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- 1 - SPECI FI CATI ON MEDI Cl NAL COVPCSI TI ON FOR TREATI NG
ARTERI OSCLERCSI S 5 [Technical Field of the Invention]
The present invention relates to a pharnmaceutica
conposition for prevention or treatnment (particularly
treatnment) of arteriosclerosis or diseases derived
from arteriosclerosis (particularly arteriosclerosis)
by 10 adm ni stering sinultaneousl separately or
sequential.ly an adenosﬁﬁ@géFIGFﬂﬁggphate (herei naft er
abbrevi ated as ADP) receptor antagonist and an acyl
coenzyme A: chol esterol acyltransferase (hereinafter
abbr ¥EPaEENARSCATRATF ITRENDFOBr TREBTEBEGCRBTBRAGSOLERREIS
I nvention] The incidence of atherosclerosis is
continuing to increase wth the introduction of a

Vestenhcdleriabd af ghewingeptopalti on of elderly
people in the popul ation., Since atherosclerosis is
the priTRE yPERERRE ol YR PRI 3P 1 20°F nfardtplarmaceutical

E&hEBE AL 1 bAT ALEL PRy REESRT Bk @Pgﬁkﬁéﬁtog aPeiLaheral,
vascul ar di sease, there I1s a nee or ef gctlve
prevenendbh ahdarteaiaenlierheisobr Riskabast desifred from

atherosclerosis include hyperlipema.(particula

O R P T P8 T et e BP L B RS hBRLE SR  Bres
adm2hi s8ebohyde ahel fRhaBALI $M BapedaeB1iNsYl bBquentially an
resi stance. There are nanﬁgcases in which these risk

FeeRePineansedinbapriiebei bhsreSpndroneakprevndteleps ADP)

R R R B S R R
aegbt ransferpast (herektdafeceaghbrefithedr askatac) oisahibitor.

of hyperlipema (particularly hyperchol esterolema),
hypertensi on and abnormalities in carbohydrate

eiakglrbsAnbasednenNThpset ipnresi stance for the - 2
pur pose of preventing or treating atherosclerosis.
HoweverThe 1incidence of atherosclerosis is continuing to
increase with the introduction of a Western diet and a
growing proportion of elderly people in the population.
Since atherosclerosis is the primary cause of myocardial
infarction, cerebral infarction, cerebral apcoplexy or
peripheral vascular disease, there is a need for effective
prevention and treatment thereof. Risk factors for
atherosclerosis include hyperlipemia (particularly
hyperchcolesterolemia), hypertension and abnormalities in
carbohydrate metabolism based on insulin resistance. There
are many cases in which these risk factors cause
complications (Syndrome X), and their etioclogy is
considered to be mutually interrelated [Diabetes, 37, 1595
(1988) 1.

Attempts have been made in the past to reduce each
of the risk factors of hyperlipemia (particularly
hypercholesterolemia), hypertension and abnormalities in

carbohydrate metabolism based on insulin resistance for the
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al t hough 3- hydroxy-3-net hyl glutaryl coenzyme A
(hereinafter abbreviated as HMG CoA) reductase
inhibitors aneliorate hyperlipema, and as a result,
denonstrate effectiveness in ,5_inhibiting the onset
of atherosclerosis, it is known that the

ef fectiveness of a single nedicanent is not considered
to be adequate for patients with serious hyperlipem a

BPTPYPRePbs BFEVEEF4 DOTREs Cie it Afdifr ofvd eosis.  However,

hienangH! bChyABLRGI3 DAL AG181 NeW Sh T LRl &4 £
[BIO%E?H\ Blgp y39 3 ﬁé ? 8 960r?29§6%?98@) QBE§%1na ter
ﬁhbﬁ?VﬁétedhéBeﬁMﬁrGDADanHQCUaSE ﬂshkb@mprsoambélorate

ceII f the_ intesti,na gform
ﬁ?ﬁ%&@gﬂcﬁ Fés?ero SmﬁefgsuéglsdsgPE? FF gfﬁ jveness in
inhibiedngbyhgi ghattosfi atheibechkesdias ehokaskargh that
ester. An ACAT 15 inhibitor is known to inhibit the

FBrnBffBREANENBPBPESEI BANTSE @Fﬁé?é@@ﬁﬁc1Se§P§n§0§§lderEd
tBth'EB@&uBEQ Eéke?%EHQﬁEboﬁ eh. sgggkﬁé ﬁg?erggPeﬁga or
este

cells andreduci ng e accunmu atlon 0
@hb¢€©§ChakDﬁgSLtTbﬁsec&imedagamaat antieni ohekapestsc

h hand t | so _kno to be
fRciPacher hate BeByreeRhnott sPubi Pedoibioehans Rgophys .

Rtasel eboaggpegatbep) inhibitors are known to be
effective against arteriosclerosis. In addition, ADP,

whi ch i 50 ¢ gaaaRt iPom ¢l avherel ain cehe sdiek| el hgown to
Bl 2LBL8L 8oy 20120 ged, RLOPALEELY 821 SRAGLER LEMLRE form

tlssue % stlnulaglon y SU
lefagenchnﬁeshenublwhers an iexampkeidied plranehet followed

f p! | et
Bt YA DR At bgor B5aProRS App-BeleBhrEql pPhcet ciAn ACAT

Dﬂhbbﬂﬂbﬁgléokﬁ@ﬁhr€§ePﬁHi§1Ee£EérEgrﬁ9t§§npggd3gro regssion
receptors As a result numner ous plate ets are

ahdatherppeniedleetons iy Lnhikigeéngl bhel esterification of
Efo1ESELEST Thoteul e Ya ! SRAPLeR3i NG (iR e mi gt ion of

aggr egatron are nenbers

thatessencl | vaheteby paking it effective against
S: / Chem cal / Sapkyo/ FP0309/ FP0309s

PRBRTPEP B89 PCT) / Engl i sh transl ation of

speci figatd )/ QLA hdndP p1drelets are also known to be
involved in the progression of arteriosclerosis, and
platelet aggregation inhibitors are known to be effective
against arteriosclerosis. In addition, ADP, which is
released from intravascular cells including platelets and
damaged blood cells, endothelium or tissue following
stimulation by substances like collagen and thrombin, is an
example of a platelet activating substance important for
platelet activation and aggregation. ADP activates
platelets by binding to ADP receptors referred to as Pip
receptors. As a result, numerous platelets are bound and
stabilized resulting in large platelet aggregates.

Platelet ADP receptors that mediate aggregation are members

of the Por receptor family that is activated by purine

8:/Chemical/Sankyo/FP0309/FP0309s P88B72/FP-0309(PCT)/English translation of specificationfacf/11.1.05



and/ or pyrimdine nucl eotides, and are activated by

ADP and its derivatives, and are antagoni zed by

adenosi ne-5'- triphosphate and its derivatives. In
addi ti on, research on geneLi% i_mpai rment in humans or

rats with reduced release 5 of ADP from platelets or
reduced nunbers and signaling of ADP receptors has
denmognstrated that ADP_and ADP receptors play an
PROOPTaRYTLBLEINR Pralertidsgyr agst rER. aAtévmbiedabYoADP and
QESF&@IQQaEQOSSK'Qﬁé_QEeW@hkaéﬁﬁWQed”BQ'%ggﬁg%inggghqg
alipid lowering action is knoéwn to be efrective
tnipheaphagehgpér it pedieaiznd izeter i bsckdddsisn( ergsearch on

Th hingt on Mapual of Medical Therapeutics, 29th

£ EFon, B5-DERAR nfit ABPSRBUPEI e WASR mGEgoed Telease
bBi xppsttym prheeleet MedirelneeGl988brrs! Bnaddibha@ling of
the efficacy of a _conmbination of lipid |owering -
APBNFSCRAYPKE hew AerRaRtsAtedstbhtadPFPoandi ARPareceptors

LSt LRO; ' n s:al pQj (e.q.
B aR et et ShnF: Same, #A, Pl PeTR-PRLEkBhandh.
HoweverZ ¢édmpinatrtomany aspect smbhatkiedai af urel 2aknasn
to..which, copbi nati on of,geiicanents makes it possi bl e
PEIbEERPHEEn"BY 188t RvATRAG {9FErirevantigR éF kmown to be
theeapevti en 29cageny hopehyRPBEhiBeRAhA Qfteriosclerosis
arteriosclerosis. In addition, since there are also
$er8- dFhgsWephingtenhMghtglt oki ¥efocgl, Theragsusficshe29th

- LI 2 ) ~sayvQi.ding _that ,toxicity IS ,
SHLE58n, By Peparehadt) asohRllE st Mgone Rkt Prideraity
Sbboapyodi Mbdimlihepleodsiys. Narmdditidn cheRS €f80Sacy of a
havj n certaig chgnisns of action can be conbi ned .
POMRYHEF (P ehEt DIBASt AEVRELPY| APBPLANAYABIORERY BRFhanisms
bothcthen perapest bxest9hgehbhsaskealdnaal §i%e KR8 pointed
conmbi ned use of an ADP receptor antagonist and an
ACAT (End+ bi Poabpeeng Meftaboliewef dParhe) pr @kentBon (0HS5) ) .

nt O_arteriosclerosis _has heretofore.been

BORESEET FBred a0, BRbP ERESRRver b nTohe S PREIPRTORS o
whsehr ebmbingoNSHh A6 aink8icahehBS makes it possible to
S: / Chem cal [ Sankyo/ FP0309/ FP0309s . _
PRBaYD/ &P- BEHOFPETS/ ERY FRRet PAR¥FBELBA OF therapeutic

spestf AU hPPLREiAddid- 8P arferiosclerosis. In addition,

since there are also some drugs that are highly toxic (e.g.,

Drugs of the Future, 25, 171 (2000)), avoiding that

toxicity is also considered to be important during
concomitant therapy with multiple drugs. Namely, which
drugs having certain mechanisms of action can be combined
is considered to be the most important factor from both the
perspectives of efficacy and safety. The combined uge of
an ADP receptor antagonist and an ACAT inhibitor being
effective for the prevention or treatment of

arteriosclerosis has heretofore been unknown.

[Disclosure of the Invention]

Ag a result of research in consideration of the

S:/Chemical/Sankyo/FPG309/FP030%s PRE372/FP-0309(PCT)VEnglish translation of specification/acf/11.1.05
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I mportance of prevention and treatnent of
arteriosclerosis, the inventors of the present
invention found that the conbined use of an ADP
receptor antagoni st and an ACAT_ inhibitor inproves
i nhibitory action on arteriosclerosis in 5 the aorta
and inhibitory action on the occurrence of xanthoma

in the joints of the extrem_.ties, and is useful for
tHROBF 2VERt PONPERVEREAPReARd ( BAPEFBERES PY BFESEABRE)eTOS1sS,

ghe 8ht8hEQSE! 8EOELS EEeQéﬁ€a§ﬁ§eH€%bMego F@Mthat the

arteriosclerosis such as ischem ¢ heart disease,
t@mhene@ ueeebfoaaséDParegepdbseaBEagndlpErbpﬁeaalACAT

2L dLsease arly rterloscler08|s L
U RBFEREOr chiPRgTre SONFALPoR BFELHS Ofr BEBRELOSElerosis in
tndeﬂérﬂﬂ ahAf Qﬂhﬁﬁit@fytaétpbﬁsﬁﬁtth@VéabuQBeh§etQf
provide a, pharnmaceutical conposition for prevention

@HFP%%@n%ﬂttas ipartecafaFng exerembhifsef and is useful
A6 eLhOSELEL05E $oR" o ﬁ S£836n ngerb%§g Eﬁ?g%sgaggeatment) of

arferi oscl erosi s such as 1sch eart
asbﬁen®60bereblsvascdkaeadéseé8310edpérbmharaériosclerosis
vascul ar , di easenﬁg uIarI arteriosclerosjs) for

%ﬂﬂ?n?gté?? grsf b§??s sepBFAERLG GFTe rovascular

aeg@@@élahaypaﬁlgﬁeﬁaf-ﬁgséﬁng angaagel$baaegcamaé§9T
i nhibitor, In addition, an object of the present

FhveRtPeRlesosie) probeteby heedbudfbe peepdating of the
%f&ééh991n§8R££5§U|arly treating) arteriosclerosis or

| Seases derrved fromarteriosclerosis such as
| schenizn heley ¢c2501li Sleasgresach etfievel @br Dy ase Upadvide a

d¢sease or.geilgheral vascglar di sease (particularly

BrREFFO8RFErasi S9™BYS 1 BhRAT N %FePFﬁﬁeFBla waF nkBrabuedt

@g&ﬂ@icﬁpéflycﬂfééfMenBPn@fsér@@rféé@Eék¥§1§n89nalgéa§es
armaceutical conposition for adm nistering

geﬁvV@@nébgml§rt@épasgl@rgso$ S0ck egsehsChehycahe ADP
GECEQL0] POLABRNL SlopOR A0 bitlar 8ILELES" or BEAEhLYEt

I ngredi én har hacat

fhééhbﬂtCdiééﬁ@kyOﬁ&?@ﬁ@@l&f@ﬁoﬁﬁterlosclerosis) for
P88872/ FP- OBOQ(PCTi/Engllsh transl ati on of
%%@%?*?E%f?%ﬂ/%ﬁm% tgngopgly, gseparately or sequentially an

ADP receptor antagonist and an ACAT inhibitor.

