. SPECI Fl CATI ON PHARMACEUTI CAL COMPCSI TI ON Technical field of the invention
The present invention relates to a pharnaceutical conpositi bn:f.off March 2005
adm ni stering sinultaneously, separately or sequentially N (1l-octyl-
car boxymet hyl -4, 6-di ret hyl i ndol i n-7-yl) -2, 2-di net hyl propanam de orI its

har macol ogi cal | y acceptable s - hydr oxy- 3-nmet hyl gl ut aryl CoA
Fherel nafter abbrevi ated as Hwé]@ﬁﬁ:qe‘é ase inhibitor. The present
i nvention also relates to a method for the prevention or treatment of
at heroscl erosis or xant hgpg @éé ’f’ﬁ‘qu% t¥vPIerRR¢! erosis), which
conpri ses adm ni stering sinultanéously, Separately or sequentially an
effective anount of

N-(1-octyl - 5- cpsdpeoamatiaydrte Grdhfgh hyl i ndolin-7-yl) -2, 2-
di met hyl propanam de or a pharnacol ogi cally acceptable sal t ther eof, and an

HMG CoA reductase inhibitor to a warm bl ooded animal (particularly a
hunan) . BackgrDiungrestnt wehtisterdlaes td A@hanfkeaitizal &imﬁcbshﬁdi@&ﬁ-l erosis is

conti nuing to increase,. acco the intr C Western di et and
he or ovim stk SRR EIRNLAY BF R ARNE AT G S, O3 Pee |
-at her ospt@bomsemyl—ﬁlﬁedmethnmdcmu"é—el)dﬁ,z dipedwimtophnamidgrartitson, cer ebr al

i nfarcti gh, CelRRE@hy %Q%Bt%ﬂé s@tﬂdaﬁtﬁ)af?ﬁ&%ox% gﬁﬁl@mﬂ Gy for its

effective prevention” and perfipenma- (and
particul (i&er@nﬁfﬁfeﬁtWW@WMﬁ &y redyRrtape ékipior. or at her oscl erosi s

i ncl.ude hypertension, and abnormalities in carbohydrate metabolism based

on i nsul i N rephépaRest mmerﬁ&l alse remh t6as@stHor Mt pleb&s®d sk factors
etiology . is considered to be

© ‘cause licatio rone X) and their

~mut ual | y tr’i‘ieé%troéﬁg?eéés‘%( Sl genthpma pgdcylady giherosglenonish VHale been made
in the peshptiges mmateﬁ@g:blnailtddwumwkeﬁaﬁﬁﬁegi & se@feNAIBF 4h REEItRe
hypert ensi on resi sta r .the purp reventing or
treati ngargf’ﬁgf%[db&g $ %%9@’\7%? yla%’%h%‘ﬁ’gqﬁh gﬁ%?’i&ét ase inhibitors
li ke pr admﬁthylpmpaeﬂmée byp@ﬂﬂarmamlaglcﬂnda(ﬁﬁp&bl@&lﬂ therelgnamMs bhhat e )
effectlv i,n_Ln b|t|n the onset theros erosis, it nown t hat
the ef fﬁ veﬁerse%uc *a's r%‘a?ré%r%%%? %‘?fL?’&ﬁ%‘f”d%#l%a l'tuén%"b adequat e
for pati ent s wth serl ous hyperl i pem a or atherosclerosis [Biochim

Bi ophys. Acta, P84830/ Sankyo FP-0128s/ TSA- GAD/ Engl i sh
transl ati on/ 0388kz22003] ¢f fizrioher2PA5

The incidence of atherosclerosis is continuing to increase
accompanying the introduction of a Western diet and the growing proportion of
elderly people in the population. Since atherosclerosis is the primary cause of
myocardial infarction, cerebral infarction, cerebral apoplexy and so forth, there
is a need for its effective prevention and treatment. In addition to hyperlipemia
(and particularly hypercholesterolemia), risk factors for atherosclerosis include
hypertension, and abnormalities in carbohydrate metabolism based on insulin
resistance. There are many caseé in which these risk factors cause
complications (syndrome X}, and their etiology is considered to be mutually
interrelated {Diabetes, 37, 1595 (1988)].

Attempts have been made in the past to inhibit each of the risk factors
of hyperlipemia, hypertension and insulin resistance for the purpose of
preventing or treating atherosclerosis. However, although HMG-CoA reductase
inhibitors like pravastatin reduce hyperlipemia, and as a result, demonstrate
effectiveness in inhibiting the onset of atherosclerosis, it is known that the |

~ effectiveness of a single medicament is not considered to be adequate for

patients with serious hyperlipemia or atherosclerosis [Biochim. Biophys. Acta,
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960, 294 (1988)]. Thus, a nedicanment and a therapeutic nethod having a new
effect are required. A conbination of two or nore kinds of nedi camemtts2005
having a lipid lowering action is known to be effective in treating
- hyperlipem a and atherosclerosis [ The Washi ngton Manual of Medi cal
- -Therapeutics, 29th Edition, Depart ment  of Medi ci ne, Washi ngton

Uni ver si 260, SOHdBPEHI. M%an@ec{qagg@)t]and 3 thesapeutiomethadchang gAY of
conmbi nat ief; Qfe debRirdal owering agents having new nechanisms of action with
an exi sting nedi canent has al so. been pointed out [Diabete & Metabolisne
(Paris), 21, 139 (1995)]. For exanple, a pharmaceutical conposition of a
conbi nati on OfA Boxﬁbfﬂaﬁ'ﬂbﬂ; JTewbyl eldiy k)mpisesfyhedicaments having a lipid

' [[246tr|s et h nyl ].acet atorvastatin is
“speci fi CBT”IBV gﬁ?%s lﬁmi’vyn%f%g ‘#be‘ézl ﬁ%t\/{%g%sg?%g?%%ﬁ%om aspects still
remai n vwmhrqselepm$ [The Whshihetongvishwaitdf dfeslicd ThetneaHent 29 th FHIENE CoA

reducta bQﬁ&QMeHE St MBKRide! Wa%ﬂﬁ‘%t&{ ©aiRraf 8éibol bihvarldenbosg. and saf e

lipidIlo agents_ or proph or. therapeutic ents for

at her os clneﬁtdsgil%ﬂ: the gEcasy pecorpbinating At Ep’ﬁé9¥erlﬁ%ﬁé‘?ﬂts ﬁ‘&)g(’in& R (for ex anpl e,
Drugs of meBigarfitil o acén withlard 2088)9 meaiai@hhbas bib bebA)tolritey olis consi der ed

to be i a her with nmultiple drugs. Thus,
g T 1@3!@:{9 Hgﬁgn Pa ﬁfnptl adk. Disclosure of the.

inventi Oﬁhaﬁﬁnai:eﬁﬁsalldoanosmeifrmmblnam Dﬂ%,ﬁalms(dmn@fhyﬂﬁtbﬁmm'i ance of

-Pre"-e”.“ﬁé‘%a d rﬁ&gnﬁﬁ@o)% ﬁ;hpa%%ﬁr'ﬂcéﬁﬂaﬁﬁtéwﬂq%owag%%s of the present

i nvent i ot ouRd

N- ( 1- oct secHically dinclased my WQ 98/ e hEt-hyl i ndol i n-7-yl) -2, 2-

di met hyl propanam de or a pharnacol ogi cally acceptable salt ther eof and an
HMG- CoA reductase inhibitor is useful as_a pr t"%F\é‘actl c.or rapeutic
agent (parti cOPEEYS: MmapkMnkHenn; asrage ftjl rFB‘taJ"g ISEI%EFCéF%g" r xant homa
(parti CUJ;&ﬁbMauathf fsalcerRatsSind iﬁN(S—Gb@W@tlﬁaﬁals@mIﬁfntﬁlﬂ’wgskdaas been found

to exhibit [ act i [ nhl itor cts_on rogress of
at her oscP@ F’§ ﬂtafrh%#%me aﬁﬁlsﬁfetlgjrl ev?efmy % en " ?]‘-ngrotfné' E'tc"ngf xant homa
occur ri ngr therhparhiq agentssfoanthdrowlerbsisi csm;ce sine rped;s@rnpnisriwnt i on provides
a phar ”aﬁgéé%lh%zhm R D&%@r ;Uhgrg%ﬁ?'ré( #5 N7ANBYOGS LvbidRhg HIRT apeuti c

agent fo er os | 'er osr s or Adni nistering si rrul t aneously,
separ at efgxiciy issqueidereg] toyoeNmpprtant in terms of concomitant therapy with

octyl - 5- cANREKFREDY I'Trh O rich §@EdNshi dTdRLE BoribiHakinds 2s &h iAPbYthAE eRanani de or

Disclosure of the invention

As a result of research in consideration of the importance of prevention
and treatment of atherosclerosis, the inventors of the present invention found
that a combination of N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-
dimethylpropanamide or a pharmacologically acceptable salt thereof and an
HMG-CoA reductase inhibitor is useful as a prophylactic or therapeutic agent
{particularly a therapeutic agent) for atherosclerosis or xanthoma (particularly
atherosclerosis). This combination of drugs has been found to exhibit a lipid
lowering action, inhibitory effects on the progress of atherosclerosis in the aorta,
inhibitory effects on the onset of xanthoma occurring in limb joints and low

toxicity.

The present invention provides a pharmaceutical composition
{particularly a prophylactic or therapeutic agent for atherosclerosis or
xanthoma) for administering simultaneously, separately or sequentially N-(1-

octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-dimethylpropanamide or ~
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2 -P84830/ Sankyo FP-0128s/ TSA- GAD/ Engl i sh transl ati on/ 03.02.2003 1 March
12005 its pharmacol ogically acceptable salt, and a HVG CoA reduct dddarch 2005
inhibitor. The present invention also provides a nethod for the prevention

" or treatment of at heroscl erosi s or xanthoma, which conprises adm nistering

si mul t angou aly c? tely or sequenti al |1¥1 an effective anmount of
N-( 1- OCt FPE maco 1Y acceptable salt, and a HMG-CoA reductase inhibitor.

