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WO 2006/ 090250 PCT/ |1 B2006/ 000374 Substi tuted

1,1,1-Trifluoro-3-[(benzyl)-(pyrimdin-2-vl)-amnol -pr
wopers/0203h Conpounds BACKGROUND OF | NVENTI ON BCThB=06/000374

invention relates to substituted

1,1,2-trifluoro-3- [(benzyl) (pyrimdin-2-yl)-an no] pr

opan-SZ- | o d A cal con sitio

n mpoun
cont &t INQPropa 31 Compounds

conpounds to elevate certaln pl asma I|p|d | evel s,

| ncI ud| ng hi gh dens@AC,{dmmg)@mWEN-ﬂ@,\) chol est eroI
| ower certain evel s

h
e b R ARIPERS 19 BREREREL P Doy SRHOPUS B g ol propan. 2

compotndl ghaenaodtﬂsalannﬂ p@sitions c:hntaglny sudhaotnpedids dndsteasesof vdth ebmpounds to

eleva% C%HQIFLJ I'f] cﬁg\ﬁalBLWclk es X O?lljy_/'?%op?&%h ﬁ% EIQ(JIes%P&i ar(tU to lower certain
othe@t?éwaét@d vl PerbiEs dmodansityiprpraieln thDbvelsteste artat t@@@@@@s PR accordingly

to treGRfideasd’ wiRHER! aﬁe&ted tﬁy low lehisrs& HDM@h@bslt&rat\éa_d/@E\T@ lévaistdnEDI-cholesterol
ros er osl s

and tﬁ%@%ﬁ%{s&i Cortbeﬁogsr%?roglﬁ 8(? ?rdﬁvggcg%églfﬁa micgr%ynrﬂnéér%%als (i.e., those
which) leeyd Gl P iretbeiienlasmaiminctuding hymansn t he i ndustrial i zed

V\DMhQrOS(@% atn@ tt@ﬁés‘%&ﬁﬂﬁ ch&taWtbify)ﬁlségéé‘:{@ﬂBf ¥ th'é'lecahlng cause of mortality
obesi t exercl se

i thq P REAT M- [RGB 12 AP Scgm e oK et erskdcgbesty lack of

exercimrilardrtiegtntehief dypjipidenda aittadigtary ewdificatiprs eralsdeudltberffyi-Eronary heart disease
(CHdmﬁémél&sthJ ﬁ@st BRsho (%ﬂg@&f dE&k! 5%’1&.{) Sdﬁlﬂérg cérlaloug d?eaﬁe accounts for

o re car |O%aSCU di sease account for 44 00
44% gl iogaths. Witk PR Soese a???@@@d afé%%tbtfatfé&tﬂotwcwﬁnaw heart disease.
at Rek @B géveloprhért ofthis atvalitisn hedadekn sHow@ases stidh@Kcdilated with certain plasma

lipid lg\?e lﬁtﬁln%fgvateoof dL{E g‘u %8(? ﬁ Ho&ry]ec%ﬁr‘ic‘ z?t?ﬁgrm gfla?swgdeml? kﬂ(:fs ti»y no means the

corr
only WﬂIf|0éntépléwp@@te<tmnir@umty Ghe. Lpw H%é?t is plse 8 ¢ravinaigk faetphfpr CHD
(Gordlfn @Msbtldpl d@ﬁl’ﬁ-dﬁnsdytudo&ot%)h Gh@le&&t@%dtdé@dlov@muhér Disease”, Circulation,
(198%n f cant i pid associ ated contributor to CHD. Low
s al so a known risk factor for CHD 20 (Gordon,
D. Bligh LBt-cladlesterol afdl tjblyabadeslevels aré psitively edrela@id oltds high Eivels of HDL-

cholediafhi Q‘%rnEFét’iVéxs&Mjered itk @m@( for @véngat@éatmascu(al&&%tes s,
DL- chal estero and trlrgm%cerl

dVS"pa?e@“%e@Pt% Kpary e fat el PubATEY 8° RR FEanOrgHors ol berrations.
chamesd the alnefaeon eqartolhnmlgsmcwvelsloamesé didebe dehendentkinciples,

chole%% S‘yl Qs%t‘gjarqs?ér Bg)tecfn‘?{)d@T ngc%\ﬂ? ﬁé’ctsdelﬁlﬁ@é rqlJU‘l‘?ms 708H%d%top plasma

glywﬁﬁtﬁ'rb guREldiv PiNaRed oloaningsh apesies. iR6luging h‘ﬁﬂ‘%ﬂsdb Ertragsipronglestery ester and
triglyd¥iioe Betivén ntmjaotenﬁ patiedss m610cliﬁdtﬁdh| deﬁgtymb@‘ﬁd‘@nd (EDE), Bwknsity lipoproteins

(LDL), OS’S? ddenSI 0pro éo ) :91 CE] olnp clzrg S ne? re SI o‘? Pecsztltvf?yr is a lowering
SleRsI Toprex e REITYO% { i st R &
of HDm@oteﬁierel Q.f)\ﬂ ap h\p@aseon OB cliwiestewh Tpis gHention lifoprotsiprrodfitsi imbelieved to be pro-

atherB&t'tEbdeép@c@Iy TBREts Q/ftos%nlbl lofile B&HatitBRs ah Iﬁﬁﬂeﬁé&i R&k FBLEEDS,
'S 0]

trans ester and tri cel,jde o
oMY R BEPH OB AR CraRes T91 UArHeHPaR HERS persionioanty
increbsegtipl, butdbsiseriokdDblpratidrossudewsett reduce jpoppliabed. irratdslapt jhe HMG CoA
reduéf%'éYnl'lllﬁWs %@é&%d Yc, lhuPRBERE t?aiti@rﬁs @él-r%ﬁlt is é'mﬁcrease of modest proportions (~10-
l'om crons. The net resu CETP activity is
12%) é\ﬁ/@rrew@ tage isfan MDpetgrrsiceleed for anapgroxed thwep%a@@ehﬁhai Blevates plasma

HDL @b&é Qt%tr&fy%vers-ﬁb bssl@t..tgemta, p@&eéshdmétﬁ&raédtbrwsof ileis

ecially
e Boldh e B v P Pk e s asgatiing neod nd

contlmulrtg@efaroh in@hiXieldN avitia laltgrnativg therbpies.or y HDL- el evati ng

therapies are on the market today. N acin can

significantly increase HDL but has seri ous

tol eration issues TPe. Fibrates

anthié MeenkidiGs Gasdtedtecbntboasds acd’cbtuntgltt pormuldi se HDL- C, but

in some patients, the result is an increase of nodest

proportions (-10 35 12% . As Ad result, there is an

unnet medi cal need for an approved therapeutic agent

that elevates plasma HDL I evels, thereby reversing or

sI OWI ng the progreSS| on of at heroscl er03| S. Thus

o o R o o -, . o, o o o e
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1R HONN F3CN\ R~ Formula | or a

phar maceutically acceptable salt of said conpound
wohere@moozso Rl i s 5- brono- 2-f | uor ophenoxy, PCT/IB2006/000374

4- br ono- 3- f | uor ophenoxy, 4- bronophenoxy,

4- but oxyphenoxy, 2- 5 chlorophengxy, 3-chlorophenoxy,

4-chl or o- 3- et hyl phenoxy, 4-ghl™8fo-3-m ethyl phenoxy,

2-chl or o- 4- quorophenox¥{ or o- 2-f | uor ophenoxy,

4- chl or ophenoxy, 3-chl or ﬁh-e hyl phenoxy, 3-chl oro- 4-

nethylphenoxy, 3-chlor g, I\

dlchlorophenoxy, 3, 4- dlchloror

3, 4-di fl uorophenoxy, 3,5-difl uQrdphenoxy,

2, 3-di fl uor ophenoxy, 2, 4- dlfluoroBﬁenoxy,

2 5 dlfluorophenoxy 3, 5- dremiuROXyphenoxy,

i meth Ianr 0 i met hyl phenoxy, 3, 4-d

Orapmyﬂ?%?W? £l %%PHVW %@ﬁ&%ﬁmmB et hyl phenoxy,

4-R§nsrﬁjﬂ>rph@2ﬂﬂo(cypph¢no>et AyrbanB1iopbeheossy, 4-bromophenoxy, 4-butoxyphenoxy, 2-
chloroéhe%t)ﬂy B clﬁorgﬁreh&lyfb @rﬂ&&%*etr%rgﬂédé% Q- cﬁl‘om?{; RYthyHRRQNY2-chioro-4-

| uor o-4-neth henox ['uoro e
fluorophenpxyt-gnlope-gi ﬂfqr%ﬁg%@chlozoppprwy &m‘a‘@%&&thy@eﬂw orBlgoh
methyihéndxy, Btbﬁlﬁr@)(éyﬂuoﬁbpﬁérlmy’ aphlernaduoropherioky, @@rd@hidrophérioky, 2,4-

dichlo%%?qgl&? ﬂc{ﬂ ﬁﬁ%%% dﬂ‘lu?ro%henoy 3,5- grﬂuor%phenox%/l 2 %drﬂuoroyhenoxy 2,4-
dlﬂuomphes@f:w %Wﬂuosophﬁmxmﬂ %ﬁ@ﬁﬂa&vphe@oﬁé@ﬁweﬁwgmmwenoxy 3,5-

drmetrﬁltdﬁ@r?dePHttﬁﬁ&KMpheﬁoﬁei Bt}*ii/lph%ncﬂ@t fwthjiprieaplyenamyphenoxy, 4-
- e e 0]
ethyla@_rq%teer%%g—ﬁtgﬂ-?)/-Jpath)ﬁgrﬁgwt h’%/ gfgﬁﬁhetn?)gp%ﬂur?roA methylphenoxy, 3-

fluoroghenoxtyr bﬁh@%ﬁiyophph@qyo%(@oro@henpxyoﬂy{ucp'h-éfr@ﬂylphenoxy 4—ﬂuorophenoxy 2-

fluoro3- tﬁu@?%ﬁ%?ﬂ%‘ﬂ@k&yz Ao @ﬁﬂﬂu@%éﬁhﬁ&%ﬂ&?&}@ -is (J)ropylphenoxy 4-isopropyl-3-
er u

methy&laﬁnoxxf Zfrpqtl%/wlqﬁjrsrilca%é{ ’Hf‘}ﬁ%}‘é}'ﬁgﬂ%@meé’ﬁ 4- meth |opheHoxy I m?ethylphenoxy 4-
methyBhibphiehdxy,Brroetbdxyphepphe roaphthyldxyt, Rinftlopimmoxyed-hitrdghleeexg xphenoxy, 4-
propylgﬁe:jog)!' ]:1 B?f)@/ﬂﬁénla%eno 3pher%m? 44tertl Butglbﬁé‘ﬂgepb(%@%é’ tetrahydronaphthyl)-

uor op nox
oxy, 4d€'fPP{9618@ﬂ>@/PPR5‘£% ﬁérﬁ@srymet@w@?ﬂnarw ﬂrHWB%P’H?}FM@W;F
trrﬂuor3méﬂnylﬂxheﬁo>& 2, 8un@lbiapicastyn 3 grrbebsheyioyr 3,85-Rithethylphenoxy, 3-

h
drﬂuorimfthg%ghet%g%r %ﬁrﬁ%ﬁrug% ﬁg&%o% FI a?%% ge?rgﬂl.ioh)e hoxy)phenoxy or 3-
tmmo@mﬁﬁMﬁﬁvbﬁ@&héwy or trifluoromethyl. In addltlon t he