In addition, an object of the present invention is
to provide a method for preventing or treating
(particularly treating) arteriosclerosis or diseases
derived from arteriosclerosis such as ischemic heart
disease, ischemic cerebrovascular disease or peripheral
vascular disease (particularly arteriosclerosis) by
administering to a warm-blooded animal (particularly
humans) an effective amount of a pharmaceutical composition
for administering simultaneously, separately or
sequentially an ADP receptor antagonist and an ACAT

inhibitor.

The active ingredients of the pharmaceutical

$:/Chemical/Sankyo/FP0305/FP0309s P88872/FP-0309(PCT)/English translation of specification/acf/’11.1.05
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conposition of the present invention are an ADP

receptor antagoni st and an ACAT i nhi bitor. Exanples

of the ADP receptor antagonist that serves as one of
the active ingredients of thegpharmaceutical 5
conposition of the present invention include:

5-[(2-chl orophenyl )nethyl]-4,5,6, 7-

t et rahydr ot hi eno[ 3, 2-c] pyri di ne described in USP
GOHBeS1kionpLUSPe4PY2 B0 i nKenf 2o AEEhRRt APB) receptor
ghpybbni 3an3 i bi

trif uor%%r%ﬁél?Fh%ﬁ%?SiggégﬁgPFé aci d, nonoanhydri de

w th dEshnptesethyteachdBphesgboni cantadodestrthatl sarves

P , 955,447 apnd_Journal .of di ¢ci nal em str ,
Tooanei a7 ths. =8hiunsib08eagtnlBont) PhropParagaiyiral
asinfosreneanbydehdepwelBnt 19nvention include:

dichIoronethylenebis(phosg?onic aci d) described in
Jour nal ©- bf 2 vela} ererlirenbhnetlryl] 19909, 6 Vot . 42,

| 18z GR=Ghl : -6
SeEhingaia ERLNLS( Sy Pl RRERBLEPIEINEY 30 1en
desdPbediRfA, BBP, 4,529,596, USP 4, 847,265 or USP

> oo o122 lné et st absriet bodyf {331 For obenzy! ) -

érﬁfﬁu@rb@&b@?Y¢EHlB§eB®L§d8n91@Mr59EH?1mBﬁoanhydride with
phar maceutical ly agcegtable salts thereof described in
dophlgropgtzyéenebierbospiasic préfledabbyibed in USP

- - h t hyl ].-4. 5. - 25 .
?é%%%h% ?g%ﬂﬁeﬁgég%gg §¥ heélélg?z Cﬁegéﬁgﬁﬁy,l??gf Vol. 42,
by2itdeRporide), N [2- (nmethylthio) ethyl] -2- [ (3,

3, 3- trifl |)thio]l-5"-ad [ id, . '
nnnoanh%%*?%%éﬁf{ﬁggbg%h%%ﬁ%ﬁ%%ﬁ?ﬁ%%%%?s%%%%%%%ﬁ@%lde with

ACER1 o PBIBY hyf dhe bSh 1Bnb2phoni i - -
ohl o aphenyl) - 6.7 ar Noar T RPahe; 3°59L) Seeryikedsiyg yournal

3b Medigiwvalpghentatuy) y19pPPs ¥alfatd), poR13-220,

2- acet ox

cyclopﬂH%@&%é?gghyfsb:?T&%?6%%%§9P§@Q¥%26?77"
Ao oL a0k Po gyl e P Bblcn B 4 vos
88T 27 &, 0BBB( PCI}7ERGS i sh UBANS| BV60B28f or
SpeCifi£¥géé¥g§§fé}%&}Eégaépggpylcarbonyl—2—fluorobenzyl)—
4,5,6,7-tetrahydrothieno[3,2-clpyridine, or
pharmaceutically acceptable salts thereof described in USP
5,288,726 or WO 02/04461,

preferably, 5-[(2-chlorophenyl)methyl]l-4,5,6,7-
tetrahydrothieno[3,2-c]lpyridine (particularly, its
hydrochloride), N-{2-(methylthio)ethyl]-2-[(3,3,3-
trifluoropropyl)thiol -5'-adenylic acid, monocanhydride with
dichloromethylenebisphosphonic acid, methyl (+)-(S)-o-(2-
chlorophenyl) -6, 7-dihydrothieno [3,2-clpyridine-5 (4H) -
acetate (particularly, its sulfate), or 2-acetoxy-5- (o~
cyclopropylcarbonyl-2-fluorcbenzyl)-4,5,6,7-
tetrahydrothieno[3,2-c]lpyridine (particularly, its

S:/Chemical/Sankyo/FP0309/FPO309s PR8872/FP-0309(PCT)/English translation of specification/acf/11.1.05
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hydrochl oride), or pharmaceutically acceptable salts

t hereof, nore preferably,

2- acet oxy-5-((x-cycl opropyl car bonyl -

2-fl uorobenzyl)-4,5,

6, 7- tetrahydrothleno[S 2- c]pyrldlne or 5

pharnaceutlcally acceptable salts (particularly, its

F¥grocghorL thereof Furt her, the ACAT inhibitor
rochnerdfeact Prel ﬁﬁ@@@&UéﬁF§léW'@ﬁ@e@ﬁabﬁac@@ﬂm§m

epapasition of this invention is, for exanple, 10 ()

-N- (1, 2-diphenylethyl) -2- (2-

octyloxm@henptéﬂefhhnydezdaaétbh?dSLmawﬁyaibggéﬁ%acarbonyl-

g blsél nmet h Iethyl)gh ¥ [2,4,6-tris(1

refhyPE H?P?ﬁﬁ n§r pabet’yFp ﬁﬁﬁﬁﬁﬁpéhéé§@ﬂﬁbédcﬂ@Ymsﬁlne, or

BndballacLses g@éegggglgggfgygg%Fé;glfg§gr§ /124,309

755
bydrashhekpdepyEheriof .

Lot anat R FRFE 5 ah G, SHa 2 GAr BoRoF) Anf no] BrépPendFEive

ﬂﬁgﬁédb@dtbnoESEhé %ﬁ@r&ggeuggcal composition of this
(§)-2',3,5 -trinethyl-4'-hydroxy-a-dodecyl thi o-a-

bﬂ@ﬁ?Fé@Etéﬁvlﬁ@€ aégwpﬂ@ed in USP 5,990,173, 2- [3-
2- I 4- dineth Ian1nopheny|)

fjr e%g] —ry}iii ﬁ%%_%l?%‘?@g]oﬁ}wgﬁe%g “and its
bydy@@nypheﬁ§1¢s§§&aﬁ$delae98§1§e§49n7%% 939065k1;4-{

(4R, BR) -2-[3- (2
di i sopr @T%h%ﬁyfw%¢%yh@hhyhyp¢emys A kB2 hy} 6+t Bidibxo

NECny Fplly PP SEABREYE) AT cpbe PR BB R R pip

5648t hyR, 3upyr bdgB}, 287, [ ¥sP[ B, 080, 719, USP 6,124,309 or

g aéo# %? 5-b] pyri di n- 2- yIthlo)ethyI]plpera2|n 1-
e d85described in EP 987254,

N- (2, 6-H h ipacet am de
(2,5 1890 o Lneps o e 1.

peggyeaFPangpd| Ao engl pbaxenahsyat BedNef(2,2,5,5-
§Q€££&é£ﬁ§igffgg&k%%a%égg-éazbonyl)amino]propionate
described in USP 5,120,738,
(8)-2',3',5"'-trimethyl-4'-hydroxy-a-dodecylthio-o-
phenylacetanilide described in USP 5,990,173,
2-[3-(2-cyclohexylethyl)-3-(4-
dimethylaminophenyl)ureido] -4-methoxy-6-tert-butylphenol
and its hydrochloride described in UPS 5,849,732,
(-}-4-{(4R,5R)-2-[3-(2,6-
diisopropylphenyl)ureidomethyl]-4,5-dimethyl-1, 3-dioxolan-
2-yl}phenylphosphate and its monosodium salt described in
WO 96/26948,
N-[2,4-bis(methylthio)-6-methyl-3-pyridyl]-2-[4-[2-
(oxazolo[4,5-blpyridin-2-ylthio) ethyl]lpiperazin-1-
vl]lacetamide described in EP 987254,
N-(2,6-diisopropylphenyl) -2-tetradecylthicacetamide

§:/Chemical/Sankyo/FP0309/FP0309s P88872/FP-0309(PCT)English translation of specification/acf/11.1.05
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described in USP 5,475, 130,

trans-1, 4-bi s[[1-cycl ohexyl -3-(4

di met hyl am nophenyl ) ur ei do] net hyl ] cycl ohexane
described in USP 5,733,931, 2 1 benzyl -1 - [ 3-
(pyrazol -3-yl) benzyl] -3- [2 4-

bi s(met hyl t hi 0) - 6- net hyl pyri di n-3-yl Jurea described in
WO 96/ 10559,

AEPAT EOBA R hYFP | 5 p&AByEBAdol i n-7-yl)- 2, 2-

di met b C 990, 150 or USP
10 6, 1%%‘8%@2‘{“9& FBSCEyPEGni RSP P4 €

d&m&tbzlgmlﬁephebplyueehdb}meﬁhglmeyhybhaﬂahendéscrlbed in
%%-%éi-giggghylpropananide and its sulfate, or

% r it Ily acceptable salts thereof described in

USP 6, 06% Of - [5P(6,:208 P88, ﬂﬁb@ﬁ?ﬁa@li’z 4-

2,6-bi s(1-nethyl ethyl)phenyl N tris
lpas fae Wy%thw{pﬁemt Y%\@Eryd}nsarfféh’utea fdspcrdbed 3n WO

%r?%et%yi 4' - hydr oxy- a- dodecyl t hi o- a- phenyl acetani | i de

, ) N~4€4 {6 {diRe iyl -P-pdBe vy 2nddi th+ 5opl opy | phenyl )
ra

Jr‘Fr%‘?]iW gl%;‘a?%k%?a‘ﬁe‘?‘:?’r]?ﬁﬂewlHﬁBsEhg?% 1RO (2reUSH
giisppLepyl phenyl) - 2--tetradecy|th|oacetan1de
trans-1,4- bis [ [1-cycl ohexyl - (4

di net hwaéﬁm@n;ﬂjmzeb@@}mm@mmﬂc@cdmemndohn 7-
%% %r%%% tgy§?§%%azyTTd§ 79941 5P STARF ATt hPB) - 6-

fm&¢@mtﬁ¢m13yyé¢@épﬁable salts thereof described in USP
4, 6-di nmet h %§? pentyllndolln 7- 25

198 é 3, 304 et pﬁs opahat?

N- ( 1- 0GId £ 5= LB3APOXY NI, ] ]
6- di rretc%yl i ndol |}E 7-yl)- é&l ﬁ“Eth X tpl}‘%lp phen e,No§[2,4,6

ﬁﬁmﬁ(ﬁmm&mhxb¢¢®yhbprMﬁb]eceay1ksuhéamwte,Fﬂsther 3',5¢-
referably -trinmethyl -4'-
tﬁ’iﬂd?%&% od@é‘?ﬂF‘?JﬁYb“ad%‘ﬁ%‘ﬁlﬂ ta}eze@ afr Phgeylacetanilide, (-

é %Bﬁz%égﬁg?ﬁ%oﬁgbg§1pﬁgﬁ§?? FERRERYH vasSIamsErRyl -4/ 5"
d:&metldyibzbl _amﬂemgep:nemhyyb}ph@nplphosphate, N-(2,6-

- -bis -C ohexyl - - . ,
%{’?55 ' ﬁmé&@ %ﬁéﬁ?’ﬁ%‘h%ﬁ:ﬂ%‘fﬂ%‘?ﬂﬁﬁ%?%@%he?’éﬂ%,s‘71= 4-
waaryl -dycishetPyrazos-3-yl) benzyl] -3- [2, 4-bis

%nethylt 10) -6 S:/Chem cal /Sankyo/ FP0309/ FPO309s
Tam et eon) )y dehmetaint] ey ¢bphetane, 1-benzyl-1-

BPeh i 201 O/ R ddn 1o PP 3 12, 4-bis (methylthio) -6-
methylpyridin-3-yl]lurea, N-(4,6-dimethyl-l-pentylindolin-7-
yl)-2,2-dimethylpropanamide, N-({l-octyl-5-carboxymethyl-
4,6-dimethylindolin-7-y1l)-2,2-dimethylpropanamide, or
pharmaceutically acceptable salts thereof,

Further, preferably, (S)-2',3',5'-trimethyl-4'-
hydroxy-a-dodecylthio-a-~phenylacetanilide, (-)-4-{(4R,5R)-
2-[3-(2,6-diisopropylphenyl)ureidomethyl] -4,5-dimethyl-1,3-
dioxolan-2-yl}phenylphosphate, trans-1,4-bis[[1-cyclohexyl-
3-(4-dimethylaminophenyl)ureido] methyl] cyclohexane, 1-
benzyl-1-[3- (pyrazol-3-yl)benzyl]-3-[2,4-bis(methylthio)-6-