car boxynet hyl - 4, 6-di et hyl i ndol i n-7-yl ) -2, 2-di net hyl propanam de or a
" phar macol ogi ca'rhg/pmseﬂpmbmeors alsb grga&@nd meahed f thiblpor&eAtibe@duct ase
1 nhi bito}({ q\x/a ded ani rrg%lg%artlcul arI acriluma.%r The active

i ngr edi eAFETBFHRE er‘iwg"? &G &8P 3%}?1[5}118??118?' PhEITIUEERLE | nvention are
N- (1- oct yikmBtaeenbslyy sapiahytelylorteediomtidlyl am effddtive Amychint 2f R-(1-octyl-5-
ﬂ:\/gtchl ?;g@a”rgg%%fﬁ% %ng&ﬁ%r%%% 'P% % ld¥mg rtogg:tllaexms el c;[r a'E hereof, and an
N- ( 1- oct yhafmaaidpioaliyetchsdtakdle Gatti threteof; landdel HMG-OplA)re@utase inhibitor

descri el & AR H6 k% B BERkDkE) FIh Y 1" cor r espondi ng USP 6, 063, 806
(see Exanple 4) and has the follow ng structural fornula: An HMG CoA

reductase inhibitor, which is one of the active ingredients of the
phar maceut i cal Tl&%ﬁ‘&ﬁ?l ingsicgts phidiephesmaceytinpd sempasitign jof Heg BIgsERt used  as

a L hter apﬂﬂbﬁﬁo@@ﬁﬁmb\lQ{cthéﬁrlbbﬁﬂH&tﬁyl @%S%lh?é%hﬂﬁﬁ;ﬁahﬁw-yﬂ%%'f al | ydolgcur r It Rg
subst anc m crobial origin etic su ces. derived fromthem
ond ¢ ot R3Sy R Aol B ¢ St acdRa B oP AR It THEFTaeed et b
coimpoundEMGHIbA raduthape (3bidds) - 3, 5- di hydr oxy- 7-[ (|

S, 2S, 6S, 8S, 8aR) - 6- hydr oxy- 2- net hyl - 8-

[(S)-2-nethyl butyryl oxy] -1, 2, 6,7, 8, 8a- hexahydr o-1-napt hyl ] hept anoi ¢ aci d
(hereinafter r8ieNr@ddd-asaporvmasthal-#-ddedbyliwddin-ry)ehanese Pat ent

Appl i cat Hf?ﬂbth%f e oisﬁfé ﬁZs%‘}Qve(nltﬁB i¢ a%%ﬁly%%ai thbt s described
S, 3R, 7S, 8S, 8a 8a- hexahydro- 3
7 di et hip W8 9%/ I[Q(S?R (ER)O%QPIS%W&P BiesontrsPenging USR6.963 Bpbses -

yl ] et hyl Exémﬁ&phtdmyil hdsShe ZollRtiny khubiirat ®rée:ei nafter referred to as
| ovastatin) described in Japanese Patent Application (Kokai) No. Sho
57-163374 (USP 3 P84830/ Sankyo FR-0128s/ TSA- GAD/ Engl i sh

transl ati on/ 03.02. 2003 1 March '65 4,231, 938)

(+)-(1S, 3R 7S, 8S, 8aR) - Ijadct - hexahydr o- 3, 7- di net hyl - 8-[ 2-

HaC
OINH WCHg,

HsC™ \ CH '

3 Hs 3

An HMG-CoA reductase inhibitor, which is one of the active ingredients
of the pharmaceutical composition of the present invention is inherently used
as a therapeutic agent for hyperlipemia, and includes all naturally-occurring
substances of microbial origin, semi-syntheﬁc substances derived from them
-and totally synthetic substances, examples of which include statin compounds
such as (+)-(3R,5R)-3; S-dihydroxy-7-{(18,2S,6S,88,8aR)-6-hydroxy-2-methyl-8-
{(S)-2-methylbutyryloxy]-1,2,6,7,8,8a-hexahydro-1-napthylJheptanoic acid
(hereinafter referred to as pravastatin) described in Japanese Patent Application
(Kokai) No. Sho 57-2240 (USP 4,346,227}, (+)-(1S,3R,7S,8S,8aR)-1,2,3,7,8,8a-
hexahydro-3,7-dimethyl-8-[2-[(2R,4R)-tetrahydro-4-hydroxy-6-oxo-2H-pyran-2-
yllethyl]-1-naphthyl (S)-2-methylbutyrate (hereinafter referred to as lovastatin)
described in Japanese Patent Application (Kokai) No. Sho 57-163374 (USP

3
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" [(2 R 4R)-tetrahydro-4-hydroxy- 6-oxo-2H pyran-2-yl] ethyl] -1-naphthyl

2,2- dinmethyl butyrate (hereinafter referred to as sinvastatin) ddddaich@dob n

Japanese Patent Application (Kokai) No. Sho 56-122375 (USP 4, 444,784),

" (+)(3R*,5S*,6E)- 7-[3-(4- quorophenyI) 1-(1-nmethylethyl)-1 Hindol-2-yl]-3,
- 5-di hydrox%)éf hepten0| c acid (hereinafter. referred to as fluvastatin)

descri bet33h Wik SRS 8aR)p} LehT atr-PREAYETO-Rey -dsnethsh8480015 ( USP
4,739, 07[325{ 4@%1:5@31355&: Al hydréxg-4-d:doLn h&mL91]eany1] 1 n 51ghthyl 2,2-

6- di th - - ridin
i hya o el saﬁlﬂg?%%%f'%ﬁ' Supasptyl ddsonber iy devanesh)
descri beHauent A@ab@mmsle(KB’ambNb B b6 cl2i3Gh (URBlKa#44,RB4), Hyi3RY 581684 ( USP

| ghg(r)lgl gﬁ? ocar aj%h FIIYL 1%%@?15‘3@% n?éf Ezg"}%g’%%p&anow@ agl ghenyl -

(her ei nahmtﬁmlﬁ@m &h@aem@ft%rsre&trtﬁd/@s%sémﬁl tadléls); desdyiatdiin Jp@pastsse Pat ent
Appl i cat pgRnf Kﬁﬁﬁéa)uoNC{KohmlN&s%%zséééﬁ% gjs%ﬁ 798273), (3R,5S,6E)-7-

E)-3, 5- fl
f:y)cl opr og‘y&y ‘rr“(?)f)éﬁiﬁ'é‘hbz ﬁthI(—l u@'ﬁ?%?ﬁ%‘%ﬁ%@ﬁé@ﬂ%@%@ ViBetred to as
pi t avast émwdjomm-hhpﬂeﬁoﬁ&&ﬁd (Heeeinkfled Rpaneb R Lotienitaipdseabédm (Kokai) Hei

11 uor oprdyy e PefentaBiediin GOk el Y ol R SIR SR P o)

. pyri-ni di @R, 38)yT[2-(4-Busraghhyd)-ox(y-16¢hyletlepl-andicayhdi d (hereinafter referred

to as rogﬂéa?mmoe&boﬁgﬁ LG HL @sguunylfg@as%ar éﬁh@&aﬂ%&u& dér&ﬂ?{%éﬁokai) No.

Hei- 5-17 USP atents reterenc respect to
each HVEFgRed foaaonsstatipidssersbedinelansasspBatant appligasion BpkaidNer ence f or

“their digs @ssgem@spfsezm@@sj my%%;rcﬁsﬁesavqae(4r’mﬁlopéﬁlﬁh wel | as ot her

HVG- CoA re uct a useful jn the invention conbl nation
(i ncl udi ?P’gc P@ﬂgmf?ﬁn?gk?'ﬁ(? -heRtEneif e (PBIEeé’}afEFé" raleseritBéd her ei n.
Pr ef er r egitaveatqiirg svhicte isutbscribed asIapdnese Phtend dpdlicatiors{Kokas tRi 10,

fl “VaSta%’f’éhﬁénqu&ﬁé%%%{bgg%%ﬁéﬁtsaé 6”336) Uﬁa@%érﬁ?%/ pi tavastatin; more

~preferred exa e pravast astatin,
{1 uvast aflnerorhemylydsenrppyi-2- %mlsﬂalﬂmmethﬁueSpllﬁoaylagtlao)mrm@ﬂmk$ ylh)r e

pr ef er r eg, SEXBYRIRS-6(BLheisen it ALASHAtdiRaftHRfY AR Blds 0Btk Ridgvast atin, even

nor e preferr%d exanples i nclude pravastatin and atorvastatin and a

~parti cul $F350p¢ & é??%‘ﬁséféﬁ%téﬁ ication, Bokat! iNg. Hef anki88(WSPur al for nul ae

of ‘typi caQ6HmO¢OM‘Heeldl$C§>aﬁee1ts AdTedehbed Writhlr@spstd eVBadiehfi: -chaP84830/ Sankyo

FP- 01283/6&%@12&%%1%%9&)1" gxhe 1&‘15:9&)%}3% %eéqu ‘b?rzre eggnsce for their disclosure of

the_ named HMG-CoA reductase inhibitor as well as other HMG-CoA reductase
‘inhibitors, useful in the invention combination (including methods of making
the inhibitors) as described herein. Preferred examples include pravastatin,

~ lovastatin, simvastatin, fluvastatin, rivastatin, atorvastatin, rosuvastatin and
pitavastatin; more preferred examples include pravastatin, lovastatin,
simvastatin, fluvastatin, atorvastatin, rosuvéstatin and pitavastatin. Still more

| preferred examples include pravastatin, atorvastatin and pitavastatin, even
more preferred examples include pravastatin and atorvastatin and a

particularly preferred example is pravastatin.

Planar structural formulae of typical HMG-CoA reductase inhibitors are
shown below.
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| -March 2005 HO,,,--, O ,OH Pravastatin CH3 H3C Lovastatin Fluvastatin

- ,--N-KOH H3CI1-CH3 OH Sinvastatin Rivastatin NY-N H3C, N. SO2CH3 March 2005
Rosuvastatin 5 CH3 CH3 NH Atorvastatin Pitavastatin COOH P84830/ Sankyo

FP-0128s/ TSA- GAD/ Engl i sh transl ati on/ 03. 02. 2003 r-COOH HO COON COCH COH 1

March 2005 The N-(1-octyo5-car boxynet hyl - 4, 6- di et I|@|:i|ol in-7-yl)-2,2-

di met hyl pr opanani de and/ or Jt hé&C CoA reductase mhilfitor, which are the

ive i dceutical co iti 5 the pr esent

i nvention, can be co verted to a salt in ac wi th conventi onal

met hods - as desp.| , a sg{lcT ained by treating each
actlvelngredle rature fog es with the
correspondi ng aci d |n {e.g., an° 8t er Jor al cohol ,
preferably an ether b qued by either fli-llé obf the
3
Pravastatin ‘ Lovastatin
F
_ 8 OH
o
HSijA/'CHao
o0°0 O N COOH
OH
HaC e CHs
Simvastatin Fluvastatin
HO-~cooH
OH

\
o
T

(4]

N N

HsC"S0,CH,
Rosuvastatin ' Pitavastatin
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precipitated crystals or distilling off the solvent under reduced pressure.
- Exanpl es of such salts include mneral acid salts such as hydr of Hugdrcdesos
~hydrochl ori des, hydrobromn des, hydroi odides, nitrates, perchlorates,

sul fates or phosphates; sulfonates such as mnet hanesul f onat es,
.tr|fIuoronethanesulfonates et hanesul f onat es, benzenesul fonates or

p-t ol uenesul f ohBf dstl-eynereprborpmethyt . o-dunethlindalss7-Wudet nat es, citrates,

tartrat eﬂlmﬁlﬁgﬂp&iblﬁﬁldﬂildgﬁhﬁ?’-bﬁﬁme meammecafdtﬂseslahuﬁtosuahmﬁwltﬁé amates or
aspartates '

l.n
N- (1-oct yfu‘? € gr (53 ﬁ@? FRF] Ig}ﬁ-"glaﬁf?%‘fﬁ}llfpmagzitpf} o4 tlix,q: yresent invention,
2, 2-di rret:mybplcopmrmd wea aﬂdirnaecbh&ddb/@ﬁﬁ)éomduonaaﬁeuhmﬁs bistdesiredthi ch are

the acti yg, Loan sl 20 ool HhBahal Bg%&%hg%gcﬁa bRl BEPI esent

i nvention, can be converted to s tTespective ar mna og caIPy accept abl e
sal t bytqmlé%tﬁmrg ferye o aetmlwtqsmm@mrrwmndmgtm@m A sglyent Gaice Wit h
conventi aﬁ@kherwsétepgrsalaghaeﬁf&&qbly@{ e%ﬂ%ﬁ&wedjlbﬁélwl%ir@adff theaccept abl
salts can be %a neagﬁoymsﬁﬁatl ng..each active ingredient at” room.