PrEseM 2 izrarraﬂuo'rcsynqoar QuhtaREroBmYI NefBrofithoky, @ﬁﬁﬂuﬁl@)methyl.
at herdotsc er osi s ﬁonar

{
BT S Ry ed e o teR e B B clponary arery
diseaseasaronzarhedit diegese, cotbpgrly ivaicdierdisease, peripheral vascular disease, dyslipidemia,

hyperMﬂBB&&ElﬁénHrQQQB@JI;ﬁ\bfb%ﬂﬂo@memép%larewét&&mIch%é?ﬁ @érldemla familial-

h P | esterol em a, ertrlr%ycerl em a, 62

Ype@!? eﬁﬁ?ﬁ’éﬁ‘w WSESY @I"EWF%’”&T’" N8 a'rbéhaﬁm'”lsr‘?f'%t%‘r"}ﬂ'?"m ingeed of such
treatnfsRnaTEd theiscledsis, ltomhary angy tiecaae, Ramnarl heant deeest, afrormaclascular disease,
perrphteFa‘?%sgﬁQtdﬁ@&ea&EWo%?‘n‘fel ﬁyp%ﬁ)'etcéhpo?)%rr%ﬁ'ﬁa’ Ihg'foglgﬁaY pcngcﬁgﬁeﬁrﬁa

vascu
hyperg@iqspfp@rrgﬁ hy%@gjycgpdqmraj éandlial- hy@?rg:hqlerﬁtqg@@ﬁnaor myocardlaf infarction treating

amouhwps E&}ﬁéolahd f%&éé&hﬂ%%n ermalnﬁbambm BecatenIeRIfh 8 said compound.
er ol,esteroj.em
YRGS ot B RofonaP e plerBacefifial Fibdtions which empgie =

theranepmtly gifgctiveamourt ofcf com pgmqip){)tbﬁ gregént tm@ntlpm oszpttarmaceutically acceptable

form df SX& B(Sn'r &Und éhrd ﬁh%%&%&%b&%bm véHiGE BidRloBcdniyr m of
sai d npound addi tion, the resent i nvention

pr'B@?’qﬁt@g t?ﬁﬁ???&k'@Yﬁ”f"?f‘aqrovddﬁﬁﬁtﬁ?sm?‘?eH | GRPESoRD Iop e deatgent of
atherdshierogip,edioharg bitery eibé=ae tcorearg hearrdisease, eorararpastuthr dkedsbgeripheral

L nvent.i abl e
v SS60, O N R BRSNS
acceptabl e vehicle, diluent or carrier. In addition,
the present invention providé% phar maceuti ca
conpositions for the treatnment of atherosclerosis,

coronary artery di sease, coronary heart disease,
coronary vascular dlsease perlpheral 35 vascular

______ e 1 . . e
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hyper chol esterol em a, hypertriglyceridem a,
fam lial - hyperchol esterol em a or nyocardial infarction
wono@/ovEnmal  whi ch conprise a therapeuti cal | yPCT/IB2006/000374
ef fective anmount of a conmpound of the present.
hypercholegerblemia, hyperirglycqrhiainzpfae lidlihggdrthpleaeotntizady Ing/ot apdianirddrction in a

mamwﬁaﬂhmcqcc%%@%%dthér?&uﬁcaﬁﬁéfe%g %%grﬁ %Lé Xon@;%&r%%‘f ﬁw@ p?esent invention, or a

carrier
pharmpepytigafly qgﬁe%amﬁ,fp@égf SBIH g@rﬁ@gygq,gn%;phamptﬁg{m%wp able vehlcle diluent or
carrierCONMPOSi tions conprising: a therapeutically effective

t ti | Si fi d .
Ryl Be R BB A EBRBLIC IO RIS AP BGHRYS comriing:
therapputicellyteffeptive amnouat of plsampesiieutdnueising accept abl e f or m of
S %'ﬂF%t EdPr{BBWQaé% fs3BRPELHhd GORPS Hc%’pou §@bf‘i’he§%‘s@ﬁ‘t¢m@9ﬁ’&ﬁ aund

reductase tnhibitor, an MIP/Apo 10 B
pharmé%et’:'P‘@f'X FRERGN fBT”i gfrsaid SOPpOMP npdul at or, a bile acid
I ewsptorl eomponhd, Baitl e&gondcapipoliesietigain I—H\&BOdsmrteHlmtase inhibitor, an MTP/Apo

B secr%%irirgﬁbﬁet(?},r ?] r§%‘$ ﬁ%%l?tﬁrt g B%l acl%¥él}pm§ 'inﬁlb\t(prm é%ltﬁ%grol zﬁzsorﬁtlon inhibitor, a

oW r el ease
cholestfire] synthegip inhib ey s fibsate, ﬁnacmasilpw—r@kpag(@% 8 éomtérﬁtlpp of gigcin and lovastatin,
an ion@RéHafyd réam tan aﬁﬂibxﬂ@fﬂani AUNTOhHiSRGr @12 bae Bdid @q%'tré’nt (preferably an HMG-

CoA rc?qﬁ%g%esl%hg@t gq:’%é Iﬂm ngg{s?/g)tv%statm‘ 36@\58133@3? Ipravasia%n eTIuvatlsée{tln atorvastatin,
rivastatip. agsywastatin o, pitavagtatisk 2ndi n, atorvastatin, rivastatin,

r %%yrﬁé&eﬁ.éarw&{cleou.tuawm Eadidr Nrhis @&Hp&sﬁ.o@m@mr JeRE ﬁ)‘»{Fe'aPtﬁé
or . carrier. This conposition may be

aforemlfé‘g%{’ef’ g's‘?arsg%fncp’ﬂ'ag aergilsSt i oned di seases, incl uding
atAser ths presmbisventiontprevides ta ik fop achéwing a|th|wapamticceﬁeqb mcarhaharsal comprising

packa@edﬂh Bsst)&étloﬁﬁtms?tubﬁge C 5&3%{ MH&ﬁ&a ﬁtet]cas%ﬁicejll?ef?éc%%bnt of a

rrsin I N assocCl atl on
compquﬁg pfaipﬁergsieet @ge@pﬂn 8 Brﬁﬂr,up gqerf?@f grg p{@fra?pggﬂc?\lkygpq:esptable salt of said

compdeindl ecdf bai®pradiy Bihd ® phaBmadeatpiysackptibletdagiens es@nd therapeutic agent

com pr%sﬂ% %qrﬁeirag):gmticgl gpe{ﬁgé{#/g gm&g‘n?é‘%ﬂ fHMCQ &o/@1 C?BU&JS'E“?\%‘BH& dé: %Aﬁl modulator a

cholestgtiel ahsopian waibikantd @aheqstyrotamtb?ﬂsaml@toc arfibrate; niagin, §@Wdﬁlgase niacin, a
comblﬁzhi%ﬁ 8itRidiniafd RYSIRtn, @Oémékclﬁnﬁg reBint AHEdrBeIaht é?fﬂAd)A(T inhibitor or a bile acid

 sequeiaEedaraor toaly e E’s,faép%@“%ﬁ'ge&ﬁ%%aﬁdm Ay frsalgrstand

second hgdnigo aghisive thertehasiite effedti bi tor, a fibrate, niacin,

SiQ¥\o'hE LSRRG JAI1RE béth tHR for&ﬁn‘B g@ﬁérél‘aesdﬁf)tloﬂ bAEhE fcf%W!ng detalled
| ovastatin, an ion-exchange resin, an antioxi dant

doscrplSA pra AT GPY B1PRGARYIPRY 4K 7o nQlERYEYG A e PR, ds imec.
phar maceutically acceptable carrier and directions for

admi ni st at | onppfapal BebeiBhich G Phe RRARRIRICNL S 1O

achi eve t he under st ood
t H&e Pissent '”N?Ri'Of' BY2% §6 LPipreiRef S5 T cqalydyirgieeene t‘aH’& feliging detailed
descrip@nl @Weﬁ@la@eérabdde@bntsdﬁ&@rnvahﬂoa RnAR RARHFY ifdlytied fibrein.

| )r?\%tc)mntﬁ %regen9con¥pounq%dcomp& E%n%@gﬁve 0 tc%,gd.ijﬁﬁgrlbed it is to be
understpAEENr tSNM\@OtionHengh fimiadrie sneﬁfnaewihew meihodp ef noakinartiat mewof course vary.

It is aldBPtb Be LiRRFLkdoY tl'ha‘l/thé e fn@lBé?ﬁJséd)héraﬁ isfr&H theipase &ikbadribigg particular

escription o X nmbodi nents of the invention
embo‘g'ﬁﬁmf aé‘)‘?ésfﬂﬂtgge (ﬁ%@?@aﬁeﬁ M%erein. Before the present
C Jip presehs inventionpasa refaten o theghameddeotitsllyeaceepthble akid sediticarselts of

com p&iﬂﬁ&& tl*é%gesehttua)eﬁtloho TPeeac]ch Wﬂ%ﬁ §Fqugd {orb?reté)atre mfphE?Y&Q{g:hQ g acceptable

specific synthetic

acid aﬂ%ﬁ“ Sﬁ'ﬁy’f b af%?ﬁ‘i‘%‘ém\?ﬂi@?se CO'F‘POLlngs efitipinyeptigseare iaes whididerm non-toxic
acid alidit@h sbIRe(.&.£4d06% Bcﬁﬂt:ﬁﬂr)g pmsﬁaféca@g”@nyladcsptém ariidhg, spcr_r @abehy@fochloride, -
hydrot'igrﬁtﬁe:f é]kgtljd&?dlg a(rren tﬁ%lsu ﬁ?srég e ac ‘u}/s tIted r?Icea ?tg,géctate, citrate,
acid cifrefe alerdrste thifartrate, wanm@@lﬂatecfamlagateaglgwtafatﬁaecha@m benzoate,

addition salts of conpounds ,of the present invention.

The acids which are used to parepare t he

pharmaceutically acceptable acid addition salts of

the af orenenti oned base conpounds of this invention

are those whi ch form non- tOXI c aC| d addltl on sal ts

I T
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WD 2006/ 090250 PCT/ | B2006/ 000374 net hanesul f onat e,
et hanesul fonat e, benzenesul fonate, p-toluenesul fonate
wandepamsate (i.e., 1,1 -nethyl ene-bis-(2- hydPoxgBR06/000374
napht hoate)) salts. The invention also relates to base
methabegliforiate) etahdsalfonbtet beazenesyifonsats 9-tadentduforatees@mamoate (i.e.,

1,1 ﬂeﬂﬁ@%%&(ﬁ-tgﬁ%y@%@ﬁhﬁa@é‘) ydpses that may be used as

maceutical |y acceptabl e base
S aThF gveptiop Ht%@ Ee'at® te B@Pﬁé‘(}‘?ﬂﬂ%‘ sgits qf fhe cpretBag ofithppRendpvention. The

chemich®bses treat ﬁh@y Bé GsedAs Fbagéﬁtsﬁo @fe@akfbﬂﬁrﬁna&éi]ﬁ&allyf éHcBﬂ)table base salts of those
oun

compﬁtgﬁ% %)tg %re%egglgveétg?r}tgat arrecalciji & e|n naétﬂje aar eos% g1tat fPrm n(%n-tax (i hase salts with
such ednpgendde Pushenitexisrhastgsiis iphederbig et izt Yo thessalstivedifrem such
pharn%&lb&%gyl( ac'dégttﬁalﬁé céi‘tlarlfsaéubh aediali et RS (6.8 SotassiuRIr@S&dithiMand

alkallr&’eaqagh Wﬁtag%om%gq (ffl"?ﬂ en%gp;pggélmngr%%é@fng{)rl vgagesr&éﬁu@e amine addition

salts sueh aeN-acthytgluoamins-ahdghingrad, landithe lower alkanolammonium and other base salts of

pharr%\% E(E.Eﬁly'aﬁéngféﬁi@otb%mé%ﬁhé‘m ne), and the | over

I um-and ot base salts of
phﬁ\eﬁﬁ%@ﬁftq‘r erg|n|a5y skilk wi Eﬁ_ca%’]lZ@ thst @g}ﬁlr@oaﬁq)wggof thig, imvention will contain one
or motd@ehSWhied may 158 in abyrhé‘ul@r lstbreMHehldaB@@&mheIr&: doRffurafien, giding rise to

steremeo%rs av\ﬁ cor%gura!1 iongl |some s }\III sucP tsomFrs a%] Fr& ureSQhe(?eof g |rrtTgJ:dgd in this

