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PHARMACEUTI CAL COMBI NATI ON COVPRI SI NG ATORVASTATI N
DERI VATI VES Field of the Invention This invention

WO 00aes8e 0 a conbi nati on product or mnedi camenPCT/IB2006/003152
conprising at | east one novel substituted pyrrole
derivative and one or nore dyslipidem c agents,
anti obesity agents, antihyperglycaem c agents,
anti-inflammtory agents of mxtures thereof. Also
provi ded herein are pharmaceutical conpositions
CHARMACSUNTLAAT CONRATAT IDNe CONPREB T 18U BBORVR ST AT NDYRRIGABIVES
derivative and one or nore dyslipidem c agents,
anti obesity agents, Fizht éoflibpbwvgitiomaeni ¢ agent s,
anti-inflamuatory agents or m xture thereof and
dpisi iovealtiby rdlggeto heombirthioaprodec st medEaphsrovanpesing ebleksy one

cceptabl e .carrier, SQ provide erein are hads
novel s AR RIE RtV 8 o RIS ERASE, B olRPERS Focms
antihypdigbRa s, aghhts it nBflarsmeto 5,38 Rts o0 hfstuisy thetdod k€ provided

. inflammatory di seases conpri] si n{ge admnistering to a
herein 345 phamarsitiveld@mprabestcoppasRg ahert Qne Yot pubstifuged pyrrole
derivatREBENb S Hm&LARERAINAD 2 RREY EE?cfo%%ity%%lentg,%HR%e}gl?&emic
conprising at least one novel substituted pyrrole

agents, gafi-indammeaoragenn er wixture tlerenfond ppitonily taggnt with at least one

. . ' i hv _ ) :
premnef PR PGS 01 BABEL ALY B e et
prophyBaslod cadivdawilat Bzedsay AtthetnerSatishamy abssity adialtttcs@ase and
) its associ ated .nmal adi es, dysfunctions an ;

inflanpaipey) qiseasss GRUPHIRE & IBW}SFF&%&? 2 gyl nmgéla%?qﬁt‘eiya%acally

effectivieR@nothis f c6BbBEA pHaBAiButi N CorgRBRIohicemipAish S bt least one novel
Si gnl ficantly contributing to this pathophysiol ogic

substithpdopsatade deyivativeandsee of Bwrsdyslipidenicregnipeabobrsis pegotsy
: ' e head - em bot h
antyrRFRARE S AN FAMDG SRR KRR MR o
At her oscl erosi s iﬁa&%{‘ﬂﬂ%gﬁggﬁ%ﬂ t he deposition of
fatty substances, pri rol, resulting in
[ t J f . r N
CaT G e s G RA a t 8 Rl Lo T i tons
are a privavpalveddse efdiadiilits had thelvhief carsd bddadc Uy spdéifio fabeirs

. ..including myocardial jnfarction, coronary heart..
Slgmﬁca?@é%g@?bqﬁ%& %mﬁmh&% OFi§ BERCETIST BRCTOSAPEH VAL btsdeen
generalfl) RO6H@Ied ab el 18I POh Rl 8466 probRine Db lwith Yo HEROS nforANE and
nenory | oss due to stroke; peripheral vascul ar di sease
health egegicastst esti nal infarction are caused by bl ockage of

arteries and arterioles by atherosclerotic plaque.
Athrspssteedss s charagitringd &y floy deposiven pifatiy bubistaherst prmartlyi n

cholest.ér%ﬁ r@sruﬁﬁillé% %BHUC formation on the inner surface of the arterial wall and

degenerative change to the arteries.

It is now well established that cardiovascular disorders including myocardial
infarction, coronary heart disease, hypertension and hypotension, cerebrovascular disorders
including stroke, cerebral thrombosis and memory loss due to stroke; peripheral vascular
disease and intestinal infarction are caused by blockage of arteries and arterioles by
atherosclerotic plaque. Atherosclerotic plaque formation is multi-factorial in its production.

Numerous studies have demonstrated that a low plasma concentration of high-density
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Nuner ous studi es have denonstrated that a | ow pl asma

concentration of high-densitylipoprotein (HDL)
wehoresterol is a powerful risk factor for thePCT/IB2006/003152

devel opnent of atherosclerosis. HDL is one of the

maj or cl asses of |lipoproteins that function in the

transport of lipids through the bl ood. The major

i pids found associ ated wi t;h HDL i ncl ude chol esterol

: r o LI cerides,. pho ol i pid nd .
11p0pr?1!§§14t @ﬁ%]%ioéél.e&%?g{soat OéVregftl:l}/g% %gtobfm ﬁ}epdgegria 8P1@E?1tso%]a§16m§cleros1&
HDL isren¢ héthb et ciassesloblipoiensis yhat fipeps0inehe trér(hjs@bl)t of li{)ids through

and very | ow

i nt ey nedi at.e. density |jpapraotein (I.DL),
the bigell T GioF igh e movmbt i Rbdneledy dhelpatees cpholaeiery este
triglyHatL PRApRIlipAGHEAREY doliB. THSKNATOIALARE BHGHBIAR!Bund in the

met hod for el evating plasma HDL chol esterol wou d' be
blood greJayidensify lipgprofeia Gﬂ?ﬁ)@tlﬁ%’med@fe densitr lipopraseio IR )amdl very low

densitot; i ! ' ' t | ation_.of
el dianasy, SaEPChaLet D LARAREH RN B0 0L,
atherogdierosis,aeathshior devatingedeses HDh chdiesere]l wbilé bt denddiial fvthe

Level f HDL-chol esterol and/or high_ levels of L
weanmp O e oP P R Trargpi et Wb e agcgppiaion of pid in the
blood a¢shels.oscl erosi s and cardi ovascul ar di seases, have been

described in the literature. For exanple, U S. Patent

NOomBinaififh #é8pidt fof HIRseSHRERLIBGEHEY, GAlhGRTRIQAA BNow levels
onposi tions caonprising CETP inhibitor and ot her

of HD_ﬁw@elgae@ﬂ Ped/ercfigt lsvels e_? LBk zhpleaterol sl wighycesdusc foa seample,
atherosdMdtbql 5 oarﬁo&a%&ﬁa@tﬁ&gﬁ,lt IéaI%E breénbc{egér%edfiﬁ) {hegﬂ%ga/tureo\lfvor

treat ment of di seases are exacerbate
exampjee . Pateht NDL6, 5ot 4Ssdisnates plrihaceutical hombinetien @fmpositions

) or 0 tyigl i d U. S Pate .
comprisHg GO SRIOE inder i helE heEs: b Sttt TR LY reggiase
inhibit_bil‘;/?P(B@R_ z{@disclé:lgﬁﬁgﬂem[@:t biettﬁéﬁ?ﬁdch:[E gl_%ﬁgdih&\éﬂﬂtﬁ&%@ re)éacerbated by

I Ndl ons.. Inatl, Qns 0O I nNnl pDlItor an
tow teyglio Gl Hhdlpuraled el e peaL shospeLmasmgbresbs. US.
Patent IN®. 8@62,0008i58184ek @8mDRgt onder eHTRAAK Bor a\ﬁ@l-ﬁﬁgyg%g%gg%@ﬁaﬁe

. ... WD 04/098583; U.S. Patent application Nos.

inhibitgy; fop omdigyaspytan indigagonspgemhinatiins of CFI2, i0lgiBitali ad|IHNIESCOA

s OB NS NG G SUSLABAT G, o Bl wo
04/0568§D er W(pO41698583; Uiysp BatetroippKdasinn Nesi 20040653842 at E40132771.

condi ti . i nations af fibrate and HMG COA .
Us. PREINS 533%oRRABr ba hEbialu o BH Gb berdisiae imhiosand
fibrate et tesatmds® of Patfehts bvilBBslifGdmBURdeflfid@ila WD ercMesterolemia and
2005/.034908, WD 03/013607, WD 01/3783 1. "U. S. Patent

related\ggndigonsy G ombinatiprsaf beate anshMeaCOdntsdugiadel inkibittriHage also been
disclosB€ iU s, BRSRQNS. 61 1iRs L pEP PQ&%&&EN% B?gﬁszlog?@?é% W

reductase I nhibitofrs for treatin
03/01366h WV 0i03135 83 LANBI Pratrit dios 6,820,# 1 2dikclbick eombindtidrsa slpairile acid

e MR SR A5 P i
hyperliid2fmi; @aitions. Combinations of ileal bile acid transport inhibitor and HMG-COA
reductase inhibitor have also been disclosed in U.S. Patent Nos. 6,642,268 and 6,268,392
PCT Publication No. WO 03/080070 discloses combinations of HMG-COA reductase
inhibitor and insulin secretion enhancer or insuliﬁ sensitizer. Other references describing such

combinations are European Patent Application No. 0753298, 1510208, 15233 16; PCT
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PCT Publication No. WO 03/080070 di scl oses
conbi nati ons of HVM& COA reductase inhibitor and
w0 p@alos4188ecr et i on enhancer or insulin sensitiREF/1B2006/003152
O her references describing such conbi nati ons are
Eur opean Patent Application No. 0753298, 1510208,
1523316; PCTPublication No. WD 2005/018626. PCT
Publ i cati on No. WO 03/088962 di scl oses combi nati on
Pubhcathmﬂslpywa)szomg/oagm apeutic
Rl RN, PO BN R G

for .exa
combnbe}q g tlié&rfl n@p& @gost agEoler lrhhlrapelttmra,geﬁ H8f example, HMG-
re PCT P

COA %ﬁ%cfﬁalfsg gk?lﬁ%itndil,;\%ﬁiega%}d]s%g@egﬁ'gm 1t%rp &t}feé rafersnceny

disclosprgyych ogmbinatiors@me PEb Pubiﬁhtl@lngm.’S/%@G@g'/ V8%Phfeht aapé)hcatlon No.
o ant| ertensive
conssonones TE IOV L5 ANt Dpertent v 30

svve[ as o

antlhypemtﬁnsavmmemsws dJeH%@Sﬁ@on@HﬁHWId} @&E&ﬁ%@gé lq]ﬁ%ltg the

-presence of nediators that recruit an Iva

dififremetoty dl%&@@ﬂ@&l%ﬁér&?érﬂz@d ¥hiie I}m%s@ﬁc%%%%ue i%ngna&ecmlt

radi cal s causi ng synpt omrs, e persi st

and acuv&%’qgcgﬁ‘jﬁ;ﬁ{x ﬁalgﬁlat%ger],ls dﬂnmebasmb@smcmﬂ (m[;rgeﬁf radicals causing
symptogtissthe peisRiened ofiafiRha nat ' t he )i es_for
t he t?eat ment of i nil {éér)%fm or}ile%g; e d fgfuption of

normal §igs4er i ped in the literature. For exarrpl e, U S. Patent
Publ i cati on No. 2002/ 00523 12Al di scl oses conbi nation

@}bl‘ﬂ%‘o@ thegapiasdprthe heaﬂnﬁﬁﬁdfwiﬁldﬂﬁhif@ﬂ}f%%a@}s ?ﬁ@esﬁeeﬂ %l%sﬂ:glb ed
r e an nEsts_1n conopl natl on
in the ll'f@fétﬁl%zl?gtlgeg(ﬁfl&lﬁf %ﬁ?ﬁea’%@ﬁn&gaﬁo@éfq i208%PRY23113A 1 dlscloses
combmdgurthgapy afdhrorit Sbbie fmank-AERMsS {151(1%%1(5?' S'ic"’lrrcycep‘ie T

t t, | eukot tago
antagon?s?sglg & Q?’%&a?ggg ?tﬂ Il]?igqﬁlzt ‘%ﬁ%lrjusg lﬁtr)%t;?ﬁzm? ga’zgwmeld] (‘iécongestant
histamina i itk
st e M B A AR AR BT

Publ i cati on
lipooxygqiase inpibitap ﬁhos@hocbﬁmmli\fanhmftom ¥4 abtpohisl Sl ﬁ’&{pﬁylhne
|bt r in combination W

PCT Pu%&ﬁoﬁbﬁyﬁ}@éy(%? ﬁ?sgﬂg st %éo%%@@qep@morevemlon of

muscarini c recep

respiratqriidisensters witlSa cfh]ldnlylgelﬁtsé-Q niitordf) Qéﬁgggtﬁ%]w&}ll d hﬁlgéa%%%

oses qQf Fornoterol and an anticholinergic
receptor%g[g%?m‘ﬁe% CPIBPT s thEeNoU - SABHEirataoNe 52 s 06aSIdsdiscloses
comblnqdhhsémﬁ‘@dhh@téf l@ﬂid)ﬁ%ﬁ{t |
04/0199 gﬁm fic anti cohol I ner 1§}(1:@}21]18&%& égéggeta il%gﬁ%’rrﬁr)?@# Vgﬁd
g flesss phamsgeuticagro £ and gbmposifilns c\ﬁ@pﬁgﬁ‘@
anticholidbed HIRE, %-‘?'a?(ﬁﬁét?ﬁ?d c%{;’tlc%std Ogﬁ?s\rlrg{}ﬁ\yél liﬁ?g#%ggf

oni st and trotroprumor a

02/09 64%39 aelpyeg C@Tbbmnlumts iof @ dapanviay B2asebpQir fﬂg 6%3&6[%%!1 gpggl%lglg%/og a

. Publ i cati.on No. WD 03/
denvatlvg tﬁ‘e‘?@cﬁ?& ea mn %gﬁ% VS aiEvsYs a%%ﬁr igflgrgmatory diseases. PCT

har maceuti ca

Pubhcaumﬁ Nopm\ém 0B/a6§063 st @1 e halh et Acs B apdrostanes
firamv] Amuscarini c r ecﬁ%t or ant ggon’?@ésmo%%gnpmmg faha-
urany’ esters of beta-carbothiate androstanes with a muscarinic receptor antagonists. U.S.

Publication No. 2004/0097555 discloses pharmaceutical agents comprising one or more kinds
of a p38 MAP kinase inhibitor and/or a TNF- alpha production inhibitor and one or more
kinds of drugs selected from (1) a non-steroidal anti-inflammatory drug, (2) a disease-

modifying anti-rheumatic drug, (3) an-anti-cytokine drug, (4) an immunomodulator, 5)a
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Publ i cati on No. 2004/ 0097555 di scl oses pharmaceuti cal
agents conprising one or nore kinds of a p38 MAP
wheasetBnhi bi tor and/ or a TNF- al pha product i PET/IB2006/003152
i nhi bitor and one or nore kinds of drugs selected from
(1) a non-steroidal anti-inflamatory drug, (2) a
di seasenodi fying anti-rheumatic drug, (3)
an-anti-cytoki ne drug, (4) 4an i mmunonodul ator, (5)
steroidagtde(6P o-JANN-tEA)ind 16238 hbbifoR i doAindiS| johibito
usefiulla? con"ﬁi ]gati on, which has g%{gg%@s?g?)l d alttlgh’ggl% g%é?surhee%@é\to be
6; O BHprH P"i‘cc"fd?ertil?ﬁélflap&qm pﬁthﬁgenzs_e@fheuﬂnetiﬂ%%mﬁ%;and other
diseasés ROMEHbL AL er. diseases.. .
bl oar aiof 0 83 P3R B  BEEES il cheeritor b
treating gralée pqlerasis epmypuisieg amgfentive drpbiit 5£4 @5rRSh&iGUTRHIE RE
DE |V

inhibi f 1P unt of a conbination of a P
il il e AR it tigrydrae iy aphaveaetivallyor y

i nhibitor an

acceptehleigpriier. RCHPablizaen N #d 91a5020iakk §. I@Lgd’li%ét?orn NECT

20040@%%%&1“ on, No. WO 1/13953 and U. S. Publication No.
$96%7he Farbgedadmigisiaian of @D Bighibiostand bt adfenoceptor

agonistSRfr the Bbdinker oF réng of . agoni st
disclochd! rg t r eat nent éfé%r %@%} t?%ct% gigglrdtg Igg%&gll@écrag@? @_%- @éf 81132127
isclosgs e freafeghofiuplmymprp disgaddticsdirase sbdtfietive RamBRAY dRkase

h i ch as chroni c.obstructive, _
Tt R T R R N
mﬂamlpﬁ@?/mwmoe‘stced.&&t& Humi{omdmj Ig@. ng%zogm/g‘lgi;m:di%% &%{;ﬁt; and
or ortj.costeraqid, ubl i cati on No.
methods B L DGt St E88 o o TR et reiond osinPDE
combinkierr efl EPTRH IV aildbitdrans - T hhated
2005/05QR41tions usi ng1 a coﬁbq:ﬁ%a??%an%ogisg%gﬂ}%‘b%ﬁﬁf%w%rW 0
‘gﬁg J1591QeSs A 1BethOh o Aasampemtio @ duttsinoant bbreseatorVO
inflamn?8/ A%k j od for. the prevention
e and/ or t?ggﬁtﬁgﬁftzéggﬁaﬁ%@p@%ﬁﬁ? Ve sluhf’ftdﬁﬁg?qe‘?frﬁmhamv‘i’fﬁwn or
treatmepfy thejraethert coamnirising adntini@EREY toithe ﬁlbwba ﬁﬁ%odg@nﬁ@-_@qnﬁ’if)itor in
Sk ; op or treatnment, the method conprising
Combmi%ar}ln%ﬁ%sfgéﬁlhgo "B 451315)‘};&‘& a cycl oogenase- 2
Hohi:hist or .i.n _copbi nati on with a phosphodi est erase 4
DB el il e B P BB ens e Gtk oramemyinats s
cardiov4soulat digeakesamtimBimabryRliQaby) tﬁéﬂe?erﬁginﬁghgéd%fa&?g lme}f effective
ammat ory di seases, there renmains a

combi iseas(gllsQ or igfl
DB R B 1 fredicaments ferdhs treatmentisr peiphwlaxis o dardiosagetlar

diseasesB2 G LRiBAL S, iQhsdshe treatment or prophylaxis of
cardi ovascul ar di seases or inflammatory di seases.

Summary of the In [ i ded herein are

combi nati on pr odu%argb%%n@%ﬁg}%s conpri sing at

Pre@atd v stituted rrol e derivative, and

on e or 1(i)é?rrg 3 g Pedc?lé’rll b?%!l?%é %roc&ugtﬁ 8 E g’ﬁfhc?;\rﬁ?r?tﬁ BIEpHSnEG:3f depssone
novel supstititag pprelk dedenive, aadent sy mafétdy-slii%l{riéxﬁim&%%nﬁ&fegft?agents,

. ixtures thereaf for treatin
antlhypeg)élyc{yeéltlc £gents, ant-intlammatory agents, or mixtures thereof for treating or

prophylaxis of cardiovascular diseases, Alzheimer’s disease, obesity diabetes or inflammatory

diseases.

Also provided herein is a pharmaceutical composition comprising a) therapeutically
effective amounts of at least one substituted pyrrole derivative, optionally together with at

least one pharmaceutically acceptable carrier, and b) therapeutically effective amounts of one
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prophyl axi s of cardiovascul ar di seases, Al zheiner's
di sease, obesity diabetes or inflanmtory di seases.
w@e\b@a/opt78vi ded herein is a pharnaceuti cal conpPST/IB2065/003152

conprising a) therapeutically effective anounts of at

| east one substituted pyrrole derivative, optionally

together with at | east one pharmaceutically acceptable

carrier, and b) therapeutically effective anounts of

ongor. .nore dyslipj.denm c agents, antjobesity agents,
oF o Xsﬁ@glé?’ﬁﬁﬁg%ﬁgb%&é% SNSRI hyPSIEIVERARHE BESPIR Wt s Or
inflamifaxdryagents biemB@ires @Biebs Bﬁﬂidrﬁll? QaRINRL i ML Ra@bnt €ast

one,Qﬁ?rnaceutlcaLly acceptable carrier. A so provided
pharmgegutica|ly; agceptable gartietohar maceut i cal conposi ti on

cgﬁprisLn at |east one substituted pyrrole

desPwaRidest heggin isonngle phasmacey(ied] icpingesiiian cogamising at least one

; [ I doY: A ] C agents, .
st IR Ao AR B LR SRR SRR Bt geones
antihypgrelyorrahit peentyy entirénflanimdiorytagbreast mbmeepiharess agd bpitakhily

C table carrier. Al so provided herein are
mgdh%ﬂgﬁggggﬁ Pgﬁﬂmﬁg%fﬁgg'y@%ﬁﬁ?&&?ﬁﬂ“@ingle conposi ti ons
c [iSi t herapeutical ly effective appunts of at
| fgfaggé’“’a’ﬁcg?%éﬁﬁ%? f‘t% ReEAes @_C’gee%e? GARPRAS AR BrRPasitions
compri¥igehetyputipaltiesTieeti AOARS s ¥k |QR&DE kbsBARM Fyrrole derivative,
antlhypg;glycaen1c agents, anti inflammtory agents or
and ong;oy MoFe IH@P@&‘ agepist angAbesity agene préEypaigtisacmiclages, anti-
inflam@fAfrP ARG SHik e thireHC gfcﬁ)tngﬁgh&) GAEL L at 18P GndP OVI ded
herei n are pharnmaceutic pac a&es conprising a first
pharmggientierblycacdptable @ongosi ti on conpri sing therapeutical ly
effective anounts of at |east one substituted pyrrole
dlsd pentvided herpt are phirinacéwigaitpaekages dmmisidgeaSitst sa€maceutical
har maceut.i cal | cceptable carrier, and a second
comp A R B RSP LA SR s Syt
derivatihes bptind Bintape @R ith at 188k bADSHRIhYc B8Ny Sicceptable carrier; and a
dﬁﬁ%lh perglycaem c agents, anti-inflammtory agents or
second phamgesutiqal ErapeIsition OMBHEINE gne eigeetselyslimidemia agénss gntiobesity

agentsCdh@h 19&eals heals nenaerhal a %}{EJ dr®hixtul qh@r@@ia{)}%o%ally

conposi tions can be given sepa y, Simultaneousiy
togethegwideay least anglphgrmaskbwially aadepteble loetriet. Thaseparate compositions can

ve v BEIRESHL LA 5 ot al g0 @ singl e composi i1 on

risrng er apeutt ¢ ffective amounts of at

I ubstitufed r.rql.e deriyvative, and ong, or
S8 brol B B re PG RATRLiC e Sty a5igkd mpostion
comprigings itheygrengt iy it v caghs of aflehdt 0hd ABRRLRL Y yAIRMeS v ve,
d m xt ure ﬁ@@ reof, optignally together with at |east
ancong Hremﬁlf?a‘fy_ giﬁlicé‘g?l}ty apieepitatacaiscantihyrerglypreagie padits gnti-
inflammBoBf ARhis QR nARElrd tﬁé‘?&)tﬂadﬂﬁ%ﬁally together with at least one

pharmaceutically acceptable carrier, prescribing information and a container.