S:/Chemical/Sankyo/FP0306/FP030%s P8B872/FP-0309(PCT)/English translation of specification/acf’11.1.05
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- 8 nethylpyridin-3--yl]urea,

N-(1-octyl -5-carboxynet hyl -4, 6-

di met hyl i ndol i n-7-yl)-2, 2-di nethyl propanam de, or

phar maceuti cal ly acceptabl e_ sglgs t hereof, nore
preferably, N-(1--octyl-5-carboxynethyl-4,6- 5

di nmet hyl i ndol i n-7-yl) -2, 2-di net hyl propanam de, or

phar maceutical |y acceptabl e salts thereof, nost
%?%¥%¥Eﬁ¥ydlau$fﬁ%EU6¢ahL@riéc99t¥$ 5-carboxymethyl-4, 6-

Q@ﬁg hyl

|net p%g%%ﬁén?dgigggf¥l%gﬁgkbglgﬁéh% P%g?é)Prlo
FherddPevetepl by antagbab$é aatlc shehACAd£i, nhi bi t or,
which are activ f edlen s of the_pharmaceutica

conpositoh Bfe’ fed %sé%T T RN on, CRERCPEREEL 1 6-

8ené fhyl beaboim of phaﬁngcayﬁéeﬁyhyragsﬁaﬁﬁaée s@lts
as desired, and these are al so 1ncl uded

pheseateihieal 1 vnacesptablinessite mhereofhe ADP
recept t rt CAT tor Lch are
ol AR R A kot PLafCrelon

active I ngr sition
cérb@xymeehﬁht4lﬂvdﬂmeehylhﬁﬁﬁlﬁn bagly-group, they
$ an be fade to be_.in the formof acid addition salts

HOS Gt BENRR AP+ fe c SRGERE FBhAF L et ABBSsEsT2beYesi r ed.
For exarml eapd h&Yc &b :peaﬂp%@éﬂ‘féjt bynd " €L | A8ATM fibitor,

the corresponding acid for to 30 mnutes at room
th@@r@I@r@CthV% sugveniensachf ashanpbaheacerstienlor

d f er abl th fol l owed, filt .
S0P i B oP LFhE! BEbEpOE, ShUShE iR, FHR hG BRf Rl be in
SDéVE@fm25fupﬁ&fmﬁ@duﬁﬁdaplﬁsébéépt&BﬁépbgitQfa§U@551red

salts include inorganjc _acid salts such as
#yAroReTer e sal B9 d BENGPRUER, thayBFeseBRi de¥ention.

hydr oi ofli dase %éé AheSre P&E&Mafé téyl‘{onag?orq{st or the

phosphat es; onat es suc esu
A@ATIu@hbhéthaneuhitbnaresaceovethageedhénnateﬁ the
esul f onat es;

enzenesul f onat e t ol ue
R BOROT A L6 L CAmBESFEfaP b bo LS UGEF aRbs i nEPBF 4PBs, have a
b@éiéaéﬁ@u?pxﬂhéieéaﬁrbéﬁﬁéééeﬁe Badianine 26kd 58l heid
such as utamates or aspartates. In the case where
FR@ition salts in accordance with conventional methods as
desired. For example, they can be obtained by treating
with the corresponding acid for 5 to 30 minutes at room
temperature in a solvent (such as an ether, ester or
alcohol, and preferably an ether) followed filtering out
the precipitated crystals or distilling off the solvent
under reduced pressure. Examples of such salts include
inorganic acid salts such as hydrofluorides, hydrochlorides,
hydrobromides, hydroiodides, nitrates, perchlorates,
sulfates or phosphates; sulfonates such as
methanesul fonates, trifluoromethanesulfonates,
ethanesulfonates, benzenesulfonates or p-toluenesulfonates;
carboxylates such as fumarates, succinates, citrates,

tartrates, oxalates or maleates; and amino acid salts such

as glutamates or aspartates. In the case where the

8:/Chemical/Sankyo/FPO309/FP0309s P88872/FP-0309(PCT)/English translation of specification/acf/11.1.05
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S: / Chem caVSankyo/ FP0O309/ FPO309s

P88872/ FP- 0309( PCT)/ Engl i sh transl ati on of
specificationlacf/l 1.1.05 - 9 correspondi ng acid has

a valence of 2 in the aforepegtioned acid addition

salts, any salt in which the nolar ratio of the ADP
receptor antagoni st or the ACAT inhibitor to acid is

1:1 or 2:%yé§nd preferabl 2:1) is_included in_the 5
PRI MRt RoH BRd #rveheiéase wheiB the aforementioned

£O1 & espeNdi K9 sQEtQ hﬁﬁyasaﬁiefﬁewﬂicﬁ tﬂ@yméﬁgé %Qtlo of

which the aforementioned rafio is 1: 1,
Hhe APRcreckepton amh@gcpmes@n@ru hhen@@bﬂ. ihhikhddeti oo, acid

' ! S th DP r ce t . 10, ant agoni st d
{hel R Bt bR F Ll vie gt adrdnte BRe
prSQMQYﬂm@eMti@@l @ﬂﬂpﬂﬁlth@nc@éetﬁﬁer@r@ﬁ@n&orrespondlng
i nvention, has an acidic group,_they can be nade to

el § RIReA FORIRRFC L P 3 esPRGt FREE pharwatelt Foal | y
a@ﬁ&%l%@z@éfoﬁé’étéat?i’ot{§ %II‘Q yiih,a base; lé__oafgcgofuq?f&&ed in

with 15 conventi onal ods as desirTed. r exa
the\presehe iwheat hed. by treating with the
corres ndhﬂghbase for nut e room

t enper at'tr Ja%’olj\féntt%e(s(i?cgﬁaa il %el}D ST TP

Bhcanehi sansn@reher Ay anhabceds| Jwhieh! gMedabyive
filtering out the precipitated crystals or 20

meredienes orf e E@@wewwl r eameedl bt es sof ethe
piilend Al dvesalol nohude 1&1‘@“%&3%&' Ry OBRALe made to
S | um sa P

alts suc a so fum's
be tin urhsafdorm adaﬂatthe}ereaaed:thlmtphasmtéusﬂcéll]ap a

cal ciu alt nesiumsalt, netal salts such as

G TR U7 BEP (Y SES RIS AN TEh 50853 MR agferdance with
EOPReGt Bhd 1 ﬂe%@é§|a§3<ﬂési3fe@ cahal tex?a'-ﬂﬂl they can be

i norgani ¢ salts such as an ammoni um sal t; and organic

eftatned o bxeat ingcvitaniie @carresmozdcﬂb@g\zlyaam frer 5 to

| | t
SPkir S B BLUAE eBhler B BLyoRSA DESR. (Auck oo an
stahdr, aasstt\ém:hyélgd:mn@@m nend 3frebdtabby gmnamdaleo§ﬁl t,

[.am sal a triethylamne salt, a
ﬁhgb& é%§| e H%ri%$t°u%ntm@Kpre01p1tated crystals or

& penzyi €4 vt enegl amd D@l tnade CHL QLR 05AL DS, S&! t gin
salts can include, for example, alkali metal salts such as
a sodium salt, a potassium salt or a lithium salt, alkaline
earth metal salts such as a calcium salt or a magnesium
salt, metal salts such as an aluminium salt, an iron salt,
a zinc salt, a copper salt, a nickel salt or a cobalt salt;
inorganic salts such as an ammonium salt; and organic salts
such as a t-octylamine salt, a dibenzylamine salt, a
morpholine salt, a glucosamine salt, a phenylglycine alkyl
ester salt, an ethylenediamine salt, an N-methylglucamine
salt, a guanidine salt, a diethylamine salt, a
triethylamine salt, a dicyclohexylamine salt, an N,N'-
dibenzylethylenediamine salt, a chloroprocaine salt, a

procaine salt, a diethanolamine salt, an N-

§:/Chemical/Sankyo/FP0309/FP0309s P88872/FP-0309(PCT)/English translation of specificationfacf/11.1.05
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procai ne salt, a diethanolamne salt, an N

S: / Chem caVSankyo/ FP0309/ FPO309s

P88872/ FP- 0309( PC 1)/ Engli sh transl ati on of

speci ficationlacf/11.1.05 -_ 1} benzyl phenet hyl am ne
salt, a piperazine salt, a tetranethylamoni um salt
or a tris(hydroxynethyl)am nonethane salt,

greferably, al kali -metal salts (partlcularly, a
BArYkPEEneCBY LampBeasal bim a5P4RPFRZinRepalt, a

§é€£§ﬂé§ﬂg§gﬁmgﬁyuﬁ cRiesent o in the case where

various geonetrical Isoners or asymretric carbons are
tons dhpedokpmehby ADRni poeptbanantagoni preferth@yACATkali

nhibito ich is ctive | redle of the 10
BRGP Pt RhEP e ePSEBhBLRELSn Br SPROUR: B8kt SFbeRPEaRStum
gayb)_of these or m xtures thereof are al so i ncl uded
in the present invention. Were the ADP receptor
ant agorfB3erdr SEHecATRAMET HHRY t Be  PHRFENRt i sianthet faee

ihgr-gdi gnt -9k g@sméérﬁaginﬁgsmgkgah ngp%a';kea 8fr ?%s are

present 1 nvent can exi st
tbatatneﬁannstharADHsrepepportannagohlnﬁtef thachCﬂE
{ hese, or %FES thereof are ,also.included in the

b?@%@ﬁFanvg is| AN AEte¥CelRACPELERE RBP RECept or

BhhpgaRESt i8Rl «dRpblet AGAToENRLBI HREseWhi §AvRReion, each
active ingredients of the pharmaceutical conp05|t|on

of thespresenmixfuvent Fbareafearadalapsiacédded in the
%%é$%%£a539g3£¥rafthere are no particular limtations

adm ni's ion form provided they can be

adm ni swWieses dhe NEDP | yeddetSANRnt Ag6nidbeyratBe ACAT
referably 25 adm ni stered as a S|ngle composition. In

ﬁ%léagerthPéCPhéSAep REEABEOLTERE QSHFstaHHe t he
ﬁﬁ&@ﬁae@u@a&gn cWRb68: 8k Bnatki ¥Rl pOEEELENt 3vRLLERE, can

phar maceuti cal conposition of the present invention,
axestadn1hhstépém bgepahadgayeothQEquentaahByVarubese
e_ad nlst

BEoRORr TOnBaGE' FRLE LtEh b TP ReR PRmITLRLR FBLE0e are

aEQUemthhﬂﬁd EArthe present invention.

In the case where the ADP receptor antagonist and
the ACAT inhibitor, which are active ingredients of the
pharmaceutical composition of the present invention, are
administered "simultaneously", there are no particular
limitations on the administration form provided they can be
administered at nearly the same time. They are preferably
administered as a single composition.

In the case where the ADP receptor antagonist and
the ACAT inhibitor, which are active ingredients of the
pharmaceutical composition of the present invention, are
administered "separately or sequentially", there are no
particular limitations on the administration form provided
they can be administered separately or sequentially. For
example, the ADP receptor antagonist may be administered

first followed by administration of the ACAT inhibitor

S:/Chemical/Sankyo/FPO309%/FP0309s P88872/FP-0309(PCT) English translation of specification/act/11.1.05
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exanpl e, the ADP receptor antagonist may be
adm nistered first followed by adm nistration of the
ACAT i nhi bitor S:/Chem cal/ Sankyo/ FP0O309/ FP0309s
P88872/ FP- 0309( PCT) / Engl i sh. Hﬁgnslatlon of
specification/ad/11.1.05 - after a predeterm ned
anount of tinme, or the ACAT |nh|b|tor may be
adm nistered first foll owed by adm nistration of the
aPPe¥ ek cprodebpragondsemapner of piwvdet ernthed2gABuanhibitor
t ) r t siti.on of  t
g hiadnin I0EoB0RT BREELT LET1oHRAPEY' SuRalhakdlippapt the
EDRpostépoori anwbgochi shea ADPr aepeeﬁateam&ﬁganambuh& of
5:% 2-chl orophenyl )nrethyl ]1-4,5, 6, 7-
t&fF ahydr ot hi enof 3, 2- ¢] pyri di ne,

N-[2-(
(3.3, 347 11 Uoropropy1 )t o] 8~ 5t o5 Rresene

h@ﬂ@@ﬁhyﬂri@epmﬁfﬁrdbbhtoronethyIeneblsphosphonlc
2- d I d
Lh & Bt et o bt st TRt (e

féﬁepﬁbraantagonlst is 5-[(2-chlorophenyl)methyl]-4,5,6,7-
2-ch| or ophenyl ) di hydr ot hi eno| g%rldlne 5( 4H