1nveng<@othsirat¢8car@@nlt/$tgwfém cgmpm@ﬂs/pfrt@s rnt@éort ate als@ epledﬁds oners

ar\ﬁh&@fﬂt@'c@Mb&thQ&Qﬁe dr&s@ﬂtﬁﬁv‘éntloﬁlpbss%b&tﬁo bﬁrﬁ&%rs&re%@énc centers and the
Oor, are 1 n

absolﬁﬁ qy rg%g@ gh & en*n@ta& %glve&m #\ﬁ garaejﬁ?)eo%ﬁlggatlw VI% ﬁndsg refer respectively to
each bareegenicaantar ie asdesding micletickbarderld 2\hetod atdredingierodentidnal IUPAC
numbterg%hé?ﬁ& %cl‘u ﬁ%l@&flé cWhe'Pé)tﬁé @ﬁp&m dtthe %@nt%gﬁtﬁﬁ 98‘&%& one or more

centers absol ute or relative stereochems
stere?g§n|© PRALEYS ARd 'i"r?éer?%ﬁﬁmﬂfyﬁ%g'\f?é’én @ﬁ Hame prstrpetyg it |gurpd§fsg>pd that the name
or strncms@e iriténided i dncompeach fatns oeibg edrhmusd; Mtiading the aemivdormg
(gung gfetﬁ &%lentlt% m coﬁtraﬁ‘ﬁ Jeﬁﬁ‘ﬁl&%%l@go tdQ \tlvlﬂgn sych bonds are
convent ona I'UP er schemes for eac nnlecﬁ1e.
presep, the éO'T‘IPFé’néso?FﬁéﬁJN@Qt'O@fex'ﬁtt?é cisiead Bans crrfigwiatqne AnpesBikiEes thereof. The

term @R_€efefs tUQfe_fbrier&&t@_h B01Y6 BULBtitGEHN WithreRRAcdO each other and the plane of the ring

(either éo ! ﬁg’g& n@g@%@g?”%#\éﬁ %tlrtnl;\_]e tt?'%le g?r? msFeEsLt utreeol'rllgt%tgtlon of twto substituents
with refmeecmjg gaghpotten gmtpgglgnemf thefripg (itRe svbstitusats @glng) onprposite sides of the ring).
' nﬁabﬂéqina Beleref t@%"ﬂn@ntét@ﬁ Uﬂ a sﬂaﬁttl%fmfwag@néef to tHa p‘ﬁane of the ring. Beta

i nven efi n- oybl e bonds.
s abeyf 1 oA AL G oS T/ LLR e OpHE RIPH RIS of ¢ he

I nTheibventionestdosicluass isotepicaihdiabalai®mpounils, gunich tareditenticah t tacse described
by forrrqu?étl l’erxge%t %P%?é& thatmg r rﬁ&'& g’tom@ 'aFe reﬁlﬁ,feg B?orteoor%?e atoms hal%/lng specific

tatio S|tue erence
atom@mqg_s( or 717§ fuw@beﬁ aﬁa@m@ps prf;@topeq]t@at C(a@pq iﬁgp%eqqmto&ﬁmpwds of the
invenBértiftiude @atbps of AR@b@EBOdaeioN,, nittdgen, oydah, ‘stilfug Madrine edr@iicBlofir@ such as *H,

3y, he, I\L&Bt ah B ﬁg 36%\/\%3 e%gvse)) ;C%ﬁﬁgt?ndggf tm( érﬁsé’nﬂt\\%nﬁ&cgrodrugs

b €a ot het  an
theregfLang PharmenetScaispengpighie e GEINe orstotes obgf i RsodrygRYich coriainthe

aforeﬁtlarﬂﬁﬁ’ed%@op%@bﬂd/ér%ﬂﬁF isdtépek BotRdr | |a%ﬂ¢s%¥e' vﬂtﬂanﬁe @ope of this invention.

Cenaétéstozoplcplgﬁ%&%%:opﬁéuena?e é{ﬁéecpgestegwévep cﬁdor amma 83 tng \A%lch radioactive
isotopies bwanlv ab i apd 4@ erediicotromtedi avg usefiiinsdrigandiot $ubstraié tssue distribution assays.
Trltlate@ g b u‘i—@ THd%QFbQﬁ hgakl Yo, %thbegqﬂr &3@9 efeN’éH BhnéF eease of preparation

| or

ose desctr , exc
and Cteh’@a?"éiﬁé FugthpaesuBHigtion Wt%teew%tﬁ?t%e%tt@h ?%tﬂus?eea iy g@h%a”dﬂ}ﬁmd certain
therammneaoatzma@resh@smtm@frap grehter rﬁetabiﬁc amﬂlm for BREHleAficré@8®in vivo half-life or

reduclre]zﬁ ?Jogs%é% re ou n(r%)t ﬁd %ﬁrécelsrﬁé ) qr%‘%rr IadInlr& %oam(nf C?‘?LISITCI){P&%EJJ qgo?gp%glly labeled
complayrgis oigbia invertiop end prmirugsdigaé@f cangegenlly bsprepated by pajtyrng Qe the

and chlorine such as 2H, 3H }13C, 14C, 15N, 180,

170,18 F, and 360 respectively. Conmpounds of the

present invention, prodrugs thereof, and

pharmaceutically acceptable salts of the conmpounds or

of the prodrugs mhlch contaln the aforenentloned

. o . o o, oy
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conpounds of this invention and prodrugs thereof can
generally be prepared by carrying out the 4 WD
waQo/0ese50 PCT/ | B2006/ 000374 procedures di seCo8Bm06/000374
the schenes and/or in the Exanpl es bel ow, by
procedlmélﬁdﬁlctouéd in gheaschiezrded iahy/orali thie[Ealrhigles lebat pysubsiltiting b edzeiyetailable

isotople ﬁl@ga%eg rOoeft 1} QANioh- EQ%BBéll‘s}?th{Lle {e@%‘%l ed reagent. In

|ca|ona that foll ow,
r g @ﬁéﬁ@féf icgiigniang i thesgirims thatfollpwnisterenes will 8e made o number of terms that

shall &fmhrhedb@hmfmd’faijtn@ meaniggst he fol [ owi ng neanings: 5 As
used Cgre n, the t

hwp érll]e tggrhqwgmrﬂawa]nﬁto {ers(]eé h(o] a":hnt tr(g) Is w{ni?hr con%m%éTP in their
plasmex‘a:rqzbre plerralpfiits bisd paimetes shichess@soniseye hndafsummﬁ Kegusiingmgles and females.

Certail ldﬁﬁ@ﬂﬁamhﬁl@'e‘éd 'da& SR esine g6k, %H&'p%% hor@%ro‘ofi\bfboﬁttalﬁ@ETP in their
cats, cattle, goats, sheep and

p'asmﬁé‘P%%%arﬁBOtg’Eﬂ“d%%?r%{? 'n CETP in their plasma and so are

Notheitendl" lneéwdg"h'ﬁ'ezﬂ'f o "treBineerit"as nséd ematt inahgles prebergative (eqr, prophylactic)
and p lﬁeftﬁé‘?rég‘ﬁﬂé as used herein includes preventative

) phyI actic) 10 and palliative treatnent. B
pﬁYanl*?é@é‘%?&'t"@Hﬂ ogenighted [stragsnitne pasriemsliiynt, Ee@Piey: PP‘E‘P’ salt must be

comp@hbleuﬁtnttne SN ir@re@iRhts of ta@fd;érﬁxnat@a,lahd mtalteleieaousct@mp adcipith&hereof.

d e gmétl?qﬂ%g%t I?\?ﬁ u?leﬁggr%glgr% utdgs r?rfyt 15“!1' %) rrgkable erﬁ';atlvg Er variation,
includinlg epnfersatiorabisenats (ermc Icweé tr@mysomesb M@NK@EFW@S (_Q_ enantiomers

and d%@t@r%gltn@r*%} EaclBilc] HatkdraPneRE anBdthad Hixes df Q@dhusﬂirﬂé% as well as solvates,

el Mo B SaTr e ol S R bbiet Bk pers s mean
chemndalasmmwdmhasjlay axate twooyr nabredfetnesrog difieeent stranhae Ggolmers) in equilibrium, the

forms@if%ﬁr\g BsuaRf 1n§ﬁ’é3$BsL§?P(5¥%rr\|§dr03§1 .| varSusiples dt t%§tomerlsm can occur,

rates, I sonor hs, _taut oners,
|nclud§1§|kpt0feapln@g chaig abq r&grr@g gautogyansrﬂ -alesHrpssion;’ groﬂlgg'rﬂafers to compounds
that af @G rédurmeaachTaliBwinh atminelyatiex irdéase thetdnay io vivends sonfieathemical or

physi@%ﬁjc%il Erfaceﬁr;sg trq ?};&H&% q%e(n'g%?%ﬁﬁg thé g\yggf&gllcél gl;-lioPMOuglbngyme action is

converfpd fodbredesiiecbiriid oum)i bigge W@%dr‘éﬁ’s UP%’(LR*Q@H@Q relgpsedire eorespending free
acid, bﬁ@u&dhﬁ&lﬁﬁﬁl@eﬂ&%rmw@|réb§]ju§§16ﬂtﬁb o’@ﬁhﬂanUQ Gﬁtﬁé ﬂi}gsent invention include but

oo o R oS PSPl e B PP RIS ehrey s oo
Cr)aliadosilaxys ethylt i-@Hanayiekyaetkyd havirg frdmuigo P narbprvaioms, d -naesinne-1- (alkanoyloxy)
ethyl ﬁm@ﬁ%ﬁsl 5 teﬁo c&mt&hso glk&@J:arMnQIG)@ﬁr%thg/l%Ging fr@m @'ic%jééf'tgan%fbms 1-

Si ol ogi ca
UL P R RGN A A L
from fEdoeSmatban ytoprsdd{au@sycarpomyl)emaamagﬁ havwrlgdases tbl@earbon atoms, 1-(N-