Also provided herein are pharmaceutical kits containing a first pharmaceutical
composition of at least one substituted pyrrole derivative, optionally together with at least one
pharmaceutically acceptable carrier; a second pharmaceutical composition of one or more
dyslipidemic agents, antiobesity agents, antihyperglycaemic agents, anti-inflammatory agents

or mixtures thereof, optionally together with at least one pharmaceutically acceptable carrier;
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Al so provided herein are pharmaceutical kits
containing a first pharmaceutical conposition of at

wo e@gh548® substituted pyrrole derivative, optPOHE220§6/003152
together with at | east one pharmaceutically acceptabl e
carrier; a second pharmaceutical conposition of one or
nore dyslipidem c agents, antiobesity agents,
anti hypergl ycaem c agent s nt| -inflammat ory agents or

rescriBisd # gether wth at |east
prese orllﬁéé pEar %@ggrfdocﬁq?ﬁﬁ eﬁ? %GBFTQ Cé)P]poélFlO]b?%‘g&ﬁaiuﬁ?%g
mHHHMmimﬂN&Epmawgnﬂsamﬁmnﬂ@rner These separate

conmposi tions can be used sinultaneously, separately or

SAQ;O ndviddd hereidisangihaisifeiatle Belt@bit ﬁo?oﬁiﬁ?faﬁﬁ@ chovhRGlar
axi.s of cardi ovascul ar di seases,

ment , of. prop
dlseas?lﬁ gﬁ%\e}%‘? s‘ﬁ%ﬁa%f’e 8g%ltydli@§?€twr irlapmnetery diseasen tompmiEngr y
adminthtSR$€ S n G iShdrd tl@éiléﬂfrﬂ'léé nee
t hereof therapeutically efféﬁ%?egygﬁgﬁhtsgﬁﬁkwcgan Ogme
aboveidﬁ@né%mll}‘@@@nl P@éﬁn@emahmmltlpha nmhnhmg J bﬁbxample these

comprE TR R aM P Sro DA e v IR By ot B ieiepinacees

antiobegifgy agends, @ntilmperslybasiicpigaeis] a@tla@@aiﬁrﬁato@l‘ﬁgeﬂ@ &8 hfiMures thereof.
agents, anti hyperglycaem c agents, anti-inflammatory

d9nt sspeats wilkbanee Sorthhie nednpakine ﬂetm&ﬁﬂo%wﬁ’i@h $ttows
tion i ch

| ed d
i 1 SO SeL e Sescr Tt o TR O
1nventtdﬁSI€IdSW@Iet Qﬁh@ﬁld‘"ﬂ%ﬁn@&sﬂo@@flﬁ% th@¥oﬁd@ﬁg%ﬁ&9ﬁéd§ﬁ ﬁ{ tltOF Es given
rstood thar

b gﬁ/ﬁnt [ on. However, it shoul be un
y way BikiaHgn el since Harieis chinges aml hedifjcations b’ythwa:he gyfirit and

scope 4 r han nd
e SABVEERL OIL L RS  ASRETEE sy s
within thesepie fthiginvienti@come apparent to those skilled in the
art and are enconpassed within the scope of this
i nvention. Det detadldd Desiptipi bOihe Ofvehfieh | Nnventi on The
conbi nati on product or nedi cament, pharmaceutica

ﬁﬂ? btlon arnaceétlcal package har maceuti ca
CRRETARITHI GRS OF fedigemes PReFmAeB{iteY PePpesitist, pharmaceutical

package aihdiracasidal Rit aﬁH 2888 or tRLEGE 5850 ﬁhﬂ%}ﬁse@tsc%rdlgxpag&lély

di di abetes or |nflannatorg di seases
15casep el BmGY § digeass: abesib tiabeesordnfiasmatoriadisdasastivaine

therapeﬁﬁpcﬁlty' e&'ﬂéétﬁ% RYh ! of a{jl%g %&%%ilt%{ég é)gﬁ?]god’envatlve and one or

dysl i'pi dem c agents,

more dmﬁm;dwp@a@hgscaemb&l@gagams anﬁ]ﬁbtperglyﬁablﬁm@%@tﬁyanﬁgﬁﬂirﬁm‘afory
agmnsg? ggﬁhthe eof . Substituted pyrrole derivatives are
havi ng the structure of Fornul a
pharnaceutlcally acceptabl e salts, pharmaceutically
Sﬁm}&ItétbﬂJ}&rcﬁ@Hé&Naﬁ%s 428 @ECHSPoudd® '119\1719 teQBucture of Formula I
pol ynor phs, tautomers, racemates, pure enanti omnmer

di ast er eoi soners or hbX|des thereof wher ei n:
Ry R
2

Formula |
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Ri can be CG-C 6, C3-C6, or optionally substituted
phenyl (wherein up to three substituents are
wo pabepsiteent |y sel ected from hal ogens, G -C6 aP&yiB2006/003152
cyano, or Q- C3 perfluoroal kyl); R2 can be optionally
substituted phenyl (wherein up to three substituents
are independently selected fromcyano, acetyl, or
optionally substituted am no, wherein up to two am no
harmathsitA ' nt sel ed,. from C -C6
P e S BT B BE e bl & o
metabpligs, kﬁ’@l}@ipflphﬁ\?mwutoyl}%ﬂ,l lmEﬁh@eﬁ,qﬂré}na%rﬁérK% Hiaﬂérg@gorlg@rs or N-
: . (wherein substituents are independently
Oxmei% gd¢g§&FF%n1halogens, hydroxyl, G -C3 al koxy and
protected hydroxyl); R3 can also be -NR BOH wherein R
and RO aregpmpti@nal Iy substituted G - [
v the optiongl supstitjuent(s) is/are.selectied from
hal ogeé N af kox nd

hydroxyl); R4 can be rein R and
i ndependent |y hydrogen, G -C6 al kyl or C3C6

oal kyl , optionally substituted aryl or aralkyl,
Ry ca”\%gﬂ é@ﬁn (K}é/‘l%’ FopEenallyshbsiitgedpheaydwthertirf wpmthak ogens,
b .C%Pno,.o tionally substituted G -C6 al kyl (wherein up
substrtpts 3 independertlieielested feon hdlegrmndents slkgetyand,ad d,r om
ydraxyl, protected hydroxyl, and hal ogen(s)),
Cs perilproadd)l y substituted amino (wherein upto two

ubstituents are independently selected from SO2R7,
Ry can peyptionsily exhstirred whveyldivherin upsto@ireCiutatitizhts afe iadepeddently

1 , i f t hyl . or. Cl-C6 _al koxycar bonyl,
setecto@troff b iasifd, b AR v sl Raieti vy iogpiamtinne
substitugntsrape deprndentb] seleeted foat OPE; WIRGT €4 h@odIRy184R1y1, or

sulfona®hi gy s) are independently selected fromnitrogen
oxyden and sul fur, or R can be an optionally

ubstituted pono- i- or tricyclic heterocycle having
R; can §% 8ptb°f‘aﬂ% F‘g’sﬂfé’feéir%'cgq Loy Conte cwelpalkdi (whersinetubstittony s )
. .is/are independently sel ected from oxygen, nitrogen
are md%?r‘?ag@glp'fsglre?te‘gﬁﬁmt}}?@gé% hedakylsGhss plkowsnt s are
i N endently sel ected from hal ogens, hydroxy,
a“dpmﬁ?gﬁgeﬁgay ydroxyl, GCi-C3 al koxy, cyano, G -C3
R er%%uoroalk l,, G -C6_alkyl or C3-C6 cycloal kyl, aryl
3 can 3450 B dY Ryl Wgergle s tand By ext aptiahdlyl subdiieuted 6, elkyl
N substituents are independently sel ected from hal ogens,
(whereip fhe opipnal substisesnt(@) inttrsoleyteq fioim I@8ogehk dyitioxgy@nd, or
C -C3 perfiuoroal kyl, and the pharnaceutically
alkoxy andyupieaist bydrakyly, taut omers, racemates, pure
Rs

Ry can be N
N—Reg

o—

wherein Rs and Rg are independently hydrogen, C;-Cg alkyl or C3-Cg cycloalkyl, optionally
substituted aryl or aralkyl, wherein the substituents are selected from halogens, cyano,
optionally substituted C;-Cs alkyl (wherein up to two substituents are independently selected

from hydroxyl, protected hydroxyl, and halo gen(s)), optionally substituted amino (wherein up
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enantioners or diastereoi soners, and solvates of the

conpounds of Fornmula I, with the proviso that R2 is
w@b@npb47enl y when (1) R5 or R6 is C3-C6 cycl oaPKyiB2006/003152

phenyl substituted with acetyl, alkyl, cycloal kyl,

hydr oxyal kyl , al kyl sul f onam do, acetam do or (2) when

R5 and R6 together forma 5-7 nenbered ring with or

wi t hout one or nore heterogtons wherein the hetero

to two%@:?ftt?e)ntsaefrg 111%1@{)51‘&&&%' s{ege%{apga ?@g%t C@E%’I qr&@ﬁﬁg,%l{#eé@ R is

Ci-Co glkyhoripayl) ge n@tyl;:tydhlol oneithyCooral; Kyl a.lk lycdebortyd| R BERAL RY together
formig lfﬂen?oere(ip}n V\/n n R i S optiona }% stituted nono-,
| - tricyell ¢ HEt By eplony t‘ﬁ@at%‘é whereipihe hetgrostem(s)
are m@pcm(esﬁy gemwdatmhhﬁ,ge,ptd,(%@ll and WPl tuents are
i ndependent |y sel ected from hal ogens, hydr oxy,

Ormmdvéeﬂbﬁﬁiorhwemm tedGhors3, @l KONy
Frfl uor oal kyl _of ‘one 10 three cacrli%%%{égocgdeha‘angﬁ%e Or more

hetero a WF) W elegmé)béqeghqtf@a(s) isfgrg indepandeptyi ssteateldyfrom oxygen
nitrogéntdd shittut Sich @E 8hitoHal {m«%ﬁt? Irehl%hegrng%%%é élat ?St% Ogens

are i ndependentiy sel ecte rom

hyd T0XYy prokssted dryfspetilo y1Cs alliox G yahds 643G, pesaenallen, C-Cg alkyl or C3-Cs

rp ds.of Fornmula | have
cycloaf%/ d\%ﬁﬁg% {)I%tlﬂ)t%ga} suﬁu\é{#ﬁl et(}l a{a[qg)a wherein the substituents are 1n\cllependently

Selecteﬁfwdhamenﬁ hyétohy ghtst@d w@@ﬁﬁza 3 AV A8 C2EPNY
erflud % dﬁt mti.n 3g}lsteps in t *bi osynthetic

periiuor %‘ e @Wé“ﬁl‘@? Y acespiakle BHs, tarﬁ@gersmmmwcwgmhol d
enallth&’iﬂi@ﬂbl&ﬁasft&601§d'iﬁe1§ raﬁ@%@l@ﬁ%s & tP@@(;rgﬂo%lxassgf‘%o%ugf peases,

for exanpl e, hyper chol est ero

Ryifehe | wvfée e~ be

descri ed i EEZ@CR%%%H% f catylc’%/%g 1%\% %ﬁ?%&@fg clogliylqy phenyl
substityted with aeq5ir alkeld cj‘féqaékyh, Hyyraxghlizyle nikglsulforiabBd & Atdtamids or (2)

when @QH& Eag%%ﬁ% OWI g S rblg%/e?trqln\gj?lggosr V?lg)s()(l:l{: %T?FS%GQR(}% %Ietgro atoms
wherelm ﬁ]qg)ﬁtmg) dtomi) Iaﬂal sf&l;}:c’eq lftoﬂﬁﬁlﬁﬁgeri Oxybeh @hd sulRE &1 Eﬁtv@ﬂh Rsor Rg
st at i npounds bei ng[ nor e potent
t

rv
is aralky E" ol S\@%ttta‘tefl Wﬂi}wa % FYar“ﬁgC chotlkg r-6k hzdygnnh@g iaBcyl or
(4) WhanrR4a§1 optiondily ubsBtutdiAeo-, HiCdr tﬁQ}VQBQ %@éﬁocgaéé mBng one or more

h bn3| c clearance in human liver mecr
ctero %?fﬁﬁ fwheagin ke ngaltShbﬁﬁlt@msrammdmandemlyde]reotted diohi Rgogiss,

far CY " 450_3Ad)
e kA L5 G G LU B
atoms, gr-@a@llgyl Ehr&acrlaidstrgl ornoptionalhdubbtithen aikyt (oh&siheno!

levl LS i.n ratvﬁ{ atocytes over inhibition
aralky %ﬁ@ﬁﬁ%ﬁs e dpdspoudehily sdpdte L{] &b B pelogense iy, prdteatyddeidroxyl,
Ci-Gs alkorg eyim, gr CNBKpdAforokikpyobl ast) and L6 (Myoblast)].
Compounds of Formula I have shown utility in inhibiting 3-hydroxy-3-methyl glutaryl-
coenzyme A (HMG-CoA), among the key rate limiting steps in the biosynthetic pathway of
cholesterol formation. These compounds hold promise for the treatment of cardiovascular

diseases, for example, hypercholesterolemia or hyperlipidemia.
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Particular illustrative conpounds of Formula I
i nclude: (3R 5R)-7-[2-(4-fluorophenyl)-5-
w0 s@pdyd - 3- phenyl - 4-[ (2- acet yl phenyl am no)  PCT/IB2006/003152
carbonyl ]-pyrrol-1-yl]-3,5-di hydroxy-heptanoi c aci d,
(3R 5R)-7-[2-(4-fl uorophenyl)-5-
i sopropyl - 3- phenyl - 4-[ ( 3- acet yl phenyl am no)
carbonyl ] -pyrrol -1-yl]-3, % dihydroxy-heptanoic acid,

(St odde | kBB ) g o

04/10299wh 5@?; Is 1p9qrp@1a1;ebl hyiejn 13; referetich yoitostirdie) B ubBiRhfed 3Gire
4.
derlvaflg% 61? g%sy Flb%cgﬁe‘?{em ﬁa%/ a[v%) Q1 Z"X]h’%vw.gg ﬁW‘ﬁﬂ%ﬁ‘lyl ani no)

R B L T
(b) W}Ahd%eﬁlfgﬁhﬁﬂe@b&ﬁﬁwh&ﬁfhtﬁ%sﬁﬁﬁ Qloxmﬂb}t]ng R¥TeERlo1 synthesis in
1- g Q%P dr oxy- hept anoi ¢ aci d
%éﬂ A ¥4 fl uor ophenyl ) - 5-
c | t h | b
( )Lﬁ’?fgggﬁé)lﬁasrggﬁlﬁgﬁéw él'e 1%4061 'hglnﬁ ?gﬁ icto égflgz%p%{yg%t?})dless

(@EF@ %P%)Vas;tat[rgan(dzmt Bﬁmg@pham}dr)suﬁstrate for CYP3A4 (cytochrome p450
yl - 3- phenyl - 4- ( nor phol i ne- 4- car bonyl ) - pyrrol -

1 yI] 3, 5- dlhydroxy heptan0|c acid,

(@) Qg@ﬁ?@p‘%‘l glglt]%\g Ig)y en&y %rE{] ss@ %\Fyn%:eater than atorvastatin in inhibition of
Ichclastbohgghq)heply rinf et phmhﬂyheﬁatécﬁ%ME A5 RGPS AURBIeSteRE! J-

% %@Hfluoro hen

F%B?Sb |oX B g rellp/ae jflnes [e & NRK-49F (Fibroblast) and L6
mNﬁmﬁmyypthylphenylanlno)carbonyl] pyrrol -1-yl]-3,
5- di hydr oxy- hept anoi c

Pacibdlal iRk Lohgods b HALARNAANL)e S T SOPT 0P -

phenyl 4-[ (4- met hanes ony an1nopheny|an1no)

(3R 4lﬂ1RM6;§}féh 3 %L g 5{? L9 agn
car A %C

KO% z;cet llﬁ]n%gdexdﬁ)a ?%lghyl]éy pg}frol)B
(3R P-Wﬂ]'[-z 4 Hluprophenyd - isqp‘bplj’léi -pheagl-4[(3- -acetylphenylamino)

carl(ogyi] BRyrolzlfyH-3, ﬁlrdfﬂydmkgha{hhp!ﬁydlb alid,
, ophen am no

o R S TR e
gl R RLER r@& Rt ARyl ) - 5-

Be(¢Hhid -54 I
R paﬁhsiﬁ”ﬁim;‘%z%%fﬁ%f%)ﬁ?s@ Seanng
ORERES Ey )(451-#; Rl g A R ——

¥ on

pyrro ~ -Iy 3} Btaﬁ@ﬁ?%} 0XYy- hept anoi ¢ aci d, y ’

(3R,5R)-7-[2-(4~ ﬂuorophenyl) 5- isopropyl-3-phenyl-4-[(4- -trifluoromethylbenzylamino)
carbonyl)]-pyrrol-1-yl]-3,5- ~-dihydroxy-heptanoic acid,

(3R,5R)-7-[2~(4-fluorophenyl)-5- isopropyl-3-ph i
phenyl-4-(morpholine-4-carbonyl)- -
1-y1]-3,5-dihydroxy-heptanoic acid, (mor envb-pymel
(3R,5R)-7-[2-(4-fluorophenyl)-5- isopropyl-3-ph iperidi
y1-3-phenyl-4-(piperidine-1-carbonyl)- -1-
y1]-3,5-dihydroxy-heptanoic acid, @l mbpymobt
(3R,5R)-7-[2-(4-fluorophenyl)-5- isopropyl-3-phenyl-4-[(4-
hydroxymethylphenylammo)carbonyl] -pyrrol-1-yl]-3,5-dihydroxy-heptanoic acid,



10

15

20

25

30

35

(3R 5R)-7-[2-(4-fl uorophenyl)-5-isopropyl -3-phenyl -4-]
4- phenyl t hi ocar banoyl oxynet hyl phenyl ) am no) car bonyl |
wo pyor084789 1-yl ] - 3, 5- di hydr oxy- hept anoi ¢ aci d, PCT/IB2006/003152
(3R 5R)-7-[2-(4-fl uorophenyl)-5-
I sopropyl - 3- phenyl - 4-[ 4- pr opi onyl oxynet hyl
phenyl)am no) carbonyl]-pyrrol-1-yl]-3,
5-di hydroxy hept anoi c aci d}%

ﬁ%ﬁ@ fI u ro hen
%dgpﬁﬁ }BW Caﬁ H:hg%l;ﬂ] T oxymet hyl

tRyfLo ]33 5 dlhydroxy heptanoic acid,

(35 SM)H%GI(@mﬂf@ﬁE@mpﬁ-@so@Edpgrl 3pBEhyl-4-[(4-acetyl henv
CaﬁB)llepixﬁol(ﬂyﬂlwuampmeﬁyj@t i’c acid. -[(4-acetylaminophenylamino)

@ ﬁ?éﬁmfﬁ‘af)opg%lﬁbﬁ Fq‘%rp“e%haq%%q‘%?%%‘% #{(phenytarnin)
a OHYﬁ )gfche@tanelgﬁmd
(315I§R)77[b 4(ﬂ41f' HSH m dpy23-phenyl-4-
catt SRALH i 1331@ emh dokdin pﬁ’r el Qz}»ﬁ"{ a[r?‘o‘i b°Xy9he“ty Rye)

en am no car ony
(3}§>5 -ﬁ T( W@bmyﬁbﬁ gsqmqmyl -3 (denyl- 4 [4 acetoxymethylphenyl) amino)
Ca@R’}Yﬂ?‘P Ylﬂ-|3LﬁodIbE¢1Tenyh9pt&01c acid,

. ypag*;?ﬁi?égnﬁg%ﬁlg% iyl

(3R §Bbﬁfﬁ%-}(#~ﬂ391pbhﬂwﬂ)—f4 lgocpmp@m+pmeﬁy1mowlﬁxymﬁylbwmethyl
phgtyé)amlu)cammobyl]’;pymwyl]] 3;5p3ihydrbxy- heptan01c acid,

i h he t an LCac i.d,

% i py 4= roogyl yloxymethyl
phT“%ﬁW‘f gbﬂnwﬁ 333? (3 WFﬁmﬁ %W@}{m no)
(3R,E§ﬂ2bdn52L(]4 fhivkdphlenyl)-§ ﬂso;a ﬁ 0 1RBBk gmak{1d,
phéri3Bambig) czrb&%rlj ﬁ;&dlu 1919?5%&}{ 0@%:;%1%??;21(1 Fuablly

hen | car banoyl henyl ) am no
R AR, ﬁ e-S, orgopsé Myh@&car%néyhc. Q
Oxxrgfpﬁhyl )any:l aplgnq)@amog '@Fﬂﬁ@]n%rl}’m dlhydroxy-heptanow a01d

(3R, sqxpnqu =ffro 4- 5 ' Oﬁ}% e ok
phe%&l) no o &g&jﬁ%) r1r§1(4p Gly}q }ﬁ Pi%g:r}g%y ept n0| c
aci d R 5 [12 (4 1 uor

(3R, §8}3T7 )3~ mrmaﬂﬁyp}@aylb%xhﬁbysbl)lcotmoyloxymethyl
phaseyBaszinp, mrh@)ylmrrndﬁyyl ]-3 pydinglroxy-Jdpfandic acid,