’§el'1§alaz<é¥<a¥1éle?°é%e%ofilzptsrfﬁlé?mEpﬁ%p;ﬂn@ Bohjiopethyl] -2-
Yo§ ohepzyf) -

gktetrahydrotﬁégnof%p%l) hl??dSnead%?yllc acid,

mﬂ@¢ﬂ®hﬂ@rl@alWythcdephhbremsahykenhblsphospﬁ¢nac acid, 2-

ha t 't' in which t ADP t
DR SORR P or 55 5520882 o, SshEny Fomeengr i ads BE5E 20
i h hi _
‘?ﬁ%ﬁ‘??‘?ﬁ‘?%‘?%?ﬁ‘? FLEphgunahenydiar ) BELHR Nebf (80 o
éﬁe&@l®EOpheﬂylhﬁﬁpﬁﬂ@yﬂYdﬂ@th&ého[3 2-clpyridine-5 (4H) -

dlchloronethyleneblsphosphonlc acid, nethyl
9§ g2 (2Cetoxy-5- (a- cyclopropylcarbonyl-2-

gfuafaggﬁyyi 27 g g hyOLOLOLERoL o Lo Gh Ry HALPE 268 o

5 acetate-su
ﬁh@rma@aytﬁcéhlyyabaapb@ylea@@bﬂslthéreof

f uoroben 5, tetraqurothleno[s 2-c] pyridine
6 Yo o a maceutlca compSsition in which the ADP

BE 5 r cagbo 4,556
iy el o s PR %

¥%§r®h$@n¢hh£@@@I%a@ chpypoifiinenhydrebhtorite, ADP[30
LASER BRI AIRI PR F (5 3.3 brieyuoropropy ) ehiol -5+-

adenylic acid, monoanhydride with
dichloromethylenebisphosphonic acid, methyl (+)-(8)-oa-(2-
chlorophenyl) -6, 7-dihydrothieno {3, 2-¢c]pyridine-5 (4H) -
acetate-sulfate, 2-acetoxy-5-(a-cyclopropylcarbonyl-2-
fluorobenzyl)-4,5,6,7-tetrahydrothieno[3,2-c]lpyridine or 2-
acetoxy-5- (a-cyclopropylcarbonyl-2-fluorcbenzyl)-4,5,6, 7~
tetrahydrothienc[3,2-c]pyridine-hydrochloride,

(3) a pharmaceutical composition in which the ADP
receptor antagonist is 5-[(2-chlorophenyl)methyl]-4,5,6,7-
tetrahydrothieno[3,2-c]pyridine or pharmaceutically

acceptable salts thereof,

S:/Chemical/Sankyo/FPO309/FP0303s PR8&72/FP-0309(PCT)/English translation of specification/acf/11.1.05
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tetrahydrot hieno[ 3, 2-c]pyridine or pharmaceutically
acceptabl e salts thereof,
S: / Chem caVSankyo/ FP0O309/ FP0309s
P88872/ FP- 0309( PCT) / Engl i sh_tr.ansl ati on of
specification/acf/11.1.05 - T (4) a pharnmaceutica
conposition in which the ADP receptor antagonist is
?-&(Z-Chlorophenyl methyl]-4,5,6,7- ,
&t r ahy/rDRRTBHOTAL DY pyPTRP HiEhieR ot Bride, the 5ADR
ut § OSLtEOR (bN j ept @r
P S LR e e e
tetrahpdoprtbpghdtBi Bl ebbyaiddnyet bydeodhlovndanhydri de
'gh qgchéoroneth | engbi s hosghonic,acid.qg
DRLr mace R RATT o St o SR Rht 1en | Hor which (ghe ADP
pbaepBEeULhEeabof08POSEt NON2 L tm¥bhehehiE) 8PRy19-2-1(3,3,3-
receptor antagoni st is nethyl
%n}ffgyrgpfgpghpBhbgheﬁyr§denyllc acid, monoanhydride with
_ . ) : i ne- 50 AL - or .
B R Pl FRo Pen SR B 2 B BREER Sebicanny
phaepeeklei saltsonhesedtfon in which the ADP receptor
agoni st. is nmethyl (#)-(S)-a-(2-ch]orophenyl)- 15
BBL 2R A T SR | Gy TRon et e 4b) - Siray Ghe ADP
eutj (tion,in ich, the
AP P S et b ORiT S oEr o LEPL €RTRES) LhoRa ! BuYBLEBNERT) -
2; aceiboxgrSedeny ¢l ppropyl ebdbnsyt {4H) -acetate or
25fluorobenz%£%-4,5,6,7-tetrah%drothieno 3,2-c]pyridin
RUBTMAGRYF hatewY i carfytakteptabie &ApEeCther eof, 20
(9) a phasmeRitd e cLOMRARIEL O b Wi gl dhe hDPnp
receptor ‘antagonist is
Peaept oxyabt4geonyst ops opythal bonyt {S) -a- (2-chlorophenyl) -

2-1l robenz -4.5 6, 7-tetrahydrot hi eno[ 3, 2-c¢ ridin
%,%fgfhygrotgkgnoIB,2—C}Pyridi¥e—5(4H)—aéetatelgzlfate,

cet oxYsinac 25 f Vide
foRe! M el o Shsss e 5 s eng e
hycepedt oantdegoRdst 103 2-pbatsnpest (&aty608PLEHY 1 8ArbBny1 -
which the ACAT inhibitor is, .

2; elepsechey hyt &t hyf) phepyralwvgrotaienc [3,2-clpyridine or

1%1%1%%6%{%%é:’%fip%%@@ﬁ@éﬁgiécggi’ﬁé suhdpuBEe.
{9 et by | phe eyciwxie sk dostenyd tthian aiphanydiacetambp de

, (-4-{ (4R 5R) -2- [3- (2,
B P sObr DpYyFPPRhT ) bF e? TRRREPYY 15 = 40- GycBopropylearbonyl -

AL FRLOYpdn 25 £ 0X 0k 88, 7= YL PREDYL PRSI & - 8§56+ 8dine or
2-acetoxy-5- (a-cyclopropylcarbonyl-2-fluorocbenzyl) -
4,5,6,7-tetrahydrothienc[3,2-c]lpyridine-hydrochloride,

(10) a pharmaceutical composition in which the ACAT
inhibitor is, 2,6-bis(l-methylethyl)phenyl N-[[2,4,6-
tris(l-methylethyl)phenyllacetyl]lsulfamate, (8)-2',3',5'-
trimethyl-4'-hydroxy-a-dodecylthio-a-phenylacetanilide, (-
)-4-{(4R,5R) -2- [3- (2, 6-diisopropylphenyl)ureidomethyl]-4,5-
dimethyl-1,3-dioxolan-2-yl}phenyl phosphate, N-(2,6-
diisopropylphenyl) -2-tetradecylthicacetamide, trans-1,4-
bis[[l1-cyclohexyl-3-(4-

S:/Chemical/Sankyo/FP(}309/FP03009s P88872/FP-0309(PCT)/English translation of specification/acf’11.1.05
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di i sopropyl phenyl ) -2-tetradecyl t hi oacet am de,

trans-1,4- bis [ [1-cycl ohexyl-3- (4

S: / Chemi cal / Sankyo/ FP0309/ FP0309s

P88872/ FP- 0309( PCT) / Engl i sh t.ransl ati on of

speci fication/acf/11.1.05 -
d|nethylan1nopheny|)ure|do]nethyl]cyclohexane

1- benzy] - 1- razol - 3-yl) benzyll -3- [2, 4-bis
@h%%lw%ﬁmwopbenwﬁi Wyepgri BekbBlyrygiehexane, 1-benzyl-1-

t ndgl jn
Pa it t%%?%r%ég%g?negg?inél@gt% plg (Hetn SEBRRIRST 5
dethyipetrhginndell hureyl| ) N2,(2; dFdEmhyhplepapantﬁmlndbl1n 7-
r eutic acce table salts ther
B ottt reaiy LBRsSPEron T o HAL cHOE KD ACAREbbxymethyl -
4n@L@i&@ﬁhY§1ﬁathﬁlv2y§)pﬂeﬁyﬁﬁhgﬂhii r&?anamlde or
octyl oxyphenyl ) acet am de, 2, 6- bi s( et hyl ) phenyl

phqgmaceutlcal Yy acceptable salts thereo

112 4 phsialdate, oy siulashen] preiyl L
mmbs.:%@aﬂ@ylbamm@cycagﬁﬁ 1&1:])%13 ENe$2, 2,5, 5-
tetramet hyl -1, 3-di oxane-4 onyl’) am no] pr opi onat e,

@nylQXYBhesyliaCﬁé@MyﬁEA 2h?db@xylamabbyéythhlbphemﬁl N-
hen cetanilide s [ 3:(2:cycl ohex 4-

BrZe¥ 151 henoprinyrytrents] BHERIT TRy Ealy ha fatdee,
?g$y%$hemeﬂhydﬂQBhEQmEﬂBylﬁrbpyﬂ){NQ4R 5R) -2- [3-
APTELPRERFREREh N DPEY AbABERFTT 1 aY5- 3 Mt 9+ 21585di oxo

henyl t 0 -
%?gr?ﬁ%¥h%P @Ig)a@gﬁggé £ 8%9%3??3y$T§ﬁé_pfgbﬁﬁgétg (8)
toxarpbo-f4imbthyl-41- hydroxy o- dodecylthlo o-

acet am de,

gﬁ yridin-2-ylthio)eth i perazin-1-y %
oy becar R opi Byl %négyﬂg gy@%@haz%é?r- Kilbadef4ni de,
I
%ﬁ%?%%lgﬁ%ﬁ% eng% g¥§#ggfxx mﬁtP%Qcho exane
hubphp&énal-Eﬁdﬁeehlpyideol(S}yﬂ}bémzysk -3-[B2,4; bis
t hyl t hi - 6- t hyl 3-y
A Taokrark b Tt gPrehGyEL3Y b diR8eny1 -1, 5-atoxotan-

l t _
{L 1¥%1§?n?1gﬁbsph9ﬁ@pﬁaﬁa*sgal@ﬁ\ sHitatg-0b, 4

bh?b@&?hﬁlhb%0h 6-arReYhyBradoifnl -9+ )42 [2- (oxazolo[4,5-
Bl ppet YL s OPRPAILIEe 001 o H0drB2 PRAI DI PULLEShice, - (2, 6-
diisopropylphenyl) -2-tetradecylthicacetamide, trans-1,4-
bis[[l-cyclohexyl-3- (4~
dimethylaminophenyl)ureido]lmethyl] cyclohexane, l-benzyl-1-
[3- (pyrazol-3-yl)benzyl]~3-[2,4-bis (methylthio)-6-
methylpyridin-3-yl]urea, N-(4,6-dimethyl-1-pentylindolin-7-
yl) -2,2~dimethylpropanamide or sulfate of N- (l-octyl-5-
carboxymethyl-4, 6-dimethylindolin-7-y1l)-2,2-
dimethylpropanamide,

(12) a pharmaceutical composition in which the ACAT

inhibitor is (S)-2',3',5'-trimethyl-4'-hydroxy-o.-

dodecylthic-o-phenylacetanilide, (-)-4-{(4R,5R)-2-[3-(2,6-
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inhibitor is (S)-2',3,5 -trinmethyl-4'-hydroxy-a-

dodecyl t hi 0- a- phenyl acetanilide, (-) -4-{ (4R 5R) -2-

[3- (2, 6 S:/Chem cal / Sankyo/ FP0309/ FP0309s

P888721 FP- 0309( PCT) I Pngl i sh tr4an_sl ation of

speci fication/acf111.1.05 - 114

di i sopropyphenyl ) urei donet hyl ] - 4, 5-di net hyl - 1, 3- di oxol

an- 2- yl } phenyl Phosphat e, _

1 SFSPICRVBReY ! vyl dpRyhvBl ¢4, 5-dimethyl-1,3-dioxolan-2-

e T
¢ imae byy 1 Ambpopbe By hethyi gyt ndthy B} y{liokaxane, 1-benzyl-1-

-octyl - 5 -4,6- )
b B vehndior Pt PESHETL Y3 B2 ks grophwhimie) -6r
e yReeH d Cal 8y Breeph able (sabk syl hgtégfrbo;%c_}ﬁ%tﬁyl—r&, 6-
ghar maceuti cal conposition in which the ACA

HAe By bindalhpt 1-vtt yE - B-@tmpoRyhproapandnsdeo or

. . 7 ) . | g
EPndenPrOatfy adedorant &' SELOY PREPEBEY 00,

phar mace yhaaha conpiosit | asmpds Vi o 1hewAGM the ACAT

inhibitor is sulfate oi

NROBEeY | 18- Raf bokgét nyT cargexymethyl-4, 6-

dimet iyl 1neel i n- 7=y1? =2, 2= @iﬁ@ﬁﬂyiﬁfeﬁmﬁﬁgﬁl?ﬁéo@ 15

(15) a pharnaceutical conposition in ACAT

PR preonticaNLY | aoceyt alsl € as &by nelhayeod, 6-

| et hyl 1 n-7-yl ) -2, 2-di net hyl propananm . de
ﬁieﬁasuI% aé}ga Qﬂ.r@l}:ref tyellre,alp KA et %rgl lr@o‘&blo%l? tHERACAT
Tt Bb heohe biys  subfdtardf yN € o @t Y- Snc ARk REPhPI -4, 6 -
nt a onist selected, 20 fromthe above (1) to (9) and
H“?x%&r PP bR of %k et 2RI PRy Ferapananide) ©5 (15)

e18) al 0 SHAHRAE AN ddIldR soof Ofn SHAMI Gend Rap
phar maceut i cal conposi tion’n |1 C tl}]e receptor
i Hybrdstis SN 5] {Qcthl of opimenykymetiyl 14 465, 6, 7- 25
%%ﬁé{%?frﬁ%higﬁﬁz{fﬁlé?:fldf%éég§f§fo£gn£%ide-hemisulfate.