t enper at BFE RIS RSt g e sol et YarREsbat REEB4E® in a sol vent
(e.g., aBxempis, of@atlesals moahdmﬂmmarapwa em@hucraas ayefiabrided,ol | oned by

her f f | 1 ff th
Col vent  DiafSehPRas oy BT BfiLe el 7 Biedn SorchlPetepnt i Phor gani o

D

- salts, fohosphates; @ulfamktab isune tag| methnhesgivnhters tsiidirometisaidssifopateassi um

- sal ts angdianbRins4, %%mﬁegélféﬂﬁe§§f)nol%fxééulﬁﬁla{e% F%Bx?lates Qg um sal ts

and magnesium salts, netal salts such as alum num sa ron salts zinc
salts, cBDPHRALAiEs, SUCHNRIES| CilALeSs tarbiRtieso BERlatesArtmaleaipsopt el ts:  and

or gani ¢ séilitsalts fsQEh % Mtk adel Aeaspatagessuch as t-octyl am ne salts,
di benzyl am ne salts, norpholine salts, glucosam ne salts, phenyl gI yci ne
al kyl ester salts, ethylenediam ne salts, N nethylglucam ne salts,

guani di ne. sal t by additien hyled¥r pee@hﬁtmbdmyﬁ&tﬂmﬂl@ﬁimw@lhhaohn -7-yl)-
dl CyC| OhQW&l%ﬂﬁP?@a&l%lﬂl&Ie Q.Ina (QJ t?lg Wb? gﬁ%cgase lnﬁéltgal WélCh are

chl oropr ocal ne sa rocal ne sa anolaxni
N- benzyl B'rf‘efr‘fét"ﬁylllgmilr@ét%@f | the Phphpeﬁmqabcmp@s;tlon pethegmesdntl ammoni um sal t s,

tri s(hydrR%yast %Hmme&&@%@&s»?@é En@en 5&% }dg&%uﬁ‘%@bé RfeGh " ed

exanpl es, i nclyde al kali metal . sal ts y sodium™ salts or cal cium

salts). BYPsaEngragh R%Veppgt?ﬂ?a’éwéﬁa Eh@qqogqlﬁrmeazﬁéh genvsmtionaln2. 2003 1
Mar ch 20ffethddssdyoddsitebe Pet @ﬁ:ﬁﬂla,tp}%mé@%gﬁmmy atRypBHIatiim ¢Sl pyastatin,

fluvastaf llnt%ined by treating each active ingredient at room temperature for 5 to 30

minutes with the corresponding base in a solvent (e.g., an ether, ester or

“alcohol, preferably an alcohol), followed by either filtering off the precipitated
crystals or distilling off the solvent under reduced pressure. Examples of such
salts include inorganic salts, for example, alkali metal salts such as sodium
salts, potassium salts and lithium salts, alkaline earth metal salts such as
calcium s_alts and magnesium salts, metal salts such as aluminum salts, iron
salts, zinc salts, copper salts, nickel salts and cobalt salts; ammonium'salts;
and organic salts, for example amine salts such as t-octylamine salts,
dibenzylamine salts, morpholine sailts, glucosamine salts, phenylglycine alkyl
ester salts, ethylenediamine salts, N-methylglucamine salts, guanidine salts,
diethylamine salts, triethylamine salts, dicyclohexylamine salts, N,N'-
dibenzylethylenediamine salts, chloroprocaine salts, procaine salts,
diethanolamine salts, N-benzylphenethylamine salts, piperazine salts,
tetramethylammonium salits, tris(hydroxymethyljaminomethane salts and the
like, while preferred examples include alkali metal salts {particularly sodium
salts or calcium salts).
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“di net hyl pr opankshgeldore 2ot 4

ri-vastatin, atorvastatin or pitavastatin includes its lactone ring closure
form or a pharmacol ogically acceptable salt (preferably a sodi amisah POCS
calciumsalt) of the HMG CoA reductase inhibitor, which is an active
i ngredi ent of the pharnaceutical conposition of the present invention. For
the N-(1-octyl-5- carboxyrreth 6- di met hyl i ndolin-7-yl)-2, 2-

%‘/ﬁ%@l"@rﬁﬁém lloyaﬁé@é,pftlaﬁﬁﬁa@&b fluyaséaiédf , and t he

HMG- CoA rieghiatiaseoivabidint & pitadbeRinah8utibe 18 S dt¥ee HAY rcﬁ;aue@fosnpfort he

.phar maceut cal tion th resent inventio each trical
Psorrer : :ha'grfl@‘fog&gg%ﬁle&f“?ﬂm; agfa(gédﬁr@ DEoh Y 1HFh§ar]5Hr 8\%19 P?JI Al carbon,

_per f or meBCHFRER

or thei rtherfiMGiCes radectasesimhityicir pgithi i ahhetipe asgadientivithiei on. The

N (1- oct nd0|n7yl) 2, 2-

di et hyl%llrlaolgré%g{ﬁg e‘%r%tlgpé Oglrogatgo oégsl@cgg Vﬁngccept able salt thereof and the
HMG- CoA reduct ase i nhi bi tor which are the active ingredients of the

phar maceut i cal pGOFROE(1-baH1- cha}ﬁtﬁcyﬁ{eﬁgﬁm 61a?fﬁ%a{yhﬁaohﬁ-afny1ﬁé'zst as their

respectlve hgdrat es; each hosé ates or their mxtures are al so

i ncl udeddimethy REC R @EHE oF ﬁ\Pé‘ﬁf‘inBﬁObE‘ﬁ@wlYeaC&PBtaMf st thegenfarnd 838 ri cti ons on
the ter M{mmoﬂllﬁﬁﬁditaﬁgmlﬁblmﬂ Wi OaE the activd Igredi@sei theivent i on provi ded
it refers, to an ﬁFgl ni str t hat. enabl es adm.ni,stration to be

2
Prrosiing ¥ cnt BTy BR ot e g e Syt of er obl v

~adm ni st er sdrdoisoniee if therade of contaghiag amoarqymewmal cesbom | @ardhgir t here are no

parti cul {lféstglje PRSI RR LR PREASS: invadid i stering separately or

sequenti a In the present invéntion prOV|ded it refers to an
adninistratlon regi nen that enables admi nistration to be perforned

separately or ’ﬁi@&NQ@Idc%hJSlcaﬁBerhEth&ﬁﬁ% §m§&hylﬁr§l{olﬁx’ﬂ%|f2 first

adm nisteri g N-(1-octyl - 5- car boxynet di met %Ilndolln 7-yl)-2,2-
di met hy! %%eﬁ HRFIRagE™Hie gr nglﬂﬁraesqlesﬁ@m weaf@ééep'f% thereaf|andithsr eof

f ol | owedHMG-Cadmeaushsatiibitat mﬁbﬂ—aﬂatﬁeécﬁ@dmgtaﬁaaﬂsrdﬂltm tor at an

PP BT | &L ALGTXALcomfloci T S 0N 0L51.9E1 0, A AR QAL gouCt ase

N- (1=oct WSP@C@&H@@XW&I ¢agch-of tﬁgsm hyelr kel ion dlodir miFayey a, dso included

di met hyl pr @Ranagd 4¢.Ant@nPhar macol ogi cal Iy acceptabl e salt thereof at an
appropriate interval. The pharmaceutical conposition of the present
invention preferably 7

There are no particular restrictions on the term "administering
simultaneously” in the present invention provided it refers to an administration
regimen that enables administration to be performed at nearly the same time.
The active ingredients are preferably administered in the form of a single

. compaosition.

Similarly, there are no particular restrictions on the phrase
"administering separately or sequentially" in the present invention provided it
refers to an administration regimen that enables administration to be |
performed separately or sequentially, and it refers to, for example, first
administering N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-
dimethylpropanamide or a pharmacologically acceptable salt thereof followed by
administration of an HMG-CoA reductase inhibitor at an appropriate interval, or
first administering an HMG-CoA reductase inhibitor followed by administrafion
of N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-y})-2,2-
dimethylpropanamide or a pharmacologically acceptable salt thereof at an

appropriate interval.

The pharmaceutical composition of the present invention preferably ~
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P84830/ Sankyo FP-0128s/ TSA- GADY Engl i sh transl ati on/ 03-02-2003 1 March 2005
includes: (1) a pharmaceutical conposition in which the HVG CoA ridaieht®88®
inhibitor is pravastatin, lovastatin, sinvastatin, fluvastatin, rivastatin,
atorvastatin, rosuvastatin or pitavastatin; (2) a pharnmaceuti cal
conmposition in which the HMG CoA reductase inhibitor is pravastatin,

| ovast at i¥MdSShwastatin, fluvastatin, atorvastatin, rosuvastatin or

pitavastayin; é%haﬁna&aftimp@diﬁpmdm&mgﬁsh%emmu o8 SdirdchfseHVG CoA
reduct ase |nh|b tor ravastatin, %ltav tatin or, atorvastatin; or (4) a

phar meceUHHRAT '8 GRBFSITIbACTAR AHRY GHRY EBRAR GRESIBE™ i nhi bitor is
pr avast attonvagtatit, oovasisedtimor pitavasiati; phar maceuti cal conposition in which
the HMG CoA reductase inhibitor is pravastatin; or (6) a pharnaceutical
conposition in which the HMG CoA reductase inhibitor is atorvastatin; or
more pref2r abl § PhATRaeRsical Mmpositien rawbishi thalHMEnEs Fedustaseor

adm ni st ﬁﬂiﬂﬁlgorNs aviGtatln, Iovastatin, simvastatin, fluvastatin, atorvastatin,
car boxynet h di met hyl i.ndoli n-7-yl)-2,2-di met hyl pr opanani de sul fate and

an HVG (ﬂ’ﬁ“%@ﬁﬁ@?%é“ﬁaﬁﬁ tBfifor, or (8) a pharnaceutical conposition
described in (7) in which the HNGCoA reductase inhibitor is pravastatin,

| ovast at si mv ast atin Ea_{uvast S vastatin,

ator\_/astii Vi n o?p I U{t% ARG Bh‘g%"}?% %SHI\@%‘{FC@%H‘%&?%% €on described in
(7) in wmhihiterhe peiasGoin, pitedasttts er arvisitaon; éors pravastatin, |ovastatin,
sinmvastatin, fluvastatin, pitavastatin, atorvastatin or rosuvastatin; or