(3I§ ')hi;[% optfp El%ﬁ 9 %ﬁg%lyl 4- [4-pyridin-4-ylcarbamoyl
| Scl)d:l 1] g&fpﬁ] a% jg‘ ] )yII]C ?Iﬁlgﬂi?{ﬂ")‘/ heptanoic ac:1dy

(3Rala&nry I-[?é(ﬁiﬂmo)opbamﬁ)aﬁ-)ﬂbc}prmﬂﬁqihenyl 4-[4-phenylcarbamoyl
phebyhhingd) Eardmﬂ)y]dpﬁxy-l hyslpB artﬁmr@qa lekptandf3, acid,

(3RS @{ ?é ‘Z,E]l pylnﬁe [4403@g}}1§6ﬂ9qr})am0y1 -phenyl)
amB‘lﬁ )HEI]IY %yr ptanoic acid

(3RL5R) ]7 (25 (5—fﬁ1bfbpﬁér@ﬂy5h§cﬁir@fw3cplﬁﬁylm [4- &&hylcarbamoyl)

phe&ﬁ))axﬁmb?ce(rﬂmfyﬂ] ?’] B¥bic3
i peridine- I car bony Eé‘yb phenyl)am no)

(31%5 3 4?1( Wg?nﬂ) §r| 1]9°P30PY$3d?hﬁ9ﬂr wepcahaneyl)-
phegy %}mcishcar 17eypel-1491 lssEestyheptagoic acid,
(3K, SR79PYh-rRoRpROK - & IE&br&%’P AW HRAN R PRSI N AT D bony1)-

phenyl)amino) carbonyl]-pyrrol-1-yl]-3,5-dihydroxy-heptanoic acid,

C

=

(3R, 5R)-7-[2-(4-fluorophenyl)-5- isopropyl-3-phenyl-4-[4-(piperidine-1- carbonyl)-
phenyl)amino) carbonyl]-pyrrol-1-yl]-3,5-dihydroxy-heptanoic acid,
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carbonyl] -pyrrol- 1-yl]-3,5-di hydroxy-heptanoic acid,

(3R, 5R)-7-[2-(4-fl uorophenyl)-5- .
WO s@pidyge - 3- phenyl - 4-[ 4- (| - hydr oxyet hyl ) phenyP@niB0)6/003152

carbonyl] -pyrrol- 1-yl]-3 ,5-di hydroxy-heptanoic

acid, (3R 5R)-7-[2-(4-fluoro rhenyl)-5- _

i sopropyl - 3- phenyl - 4- [ 4- (2- hydr oxyet hyl ) phenyl am no)

carbonyl] -pyrrol- 1-yH -394 5;]d| h?l/;jr éxy- hept anoi c
(3R,C51ﬁ)"7-(23- ARioghRdn I)K -"s&p %&ﬁ?—agn -6:[ -;‘R?szé ino PheryDgmino)
; ok AL S2 ypr HERY A
catbggglg-:}}% r_-'ggfé%ﬁﬁly Eogy]ht% ,algﬁ(dfl‘ﬂ dr oxy- hept anoi ¢ aci d,
GRIR)FHR-@-ffurqphefillpr isqepyti3)ptienyl-4-[4-(1 ~-hydroxyethyl)phenylamino)
caibsoplj-ppyrbl- BylHeintihydrok (-Aepmidioxsiaet hyl phenyl am’no)

[ 1-pyrrol-1l-yl.]-3, ?-di hydr oxy- hept anoi c_acid,

(357%&9' %i‘;‘(%'_ roppenyl); ‘r% freas Q[Ijh_esyl"‘}'g%grw?)i}@thyl) phenylamino)
can pﬂ%l Wyok ?’Q%%ﬂ%% %ﬁwtafﬁﬁ%mﬁ,am no) carbonyl ]
(CRHR)-7dD-(4-Fruptdphenyl 55-dbdpr ey 3 yshRRALAMICh R propyl
phéBRihiRdy darpodry(]4ryk ol oryoPd) @Myﬁfo@'yhﬂeeﬁﬁp&g _QXild')%p

S b |
st b BRI o).,
carbggyl er_re,i:1[-21J-(3é_-¢1hm§p@ph@ﬁ§qo}'c. &id, T
(3R,SRP7 4R 4-Ai8oRBRGN): stildofi. ORAXNTEL DY e RRENNE AT i o)
ca&aﬁngE alz]pgﬁgg_dipﬁdr 1}5‘_) E%ﬁ%-o@ Eﬁg’? o@y- ep?n&no?'cp 5?,% gamo,

3 -7-12-(4-11uor ophenyl’) - 5- _

(31{%%%76 -flgoysnbenyl)-%-i§opropyl-3-phenyl-4-[(4-isopropoxymethyl
Phepytasngrattvoxilpatrbl 1 yHehs-dduyilna)-heptanoic acid,

(3K %g—@- Y. -[(J:-?lgéfog%?p fﬁf lrl%))}'ggdé)l){é? d i_hglglyq-r49[)((¥bpo%%§(§anqgti1§1 p%glil}gémino)
carié)s 61? py(fq'-1 E) Bny YC%QT( qp&%@ﬁoﬁ‘f&yl oxynet hyl

(B3RP YA 2e-Aodropbemtyt) ey fi Joprapyt-3-phenyl-4yi(4-

meth@x gmehbyynaylpleylaan)cadoh] -pyrrol-1-yl]-3,5 —dihgdroxy—heptanoic
acid,3R, 5R) - 7-[ 2- (4-f | uor ophlenyl )t5h : sogggp?/la;n_ 0)
Riiahercey 3'%%%)%2?”% Y5 RhpA ARy oYghearormetbsld,
phepgkng Lol Ylﬁ"ﬂylff?lu v ﬁ%@y«jmgy-heptanoic acid, 0)

(3R, SOPT-ORU-flSorphienyl)-54 idopthp MAQXMITEL. H@M{Pﬁﬁ{h P
phe@ﬁlabﬁ{t})lc];rbfgylg-g ol-fLytyl3]s- h?‘% i @M%gﬁc%%{é 3no C a? Id,

(3R - -fl uor Ophen -5- I'sopro _
(3R15§5éﬁa'(44ﬂ{“(fﬂp}@ﬁm'r5otféh@py phevhi (obemyloaymetbyl
pheglapii) (cpbpyyli-pyrel-yyij-33-diydtoky-temanpided,anoi ¢ aci d,

(3R§5387753)-C47ﬂ1[1c_%6§ﬂeh§1 -{59{5 b vi. ﬁe@fy -4-|J;§4-<|:_hloro H&ylxymethyl
phehﬂ@ﬁ‘iﬂ)g)r%lrﬁgt)lﬁ _E% olh 1;‘;??—@{%5335#%?%( -beeptar%lcoa{(c\{irglz

en
@3 R%li)f’% [23(45efirpighgnpyp- tsepopyldd -pheagl-4-[(4-methoxybenzyloxymethyl
phenylamino) carbonyl]-pyrrol-1-yl]-3,5 -dihydroxy-heptanoic acid,

(3R,5R)-7-[2-(4-fluorophenyl)-5- isopropyl-3 -phenyl-4-[(4-phenoxymethylphenylamino)
carbonyl]-pyrrol-1-yl]-3,5-dihydroxy-heptanoic acid,

(3R,5R)-7-[2-(4-fluorophenyl)-5- isopropyl-3 -phenyl-4-[(4-chlorophenoxymethyl
phenylamino) carbonyl]-pyrrol-1-yl]-3,5 -dihydroxy-heptanoic acid,
(3R,5R)-7-[2-(4-fluorophenyl)-5- isopropyl-3 -phenyl-4-[(4-acetylaminophenylamino)
carbonyl]-pyrrol-1-yl]-3,5-dihydroxy-heptanoic acid,

(3R,5R)-7-[2-(4-fluorophenyl)-5- isopropyl-3-phenyl-4-[(4-benzoylamino phenylamino)
carbonyl]-pyrrol-1-y1]-3,5 ~-dihydroxy-heptanoic acid,
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(SR’SR)-7-[2-E4-f:uzrf?zenﬁlﬁbi§nethylphenylanino)
[ - 3- -4- - phe
W(;z;l%g/:);@% - Syfr glnyl -yl ]-3, IO5- di hydr oxy- hept anoPCT/EB20€h/003152
(3R 5R)-7-[2-(4-fluorophenyl)-5- isopropyl-3
- phenyl - 4- [ (4- chl or ophenoxynet hyl phenyl am no) _
carbonyl]-pyrrol -1-yl]-3, 5-dihydroxy-heptanoic acid,
(3R,5R)-7-[2-(4-f|uoroph;g%i)-S- !soiropyl-s
(3RPREMY=(4-tlubfopReRiI)5 AT RO ARLIR). omylami
b bomsstib b AU g e
(31&5@%-& %—-(ﬂ- wpbenylod isarironyl8 hgheyylahi4nG)pleayibasib)-
phenylgmigp) CaIbW]]=P8’I®1-dHyﬂl]y’3jﬁdi&wlzlhﬁplt}?pgh@ic acid,
(RSRIU7(3R4 FRropnt 'l)(§1-'i doyQrpRhenyl ) B - hylareido)-
gt ST R e
(3lgsm'%'}m{@'ﬂygmb‘f@’@d'dsmﬁl-3-Pheny1'4-[4-(3—benzy11—ureido)—
ph‘(mnﬁm))'c_ﬂqoﬁyuwrbhmqulﬁﬂmy)iro'iy-heptanqi% acid,
(3R 5RPY PPN o BBRINY st doprcoai- RNy a5 Sehoyt-thioureido)-
phé) f olﬁ@l C]aH’ YigyrpL{pfl-355-dihgdieymhenigndieptidnoi ¢ aci d,
(3R, 3B-BR) (411 Grop Menfy]) LD i DBRBAYS bhSiryl-4-[4-(3-phenyl-thioureido)-
Phlt}nslapfgi—lg))chr@nﬂm@f,}htbl'- 14?/%] -‘Bt?&h?%??’iﬁ{% %Ji § i) eig?’ ioureido
@ @%ﬂﬁ%%ﬂ&rﬂéﬁigﬁ X éso-a%ﬂ/’é{“?‘l)heny -4-[4-(3 -methyl-thioureido)-
phepBRnBHR) 'CZfbbgylg{ﬂyﬁdl)luﬁ??%gg(@[\);i;ﬁgarb;g/-wgtanoic ad:(%(},_

i sopropyl - 3-phenyl - fnz ur ei
???lﬂ?é_b%{ﬁg?lg)? aﬁ{/&%tg@g ¥%1llesb@ga%%? Ceutall%ﬁllg’acceptable solvates, prodrugs,

metabo%igs@ m-mqrp{lsg igutorhigry,araepiagmypure Baantiomers, diastereoisomers or N-
o henr Ladaph |-41L4-£3-benaxl-thLoure|do)- _

oxides ﬂlﬁ%f‘ﬂ?ﬁ] rtiggl) %H‘erace ically acceptable salts include hemi-calcium salts.

phenyl a nog

?%gﬂgg%f{nl} :aF%{t{ %el_s%"%l?-%llr}%m%é%ﬂ Iepsél_%gt%zl( %021? %Ltaaq(e) Inc():‘c Iziirgilted to:
cholestéi:rgbq’zstem ythsf&-rabeimy(CER: l-P ﬂﬂlﬁﬁtops:? &BME adilp icl%a?iivgs‘??iﬁrates,
antihypgr_rt]%rs]ﬁ(rl_e %én%{%%) |)DH§ gtgig g?&/%g@gggﬂ @¥A ctholesterol acyltranferase

S o oy - ool I B e e g -

Rﬁﬁéﬁé‘siﬁﬁbé&ﬁ@s LR wﬂ}efnpééé F)Q lsﬂgc_té(c{ %c_érg,’( but arq Rt limited to, 5-HT

5- di hydr oxy- hept anoi ¢ aci phar ma
reuptakeinbieyforsppancecatic Hipaseliaibitore whirbinoid alamgeﬁisﬁmr €ecombinant
r.edrugs, netabolites, pol ynorphs,
hmHM1§g%¥g%§§g?&?§%gﬁgtes, pur e enﬁntioPerf, Ceul ar
j i somers or, Noxides .thereof. In parti .
%ﬁ%@@%ﬁ?@gﬁﬁwgé@g@ CECIR Gt B¢ seffeted deonh it are aibtiituited
to, insulgedensitizibly s¢dnpi/RIEAR 6 @864 5lpH&SE (e d %gﬁdcﬂsi‘&?gé n‘ﬂﬁbitors,
. sel.ect fro but are not linited to: ol'esteryl ™
DPP4 ing{iyigs, &e’igré?%}ogﬁ PBRIATHFY Tty antiyipbiglywremictaghuts.c_ aci d
erivatives/fibrates, antihypertensive agents, bl|?.
*g‘t‘f'ai\ﬁg@&t?&rt/ PEgtsdespalad hersin captis| selstted dilom, but are not limited
t ) ihhihitors., chal.esterol absorption
o R S o S bl pr G Eag apaodiestrase TV
inhibitors, MMP inhibitors, TNF-o inhibitors, caspase inhibitors, p38 mapkinase inhibitors,

VLA-4 antagonists and PAF antagonists.
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Antiobesity agents described herein can be sel ected
from but are not limted to, 5-HT reuptake
WO nivi7ios478y s, pancreatic |ipase inhibitors, canp@biBod03152
ant agoni sts or reconbi nant human ciliary neurotropic
factors. Antihyperglycaem c agents described herein
can be selected from but are not limted to, insulin
sensitizing agent s/ PPAR agoni sts, sul phonyl ureas,
aDp$iipidpimic agéntasieh haéHoRisteP SsteDERAr: DD b | ,
acid danal.ogs§f or_agonj sts or ot ﬁ}érs gnt?nﬁge%g%?l%%ﬁ)é%ﬁtom fibric
HOGHY S IbRAes, anRhypsrpRsi vsragents dite scidesqrestnes, eyl €lop, can
cholestegolsel1@ahRehst [ O i limted ta, b2 agonists,
COX- Z&i nhi bi t E)r S, Tg%}bg%lgxo)?gé%g%%mf %ﬁ?@?@%frﬁl}bl ors; antiobesity
agents SHAS Ol agunirlesehibiors niahdredtiorpasdMRbItOR] Qink@iSoid INEzchists
recdnifthdl caspase i nhibitors, p38 mapki nase
or le_cfii i :t%l%%gr} m@%x? nfu’%ﬂf:f’glﬁ é‘?ﬂt%r{s;sanghwep:giycaemlc agents such as insulin
sensitizing agrous/BRAR By@listgistiphbns1 o888 skl 3 63 5EE Ydnin;
DPP4 {eg{ber t r?ﬂé’f fr pr ot e?n ISé’CETP)_tl_);f)gnhi bi'to Q?E&Icgéfﬁacse ijtors,
d liﬁﬁtqr It Prrlegses ?g%ﬂﬁ;;hypemﬁri]e@rmaWQ @lgﬁﬁtsﬁch Bif2&ygonists,
COX-FighibitsRISIEHLS i ; sterol. ..
_ ... acyl tranf e?as’?é%%&%yqltr?%@“%ﬁ%‘gﬁ er?,sﬁcﬂ?’é%l%l@t‘?}"ﬁ» MMP
mhioiten e iohibitek disgase shitants, pHESbMnAHHSIAY A3 Biadnists
or PAF take | nqgi bitors, pancreatic |lipase inhibitors,
SRR
canfabi

%Y e/ 5hesen figm araensrthosedmowh dmte peiot by

subsequuetly discORired {rafdrQERa i@ Hid m g.agents such as

insulin Sensitizi ngaaggﬁlétcg?[éégigdgogg%eéﬁg&gglioﬁ?‘%nyl

OEIRSinhibit6hd 3R BES sjda i nhi bitors, DPP4
U.s. paknhibi tors or GLP-eIC%gE% 8’845’%2‘?’ fa{%lgﬁﬁ%siﬁ §ompounds described in

S F a&‘i‘fm ;f-{@aoérﬁ%t 0757 5L1580S4E10,489.478; 4G9 51;%,199752

6,147,000, 3t S, el nhi bitors

phos ﬁo%léeg t4 g?’ggg%%@f?%hn%r Eoneanyagent Nias-1)8d 8448, ang18197.
Examplenoff GETD mbbitvasineinde, ibhirbhbOlifite 3 SioPRRKIDARE 705 o cP

5326231 APLPLtors, VLA-4 antagonists or PAF antagonists nma
be \%faérﬁ&? chosen from anong those known in the prior
hereafter

ke g ubs uentfl y di scovered and/ or
%'I SEOVe ?8’&"33‘%8? Oriitiaipsemntheselgelod| fonexdmpBE FRom nbipéinds S
describezlan 1h8. Faedne oS 43€ - 4] : [
TSSO (LIRS,
945,948 38488 anE 3 ARG 7 FraBu0BSF MO a6 LOTVaT96: ofGLhdkds D9,
: , d 94,396, E P
but are ot idedfP etoFibiAd f%qg%g%g cﬁ)@% |g81§ﬁ8 lérl o peaﬁb{hﬁ%gg}@ﬁbfﬁte,

, Nos. 0818448 and
clinofibragecqr tlepofibtage, farexampte. | i nited to, torcetrapib, JTT -705

or CP 532623, for exanple. Fibric acid derivatives or

Antihyperemsivangdnts salbestiected 6/ @NATD bEmnbiiggREemgUNds

inhibito9€SG1 L bed .in U S. Patent Nos. 4,051, 143;
mhlblto‘g’, Blotelisi. I Seogptar apgonigisy befa-adrghergiogaspe BlocBerd, bpHag3

adrenergin@ccht@Shtagdists bxampligs of fibric acid derivatives or
fibrates include,

Calcium channel blockers can be selected, for example, from compounds described in
U.S. Patent Nos. 4,663,325; 3,932,645; 4,154,839; 3,773,939; 4,466,972; 4,801,599;
4,705,797; 4,994,461; 4,572,909; 4,879,303; 5,155,120; 3,962,238:; 3,562,257; 3,262,977;
4,448,964; 4,672,068 and 4,264,611. Examples of calcium channel blockers include, but are
not limited to, amlodipine, its salts and prodrugs thereof, lomerizine, isradipine, lacidipine,

lercadipine, manidipine, benidipine, cilnidipine, felodipine, bepridil, diltiazem, fendiline
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but are not Iimted to, etofibrate, fenofbrate,

cl of brate, genfibrozil, bezafibrate, ciprofibrate,
we@blionos4sat e or theofibrate, for exanple. PCT/IB2006/003152

Anti hypertensive agents can be selected from cal ci um

channel bl ocker, ACE inhibitors, angiotensin I

receptor antagoni sts, beta-adrenergic receptor

bl ockers, alphaadrenerglc ceptor ant agoni sts or

mcard‘iiiéi;ﬂé gf(Ig&ﬁ}l‘)m%l‘*}hﬁP?ng eidip 1Qed LISl 1%1&% %5?]1?3%11 e ob%#eé]llnme their
salts a@grodm%@l&r@ﬂ&‘or@mﬁ@k 645; 4, 154,839; 3,773,939;

4,466, 972; 4,801,599; 4,705,797, 4,994,461; 4,572, 909;
4A8Ti0eBEB cofietiff di2Pme &hﬁﬁﬂxi@&E iﬁhﬁ)@tgrs? 5%1 be?se?e@?ed%?

