results are presented in Table 1. In the

. tabl e, conpound A indicates

N-(loctyl - 5- carboxymet hyl - 4, 6-di met hyl i ndol i n-7-yl) -2, 2-di met hyl pr opaneani d
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P87091/ FP- 0242( PCT) / acf/ Engl i sh transl ati on/ 03. 02. 04
The pharmaceutical composition of the present invention relates to

(1) a pharmaceutical composition for administering simultaneously,
separately or sequentially an angiotensin Il 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

II 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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© 18 CLAIMS 1. A pharnmaceutical conposition for adm nistering sinultaneously,

separately or sequentially an angiotengjn Il receptor antagonist and an
ACAT inhibitor. 2. A pharmaceutical conposition according to claiml
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3"-10% & ()-3 10% & ()-310%& ()-310% & ()-f310% & ()- L10% & ()-
9) a pharmaceutical composition according to (1) wherein the angiotensin
I 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-yl)-2,2-

dimethylpropaneamide, or a pharmacologically acceptable salt thereof.
The angiotensin II receptor antagonists, active ingredients of the
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910%& ()-1'nz[ 9bCY, 8 10! nFz 10% =(=& () -sFz 100& ()-s! i 48 () - ! dF
109% () - F a09&iipg 1o amczESWS(cbesszed’@ﬂls sremﬁp?@mfamap}n@smm () 10 10

10l >109%& (#uﬁlib'iuﬂsﬁ It&%)':&x& 51567541£@@18$248='L'J$15 '4"7?71207{2 dﬁd 9@&32478
10=10%& () - Y109 () g éb & () g, M 3B
10 10! f 109/P& .92 3Pk 96%67 15924 V3R 898721 3970), %PEB%E} 3t t) 'y f109%° P
& ()- Publication (Kokai) Hei 5-310634 (EPP 597107, EP 701991), WO 99/35135, WO
99/64409 (USP 6,221,897), WO 00/47568, WO 00/61568 (USP 6,277,831), and
EP 1070703.

The ACAT inhibitors, active ingredients of the pharmaceutical
composition of the present invention, can easily be prepared according to
procedures described in the specifications of WO 92/09561, Japanese Patent
Publication (Kohyo) Hei 8-510256 (WO 94/26702, USP 5,491,172), EP 421441
(USP 5,120,738), Japanese Patent Publication (Kohyo) 2000-50771 (WO
97/19918, USP 5,990,173), Japanese Patent Publication (Kokai) Hei 10-195037
(EP 790240, USP 5,849,732), WO 96/26948, WO 98/54153 (EP 987254), WO
92/09572 (EP 559898, USP 5,475,130), Japanese Patent Publication (Kokai) Hei
7-82232 (EP 718281), Japanese Patent Publication (Kohyo) Hei 10-510512 (WO
96/10559), WO 96/09287 (EP 0782986, USP 5,990,150}, and WO 97/12860
(EP 0866059, USP 6,063,806).

Effects of the invention

The pharmaceutical composition for administering simultaneously,
separately or sequentially an angiotensin II receptor antagonist and an ACAT
inhibitor has a more prominent suppressive action against progression of
arteriosclerosis with low toxicity and therefore is useful as a preventive or
therapeutic agent (particularly therapeutic agent) for arteriosclerosis or diseases
resulting from arteriosclerosis such as ischemic heart disease, ischemic brain
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 Il 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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administered orally in formulations such as tablets, capsules, granules, powders,
or syrups or administered parenterally 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.
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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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olmesartan and 46.2

compoﬁnd A

From the above results, it was clearly 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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| 96MLO%2 &' () - Mmgtgg(@o&}(gmpleql , 102 & ()-S |z 109 & ()-° 1092 & ()-
+34?dL01 10% & ()-4 10% & ()-4 10% & ()-4 xFS10% & ()-- ,10%
& ()-102 1PBPleteHPYZens W01 10% & ()-4 10% & ()-4 10% & ()-4 10%
& ()-4

olmesartan 50.0 mg
compound A 10.0 mg
lactose 113.0 mg
cornstarch 25.0 mg
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-

carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-dimethylpropaneamide sulfate.
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2. A pharmaceutical composition according to claim 1 wherein the
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-
yl)-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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