(10) a phar rraceutl cal conposition descrl bed in (7) in which the HVG CoA
reduct asé) i nhi dipbarmpecysicalepmmpesition in vhichshatMGdrobradastaseat i n; (11) a

phar mac eifnikiedr i6 PRRAStAtiO6r A8swsted okn (7) in which the HMG CoA 8
P84830/ Sankyo FP-0128s/ TSA- GAD Engl i sh transl ation/03.02. 2003 1 Mar ch 2005

‘reductase inhibitor is pravastatin or atorvastatin;
(5) a pharmaceutical composition in which the HMG-CoA reductase

inhibitor is pravastatin; or

(6) a pharmaceutical composition in which the HMG-CoA reductase

inhibitor is atorvastatin; or
more preferably includes:

(7) a pharmaceutical composition for administering N-{1-octyl-5-
carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-dimethylpropanamide sulfate and
an HMG-CoA reductase inhibitor, or

8) a pharmaceutical composition described in (7) in which the HMG-CoA

reductase inhibitor is pravastatin, lovastatin, simvastatin, fluvastatin, rivastatin

r

pitavastatin, atorvastatin or rosuvastatin;

(9) a pharmaceutical composition described in {7} in which the HMG-CoA
reductase inhibitor is pravastatin, lovastatin, simvastatin, fluvastatin,

pitavastatin, atorvastatin or rosuvastatin; or

(10) a pharmaceutical composition described in (7) in which the HMG-CoA

reductase inhibitor is pravastatin, atorvastatin or pitavastatin;

(11) a pharmaceutical composition described in {7} in which the HMG-CoA ~

8
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and particularly preferably includes: (12) a pharnmaceutical conposition

described in (7) for admnistering N-(1- octyl- 5-carboxynethyl - 4 mMarch 2005

6-di met hyl i ndol i n-7-yl) -2, 2-dinmethyl propanam de sulfate and

" atorvastatin, or (13) a pharmaceutical conposition described in (7) for

~adm ni sterjn é | - 5-carboxynet hyl -4, 6-di methylindolin-7-yl) -2,
2- di met hSFIdﬁFgaﬁﬁﬁ ]?ﬁbEfBrl Rieyattatin on 2prEdsetidt in. Effects of the invention

-Since the pharamd pattlonddriycprgpeablyiingiufies: adm ni stering sinul taneously,

separately or sequentially

, N-(l octyl - 5- car boxynet hyl -4, 6-di net hyl i ndolin-7-yl) -

- 2, 2- di metlRy| prophammacattigal @np}bmmcdtbs;tgnbcahm V7) dorcaphaidterisgN-(1t her eof and

an HMG (065 edUShdaR ki HidiqQL 6,-Prasent excel | ent
l'ipid | owering actfon, }ﬂave exctq(}?lrelzr#[;Il pr )rsessdllh&h&g%} %%{/‘W‘?ects on

at her oscP@fasg Padiatorvesiatigot a, have excel I ent onset inhibitory effects on
xant homa occurring in linb joints, and have Iow toxi city, they are useful

as a pre tive rtheraetlc athera eut.i c agent

for at hotabe] of BEPERETEUFRAL $RTROS %5?%9%% JRERAR Rt 0 S

~ war m bl cougdS-aarwalmefinar4, 6-clitnathylintolirafsyl)-2 Radinsthylpropapatdidabi | i ty The
N-(1- OCtgdlfaQegﬁE géya[gﬂtﬂyl -4, 6-dinethylindolin-7-yl)-2,2-

di met hyl propanani'de or a pharnacol ogi cal |y acceptable sal t t hereof, which
is an active ingredient of the pharmaceutical conposition of the present
invention, caprhes 688 ihvaiuced according to the nmethod described in WO
97/ 12860 (EP 0866059) or the corresponding USP 6,063,806. In addition, the
HMG- CoA reductase inhibitor, which is an active ingredient of the

' pha(r]I macgut i cal slﬁeaﬂ%phm@ﬁah d&ﬁn&él&:o&nﬂﬁﬁgindﬂoﬂ&aﬂﬁﬂu@fb,rm@ad”&np l&@can@&ﬁslljl' ?/ _
produced_according to t t ed i anese Pate plication

(Kokai) T&2EHK % %%’eﬂﬁﬁ%u%@gﬁ (Q Wg%‘; ‘ﬁgﬁé‘z ‘%ﬁieé]f‘ﬂfhndﬂgﬁﬂ ¥dtion
(Kokai) B@-diSrethBprapedamddg hiSPphaﬂﬁ&c;cﬂ@s)allyMpapmbE st theteof Apflancat i on
( Kokai ) £ P . ;Appl i cation
(Kohyo) ﬁlﬂl gﬁg %@%ﬁ%ﬁ%@fﬁle]%ﬁég@me g%gﬁgge %Elgrr{'l{hm plication
( Kokai ) merlpﬁlacmoq,ﬂwmxe@@t progyesspdjbitary sfaes enPdhervsclorqagu®30/ Sankyo
FP- 0128s{nESfir A\ Rh bG8 ekdeRBnt &:2028 brdtibRovy 302 &p%tﬂxo%r&bu%n limb

joints, and have low toxicity, they are useful as a preventive or therapeutic

agent (particularly a therapeutic agent) for atherosclerosis or xanthoma,

(particularly atherosclerosis) for warm-blooded animals {(particularly humans).
Industrial applicability

The N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-
dimethylpropanamide or a pharmacologically acceptable salt thereof, which is
an active ingredient of the pharmaceutical composition of the present invention,
can be easily produced according to the method described in WO 97/12860 (EP |
0866059} or the corresponding USP 6,063,806,

In addition, the HMG-CoA reductase inhibitor, which is an active

ingredient of the pharmaceutical composition of the present invention, can be

easily produced according to the method described in Japanese Patent

Application (Kokai) No. Sho 57-2240 (USP 4,346,227), Japanese Patent

Application (Kokai) No. Sho 57-163374 (USP 4,231,938}, Japanese Patent

- Application (Kokai) No. Sho 56-122375 (USP 4,444,784), Japanese Patent

| Application (Kohyo) No. Sho 60-500015 (USP 4,739,073), Japanese Patent

Application (Kokai) No. Hei 1-216974 (USP 5,006,530), Japanese Patent ~
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Application (Kokai) No. Hei 3-58967 (USP 5,273, 995), Japanese Patent
Application (Kokai) No. Hei 1-279866 (USP 5,854,259 and USP 5, 856G, d3f@h,2005
Japanese Patent Application (Kokai) No. Hei 5-178841 (USP 5, 260, 440). Since
t he pharnmaceutical conposition for adm nistering simultaneously,

separate|ly or sequentjially .

N- (L1 oct JFRSSEGR LSk el £- B89 M ISR 5 ARAGINSh-TApRyse Patent

2, 2- di meAppllcation aKeidiiRo.Gleid - RPEEFRLIFO%862/J5¢ AnTEpP & $6,3ab) of her eof and
an HMG CoA redyct a iphibitor af the p, i ti.0n ve excel | ent
lipid | o“%)rainﬁ%e g% elngﬁ?p AETEn )%816\?4 Nt ﬁﬁ%%gﬁggél i(@n%liggidteg)r%/ ffects on

at herosclerosis in the aorta, have excellent onset inhibitory effects on

xant homa occursﬁﬁ&theﬁgﬂa}mcedtﬁéamanﬁaﬁﬁ%lgﬁ&d Wil L LfddBYaRr e user ul

- as a preventive or therapeutic agent icularly erapeut1 ¢ agent)
for at hetepsErtelodissapentiaiy: Ndkacty, ﬁa?atrb@mr%ﬁthyl-%ﬁr%mé@r@d@gns”&yll-These

combi nat 3 onsimlcti@pNpbhaftde/br & phafRRaIsEEdY aclefinble salt thereof and an

di met hylbﬁigd%(s)l in- 7.-%It) - Z'é{ildl nmet hyl pr opanam de og a %Pa[ macol.qgical ly

‘accept a sGPf TERRTEst ! W"&r?flgﬁbgﬁﬁ\n?’é’ﬂﬁ%?% Ay HETBIE P ovi de” a

hi gher leeshgattied fleckiexeslzas pasngesy mhitdery efedts snunhdroaclasdslisinby

. a.dm ni Sttﬁl%ta{o(f"& %vég elllexqtd Iysleg 'ijn%lilf)ilfgvs eﬁ(%pf:sroendﬁ!fla%tﬁosr%alo%@ﬁg'ﬁrggoilh I?ij’lbt he

di met hyl propanam de “derivative a one.c The ,

N- ( 1- octipints-arat haveylowt thyicity, Bedianetibsii] avapreventye pr heapeutic

di et Ny | P AARLARrT thePARRCOLAY AU RERRIAN faciifibinal her eof and the

- HM& CoA reductase 1 nhibitor, which are the active ingredients of the
phar mac eBerttladnadssesdansish t he present invention, can be prepared in a
separate pharmaceutical formulation in order to adm nister an HVG CoA

reduct ase inhijitor and the di.nethyl propanam de derjyative separately or in.
a single phar e@S&PF’@é‘FatFOS‘rSﬂHTCa]%T%'HC‘é%’%f%ﬁr ?’ﬁ@n‘cﬁgﬁ“%ﬁ’?’ﬂre of an HMG CoA

r educt asdéimethylbidotin-apl-2, relird ethyidrgbatopiae amadehderdcelaiicaly i n order to
adm ni st i t - Qf., .Usi ng the pharmaceuti cal
‘conposi tiﬁ%ﬁﬁ%?’mt %gt %peg%ené éiﬁnggarﬁ'ib%ﬁ rggu%%%%en\%é}ﬁlﬁrb/ goov%&f %%ﬁ ﬁéuti c agent
for the lalvé electvaness, an%grqwic{e]_msults unattainable by administration of the

octyl - 5-Garheu TRiBYEo 4 r & ARUANILiRE 8L 1k didihy1Brasati-ARALYLRYARANAM de or
a pharmgcol ogical ly acceptable salt thereof and the HMG CoA reductase

i nhi bi t ™€ which are the active ingredients of the pharnmaceutical
- conposition of the present invention, can be adm nistered alone or after

nx 29 ‘(’:“atnhbg TR (B0 0L SRl L m GSERTAR) S SNl £l6 Pl g buent and so
'~ dimethylpropanamide or a pharmacologically acceptable salt thereof and the

HMG-CoA reductase inhibitor, which are the active ingredients of the
pharmaceutical composition of the present invention, can be prepared in a
separate pharmaceutical formulation in order to administer an HMG-CoA
reductase inhibitor and the dimethylpropanamide derivative separately or in a
single pharmaceutical formulation containing a mixture of an HMG-CoA

- reductase inhibitor and the dimethylpropanamide derivative in order to

administer them at the same time.