964; 4,6 264 :
e ST G oS- AERB:: TS AP AR s0Ba2:

4,425,885; 42690005 i, 0E0,972%; 8,331, 4093 2@8941!8259@@ Hgﬁ@%fz@ 4,248,883 and
4,105, 4F%#Z|ne |srad|p|ne IaC|d|p|ne l'erca
aginles of BRgPEYN ﬁ@lveﬁmgmnwrm mélblﬂb§| lo@lu@a e, are not limited

to, fosRPHl, ﬁklh@prﬁ' llahn e{&nof:%ﬂﬁ tjrdt ¢ en pl nrapH mqg%lﬁ]aﬁllppﬁ‘gldlpnl

nlnndlplne ni I'vadi pi n

enalapgip delspr, gaptenrilnldcegiibomhenzaptigifor cainpl, and pr odr ugs
t hereof, forexanple. Angiotensin converting enzyne
uhnglg’pnm H rexpier iantagdriistocs)besakcted, foLteaip®s] frohPEompounds

s By LA SmENS oS 850, L0 U5 ren oS,

angiotehsh0redE@or dhtdebhisBAidslude, Biard B lirfited28, 18k sarfin %@sarrhzup
883 and 05, 776. Exanpl es of angi ot ensi n

eprosaé%}h\fgﬁaﬁﬁ@o’é]ﬁi% forgxamRler s i ncl ude, but are not
d to, fosinopril, lisinopril, rampri
t]%er% E‘f[ﬁ?qulc T¢GeRioHb ]Eﬁrﬁ fan beselegiod.i foy equmpﬂm [ﬁtrom gompounds
desan%&ﬁﬂ 04, Pﬁﬂeht N@é '3%'5*’7‘@5% 4 @@%‘0@% bl 4&1”‘%@?5{15 3.341,584;

al aceg benzapri of” ekxanp
4,032,648¢c & %56%ﬁt®§;ﬁ6853 48%201; b,@sz,emetsas 79003,64%69MRBS.10,924;

45 NSRRI SHSSEH PP OIS PN N8B, 0.7

4,258 (Ezahﬁlszemzm 0865261 426,984 and 352 BH OF ERALASOS b%EaSadrenergc
%% are not limted to, telm sartan,

receptor gfogg?rf Hnﬁpu ’pl?‘B argnog Hmlqeqi Bs §§',bp@}plomnqsgk&ra@@molqlmtenolol
befunol@l(,aﬁﬁkﬁlol Bevarcel 61 093100 %81%'1 Yuc 81‘81‘ BlitinGf OIbu%)ﬁlolol

sel ected, for exa m COITpOU descri
carteolql, egrvedijok gelinxelsl, c@r@@?olgglzetald,], Balfﬁ!bt&@ﬁ;l rﬁelﬁﬁ(ﬂ)léﬂOﬂwtoprolol

nadololg o%%ncggzilpmgolgg %at%?f} ;ter@?cgézt gil %d’é loggfgr e)g)an‘g) eg ggi
%I%%Sad%g%fgi(g‘reg%éo%goﬁis %&1’1 ng/ gélecﬁedgéé eg%gp egﬁégiogjégunds

describad m%SBEaﬁenttNdéSzﬁiﬁ%@ﬂWﬁ 489B, 891161 EX 89DEGS 30§79,554:

56 B F B BITE% Gl GBI a3k . oo atermine

receptoRir@ain s, include, but are not limited to, amosulol, arotinolol, dapiprazole,

doxazosin, indoramin, naftopidil, nicergoline, prazosin, tamsulosin and trimazosin, for

example.
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bef unol ol , betaxol ol, bevantol ol, bisprolol,

bopi ndol ol , bucunol ol, bunitrolol, butofilolol,
w@20ov/em4789 , carvedilol, celiprolol, cloranol ol PCT/IB2006/003152

| abet al ol , | evobunol ol , mepi ndol ol, mnetoprolol,

nadol ol , oxprenol ol, pindolol, satalol, tertatolol,

tilisolol and tinolol, for exanple. Al pha-adrenergic

recept or antagoni sts can b§§selected, for exanpl e,

fram ¢ unds, described jn” U S. Patent Nos. o

3 DR acig Shtealtepicag g ,Sgéc,q%% rf%‘i’?lpgz %%,C@%@?ursftsswr@s%}n US.
PatentN&63,6989,675 dndlBB763863. EBkadples 62Bile foidbdud@an@Rstlude, but are not
_ g 217,305. Exanpl es of al pha-adrenergic receptor
limited, kg, STt RpEITen e lERHEOL BeNeseelnh probuF el o aipotipic agidofuFwimple.

arotinolol, dapiprazole, doxazosin, indoram n,

n&FYI R rqholesieeod pghaaraseinhibters kA CAdmehibugishoaarkg selected, for
examplé, HFRIRY Osthbunb QfesEi¥aRh &1 SipafnaRkbd SS%q H‘jﬁ,t 4 gﬂgﬁd’ﬁ; §F}3?,§3 1;
f s’descéribed’in

sel ected,” for exanple, from conpouh
U.S. AppBeatioaiNm 2003817, BndBGT Frblicutidn 3o5 WE) 3607 B Ekesple of acyl

b [ equestrant.s incl yd but are.not lLinifed
con &R Ly RGMERL AN Btht Py B8 velifuntth, Fotobiore-
122, forexmiplet i ni ¢ aci d, for exanple. Acyl CoA -chol esterol
acyltranferase inhibitors (ACAT inhibitors) can be

s€hdledt@d] abisorptiex &iiRrs Jah ®RE106BN YHIX HBRE FrbR€@nipBunds
U S Patent Nos, 5 491,172, 590, 173; 5, 733, 93 1,

descriRgdah Un JiatessNpos TR 152 J08TASH of shleshan! aberbominhiiiono.

includ&’,\@uI DR3BV1HBR6d to?éz%ﬁ'ﬁiil?é f&fexélﬁ?ﬁle. CoA -chol esterol

acyltranferase inhibitors 1nclude, but are not limted

t QtheFdyshipiddthi i i id W i
RN B e 25 AL G TR o
inhibitpyspimgtysandusitthesie sdvibitvey MTP lhitoRatremscripiion hodifiatork,
stleh g AP, DB Sy B G 5o,
oils, omEgaplaety aCidhetrndyoid Kptetpror agagastiset Xiﬂeqeg@i’s, B&ualth8dynthase
hhb'co [ises gf, ile acid reabsorgglon i nhi bitors,
i ltPliS?E“r%%S@ma E‘lgg)gfﬁflﬁ%%ﬁ gugeprivids; B exangte i nhi bitoors,

t%ﬁ?scriptLon nodul at ors, squal ene epoxi dase _ _

i 7L Hpvtqg'fxlge’ 1ny.1_1m’_c(.)r|s e@rébq Qﬁlec.ﬁqqidﬁ)é :éngr}plm frgre pempounds disclosed in
U.S. PABGINGGAL BON 0k 1) B'adiﬂﬁg ,5’5,9§5 h. 917&@,5095@?@\5’2}&%. t]%(amples of 5-

aci ds, farnesoi d X recéptdr agonists,
HT reypake pntibisors inglvde.dnie asynot haged iop Audridtioe, Sfemotatinesiuoaktine,

trigl I r_quggul |ipids, for example. 5-HT
Sm“”%%ﬁ%%g éé#%gﬁﬁﬁ?%F%ﬂ%an be selected, for exanple, from

U5 S D54 B Setied i bl o8 cgBpouncs described
in U.S BeasnpNes 4,698,689, Hix angilgstoRpendreuic Piph @Vifhibiicrs UekGudebbilt 28 Mot
i .(@pt klﬂ]ted to,, fluoxetine, fenoxetine, fluoxetine,
mmited g, Qrisfes, for egpmplehut r ami ne, for exanpl e.

Cannabinoid antagonists can be selected, for example, from compounds described in
U.S. Patent No. 5,624,941. Examples of cannabinoid antagonists include, but are not limited

to, rimonabant, for example.

Recombinant human ciliary neuroleptic factors can be selected, for example, from
agents described in U.S. Patent No. 5,349,056. Examples of recombinant human ciliary

neuroleptic factors include, but are not limited to, axokine, for example.
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Pancreatic |ipase inhibitors can be selected, for

exanpl e, from conpounds described in U S. Patent No.
wa2®985089. Exanpl es of pancreatic |ipase inhiBPCT/B2806/003152

include, but are not |limted to, orlistat, for

exanpl e. Cannabi noi d ant agoni sts can be sel ected, for

exanpl e, from conpounds described in U S. Patent No.

5,624, 941. Exanples of cang b|n0|d ant agoni st s
ant, for

Ie@%’n‘p %HS]% §n%enr% QE%AE%%‘S & ]éeri? eﬁ@@r Jtp9F EFATRRISHER or
compaauds Bescabddeiatieg, Patai Nox, aamﬁz@swf 1.a42, 0L 3637 3938, skt n

49, 056. Ex | f nbi nant
5968 5 20 040 D5 R oo S ATPAT orsa S oS o
60/562,009; afd Iidean FRGK A g?hcaftlgﬁ X ﬁEL/Qéb’é ! E‘xa?@és‘ Jf'uﬂuﬂﬂ

agents/PPAR agoni Sts can be se ected for
sensnlfzm@@g%rgﬁggﬁﬁ.@go@gtg andlsiedbutpra nog linftad ém lpldghmzone rosi ghtazone

orduaﬁago‘}lfg,t@(l?g@% géjrg%ﬁ%% foraéxgrg 777; 5,002, 953; 5, 968, 982

or 4,70 |on hbs 60/ 528/ 303;

S i SR AR B RSB ETI

Patenté‘écnémﬁn,zi[% hgErgepitssRRlRoagd aifdas ik lidaChid @R ndd WiniRE €, NOt

litazone, rosi Iltazone or dua
ghben‘élﬁg’h({ &ég‘(aé“‘%s cg}ﬁﬁ’ g‘ﬁleixil%ﬁ]ﬁﬂ?ﬂ qrgin. dersramgle. sul phony|
e selected, for exaqp from conpounds
E’g??% peifase ghibitopseanrhe srlscted famoxappis, fieRenepireyndstdescribed

in U.SSPAtei oyl 4, 0'6239‘53) unebyae, 4, p;@t%e;r £ 76‘?55§ L I’@? PuBlication No.
WOOﬁ@|benclan1 e. Bil uanldes can b€ exa

#9398 nEnamples oféalnlmglecosﬂlamnah@it% mmlmsmuammdmmreﬁ to,
st o B L SRP G O3 oL dooct bed
RO EPRen I R BN 501160 Mo M08 R334

compoands destribled fif PEW Pﬁlthé@l@ﬂNbOS@’,l 99189 [Exb@bles BF DIPYS §dHibiRs
exanpl e. Di.peptidyl -peptidase IV

i bos
includy) BeirP G5 T sor A REoks i gulos 1 Butiatr WPEHbBRairp P om
C scribed in PCT Publication No. 98/ 19998.
bz ‘ﬁa CIplo.] 2RSS Pabbasseleisey e oxamumle, fram Agants described
in U.S! Ptk 8. 224 88ALRPE @29 %Ql b lesrqf% déﬁ%ﬁlt 11196{]pep ide I agonists

vogllbose for exanpl €. uca
include, gatare net lgmitedde, erendivtietiraghtide ex G183 1, ffoomagdat s
described in U S. Patent No. 5,424,286, and 6, 329, 336.

H32zagpnists cef beybalerdeyh fprlekklaplpeifntbm cdempomgle destibed ol SdPatent
dQtyshi dj 0-4,. .1 iraglutide or
Nos. 3 gﬁg 2% %3 1gr 3f55 9@%{%99({, g,99§??§§0%7g§3§ aegg,%gibgg' e@)fa@a),les of
B2-agohists imcledep bet, aré natrtingisdno, WilslSerdE S&fiobesl, iefbdthlBe oPat ent

metaproterenol, for example.

COX-2 inhibitors can be selected, for example, from compounds described in U.S.
Patent Nos. 5,932,598; 5,633,272; 5,474,995 and 5,466,823. The disclosures of these patents
are incorporated herein by reference in their entireties. Examples of COX-2 inhibitors include,

but are not limited to, parecoxib, valdecoxib or rofecoxib, for example.
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Nos. 3,705, 233; 3,644,353; 3,642,896; 3,994, 974;
3,937,838 and 4,01 1,258. . Exanples of B2-agonists

WO poseso but are not limted to, al buterol, PCT/IB2006/003152
fornoterol, terbutaline or netaproterenol, for
exanple. COX-2 inhibitors can be selected, for
exanpl e, from conpounds described in U S. Patent Nos.
5,932,598; 5,633,272; 5,474,995 and 5, 466, 823. The

di s prlo?)éfé{gﬁa%e %hlﬁl S gan%a ectgcil e}élgexla%% géaggog‘goog%igedlggcribed in

nce in eir ent
U.S. Hatmt Hpt‘bS@ ,259% Eubp caniReftent N@s.a9049, Eﬂlﬂﬁ% n@ 5498958 FR%mBles of
r ro%gg xi b, for exanple -1 i pooxygenase

5-li og COXI bb
p %e% g 1@057,]1% ué%rpé\at limged t@xg}ﬁgrqg orpfrelgfon, for example.
81?33 ﬁ%‘ﬁs des g n US. Patent No. 4,873, 259,
EIVSB eI Beitors sTURclesied gD l6 AzBbEMmpOunds
descn@d’o’iﬁ'ﬂ’lCHSPlﬂ)fllcgtIdn' NRRO¥HY 482 E5 115 Db/ @§ o3k n@é) ﬁgndmgbfﬁdlan patent

re not limted to, zileuton or atreluton,

aPPhC@%é‘rﬁB‘P é03/ﬂﬁ5§%fm§dUe%ﬂ°eﬁeatsJ§os vs|5m48&| 5,0125296 .Sk pplication Nos.
60/ i bed in PCT
I g S

mcorp@@tqglémhlmgy teficteane ip dtearentisgipd. iBxaipRe obﬂqos&(b%é@%&ds@ P05,

s S St
i\@% %ZtP dllscl osures of these publications are
neor pof Totsron B & el Torspaplicliom dha geermousdn desesitica én

E dﬁn f
urop @ﬁfaﬁi&igﬁggtﬁ l[’r%ﬁﬂggd?%ﬁ?t @ﬂ@g ?‘5 i’%_{(e)%tgm %:,7}53{%55? ! T‘flé §98 osures of

these PPE‘F‘WHP? ajg incomppprtechibirein by refersace indhgrémsicetas, E)fam‘ples of MMP

AL 0 OB RIS U BB,

prinongstzAGES30), By #2-9660eE@S27003Ahese publ i cations are
i ncorporated herein by reference in their entireties.
ERfpligebiafrs el salotiod t for Sxahflbﬁ:é tides thb Bémps s afscloseg in US.

PatentN gn %%géls %t’ 6?)2%%%’? c? § %&E? ﬁm@%%%%bﬁ%p%s are
1ncorpdrﬁthd1 héreimrts, I‘éﬂfenbélnstﬁélﬁ eht@ehics! Bkarfay @ ﬁ‘%F % i@ﬂ%i §include, but

nl%gunds di sclosed in U S. Patent Nos.
are not ingies te;anfliximppbs ctgnprcapt, 2B @R STbsur es of t hese

publications are incorporated herein by reference in
{f3enase whihitogs Gap de Sﬂﬁ‘éﬂg fersexafplENEom; commphimaistdescsibed in PCT

Publ d i ted to,.infl.ixXi , ..
e e ot R ERhpliy i Qi i s nedimied o
pralnacsssn£¥xdd0), forexemplepl e, from conpounds described in PCT

Publ i cati on No. WO 97/22619. Exanpl es of caspase
p3181Mamease inhiblitoctesan belteledt&l, ﬁﬁtexhﬂnﬁlet ﬁ‘é’mtc@mpounds described in

PCT Pu%h?atg;?l 763%??)169 4f§)é§ g%zg)ré%g;(s? B}hﬂ@;@awp]@'(\i/gfpb:u(lg;g Sn?)t limited to,
Vx-745§:BIRBUBd,S{W€-‘6CJ 65 P&EBB-139063, for example.

VLA-4 antagonists are selected, for example, from compounds described in U.S.
Patent Nos. 6,329,344; 6,590,085 and 5,510,332; PCT Publication Nos. WO00/ 18759,
WO00/18760, WO00/15612, WO00/05224, WO05/026163, WO000/05223, WO 00/01690,
WO 00/00477, WO 99/67230, WO 99/61465, WO 99/54321, WO 99/47547, WO 99/43642,
WO 99/37618, WO 99/37605, WO 99/36393, WO 99/35163, WO 99/24398, WO 99/23063,
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PCT Publication Nos. Exanples of p38 MapKi nase

inhibitors include, but are not limted to, Vx-745,
wWBhkRB0FE8) RW-67657 or SB- 239063, for exanplBCT/IR20064003152

ant agoni sts are selected, for exanple, from conmpounds ]

described in U S. PatentNos. 6,329, 344; 6,590,085 and

5,510, 332; PCT Publication Nos. W00/ 18759,

W000/ 18760, W00/ 156129’9\%/ 05224, W05/ 026163,

WO ol RR 3G Sy g 91 Ve GuP AL gy g 5v0 a1,

WO 98811306 180 9902984, 36 0f5/20900, S9O3IBARI 08, WO BB16 3WOV@/15973
398, WD 99/ 23063, WO 98/ 58902, WD 98/ 54207,

W0 SBBAEERN0 SR8 ) N3 96 avisan RAblioein 664109 10659,
O Dhes, e 9 e adameli bt ASE dftnecliE SR B T arlffor e

to, cla@mastgsfﬁx -Elfbofpeanarmlbl i cati on Nos. 0918059, 0842943,

0905139 and 0903353. Exanpl es of VLA-4 antagonists
i Retalrfectimting faceor(BAF) antagoaidtstean be kaéated) dstexaimnple, from

comp B33 S48 e 811§ Rop. BoFLEt RS0 L S bRS P

5,541 wmmmg@sm :zamdldl 94193,986. Bak@ples DOBAF 5ml§c§nsw§1c1ude but
941; 5,274, 094: 5, 422, 351; ﬁk 541, 183 5, 049, 559;

are noflingdel By paseis 10, bsbaiomy amﬂtaél@iedfr gpkEobigas a’@s rgigfaslide A,

B or () A6 HElRwatipth@bSE, Rtexkhlbt €d to, apafant, ibudil ast,
I'exi paf ant, rupafadine or ginkgolides (e.g. glnkgollde

AAS}%C% lof @lis BRE AR hMALd HE ?Qlfo%{ gt)r ?{Ia O‘Te )égllﬁmngﬁortpgoducts or

Aspects of this invention 1nclud ["'owm n
medicaneip Ipéaﬁmﬁmlcnlatqnmwsmpw vbarmaceuticelaclages) mharmaceutlcal kits
a i_t,i ons ar mce tical , pack
and m g@%ﬁ %% Lng iardkovgpcuf' glsﬁ%sF% éAg SimeT’s (#J 156256, r?BgSlty’ c:ﬁgt.)e%es or
1nﬂammmmiy disassesingolve hsmaﬁaﬁhcaﬂlykﬁed:tmfanﬁ)uﬂt @m&ﬁst R asbstivuted

di,abet t di i nvol ve
Y N i N v
medicSHERS, phithRPedhT @nfofigibhy/ 9ﬁdr}f1§céﬁftlcaﬁq{a g@s E)r A dﬁcé\ftlcal kits

| east one CETP inhibitor. The conbi nati ucts or
and methedsdanisetiog cpHiovascelan diseases, ddrhsoners Gsmse, obes1ty, diabetes or

mﬂamﬁﬂﬁ{ygﬁ%éoé td £3biv Q‘E&?%%ﬁmaaﬁ’lg%?f@&%%%nogﬁ ofk at ieast one substituted

r treating car vascular di seas
pyrroldierhetives! Borduhdasnd, foo esiply tordétalpé, 5T oT0S5! difdfammmmr y
di seases involve a therapeutically ef fective amount of
dfhd @ainatioe psudinsts ot hibeidamyts, @h@mﬁiﬁéﬂtié@l dovigpositior mul a

SRR TN T NN I

diseas@h AIANBE s deRhseCOBRRS I i dbRRAS or Hllﬂﬁﬁlﬁﬁl@&&' tiseqks RRGkRYeS,
phar maceutical kits and nethods for tteating

thefap%#calﬂib?fﬁ@ém apowit 9 aldeast opy suhetitnted pyrroli derivative obBeinufa I and
at leasObRIFR SR dekiDi AR ¥h9éo§1%ﬁ§§)n p%/cﬁllc%é or ianedlcaments,

pharmaceutical compositions, pharmaceutical packages, pharmaceutical kits and methods for

treating cardiovascular diseases, Alzheimer’s disease, obesity, diabetes or inflammatory
diseases involve a therapeutically effective amount of at least one substituted pyrrole
derivative of Formula I and, for example, etofibrate, fenofibrate, clofibrate, gemfibrozil,

bezafibrate, ciprofibrate, clinofibrate or theofibrate.
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t herapeutically effective anmount of at |east one
substituted pyrrole derivative of Formula | and at
wo e@3nsose fibric acid derivative/fibrate. ThePCT/IB2006/003152

conbi nation products or mnedi canents, pharmaceuti cal

conposi tions, pharmaceutical packages, pharnmaceuti cal

kits and met hods for treati ng cardi ovascul ar di seases,

Al zhei ner's di sease, obesi{y, diabetes or inflammtory

Hseanfs |1y effective amount of

Tﬁ@eastn%%é%g% 2 %H}%dggﬁg %n%a&‘l‘t{fgf?c{?@oé’ﬁw%r nul a
pharmpcegtich! phdragesy a}mdnaceuﬁbaiﬂhﬁ axtx@meﬂledl@folr ﬁ’éﬁtr@ cardiovascular

rate, .. em‘lbr02| bezafi brate, ciprofbrate,
dlseas‘% %Z&’F‘W s, P%B%r&i‘%ﬂtﬁ&@s thuflapmstordissssep yaliees or

therapémd:albyﬁéﬁmﬁe aiRbait PR eElodd 64 s&@t’fmﬁa;p&ﬁ%%envahve of Formula I
packages, pharmaceutical kits and

ceuti cal
and, fdgg "Hg&§ 4t dast crnéétlﬁﬂﬁ@e@msme@ga@c (hg pomibinetemsoducts or

di :ﬁh ah £ Rt or | f | a
mede di s ea? es |ar§1(\3/lgic\§/1§%§$to her abgﬁ%fmcg%uﬁpﬁ fei ?l% ety v n%ﬁlfﬁc%ts
and methodsdamstreating cardiovasctlat éxsleqsw, notleimkats dissabe; ebasfty FaitaWsar
1nﬂamlnaﬁﬁlfI dls%eﬁés @gﬁgpa g}eragﬁutbcrag go 1%8 %%h Sk e{]cgng (seubstltuted

yrrolq)dtmva‘ameemﬂﬁoﬁ:mhladaﬁ@ Ofvir ek Qfisle, HHIBdIPRE! elldhieﬁﬁhe Ja5KBeeS
kl ts_and nmethods for treating

lacidi gﬁaﬁ C@éeutl cal
Py ST RO RN MaRidimping haudiping) oilnidipige. fglodipsr@ab@nddb@ﬁlamn,
fendiligd, aRQEBSnG rn1ﬂ15li1bﬁmfvgﬁl¥1ng' Iﬁ&@rﬁﬁpclnc% %Ys% #{}Zlngf)r nlfedlplne.

therapeut| cal Iy effective amount o

sltlﬁ%%hﬂ)ﬁ{aﬁgn Bﬁ()ﬁﬁ&l} &r ﬁ:lF b2tk ﬁhﬂ'fnagé%lru c%mg051ﬂons for

exarrpl e, anml odi pI ne, onmeri zr | Sra
pharmgcgeticg] mqkegesJ rhatraatiopticad kitsvendi miétho dsefor ﬂmmngl caidfvwascular

discasc A {bRLDBiscl, R BioBER b lrohaony poSirphyave o
therapautltalbfrﬂffepilmmdunsof dilq@istheQubddititedipatdl€ derVaBive of Fonlnula Iand

f nat p ducts qr nedi capents, pharmaceutica
OSIHOPJ:‘@%%%OPF &8 Pnf) fePoraeRb trerdglansikoRigad, Q%mﬂ#ﬂ@émlmbl
enalaprkl| 8&a@idcal pgip'ﬁ@ Afcél ok B@r%ftnﬂgTﬁga&gﬁﬂHﬂﬁﬁ ﬁ oreases,