(alko&ggrﬁﬁﬁlﬁmm)&gyl ‘15\%39 éroﬂlczi tg 10 @ﬂ'gonséf&]l;k Q¥§159I|d¥lzéb of%nolactonyl gamma-

nt
oy ARB 1 Gl GBI o G G (IR e BV R TOR A OY-(Cr
Cz)allé}'I SIN-I04 30, ) IR Ic & by IMAEY, -1 )alkyl ARd piperigindly Bhr@Eid- biSmorpholino(C,-Cs)alkyl.
atllskegﬂere%b ge ?Xé){ﬁ%gli)nﬁif' Yeabtlog %%rt%glvei%?)aﬁh gﬁ%gs}r()hlgﬁy%%g%l solvent or a

mixtur_‘@.thgeqfwmcn dees| q@glngsapwy)start@g mapena{awqggntﬁ riernesdipigs grproducts in a
manneﬁnﬁmd@é@&yaﬁe@ismmfmgmmmmyI haVI ng from3 to

f6 r@%ggrgggd%%g?fﬁ%q{o&towpgjx&c tﬁ?rrgrg?%ﬂ Eyls 5- bromo gﬂuorophenoxy 4-
chlore-§-athidphenosy; BAwnlichlotopteabiyy B, 4wmnowghen6xyo&¢ﬂ$u¢rmn8h®<amﬁemxy, 3,5-
dlme@lm%xgr'\]ﬁ 4 @'nke%bbﬁ@nr %{) @%@@H&H&%%mﬁ l5. rn@tﬁillﬂ%ngfyoﬂflt?bré .5

oxycar bo am no

meth‘ﬂ%w:pw 4- ﬂ@fﬁpneri%y ]’_Sosog@pwBrf?n@tyoisrg\ethgplﬁquaﬁ-ipquaﬂuoroethylphenoxy 3-tert-
butylpﬂaeﬁcrxptm al zaz;te@ambr,oetg@mpaeraﬂy t2ub 817 Blt@eihgdrorbplithyloxy), 3-

. C3) al kyl (such as

rifucfd g!lﬁ%‘ﬁ“ Xéﬂﬂ%) %6‘e¥°ﬁ°"i‘e)thy%"g’r% Wyl - (- C2)al kyl,
N, N—dl(Cl C2)a|ky|carbanoy| (C1-C2) al kyl and
pi peridino-, pyrrolidino- or Enrphollno(CQ C3) al kyl .
As used herein, the expressions "reaction-inert
solvent” and "inert solvent” refer to a solvent or a
m xture thereof which does not interact with starting
naterials reagents, |nterned|ates or products in a

o o - Y a1 o "



10

15

20

25

30

35

butyl phenoxy, 3-(1,1,2,2-tetrafl uoroethoxy)phenoxy,
2-(5,6,7,8-tetrahydronapht hyl oxy), 3 40

wonrbdslos@sonet hoxyphenoxy or PCT/IB2006/000374
3-trifluoromethylthi ophenoxy. 5 WD 2006/ 090250
PG ahdftD @RbEHINST & thecortpotius lof taerbresknn@imntiad, R"he4-chloro-3-ethylphenoxy,

nds

3,4- dl%(Porr[Eﬁ%%P%x ? 1 ghﬂ%ﬁbﬁ{e )s)wg hgl\ﬁlié’hé} EF%OF&O:S rr]tieﬁ )E)henoxy 3-
lsoprosylmhampmﬁﬁw %ﬂ@téwroe@ét H}ﬁlﬂ%@h@ﬁ(@uorqmtthoxyphenoxy

gcm gfﬁmgﬁéznfb%éhuﬁﬁﬁtpﬁxw. cﬁorﬁlssawpﬁaab&p&emmmethylphenoxy

-(1, , 2= raf ,uo X noxy or

3J6??%WﬁSWBﬂ@Fﬂ@%&ﬁheﬂg;?%aﬁhﬁﬁﬁpﬁWther enbodi nent, Rl

| 9n 4nathdrembodmettiiié piverroRry isdR)-B{[4k3H-Piptettyl- p‘lmnMyyrlmICBn-Z-yI]-[S-
(1,1 ZIﬂe%%BQeJth&MQiMmO} R2 4 tﬁﬂuoro -propan- -2-ol or R -3-{[4- (t4 ChIoro 3-ethyl-

trafl uoroethoxy. In another enmbodi ne
phen%h%mﬁp ?gl -[3-(1,1,2, 2—tetraﬂuoro -ethoxy)-benzyl}-amino}-1, 1 1-trifluoro- propan -2-ol or a

pharn{dddutiBal{y] sbecdpBbik- dait bddiydonpbemexy) - pyri m di n-2-yl ] - [ 3-
( ]1h %hger%bod%engctf }]lé%ecl)ho t P&é%} %ﬁ?ﬁé{r@)ﬂ %mercgllerg)ﬂ}"s}reated f

pHE ﬁ@gthgregrpeqlrﬁent of the method of the present invention, peripheral vascular disease is
tmawadln 2-yl]1-[3-(1,1, 2, 2-tetrafl uoro-ethoxy) - benzyl ] -am

o) or._a har eut.i cal |
b e eabdnent §1he B EBL el m B SRR & fted!
eribamthmr@tnbommer‘rh ef theetnbibod offthe theseptrirvsetion, iynerbetelipoproteinemia is freated.
at lh%h&@&%ﬁ%@cﬁr‘n@nt biSthd MERbESK-thd ﬁes@ﬁ%ﬁﬁﬁon%@gbmﬁ&)ro inemia is
t he method of the present invention, peripheral
treatedascul ar disease is treated. In another embodi nent of
t he ansthdr@chbodimérh ef the msiaod ofitinessentomventtbypsiamjiblehgpareholesterolemia is
Ereated I n anot her enbodi ment of the nethod of the
present invention, hyperbetalipoproteinema is
t rle @petber empgdiment af’rtb methodafisrnrerepitinvVePlianheOreneMaRarY isease is treated.

t hia aﬁd&tﬁéfembodnmm aitth@rrhethbd'maé mdssahtl |mpﬁdnt @i/ dtardiabinfattion is treated.

t rlg %tne? o bodn ime c())ftthe co %n olrnEﬂgf thg lpreﬁe n?htloﬂ dlhe secgggjecompound is an

presen PV Ent § o, erole
HMGtQOéae@dea%nhlalWOPrr?e?P/’é?mg@lmnt of t he met hod of the

prlﬁ%ﬁ&her'eﬂ%@cﬂhbr@ Bf th& B8nSUNREiINh @Ik Sifte ﬁééieﬂﬁﬁ\ﬁénh&m the eatoﬁaieompound is

0
ovesi, BROPOA Mg GEATGT S PI BPEETEN. Te a1 SPuiro el o G et
entb adotherrembodimer ef the pdmbirsetioroer kibof the pressht mmmpr ting @grhbination further
comth Q&Ho%@tero‘i ﬁ&o@ﬁ&ﬂ%lt@p Wﬂ&%ﬂ @]ne cﬁolésrﬂerol%rﬁ%mhlbltor may be ezetimibe.

uc ase I n tor or a tor. I n anothe
en'ﬂ@ﬁ'i‘%ntt‘e Eﬁ'“ﬂohréjs@f:)'il?ﬁl"i’{ﬁ’t‘tloa 3% Pe W?‘te Wpr‘tcﬁéseﬁ MEich WF'”de processes
analogdiusedﬂ thosaknotvh & tlmﬁtem(d:alczbtﬁnﬁuhldarly% hghmf #=idabdription contained herein.

CertaﬁtI d?%%?ée?tfdr the nPJn@f‘éélErJe%i th@ corh E)old}{(fésbtf @1 S N/enf’iaotn%;%@r?\’ daeh 'aQ further features

of thea’rt@m’%‘rané ﬁ@dlﬂ*ﬁtf?é‘?ﬁitbyé*ﬂe f?'l?é"f@d??@i"?ﬁ‘eﬁph%frﬁso@thﬁr Rroggfses @y be described in
the eXpeBBBMAl skéig@nt i on, the conbi nation further conprising

hal est bso inthe,
o TR R BT BT rd B s atto PRSI e e gescrntp of the
methagisvgy ainployeddn be ntpmmtds obimamytf the Enanaiies givenrigwier, itmibe evident from

the d(QXlIeQ @Q&ﬁﬁtﬁ)ﬁ@gl%' uqhe 'EQﬁérlHQﬁtaf%gﬁg%?ﬁe %@ésqg Q%arﬁﬁcn employed extend

kn
f””hqr h@‘ﬂfhe&le”‘trﬁ'é”%é%‘ﬁ dﬁﬁ?r@ﬁ‘?%ﬂt‘ & Wé‘&eﬁé & ’H’te% 'E%F*Pé?’ﬂpwnds prepared
accorging cnetB&$cﬁe)11estnlrw beaudfiedutihe togirovideew @aropleisithif thd stioge of this
v r

mventJh %E {-Jx%ﬁp% %1 %Eegtﬁlhﬁﬁﬂaélt@ﬁg%@g %%{ ffm%H{ th \Rdro%gdlf?és v&elﬂ Rnown to those
Sk'"eq* @are,q oA giye RRGYIES Ssten FEAMidR, @@é@@@@f Akgionge described in

the experinmental section. The Reacti on Schenmes herein

descri bed are intended to provide a genera

description of the nmethodol ogy enpl oyed in the

preparation of many of the Exanples given. However, it

will be evident from the detailed descriptions given

in the Experinental section that the nodes of

preparation enpl oyed extend 35 further than the

general procedures described herein. In particular, it

|s not ed that the conpounds prepared according to

. ~ 1.

treate
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skilled in the art to give another ester, an am de, a
carbinol or a ketone. 6 WO 2006/ 090250
weCTU6loB2B06/ 000374 SCHEME 1 CI R N' N + R 1PeETABIN0&00374

a ad HONNIL I V= F3¢~-N HOHH2N ,.0 F3CN
R2 F3C'<l | VIIl \ R~ 1 RRHEMEM VII SCHEME 1 5 The

conpounds of the present inver;gi on were synthesi zed
(\Etcéordi ng to the reacti ong/?\)(/ chenme 1. Conpounds of
N__Nor mul*a VI RI were T epar e Nom t he correspondi R
Yformula IV and formula VI | & conmpounds usi ng pribcedur es
Cl'sinmilar to those describedin Luo, G ; ChenHQI_N.f
'Poi ndexter /I G S. Tetrahedromnv Lett. 2002, 435 N
5739-5742. Conpounds of fornul anp/—we-ve pﬁ—ffpared from
the corresponding formulad | conmpound and for nul 10
11 corrﬁ' ds using procegg/q\s simlar to those
d@scrjbed jn Sekiya, T.FsCHi¥Fanyima, H.; Kanayama, T.;
FsC ta, S. mada, S. Eur. J. d. Chem 1982, Va7,
75-79. Co rels of formula re prepared fromthe
correspondi ng fornula V conpounid &d formula W
conpounds u€i ng procedures s'filar to those described
in Dunn, C; Gbson, CL.; Suckling, C.J. Tetrahedron
1996, 52, 13017-13026. 15 SChiEgMminds of fornmula VI are

COrHeebs b&ﬂgbé/of %Hé@rés@pc: irg/eﬁﬁog ReRRFhtRELIdet QBACHINMR to the realctions of Scheme 1.
co[responal Zal de usi n rocegqures Si
C TR GLORMa I VPR PR o e s oA SE IR Arformula VI

compdndBusimr@ab@iags sirdilar taGhese, detcribedVibiad &;; QRen, .L;; Pelndeten, G.S. Tetrahedron
Lett 2002, £336@30¥%740G J. O g. Chem 1990, 55, 3730-3743 and

Gannett, P.M; Nagel, D.L.; Reilly, P.J.: Lawson, T.;

SI‘%‘?"H@P”d\?.O,f fom%IVg{equpre@r@_ fromgworrfg%c@dmg@rmlilﬁ% gfqrﬁqyyr_a@ and formula
11l corfisbiuRds BinY poddus Bihilaets tHosepstrbed acsulyd] TiHikountd) 8.; Kanayama, T.; Hata,

: | j rgchandran, P.V.; 20 CGong,

s YYlRER LS Aﬁ??’%%ﬁ%"‘g?@??ﬁ 1995, 60, 41.46. As an

i rfPampglindsef BrmylanVit were preparasd B Big corespenngderng'a V qompgund and formula
VI corﬁﬁﬂuﬂﬂ% dsigtprazed Wes%ﬁmitaﬂt@ thse B@sbﬂijdﬁngurmE@.EGg)sohrHSﬂ; SucKieg, C.J.