In the case 'of using the pharmaceutical composition of the present
- invention as a preventive or therapeutic agent for the above diseases, the N-(1-
octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-dimethylpropanamide or a
pharmacologically acceptable salt thereof and the HMG-CoA reductase inhibitor,
which are the active ingredients of the pharmaceutical composition of the
present invention, can be administered alone or after mixing with a
pharmacologically acceptable vehicle or diluent and so forth, can be

administered either orally in the form of tablets, capsules, granules, powders or -~
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-~ adm nistered either orally in the formof tablets, capsules, granules,

powders or 10 P84830/ Sankyo FP-0128s/ TSA- GADY Engl i sh transl ati onAQ3a0R 28693
1 March 2005 syrup and so forth, or parenterally in the formof an
~injection or suppositories and so forth. These preparations can be
produced by wel|] kpown nethods usin addi tives, such as excipients (for
exanpl e, SBME A SBeE PE REEERHRIY df FYf Oyl andischar oy 84PRYRERTSS | act ose,
'SUCr 0se, afidl 46 @s€h. mannitol and sorbitol; starch derivatives such as corn
starch, potato starch, a-starch and dextri n; cellulose derivatives such as
crystalline cellulose; gumarabic; dextran; and Pullulan; and inorganic
exci pi ents i ncTheliergeparations eamide ipradﬂmﬂdsbysmelhkaswnimhosv; heioigc aci d

anhydri dﬁdd@f&gf @&c?ﬂlﬁﬁ%Qﬁ?‘e%hﬁa??eato%an?@é{dlﬁ!ﬁ@h&' i ﬁﬁﬁr‘i’% megnesi um

alum nate netasilicate, ates suéh as ca um hy roge sphate
car bonat derivajives gack as éﬁ%’l‘?ﬁe@: av@@ﬁat%m%ﬁdmgemtalt%d gqxbﬁolaﬁ%h ci um

s u: I ate) demlawée SaN §s char staﬁmoeam stpah] &-stitl aaRdegt@adefupctd met al
salls Ssu

cal ci um steara magnesi um st ear at e; col | oi dal
silica; am‘@éwgﬁéﬁdaés °Be &ﬂ %lﬁﬂo ESFFa%‘"éPI‘C §trwbo&a~frctpsﬁﬁﬂan &l pi ¢ aci d;
sul f at e&mu@luaﬁxcﬁpﬂhwmcﬁiﬂﬁgfsﬁca@|d)e€1®ht1vefswmhle& 18t djlickoddidm benzoate; DL
| euci ne; %lfﬁryd su f&}egéeia%n&n%%s 1g%]t§21ca|\1§iﬁ%sﬁcat at%l and | nesi um

| auryl suf? i CiC eriv 8RET anhydri de and
silicic abmdnhspdnataeﬂlcated phhaﬂaabwwcs'tascdic1umkehyd:axgmcpb)35phgatq,der s (for

~exanpl e, . Qb@ﬁ%?&)é%ggg% c%ﬂt!lﬂilc%?@onatg dogiMﬁrt&D&dﬂeéJ'é’ahmﬁﬁl lsﬂﬂlfﬁ?:‘)e

pol yvi nyl pyrr macr ogol ,~ t he ‘above  exci pi ent sim [ ar
conpoundiybricants rregranin gterjismad ?-flérStW’ffrﬁfF%gletal@é\itF@PéB@Sder| vatives

such as LQwhssl Qﬁ:bl-ététaﬁd :Hagi{e@mrs%yatecﬂl& :WoflsRlal sifidd:paeartidtlascel | ul ose,
cal ci um gcar boxynet h cel lul ose and.i %fler nal | PI’I dged. sodi

car boxy mBEFRFEEENY eB’”s“é‘cetéWBX’chF@'Fﬁ i Wﬁ(ficf  Sylte 'Eeérst‘:lﬁgsasagt”?gmn&el | ul oses
-such as suaifdiexglpedifipm:stcaddy, scaliuth benectbdly baicid; Iaat@rsﬁnltfaad@(izuchnt ernal ly

bri dged g% :gl%( Irr%/ aﬂéﬁal?llfétg%nﬁ)m%% urﬁflI &t :Tssugffa%, SSIChCerClg ’de:%\gz!\tLvOI dal clay

such as veegum es’suc esium hydr oxi de
and al unﬁ%%htﬁhyléipl@m‘?dbanmrm @%ﬂhtl&@@l@h}tdmm aygdrihs abmstascfsodl um

| auryl Suhéﬁ&afﬁv%dbﬁ@ﬂe?é e é&ﬁ%lét dr&%&:l Qﬁl%eﬁﬁ'l g@ce active agents such as
benzal koni um chl'ori de: and noni oni'c surface active agents such as

pol yoxyePRIOSHR: OQVWth&??@PIOSBOP%}W?@PﬁVPEW% Frasresnt Haabpveaci d ester and

excipients and similar compounds), disintegrating agents (for examples,
cellulose derivatives such as low-substituted hydroxypropyl cellulose,
carboxymethyl cellulose, calcium carboxymethyl cellulose and internally
bridged sodium carboxymethyl cellulose; and chemically-modified starches and
celluloses such as carboxymethyl starch, sodium carboxymethyl starch and
internally bridged polyvinylpyrrolidone), emulsifiers (for example, colloidal clay
such as bentonite and veegum; metal hydroxides such as magnesium hydroxide
and aluminum hydroxide; anionic surface active agents such as sodium
laurylsulfate and calcium stearate; cationic surface active agents such as
benzalkonium chloride; and nonionic surface active agents such as

~ polyoxyethylene alkyl ether, polyoxyethylene sorbitan fatty acid ester and
sucrose fatty acid ester), stabilizers (for example, parahydroxybenzoate esters
such as methyl p-hyd_roxybenzoate and propyl p-hydroxybenzoate; alcohols
such as chlorobutanol, benzyl alcohol and phenylethyl alcohol; benzalkonium
chloride; phenols such as phenol and cresol; thimerosal; dehydroacetic acid;
and sorbic acid), corrigents {for example, normally used sweeteners, souring

agents and flavors}, and diluents.

The dosége and administration ratio of the N-(1-octyl-5-carboxymethyl- -~
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sucrose fatty acid ester), stabilizers (for exanple, parahydroxybenzoate
esters such as nethyl p-hydroxybenzoate and propyl p-hydroxybenziogheh 2005
al cohols such as chl orobutanol, benzyl al cohol and phenyl ethyl al cohol;
benzal koni um chloride phenol s such as phenol and cresol; thinerosal;

dehydr oacetic acid and saorbic acid), corrigents (for exarrpl e, nor mal | y
used svve‘é@éﬁ%’ie%h}’l@éﬁ}lpﬁgyn -RepsAimetprovansanidy or arhagmegeisgisaliThe dosage and

adm ni stg@bpebld Sif thedéofldha tNe(I—tMGodlcyA rRhC B NIMRbPAYAn bé RBAGID/ Sankyo

FP-0128s/ TS tran atLon/ 03.02.2003 1 March 20Q5

4, 6-di rre?‘?‘fi?ﬁlﬂ% ‘?Eﬁeg%‘:tﬁy%’ °§e SCHPERBEEAI ShEeioms Bﬁ%rqrf?élé’ol ogically
accept abdvexgls*abmdvwwthandommeo%tﬁ@@ameduct ase inhibitor can be changed
according to the activity of each active conpound and synptons, age, body
wei ght and vari ous other conditions of the patient. Although the dose

" varies accor diMghaughstspstogasariegaccanding o symppms, [pge apndsygderthythedoses are a

| ower | 'f@sﬁe&fve%aéeé@re(aofoﬁe?ﬁﬁﬁ{ ¥ 61 g WreRBh1AD. SRR hnd lahdpepf 1000 ny
(preferably uni.t dose int case of oral  admnistration, and

Pl ey Amthof 1000 e Brrisrahiy SP0FamIRF: Sdtang o heicaes spdr 11 ¢ of 100w
(pr ef er addndin®Sira6hn, paH BdWen it &t0.0D mg(pkﬁerabagse OSme)a&xﬁ:nIaﬁﬁ;@lper

d trat dult . .H t d
Ram ni < FRi 508 The Btiskht Prdae AR BEaLRy & fap SR S e quent f al |y
accor di rgrhimistyatptrofes adihlts éhepufldmbe) oot ®dsix hiates pem delieardise of applying the
- present I_ﬁ\%(ﬁﬁét&éﬁbr{&n DL SYRML sxﬂ{uléaﬁa%@%ﬁ?”ée %Ira fyhﬁ"rs% ]ﬁlex%eﬁEJ s, the dose

of the CoA reduct ase |nh| tor can to a lower dose than its
dose WheRFCaEEas LY RPYMHown appl ication as an antl hyperlipem a agent. In
addition, the dose can be | owered further due to the excellent effects

i effects with

resulting fro i ne

(1 octyl - 5- camﬁﬁg ququ gd ghaf; %W%SH&BFPP}WWFWC?D&WPFW opanani de
a phmremmm na&ﬁr;enaef:emeﬁdsﬁo&rsﬁhtthter&beeef thel MMa@d diohireductakd hough t he

ratl o of e f (1- Qct

car boxyrre@‘k]blYoqu%%SD %W{.; Nyl ndloTv d¥5 y?‘)anétszdodo'e B T oS A S AT 88 %or a

~ phar macotrmgicetivh ps ascapitabFBipsalia agder ebf adnhdon,h‘élerdmse Can beddwereds e

| nhi bi t of,reh @uRGH kﬂ@e*&gemfeeissreeﬁuﬁig%&nggé%ﬁumeeaéffeee%%;Nt' on of the

pl‘ esent i nvention, can _be varied over a w range, for exanmpl e the ratio
of the ddzxdviny- carboxymethyl-4,6-dimethylindolin-7-yl)-2,2- d1methy1propanam1de or :

a pharmacologically acceptable salt thereof.

In addition, although the ratio of the doses of the N-{1-octyl-5-
carboxymethy1-4,6—dimethylindolin-7-yl)—2,2—dimethy1propanamide or a
pharmacologically acceptable salt thereof and the HMG-CoA reductase inhibitor,
the active ingredients of the pharmaceutical composition of the present
invention, can be varied over a wide range, for example, the ratio of the doses of

" N-{1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl}-2,2-dimethylpropanamide
or a pharmacologically acceptable salt thereof and the HMG-CoA reductase
_inhibitor can be administered over a range of 1:500 to 500:1 more usually
1:100 to 100:1, more preferably 1:10 to 10:1 and most preferably 1:5 to 5:1.
When N-{1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-
dimethylpropanamide is used with pravastatin as the HMG-CoA reductase
inhibitor, it is preferable to use a ratio of 1:2.5 to 2.5:1; when it is used with
atorvastatin as the HMG-CoA reductase inhibitor, it is preferable to use a ratio
of 1:2.5 to 5:1. (All ratios are by weight.)