[ (3, 3, IniardHd tio o it dd T oSt idnAGKkained by
nmonoanhydyi de wi th di chl or onet hyl enebi sphosphoni c
HEPHETIL 1Y pr PP IR 2 - 3N Ao nye ¢ el bRt dan reeerh#ly de¢ Hected
Rho o CHGEOTPE N SNEH URISRRAAF A1 c8F Bl eceea
6017 - théyabordi En0] Q- t] Pyrave net So (Btdferable and include,
for example,

{16) a pharmaceutical composition in which the ADP
receptor antagonist is 5-[(2-chlorophenyl)methyl]-4,5,6,7-
tetrahydrothieno{3,2-clpyridine, N-[2-(methylthio)ethyl]-2-
[(3,3,3-trifluoropropyl)thio]-5'-adenylic acid,
monoanhydride with dichloromethylenebisphosphonic acid, 2-
(propylthio) -5'-adenylic acid, monoanhydride with
dichloromethylenebis (phosphonic acid), methyl (+)-(S)-a-
(2-chlorophenyl) -6, 7-dihydrothieno[3,2-clpyridine-5 (4H) -
acetate, 2-acetoxy-5-{a-cyclopropylcarbonyl-2-
fluorcbenzyl) -4,5,6,7-tetrahydrothieno[3,2-c]lpyridine, or
pharmaceutically acceptable salts thereof, and
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acetate, 2-acetoxy-5-(a-cyclopropyl carbonyl -2-
fluorobenzyl)-4,5,6, 7-tetrahydrot hi eno[ 3, 2-c] pyri di ne,
or pharmaceutically acceptable salts thereof, and

St/ Chem cal / Sankyo/ FP0309/ FPO309s

P888721 FP- 0309( PCT) I Engl i sh transl ati on of
specificationlacf/] 1.1.05 - 15 the ACAT inhibitor is

2, 6-bi s(| -nmet hyl et hyl ) phenyl
N[ [ 2, 45182 tAFR |1¢E&my¢%¥hy$)%h%n9+$é%em9¢¢xhﬁ$%nht@henyl—

£k 122435 érléfiﬂﬁébﬁ 1ééh y 5F§¥%E?gg§gxgggi@aﬁgte, (8) -

phenyl acet ani | |de

ﬂflSOPBOPvaﬁeﬂM#lUGe#deEbhyLh=&o&ed&ﬂ€hh¢La1,3-di0X0

| an- % phenyl phosg at?,

RP?QY%aG? BpL 8PS phehyty L 24Ry ER} adedyt €Ri bacet ami de,

&f 808pt _
|ng§ yog%?gg%ﬁ%%§ ?%?§§§¥Fﬁgtiyl]cycfmﬁ%§ %el 3-dioxolan

A-vkpphenyl phosphate, N 2 6 -diisopropylphenyl)-2-

L2 LONLAZ L SoXLDoRENL] - 812,01 Dl SLIEYRYLLDLDLE ST 5 - o
&%ﬁ%zﬁ%ﬂ%?ﬁ%?gheﬂygggﬁzﬁgﬁg@étﬂyi]cyclohexane 1-benzyl-1-
Kﬁ(iPBE@?P153cﬁlg%§9ﬁﬁlh B=1[2,4-bis(methylthio) -
T T S P
phhfﬂa@e@imeahybpnwpsnambﬂeLnNliehctﬁE AbPadboxymethyl -
opeBi AN BB Lot prepanania, o

pled Fkyenol b eng [§e8e€&@ylédé@ftgygﬁéfgéﬁr'de N-[ 2-
gnethylthlo)ethyll- (3,3,3-trifluoropropyl)thiol-51-

Hehyl & RhaTmaGRHoeHl dromeosition in which the ADP
%é§$%§§f?§ﬁ§%§§ﬁe§£SPQ°§P??E' hESESonlBy Whethy11-4, 5,6, 7-
t@tnanmﬁfnyhieﬁoY3dzhqﬁppihﬁfﬂ@[By&r@&HY6tﬂ&@? R 48D -

?ﬁa S EEbte! SE% AL o2 obf it RaFBbEyROmOPTODYL) thio] -5 -
@gfppénéaia 4nSnBarfnf &1 QLYHL of hi eno[ 3, 2-cl pyri di ne

dumhlmyeﬁe&Byrqmébmmpmwépnmﬁﬁﬁyécde|M@EH@E”(¥})(é 506 (2

,7- tetrahydrothleno[S 2-c] pyri di ne- hydrochl ori de, and

S5l eFRPRenTL | nhi B dbRYEBOY lep;pfe 13 22 o bireni g emay’ J48) -
éﬁ%ﬁ%ﬁ L%&y e;{g%%%?“%%%gy$ {a-cyclopropylcarbonyl-2-

DR d2oBedzyT ) S4 [ hyt &t hyhy) @her] ¢R6 1 BHRh -
(1S, 2S)-2- {h+(2jgn§|nEthylpr%pyl) el cﬁﬁff §or 2
aemlydxar hawoytyahepooyy] olekany 1- y+fBu¢ﬁbbém2y5)54,5,6,7-

tetrahydrothieno[3,2-c]lpyridine-hydrochloride, and

the ACAT inhibitor is (&£)-N-(1,2-diphenylethyl)-2-
(2-octyloxyphenyl)acetamide, 2,6-bis{1-methylethyl)phenyl
N-[[2,4,6-tris(1-methylethyl)phenyl]acetyl] sulfamate,
(15,28)-2-[N-(2,2-dimethylpropyl) -N-
nonylcarbamoyl]}aminocyclohexan-1-yl 3-[N-(2,2,5,5-
tetramethyl-1,3-dioxane-4-carbonyl)aminol propionate, (S)-
2',3'",5'-trimethyl-4'-hydroxy-a-dodecylthio-a-
phenylacetanilide, 2-[3-(2-cyclohexylethyl)-3-(4-
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tetranet hyl -1, 3- di oxane- 4- car bonyl ) am no] pr opi onat e,
(S)- 2',3 ,5 -trinmethyl-4"-hydroxy-a-dodecyl t hi o- a-
phenyl acet ani | i de, 2-[3-(2-py%%qhexylethyl)-3-(4

S: / Chem cal / Sankyo/ FP0309/ FPO309s

P88872/ FP- 0309( PCT)/ F-ngl i sh transl ati on of

specification/ad/l 1. 1.05 - 16
dimetRyil ami rephenyl) ureids] -4-wethexy-6-tert--

?gkyggﬂ@ﬂeh-ﬁyd&eeﬂhe&&e@; (=) -24{{(2£4BrPRY - 142l 8-
di i sopropylphenyll) ureiidomethyl] -4, 5-dimethyll -, 3-diioxolan-

an-= 12: yl } phenyl phosphat enonosodi um salt, N[2,4 5 bis
oL ) Bh Ry DR YoRaBRE NSRRI Al 42 b
bo¥ametRyl4hid) -6-methyl -3-pyridyl] -2- [4- [2- (oxazolo[4, 5-
§5perdLn-2-ylthLosethylﬁpreraztn-l-ylﬁacetan[de,

Pyr&dinresypebpl phekyl pipetagindécyld preaamddei d¥- (2, 6-

: - - i | ~C 9= .
SRy P RBSREAY 7 UF St dof St RyPTETEPBAGRansTans 1 4~
bibéhzybytlohéxy3-3¢fdgrazol - 3-yl)benzyl] -3- [2,4-Dbis
Rk R ey SEHER PRbBEE Ry T vt oh8kane, 1-benay1-1-
KE%1§¥%%?§F?EPyEPEQHQQQWL§e{9ﬁ4ab§HkﬁéEﬁyQEhio)»6—
vaEbpkpHei Ayn- 2 gldnmeahyNridobirdimephyl? 12pentylindolin-7-

| hyl pe ] . h ti
oo Tes Y RLRBRAOTL AepadRnt AR o8, BLELTRER bESly apopem -
Gafbdxphkohpphenygl dimebiyli43616n77-v1) -2, 2-

etra rot hi enol 3, 2-c] pyri di ne, or pharmaceutically
é&@@ﬁgégPEOEﬁPﬁﬁgaﬁereof, and the ACAT inhibitor is

(P8)2' 3 pRarh&tIBEIVAT 4coffosition in which the ADP
hydroxy-a-dodecylthlo-a-phenylacetanl?lde,
teyeptd4RneRyonist is 5-[(2-chlorophenyl)methyl]-4,5,6,7-

-[3-{2,6-dii.sopropyl phenyl. ).ur ei donmet hyl ] -4, 5-di hyl
GG S B S Y RLRPY  BRb8nat cpa rhadet edThy
teasptiblebialf3- chgekboiexyhal- (4

di met hyl ami nophenyl ) ur ei do] nethyl]c cl ohexane,

1- benzyfbq -2 T[enh{%ngﬁo%ssi§]7%en¥y}?‘=grlwgthybré'~

ﬁg@%B%%%@}Ségégp%g§§§%§E§§§%&gggé¥5LH5§%é, (-)-4-{ (4R, 5R) -
QLmEtmyLEQQQEEBpfoﬁylpEeﬁFQbHﬁéhﬁbﬂé@ﬁ?minhdgrthethyl—1,3—
pharnaceutlcablé acceptable salts thereor, (19) a
pharpheBoir¥al PReRpdsPhPeRhpRewhFERNEhE , ADPis [[1-

cyclohexyl-3-(4-
dimethylaminophenyl)ureidolmethyl] cyclohexane, 1-benzyl-1-
[3- (pyrazol-3-yl)benzyl]-3-[2,4-bis(methylthio)-6-
methylpyridin-3-yl]urea, N-(l-octyl-5-carboxymethyl-4,6-
dimethylindeolin-7-yl)-2,2-dimethylpropanamide, or
pharmaceutically acceptable salts thereof,
(19) a pharmaceutical composition in which the ADP
receptor antagonist is methyl (+)-(8)-a-(2-chlorophenyl) -
6,7-dihydrothieno[3,2-c]pyridine-5(4H) -acetate or
pharmaceutically acceptable galts thereof, and

the ACAT inhibitor is N-(1-octyl-5-carboxymethyl-
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30 receptor antagonist is methyl

(+)-(S)-a-(2-chl orophenyl) -

6, 7- di hydr ot hi eno[ 3, 2-c] pyri di ne-5(4H)-acetate or
pharmaceutically acceptabl e ts thereof, and the
ACAT inhibitor is N (1-octyl--5-carboxynethyl-- S;

/ Chem cal / Sankyo/ FP0309/ FPO309s

P88872/ FP- 0309( PCT) / Engl i sh transl ati on of
SperiiTeRty bandet #2171V bb-2, 37dimethylpropanamide or

G SrhSELEYLL OOl L dol) - 2adh pethulppepana de or

arnmaceuti ca acce e salts thereof, (20) a
@)rrm(m@hanahammtmml |mmpqsxsw\tucm ihewADEN tmemmr
antagoni st is methyl (+)-(S)-a-(2-chlorophenyl) 5
R GFO ATeor 58 ABLRYH kbl 5(3H) Gadac abébrophenyl) -

if%g_ ?Qghléﬂ [§(EG-L€?£PH18£ k$am) —acetate- sulfate, and

car boxynet
4, 6-di rtdté]ymmﬂoimlmlﬁt;m) - Vs N d{ reddityy pr Dpaseivddemethyl -

har gaceuti cal Ly accept I al.ts thereof
D dRtethy Lt iR v EbrE: Ao Pe iy b apphapiad or
ﬁﬁ@ﬁ@é@éu@ﬂé&gpﬂl§&cé§table salts thereof,

2-acet oxy- 5- (a-cycl opropyl car bonyl -

P2%) uor%tﬁéﬁﬁmacw@@b -Gp it ot hi e o Bolz- eheyabRi n
har mraceutically acgggtable zalts hereof, and

?%%eQEﬁg'?ﬂﬁ?%??b?tlﬁshg(? Py - 8- L97 BB ﬁ@gﬁyylcarbonyl-
ﬁwﬁ&&%ﬂ@ﬁ@ﬂ£¥ﬁﬂoh'9 g 7Y£%t§aﬁy§k8EH¥éﬁB?§aQQE}ggr951ne, or

15 pharmaceuti cal y acceptable salts thereof
Eﬁ%ﬁ%@@%@ti@allzoﬁQQSPtabhe|ﬁahhﬁchheheOADPandeceptor

antagoq{ é%f ﬁﬁ@?%?gbé (éﬁncxflngﬁfyécgéggn¥wmethyl—

2- quoro

q; $edim@vﬁybihdenﬂﬁ372ytjpyrﬂddﬂmtﬂflpropanamlde or
2-acet oxy-5-(a-cycl opropyl car bonyl - - 2-fl uor obenzyl) 20
Eh%r%aqe?E%F%h§Hr%?ﬁ?%ﬁ%%%e25%}b§rFH?ﬁ%ﬁ§drochIor|de

AGAT & of Vs 5-
carboxynethylméééy%ﬁéégréd|nd§#%Iéﬁ ? w%ﬁéﬁ-&ﬁ%
e byt paopageni de, iang- ﬂ@é@oﬁ?egeKabEYCléﬁﬁbpﬁlcarbonyl-

har naceuti cal co 05|t|on in which the ADP
fé%%%@%?b%ﬂ¥ﬁbbh? fg7-tetrahydrothieno([3,2- c]pyrldlne or

R e 7CY§5%3% Y eEPhROR, 62 hE LHBFaPSREY B

NES O, 7- tetrahydrothleno[B 2-clpyridine-hydrochloride, and
2- acet oxy- é%x cyclopropylcarbo | -2-fl uorobenzyl) -

4,5, 6, ﬁlt%tﬁ dHa P oL 3L 2-2 ] Py fali edd N otht ort vk 5-
oxymethyl-4,6~-dimethylindolin-7-y1)-2,2-

dimethylpropanamide, and more preferably,
{(23) a pharmaceutical composition in which the ADP
receptor antagonist is 2-acetoxy-5-{(a-cyclopropylcarbonyl-
2-fluorobenzyl) -4,5,6,7-tetrahydrothieno[3,2-c]lpyridine or
2-acetoxy-5- (a-cyclopropylcarbonyl-2-fluorobenzyl) -
4,5,6,7-tetrahydrothienc{3,2-clpyridine-hydrochloride, and
the ACAT inhibitor is N-(l-octyl-5-carboxymethyl-
4,6-dimethylindolin-~-7-v1)-2,2-
dimethylpropanamide-hemisulfate.