r t he conpounds descri be erei n may

Tetraéefa’unﬁlggg%%’gég@ﬁ3@%6'of renote functionality (e.g.,

prGamenoyndsref foemuladeomebammereity a@ilaldaﬁmew,arediqum the qorresponding
benzdld%?d'eg[ﬁglb %F&)_@&ﬁdresyﬂrﬁlﬁﬂg %tsé @Hscrﬁ)fﬁg bh AlRrieh SCiKRB-Odrdohier, N; Biancalana,

~_vary dependi ng on the na e er _

S oA [y e O BeCa- s . B 56 SF0s4P apd Gamet: P
NagehPiLh Gedly, PllyéawnsadT f Shargid.nTqtr BitJeOtd. Ghern.s198& #di10§4-1071.

d ' ' befh & HR dran, P.V.;

O 08 OS5 Pl B gScon Ao ircon P
Gongglgi Prowp.ii- & e Ok EhenedP9% 6geiefal description of

Pr &g @Gihiliah Bot€ ot repareitidnive cdmpudls, isie Aotdd Wt Someeftie preparation
o 355 1 M AP, RIS iy ) bt i
functignshi e, Prisertasiing, sesepaineIsing arbeiyhin ftdrmediafesifina sgeddpr such
prote@i8h RMX My idEpending on the nature of the remote functionality and the conditions of the
preparation methods. The need for such protection is readily determined by one skilled in the art. The use

2

of such protection/deprotection methods is also within the skill in the art. For a general description of
protecting groups and their use, see T.W. Greene, Protective Groups in Organic Synthesis, John Wiley &
Sons, New York, 1991.

For example, in the reaction schemes, certain compounds contain primary amines or carboxylic

acid functionalities which may interfere with reactions at other sites of the molecule if left unprotected.
Accordingly, such functionalities may be protected by an appropriate protecting group which may be

removed in a subsequent step. Suitable protecting groups for amine and carboxylic acid protection include

7
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30 acid functionalities which may interfere with
reactions at other sites of the nolecule if left
wanprepvexsv ed.  Accordi ngly, such functionaliti eeTAB300&&0374
protected by an appropriate protecting group which nay
those bestectingranaupsl canmenlysusbe @qreetnle smtt@pls (®eh eabitbutprorreal ng
benzy@&ﬁ:‘é%n)ﬁ %d RN F‘forae%u%s%@to%rt dIQNor benzyl esters for
I nclude 7 WO 200 /09 50 PCT/ B2006/ 000374t hose
carboxyigecitst Whigh 7 BejsEaE BRHTBATISPIVISAtHVE HN¢5E ”i?é“%‘fﬁt“ﬁté’gt described and
can ty(nsau@/lbe &smd\xbd wihotitakyoiasllyalteyihg othbrefarayibraskty Gethdampoyundand
r!)c?ﬂ@d's%? ;{Mhmtﬁ%cp sQrﬂWlent[c))era %Bl%ﬁargd;%cbr‘awgk methods known

Z esters car
to th%ﬁ%«"'g@ﬁ&%ﬁrﬂ )Ey XgBRlany ROATSSRH qr@/d?sé%{@ﬁlb@@Wunder t he

r Gaﬁdrug%rbf {h@ﬂd/leﬁtloﬁ %er@%&ﬁﬂbbﬂﬁ@io@ﬁld a cémﬂxﬂlc}/@ilcﬂcﬂltt{ewohﬁounds is
al,teri,n

replacFE hm? %slj]eéln“'ay 89 Preperﬁ(g!)yc %)mbyunﬁ (tpe qgrb‘ggyh ctg W|th tFe ?;H)ropnate atkyl halide in
the presmpmfwd@sqﬁucln hsequaselgemarbprmeelntan nert ndyerbeucp pegaeiiformamide at a

tempé‘étﬁr@roﬂé%gt dt@ 160PERQ I8l ﬁ%’%outtﬂ HotkQs ﬁlte?nlfdtll/élyﬁtﬂe bé&id & BSmbined with an
ocesses descri b bel ow Prod

approBrfate ﬂ?ogtolg\?%lﬁ%qt @ﬁhwgeegc ?a gi:ztslégg&ﬁmogjlpbqJ BCI ﬂicg as concentr%ted sulfuric
acid at a tdopesatureof aboull 20fo 10D, prefeblyratls refisx, forapduat balir byabaut 24 hours.
Anoth@rsrlhﬁtrtoﬁg%e p&acwn%?f%% %gid %QEJ% &18&9(; érn&]nﬁéf rttQ%lltdl fn tﬁ&?rgsence of a

ap roprlate al eiln presence O
catalylc Rt §g6H o0 "it%ttsﬁ%’%”t@\*ﬁ B8 FSHAPE TSRS COBopiR removal o

the w&tbiJeing produdsa bl physaIN@.g), Deanadtark trdf) of egatdableldl, eotula@d@us) means.
0 I:;rgdrug?)s Cf)?thlscfnveﬁ;gog Whage aﬁq%ﬁa%?ﬂhct%ﬁ hgsot%reﬁ derp\)laﬁngé ﬁé‘% étﬁer%ay be

prepaseel byepmbining the alcgiobwidyibeanpfopeate g ﬂlbgptntldf« qanaétqﬁtn tost praszﬂh@p of a base
such %&fbs&ﬁm‘é%&%ﬁg ih ah Rert SeNehtbutE as &ﬁteﬂylfﬁm@mﬁ@ém@én@de\ﬂ&lﬁe of about 0 to

o0 Sy 885 5 4 S Bl R g P R s P o
alcoholedib Bibsralenoyléraing)methand it e presemdecha oateliticiagoamrolarid ipén inert solvent
such éé“t@tréﬂy%ﬂ% dcBorbi h&tof%\rrﬁétﬁ‘d'&l(b%sc‘%e@m L%34 @7}9%11 CAIt%méhU'éty @Pkse

acid rn an inert solvent such
comppunds A1y B BFRATSHPY 'E“ﬁthE‘!?ri’E%ﬁﬁ’P?daWthﬁE}?B\%ﬁ‘ o Ot; Ghprg. 1994, 59, 3530.
watlgtosided arg prepaedinedadiyn pﬂﬂ}esalabﬂbl afie agarbotiperate-iSaraindrt solvent such as

toluer[g |r‘ff‘me p%@erﬁtp 8’%:%6“le6 @allgthe V\EE 1%91%06}5 tht%I ﬁcﬁ? @\Fb% as |t |s being formed

nvention where an a
as dep@'lgeqﬁ{@ﬁe duygltoraate pEagedise ig heseastion qfﬁyz ab:@hol ﬁ/ﬁl@fﬁ, g.,tlt@@y Brytected glycosyl
halideGiR (2 prﬁselg:etoh@selfdn@m by\uetsrbtet:ttdﬁ appropriate al kyl
B:ﬁ? Ey%ro nYaIké{ﬁ ona Ie 1r§1y<§rcr>]>8/| ﬁ(él??)%/garﬁgngﬁ?wgﬁ\ﬁ e}rwmdge% may%g prepared by
the redétionohipé paentarmidd evita the apprentigteraidellyde upfleraigeital orpasiocondiios (e.g.,

sodmfn%’thoﬂ@@ h'\tethen&lpat Méf’]aé@é]s HaNees 25 chckﬂfq@y N%mo it I(r:B(:‘_)N -1-(alkoxy)alkyl
ai
e o8 B P RAFBY LA Sy B ES Amosas yR LB REESTY s hace

the presdna¢ yftd lmsainmeuirterteblventi d in an inert sol vent such as

t eﬁ{eac%ég&ﬂfi%f%s m@&]ﬁ&{ mémotbg ueeﬁﬁtm&c%%h bmeﬂphbnnér!&mal

4,997 ternativel Y hese onmpounds
agentg, I(%SE) d-rl:&OChB'?ﬁ?rﬁléo"i‘Fé'f‘% gers Sd‘é@)i‘?er"ﬁ?e’awﬁﬂpg I%?’F%&’ﬁ th@ttreﬁme”tl ofthe
dlseade/cﬁilmnsﬁb@ﬂbed]lﬁ% Fo%xardia they Ghay®e sis€etas cavibthapdrogitiraseMG-CoA

reducpa%e ?%? chelltoltggtellor%?ntﬂes% |Fr9+torag%h&es?%%%@(&%%ﬁ.b. aﬁgther CETP

'nh'b“ab Iad/'TPWQQI Besgrretjort iphibitge 8 EPAR grodhelgtor @T‘dtfﬁ@r ?@@?i%'ﬁwﬁ?@g agents such
as a flbRfI® NREn 3M |dntexbl$ang@teﬁﬂ dnefix@ant2én ASATIRRGIo, BRdla Blté%\é@ sequestrant

oo ofes AT o SN e BB ETF < SR TG0 et e
acid trangroeeroehitgtbr, bmé@Cﬁrmlbitmmthntﬂwpeﬂqmsm @uth a3NORVASCR®), a selective
estro% zr eﬁ%%%}é"f‘d ka)’ée?ecﬁ\@aﬂ@rﬁ en reﬁeftor modti 3tor an antlbIOtIC an qtr)1t|d|abetlc (such

dr ox koxycarb am des
as m%fP@‘]H%uaéD AR aCtt"H*@r Pé@fﬂ”t"k‘fﬁa dﬂsu't"hé“ ?Jﬁqséﬁ‘id“‘étﬁﬁed@‘ t\’A‘»P"t (ARP) pad a sorbitol
appropri ate al dehyde under negtral or basic conditions
(e.g., sodiumethoxide in ethanol) at tenperatures
bet ween 25 and 70C. N al koxymet hyl or
N-1- (al koxy) al kyl 30 derivatives can be obtained by
reactl on of the N-unsubstltut ed conpound W|th the

o o o o o o
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as a fibrate, niacin, an ion-exchange resin, an
anti oxi dant, an ACAT inhibitor, and a bile acid
weemsdotsant . O her pharnaceuti cal agents wouPdTABX06/000374
include the following: a bile acid reuptake inhibitor,
dehydegenase mhibilsir (SD!)) a0 @spinnd acetusiatiaytic cishr binttrigroxide releagia asprin). A slow-
releasé ﬂﬂh B i is Brkil&HN ér‘?dM%B\Rn? Q@Nl\é&aﬁs M%@ln ?f%y mmmr)e)i witother

sel ective 40 estrogen

therapgﬁtgraga‘&]suicg e%ﬁ?t&s 'I?Dlams?{"b p\/hlcaﬁ aéwﬁ-{l\{l% ps.f\ feéiuct%me |nh|bt|tor and described
furtheragatomd iTaib emmmna(tusmmbrapﬁs kim@infas IADMICOR® e Rjiaraateutietisong.) &

combiﬁ%&{n g%hytrreea%nerlt ot t @cog@%%g gﬂé? Hggrggggﬁﬁﬁe btﬂé}ldm tt%rapies are

a sorhbi
adminjp t‘B@@@@P@@@@?‘ﬂJmQﬂéﬁm%&é‘%@y FeEBicRdmethats ) ), and
agpl Hve-Eaacretyskasa inh®dr | |rrféy 86 UsbdO tha chrhBifidtién é@pbd ®f this invention. The

term F&Eé\gsgbq%gct%sr?dnqlbm)vﬁﬁ Wﬁ %l gnpﬁ{mecjg W%Tc'c% |rm%ltgﬂe%locgrl1v%|%ioﬂ 0 ge
hydroxyowthiyloletdryit aehzyotefeto melval@mamatab'za@bmms ezyoh Hé{@ CoA reductase. Such

inhibit®h %trééaﬁy déten?nne!i 99’@\%6%‘0\!&1 hin W@'aﬁ@céo?dn‘?ﬂ\o %a%says (e. %_ Meth. Enzymol.
reduct ase 1 nhi bitor anew&escr| further below. _1his