Best mode for carrying out the invention
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“N-(1-octyl -5-carboxynet hyl -4, 6-di met hyl i ndol i n :

7-yl) -2, 2-di net hyl propanam de or a pharnacol ogi cal | y accept abl e1dddrth 2005
t hereof and the HMZ CoA reductase inhibitor can be adm nistered over a
range of 1:500 to 500:1 nore usually 1:100 to 100:1, nore preferably 1:10
to 10:1 and nost preferably 1:5 to 5:1.  \Wen i )

N- ( 1- oct yl - 5- c phBIepRRt WyFatiors Wil hedesaribsdfelaw in gppye getail referring to

di et hyl ps epaeafmgR drfl pSperaMonexBiIAShatthd s3spd ffahkideedeaf reduct ase
i_nhi-bitor,V it is rgrtéfe.racgjée to use a ratio of 1:2.5to 2.5:1; when it is
used wi t FVSRPY} PLAHPECLY BB HMG. CoA reductase inhibitor, it is
preferable to use a ratio of 1:2.5 to 5:1. (Al ratios are by weight.)
Best node for ’Fésrt@fga 1Oyt the invention 12 P84830/ Sankyo

FP-0128s/ TSA- GADy EngrrsiTtransl ati on/ 03. 02. 2003 1 March 2005 The present

i nvention wi | |Ligid Heweringbefidie| ow in nore detail referring to its test
exanpl e and preparation exanple, but the scope of the present invention is
not limted to_them Test Exar’rlgl e 1 Lipid Lowering Action El even-week-old
mal e F1b hanst Ble¥eR@eekpdb male X { h Bamstas wesn tsedribthe fRPREME e r 82 ed i n
met al cageismanterd fed\ViRAndthPEagRe QAT SIbAcl BrRE ackdisab fosipRdAtmed 0. 05%

chol esterol, an %, coconut .oil d water.. The activ agents were

admi ni st 878 ngfgﬁ ?/@/"ic(rplm{%ﬁgar?loarl}ﬁ })(?%505% iy F‘Bﬁ WaﬁerS%%aﬁrﬁ%EF%bi c solution
once a dagentomeie admsisteivel enailyin thavorm dfastusgefsion 17 Skogums axbbier t he
final " adgypi;sh bakd QRa ffoxafhaysg %@%ﬁmlafé.ﬁ%%t&a% P DOG-SanRligs vere

col l ected under anesthesia.” Serum re neasure y an enzyme

met hod. frrRsimipisiiation of agtivheggmts At Waishetime blgpdisenplepwere qudiertedi cat es
‘total chehest&ie@thesM. Disertimdigidd %@revlﬁéﬂsdr@&/_bgmdzz’gﬂei ReMoA! eTHesd- Db _
:,iggl ggErSEsﬁfh \évAl(Ij?e ﬁs I%}éfrléigﬁgzlgf g’la?@? ’gag)_ e, T!Cni?{d?caétteesstotéi%rllloﬂees{]esl'!)lt )(/LHLDODI‘ otein
car boxynietdingteslvedy diwrebhsityi iystgirbiein]-LD1) indicatel lowt derlshy tipapavttide sul fate.
Cont ol 2880 E 88 R LB A el e B0 (529 B rpound A

30 ny/ kgyarboxongdybeB-@imehylindolin-7-yl)-2,2-dimethylpropanamide sulfate.

[Table 1]
Cholesterol concentration Atherogenic
TC VLDL+LDL HDL index

Control | 253.0 189.4 63.6 3.0
Pravastatin (3 mg/kg) 244.0 170.6 73.3 2.3
Compound A {30 mg/kg) 1709 | 109.0 62.0 1.8
Compound A (30 mg/kg) +

Prav:statin (S(mg/:g{} e | 151.1 86.9 64.2 1.4

While administration of pravasfatin or N-(1-octyl—S—carboxymethyll-4,6—

dimethylindolin-7-yl)-2,2-dimethylpropanamide sulfate alone respectively

- decreased total serum cholesterol and serum VLDL+LDL cholesterol levels,
when both active agents were used in combination, those effects were further
enhanced. In addition, while administration of pravastatin or N-{1-octyl-5-
carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-dimethylpropanamide sulfate
alone lowered the atherogenic index (VLDL+LDL cholesterol/HDL cholesterol},
an indicator of susceptibility to atherosclerosis, those effects were further

enhanced when the two active agents were used in combination.
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Conpound A (30 ng/kg) + 151.186.964.21.4 Pravastatin(3 ng/kg) Wile

adm ni stration of pravastatin or N-(1-octyl-5-carboxynethyl -4, 6- 1 March 2005
di met hyl i ndol i n-7-y1) -2, 2-di et hyl propanam de sul fate al one respectively
decreased total serum chol esterol and serum VLDL+LDL chol esterol |evels,
when both active aqunts were used in conbination, those effects were
further enha ition, while adm nistration of pravastatin or

N-(1-octyl -5- ’Pl@é’ Eﬂ&étrﬂi’fﬂli%/beéalo ment of Atherosclerotic Lesion in Cholesterol-

6- di met hyl | in-7-yl)-2,2-di nethylpropananmi de sulfate alone Towered the
at her og (VLDL+LDL chol esterol /HDL chol esterol), an indicator of
susceptibility to atherosclerosis, those effects were further enhanced

when the two a paglo | e

P84830/ Sankyo frhle oﬁ%‘g%ﬁ%ﬂd%&%ﬂéﬁﬁﬁaarﬁ REb Dpnd D 8BS Qo e 2005
Test Exah¥ kg werrrmedtfied @t chofw dige( R%éepﬁpmﬁ@ﬁerﬁcmel’a@%l erotic Lesion in
Chol est eé@éplezﬁ@ﬁte@%@h b%%h@leéb‘émz@%' &@gu%ilt&d ahidesn il akamp Labes,

. Japan) gt 1.5 kg were neal - a chow diet (RC4, Oiental
Bi oser vi g&otal Yee%‘%ppl emented with 0 5% chol esterol, 3% peanut oil, and
3% coconut 0|I diet for a total of 10 weeks. The dietary regi nen consi sted

of feedi t he.ch t |/fat d 50
o et "Bl PRl S tBaf ! sl Bl BT 70,
chroni c fondot ﬁesltl%tweekq, 00\ fand weeltec@@l gifor fided dabekky nAltenBvtegksafd ri ght

femor al ‘?ﬁ Blid t.t?rYn %U&%ﬁfé'éﬂ&otﬁléﬁf %&gf i&%&ﬁ pg'g&@og?ﬁgf +A fqrent

t hr ough |ca saphenous arter eri evel of the
di aphr agaed Tiﬁbt frororl aderry swgiceby insertingd S'FPﬁi stralloreshonafijpinasd f or

remai ni ndhrBue ok motiichasHenBils aABHH the ¥he 14ABARRIGRI0Omo! he basi s of

their toé chol esterol | vels after hol esterol/fat diet. The
HVG- CoA dPBHIRE N s eMTRPBPiLBMenhias secuseA PariRrpiard ik Piace i | y

admi ni st simeginbpt hwatlonef thartudyn cenhbRavéretah@smEeneakhe dbtgrofsurgery. (i)
At her OSCJcheeErotto%aﬁ AbR8terol levels after 2 week of cholesterol/fat diet. The HMG-CoA
reductase inhibitor and the ACAT inhibitor were orally administered both alone

and in combination for 8 weeks after surgery.

{i) Atherosclerotic area

Femoral artery was photographed for the mofphometric analyses by
digital camera (Coolpix 990, trade name: product of Canon, Inc.) connected with
a computer. The severity of aortic atherosclerosis was estimated as a ratio of
surface area of lesion to the intimal surface area of aorta by Photo-retouch
software (“Adobe Photoshop 5.0” trade name: product of Adobe Systems Inc.)
and the Scion image NIH Imaging Software (“Scion Image 1.61c MacOs” product
of Scion Cdrporation). '

{ii) Extracellular lipid deposits

Rabbits were anesthetized with an intravenous injection of sodium
‘pentobarbital (25 mg/kg) and perfused with saline by using a perfusion
apparatus at a constant pressure of 100 mmHg. After perfusion, the aortas
were excised and phbtogréphed. Analysis of lesional cross-sections on aortas
was examined at the right femoral artery. Right femoral artery was fixed in _
Methanol Carnoy's fixative for at least 24 hours. The segments were embedded
in paraffin, and sectioned at 5 um. Five ribbons of four serilal sections from
each segment were cut at 80 um intervals. A section from each ribbon was

treated with Elastica-Masson's stain. ' ~
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Fenoral artery was phot ographed for the norphonetric analyses by  digital
canera (Cool pi x 990, trade nane: product of Canon, Inc.) connectédMah RO0@A
conputer. The severity of aortic atherosclerosis was estimated as a ratio
of surface area of lesion to the intinmal surface area of aorta by Photo
-retouch software ("Adobe Photoshop 5.0" trade nane: product of Adobe
Systens Inc.) and the Scion inmage NIH I magi ng Software ("Scion |Inmage 1.61c
gh;;gb productA d@éii;]aS&hg’e §FpArsat i@ vas Colldctdxtisiagel (_iigitﬂrc%ahh@'gd deposits
its r.e sthetized w i ntravenous.. ectjon o ium
pent obar @'ﬁ?’ﬁl@gaﬁﬁﬁ’f&gﬁd&%@?’paé@rc?d\ﬂcfﬂﬂéﬂf ll:’ﬂ!étogpi}{”ﬁ%c’nd"tig per f usi on
appar at usttathed toenstientmipoesperae aohadfifcativrgof 6 ter The rfemsofcrmcht he aort as
wer e excj .Y S| ' Cil : tions on
or tas el PRI R R0 PhSLONRR AR IEEL O00 BTy v
fixed i nestiveatinthef theagliy of the g@ﬂfrﬂﬁe i pectionsdesste@withdilpsticarhe segnent s

ver e enbpddesh's siimahatéditn wihtigh GhédNRecalieiftd adddackihlens of four
serilal sectiqgns from each segnent were cut at 8Q umjntervals. A section

from eacHaihFdrMhaad st Bahrapiolsand Reunes Bdtesregioashwere,
P84830/ Saefinyed dsRexdi288uESApBARYHoRES (BOD). r apsDakhe Alcasufd. ROSRrdgdvar ch 2005

A digital,.i . of. each ct.ion was coll.ected ing a digital canera

CFu x ceoindy g B MiEouR] soBRe Bt B sR Rt foteddeRe oo Lia )

at t achedPhatoghdmed Oz 8rios dwpge 4t6 laMee@ni.f i cati on of 2.5 x. The area of
each |esional conponent was extracted using Adobe Photoshop 5.0 (Adobe)
for estimation of the quality of the lesions. In sections treated with

El asti ca- Massbpf sesyitgiane shomn indpbls i (R the tale. gramoupdrieindiestes fi ed as -
extracel Nt{hafctyirm&aﬂbzsﬁ&rﬁam-4,aandineeth RERlinUT 1) -2 2ck0kassedahastifRae (white
regi ons) re defined as extracellular |ipid deposits (ECD). ECD was
measur ed® Sverage of value dividing area of |esional conponent by area
of | esion using Adobe Photoshop 5.0 and Scion Image 1.61 MacGs. The
results are Shﬁ“é’Bleii] Table 2. In the table, conpound A indicates

N ( 1- octyt=5=-carboxynethyt—4;
6- di met hyl i ndol i n-7-yl)-2, 2-|di net hyRetiopAnam de | sul fE%tDe. Ratio pf

(mm?)

atherosclerotic area (%)

Control 57.4 15.5
Pravastatin (10 mg/kg} 58.3 16.6
Compound A (5 mg/kg} 45.8 10.7

Compound A {5 mg/kg) +
P ( g/kg) 40.9 3.0

Pravastatin {10 mg/kg)

As shown by the results above, while compound A reduced the
atherosclerotic area of the femoral lesion and ECD, and pravastatin had no
effect on the area and ECD, when both active agents were used in combination,

those effects were synergistically enhanced.