Al zhei ner di sease, obesi etes o ammtory
medicagyeats qrlesmpgeytisal éorapqsﬁmnapénnnmumcpl pidkegs) plmnamumctal kits

and mef‘HodL ?(ﬂ'sntea ca‘f’&ip%ts Jlﬁgcﬁgeape\érﬁpzherrﬂ%g’r ?/s%etlslte,e% rd?a;’betes or

and f I Si noprii
1nﬂamm¢tglfydb$ea§ﬂsmhvolw theapédticaltyueffe@five hmowr of MAk4e bllle substituted

nal april.,. del apr aptopril, alacepril or
pymolegGiy it of Forpi e P TP piaaER SPbT G beER & losarian.
&H%F eut|cal osi tions, pharmaceutical packages,

AT BEHITCBPAER mgramepis ophermaseutical spmpepitions,
phamaeamalqsaaﬁa‘g@b PharhaseREEBlitsAhd REKHTRE 5 tfékﬁﬁgﬂ&?dm%‘é&h} Y,

di abetes or inflammatory di seases invo
diseases, Yelpheyaer § ¢iagars obesitycdipRatesaarnffrmmdtonyt discessstinaie: a

therapeRitay leFEttRA fq O Ja
rapeexan% ee 5 aggl)pﬁtgclrﬁt %‘?{%’c (_c))\ég% bsteltu? rwggu(ieﬁat(we oq’Formula I
and, for] QZ&S@pleaWebmhbl wrdsulnhtarcmmom,mhmom bRfundtd, KeaiBIM, Hevantolol,
b1sprolcﬁ % q%?olftgu%gllno o?%r% | Iol %utoﬁlolol carteolol, carvedilol, celiprolol,

cloranolol, labetalol, levobunolol, mepindolol, metoprolol, nadolol, oxprenolol, pindolol,

satalol, tertatolol, tilisolol or timolol.
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phar maceuti cal packages, pharnmaceutical kits and
nmet hods for treating cardiovascul ar di seases,
WOL@nes418y ' s di sease, obesity, diabetes or i nfPEnmEROEV0P3152
di seases involve a therapeutically effective anmount of.
at | east one substituted pyrrole derivative of Formula
| and, for exanple, acebutolol, anobsulol, arotinolol,

atenol ol , befunol ol, betax {)ol , bevantol ol, bisprolol,
[ butofil ol o

bopé BsRbiRkt | ol nitrolol L,
cart eol olﬁ%moél gjr1l €/e | IOgIn?edgcéme%trs’oﬁhﬁ‘f}ac&?%% fgnRysitions,
pharmaggyicaliperkagks pbiruraotwical ki phd detols fd?%@liﬁg%a@diovas?ular

: L. _oxprenol ol , pindolol, satalol, tertatolol,
diseas 8 A0 raor B R Pty et s nfleensory cissanse amoive o

therapewtitiai g affedtive apbanttaceMhd 6ad sUbRIFRRA Ik HBR en'?fative 05 Formula I
IS an

and f(#g?‘r ceut i Cf\l packaqes, . pharmaceuti ca ‘
’ FBRIS: 3Besualeetinedpl cdapintasples donagesivliisdmsmB, naftopidil,

nicergf¥id) fial®¥in, SarHi ISR 6 tridRESL Y, di abetes or inflammatory

di seases involve a therapeutically effective anount of

athd ®RaHinH [ e derivative of. Fornul a

I }zlaér]d, f%a?lagggdrég e,0¥ %%ggﬁrﬁ%lft%’%g?%qafﬁﬁcg\t ComPLpBrSzol e,
pharmegeyticed phakagésnploarmatautical &fits apd withodsoe B4Rl cBRliovascular

. r i Nt ulgsin of .trimazqgsin. The conbi nation
diseases; Afphcinier's AR Qkvibnlisbelsh oF i swiireu RisewsipBIPkE ons,

therapgiigalivpeféutive ahopn ok agest oRNAbIRERY biCAk dkiidRiveBF Formula I and
s for treati nge car di ovascul ar” di seases,

at leastmet E}@d ; .
NS UF AEfsgaygs et s Lhe ensahinatipn peodubis tos sedicainafis grharthaeytical
compositisRR BREIABMBNGaBdzlE Lgald chilve pamount  of
.at | egs_t gne sug_)gt i%gut’ggﬁg%trc‘%%?!él %tgr%lﬁ{l/g}e%hves g‘?rr{%g'i“?ﬁjl a
cardiovasgiflar digeases aAlzheimer’p diseasgoibesitye diabeits @rihflanki@tory diseases
involvE PR ' or i cament s, .pharmaceuti.cal
ol DB AT B kDo Bl T B ] BB ST plctt ot
Formukej!Itagd,sfodexametphey dhofestyrantife colRgrigoRcdi @ AdaH] RobEHoP 6AFERmic
acig. A zheiner's disease, obesity, diabetes or inflamatory
" diseases involve a therapeutically effective anpbunt of
allh I eagt one sybstituted pyrrole derivative of Formula
I 18 O PR oRradtEOr gthsaEsnisy plirmaceutied] esmppwitions,
pharmaceMRaEp6ekai®s, M QRIEHMcaPLitd tn O dul id. The..
. conbj nat i,%ggk grhoduct_s Cg.r Freél?g%értr@rﬁigg%q%%g?%rga?glﬁf’?sggllar
diseaseg, {Hplamer pfiscasp ihesitie diabétesdr infkages), dighsssinasud i cal

th kiidag1va t eat i .cardi ovascul ar. di seases,

crapelicety RS R SO 1R o GRS Gt Rivd ooy end
at least ghe acyb €9 Al -nvilest@olact henfpss inleistdr YA ehlTaahibMssprant  of
t .one substituted pyrrole derivative of Formula

combin?t(ioa# npggcz%ctﬁ ring 1(@Héen§cg}l]13r@6(ﬁutlgq{ §P1BRPHiqHS, pharmaceutical

packag@CyldrmactineitA ks hithinbihb® fof AéAThglc ii@agﬁ'izﬁ)diseﬂ%?,.Alz%leimer’s
disense SRR nat lon products or nedi caments, pharmaceut’i ca
se, A {apgﬁ%(’)r 1Bﬂgpm@éx|ﬁ1is@ag¢s involve a therapeutically effective amount

of at least one substituted pyrrole derivative of Formula I and, for example, F-12511 or NTE-
122, '

The combination products or medicaments, pharmaceutical compositions,
pharmaceutical packages, pharmaceutical kits and methods for treating cardiovascular
diseases, Alzheimer’s disease, obesity, diabetes or inflammatory diseases involve a

therapeutically effective amount of at least one substituted pyrrole derivative of Formula I and
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packages, pharmaceutical kits and nethods for treating
cardi ovascul ar di seases, Al zheiner's di sease, obesity,
waolc@beseg or i nflammatory di seases involve a PCT/IB2006/003152
t herapeutically effective amount of at |east one
substituted pyrrole derivative of Formula |I and, for
exanple, F-125 11 or NTE- 122. The conbi nation
products or nedi caments, pharmaceutical conpositions,
at leaspbﬁer ém?é?,f&dl%ﬁé i cal Kits
hods for treatl ngﬁggcrndl o%gg%lﬁ f‘lmb]i’rgglé%t%%r me‘gcamems
pharmps;ezlﬁgal irempesitdonseplsenacbteil pquagTsaﬂﬁzl??c@flcdl itk m&@f)&s for
tr nvoI ve t.herapeutically effective amount of
eatmg RUR Eoulal HRedsgs A ehRmE S P58t @ ?fé% Jiakstepeor dnflamanatonya
dlseasd:s 1aV[da¢ a ﬂ&ﬁ@buﬁtﬁﬂy effedtiRs LRheht T Qﬁﬁﬁﬁtohé’ghb'smkéa' dyBble

d f&g) Hn products or nedi canents,
envaBY}ea? fobFsaRle $7sHmibephar maceut i cal packages,

pﬂ‘?r naa&eutl cal kits and nethods for treating
HOMPARALGP RFodypts epmedicamenih phampracentighlsmageositiobesi t v,

phalmﬂieaﬁ’&tl BSckabes Pﬁ ?&%é’aﬁ YitdhREas8 ?g Sfflglé&eﬁ\{lélg Sprdigyascular

t her apeut | ¢al I Ve anmoun
diseasagy plzhpimer @(ghs}ggﬂer iesityj@iabetas byvimflafimaniyrdiseasks @Relve hor
onbi at i on products or

therap%@ﬂ@’a%g%ﬁ% A4 ?%%tgiﬁsf Qg su gﬂ:btsgp (N[ genvatlve of Formula I and

at leastiyina larmqumtglmbmtbaxgkﬁgﬁﬁ ex e, RS sbitdizidd etg%nt@mi’AR agonists,
sulph hod for c{‘? eatin ? car di ovascul ar di seases,
p 0% ilﬁeeais puag §ZI§1§§ ucgpdase yhibigira iR mhibiitofs GhPrdtagoyists
or mixftSERGEST. | TR WD irditibh B | & nt of
at. | east one s?u ét |lt u? 039&5%#%lgblké@égﬁt{igﬁh\r/ngc%ﬁn%gr nmul a
Compoﬁltl%‘ﬁdplﬁrmp%ealﬁﬁalwﬂd@gm pharme caitipal ddtand mgﬁjbﬂs folr @eating
di Vgg@l I S . Zi [ PPA n| st
e ezt tmB D e o B o arcoidagiary eases
mvolvq ahtﬂiﬁlbptlmcsl,ly EfRfetivd/amaonnit b hidesst GhdSubstagRa ;p§1tr§le‘21%n'vative of
Formulgﬁ xyres t he eof .. The conbi nati on _products or
et rgeeﬁclaglp eer%{[r Biqelitazons, Fﬁf&%ﬁt%zioﬁ‘ﬁ glibenclamide, acarbose,
miglito] Inaglnlaae kb glivlkse, Wﬁ%%ld@@ﬁfl’a&l@hﬁlh giutuﬁe aa'i]lglgon CIC-
1131 met hods _for treating cardiovascula
OTAPL P ABEreRE. i sease, obesity, di abet es or inflammatory
ikseases i nvol ve a therapeutically effective anount of
° frBpatipneradistdrmadisdmeytsy maematentiosh tangpostrtonsor mul a
harmabeu@ig4l, f a itazo
pharmat el ol Slpc SRRl Gl meliod?tyse B8 csrsippsentr

I'OSI

dlseaseanézh@gngfs diseagd, |obmn§r dlhhé‘féﬁﬁ Bnflanithaled! dighddd involve a
1131 or m xtures

t ClC
e ST B Lo et
and, forpliamplRroas bl fate SI-PITIH@éFptEIteQHE"lblt@JQ aﬂaﬂ@t‘égﬂr@ al%’% 1@%946?59 s,

bg armaceutlcal kits and nethods for tre
carmabiaolfl ania gty ra¢oninamh hegan Nlmmena@iepgc &cgmasﬁé -agohiesj CYX-2

inhibitofhl 8BbESyeRhask Eﬁﬂlﬁmbﬁé%h%é&&is%%v' inh }tgr% fivp inhibitors,
TNF-a inhibitors, caspase inhibitors, p38 MapKinase inhibitors, VLA-4 antagonists, PAF

antagonists or mixtures thereof. The combination products or medicaments, pharmaceutical
compositions, pharmaceutical packages, pharmaceutical kits and methods for treating
cardiovascular diseases, Alzheimer’s disease, obesity, diabetes or inflammatory diseases

involve a therapeutically effective amount of at least one substituted pyrrole derivative of
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t herapeutically effective anmount of at |east one
substituted pyrrole derivative of Formula | and, for
we@mobgsone or nore 5-HT reuptake inhibitors, PCT/IB2006/003152

pancreatic |ipase inhibitors, cannabinoid antagoni sts,

reconbi nant human ciliary neurol eptic factors,

B2- agoni sts, COX-2 inhibitors, 5-1ipooxygenase

i nhi bitors, phosphodlestera e IV inhibitors, MW

i.nhibitors, TNF-O inhi bi td caspase i nhi b| tors, p38
Fom“}aé@c}]ggcg(epﬁﬁlfgp@)ﬁt@e ﬂ‘HQAetzpeaﬁﬁl‘%@ﬁ1 %‘ngrarrpsgq; orlistat, rimonabant,

axokiRd) LA SFo?mBferd]] itdiGRe trﬁ@irﬁ@tferena—lhﬁar@m Raide@ib, rofecoxib,
prOdUCtS or nEd|CanentS p arnﬂceu I cal COHpOSItlonS

zileutprh atrelatosucilamailasp a@ﬂhavgéagt bptiraasted (BBt Mpaharknastat §AB-25 16),

S
prmo%?stt%zg%iﬁg@ gAiyzgisg%éc ﬁ\ﬁi‘?@%@{x%rg%b SRRGRept, D2EY, SRP 571
pralnath e {¥ e 40)) Wol- V45, Bmhwaﬁewméﬂ ySBefZBmﬁS; vlefrimamt it faot,

e B R TR, PLEARY Shledfed Lo ] FErS

therect) QUhixaFbd@eredf. | | Stat, rinonabant, axoklne al but er ol
fornmoterol, terbutaline, netaproterenol par ecoxi b,

vahd ?e?ﬁx'bgidlowQ&QQQ His@ase‘z hd REd R&em@@fe%l ks, taﬁ?ﬁ disorder in any of the
cilomlast, roflumlast, batinastat
Varlowrtﬁra%wadlo(@sﬂmtﬁm pmiqhomdmp Qf&@%@w lopAyessels

onodiPA88g 3 ST Gyort hi J o5 AS Bo EFn FR

intendsiMe b/ 6ed forSBe tr%ﬁﬁﬁﬁ)r pu:cb;ﬂn&/}akisaﬁ tiseasp af disdrder dfilctatt zﬁ@lrdio)

and tl‘;&ecf(sgg% or 158Ff{§:u8€f)1109 Y?s§ | ngcgl?agtggs e?@wgpﬂgagcﬂovascular

diseadeNRIIQRS but BAEndtQInitedGa) ficAYREEHIR hthdiocsE1aDEis, 18P etéhfidsterolemia,
herein refers to any djsorder in any of t he "vari ous

hYPefbﬁlldﬁ@l%hm&#m&ﬁ@@%laaw@%g@fﬁﬂ%% Rypetensiae S@Iﬁk%ﬂschemla
SRS AR LR LRSS 1 Y QLU 08 Do
infarctiem,@ewbaiﬂ enfrantmn g cirdishmiagedcflarditehse, bstegrtonessiy, ogigopenia,

angink BN Qute R TG haPell bl ood vosgels

R s e TR vt PR R e Behaton, it
genotﬂiJ&rp@&edtﬁfd&hﬁacteﬁy&em;emm&h%@kﬁm Alerdly pR¥ckdspk dﬁ{ﬂoﬁm in

perl i poprotei nem a, hypertriglyceridem a,
the arhsﬂsb pt Blamgtionsacaleanilaimption ehiropie infmapaiony tespitatery disease,
atherd%bl%%@éeres@ﬁéshsog fuﬂ{i (%Pﬁrdlﬁ{glgfh‘%ﬁ% %to ‘Ecocie%%ﬁt‘{s BGA% Shock,

di sease, nyocar infarction, cereb I nfraction,
rheumayaid artlaiités, mﬂanmfarydmvva}dlsﬂhasaeaﬁbmrwowcmbn@éusgse pain, ocular
inﬂarré}sl%‘ccg Srpocg sPeége’ ﬁ:ﬁelpagltdésrea € E ]?g Sl’(l_:)l?o ;/G d?%% aslé‘nasegggbc%’enay, Peagmhal
eosindphiled (FED, @fu&fsﬁmhl&e@d%yivd s@@%ﬁaxm Qﬁl@hgdabmﬂaﬁm&ndry disease;

genot ype enot pe characteri.zed. by i nfl ammat.ory
Tuberglogie ignie © Plo bt Betrellegiton ifispoisad Rher BRfeApaggnioses, and
any ofh@f ﬂnﬁﬂﬂﬁfa’c&? dis84se! @nbiftibh aAMBELRBype OB bRGHoEype that can respond to

| ammat i on, resplratory dlsease
the modulatlon of disease related gene expression in a cell or tissue, alone or in combination

with other therapies.

The term "pharmaceutical package" as used herein refers to any package useful for

stable storage of the dosage form, comprising (a) single pharmaceutical composition
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at heroscl erosi s, restenosis, asthma, COPD, allergic

rhinitis, atopic dermatitis, septic shock, rheumatoid
wa@edaoios478s, infl anmatory bowel di sease, infl anp@r/mB2p06/003152

pel vic di sease, pain, ocular inflamuatory di sease,

celiac disease, Leigh Syndrone, dycerol Kinase

Deficiency, Famlial eosinophilia (FE), autosomnal

recessive spastic ataxia, b ryngeal inflanmmatory

com 1 Ta] 1 mourn nol
T LT H

Br onc
least onp dyslipjdentit egent rahh(aiimm o ¥ntiliype@BRacrfioAgért ] éri:lﬁrmflétﬁinﬁtory

eno e,or at can res ond fo
agent SERRIBERlQP 08{1 i igedienrdh pb@ﬁ@g@%ﬁa@s@cwablﬁ ogyriers, ot (b)
a first phdrlna@éfutfbalsc‘éid@omﬁb@&ﬁn}ﬁ{smgrh ﬁ@ﬁﬁélﬂi%!ﬂw lbgalﬁ&ﬁﬁ of at least
erapi es.. The term "pharmaceutt cal X
one S“hgi't@ieij\ Pyl @“Y%lvarﬂptlpn@k/atggethgeﬂﬂm a Iﬁhann&teabctaélystbmpaxbhe
carrier4 sdcBfd FRERAYE koA Tom g%ﬂ?&l & n%)at f'ea%%wﬁ ély%{wéclﬁn?lg A8

phar maceut 1 cal conpositionco
antiobesityeeitantibyrenglyesemad ageht, bm&sﬁlaﬁnﬁt@yl@géﬂtfou hettuRy tHeddoF,

optlonglﬁy foé%éérl \?ﬂh f)aha | g%?l ?‘R?’Sf ﬁ@g&#&gp&c atpgglgage may, for example,

be a glagst plasticf ktﬁmaﬂombha@epackor m xtures thereof,
optionally together wth pharmaceutically accept abl e

CHrertbm{ Sphaftacetticadkit'l dsSisePRAEHBERM ) G Rt GRIRGR (;a} QE‘ingle
h I‘ISI ng a. therapeutically effective anount ©

p "“’mﬂ“’@a 2l gorapestiissrcomprisiag pyheracatiendlyietfactiveemanpt ofom zaabtwne
bstithte@ BiH&Ie d¥hid. prable.carrier, a

PO secg%ﬂg phar ﬁ%ggu%?gﬁ%gﬁ%h le’!nyc a%%on’parn?ig#%ﬁ Yat | east

antlhywﬁgywmm @ge@j@mrm m@emmatcmyl hgdnksaﬁlrﬁlxtur@rthereof optionally together

with plﬁ?ﬁﬁ%‘%{lg%ﬁ@haé& ?ﬂg'le ca ?erg:%?slcg)glpg g@%lﬁ%}nga:agqi a COI%SI?IE:I‘ 81[ (b)a

first phphmcaﬂmhtomlﬁisitﬁonaﬁﬁl@ﬂﬁlﬂ@ h ﬂle@?feﬁﬂlﬁll? eff&’tﬁ/efiﬁ‘ﬁ)lﬁﬁgﬁ af st one
ass, plastic

S“bS““BF‘i B nﬁ%&‘i@“"*’rtﬁ)@“%ﬁﬂmt@w Vb abemapitienly a@spnalgle @arriers,
a seconld@h@inhce@far &ﬂ&sﬁloh'cBmﬁﬂﬁhgbﬁE &gm&‘a)dyﬁlpﬁe%c Sgents,

phar maceut i cal ‘conposition tonpri
an’ﬂobeélﬁbé rAPBPCr 2 wapypicefetatsit anﬁenﬁmmﬂor;oégeats oIr edsiiresfigereof,

rivative; one

opion R AU S By 205 Bl ppmtonand s
containgydie pxesmhmg nififrhation tfor @kaﬂ@&n Ry fcluliephbin@odNREEQRS |
eth har maceuti cal ly acceptabl e

pharma8Bh LS e SR ol Hr iR OF S a60rs Stinafe dosage or

adverse(dffec fb esichiphp@ceRERN The bnt&RBPAThd lhpﬁ‘ogfag?fneédsr}gr &parating
t herapeutically effective anmount of | east

the firs, §F?WP@W?‘F@P@WFI@QBS Tbs copainanady, ortaxgeplesbe a
dividedWoktlt &*a%&aﬂ%ﬂtph lfgr &%ﬁlﬁfg Blﬁ)gtgr % ak riers, a second

phar maceut i cal congositi oh Conpri P8 rig one or nore
in besi t antih aem c
0 4 PR oy 0 T8 BT e

embodigent; e siagleyphaogpetttenl varposiioa rcompAsihg 6EAkdsy oRCaBPRRH Dyrrole
denvatlgggl{ci oenreso’r nPorrg a}gsrhlplbdemgc égr(]egt%r &Ht}o{)gs?ty,a gn%h?perglycaemw agents, anti-
inflammatory agents or mixtures thereof, optionally together with pharmaceutically
acceptable carriers. The combination pharmaceutical composition, in a second embodiment,

refers to a first pharmaceutical composition comprising therapeutically effective amount of at
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contai ner. The prescribing information, for exanple,
may i ncl ude pharnmacodynanm cs, phar macoki netics,
w0 p@i7o5t780Nns and usages, direction of adm ni stPEI/IBM06/003152
war ni ngs, dosage or adverse effects fo each
phar maceutical . The container in the kit provides
nmeans for separating the first and second
phar maceuti cal conposition The contai ner may, for

least (ﬁ?é@ﬁ@tl@lte(pﬁyrﬁ)lgﬂéﬁ\QEQESé% n%lflf{otg(ejtb% w@gﬁt}}l%:qlgcﬁ% lil%/tacceptable

for exanple, blister

carr1e§h%§qqa%phqr@laq:eu@mompmlmﬁ coaqarisﬁlgfibnb ef Bloft dyRfifiiemicgents,
har maceut i cal conposition

autiobll] ?‘?@ﬁp‘% REk seyfandun] RUPRIGERRSF Pomecterethorenti ve

Optlonaﬂ}d thﬁéleDWIthrphah‘rdyeﬁitllcﬂl}d@%ﬁatﬁQ@J}ﬁ&s mtgeg e8ih¥omac eutical
.agents, anti inflammt ggem%

i h caem
COmPO%QIOPJ?gE ?‘%%’rné%@fre Sppitereansly, sepretehen quuenually
pﬁ ﬁ*ﬁ%ﬁ u% Ily acceptable carriers. The conbi nation
& {f ? SC@Bﬁﬁ%@iStlnmtlom Arephemeoeuticelip acticpeble salts of

compduﬁﬂsﬁcﬁﬁ?drﬁuﬁ 1f ITthe bhﬁﬁﬁgaﬁ% a# ?%lt%bq Q54 cflmf o example,alkali

corrprl SI ng t her apeutl

metal fee, sqdiygp pF mt@erqr@H@hnkeeaWaﬁetMG{ag Bﬂt:lhlﬁfkﬁf%égnesmm) salts
dad [of ally acc ptable carriers, a
mea g%gg%ﬁl?s \g%lﬁgceu flﬁ%)g segHcally Asrapéabliaciheddition salts

may bmﬁar@@'ﬁbmmmdmrgmmgﬁabﬁfro@rahlo%hgﬁj dc¥d. Example of such igor anlc
%ent s, anti-inflanmatory agents

h
acids 11?(!1‘154 ul\r(lgc %%%glgﬁge]dg%% gmhhogc,t}wgg{bmlcyh}tdtmmdlc sulfuric,
phosphphiancidaadtike ﬂﬂpﬁ}ﬁﬁ?&ﬁ%ﬁﬁé @m&aiﬁ%lhgg gut nol? ?1{11%@:820 1}?hatlc