In addition, the present invention is preferably:
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the ACAT inhibitor is N (1-octyl-5-carboxynethyl- 30
4,6-di nethylindolin-7-yl)-2,2
di met hyl pr opanam dehem sul fate. |In addition, the
present invention is preferably:_
S: / Chem cal / Sankyo/ FP0309/ FPO309s
P888721FP- 0309( PCT)/ Engl i sh transl ati on of
specification/acf/11.1.05 - 18 (24) a method for .
bE%bent?rﬁﬁ%ﬁo@r%%ﬁiREF%#@%%$%S%¥e?%%@%ln%raﬁtgéa%%gleYOSlS
821 hy60LEQTREEL 6Lh OBELRT O5L 81 DY RINLBLILCLL "onl RiBLering
war m bl ooded ani mal an effective anount of
Phaa negent btabdednposinel oanaetbedthget ambhat of a
f orenentj one 5 (1).t0 (23 or..(25) a_pethad ,
BEREFAE AU PESE neSmpBbihint: ohcaEsn§ Lansher ACphgmentioned
vay it bl goded api mal is a human. [ Mbde for carrying out
the Invention] 10 The ADP receptor antagonist, an
52%1 ve 3 ripErérRceprding phathaceferenenebmpedi {24h
p e LN hOR, & be_easi r epar ed
g%%%gg?n%ﬁgow%ﬁ% BERAGE: andfh 0 giiﬁ{l%%g'4,o51,141,
USP 4, 127,580, USP 5, 955,447, Journal of Medicina
ﬁ@ggisér%, 1999, Vol. 42h p.213-220, USP 15 5, 721, 219,
A, 598, 8BBTYLRP QUB4TN965NVERPISNE76 328, USP
5, 288, 726 kDM D24 04961 : apal 990 h ;
thereto. Further, the A(gﬁa$ﬂﬁ%%?fo§§ gﬁtgﬁ%iggéredlent of
thgredaenacentifel prampagébiesabicohpopiresentofinvhstion,

sent i t] L repared cordi,ng to
Bl 4B ED peoRRla 26A5R8 1Y BE PR e Bga5 (488ct nea
1iISPUSP 683028714 USPUSP 023171958 0SPUSS, $24580947USPournal of
6, 143, 755, USP.5, 120, 738, USP_5, 990, 173, USP
&MM ipad C 048992p ¥8¥2542, BP253228013HSPUSP

96/ 5 U , 99 5 U , 42 0

el P TRt BoR TR 500 Ru8 o TR  anar ByousT 87328, UsE
Pe2B®d326 hereto. 0250Fhé1 phar nheeanbtagousnpeshodenthéreto.

the present. inventi or_.sijmul t aneous, separate or,
sequen??%ﬁth%%ﬂnik%téékioﬁnQﬁb%§P§{Fﬁ?e%%&ﬁ T figredient of
e aglarascenti aal AcbdposDbibht 6F BAS ?ﬂ@@éh@rinvention can
i nhi bitory action_on the_occurrence o0 . '

e t 227 bLY| BF8RRECH 2 FRET @bRTatanBicbRogRedpeeti PedcénolO

92/09561, USP 5,491,172, USP 5,633,287, USP 6,093,719, USP

6,124,309, USP 6,143,755, USP 5,120,738, USP 5,990,173, USP
5,849,732, WO 96/26948, EP 987254, USP 5,475,130, USP
5,733,931, WO 96/10559, USP 5,990,150, USP 6,127,403, USP
6,063,806 oxr USP 6,200,988 or the analogous methods thereto.
The pharmaceutical composition of the present
invention for simultanecus, separate or sequential
administration of an ADP receptor antagonist and an ACAT
inhibitor has superior inhibitory action on the occurrence
of arteriosclercosis in the aorta and on the occurrence of
xanthoma in the joints of the extremities, and has low
toxicity. It 1s useful as a preventive or therapeutic agent
(particularly a thefapeutic agent} for arteriosclerosis or

digeases derived from arteriosclerosis such as ischemic
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30 xanthoma in the joints of the extremties, and has
low toxicity. It is useful as a preventive or
therapeutic agent (particularly a therapeutic agent)

for arteriosclerosis or diseasges derived from
arteriosclerosis such as ischemc

S: / Chem cal / 5ankyo/ FP0O309/ FP0O309s

P88872/ FP- 0309( PCT) 1Engl i sh transl ati on of
BRRElf e 8ERERs atPrigmiCoserebyovhegnl agj dégsase or
béfhﬁﬂbfageesgeey?§caheéagés%géﬁteeulgsﬁ LPheEalioscierosis)
vascul ar di sease (particula arteriosc er03|sf
marwabmobﬁeddaﬂlaahma@paKparUhamEyrhynhnmﬁnsDt sh@u&hbuld

e no e a ined use o e ADP receptor 5
gﬁt %ﬁlsﬁﬁgﬁdggﬁec TF hPBFtB% EHﬁtABPerQE? fer
aﬂgagdnestSaﬂﬁ the peesenhniBYEBti PRadeHRASLERL§S
superior effects as conpared with the use of either

%ﬂ@?@@#@ﬂ?saPBnEheTEéeﬁﬁptré@@@ﬂéioanﬁa@@nssraaﬁé shperior

ctghaglaeﬁpﬁ%aatw§£ﬁ the agg ¥g6599589'gﬂ§%e8f tR€ . 10ne.

phar maceuti ca osi tiron resent Pnvention
can be ﬁhepﬁmkdresepamntamyag@ni@di&mduaheumCATdDﬁﬁgBitor

n be and cal | repar ed
HRRE aRe o La ity S Goadraatellt, BPYhe aphlehhcrorerny

tbepphat nBseyti eak ﬁeaaeﬁtthﬁaenéﬁoﬁfC&Heb9r§§gpsred
i nvention as a pr eventive or ther apeutl (o agent or the

aeBrERBALY ohBdinfswades] whet ADPspgeecfooms ant abhewi san be

AR5, AHT, LD, L k8 €51 D% 26LLAEe e docaae

foyenti on can thensel ves be adm ni stered, or t hey can

be m xed with a 20 ;éltable pharnaceutlcal
accept abf EVenFRFR, O PERRE B P%%F$%@%%tl%ﬁE ¢p@Eposition

@ﬂntﬂé3§§é§gn9r§hb¥ntﬂo£h§sfQrﬂ¥8§mgt19568§r@BEQQPQHEQC

as tablets, capsules, granul es er or syrup,
agﬁﬁhl§@érbhepaf@nemeatnyned dheeaseamotha ADP receptor

BEGBRLA Ly 4D a0, SHECLLOD: oLy SUPROELBCYc 2o

mﬁghedﬁeﬂskncfaﬂﬂettMﬁpoéﬂﬁhoﬂSoﬂ enel prepeat(iAavention can
or gani_c exci pi ents includi ng sugar
EE?W§%¥V§§3b§u@ﬁmh§lSF@E?@SeorsEBPBs@angbﬁc@ééed with a

BBOPLEOL, OpnSPRRLLOLi e8I B Checeptable vehicle, diluent and

so forth, and then administered orally in the form of a
preparation such as tablets, capsules, granules, powder or
syrup, or administered parenterally in the form of a
preparation such as an injection or suppository.

These preparations can be produced by well known
methods using additives such as a excipients (for example,
organic excipients including sugar derivatives such as
lactose, sucrose, glucose, mannitol or sorbitol; starch
derivatives such as corn starch, potato starch, o-starch
or dextrin; cellulose derivatives such as crystalline
cellulose; gum arabic; dextran; and Pullulan; and inorganic
excipients including silicate derivatives such as light

silicic acid anhydride, synthesized aluminum silicate,

8:/Chemical/Sankyo/FP0309/FP0309s P8ER72/FP-0309(PCT)/English translation of specificationfacf’11.1.05
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derivatives such as corn starch, potato starch
a-starch 30 or dextrin; cellulose derivatives such as
crystalline cellulose; gum arabic; dextran; and
Pul | ul an; and i norganic expgﬁjents including silicate
derivatives such as light silicic acid anhydride,
synt hesi zed alum num silicate,
S:gChenic | Sankyo/ FPO309/ FPO309s | o

TP EPL-H3O/E PCATA ERRPRR R 1R aRb VB Ndke onetasilicate;

Sieshbhacali onéRchs1dalePon 1 Qroﬁ@ﬁc.ﬂgééhgkg?tSaﬁB nates
magnesi um al um nate nmetasi|licate; phosphafteés’siuch as
satkei amn Pybebgencahbephbe e; andr pohfidess such as calcium

' caf bonate; and_sul fates. such_as_calciu ,
T TS TR edne Tre SRaRR S “RrEErrE deld and stearic
&t BANhet 1 aca Tt gesath sakt SaButimast 8ak &t ¥MisHeALhEsium
and magnesium stearate;_talc; colloidal silica; waxes

LRI 2SS bebRiak @bl ospel nabbi Fa nakaxp®r fechced, beeswax and
S5 Bh&cde] dyan bl H5E£S §H£§;aédi%f@'#@léulE&if&tgéyggéh as
fumari c aci d; sodl um benzoat €; eucl ne;

$ediyh szl Beles; satyicat; sOanami ¢ asic yd susbai emabdnifate; DL
gqg9%§iynilaurils§%fate; silicic acid derivatives such
SR ot RURET T AnRYGT | SRR sPPRER LRrHYhsat heke and
ridghd Sreum af HEEPESE] PREE; ST CHi desb VAt by eSYar B 8deLSch as
(for exanple, hydroxypropyl cellulose,

it kg proby | FeErgTidel mq? osblicpel yuidyhpgraoei dand, the

. Xel Pj 15.sinm | ar

RGE 800U S0 SUOUECRELP FAL R, 00 18, SO o crane,
Idsednfmaypl 'mrasybwiﬂhﬂwiw shml Tc}»kziaﬂsﬁﬂpﬁyrd]émypr@@yiulose,

C ul o C Xy net cel]ul ose, calcium
%ﬁ%@mmg@?ﬁ? oSBACERERY i BihatPyVBr FagERL eREF AR
§ﬁiﬁﬂ%ﬁﬂ@5ﬁb&uﬁ&é!U£P§§ﬁté§¥%n@§egf§§L%Xéﬂaﬁéf'?gllulose

starches and cel | ul oses such as 2 oxymet hy
AR e 168l sntle ardokgwes st Stated hydrokypeopal | yellulose,

j ' [id Isifiers (for
SRR PR SR Lt Radhi Pl Vet ose
ared alnt duyl DXy desi Gyedd @sd DR Nest ok et ox] dee Bl ose; and

| um ni hydr oxi de; anignic surfactants such as
ﬁ?‘%@%ﬁﬂf%‘i eStIrcheg aud ekt wlesgatwach as

SR eSS act AL, Suehy 33 c%&%@{%ﬁ SELOL dgha
and nonioni'c surfactants such as yoxyet hyl'enée

iategnat erbr pided xyet hwimnkpwordl idond af tymulsifiers (for
example, colleoidal clay such as bentonite and veegum; metal
hydroxides such as magnesium hydroxide and aluminium
hydroxide; anionic surfactants such as sodium laurylsulfate
and calcium stearate; cationic surfactants such as
benzalkonium chloride; and nonionic surfactants such as
polyoxyethylene alkyl ether, polyoxyethylene sorbitan fatty
acid ester and sucrose fatty acid ester), stabilizers (for
example, parahydroxybenzoate esters such as methyl p-
hydroxybenzoate and propyl p-hydroxybenzoate; alcohols such
as chlorobutanol, benzyl alcohol and phenylethyl alcohol;

benzalkonium chloride; phencls such as phenol and cresol;

thimerosal; dehydroacetic acid; and sorbic acid), flavour
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acid ester and sucrose fatty acid ester), stabilizers
(for exanple, parahydroxybenzoate esters such as

nmet hyl p 30 hydroxybenzoate and propyl

p- hydr oxybenzoat e; al cohol s_s4ich_ as chl orobut anol,
benzyl al cohol and phenyl et hyl al cohol; benzal koni um
chl ori de; phenols such as phenol and cresol;

t hi_merosal ; dehydroacetic acid; and sorbic _acid),
ARGy BHPUS: FERERFEAVESalkPs/ PPOTDILFPOEOSLlY used