Preparation Example 1
Tablets

Pravastatin sodium salt (10.0 mg), N-(1-octyl-5-carboxymethyl-4,6-
dimethylindolin-7-yl)-2,2-dimethylpropanamide sulfate (30.0 mg), lactose (408.0
mg), corn starch (50.0 mg) and magnesium stearate (2.0 mg) are mixed and
formed into a tablet by a tablet making machine to obtain a tablet containing
500 mg. The tablet can be coated (preferably with a sugar coating) as

necessary. , -~
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'ECD (nmm2) atherosclerotic area Control 57.415.5 Pravastatin (10

ng/ kg) 58. 316. 6 Conpound A 5 m k45.810. 7 Conpound A (5 ng/kg) + 460.0\3c®2005
-Pravastatin (10 nmg/ kg) As shown by the results above, while conpound A
reduced the atherosclerotic area of the fenoral |esion and ECD, and
pravastatin had no effect on the gnegsm@nd ECD, when both active agents
were used in conbination, those effects were synergistically enhanced.
Preparation Exanple 1 Tablets Pravastatin sodiumsalt (10.0 ny),

N- (1- octyl - 5-car boxynet hyl -4, 6- di met hylindolin-7-yl)-2,

- 2- dlnethylpro anam de sulfate (30.0 ng), lactagse, (408.0 corn starch
(50.0 hy %ﬁﬂaﬁ%tﬁﬁ% SQURRASKION FOMPFINEE 28 st peredisnys N«"ﬁr ATt o a

t abl et camsognﬁ@h 21 6%&%1@@311%}71?—(2 zabir@étny@r&@maghd@eﬂaal ning 500 ng.

The tabl et cap ated (preferab a sugar. co s .n cessar
15° PaRErSamey o E ot ToRlF Tah JeHBP HRGRT I A TR B RaCeh B var o

2005 GoMithterl. A pharnaceutlcal conposition conprising as active

i ngredients N (1-octyl-5- carboxynethyl -

6- di net hyl i ndolin-7-yl)- 2 2- dlnethylpropananlde or a pharnacologlcally
accept abl e Thad phaﬂmﬁceutzcalmonmm1mtaacnrdmg 53] dmnHN/@xl@rﬁnrtéd M GsenA

hi bi t . i 4 1 wh
tne rituge L8P R EILLE A AR S RO B AL N BB e T
f | uvasemrvastatin, vastaisiatin ompitaveastiat i n, r osuvastatin or pi tavastatin. 3.

The phar maceuti cal conposi ti on according to claim2 wherein the HVG CoA

reductase inhibitor is pravastatin, lovastatin, sinvastatin, fluvastatin,
atorv a§t at i Bhe pharmaceutical composition according to claim 2 wherein the HMG-CoA

reductase inhibitor is pravastatin, lovastatin, simvastatin, fluvastatin, atorvastatin,

rosuvastatin or pitavastatin.

4. The pharmaceutical composition according to claim 3 wherein the HMG-CoA

reductase inhibitor is pravastatin, atorvastatin or pitavastatin.

5. The pharmaceutical composition according to claim 4 wherein the HMG-CoA

reductase inhibitor is pravastatin or atorvastatin.

6.  The pharmaceutical composition according to claim 5 wherein the HMG-CoA

reductase inhibitor is pravastatin.

7. The pharmaceutical composition according to claim 5 wherein the HMG-CoA

reductase inhibitor is atorvastatin.

8. The pharmaceutical composition according to any one of claims 1 to 7 wherein
the pharmacologically acceptable salt of N-{1-octyl-5-carboxymethyl-4,6-
dimethylindolin—’f—yl)—2,2—&imethy1propa_namide is N-(1-octyl-5-carboxymethyl-4,6-
dimethylindolin-7-y1)-2,2-dimethylpropanamide sulfate.

9, The pharmaceutical composition according to claim 1 wherein the

' pharmacblogically acceptable salt of N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-
yl)w2,2wdimethy1propanamide is N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-
2,2-dimethylpropanamide sulfate and the HMG-CoA reductase inhibitor is pravastatin.
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rosuvastatin or pitavastatin. 4. The pharnmaceutical conposition according
to claim3 wherein the HU CoA reductase inhibitor is pravast at ilarch 2005
atorvastatin or pitavastatin. 5. The pharmaceutical conposition according
to claim4 wherein the HMG CoA reductase inhibitor is pravastatin or

at orvagd at 'ﬂﬁl\%a%%%eﬁg%gﬂ%?%ﬁaﬁ agS&'&H{Eﬂotdléiﬂm f‘%%?é&'h’%ﬂe to ﬁ' aim 5

wherein th Itor pravastatin. 7. T

~ phar matertiaselogicalip asicpiabie arlt of Wil h@cw&%@abm@%h@r‘bﬁrﬂlm@mmomﬂ
r educgﬁﬁg o &iﬁle‘%ﬁﬁfoﬂaﬁaﬁﬁ&l{ fée}@hat)&tgn s&a_rgcta&m%n ;1 %bﬁ@km&a@@%mtl on

accor to any oné of wher &in_ thé pharmacol ogi cal'ly
accept® chgn@grpﬁlp@pawpeo%{lwe gmt Q%Wﬁypd@tgse inhibitor is atorvastatin.
di et hyl i ndol i n-7-yl) -2, 2-di met hyl propanam de is

N-(1-octyl-5- carboxyrreth | -4, 6-

di met hyi ndbig ﬂhavrrfgﬁCfuﬁcaé QRSB P RCGH ORISR Yicdimg 1 tenlD;

phar magewriiged fEQMAaRhhéRR, 8620L@E dtGelertianfidiniwharieh Bf tHieactive
phar.macol %gl cally acceptable salt of

N- ( 1- oCEA E‘Slr‘éarboxynrethyl 4, 6-di nethylindolin-7- yl)-

2, 2-di et hyl propanam de is

N-(l-o box hyl i met hyli.ndol i;0-7-ylJ.-

2, 2-di %t hyﬁbr%panam é %uﬂopﬁosglonfcfﬁglﬁ&%%ﬁzr%’ uc gléaete?%ri bitor is

pr avassiatultanedés ddivbrishia@O08! the activeinghediemtseut i cal conposi tion according
to claim1l wherein the pharmacologically. acceptable salt of

N- (1-octyl - 5- car boxynet hyl - 4, 6-di net hyl i ndol i n- 7-
yl)-2, 23di @hmph@r@gﬁamm@smon according to claim 11, formulated for separate

N- (1- 068 ¥ mn GRT ROXMIRENNn- ¢t Re DRI RgtdandeL i N-7- VI ) - _
2, 2-di net hyI propanam de sul fate and tRe HMG CoA reductase inhibitor is

atorvastatl n. 11. The pharnaceutical conposition according to any one of

clains14 tg kmncm@f;gwbﬁiraﬁqmrcoﬁtmr&a@m aSIBRAT Retf QhidS@BEAALIA
adm nistration of the active ingredjents. 12, Th ghar maceut i cal

conposfe RSt bPehg PECEVRIAT) 6 mRtEREHT & D-SRmul t aneous
adni ni afniéthiPRoinablige ack pharhAgadtRt dcedidble Hag: hbRoIaseut icaat one

conposi.tion accordi n taq cl ai 1 at ed separate or sequential

adm ni g#ﬁﬁé‘aﬁtﬁnﬁmﬁr nIPP ¢8 }iﬁﬁé %‘H{ E‘?ﬁfulé asfinhlkltﬁft including a plurality
of containers in which at |east one of said containers contains '
N-(1-octyl r.box th lL.in H- V) -

di et h;i/%pr oggn%ﬂ K eé{rg're % %%lplné%o gr?l}éat‘i? ?/ﬁ)éd(}:c%é)&éaégfxé%gé r%hﬂinhoerrlgof and at
| east preyasghtinf &vestaticp amranaﬂ‘eartmc tﬂmfmtatsn,armvaslmrc@ﬁomestaunamuwﬁwm or .

pitavastatin.

16,  The kit according to claim 15 wherein the HMG-CoA reductasc inhibitor is
pravastatin, lovastatin, simvastatin, fluvastatin, atorvastatin, rosuvastatin or

pitavastatin.

17.  The kit according to claim 16 wherein the HMG-CoA reductase inhibitor is

pravastatin, atorvastatin or pitavastatin.

18. The kit according to claim 17 wherein the HMG-CoA reductase inhibitor is

pravastatin or atorvastatin.

19.  The kit according to claim 18 wherein the HMG-CoA reductase inhibitor is

-~ . pravastatin,
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. 15. The kit according to claim 14 wherein the HMG CoA reductase inhibitor
is pravastatin, lovastatin, sinvastatin, fluvastatin, rivastatin,y rch2 05
atorvastatin, rosuvastatin or pitavastatin. 16. The kit accor di ng ? alm
15 wherein the HUG CoA reductase inhibitor is pravastatin, | ovastatl n

Si mvass@t i nrpd idd\é@é&éh&gfko AR VRSB di ther ﬁﬁ/h'}’ 23hakhfic2Le 1r@f11£1f’o\fEi§t atin. 17.