I on can mnls

oaarmceut i cal conposi

cye Oa]_gﬁ if- 2507817 hsterogygbiss W@th@amismﬁbmntciaabdsy)f otgaficWdRE such
formiot t t yention are

as, forrlc! d¥efic, pli’(?plérﬁf’ %ﬁccg{l:lg e%#fcsoé Eliconic, Pas’?? mo@ﬁagc,of

phar maceut'i ca
dihydrqxytagigrie a¢id, citye, z;sha]bmaghauﬁnoﬁlal hyleRCR@RERDbRuSRl dspartic,
(e.g., sodium or

tal
glutamfcnﬁéngglg aﬁ))jchramﬁg,l Irﬁ%prfﬁéa]écafﬁg,rp hn&rg}fybe@zogc phemilasietignnoandelic,

embonln@@mﬁﬂc)um)at}ﬁﬁéshﬁ“oﬁﬂ CErinshedlfolie, Babt sﬁ%on?cc 'pgrg rmtgases
toluene ugf %rgvghar ceutl cally accept ab aci d di
SR WEYphasarEnie, sefaniis, stnmorgalngamc,dmtaalhmoiybamlc
loheail d
B e i talbct R AR e g S0 G, T, °°
Ph(ﬁﬁl@@éhﬁ%]ﬁ» achy aﬁglﬁé Béjse%ddlﬁgxlx Eté In%l%cf) ga.gp heg{fltt W%{:eldgclo %‘;‘e‘ﬂalhc

| i ke. Appropriate organi C aci

salts made iopreajuminuna calohat, 'hdllumymhmlsl'uﬁhpétb@mrﬂ rsQf@ i aﬁld zinc or
c and sul fonic cl asses of

organic Igﬁ{s%e%:ey A ﬁgmgig}{] ge%)é éa{ry At Tﬁ{t@ry HBmes, €yclisrampines NG’ -

gani c ach

dlbenzywmfm&dﬁml@ ¥ElBtdpfocafile UHBNAE d art ar '
i&\éﬂ f’ﬁ tart arldg acid, citri clzéﬂ?agléfggl? hyf:epe%ﬁ%ﬁ

procaing anddthe ik¢. yneri ¢, pyruvic, aspartic, glutamc, benzoic,
thranlllc nesyllc sallcyllc p- hydroxyben20|c

hh) Weﬁ%@t"?%wn tsa drdlides vatiroi scofepmodiugy of the agents disclosed
benzenesul foni c,

erein. Ld
e e s o s S B AR ral St oo serastupdovhish

pant ot Heni ¢
are readiy, pireynitiblecin vistogatoi the reghigeidotapold., ToRVEHRRNIPO AL for the

selection and preparation of suitable prodrug derivatives are described, for example, in

“Design of Prodrugs”, Bundgaard, Elsevier, 1985. The present invention also includes

metabolites, which become active upon introduction into the biological system. Where the
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cycl ohexyl am nosul foni c, gal actaric and gal acturonic

acid and the |ike. Pharmaceutically acceptabl e base
w@adai7seore salts i nclude, but are not |imted tBCT/IB2006/003152

netallic salts made from al um num calcium |ithium

magnesi um potassi um sodiumand zinc or organic salts

made from primary, secondary and tertiary am nes,

cyclic amnes, NN - dibeniylethylenedianine,

A T
the coxmpewelstacadndﬂﬁg F]d mnerﬂioﬁ@ofjsﬁﬁ‘d tlwd)&ﬁ (rjﬂbjﬁé Blhifh] bérfier§ GRBPma

ugs of the agen i scl osed herein. In general,
addm‘ﬁl?@ ﬁ‘gf&&f{@ﬁ?f%nvqm ol ot igamary nd eenses birelee are
encomPsERO Wik, th¥Bdopb ofthe pfe%@rg'nll\)énﬁ&{‘ ﬁ{rtﬂeﬂh@re W o}f % d ({}%s(%alhne

the required coqgound Convent 1 on proce
forms &x|capppwids daspripe b@ﬁlatm@rﬁx@ﬂt aspolymbipbs pucbzde lugzluded in the

Presenfj {r%{gbl)r{tg;gnls M ﬁ%cﬂfléé‘a ggr?i [)f %? & evf Snd§ ?@%@Le%eéelﬁ éjﬂlg‘n socivates

with wnatw élrﬁ ,|}rydraa¢s$ ar wmﬁhmrdmgametecﬂbﬁits tRwh svlthiedak@EBMAcompassed
n |ntﬁoduct|on into the biological system

within escgp? pt@%?ﬁﬂveﬂ} @ have at |east one chiral center,
VWere the

t accordi n exi st as enanti oners.
e R Par RS e i s SeLe Tk et g1d one
or mor€ kiv§1RideB@ D b @dngs, aktiB¥sifBYr ﬁ@lﬂ&ﬁérgl?@e{eh}fc %%Jn?st 1%? inflammatory

di astereoners. AU such i ndividual 1 sone
agents OF BHHECE éherwércgfs@naéatap@nm@mm agstd@asv\memuhstmnred psmqiie

derivat®fe dnfl®nP Bieﬁlgif:]etd sf% OhicQ entk, Uks eeéygr % B@F?@ﬁﬁﬁeﬂts

crystalline or c npdun S
anti-infahmatozs agmtsymmpﬂuses alndecdmenyi bealuligieel fdr k)raﬂ hﬁr@ft&&lefbblcal
sone t he conpounds

it
transdéal%‘éféﬁﬂiﬁrbg éﬁﬁboﬂ“eu ﬁgl;l)%(?%frl(?ﬂ way 6%{'0 uwtefiﬁo REovide 11(n|'meé1ate or
sustainhy ek € 61 the the@@ﬁﬁﬁkfhdg‘éﬁ@ ? Ehﬁ aé&lgsVd’eg%rﬁoed %HI%HI clsaﬁl peAftnistered
wi t hi ]

Iso asse
alone ‘%“Wélﬁg‘?n&’f? Y%ﬁéd%lilmﬂﬂéd é%ﬁb%s%mﬁ%mvvé msm‘tabnlm‘g)hannacemlly
acceptébm@cai’h@stTHe%Eﬁg“ﬂMﬁﬁ&leﬁtlﬁﬁ Xc% Jca)tg% c%ﬂger’oﬂ?ntendeﬁqo include

dysl i pi dem ¢ agents, anti
non-toxiptingry pdidgsepuissehid or higyad ﬁhiﬁr dﬂlﬂmnt Ienédpauﬂﬁmiglhyteﬁg&ﬂtf&nﬁﬂatlon

awmha%hﬁ%ﬂ&@? Jlhereof, or separate conpositions of at |east
tituted pyrrole derivative and one or nore

908l KA OSRoRRE o A R oh Fiow Phclyeeeepresaisbletss bl

powdem’gnahu]ree snd $1@pediorieR FoP1igdUbind BleBark®n, MectivPSRuRH @hn be
ical, transdermal adm nistration. The conposition

mixed Wﬁﬁ atlgast gRoTer Ridrmaseplically gecepiiscaipienber eaueraiivheas sodium
citrate, ﬂﬁ:laﬁﬂﬁﬁ H’Jsgﬁ*ﬁ@ at A& @ﬁ’l@éﬂtah X@Q@é?%ﬁch g@ﬁlrcehg ?a%%o%% syeTose,

descri bed herein can n1n|stere one
glucoseg gygapigl fapd @écmmdnbmd@s eu:chaas canbomyimthylwebulmd, blgtates,

eelating AR B o AR ng el ooPhof e
calcmrrt arhaonateup@ato starch, ahglnlc acid, certain silicates and sodium carbonate;
absorption accelerators such as quaternary ammonium compounds; wetting agents such as
cetyl alcohol, glycerol, monostearéte; adsorbents such as kaolin; lubricants such as talc,
calcium stearate, magnesium stearate, solid polyethyleneglycol, sodium lauryl sulphate and

mixtures thereof,
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non-toxic, inert solid, sem-solid or liquid filter,
di luent, encapsulating material or fornulation
wa@eooriosesy of any type. Solid form preparati onBCT/B2006/003152
oral adm nistration may include capsules, tablets,
pills, powder, granules and suppositories. For solid
form preparation, the active conpound can be m xed
with at | east one inert, pharmaceutically acceptable
exci pient or carrier such 4% sodiumcitrate, dicalcium
phosphate and/or a filter an extender such as starch,
| act ose, sucrose, glucose, mannitol and silicic acid,
bimetes ef eppstiesa inbledy, bdley e Epspee Eam mibaeo compyiss Aplering agents.
. . | )
The s BionR ONE Kl RIS PRI o] 8 fare AR fiting and
shells caghsreateeic cpaingtand sther cdatingd weji hiovrainith ploembesutical
i.licates and sodi um carbonate; absorption
TePErators such as quaternary anmoni um conpounds;

tti agents such as cetyl al cohol, cerol.
st B Sttt Sreneomiliriad et HosHFaER kaliysgocptabl
emulsfdh§SoRSioh AuSpenSidhg is%vkﬂb§§rﬁ13éli§ﬁr§., Fémgpesfouipsdpaadtioh Qctive

sol 1 d pol yethyl enegl ycol, sodium | auryl sul phate and
compegngtismeedivgy weer erpteiselvert, solyhiliniegasepisiind eaulsyfiary such as

OB Dy |8 GodBiE fuehlyi 91cBEAM Gyl

eyl YL 3By TR o RERIE focls LS AR B Y ey
benzogteaprap @enacglpcdbel , pbeiykne glysot; Hinttatfongamivg, eilseFuoh as gettonseed,

s.enteric coating and, ot her .coati ngs [l known | .
erouniiiy s et b dtor Bt 10 ey FFuer o sorbitan
and mpfteRafRtdo®N for oral adm nistration includes

pharmaceutical Iy acceptabl e enul sions, solution,

S BSHERShaP8ilushiy, tHeDraREmBbdidd Gn aklindlhdpidfhivias Ruch as wetting

preparation active conpound is m xed with water or
agenty, EREISLEYBHIRRERRTS, SEHICOHNE RSNy SHEFATNRE 3858t etlatoang pggogs and

Heho.as ethyl al cohol, isopropyl alcohol, ethyl
pmﬁm@a%bgnate, et hyl acetate, benzyl al cohol, benzyl

b . 1.3 .
AR 0500 6 kAL 816 L i
may tgrfommndated acconlimg toghe arf ushg wetablealétpersingrd vetgwramdsitgpending

| ycero], and ty.acid ester o orbi tan .and, m xt ures
sgentf HERF the 3R hBle Veniia Saf RorEneStoa (iR bt PBORL AR Melth
Ringe@@Rolatis0aldisbioaie sadlimvwamiesuch as wetting agents,

enul sifyi ng agents, suspending agents, sweetening

agRBAge fornh B¢ A6HIO 0PGRSl sdRRisthid b i@ dintments, pastes,

I nj ectabl e preparations such _as sterile injections, )
creamgcigenss S@r PR dsay PHBERISs tE Pl HERBRE drRgiches. floe At ogpound is
admi B8 SRR sB9i1d Qnlai@ndith #SlaRdaUtiAB! BcdtBRECH %@ bny needed

wetting and suspenJlng
preservatives or buffer as may be required.

formu,

The pharmaceutical preparation is in unit dosage form. In such form, the preparation

is subdivided into unit doses containing appropriate quantities of the active component.

The formulation as described herein may be formulated so as to provide quick
sustained, or delayed release of the active ingredient after administration to the patient by
employing procedure well known to the art. The composition may be administered as a depot

formulation that permits sustained release, limits access to general circulation. Such a
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agents. Anong the acceptabl e vehicles and sol vents
that nmay be enployed are water, Ringer's solution and

w0 s@r05i789 sodi um chl ori de. Dosage form for topPCHIB2006/003152
transdernmal adm nistration includes ointnents, pastes,
creans, |lotions, gel, powders, solutions, spray,
i nhal ants or patches. The active conpound is adm xed
under sterile condition mﬁ& a pharmaceutically

form B S U a0 Sl e R R e, o attached to o
biodegméqbde pilimaer. Mae tompttintl ivkomagBtef@rifa shitaifsEf1h BrmiBeon as a
tablet BL € aration i.s subdivided into unit doses containing

able beﬁ’é\e}ﬁ At wiRBeeicaiederplationgs apraperstion habrrbnases tihactive
compdrRhidiedh d8ded PeAE S tiRE Lk %ng\hﬂstfgﬁgn.% stgariﬂgﬁ: 284 89 ulation
) as to provide quick sustained, or delayed release or

15 prepaged Bicapplang mbjodetiredsbleabiverodidnontiistbsabatdapblynictie formulation
hat i I i rocedure wel L. _known to the art.

that st B B 1l O Bonk, b ETA opined eease
formutagiomirichtdegimt titeatot fimited ts hgdisk @irBAmemlRaABAosd (HIPMES),

T N T I e .
polyhyﬂr@{}@ﬁﬁﬁjfﬁﬁaldéoﬁledami@?}ﬁﬁ(;l?‘%(hﬂ%{d}&yi Qﬁﬁgﬁﬂﬁﬁﬂﬂﬁgﬁenol or

Eolyner. The conpound is adn nistered 1n"a sust i ned
polyethylereoxidepelylysinsubsifiteds with palplitoy] wgeiduesppalilectictacid, polyepsilon

184St Al . f.or ' ' reparat j hat
capro RS DG o R AL WOBLlbelst, PoREGRET Bl RuiStyae. or
polycyeherecraifatesry admi ni stration. A sustained rel ease

formul ation is prepared by applying a biodegradabl e,

bl e [ tibéegoadablied ahsmthabh@pqlpxhyﬂﬂ@?drﬁlﬁfaﬂblﬂﬂégﬁde@ Bvertime by
of the actlve

te 1S CO ipl.e.on the surfac . .
the actl Rl Bt B ity BB Gudhi hEFeEuliuansbrmomain bp human
body. By Cbiveledibhurtit i8 hriaiQhatlthd pdl@ded @formulation erodes or de%rgdes over

. hydr oxypr opyl net hyl cel | ul ose (HPMC), hydrogenat
time d\l% @E‘]F [Pt O gomiAcs Wltbpﬂf&ﬁ[i&@éq:ﬁ fgpl@dsl)@,the surrounding tissue fluids or

llulaPRtioRI BY Lol2nE; : -
celulaD R O B oy oo s o Al GRPIE R formultion b frolep down
and absesbasl Wiship st body 96 pivenohal, for expoipte biyyl ceh epnssde polgtbyphtible”

' . wWith | m I [ e |yl I, id, .
meuns PSS ML S ST L5 RSSO R 2l

gesters ol yacet al s, | ydi hydr o- pyr.ans, or

glg{eingééﬁ]nage%gﬁgqo&@ {tl%rﬁ,'%s (féé(.frmeg E‘P%H’e‘é‘f‘ g)a g@n@lét?@g fpgether
combirfeliat a bingleRidbapRES in€ off tAEYRHNHe! AAthidiSBFAAEHr QYS! LitnRarkdY sly or

tq ag@yon of enzynes, by hydrolytic action and/or %y
sequenfjg ﬁ?’e Facdy its dpsage EErhu asbarhof the sy ther apeig tre@{ment program or
regimen OB QRAL hBhBistiatiod eric ;

g]melflqr%ﬁlat_ion 51ga%S&§%9§§g¥%§§§ﬂ%Qgﬁgﬁﬁﬁ%kﬁagéb%gﬁ%gggt

routes, i#ill gepetimesegerpnauended.t h subst ances found in the

surroundi ng tissue fluids or cellular action. By

‘Thi dassgo fdratsidéstlosed harsin waabd prepatd by oryehyorRI inéthods known to

a persoB %¥Mr§gfqﬁgd {nstheb eru?kﬁqré d%soag% of the pharmaceutical composition of the

present invention may be appropriately determined with reference to the dosages

recommended for the respective active components and can be selected according to the
recipient, the age and body weight, current clinical status, administration time, dosage form,

method of administration, and combination of the active components, among other factors.
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and absorbed within the body of a mammal, for exanple,
by a cell or tissue "bioconpatible" neans that the
w@oioyoet78L f or mul ati on does not cause subst ant PEl/1B2006/003152

tissue irritation or necrosis. The pharnaceuti cal

conpositions as described herein can be adm ni stered

toget her conbined in a single dosage formor they can

be admi nistered separately, simltaneously or

sequentially, each in its ddsage formbut as part_ of

t ABe Bharmacqyiicalsemppeition eftherpissend ygrtiom @p shew p mspked

e er ent

ST A e e e
Furtherewonmiene the pha'lhretccms:alg:@rrfpositisn df the posed ilmengomdoalvpbe

sufﬁc%%ﬁ%ﬁé{‘ey vs%% lieﬁlécg ﬂset%%g crgpn]?grecgwih ggga\gnag 18?§t0 ¢ rfgr?y one of the
activedatpbhaRL41be theGideadtek s iof the@éspbittreRbRPeidntd dividdiréduded.
may be appropriately determned with reference to the

d Qﬁagﬂmﬁ@e ReLYe p@rornbe td @SRaEE iy d€E tHeWwdmbinations of the
onents and can be sel ected according to the

onp
PreselrtéefeﬁtlehtTheM@“égeaSéw Bodpstivgand de netlinit theispepecd]this
1nven§(§;‘?bfﬁ‘er 8 PIfHRIdS 6\91‘? hdBrt HPS806: l{rls%fl% sHORE RO Atily of the
mnistration, an Ination of the active
combm@htpmrdemr@edhmmg ot her factors. The pharnaceuti cal
corrp05| ti on of the pr esent [ nvent| on can show a mar ked

elther actlve conponent aI one. Further rmre Si nce t he

REGAPRE Eb R xR Bich PR et tiRe Rt Bt JQ%%@J 4"

isopropenqlAEachcwdtlipidshee adillbifics bf/ adrieionfin z&l’ﬁt‘ffﬁféent@fmﬁg‘lﬁél-
active conponents al one, si de effects of . th
piperazinegisthencey eeﬁﬁeﬁeﬁﬁeleeaw Tjde @il e@rif?éwfasrts@%vrr@ serum

albunfs, Satﬁbf Soditd dgﬁedf%/? §tflfé'EéT§q)1(§ Sor BRWHLRE i thd fel(ulﬁﬁ% th€lsion can
combi nat i ons present invention. oW ng

then byggwysedasias |cpmu§rm@ltenmen%twdﬂtaoRﬂf@tenlc¢ qudrrrghez-@ef@tﬁeet@f Anal.
Bzoch%;q.' §4? rh\ﬁenigz 00 her assay nethods known in the art

SO beu to show the utility of the
?ﬁ)}i p%%clze% &h e?t% d01 ha%g (teofg]l chgl)ééétg}r%)ll arrll\]{?geﬁit nli %g% etxtracts
of livdrlfjond Adrilundah @hﬁ&te’@ fu€ing xbmmt@lwhmmemmm fbag&'ﬂts./ @ifids are
m xture of hexane. and, i sopr.opan tr
solubilzad Bga i aacgtrﬂ%# 1@@; Sntton ﬂal H}?ﬁr@ rr’@of
measu’hn% cafll H’lﬁﬂ %&%@ﬁ%%tmﬁkﬂpﬁ% r&t5dnd R&E@ﬁ&SCH@et al., Clin.
["oride-6H20, free fatty aci ds bovi ne serum al bum’n,

BlOCha’Hdzécﬁﬂ -4711898kcyl sulfate. Lipid concentrations from
the resulting enul sion can then be assessed using
ExamplerreYledsuterment 9intderatic EnzymesRef er ence: Rodri guez-