1981, € ST RO HEPS P TS IS PR R Ko dovorbed di
refereftied batae dowdveadtiser HMG-ToA redictase irbibiters ivdive kievnapthose skilled in the art.
us. FIaL EBEJ et938 pﬁ’é mszﬁ] fire OPIRAGHE q&e%néotﬂo?até é?&&r’e@%&@i&ﬁjﬁses certain

compquadgyisolated Ffien U t'\'ﬁ%ﬂ%ré)?é :’“%?Oé?eraﬁléw bﬁpn@rashtg gﬁtgpla}ﬁaﬂsperglllus such as
lovasta®il N6l $.S. Aay NBIM 43784 (tmhn@toa&e of VatiéHas h@ébyrmrdaeated&ﬁdeference)

disclo%%%éty{lﬁ gerdatl Eofcme %ﬁ r%gr%tlo ed JoPn!g?und?vsggﬁ és |mvaataﬁ"n AFIs%rU]S Pat. No.

tase 1 n
4,739,0Rhthsi disclosise b vdhichris/ieeasiorateddfy reference) dlscloses certain substltuted lndoles such

as ﬂuJéElgﬁrpNém @Waﬂ'Nét 250,220 QEOEGNIRUR dF AhiBRK @Jc&ﬁbrﬁteaﬁy fference) discloses
e en
-23B Bt ot RARE Y Bt o Ao GRS RORRr AR oproorated by

referetideg disgidseacariaingiyridylditydretybendencit agils,aych gsecegyastalivie trtpddition, U.S. Pat. No.
5,273 gggb(m%clos&g gf]WhIJ\]IS Iﬂié}?poﬁﬂ&j lﬂﬂgfeFeﬁif:eq @EE]@&§ céHa‘nEHj[Z substituted-pyrrol-1-

. vari ety hese coq&g are escrlb d
alkyjpygan-2-gites Péﬂtaé(ft%\éﬁstﬁ‘&’/‘ ‘Fﬂ?v@@)& ghargg Fcalj-!f\@"@éﬁ&'erf%rﬂh@?rﬁ%fé‘ e
LIPITOR®). idtitonal MW GiCobeedunasaintilstotshachele sdsuldsextin am ditheastatin. . Statins also

mcludhJ s&th cgrﬁghoung!pas rés%lgéat@%ﬁcl& elaq‘n g'SS @E%:sés]lrdr% gtavmnﬁlalsb@sed in EP 304063

rence es ce

B1 angél t830; m&yp%@tl@ddlsa)fog@m éluc_} 819831 4% whigh is ipcorporated herein by reference;
veIostHﬁnC a@&usl@mlwmmlsow briug).$.01,450€ 7g%tﬂfof PEiIBedrg incbrpSrated HEBIN by

referea? ecrnbog af? L os V\Hn cl'?/;\é %Oﬁ 2?02 Mlhlcﬁ |ns d%CrOBD rage{dégégw;b%%efgrterpc%; dalvastatin,
disclogeaffi E@rnw,e@yl Pa@nb‘knpm Rpkivatient NQ: 73051 D Yatfiuindestagin, dishlesed in European

patena,f\ n@dﬂ'&{‘ﬁdbﬂ&%gn ne%ms&s,analambdra&nﬁia&ma@;cﬁkwm U™ 9Q150,171, which is
739, 073 (the disclosure of which is

'”°°rH°F?€e<5’rhﬁE§f“eﬁyé?fer89°er ef erence) discloses certain
s Ulng PPAR nexduleiodobelss ussdiinlthe casbinbtipnaespext ofthis iddemtign. TheSerm PPAR

modu{é’ﬂ refe’\pto cg’m p;b%gd A%&b‘%la@' p%ﬁJx £ Sroﬁ’fraraw{héc%\l;bé&é%ceptor (PPAR) activity in

I ncor por ate er ence oses
mamregly, ip ‘fti'ar/'é§Um%fl§c9h“°§é“°6'f'%t\?a§tf8~’t‘q"h deteqmingd by-tboseoskiledsip the art according
to starﬁdal‘lﬁas@da}@ ®Rh&WLiR Gheliferatdié. Clhis baliel ettt Radhadorfoudits, B modulating the PPAR

recep{of"e ree I E{é%a)*u%cqg%% OPE' gse[%rr{vglk/& Fy;“i ge@ giauclgge%%é%n&gg%ﬂ%g ﬁwose in fatty

S cerl
acid opglgatlon BnPgY thoss lr(vph(gd id ihigk Pensity ipoprptein{HPR) asgembly (for example,

apohpbﬂ'@@fn@@béﬁe@r@né&ﬁptfoﬂf @Ec@ﬂjﬁ@% réHu&ﬁ? RBSS b&o‘?'?att arhdﬁncreasmg HDL cholesterol.
By v B SR AT DY R 4Ry A R B § LGDpg 8. TLDL cholsteol,

LDL chdestgpdlabd theif essoviathe capmbndnis stich ad dpelipbpietein) § in nikdroinald, pariidularly
huma% \99!%5 n‘?c?ééQE ﬁBL cm]éstér&l Ql’;osadoﬂf%h %%1 AIO Nc@sﬁ'léste' cﬁmﬁ&ﬂds are useful

vastati n. suc npoun
for thq- t@gwgqrgtcpﬁec@p@@ﬂ thas\@gous ,qiyeUplgemlREgbpeggqm p_:e assocxated with the
pi tavastatin disclosed in EP 304063 25 Bl and US
5,011, 930; nevastatin, disclosed in U S. 3,983, 140,
which is incorporated herein by reference;
vel ostatin, disclosed in U S. 4,448,784 and U. S.
4 450 171 bot h of mhlch are |ncorporated hereln by

_L_ o - oy o o A — —
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35 receptor, regulate transcription of key genes
involved in |lipid and gl ucose netabolism such as those
woOnodeawe2s0 aci d oxi dati on and al so those i nvol Pe®1B1006/000374
hi gh density |ipoprotein (HDL) assenbly (for exanple,
develompk arpdnmidete of athkrogrmesist and iesidiov gEcilamdiseasec bondinngl y

hypoalﬁﬁ%%ﬁﬂo@%e%‘%n@ hWMgIJC@ﬁdeﬂpéj A \%l@@%ﬁhé& cbplsounds are described and

ViTtue of heir "acti vi
refereneqs#iaﬁ@wrnwearrs%h?rewu ee k’iﬂ"‘@é‘?ﬁ@"?%’i}‘@%'”&e Ay .'@?%@Pr' feiication Nos.
WO onng ahpbBE1e3mand U.$. Phteatpbiaticr 10/7208ud, fidveiavember 24, 2003 and U.S.

patent a ?ca?enaéo%% @We%%ﬁ%h%O %dbtl Gtﬂg dl"él&gslureg %R{/I’ﬁéhealre] hgekgﬁncorporéﬂted by

I cul ar as | ncr
referenm@sdmﬂoesweﬁmpoan@ \/ﬁwpblarwl’a@ih\r@tw Hence, these

C&%@iéﬂﬁﬁAF@h%dtﬂ@t@rf nh’éy befugéd ih R comBiRhtiR Bépeaitd tl'ﬁ‘eQﬁ\feﬂﬁ‘dnl Iﬁ 6art|cular

vari ous dem_as observed. to be ass ?%
modula\;ﬁre 1){ Pf’ﬁgﬁ §nq/g Pfd%\’@ BE Lﬁ@-ﬁpiﬂ%ﬂﬁ@é )N@Ib%nipgun s of the present invention.
An exafh@leEPARMNtitoras desicribet dﬁmoe'bzm b aoBellaroxg2sneaimdt4-[4-(4-

o U SRR M o o

v whéWA@fB e@,@n@tin%mw&traaﬁfer rereglelan & @pelipgprotein B) secretion

inhibitof ﬁlﬁ?lﬁeﬁﬂ;&@ﬁ’r th@édﬁ%lnaf'@%y@i of teI§ NGErBioiThé tebe MKF'D\\NS Bts@cretion inhibitor
hose ski |Ona

refers tmgmpo % Vﬁlﬁ“?‘d@ﬁt ilée seﬁra{ %12); B@ X @gst or&P Fﬁ egll L, acn%tphggbhollplds Such
inhibitieniptedi dteomined/ by 2@8e skillefl in teejarNengendive to Szandarz @@@yeh?d; Wetterau, J. R.
1992; éélerﬁ‘ce "2_58@@5)9 nt vaﬁ@cp b tﬁ‘é%& 'c&ﬂp&l%s'saﬁg @ée%n feldlaRdl rhRéreBd Bélow however other

her eb cor t

MTPIAGYB Seeetn SRR il BE B e B Ao B b et Ry g8 Bven and
additioRPAdRapoandsi suett axtsoseAisgloset reW OFBARG4foahd MED 9&‘/23@9 ('N@ eygreary
pummﬁﬁhéhe conmbi nation aspect of this invention.

particul ar, nodul ators of PPAR(3 and/or PPAR7 may be

St HodRIgTA N BRSO iaS aerpaftﬁ@argyregfe%t

| MEINbromBthyl- b#bne@m{wb@(ylaﬁela [2-(tii- [bJZL4q1|ﬂaZoB3-@|ﬁ@ﬂiyll)—b,€@ JAditetrahydro-

25158 as {5- Met hoxy-2-nethyl-4-[4-(4 10

BO@”?’ngﬁﬁ%géneth I-benzgpoxy) benzyl sul f any] - phenoxy} - ace

t #drifieroaethyrpjphrmib2 A boxwliq deidd2-Gsangtrlamineiedvid &3, ﬁ@}/rahydro-isoquinolin-

e_uahﬁansfer protein and or apolipoprotein B) secretion

L SRR e A SO S PSR g

camameémﬂmemweﬁenpounds whi ch inhibit the secretion of

4 ‘rﬁlh&erﬂ&ﬁ% 'bﬁgﬁényl §J3%§§ﬁce§dd [28f- %ldaz@lnzdylrﬁgtﬂﬁphg|3'4Qle§'§1ydro-

n tiron is readily determ ned by those
woqw@wlﬁw%amlﬁ the art according to standard assays (e.g.,
Wetttifeoramhethyl-bigRenyl-2-cdre@Qlic sl [2A(R;2diRleByISB0)-1,2/8 4Aafrategting-isoquinolin-6-
yI]_,amlg.these conpounds are described and referenced bel ow
owever other MIP/ Apo B secretion inhibitors will be

k A'guilyoromethp diphegyR caraexyliGacioé( Qaet{roxhemw ma@rﬂgtetrahydro isoquinolin-6-yl}-

amide] npl i tapride (Bayer) and additional conpounds such as

t E&g-ﬁ% 2gg)esn%/l yII (a:\g n? on %/14 Ofﬁ)q%tﬁgﬁ_pmh% és(?rﬁl ?ro&gt 1,1'-
bipheﬂvlﬂ?/Cﬂqb@@B"@ééHeme@r? darhokanider s ar e particularly
u?’@fZL{ -—TlZleoA)meWyl BipHARYI 2URRFIAWY y-dthiRSlRMbimE-eCaak RN | akig