~The kit according to cl"aim 16 wherein the HMG CoA reductase inhibitor is
pravas%"é}f‘f%tatm orvastatin or pitavastatin. 18 The kit according to claim
17 wherein the HMG CoA reduct ase inhibi tor is pravastatin or atorvastatin.
19. The_ kit _according to claim 18 wherein the HM5 CoA reductase i nhibitor
is prabast Bes kit apgorgingfoanyomei shumsrHé %40 whesithshasmerdesicay wher ei n

t he. HNEaé;?&bF@QAJ@&?;Z@%Joamgvuisﬁa@bom?aﬁm ,asinatiylinddin- 7T§1}ezlgt atccglrdi ngI :0
any on Cl al ns ereln eptabl e sa
RN H R A R U et R N Bk

di met hilindthpphesindenitls sulfate.
N- (1- octyl - 5- car boxynet hyl - 4, 6- di nethyllndolln 7-yl)-2, 2-

~di net hyl propanani de sul fate. 22. The kit according to clai m 14 wherein the
phar magn! ogirbakityacaacie @bileins d tvhefeiflthe pharmacologically acceptable salt of N-

I(g ﬁfE z_’1_-éér’c&f?§-rc993%&teﬂ¥3h:4‘}6-@irﬂéﬁ]{?ﬁl@&ﬂ NAQh Do T i Andp AL RIALYL RE gRanani de
oct y| - Betyhbivexyaretivyiiyl4:, 6-ditnatHindolimBiyrR.2-diietiy proginwnivd pribpamadi de

sul f at g, aifhG. bgg %ﬁ%ﬁlnﬁlﬁ%ﬁ EvBfai tor is pravastatin. 23. The kit

according to clai erern t phar macol ogi cal | y acceptable salt of N
(1-octyl -5-carboxynet hyl - 4, 6-di net hyl i ndol i n-7-yl) -2, 2- di net hyl propanani de

is N-(33 octyl 1R a%@érlaﬁ’ﬁ‘é’ fBeélcfﬁYA 14 wherein the phannacolo%ma_llgr acceptable salt of N-
6-di met hyl i ndol i n-7-yl )-2, 2-di net hyl propanam de s e and, _ the HMG CoA

r educt Qs@ctwhﬁmﬁwe@%ﬁn‘?xﬂﬁfﬁ%ilﬂdolzn -Yie 2limetfylpropanamide is N-(1-
N-(1- 06&@1 Sia@@d)@%wtﬁhwdnﬁe@ryﬂhw&bylﬂ}nﬁl oldifrefhiylpdopdndmide sulfate and

di met h anam de or ar maco ically acceptable salt thereof in the
manuf aﬁ‘%ﬁgp G-GpAge ﬁ?ﬁea‘r?g’ﬁhlt?rd? affggas ®¥-conbi nation with an HVG CoA
reductase inhibitor, in the prevention or treatnent of atherosclerosis.
25. The ,use,accor di to,claim?24 r el he H A ¢l ase inhibitor
is gﬁast 3?? T P%@g(%fo pfq C%:b%]\é\,%gyfﬁ’%%l \513‘2({1}51[%?%',%’?%?_\%%1 atin,
at or vasltraéuhylpropmmmiﬂt at erpharmacologically acceptable salt thereof in the manufacture

of a medicament for use, in combination with an HMG-CoA reductase inhibitor, in the

prevention or treatment of atherosclerosis.

25.  The use according to claim 24 wherein the HMG-CoA reductase inhibitor is
pravastatin, lovastatin, simvastatin, fluvastatin, rivastatin, atorvastatin, rosuvastatin or

pitavastatin.
26.  The use according to claim 25 wherein the HMG-CoA reductase inhibitor is
pravastatin, lovastatin, simvastatin, fluvastatin, atorvastatin, rosuvastatin or

pitavastatin.

27.  The use according to claim 26 wherein the HMG-CoA reductase inhibitor is

pravastatin, atorvastatin or pitavastatin.

28. The use according to claim 27 wherein the HMG-CoA reductase inhibitor is

pravastatin or atorvastatin.
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‘pitavastatin. 26. The use according to claim25 wherein the HVG CoA
reductase inhibitor is pravastatin, lovastatin, sinvastatin, fldWstaDeg
atorvastatin, rosuvastatin or pitavastatin. 27. The use according to claim
26 wherein the HMG CoA reductase inhibitor is pravastatin, atorvastatin or

pitavasd atifiy,. & a(;Ic-:laiedlﬁé € BRERRI Qe bR GleatME2Fo ARG R et 1HﬁleN§sCOA

reductase inhibitor is “pravastatin or atorvastatin. 18 1 March 2005 29.
The uskragaeietdi ng to claim 28 wherein the HMG CoA reductase inhibitor is
pravastatin. 30. The use according to claim28 wherein the HV& CoA
reductase inhibitor is atorvastatin. 31. The use accordi ng to any one of

cl ai ms3@4 tﬁl%eswﬁlﬁgf%élaﬁﬁa%ﬁﬁ%wwgﬁhééﬂﬂ(} %6@&%%“ Dpter 5y

N ( 1- ogfoyasbatgar boxynet hyl - 4, 6- di net hyl i ndol i n-7-yl) -

di et hyl pr opanami de is

N- (1- octyl - 5- car boxynet hyl -4, 6-di net hyl i ndol i n-7-yl)-2, 2-

di met hgl pr opanase decosdihfas any 32e of Heiris 24 ac GO vdiengintthe phatmadogitedlyei n t he
phar macol o al | pt Ieslt of . . . :

(1 ot oS RO S By RBP4 9 3%t hyl pr opanan ¢

eis I\H(Iﬁ.ethylpropana:rmde is N-(1- octyl 5-carboxymethyl-4,6-dimethylindolin-7-y1)-2,2-

octyl - &é%?#%%o%‘? ;«di met hyl i ndol i n-7- yI ) - 2, 2-di net hyl propanam de

sulfate an Feductase inhibitor is pravastatin. 33. The use
according to claim?24 wherein the pharnmacol ogi cally acceptable salt of

N-(1- o8 y' BRS ALOQXWIERTNL ofhi B WRLRY] Al drBiafotbkaty 2cdibpRidbydppopanani d

eis
octyl - 51 (éanc@dxirﬁ@ﬂonwmqthal dionemaihylggslipnl-yi 2. 3-dimethyinrepanampde paldhi de
- sul f at gc3Nd. cathiiy i Tt aa8olnhiis Qfd1h1%tl%llﬁio)6§§£1%§de“suli%‘ﬂe arddie use

of a corrp05|t|on as defined .in any one of ‘claims 1 to 13 in the

manuf attUMGfod R tesmERibitas s H?é’aﬁ'?‘fmphe prevention or treatnent of

at heroscl erosis. 35. The use of

N(1-0 car box 1 4, 6- |nd -2, 2-

0 121 hoPor o R AT AL BIng P HRbT BYeTAI s tiasP RBlcat &P PHRls 88F of n ¢ he
manuf ast-Qretylos- c@rblﬂiﬁﬂheﬂ:m}nm ﬂﬁﬂiethﬁlﬁ;tddhlﬂ T:@rﬂm P in ety drt e reaim MG Ba/A-
reduct asge, Lnhi bi t or v n eat,nent of xa th 36. The
Loe ac BT v e b ne PR Mk e A AER U BlorBhaRRIL AARB: 236

pr avastiat HMG-Conasthattasg indiitmieass atqmastaﬂlmlvast atin, rivastati n,
atorvastatin, rosuvastatin or

34. The use of a composition as defined in any one of claims 1 to 13 in the

manufacture of a medicament for use in the prevention or treatment of atherosclerosis.

35.  The use of N-{1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-y)-2,2-
dimethylpropanamide or a pharmacologically acceptable salt thereof in the manufacture
of a medicament for use, in combination with an HMG-CoA reductase inhibitor, in the

prevention or treatment of xanthoma.

© 36. The use according to claim 35 wherein the HMG-CoA reductase inhibitor is
pravastatin, lovastatin, simvastatin, fluvastatin, rivastatin, atorvastatin, rosuvastatin or

pitavastatin.
37.  The use according to claim 36 wherein the HMG-CoA reductase inhibitor is

pravastatin, lovastatin, simvastatin, fluvastatin, atorvastatin, rosuvastatin or

pitavastatin.
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pi tavastatin. 37. The use according to claim36 wherein the HVG CoA
reductase inhibitor is pravastatin, lovastatin, sinvastatin, fl dWastatdeg
atorvastatin, rosuvastatin or pitavastatin. 19 1 March 2005 38. The use

. according to claim 37 wherein the HMG CoA reductase inhibitor is

pravasgat i nrhahd YA t@hk Ro OlhiRid7aVRSER! iR HME-CIA ediRtaRGaRRLAG t0 claim
38 wherein the HMG CoA reductase inhibitor is pravastatin or atorvastatin.
40. ThRraydgagRc Ry HbocP e Ed \wher ei n t he HMG- CoA reduct ase i nhi bitor
is pravastatin. 41. The use according to claim40 wherein the HVG CoA
reductase inhibitor is atorvastatjn.. 42. Th se accordi.ng.to any one of
cl ai me°35 t GPYESHACETRELNE aﬁﬁéﬁ%ﬁ%ﬁ%ﬁ@éﬂﬂg‘-g%e Bsednbibior i

N- (-1- optaybstaticarkaxyaediipl - 4, 6- di met hyl i ndol in-7-yl)-2, 2- _

di et hyl pr opanami de is

N- (1- octyl - 5- car boxynet hyl -4, 6-di net hyl i ndolin-7-yl)-2, 2-

di et hy0 pr opanard decosdingad elaifd B9 whereitsthedd MG dbA gedirtadedinhidor wher ei n t he
pharlnacoa{vog%%%l | y acceptable salt of -

N- (1- oftY T B-car boxynet hyl - 4, 6- di net hyl i ndol i n- 7-yl ) - 2, 2- di met hyl pr opanani d
eis N (1- :

octyl - 5qcar - di_aet i 1n- k= et nam de

sul fat glénd?ﬂ%%gg h%%% ch; gi ucté?s/%h?%%{ Bﬁ%l;fﬂ(% as:m%’rr %%é%%t@%%%g%ame use
accor detpgvastater.ai m 35 wherein the pharnmacol ogi cal |y acceptable salt of

N- (1-octyl - 5-car boxynet hyl - 4, 6-di net hyl i ndol i n-7-yl) -2, 2-di met hyl propanam d
e is N(1-

oct yl - §2car BBg e eesardingdo arimernyf Flsdss BR-tv A whereh. the mbeRpeetlogedin de
sul f at gcapthblé bR BIVE(CAm Sdiebasen éabl-bist @meisiRideiN FSyIpRiN. 45. The use
of a cqnposition as _éefi ned in angaé_gne of clai {gl %t%ﬁ_né&i neth{]Sregn

manuf aEtRTEYBFORAIREHFE Shnt -oFBT-SuSB PP R HBY pT-EVEREoN TGP iR /e¥lt fretit  of

xant hodBnetBQlpropanamide sulfate.

43.  The use according to claim 35 wherein the pharmacologically acceptable salt of
N-(1-octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl}-2,2-dimethylpropanamide is N-(1-

- octyl-5-carboxymethyl-4,6-dimethylindolin-7-yl)-2,2-dimethylpropanamide sulfate and
the HMG-CoA reductase inhibitor is pravastatin.

44,  The use according to claim 35 wherein the pharmacologically acceptable salt of
N-(1-octyl-5-carboxymethyi-4,6-dimethylindolin-7-y1)-2,2-dimethylpropanamide is N-(1-
octyl-5-carboxymethyl-4,6-dimethylindolin-7-y1)-2,2-dimethylpropanamide sulfate and
the HMG-CoA reductase inhibitor is atorvastatin. '

45,  The use of a composition as defined in any one of claims 1 to 13 in the

manufacture of a medicament for use in the prevention or treatment of xanthoma.
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