Eﬁéézghgesgf%8%$g§zgvgggghggdahan%&a@&g&c%%)S@%a'p

: iluents.
cation/ acf . odour correctives (for

exanpl eThaodpat| gndsédsesweeienef sthsoMDPf Faveptbngs

ICenRBRER RERL 58, AChny Sbapet Bt ReRe SAeAFREN AT BFS:

ihgtedtientbBeodcthe¥ephirimageadientis cofpbl@tion of the
phar maceuti cal conposition of the present invention
BEASHBRLVAFVEALABBoFERNGSt HaV¥ArRFoBS COEGABDt LonTagdeonsas

k pejiui.d drugefct i Vit y s ieqt
L0 ALK 0 8L LY, Bt 5P oo e o
patbedtngondithenpaapenthd bBdgomdithan, age and so

forth, %fe?aduﬂt dose in_the case of oral |

admi ni stTETPBA LRI R PIWRT CPT AT RS pkP EBSaB2torns  ny
toneieiahl yage5afB) sandoaBnyppae bt Beked98a98e0tase of
1000 ng (preferably 500 ng), and in the case of

PaprEnpERANLISHEAEAPBL Raki anlowerowémiki petr desadesade0.1 mg
1 ly 0 .an Li mit
Sh-0582:8 5. 48 LAl aPuBR6T0 1900, 98- LRS! Bl 0o

adm{nreferedlfr 60Dong) { oantdxint thescpee d&ypagentdirad

tQ symptons.either_sinultaneously, = separately or
§§ﬂbég$F5gE§9nrtaSEBH?ﬁ _émﬁ5t88¥tHﬁﬁaﬁﬁeogoggoéfmﬂhe
APP-£ee8BL 9" 0 . 88 agsagﬁalah Lppkke1¢ase pErUHRAGEOLE 100
prevention or treafnment of ar?erloscler05|s in ?he

Be eépreLenebhyi BA vah. banfoher aduhanstheedoSeomnonketo six

R ek e e AoaBe PR MRS rRooable paRtp s ReStaty,

I nher applric on,

fapbhetel pwerededuentfalbg.superior effects 25
resulting from conbi ned use with the ACAT inhibitor.
In additf ofiothe Patietet thet deiesdesetaé @pp ADP receptor

antagonist in the case of using for prevention or treatment
of arteriosclerosis in the present invention can be lower
than the doge in the case of using as a blood coagulation
inhibitor, which is the inherent application, and the dose
can be further lowered due to the superior effects
resulting from combined use with the ACAT inhibitor.

In addition, the ratioc of the doseg of the ADP
receptor antagonist to the ACAT inhibitor that are the
active ingredients of the pharmaceutical composition of the
present invention can be, for example, within a range of
1:10000 to 10000:1, preferably 1:1000 to 1000:1, and more
preferably 1:100 to 100:1, on the basis of weight, although

it can be varied over a wide range,

Particularly, a ratio of dose of 2-acetoxy—5-(a—
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receptor antagoni st to the ACAT inhibitor that are the
active ingredients of the pharmaceutical conposition
of the present invention can be, for exanple, within
a range of 30 1:10000 to 100QQ; 1, preferably 1:1000 to
1000: 1, and nore preferably 100 to 100:1, on the
basis of weight, although it can be varied over a

wi de range Part|cularlz a ratio of dose of
Qyﬁ%%PBRQY%C?éb@waénf WOT SaeRYH FPE3B96 FPO309s

CPEEf Py ahp P BhPae 4 G Byt a5he 8r 5 88e Loy -5 (a-
?%?%gﬁfgﬁ%%ﬁ?fnok izgcf%€§%ggﬁg£%¥)ZéagegoZQ 5-(a-

‘é‘?‘é}”@@f@’ffyﬂ@h‘%@ y122¢c pmm@beazlymirqcmeride, to a sulfate

e BE R PR TS R E F LY G861 %5 BRnbhy ot

&&6idbméyhyBiﬁ@mbbmyﬂEyhyLz 2-dimethylpropanamide is
4,6-di%%ihyllndolln -2, 2-di met hyl propanam de is
preferaly 1:309 - 209 31 on the Basis of Weight: [Best
Mode for carrying out the Invention] 10 Whilst the
followi ng provides a nore detailed explanation of the
presetiodevenr | orrThinmgbut t ‘shExanpeesioahd

Prepar ALON XA £211 A8 2G0R0 Pl d O REESML: i teq,

i nvention1's no

&@sl mﬂim edif | thavhpedsamt e;.ﬁ@é\hi@@h aﬁldr&‘li heitsapkbhSles
(bod ghts: 1.0 to. 1.5 kg) were | oaded for 10

%é%k rW%ﬁ%ﬂ»%o@é@Iﬂ@%% di et £0°Be efRorket RFEEENBY
ﬂﬁ@@ﬁﬁloﬂ'isaﬁgtsféﬁf@@@uﬁvgfééo'n the amounts

i ndi cated below. The aninmals were fed 40 g for the
first tEMﬁmmd&kgl 50 g for 20 the next four weeks, and

60 g f flnal fo we ks. Two we after ,
choles?%f%ﬁ SHiEtS Qﬁﬂﬁj %hFQW1Qéi% N Zealand White

DS t € albydy neer ze@sfrpnmtf@ 1ightgf eppral 185888Y£6P 10
t he V|C|n|ty of the diaphragmto induce chronic
Hétflala ehekrrteret néiabdbbi nal cla@lcat@mn@htpeanut

%ggq%agégxggggo?%é J-nser%?%%égé o|+%§?§§£%ﬁr§%%9w

Tloe i sosiEndls heedy | Dad 40 g for the flrst two weeks, 50 g for
the next four weeks, and 60 g for the final four weeks.

Two weeks after cholesterol diet loading, a Nylon thread
was aseptically inserted from the right femoral artery to
the vicinity of the diaphragm to induce chronic endothelial
damage in the abdominal aorta and right femoral artery.

The Nylon thread was immobilized for 8 weeks at the
insertion site. Following surgery to insert the Nylon
thread, the animals were grouped so that the average values
of serum total cholesterol, triglycerides, platelet
aggregation and body weight of each group were nearly equal,
followed by oral administration of the ADP receptor
antagonist and the ACAT inhibitor either alone or combined.

After necrotomy of the animals 8 weeks after administration,

the right femoral arteries were excised and the ratio of
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thread, the animals were grouped so that the average
values of serumtotal cholesterol, triglycerides,

pl atel et aggregati on and body wei ght of each group
were nearly equal, 30 follo by oral adm nistration
of the ADP receptor antagoni and the ACAT i nhibitor
ei ther alone or conbined. After necrotony of the
animals 8 weeks after admnistration, the right
teaorurfareenres devereschyedthadoghnicaliesiohs was

: Lcal / / EP0309/ FPO309s.
SIS oo B TR 9 Crarti o gfemgmal artery (by 1
spetrbincahéobranthldf1tfb i1idc3artbeypyriacgaarea
covered by atherogenic | esions was calcul ated. After
QQﬁBegﬁ@P%ﬁé Vight 2t et bRl areBRya ( KGORLPERP Py oMikAR)

frihgek ki eLY) r it h raph '

e P e R bB00 i RoascBr A PA. 8 "fe " bhlen
ardsthenenrfafet Areegurbueredr bm athehegkuienleandnthasing
Hri&ge area-covered_hy aﬁheﬁo eni c es#ons using an
FHadeeaRaryIey 2 hnd B4l CatSELBhioR PhetRStFBtHP Phethe
surface area eevered by atheregeni€é 165i8As rehative to the
to the surface area of the aorta lunmen as a
PerEaneagEca| AL 1bhadaPEFanlugeseasi anpereant agm t hen
2680001 ANEebligh 13ther¥olnheHRLAE Obe! PR 2HRLA
artery was cut ouf and after fixing In
aethayobrcohaoyidel ofi the famoeabeddedriynwas patabhitnand
gtock. After slicing into thin sections, the sections |,

F8* i fiihiodt 4 nBETURTRY - BRASPY cEOIMELBR- starnerhgddsd in a
pathf huep1 dcRCt i A¥F et i Pody; dd e d dHaWetb &Yions, the
calculating the degree of nedial intimal thickness
2REt +PRS sHEBE hiMFuBefeatael vetnpaRtystice-¥ssagnaatain and
i e,_anal yzer. The results are sh in Table 1. In
?ﬂggfgﬁyﬁ?yatﬁﬁﬁbﬁnanggggéyezéﬁg? gg@lowed by calculating
Zhe 2884 0X¥- 85 (RegY£1 OPROPYLEa a5d-
quor%%enz I)-4,5,6,7-tetrahyggg?%#%ﬁ%[%%g-g?%yfwg?ﬁg,
@h@01€bﬁ@bin@C%ﬂP@D¢ESEﬁts valfhat enofmdpé lanalyzer.

i et T O et & 511G BAIT Sl by 3 81 BEISy
@%ﬁé?%é%g%?%ﬁ?gﬁ?%ﬂ%F%g%%é?o%%aﬁsk&1b9818£ropylcarbonyl~2—
fluorobenzyl) -4,5,6, 7-tetrahydrothieno([3,2-clpyridine, and
Compound B represents sulfate of N-(1-
octyl-5-carboxymethyl-4,6-dimethylindolin-7-y1)-2,2-
dimethylpropanamide.
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[ Tabl e 1] G oupRati o of Medi al Snmoot h nuscl e
adm ni st er edl esi oni nti mal cel

(99 occupancy (Yrate (%9 Control

sur face areat hi

ckness

group63. 6 15.4266.6

120.58.5 5.3 Conpound A47.2 _14.2275.4 153.45.5 1.5

(1 ng/kg) Conpound B40.6 I9.%

60.0 34.2**25.6 14.8*

(3 ng/kg) Conpound A24.2 16.6**46.3 30.1**31.2

15.9* (1 ng/kg) + Conpound B (3 ng/kg) *:
dTébbkeehke is I ess than 5% w th respect

ad vt h nunn

24— m||f|r\|c

Si gni fi cant
to control

dot o
UI UU'J UQ uUTT \-I

@orar i son tes
adRiniBHERPEN 1

with Dunnett's
t hese results,

II Il\au VAL LA

Rgtie: OSlgnlfl

c$pBEEN t o cont

FUrERpRearean;
& conbi ned uj

‘Mﬁﬂldﬂfference
antgmedp as det

s5e of the ADP 1

iSgiclogds muscle
eedilned

aﬁheehneeet(ﬁécop@pweam@y

&@ESt drt)

AHAANLSLueNd

edrireoind) At hat
Thusg/kehe phar

k516 ACAE i,nhi bi
S

286 Qeﬂﬁﬁﬁtéatf

~t 1 on (—Q\/nnr gl sl

%.519 5.3
c

MO . BUpari.er to
maceutical com

the. usejﬁm eltr
bosi ti on of the

1er. 5ak one
present

E?ventloE for
tial

|qt and

24nd i dorr 1 on

tion
the ACAT 15 in

g}l'éStrz rece

nibitor_is usef

gk

| as a

14.8%*

¢wmpunﬂw me or
{hevcabgit +C ag

Caursechdby art ef

&3 trey/ikgscl er os

berapeuti.exage
ent) for arteri
iosclerosis (p

e .§ pardoi.gukarl
bscl erosis or

articularly for

s). 20 (Formul

ation 1) Tabl et s

¥1az2 £ 15.9%
li seases

Z- Acet oxXy- o-
h:5, 6, AiEri

a- cyclopropytcar

ony. [=2-fIruorob

ot et e cﬂj%ﬂ%ﬁ"’ neh3 o> ‘I“r’g§h Bespect

to control group as determined with Dunnett's multiple

comparison test

*k oy Significant difference is less than 1%

with respect

to control group as determined with Dunnett's multiple

comparison test

According to these results,

ADP receptor antagonist and the ACAT inhibitor demonstrated

the combined use of the

arteriosclerosis inhibitory action (synergistic effects)

that was superior to the use of either alone.

Thus, the

pharmaceutical composition of the present invention for

simultaneous administration,

separate or sequential

administration of the ADP receptor antagonist and the ACAT

inhibitor is useful as a preventive or therapeutic agent

(particularly a therapeutic agent) for arteriosclercsis or

diseases caused by arteriosclerosis

arteriosclerosis) .