(Pe"ty'lq?"["im B ﬁj”e/'r'P%IEYﬂ 29S| et hyl ) - 1, 2, 3, 4- t et r ahydr o-
| SH{indblleeﬁ-carboﬁaryld]a A aethyeN-[(1S)-2- [methyl(phenylmethyl)ammo] -2-o0x0-1-phenylethyl]-

; fot I d
5-{[[4- Flréfru é)ln hgfﬁy‘?”@ré@ﬁw&’ ; ;BBMJlra%mBPBPdJXy ';dac' coqu
nN-[ .Sg;?-fbegﬁylmg;@ylammo oxo-1-phenylethyl]-1-methyl-5-{[[4'- (trlfluoromethyl)blphenyl—2-
yllcarboRylf@nbf- AH-mtisle-Rlcambrimaddly | - bi phenyl - 2- car bonyl ) - ami no]
gP%IHIﬂ%‘%%‘syrété?se mhsoq %a@ Ielu[s]e |n¥h|e}combﬂ%o)1 asp%gt o?ﬁ\rlsqm%n The

term HMG-CoA Wntmewmﬁ;bltwtefetﬁ tp hemigdunds-whighdaihytl thecbiesynthesisxf ( 1
H i mdazol -2-yl methyl)-1, 2, 3,4-tetrahydro-
i soqui nol i n-6-yl]-am de;
4' -trifluoronethyl-bi phenyl -2-carboxylic acid
[2-(2, 2-di phenyl -ethyl)-1, 2, 3, 4-tetrahydro-i soqui nolin
-6 yI] am de; 30

T I Y 1 ~ R T
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bi phenyl ] - 2- car boxam do] -1 H-i ndol e- 2- car boxam de;
(S)-2-[(4" -Trifluoronethyl -bi phenyl -2-carbonyl ) - am no]
weoeqgumierned2sme- 6- car boxylic acid 35 PCT/IB2006/000374
(pentyl car banoyl - phenyl - et hyl ) -ami de; 1
hydroxkfhetﬁyd@dxt@ryl%oemyineAammmeﬂd—dmhiw"nle#‘én[j bdet@cety-doamzyinb Y| daprlyzed by the

enzymgﬁpﬁ %,(SH %%1 Sgerhlcl)%%tﬁ% d|l% detgﬂﬁﬁwb ﬁ‘i}&y ék]llr: |(|:1 atlhr art acrordlng to
standa}d@eﬁey@](Metgﬁazw.o[ aq758§5 ; nMe,th Emzxéqql}yp |:h18/ 19-26 and references cited
thereml) rACV)anéiy Qm%se'c&hﬁﬂydiseérélﬁéécnﬂedfmﬂ Feydrerfeed bdictv, howévief btkhed HMB-CoA

syntha's_i IP%%&?’”S \E Eg%gr]pwg)? E{H% éﬁ‘ Iezfjg %ﬁ iﬁ%qgéék‘%% 29 the disclosure of which

is herebyihcdoparaied byargfetraca) disclosas certain latarttam deriyatives, rSéS,tF’atho 5,064,856 (the
disclostifal F whiBY 'htar'egﬂncomb?atect Wr@i‘e%) GRAosY BERASRird-RBoRd Jeﬂﬁatlves

preparg_qe)bx%stlg%ggﬁg@gg%lswp%%gI b %}h&?%?ﬁ@ élsc?osure o? which is
hereby iyudrporayatetyhyferghas) disgdses catainyaxetake dompoarde edoplas d b€Rtrdrorymethyl-4-
0X0-2- ﬁ%@l@o GzetF.rﬂ ﬁtzyt'un &%r&éﬁﬁﬁ @d dGRLRkyzed by the enzyme

ase uch tronis readily
déme@qmpﬁeui tb@t degienses HNMCHEoATedystas geng ekPrazsian Ry g ueed in the

comblrﬁil&n&@éd oﬁtﬁ@WSntl()rNHthea’géMBmay bd BVIG;Codredletasd Gtiscrididriinhibitors that
block tFe,]tZ %/n&:rﬁ)}lon ci%?lg}or é?nsﬂég?n |{1h|§%rs th %Ig%(leen@ edsegr?elggegtgasn(s:l?tliog éﬁam RNA coding
for HM&@rCoA reflestasn Mprwehosmch homeouads roavriher EESt Tanacrptiey eftrargiation directly,
or may B Hid¥ahérhedhd domB&mUQ%‘é{ha‘;«/Qtﬁe@%‘P&neﬂfdﬂeh Sghvitlé‘s Eﬁfﬁe 8f rhore enzymes

nthe SRR SR PHSAAN BT e hE BB Bl gL B SGup Parqebolte tha has
the afdperbeantibreed taetivitidle ISushatoimpesnds bhag calBathis difect bl deBegsBE Gevels biesSREBP
sterol%c%ﬁtl) on er% p(P(gtelmlyﬁ'llﬂlb‘tlﬁg th% @lmfy Wl Prg{e%ee(§1 Ib)yor agonlzmg the oxysterol

di scl 0ses certaln %?lro ctone deri vat
recepte s SSABSHSP regatien s rRedly defesrinet yhgse s qumjtfg 8t acogdgg t° standard
assayﬂa/teth Sozymé|. 8485; 210D-19).I82veétaisempsunteare Hesshbeziand seferbreee bylow,

however &IQ H\‘P\gﬁérg gf I-lﬂ\xG (’.‘SI\ Eerd%!(:%&% gé %&Jr&s%gr‘cr‘ wit %ﬁkriddﬁ t8 %hgée%ﬂﬁed in the art.

such
u.s. P@tx Uo 2.4 4By d@losu rg of Wh'<FFE§ wwrpfzatad QMTG@E?&CQ) idispleses certaing! S-
subshtd@ﬂ laviadtéryiQrivatNi. @tﬁémwéﬂatb@ abrod ek QpBRSs ¢YMAe®éf HMG-CoA

r educt ase t he
reductags AT A “t“P ?ﬂj\g r°e<5 P'B @%\/gﬁf’ H%?& Aﬁﬁése agents may
bényhBrCord! hayiha ectiaibyestar %Eﬁtmml@lor e spué phihe second pratpound in the
comblpaltlﬁﬁ: {gertabfaépreétr@)?t‘hé briebdr® vaftloMeQérmtdE&p%IﬁtbﬁQfers to com pounds that

RIS A5 [P LES CAOE [PAER RG Gore AP o JP - e Fpes g pters anc
triglyceridagofoann HBL melyDLexint! WEDL. HutieCETR inbibi@raciiMity Gmeasiity determined by those skilled
in the gr{ Q(.Qg dﬂg 'toogi%r%'alrdeagéégy ehgl5J $ Pl 6. @?40@43} rﬁ@\%&? 5{@& Ptlhhlbltors will be

t'i oned activities
(owrdp thog Skl thaarly feeexample. hee dssopelt EarmToT FEIPRIED: .%ﬂent Number
6,140 em@emmbnmays@aﬁu St Patbit®lumberienal as6. CCETH intaliitotsidplossden these

patentélnglﬁg %On%% t astucrbé]jl S[2R 4§€4 Q Bg @Pérbrﬁ&ﬁ@ b%ﬁ%& }hl ho>§/§arbonyl -aminol-2-
ethyl-g-gflusramedityl- SREBvdro e@ﬂem@ilneﬂ ece@pxm adjsi qiioi ?ﬁﬁerpwmfeﬁ aiyo pgwn as
torcetraplBl @Efl—"’ neibitdAEarasitd ¥dstibeRfin 9.5t Batdnt REMER B3T3, 1531 whikh iBEludes a number

o o= a3t i GROLEI eSS To ebaRl | fagpppporo evoo

phenyt-ethali-emiagle bt , tHrifigpra-2-petpamdl avore @, £EF B yrdibitdvi tnkiuded herein are also
desantQﬁb( U@bPa@ pI|c Q: l\%n1:|0391 8%%’(%" g l\ﬁ%?dh%%ﬁ Brse Patent Number

er enced e ow, however ot
5,512 ﬁ%ﬁﬁlﬂ%& G PRSP SS AeP YR RYES BN aé?ﬁ?%mba?fs Wihilg certain CETP-
|nh|b|t5¥9 rdsBfunBlattond diaEAveskant bBgphdte-tdiairrigtanalogd dBchdResteryl Bdger are disclosed

in J. Antl Lez":'éé ?@2%1(5 afﬂg éﬁbtz)gls OC er({?%%ed@e%hL tt:, t6I 1{35? 'iég,‘ir(%g%ﬁ regyectively.

Ianosterol derivatives. O her oxygenated sterols that

suppress synt hesis of Hl\/[%—Co11 reduct ase are di scussed
by E.1. Mercer (Prog.Lip. Res. 1993; 32:357-416). 25

Any conpound having activity as a CETP inhibitor can
serve as the second conmpound in the conbination

therapy ~aspect of the present |nvent| on. _The term CETP

1. i
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6, 140, 343 and commonly assigned U S. Patent Number

6,197,786. CETP inhibitors disclosed in these patents
wonadetde@seonpounds, such as [ 2R, 4S] PCT/IB2006/000374

4-1(3, 5-bis-trifluoronethyl-benzyl)-nethoxycarbonyl -am

I AGY sqRalene synthetase inhibitor may be used in the combination aspect of this invention. The

term S@Ja'i&ék sﬁqtﬁeﬁasé InH.B ;109 f@érb ¥ coﬁrp \A%]r{ék i mﬁ.p g um@héafb% ot 2 Gdlecules of

I'C acCl IS a known
farnesylw%mpaaietso fo'@:aqnalpi*m cPbEPy éne@néxnseéqa%@mvw%aﬁe Such inhibition is

readilylde@rmibéd lﬂﬂhosN@lﬂﬁéﬁﬁn Be 3R 3ccohithg tydibrelard a36dys (eath. Enpioh & 069; 15: 393-
454 ar%if[s% g%ETP I@&Ch or 03355 (#{efjerenges conta ed fltlierelnl) A \tafl%ty z)f th(ise

compougdsare éQacdfeH irand x@erhmey)below however other squalene synthetase inhibitors will be
knownlli\igﬁﬂé’é Jklll@@ﬁwmélah 8 mak Nb, slodb 51 (thd dQIRuré oPRAGABErporated by

eover itors 1 nclude
R e %ﬂabﬁf?°&’&ms@ﬂfgﬁ3h€%¥%§6%%%d'”9
zaragdziclaeid. Mau@Mma33f otBd Pdtented Syualeaé eymthelsseripkibitorsh6 beer&pBipiled (Curr. Op.

el g§eht ai n pol ypeptide derivatives having
Ther. téﬁgﬁéﬁﬁ F8‘ETP inhibitors, while certain CETP-

| ﬁﬁy Eﬂ”taéf‘? eqoeslg@s,qmngrdpw Ué@(il p\yugtqoq\e@atgﬁ@spect of this invention. The
term sﬁu%ﬁb@&ma@@ﬁﬁlﬁtoﬂtdf@s prahpgsdonhichiohigisthebiytonesdi@rof agualene and

molecgﬁr Ooxgen Il’(]:{O sq%ﬁ}srae 2] &%Agﬁdeb&i?%lyzed gﬁ&gérlzyr?%g%}ﬁazeig g%%%gge’ Such inhibition
is reamleggemried @V {hose skilled\DIECTEHOTRGIO SPatard BETHBOIHEARiophys. Acta 1984;