Sureda et ah, Anal . Bi ochem , 343: 277-282 (2005).
() HMG-COA reductase activity: HMG-COA reductase activity is determined with

slight modification of the protocol of Harwood et al. (1993). Rat liver microsomes are
prepared. Microsomal aliquots in TEDK Buffer containing NADP, glucose-6-phosphate,
glucose-6-phosphate dehydrogenase, [14C] HMG-CoA, [3H]mevalonate as an internal
standard EDTA to prevent conversion of mevalonate to phosphomevalonate during incubation

are incubated at 37°C. After incubation, HCl is added to terminate the enzymatic reaction and
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(I'l') Triglyceride, free chol esterol, and total
chol esterol are quantified in lipid extracts of liver
wo c@mosehunan primates using comerci al |l y avaPCHIIB2606/003152
enzymati c reagents. Lipids are solubilized in water by
the addition of Triton X-100. This nethod has the
advant age of neasuring each lipid class froma single
sanpl e preparation. Reference: Carr et ah, CHn.
Bi ochem , 26: 39-42 (1993)2%Exanpl e 2: Measurenent of
to conpgp teingwhnipymed meyalongha3nmaney tose. Hhettenajapolactone is then

o S LBRE 5L ot Dl AR sl o
countdddiy dcintidintion @uesanRefesnee: ifaewasded ol M. diog Gem) 3413773650 s

1993i n TEDK Buffer containing NADP, gl ucose-6-phosphate,
( )gl ucose- 6- phosphat e dehydrogenase, [14C] HMVG CoA,

FIECEE SN YO
choles'ﬁ%&lumhj/cﬁgx}gis% (CRPHRES 8 Adr r3diltorydnk fhe I ¥GH BRI AR, oé' bile

is added to termnate the enzymatic reaction andto
acids andritserctivitshie detewhiped arcoulingriovth¢ proatdare ot Shefer ef al., (1981). Rat
liver a??c\éﬁ;% ﬁoﬂv? eeggvt gc qg 8‘%’2‘%? ava}écﬁ %@Eo%%ﬁ&%%@ﬁlg%érg& 1hseu|gec§ :%Dtﬁer: gguef‘éje of
the engyin®aml ieubaRdywignd- 't e cliaetasidbi 30 injn. hs3 70U mfed theytermination
scintillation counter. R ferendce: rwood et
uct,

Ha h, J..
of the pgagtien, gierol fragtion ig pyiractpg. ?Ti@%) fuct, 7 ﬂ)etalvsﬁv%wéh@ﬁ%te@f 1s

separa@PRdth eheGBRAR b TOC afidahPRBiANANAY EARRAAH kil lifion counter.
Hepati c chol esterol 7a- h33/dr oxyl ase (CYP7AL) is mmjor

Refergnegyfihgtes eyale dzkipid Ras., RRE323yA6 k¥Sls of bile acids and
its activity is determ ned according to the procedure
Examplf 3shetesminationbf S¢rumdiipidsRat | i ver acet one powder
which is depleted with endogenous chol esterol is used
a) Thtel €helest@obCholvstermh zstere iraseuri prUiystdpsedibly lehplesterdt
chel esterol for,.20 mon...at.370C After th erm nation
esteraf Thi e Ul € bRt p¥ R bl FigdEls b oCipfigbheiie
ketondlitdatiiie, hydrdgei perbyide,capichiltest @hodriddSo sapaaad etygeh dnthe
the reactant by TLC and the radjoactivity is_counted
enzymgyperqxiqase-| Haga 3rginoRistatose (4 mamepksnaeoneipkegp the oxygen gnd

togeth%f;e?itg pR&®1 fordda ?ﬁ&'c@ﬁﬁlre(d]mneingﬁ@%, Shich is measured at 515nm/

erm nation of Serum Lipids zl) al Chol esterol:
yellovQskre Stterr Referencer 411ain eseh, (ifinaf erty 37 SEW 4Dy
chol esterol esterase. The free cholesterol is then o
oouineedalihyts: cBullestarelrassaydsii (Raske Molechlar Biochanigals diagpostic kit
etone |iberating hydrogen peroxide, which is then
85Rm%%ﬁ%g??gggfs‘mater and oxygen by the enzyne

P D3 i S0 R AR BERAER IS i AT ARRASN AR han -

lipoprotein antibody in Reagent 1 binds to lipoproteins (LDL, VLDL, chylomicrons) other

than HDL. The antigen antibody complexes are formed, block enzyme reactions when reagent
2 is added. Hydrogen peroxide produced by the enzyme reacts with HDL-C to yield a blue
color complex upon oxidase condensation with PDAOS and 4-aminoantipyrine in the
presence of peroxidase (POD). By measurement of the blue color complex produced, the
HDL-C concentration of the sample can be quantitated. This assay shows good correlation

with the reference methods, no interference from coexisting substances, and is convenient
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together with phenol forns a pink col oured

gui nonei m ne dye, which is neasured at 515nnf yell ow
w@e@ens48d ter. Reference: Allain et ah, Cin. EEM2006/003152

20: 470 (1974). Conmercial kits: Chol esterol assay kit

(Roche Mol ecul ar Bi ochem cal s di agnostic kit & Ranbaxy

di agnostics). (I1) HDL-C. The HDL-C assay is based on

an i munoi nhi bi tion, Antlh gan b- Ilpoprotein ant i body

with ot ei n
1b2[31y3§ %gglf’ggﬁél}t %zl}tgr gll‘_l]& %R]ﬁ%l_ ]éT}ﬁa{'lG’eaﬁldg?, fl}eﬂ)@gg,ﬁts of this
assay. cBﬁfpteeR@§ampeoﬂ aramedlm Wieek 46'(39.‘/5@— BROOPNS When
reagent 2 is added. Hydrogen péroxi de produced by the
efleyueraisl ddts SHIDt Al 165t kio (Whﬁélng (%1@ |Ll1'1§id ®@leBhing TER! £X

pon o dase . condensati on th
Homo B e e A0 e B Cholesisnolo TRl itlostérdlasi] TRgpyerides.

Féiyﬁﬁéa n& of the blue color conplex produced, the
ﬁ?}% Helyemidss are fhadrobivpd endofiwee gigcemlamthnen atidited by
rence

oxidastd the@EEHoANMANRHROGH £k %gﬁltog %nﬁe w%ﬁ‘rglgstt qregverted to

nmet hods, no in rference g s
water gpxygensinthe ﬁh@mﬂmeld@adyam tarrmmhemgl&rm&‘amﬁﬁ}ﬂﬁéhalzbhéo

i ne the benefits of
akes e Sl RRRES: Rl ot G o B oot nderimine aye, which
can bemﬁas)red 513%5&9 y€IROOGken DM BeEirélce kié:3y, M@LM&% S#)1): 385-
387 (1 t kit (Wako). Triple Lipid Screening Test:

geneous Sequential Assay for HDL- Cholestero

t | dT | d 111
trrgmorsef ket idoeis e aﬁﬁ%&k@qﬁmt&s,ew)ama Sigoe
th dized b d to th
FINARR eI R Tt %&n;étgbggmpgfmmm low-
densityWiHoplbtéift flab@sh HONVES Ihgaqulte&eﬁ\@toﬁ E‘asﬁ‘lg%%lasﬁ((%%tal cﬂolesgerol

enzyne per oxi dase. Para am no
mglycmen%ﬂéﬁaé@w@y hP@lkfe@lm@lotehlerod xygentravs tm%h@ahtrm&fbf

LDL- I | col our n ne_dye,

R AR B B R R R fin P O P - T - 1.

Refererref Briglvweld @edy Glin. \Behn., 18, dsd72). 22(1): 385- 387
(1975). Commercial kit: Trlglycerlde assai kit

(TRisnbethyd etinagrtestsee mm@»ﬁ&m&ﬁh&%&ﬁa&ioﬁ}n l'nQu?I;r Ehﬁ

followiTB hod f or %if ting,t chol est er ol tent o
g8 OF JIrpG SHHRAIOBI n fraction i nvol ves

Eﬁ ts of fasting plasma total cholestero
FS‘? 8@? LIkt #5sghis hemepengots, pathretdyitn-ush cdagatt@which

eliminaGg @l’i‘e%ﬁﬁa%tbﬁns'ieps T @al{:‘wﬂﬁfo%rhtnﬁ b ?Q %prPfhe«]% %: %m%?%cbhemlstry

cal cul at ed usi ng egua
analyzepgpil hg Wakpdy- @ypqielpbf(bm:ey foHoweai emabidp edactidn whidh in HaeMt.step

eliminafe® noL D 1chhfdstero S 0 A
li €e§ ngx? D L f t -EE%S (‘gn? lg ﬁﬁbﬁﬁ }secﬂong Ist:%g glgequr geagigon of the

ceride 1S
LDL cholesterol (Reagent 2). By measuring the blue color complex produced at 600 nm, the

LDL-C of the sample is quantitated.
Commercial kits: LDL-C assays Kit (Wako & Genzyme Diagnostic)

(V) VLDL-C: The assay for estimating VLDL-C is based on immunoturbidimetry
using monospecific goat anti-human serum. The turbidity is measured using Hitachi 912™
analyzer (Roche Diagnostics, Indianapolis, IN, USA). Reference: Rifai et al., Clin. Chem.,
32(6): 957-961 (1986).
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following kits can be used for direct estimation. The
Wako L-Type LDL-C assay i s honbgeneous, wth
WO e@dyps54789 use reagents which elimnates the prRPQOHIBDGTON3152
steps or calculation and can be applied to autonated
chem stry anal yzers. The Wako L-Type LDL-C assay
follows a two-step reaction which in the first step
elimnates non-LDL chol estgyol (Reagent 1) and in the
SAEANEMSERRNBraO R eiBAGH of. the LDL cho] esterol
. Reaaent é&pﬁr{% rreaes?{dﬁg%y@ﬁl‘ llstt}go'égth HioTEBRn @hich TG is first
estlmaéﬁdc?a s WeDBEDisrmg. 160X TCDLTIS equatib@slﬁﬁ"ﬁmqﬁalio‘iime@ved
At it - nmrercial kits: LDL-C assays Kit (Wako &
accura%g%%ﬁéﬁg@aﬁ%ﬁ%ﬁe%%pﬁ@i% at righ Téxlexgls s Beference: Wilson ez
al., Clis Chiratdctug Ot DE;1813)289aerbggy i nmrunot ur bi di metry usi ng
nonospeci fic goat anti-human serum The turbidity is
rYABNEEA:: Tisis NEFA 4s86hitil Q324 ivid) YAl i
meth(lﬂo?(%nosg%ﬁsl_ I ndi anapol i s, IIN, 1U.S%. {é‘f‘ ge(ﬁglr%@gmcl?i fa
€ > Weigh © lgjq@ﬁqs’th@ﬂeg)f@r PI XK@ DN (pi@B86YreAnd can be automated
usingdlotiLéxiaine \CEnRRPIHeAGRA - | LOL-C i s through a
" f&r,rrul a :/gn whi ch TG iyslqsftlﬁl?{sebggé 'iT>r4111 TERHY T Hg%ﬁri@ﬁ‘-l@n
the aqylation of q@gzyme &(Car) lay the Gatyi aoids shepraantaloraidddyorss
synth&§&GUA th thls estinption. procedure, particularly
o EESHTRY Ha Ay LOR ek T ofMdidi Py i eshecat CoA aridase (ACOD)
Vith pencration.of h@tbedekbddd HRROH fekBE in M phelEAL T Siase
(PODyE{Aitagl?ea .cl{IJ.I lizes an in vitro enzymatic col ori R TG
0d O%S}, UKA cepleasation Ab3-sethdN-plbpldN#(brhydroxyethyl)-aniline
(MEHeWtwidCA-b@hoph@SeRE ke faRd, 15;1315) ted usi.ng your
exi sting clinical chemstr FE@?%%E?%?%SH?G%N S .
Spec“%ﬁﬁ%?tp?;alh’éﬁﬁé@-rel i es upon the acyl ation of coenzyme
ﬁ\gCoA) by the fatty acids in the presence of added
pmeeHal iy N RBA dsseay 1a@Sjt. (Wetke &aBythefoA produced is
oxi di zed by added acyl - CoA oxi dase (ACOD) with the
geheScrumiphasofa lipjdimegmreniar: Beee/plbhd iBAEO RELRY] de, in
S ectrothﬁ(agres nce, of peroxi dase (POD) permts the oxidative
p Q!}g) il ]iydlﬁlngﬂohospho.vamlhn reagent. The linearity of the method is upto to

1250 m@dmetoRydntdi |t mydroxmethyl ) - ani li ne  (IVEHA)
O B e bR 01D 20 i i s o
not intefierss Befarnspduings phat, 6iiet Chava) Vyl. #8(75532) Conmrer ci al
kKits: NEFA Assay test kit (Wako & Roche) (VII)

Say Breatidomasiremet neasur enent: Serunt plasma lipid is

Exampl

S

measur ed spect rophotonetrical 'y using phospho.vanillin
Indbgyernsencea BT Hip-MNeD ) thy efynieltes Bpt-bofdtdrsia ‘d@ﬁﬂir%%% &&gga
HSD) C&(ij?g bi C%n %n?r a%?l ons. up to 1240 ir{g/ dl or of MBIt
Up to an 1P-Kep sieraids and, FhigdNADH. In the presence of excess
NADH, the enzyme cycling occurs efficiently and the rate of formation of Thio-NADH is
determined by measuring specific change of absorbance at 405nm. Reference: Textbook of

Natural Medicine copyright: Pizzorno & Murray, 1987, 1992.

Commercial Kit: Total Bile Acid Enzyme Assay kit (Catalog No: BQO042A, Bio-
Quant)
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not interfere. Reference: Frings et al, Cin. Chem,
Vol . 18(7): (1972). Exanple 4: Bile acid neasurenent

WO poovsi7pr esence of Thi o-NAD, the enzynme 3-a PCT/IB2006/003152
hydr oxyst eroi d dehydrogenase (3-a HSD) converts bile
acids to 3-keto steroids and Thio-NADH In the
presence of excess NADH, the enzyne cycling occurs
eff|C|entIy and the rate o fornation of Thi o-NADH i s

SR s o i, s

lengthGPRAR . 8Hstrud] %2 PPAR r&phdel Mment 387 PP @l
e Kit: Tot glmBl | e ACIdr II’—_anfrre A?snsgétli %{I;IE%’QH?% ©as

reportestpraviquslpiwgth stigltrmgddfiyarons (Fmdwhmu el a/I |2@n4)As say:
Transactlvatlpn assays are perforned using full length
PRty dshtaelle are plaged RPARI ies pmﬂseil 1elhtem&f’tér dventi g}i?ﬁ’flf&lﬁ))atlon

the cel'l%]aryﬁgls%gcg dfcll?sl(l:% ]Lllggféct?%}rr&?@$6 E‘é’ﬁp ISy S>2%bgﬁransfectlon

mlxtulBrcbﬁlfain)Q nd silpCveeligt Praread g %Sﬂ rﬁ@PR‘B?ﬂ)TALJL[ﬁJ I g of of
si x-wel | Elate After overni i ncubation, the ce

pAdvagfages k jag of R -EMVighd g4 bl @Hﬁlg@ﬁeetmanOOAfwrrﬁmethwg;eﬁle
transfe Sccrhu%hg ﬁﬁ%{%@& (V?t tmlgﬂm*nlfl ?s%grﬁt%ﬁg %%A{on%m g Ct%b&V]&F
serum pmlwcam nafeotick) gl @fls IB)JRla-IIGWbﬁ &flé%cilvér lﬁﬁe@%4 h?urs trajfasfec%ted cells
200 Ive hours, the transfectio
s oy R R A G0l NEH sasan plafe ke ditmy of S0
cells pEIOREIRITUIP BrefBbRed RAERRT BB WL %MBH& aftl] EH '\Hil'eﬁﬁc)se to
and cells are allowed to recover. After 24

varying eofipspiaationdf deig for 4§-80 hoqrpswqargédjmg e wd ethOeIdysnsrbLﬁfe%

s A LSRG P8 eSS e b Yo

each wiellp6(l yl-Jfahy 1yBae ii% tAansetrEBR aWek Opl@té RAS® dalh %R1YSNE of Dual-Glo
concentration _of drug for 18-20 hours. After adding 70

substratg (Ig¥itregen. Crei) gramsiedand nlpfos ate sepdres Qot paufacteretssnsiruetions.
Reﬁenkawgde@msdmuban Y R, Eig §9g dranvggg@y r epeat

pi petting. Frome ch wel the lysate are

tF‘}ﬁQ fﬁ-a%gﬁcgig S(?lr 2%529 a@% ?ogggfo%%eg §§ @eg?ﬁbe& g&égﬁgy} glul et al
(2003)pB1a@tés3 axlé) iH@an asllspaee platedif 86-twetlailge aﬂlﬁﬁiﬂsﬁ:teﬁﬁﬁthggl{nan
e BB B o
Transf®Rbh pritReE @5 eeg:%%&rll' ck?)‘ﬁgu (?ﬁd)ﬁ &f of BUGEN 8t l(g% %\Egﬂ? %I}IA% 1-

Briefly 3.2xlI O4He S are plate
hFXR,dAd Itgdrpsf)ébﬁtl*‘eﬂ-hﬂmlm ﬂ]()m‘mg ofprlLBleﬁh;gIcBr X6 P- m‘bﬁfﬂé’ter—Luc and

R e AR LT —
5% CSEBEWitkaridus bbfidebiatfons bO1igans @1 1RGINAR prdduced using reporter
lysis buffer (Promega) according to the manufacturer's directions. Luciferase and
galactosidase activities in cell extracts are determined using Luciferase Assay Buffer

(Promega) and E-D-galactopyranoside (Calbiochem) respectively. Reference: Cui et al., J.
Biol. Chem., 278:10214-10220 (2003).

CBI1 Assay: CB1 assay is done according to the procedures as described by Rinaldi-

Carmona et al.(1995). Membranes are isolated either from CHO cells over expressing either



10

15

20

25

30

hFXR, 10.4 ng of pcDNA3. 1-hRXR a, 10.4 ng of
pA.3- enhancer - hBSEP- Pr onot er - Luc and 103. 8 of

W@ aMOFa8Y. The cells are then incubated for -BOFEROI/003152
in a fresh DVEM contai ning 5% CS-FBS with various
concentrations of ligands. Cell |ysates are produced
using reporter lysis buffer (Promega) according to the
manuf acturer's directions.3duciferase and

hCB1 gﬁﬁamttﬂébldﬁﬁt%sﬁ’&idcyﬂdﬁ sfaHdaig Elocg trir;s? %ag?ﬁeaég)ncgwaed

m ned usi ng Luci ferase
with [ﬂiﬁ[f% ’FM% 5] i of lgefebiAafoh & Il’() MefHReeS hré@adested by rapid
278 10214- 10220

ﬁltratli(ﬁ%eg]éxﬁ@&eeu r@f&%@naﬁ@/é ggtggap{ege%&gltg@é(ﬁ VY to the

polyeﬂ@flgg@m ¥hagrsarg €icionf1el], dn Risnabidiitafoh FRRG & (Brpydel Inc,

nes_are isolated either fro
Geuthe%lblnl(gli%/&\)r;)ze The'v)%gmlgél g}eﬁﬁra@pi Hermesh3 tines wihns tnhieof lookdibuffer A
contairting @.08ed0e ik Geigh élBurﬁﬁlaﬁB’@fagloQEtgﬁtgqyﬁ%%%tedwbl}n#oﬁ @ipg %o the %lters

ed with [3H -CP 55
with 4 Bﬂp? glloh}&orrl\ﬁmq_squt (244 hgn@gsmpéic Prardiresits elétehﬁlné@ﬁi tle presence
£1 M [C filters
of 1 MG SR 400REEHR! i i ?WT%}%% f’&glf‘f Corfii] ;1 VR 41996,

[ pretreated
rati on apparatus

stetfl@ﬂrmlﬂﬂdm @ei%g?eg §§re CL‘?B?d OYRleeXPEdsedderahd the membranes

randel Inc
are premmeaq@mgan ehd proseidreXebdrigRa bWZthQn%ez‘ry] @O{%@mﬁacm fbgn‘%hng

assaylﬁi t ai n 0, 25% bovi ne serum al
0 Xc r&%g P% MEPRFRNETWith [ Hhiniscinct the apbmphaietoeﬁﬁentratlons
of the anﬁH'iarfbs ﬁhd tHe Uohdah ié%selséeg Wi, ﬁff’ér%& d!lnrga%ns%aér 3 |’d§§°§}}i’8@ byt

eterm ne

n- CIfIC bi n
Lorenzeil eﬁ'ﬁ? d% rerpz@f %haélg@’éal Riodhleti cndBispins Rek. @Jmmiﬁ’z fe
i n bindin These

334:7265 1%&1 A

25083 0005 L LRl 290Ny lé@%’ﬁ?@é 4R ancs
t he procedure describe

A5y RDaATe: éﬁ%aﬁsm G e Rigpesiy DIGA Homsaprom

murine livees; e |swgh¢drﬂaoﬁ1ﬁﬁﬁ§1ﬂ§?r%ﬁol\ﬂoﬁﬂlrah%'§&tﬁ}64ﬁéc§ rgﬁce}chz s measured

pL ate concentrations of the nmenbr
using Crg&%‘l g OMss Ay deserthad Ry polimsky ¢rtadr (2904 IAnSglbm‘awsp&smn of 25

uM dioldedglit e 50000-@ Ref er enC Zhan
o oSS S LRl RIS Sl
the assay byfger Thegsgast lyrften z@namammmmms/H(Elthmap qbo ng@Na@s}Qr 357

MgCl,, io?&@ilNaF AISI§1§/¥ glfﬂ% @S@g C[ﬁéﬁ%@'ﬂp{l {ﬁéﬁél'at%%?w the

are prepare

addmongynnmmnaes @50 115 toeNd @E%ﬁﬁfx‘ﬁhe fd PRAI @giéﬁ%c f:f‘rz})ﬁg 4 The yeaction

i S measured usi ng cru

% g%l g ycer ol
is proce g 1 é@n@y3boq3 ,an@isyerennmd, by e additioos4pBdsr at e
glycerol (50000

chlorofoﬁ%ﬁﬁg}lgglo(gy]y fV/Vﬁ an(g% (ﬂw‘ook |e aopphes age B?I@@@g@batbwoo g for 10
min to sm?‘ﬁaggam@ﬁ;ﬁuj}ﬁl—%@ﬁ WJgﬁéous%@%seﬁif%o Dyt 13(? {li;f/lorganlc
phase is 3%&%(151 el‘zlgtrﬁgﬂ%mldleQﬁuéiphmdﬂihm 60 pibbf c&ﬂtﬁo&nﬁ%@&;ﬁ!ﬁf’ﬁa 1,
v/v) and Jtted %ﬁ“EtT'L@plht% Li% cfs o & sepal %d m ﬁexane/dlethyl ether/acetic acid
(80:20:1, by vol.) and visualize by staining in iodine vapour. Radioactive TAG is determined
by scintillation counting. Reference: Dolinsky et al., Bichem. J., 378:967-974 (2004).