(Formulation 1)

2-Acetoxy-5-

Tablets

(particularly for

(a~-cyclopropylcarbonyl-2-fluorobenzyl) -

4,5,6,7-tetrahydrothieno[3,2-c]pyridine (10.0 mg), a

sulfate of N-(l-octyl-5-carboxymethyl-4,6-dimethylindolin-

S:/Chemical/Sankyo/FP0309/FP0309s
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sul fate of
N- (1-octyl -5--carboxynet hyl -4, 6-di net hyl i ndol i n-
S: / Chemi cal / Sankyo/ FP0309/ FP0309s
P88872/ FP- 0309( PCT) / Engl i sh transl ati on of
specification/acflt 1.1.05 - S T7-yl)-
2, 2-di et hyl propaneam de (30.0 ng), | actose (408.0
ng), cornstarch (50.0 ng) and magnesium stearate (2.0
oyl) we? e2 nilkedtantp fopardannde (2Dl et waw t haatbabl ¢408.0
in ta| tabl ets cont ai njp ng_500
BB (SRriRtasts 80 7 800 AL 8aS R0 BhadertR 220 mo
WoBd | HUxéQr eh&r Bblye@ ist@atabDatsNgltASaNEaBsEar Making
[ I ndustri al plicability] The pharmaceutica
BRFHOIT t FONCBFA it FPEeRAI CONDa i RYRAL POR Pgrper tablet.
j t t u S
B e B R et
fagas upert bngl nds m¢cegsacyi on on the occurrence of
arteriosclerosis in the aorta and on the occurrence of
xanthoma. in the joints of the extremties, and has
t owadSe £0x1 cApyliddbisitgpful as a preventive or
t herapeutic agent (partlcularly a therapeutic agent)
for arfhs iRIeaReRi sl rl draEeeekt Her i vk dthe gpresent
L056! £505% B, BULN B35 1 S Ql&t298£t5925§8§§ al
|sc em c cerebrovascu di séase and T
a@mrmiatrdtSeasef(@aIADEufecéytdﬁ antegbnset eandi ah AOAT
%%gg eg%g%ﬁ§%¥s 3g%$%$%%%%%yactlon o% the occurrence
§8§Zgéfbe§ﬂ8f5§J§1£ﬁgth§haéfﬁﬁséﬁ§|QH @Ee occurrence of
speci ficationlacf/l 1. 1.05 - - CLAI MB A
%%%Fh%@@u%ﬂc@hecb@b@§$t®6nth©re§tée@ht1©ﬁ,oand has low
\r r SI eases rlved f.rom
'{séar{:er osgjlfte?loésﬁ‘gé ?Zufrlp‘reﬁsg in roev%&; rec:ep?%1 rapeutic

amdérgopstt aadl aahy ACATheé b oLt O dgenBiinEstst eri ng
si mul t anepusl separately or sequentially. 2. The
PREF FHRETt FER l%o%o%}%%ﬁe%c%mv% £ 508 %rﬁﬂlosqberosm

e r o) on
Shonchs LiepdBC.1ocpet s sgEnL skt dsproyaocuien

disease and peripheral vascular disease (particularly
arteriosclerosis) in warm-blooded animals (particularly

humans) .
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c]pyridine, N [2- (methylthio) ethyl] -2- [ (3, 3, 3-

trifluoropropyl) thio]-5"-adenylic acid, nonoanhydride

h di chl or onet hyl enebi sphosphoni ¢ aci d,

propyl thio)-51 15 adenylic_acid, nonoanhydride with

hl or onet hyl ene bi s (phosbﬁgirb acid), methyl (+) -

-a- (2-chl orophenyl) -

6, 7- di hydr ot hi eno[ 3, 2-cl pyri di ne-5(4H) - acet at e,

2-acet oxy- CLAIMS

5- (a-cycl opr opyl car bonyl - 2-f | uor obenzyl )-4,5, 6, 7-

tetrahydrot hi eno[ 3, 2-c] pyridine, or a

@har”HQﬁu%h§§%é&e@91@§Pe@éﬁ@b@lﬁﬂbﬁ tber gpévescidheor

phar maceuti cal conposition according to claim1,

mﬁ@aémﬁnth@fA@Ptﬁééégﬂéﬁraﬁﬁag@ﬁuéﬂse§855[@zrlved from

FLSL? QSTX&LQEE“%E%ﬁélé ﬁp ﬁehb§h¥gr E %”8&%?%o%§st and
pyri dine or a pharmaceutrcally accep Ps §4

bhenenf. idhibheophforaadnt htak ecdaposimudnaaecasdiyng

to claim1, wherein thf ADP receptor antagonist is

ﬁppgrately or sequentially.

met hylthio)ethyl]-2-[(3,3,3-trifluoropropyl)thio]-5

30 adenylic acid, nonoanhydride w th dichloronethyl ene

Bisphosﬁh@npbaama@e@tiaabha©maeemti@alaycacdépgabbeclaim 1,

L.¢h || k o/
BB5873 brE 630BF PERTFERGI SR ARARSF kL 1B oar (2

anear&pnehy&mh&ch&llrl @56 72Eet5ah§heophaéﬁaqauakca
conposi tion accordin cl wher ei n the
FéBEpieingnt HgdRidie QY%Eh59|e€by1@s% (3,3
leﬁﬂhBEBEQS%ﬁQ)thﬁo]ZBd'QM@E?&Hbeaglh3 m%n%hnhydrlde with
pyridine-5 ( -“acetate or a pharmaceutically
d@cb@babmethaﬂenehesehbspﬁo&;CThe1§ha2ﬁdpe@pwdahlo) -5'-

C L.tion.accordin cl,ai m,
FARBYLGF BriAgonreparbYREeAs Wibp. ddpRlSonethy dhe

[yl r th| 3,2+
gé?ﬁg%%ggggﬁ Y. L?lgéétgggggﬁfgte q%g b3 2 c%horophenyl)
ﬁhaFdahgdrbthhemoﬁﬁogkbﬂpyradanedﬁﬂgﬂﬁeacbaHMEl,2 acetoxy-
wherein the ADP receptor antagonist is 2- acetoxy-5-(a-
ey dPofYEpyPEaPrye RprbonylugréBeprpbensyd 6475, 6

tetrahydrothieno[3,2-c]pyridine, or a pharmaceutically

p
[
W t
2 (
di c
(S)

acceptable salt thereof.

3. The pharmaceutical composgsition according to claim 1,
wherein the ADP receptor antagonist is 5-[(2-
chlorophenyl)methyl] -4,5,6,7-tetrahydrothieno(3,2-

c]lpyridine or a pharmaceutically acceptable salt thereof.

4, The pharmaceutical composition according to claim 1,
wherein the ADP receptor antagonist is N-([2-
methylthio)ethyl] -2-1(3,3,3-trifluorcpropyl)thiol -5'-
adenylic acid, monoanhydride with dichloromethylene
bisphosphonic acid or a pharmaceutically acceptable salt

thereof.
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t et rahydrot hi eno[ 3, 2-c] pyri di ne or a pharnmaceutically

15 acceptable salt thereof. 8. The pharnaceutica
conmposition according to claim1, wherein the ADP
receptor antagoni st is 2-acetoxy-5-((x-

cycl opropyl car bonyl - 2-f | uoroBenzyl )-4,5,6, 7 20

t et rahydr ot hi eno[ 3, 2-c] pyri di ne or 2-acetoxy-5-((x-

cycl opropyl car bonyl - 2-fl uor obenzyl )-4,5, 6, 7-

% et r ahyrHeo tdH semed e iod gy rd shigrediidi o g deeing . t dhelaim 1,
pharmaceuti cal conposition according to clains 1 25
wheBsimhehe| ADF hee@@ATOY nivibrgorists Psemeikyd (+) - (8) -o-

T2t EEAMRRERYS ) M atbafo it thdld i -pipyridiness (4m -

&cetate or a pharmaceutically acceptable salt thereof.
trinmethyl-4'-hydroxy-a-dodecylthio-a-phenyl acetanilide

(-

- 4- -2-13- -dii ' .
P R s e A
Mhérdebn €héSpr opytepesy| anayehiadecy! hbtvatet am-dg) -o-
trans-1,4- bis L %1-0 cl ohexyl - 3- $4 .
& t chbtererheSahkys! Fro3ogd pego [3,2-clpyridine-5 (4H) -

g@é@g%éF§§9§Q?éPCT)/English transl ati on of

Specifircation/acf/1 1.1.05 - 28
di met hyl am nophenyl ) ur ei do] net hyl ] cycl ohexane,

s i b Sl BRI SN r el 858 crim .
- dipet - |z ' 0= kL - 4, 5 (-

B R B Onanant db- ok (- odCy1 o5 c8 BosymEptyT ®5 @

dy 6l dprebhybandohiyh-7- ¥l heo2oBedepkl hyl pr 6panani de, or

a pharnaceutically acceptahle salt thereof. 10. T
bﬁ'arﬁ]az@ﬁ?ﬂa%\ﬁneéﬁpagf:f PEHL ¢BBr 8F ng P]Ba‘c’F'ﬁFﬁBticaEiY

§cc@ﬁ€5§i@ Lhec AGAd kBRI bitor is ()-N-(1,2 10

di phenyl et hyl ) - 2- (2- oct yl oxyphenyl ) acet am de,

2,6-bi s(1- nethylethyl)phenyl N-[[2,4,6-tris(1- :
t hyl et.hyl ).phenyl ]acetyl] sul famte 1S, .29 -2- .

02, 5 oo Rt oS ekt naflfredBife perdiha €0 ehhim o,

grLpagyclabexap- Fa¥bpBokMantagonist is 2-acetoxy-5- (-

(2,2,5,5-tetranet hyl -1, 3-di oxane-4 15

cachopybpriicavbpngpir-dandileproBen2y13-455, 6 7aet hyl - 4' -

hydr oxy- a- dodecyl t hi 0- a- phenyl acet ani | i de, 2-%3-(2-

tetrahydrothieno [3,2-clpyridine or 2-acetoxy-5- {0~

cyclopropylcarbonyl-2-fluorobenzyl) -4,5,6,7-

tetrahydrothieno[3,2-clpyridine-hydrochloride.

9. The pharmaceutical composition according to claims 1
to 8, wherein the ACAT inhibitor is 2,6-bis{i-
methylethyl)phenyl N-[[2,4,6-tris(1-
methylethyl)phenyl]acetyl]lsulfamate, (8})-2',3',5'-
trimethyl-4'-hydroxy-o-dodecylthio~a-phenylacetanilide, (-
)-4-{ (4R,5R) -2-[3-(2,6-diisopropylphenyl)ureidomethyl] -4, 5-
dimethyl-1,3-dioxolan-2-vyl }phenylphosphate, N-(2,6-
diisopropylphenyl) -2-tetradecylthicacetamide, trans-1,4-
bis[[l1-cyclohexyl-3-(4-

8:/Chemical/Sankyo/FPO309/FP0309s PB8872/FP-0309(PCTYEnglish translation of specification/acf/11.1.05



10

15

20

25

30

cycl ohexyl et hyl) - 3- (4-di met hyl am nophenyl ) ur ei do] - 4-
nmet hoxy- 6-tert-butyl phenol hydrochl ori de,

(-)-4-{(4R 5R) -2

[ 3-(2, 6-diisopropyl phenyl)urei donet hyl ] -4, 5-di net hyl -
, 3- 20 di oxol an- 2-yl } phenyl-pFdsphat enonosodi um sal t,
N-[2,4- bis (nmethylthio) -6-nethyl-3-pyridyl] -2- [4-

[2- (oxazolo [4, 5-

@irﬂé/tfh;dléknﬁndﬂalﬁ&hﬁi plihyi dip] tﬂ@tﬁl@?l Nl cybhageham debenzyl-1-

2 diisopro
Hé#@yqazplﬁ QY} %qn

henY % tetradecylthloacetan1de
Yk o ek%

t43bigfuéphylthio)-6-

0B ARSI s Ook 5L DLyl nactin-
TﬂglhymIM+®ime6hyhprhyhp§m1deneNS(yF@utEh;5-carboxymethyl-

DTS T HERR LB Sbhhns o BimgthyphpRappmide, or a

ﬁh&ﬁm&@éﬂﬁié&lly acceptable salt thereof.
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to 8, wherein the ACAT inhibitor is (8)-2',3',5'-trimethyl-

$:/Chemical/Sankyo/FP0309/FP0309s

PB8872/FP-0309(PCT)/English translation of specificationfacf/11.1.05



to 8, wherein the ACAT inhibitor is a sulfate of N-(1-
octyl - 5-car boxynet hyl - 4, 6-di net hyl i ndolin-7-yl)-2, 2-
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methylpyridin-3-yllurea, N-{l-octyl-5-carboxymethyl-4,6-
dimethylindolin-7-yl) -2, 2-dimethylpropanamide, or a

pharmaceutically acceptable salt thereof.

12. The pharmaceutical composition according to claims 1
to 8, wherein the ACAT inhibitor is a sulfate of N-(1-
octyl-5-carboxymethyl-4,6-dimethylindolin-7-y1l}-2,2-
dimethylpropanamide or a pharmaceutically acceptable salt

thereof.

13. The pharmaceutical composition according to claims 1
to 8, wherein the ACAT inhibitor is a sulfate of N-(1-
octyl-5-carboxymethyl-4, 6-dimethylindolin-7-y1l)-2,2-

dimethylpropanamide.

14. A method for preventing or treating arteriosclerosis
or a disease derived from arteriosclerosis by administering
an effective amount of the pharmaceutical composition

according to any of claims 1 to 13 to a warm-blooded animal.

15. The method according to claim 14, wherein the warm-

blooded animal is a human.
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