Assay for CETP - CETP is a plasma protein and it transfers neutral lipids from high-
density lipoprotein (HDL) to very low-density lipoprotein (VLDL). The CETP activity is
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addition of mcrosones (50 ng) to the assay m xture in
a final volunme of 200 M . The reaction is proceeded
wo 007084789 n at 37 OC and is terninated by the pdOiB20@1003152
of 4 m of chloroforn methanol (2: 1, v/v) and 750 n
of water. Sanples are centrifuged at 1000 g for 10 mn
to separate organic and aqueous phases. The aqueous
phase is renoved and the organic phase is dried under

ni trogen. Lipids are resus nded in 50 m of
measyre( By Beg A3 EKpathiemn Bigvigion. vfi\\ﬁ))n%lfﬁﬂo%?}é? ?féﬁalﬁlﬁgé fiporescent

neutrd? 'llﬁfd% trheh P LR 1B ER a&,%gﬁf %?ééul'e% th%ﬁsgbg om a Ven

er/acetic acid (8 0:1, by vol V|sua I ze
plasmg end prrvg Sampleoﬂhmﬁum@qwumeum&puhe preseltTlA@wlﬁ—quenched state

o SSHREE U 25 LSRG 8. PR SABISS pc

fluoreba@nt femfl HpiCEolfRe iasceptop lrr&ﬁd’mleﬁésmﬂte Ilmarﬂlli’ldrehste ih ﬂanﬁ:fs@me

eutral lipi.ds fro | ghde oprot HDL) t
<EXCI%?I§/ Pk nbier: 5?-?%%%8%' 5 SerFiangeq. Cialifpmia
USA.i snmeasured by using Assay Kit fron1B|OV|S|on A donor

nol ecul e containing a fluorescent neutral lipidis

t R%{?e?g €T faﬁﬂnbﬁo@{RﬁP@Rb" AQEayToleRe H&ﬁeés{bntﬂ?gﬁlmmﬁﬁalgﬁd
CETP froma given plasima and serum sanple

nutriepd ypplemeatad HW@ER brain sampled ajeglope &g @auronsl tgrosme/ threonine
o RIS AR GO DSV WO R, s
transtlﬁyremr asidentcriptioh fadtort NfiKd The Iirdstecdi@s:bﬂbwed ab@ililyes described

SRR I TR ST T

supple%@é’htdz_ira%ﬁﬁél’é BRinsGRlng R170] RagddbirthBEMBIRA Hba RN%&%I' c8lhmn.
RT- PCR) Assqg Gene expression profiling of normal

(
After g{EprcHeR totahRNS Ul he s artefo e ThY A uping ssngpeshesrmegoHe

f
cDNAmi@C P%ﬁu e rﬂl@lln gééag glﬁiaet e&i thﬁ %gg{égceﬁpﬁ g?ﬁ%ﬂﬁgﬁjanﬁ lp(r_)orble?:i %f the
gene @hiatareed aéongpmdi erclogenous p@tmsll forrdetai normaldzatiom (agMaptohemistry).

R W B0 9 QRO

the extraction of total RNA from normal, and di et
suppl enent ed ani mal s brai ns using Tri zol reagent
further purified through RNeasy colum. After
extraction, total RNA would be converted into cDNA
usi ng random hexamers. The cDNA is quantified using
real time PCRwith fluorescent-|abeled priners and
probes of the gene of interest along wth endogenous
control for data normalization (TagMan chem stry).
Ref erence: Nakani shi K., Bioorg. Med. Chem, 13:
4987- 5000 (2005).We claim L A conbination product or
medi canent conprising at | east one substituted pyrrole
derivative having the structure of Fornula I,
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pharmaceutically acceptable salts, pharmaceutically
accept abl e sol vates, prodrugs, netabolites,

w@oeioyoBt7ghs, tautoners, racenates, pure enanti POEIB006/003152

di ast ereoi sonmers or N-oxides thereof, wherein: R is
G-C, C3-C, or optionally substituted phenyl
(wherein up to three substituents are independently
sel ected from hal ogens, G -C al kyl, cyano, or Cl- C3
perfluoroal kyl); R2 is opt¥dnally substituted phenyl
(Weettadinn up to three substituents are independently
:fh! ﬁ gf )4 \‘%\ﬂrfélﬁﬁamtigr}ﬁ%?%ct ?)g\glteéfilcamgt{t c&%&#@{fé !éér%ass‘? gl?ezgulbgtﬂﬁég

rern am no su

pyrrolé Betepeandraingyths elreaire df FowmlLl - C6 al kyl, C3-C6

cycl oal kyl, acetyl, or sulfonamde); R3 is optionally
substituted Ci-C6 al kjd or CRLE6 cycl oal kyl (wherein
substituents are indepehdentfy sel ected from hal ogens,
hydroxyl, G -C3 al koxy & pr ot ect ed hydroxyl); R3 is
al so -NR8Rg, wherein RS R_are optionally
substituted G -C6 aﬁRyI (».ereiﬁ1the opti ona
substituent(s) is/are seldcted from hal ogens, hydroxy,
Ci - 3al koxy and protected hydroxyl); wherein R5 and R6
are independently hydrogen, Cl1-C6 al kyl or C3-C6
cycl oal kyl , optional | yFoundaituted aryl or aral kyl,
wherein the substituents are sel ected from hal ogens,
cyano, optionally substituted Cl1-C6 al kyl (wherein up
t o phavmasantisallyt aceertablasadtsj phdepectieatlly pceptablst sotvafes qrodrugs,

hydr ., protected hydroxyl, and hal ogen(s))., . .
bl SRS DN Hep iRt ot SRR b gpsreosome
subsNLdxiRR tierefewhdigigpendent | y sel ected from SO2R7,

COR7, or CONHR7, wherein R7 is Cl1-C6 al kyl or amyl),
or acetyl, trifluoronethyl, or C-C6 al ko

or R5 and R6 togéthefH fofiim a 5-7 nmenbered/ri
offe or=nor e_optjonal L het g oat ogs wher gin
aton(s) afe itridependentty ect ed om ni @

oxygen and sulfur, or Ris an optionally substotuted
nono-, bi- or tricyclic heterocycle having one or nore
hRl &1©.@L 8T1S) orWpBRbRIITY Bl iuOLpIRLG QRS kp ithRke

i naep(gln@énﬁ'l V' (gyl%ect ed Trom oxggeg,@\tni t rog%n and

Syl i ' b 8BS CRLE alkyl Cr-
[ gﬂgg%ﬁ%%%%l%}&?g?%ﬁlgg%ﬁtom ??alll oggnsS , 2%? o>}<737 ,Cyano’ o

P}-O roxyl, G -C3 al koxy, cy:emo, Cl-C3
ng %’%@‘6?%%]1%@1 , Gi-06 alkyl

R, is optionally substituted phenyl (wherein up to three substituents are independently

l/

selected from cyano, acetyl, or optionally substituted amino, wherein up to two amino
substituents are independently selected from C;-Cg alkyl, Cs-Cs cycloalkyl, acetyl, or

sulfonamide);

R; is optionally substituted C;-Cg alkyl or C3-Cg cycloalkyl (wherein substituents are

independently selected from halogens, hydroxyl, C;-Cs alkoxy

and protected hydroxyl);
Rj is also -NRgRy, wherein Rg and Ry are optionally substituted C;-Cs alkyl

(wherein the optional substituent(s) is/are selected from halogens, hydroxy, C;-3



27

28

29

30

31
32
33
34
35
36
37
38
39
40
41
42
43
44
45
46
47
48

49
50
51
52
53
54
55

or C3-C6 cycloal kyl, aryl or optionally substituted
aral kyl wherein the substituents are independently

w@eloeos4aes f r om hal ogens, hydroxy, protected hyRPCDKB2006/003152

G -C3 al koxy, cyano, or C -C3 perfluoroal kyl, and the
pharmmaceutically acceptable salts, tautoners,
racemat es, pure enanti omers or di astereoisoners, and

sol vates of the conpounds gf Formula I, with the

PLARYLS tnd 8k nyl onIy when (1) R5 or R6 is
(:6‘\§ CIF Ftﬁglh& Jf‘)lﬁenyl substituted with acetyl,

a[RIﬁ/I cycl oal kyI oxyal kyl, al kyl sul fonam do,

acetam do or (2) V\,hen 5 and R6 together forma 5-7
menbered ring with or withd®e one or nore heteroatons
wherein the hetero ator{s) are selected fromnitrogen,

oxygen and sul fur @& when R5or R6 is aral kyl

opti onal Iy substitut ed i th hal ogens cyano, C -C6

W greinl? gﬁ{}al 0 nat I I when R4 is

opt ronari st fﬁeé mgB‘i" s ofkeyl ey64-LCe cycloalkyl,

heﬂstﬁm@waib@tlth&ulalbg 0P BRIIGH, WREEn hﬁtsﬁsﬁltl%ﬁ%éé 14t sh N

Eag opti onal substituents are i ndependently se ecte
f

PEFREI ¥ e SPtienAHY sybstituirddt et Bkl Iﬁ‘ﬂjﬂgmyip to Gve @dbstituents are
nh@@%\ﬁderﬁ%@ﬁcte@ &hfd l@?@%?&%’ce&ﬁ(@fh@m}gﬁ) Iarhel:%geﬁs)? optionally

atons, C
oi}{bﬁf@ﬁ@ﬂlawmﬂy@m@umu}ew ta/roashkgzitue(nme sidepdnlientBr s2ldéiell from

nt end nt eI ected from hal ogens,
S@ k§¢%ﬁfr°§tcg§:te TRY F%’%gr @éky PkB); O'APEWD, or
Grl-ﬂﬁamﬁ’feiﬂyﬂl,aﬁ CalEylkoxEdbIE BRs HH([ Rs Qﬁg@ﬂhbﬁfo%m 57 membered

ant i obesi ents, antihypergl'ycaem c agents,

t t
aﬁ?%nwﬁ‘? P%%?Fd%fﬁ?%\%f@i }q%ter@ﬁtomwhfreé@ theﬁ@matomés) althe

h ad 0, [
;‘i? b S A i A B ad LBl PR s MBI

rtuftesi 8198pe bi-r dieyclic hempbyoﬂ@hasangf dnisroir moachelero atom(s)
d\‘?ﬁéré/lﬂtséﬁi%ye{d Q{;rﬁts?%‘/ar? mtélolg\ Sl‘ht gi é?l gTo%?oxygen nltrogen and

acl d sequestran
asefiit, madh fheroptenal Bnihsbtubmtﬁ are indpleREnaY StleARSAGMHaRFens,
orption Inhibitors

I bi
(BB iy foRe i CE ARPBY-CoRE; Chak PPTaoh &:-Coall

tor & SCelcly§IbalR aw Bhally Bsaled
i nhi bit gr s, %DHL@r C&eﬁtlt or yl nducer Sgraﬁﬁ@%%ﬁﬂhe substituents are

dpdpepdently seledied %@m@a@gelfsb Bydroxy, protmm@azd@mtqucg alkoxy,
aghls or £ g&@l'ugroékry? GRPIR g)h%%r)]% L I%t ?IC% Liver Elié Sl iautomers,

réceptors, squal ene”synt hase
traGegiajas eplirel enzatidmgrs g diasfetepisdsiers( md @maltés e gt donipoeidsof
%%nﬁﬁ' ected from5-HT reuptake inhibitors, pancreatic

w1th the proviso that R, is phenyl only when (1) Rs or Rg is C3-Cg cycloalkyl or phenyl
substituted with acetyl, alkyl, cycloalkyl, hydroxyalkyl, alkylsulfonamido, acetamido
or (2) when Rs and R¢ together form a 5-7 membered ring with or without one or more
heteroatoms wherein the hetero atom(s) are selected from nitrogen, oxygen and sulfur
or (3) when Rsor R is aralkyl optionally substituted with halogens, cyano, C;-Cg
alkyl, C1-Cshalogenated alkyl or (4) when R, is optionally substituted mono-, bi- or

tricyclic heterocycle having one or more hetero atom(s) (wherein the optional
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i nhi bitors, cannabi noid antagonists and reconbi nant
human ciliary neurotropic factors; (c)

w@nio7ioy4ey gl ycaem ¢ agents are sel ected from i PGIYIB2006/003152

sensitizing agent s/ PPAR agoni sts, sul phonyl ureas,

al pha gl ucosi dase inhibitors, DPP4 inhibitors and

GLP-1 agonists; and (d) anti-inflanmtory agents are

sel ected from b2 agoni sts, EI)-Z i nhibitors, 5-

I po enase. i nhj bj.tors, osphodi est erase |1V

i %‘ﬁﬁsﬁﬁﬁ% gre lwe?%m%ﬁlﬁﬁi ; mﬁélgg?%hmrwp Brotecisdudeoxyl,
| Ghihalkok § cyRS pErRbioRRSEofl dhB tPIH QY ArboXlafirfh, C,-Csalkyl, C3-Cs
ant agoni sts and PAF antagoni sts. 3. The product or

B Y la@icptignally substitntad miatky! (iheren the actlsyleybssitydnts are
epkigleniERRSERE R HOL LT %eﬂ%?@%g%;é%%eé ﬁ‘ﬁzcﬁé?i;g,dc 1f -EMkoxy,

torcetrapirb, JTT -705 ric acl
deang.arituds/peifmontaliel;amd sel ect ed from et of i brate,
fenofi brate, clofibrate, genfibrozil, bezafibrate,

conerasfindye dysipidshiinadentsy attobesitytages, iabtiltpeiglycaemic agents, anti-
Lhypertensive agents. are. sel ected from am odi pi ne,
i ?blgé[a 3 5%eéltsp(i‘r6’&1?§'§%s PEe0f , | oneri zi ne,

isradipi ne, |acidipine, .|ercadipjne, nanidipine,

ot I%ff’g &t meiFshet BrapLding i %}Flpiaﬁfgzef%% pridil,

d'}éi zem .fendjiline, nicardipine, ninodipine, =

{21 P RS S2Rits < e aromh SR it Ut et dnlgitors,
el d@ivatdhdsAibadtéd aﬁﬂﬂ?&%&n@ﬁ*@ b, BilS £Li€ Q{)cﬁlgstfa[h%%cyl
chol estyram ne, colestjpol, covesevelam probucol of
n‘?%t‘ihﬁ’{eéteﬁﬁ iaﬁlxltfmfyllasmﬁlbﬂéwml@éqsw@Iabamyﬂiqrriahifoétmasbile acid

S 0 PSS L R S o e

evedilatitsesquAER: émoividaid mhibitarsel Blreepd ifducets, platelet

bat i t at B-94), .jmarinmastat (BB-25 16), pri nonmast at
(R ko i B B s b, Tanp I S eae aBonsts
| It B rb@upord) sQuai@lc@9hiBekeliAAP s URXRIbMEL trib AR R A Suggul
fluoxetine, sertraline or sibutram ne; pancreatic

I"Pse inhibitors are selected fromorlistat;

%gﬂnabinoid antagoni sts are sel ected from rinonabant;
B ysPesaiaeenines selested fipme T gewdghiednliibiters s pemeneatic lipase

Slﬁllligff&@,dcaflﬁéyfﬁo@d(%ﬁébﬁists and recombinant human ciliary neurotropic factors;

2

(c) antihyperglycaemic agents are selected from insulin sensitizing agents/PPAR
agonists, sulphonyl ureas, alpha glucosidase inhibitors, DPP4 inhibitors and GLP-1
agonists; and

(d) anti-inflammatory agents are selected from B2 agonists, COX-2 inhibitors, 5-
lipooxygenase inhibitors, phosphodiesterase IV inhibitors, MMP inhibitors, TNF-o
inhibitors, caspase inhibitors, p38 mapkinase inhibitors, VL.A-4 antagonists and PAF
antagonists.

The product or medicament according to claim 2, wherein:

cholesteryl ester transfer protein inhibitors are selected from torcetrapib, JTT -705 or
CP 532623;
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wa@oplostTgd ureas are selected from netformn;

insulin sensitizing agents/PPAR agonists are sel ected
frompioglitazone, rosiglitazone, or nuraglitazar;
BCPIBR006/003152
gl ucosi dase inhibitors are selected from acar bose,
mglitol, mglustat or voglibose; DPP4 inhibitors are
sel ected from acarbose, mglitol, mglustat or

vogl i bose; GLP- 1 agonists_are selected from

exend|n4 liraglutide or C. 1131; b2 agonists_are
lcgj,brate

s Bpacacd ity e Buries oF SelﬁﬁF%P@re&ﬁbr%t@rfmﬂfmtﬁé
ELAR58LE ﬁa%é‘a&ibrat%r@ﬁlbr&ﬂ%‘ QiroBbRAdSh&Rbaed;ed from
pareCOX|b val decoxi b or rofecoxib; 5-1i pooXygenase

i mibybereinsiva pgentsdre seleaded framamilddipine rits srltsendredrags, thereof,

p £ Aas i r
PR SRS e fut S SRR S B e
afetodigihe bepddif, diltiadeat, ifenﬁﬁina; méaBE}pﬁl@) nimodipinensil eddipine,
(BB-2 16) J nonmast at . g‘% BAY 12- 9566 or

cugs DIRE; Z0Ri A r°§ nbe Y& ected from

| Bifid dokd @Qestﬁh@ REY ePied fdaEdhoMstyAdine, Cblesk Pétesevelam,
inhibitors are selected from pral nacasan (Vx-740); p38
neioRIGPA senicetiiipptidr s are sel ected from Vx- 745,

PAES G B fof Bflfrer infiBRO e YA 30 RABD PHANTE-

aib?Zggoni sts are sel ected from apafant, ibudil ast,

| exi paf an ru ne or e nd derivatives
¢ R S Moo B PR 2 sPheB i BB ol carent | of
clvﬂ'rprmnmbnwﬁ%&ese[hctdaqmﬁ tbae@@tstao(masmpﬁiahhumad(mlzs m)e
derivative and sl i pi dem ¢ agents,

Rt (Yo R Y I g PR O gt o

aﬁtHTf %{am%‘?&)i’s ﬁ@%‘é&eﬁo@ﬂﬁgﬁtﬁé thetank, Midketine,
adm ni stered separately. 5. The conbination product or
neatird e sibufraringi m 1, y\,her e| n the at | east one

§ c%ea%nlfl Elpﬁse gl!élgcl{rg ?rggélltecl\/tg(%%r\é{ento%fqga téhte one or nore
acﬁmﬁMn@lﬂghgagaﬁm arcagiketicd froamimema’mﬁhtarmat ory agents or

m Xt urbes t her eof.. are adni ni stered si rruldtfz%neousl
recombinant human ciliary neurotropic factors are selected from axoki

insulin sensitizing agents/PPAR agonists are selected from pioglitazone, rosiglitazone,

or muraglitazar;

sulphony] ureas are selected from metformin;

alpha glucosidase inhibitors are selected from acarbose, miglitol, miglustat or
voglibose;

DPP4 inhibitors are selected from acarbose, miglitol, miglustat or voglibose;
GLP-1 agonists are selected from exendin-4, liraglutide or CJIC-1131;

[32 agonists are selected from albuterol, formoterol, terbutaline or metaproterenol;
COX-2 inhibitors are selected from parecoxib, valdecoxib or rofecoxib;
5-lipooxygenase inhibitors are selected from zileuton or atreluton;
phosphodiesterase IV inhibitors are selected from RBx-11082, cilomilast or

roflumilast;
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6. The conbi nati on product or nedi canent of claim1,
wherein the at | east one substituted pyrrole

waleoo7was’Bve and the one or nore dyslipidenm c apEniB006/003152

anti obesity agents, antihyperglycaemnm c agents,
anti-inflamatory agents or m xtures thereof are
adm ni stered sequentially. 7. A nethod for the
treatment of cardiovascul ar . di seases, Al zhei ner’

5
d b dr infl
OUREF it et @9meegnmst§'<ﬁgn9%dmn?$%¥f@$'@ﬁ%é‘iéef

ﬁrg) a%ﬂ?&&d}@ﬁob Ms@{zf@@tsw @r @G@E’fﬁzﬂf the conbination
uct or nedi carrent of claim1

TNF -a inhibitors are selected from infliximab, etanercept D2E7 or CDP 571,
caspase inhibitors are selected from pralnacasan (Vx-740);

p38 mapkinase inhibitors are selected from Vx-745, BIRB-796, RWJ-67657 or SB-
239063;

VLA-4 antagonists are selected from clafrinast or RBx-7796; and

PAF antagonists are selected from apafant, ibudilast, lexipafant, rupatadine or
ginkgolides and derivatives thereof.

The combination product or medicament of claim 1, wherein the at least one
substituted pyrrole derivative and the one or more dyslipidemic agents, antiobesity
agents, antihyperglycaemic agents, anti-inflammatory agents or mixtures thereof are
administered separately.

The combination product or medicament of claim 1, wherein the at least one
substituted pyrrole derivative and the one or more dyslipidemic agents, antiobesity
agents, antihyperglycaemic agents, anti-inflammatory agents or mixtures thereof are
administered simultaneously.

The combination product or medicament of claim 1, wherein the at least one
substituted pyrrole derivative and the one or more dyslipidemic agents, antiobesity
agents, antihyperglycaemic agents, anti-inflammatory agents or mixtures thereof are
administered sequentially.

A method for the treatment of cardiovascular diseases, Alzheimer’s disease, obesity,
diabetes or inflammatory diseases comprising:

administering to a mammal in need thereof a therapeutically effective amount of the

combination product or medicament of claim 1.