794 46%04’7 1 )3 %%h&f‘& tie¥ & Echﬁfo@ﬁ& ér@ﬂ@sbﬂﬁe@ BndajerdiBedisshil, hdweli&rther squalene
Ve
MO TP DO T SR

disciosunésodf whinih BlbllrtcorbbTeted by téererme) distloed ceptaimdliere ahalegs of squalene. EP
pu bllcgtﬁﬁ RBS YédN (tI%Q)Q‘QI%Qn@EﬁNﬁl& i Héﬂﬁﬁé@ﬁ%nené‘éﬁ@&lﬂg gerfé)ﬁ substituted

ene aynt het ase #
AV ET ATRIGAoB L PAIRSA A 1o P Dby T incorporate by
referefc Oiscbsg cériginginatocduotiol dshatves. (M tHat. Neng 95134 (tid@Sjoslre:of which is

hereb? %g'ér?d?atég g’y r@'@ %%Egoé%%a% ycnga'g@floxgr %&a%ﬁ? déﬂg’qu{‘ d

ences Con al ne ese
c Ay sgHAese syciaseyivbibitar pisy be Hsegﬁé thespeand ﬁ?f@%f’nﬁgl"btw combination aspect
of thlsh@)éﬁﬂbﬂ rTf@t&‘rquW@c%l&eWiﬁtb\&éf&ﬁ o ¢ofttpolirids uhigh whibit the ®ioconversion

of squgl%a%—'g 3§g9rxl(!8aq%lgno&lt(e§%1 coaga zed C}ﬁﬂﬁe nz&rﬂe ng.lgre %} rasé\lg%lch dnf’bbltlon is readily
determIaé@yéhﬂﬁe)sklﬂﬁdmrl@s@sccptﬁimémtmdﬁ@r@s?ﬁva é‘if@tssl-etbﬂ 984 34¥-350 ). In
additidH, %%Q%H&RH&?‘J&%@&% edidrted iRk Ble dqusibatadyBEse iddi t@l@%\l\féver other

it TS sty 1 085 S0 SRS 6o o

disclofta¢ efivirdch(is Dy lrﬁﬁr]beréged bAreferempapdissloeesaypdain d256.,6,7, 8 8a-octahydro-
5,5,8( bﬂg)' t}%étﬂyl G'Eafw%n%ﬁrﬁr% dehvdiDss, &%H’Qé N%fﬁ)%a&%}peﬁfh 5%f7 8, Sa octahydro-

I nvent | on term squal ene epoxi dase i nhi bit
2l A& el EIRUSMOLIRAMoR: TTEh PHEM BB ESIR) 2P 1 cisclosure
of whlsmE&br@ﬂﬁlnwﬂﬂ)ratéﬁﬂy&%}eabe)ﬂbspimﬁ cérizintbeta, beta-dimethyl-4-piperidine ethanol

derivaz 5 suc naes 12(’1 é gﬁ@éhﬂ&ﬂ fgét%l)é{%-gi%regglazf ;P?englﬂ%éf%olﬁ g 3 albe ne
t HweowRIned sadaiens sprdaselsavaiens pysiannbibos man Baysed asapecond

compérRinfif h‘lemomgihé}ﬁh ¥SpectA this idhR8tbn. fife tgr%oﬁlﬁﬁedlgqlthlene%pomdase/squalene
alr e escr

cvlage JRUTEHTERE DA ROVE LD BERer NG Al B a5 papsiop! v
squaléreHl, Hepoxids infirhédidie Ikstoverassays it irowepaskible teedistinguishipetwgen squalene
epoxulé%sgvlh%%rs allhps%?ala}? %Iaé%ﬁr?m@tﬁg M@ R4 a§§a|9§are recognized by those

osures o are i ncor orate by referenc

skillechin ¢hey apts Eus dpitibition by pﬂ@@lr@pdéﬁ%l%ﬁgpm ag%ipélpléﬂ%cycl@ |nh|t2|tors is readily
deterrpiviéd bﬁ%ée&ﬂllléﬁi%aﬂ ﬁﬁorﬂm@ ttdiae dioemkeatusdstaidartsHssdys fossqualene cyclase or
squalclgnrc]a(k:)eggwﬁJ ?as?'i g%n&%/ IA r‘r{, Sk cgrjn§ lw@ssagg d%gqﬁeﬂ' (?referenced below, however

SrT VALl VEs
other yybaBBe gw@awls@uﬁ@emy@eseomterso\ﬁ" bt tpﬁﬂOﬁ%wIes;/m the art. U.S. Pat.
i ncor porated by 20 referencehzdlscloses certain am no
al cohol derivatives. U S. Pat.” No. 5,051,534 (the
di scl osure of which is hereby incorporated by
reference) discloses certain cyclopropyl oxy-squal ene
derlvatlves Amy squalene cyclase |nh|b|tor ~may be

o " o o o

oy
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30
2-allyl-5,5 8(beta)-trinethyl-6(beta)-isoquinolineam n
we 2006roe0sh pat ent publication 2697250 (the di seCo8B2086/000374
of which is hereby incorporated by reference)
Nos. 5li88cio b ards, 27817 & ithe distiasureb ef vehiatlianeeih¢oydoratehypefeiedéen disclose certain

azade?él?%gmagveg %’Fl ML&a\’ﬁﬁ 6%”1@5) gﬁesdlscngure of which lls']mcorporated by reference)

i di
disclosRsSpHiaM @PGF'AHV”%%P& thi éth%q?éiYaéY?é SEPL %@?@F%‘B{D%”&'ﬁ@wemw sulfoxide
and Z-Q’y—ﬁlbaﬁj@l)dth’ymﬂliyl s§uideNRYT blﬁ)llctaﬂ@dN694Dm4 $Re distbsure ofipitetEis hereby

mcorpora r%jq)e gg%e (ﬁéclo% &%B%%, %g Per dme? sucﬂ ggé gﬂ)gfn-[ W% p"hgrq)mwlo -4-(2-

ene
hydrox)ﬁhmbihylbethyi Jeipenidinet g SCBW Aad §2 Q%thmdﬁhlpqu ofyvh@h is hereby incorporated

by ref@rb%?’ﬂ‘ih’@ds@é &'ﬂta@fcyé y@ﬂﬁsq‘i@eﬂe&féﬂﬁt@éso' via a
ene

t
R ey 0B Ao AP R (TPLRob Bt ARSI R aton wih natraly
occurggomgasds thatwchto taves plastak ggigstbrerievetsy Jhessenaiuratly drictingcompounds are
comn{dﬂl%%l%ﬁ nutFa@&ﬁ@al@é%qﬁfcild@ rf@r ngrﬁﬂg Radi€ gxtlkéY,t atnEi A9&n. RYblr&8hse form of

e art I nhi bition by conbi ned squal ene
“'ac‘néi)@@i'%eé‘ﬁ ésd‘lﬂawré%N'éﬁP@Pdﬁ@'q dhic agﬁotb@rcgmplgedrvgtgd) r]eytherapeutlc agents
such shabeknitin echnbihet i as BMEKCIA reductase mhibitc.C Tias chnbpation thdnapy with lovastatin

is kno %%ggggﬂkj gQOXI gg&m“ﬁﬁ@?¥8 for squal ene cycl ase or

sqgua se I'n ors. Avariety of these

c o‘iff‘ﬁ@b?l@ﬁ%er‘ﬂ Iabsoﬂé@ﬁ gt camip used ay ArRAdionsbin gk, combiatipa @spect of the
preseﬁttulﬂiéhtlﬁq tred t@ﬁﬁcl’%ﬂa@?éfdﬂ@&@/pﬁ&ﬂﬁhtﬁtﬁﬁ réF&r6 kB e atilidf Bicb@p&und to prevent

t
crote | S0 DO IS P SEISF G037 84 B MedTenll ey andlor pasin
from sitingh tBe PEGNaIZEIYitth dhedyrerhl system erd/grfintoihie dleod gtegam. Such cholesterol

absorb%%t%foﬁ%&idlt)h¥ reafi fy%%féﬂﬁﬁ‘dd tg'th%%la 98IRd Fthd & &cordin to standard assays
azadecal i n gerlvatl

(e.g., e“ I.é%ql Ig% ng 134\/% éﬁS)I qoﬁéggg%sarpw %{}) tpréfa@ﬁ@ﬂ\g 50 those skilled in the
art and iasscdesaribsd, de examn e, i RET Wd?ﬂ4/0948®e An @ratlédfa-resehtdrapproved cholesterol

absorgﬁ‘({n |M\%tg ?fEﬁ,guh(e?ei m?beé)%els %fn ?fobﬁ’)ﬂ{ﬂgrel%ntyl i sopentyl

sul fide. PCT
pulYiACHYTi lw'twag/zmﬁemm (ﬁftqf@ma*n@@n (7P¥ a%ﬂectwﬁ hg Rresent invention. The
term mﬁhyblﬁor teREO Iaﬁrhﬁduﬁds Byt inheit EHeameedluBi SktdrifiG@en dfeletady ¢holesterol by

the enzg agyn ?g& I Ies?; %ol%?;?tﬁan ra% (#h H1h|8|tlon ma)ibe determined readily by one of skill

in the.aﬁ@pwqin)gt@[sia a)'qb@sg@ysl, slchas thgmsthoqbgftHel et ab desgpbegijmmJournal of Lipid
Reseéﬁchl S 1§¢t1@§3;r R erfet)Mf'tKéBe bcﬁnph@ﬁc@% RnB&R ropﬁzfsagmd e art, for

i S ertain c
ot S0 E bR T B B VAR RRI R Bp 588 anawo
96/106%88/bailh discldse umd Henviatitee haing ACAT amtiitiitory tartivity. visxeihplesaeflCAT [inhibitors
mcluo%%ﬁMf)&dnGQSL&‘:ﬁ) g@@%ﬁ‘rﬁb T(bﬁ'ﬁer )2E4- 5(55’(85:%9@)" anBEA&SBbe (Eli Lilly and Pierre
hol esterol [evels. These naturally occurring
Fabreéonpounds are 10 comonly called nutraceuticals and

i n& lipsde jnhibior neaydeNke] in ¢fardombinatioh tieecdpyaaspechofdied preseAt invention. A
lipase ILIQW %l ec%%%mtn%rtmtﬂ'fhlbﬂé ﬁ? 'n%t%ﬁhc%‘!’e%\lilq%@f @m@@qndl)?ceh&gw plasma

phosnh@ém@ﬁdeﬁgtfrﬁefa&g ém'%andégﬁ:wrragoon@v@s'vw@?ﬁ (e@rElafibt gfe}- Unger normal

phys@Bglb@l@@ﬁnJ ﬁéﬂﬂ,@tsa)‘é@ré ﬂablﬂh&ﬂép pr-&l%s§ tHéOﬂtlHNéabd:yﬂHﬁlon of an activated
| ovast as Al

serm%,wgkeﬁzgog g‘ﬁll Pe&sglegzylnhe ?gns neﬂﬁ/to g]g cﬂr% tg)ln Oqf ag%tg 89%%31 ﬁgemlacetal
intern adfatd iwthish isglan diraved odelgaseartighgdiidei bellawing furthéraleacylation, the lipase-fatty
acid |ﬁt@|‘?ﬁ’écﬁb@é & Ql@a\fég%gdltlr@fm k88ipadPa Efy@e?i@@%nd ﬁ&ﬁ%&d Pﬂhe ihR&tine, the

erm chol esterol absorption inhibition refer % t he
resultgﬁqf{qetf?ty&cld%artddm‘;{aer s ?ﬂe g\ggﬁ?rateg H’B(P BI a&d Hhosp oI|p|d micelles, which
are smeﬁwnﬂﬁﬁbswbémaﬂ‘mé leeel bithebrus bdrdee of thé emtll intesthe.Ofie micelles eventually

enter?ﬁﬂa ernbmiq%% c%&éﬁ?s&@éoﬁﬁr%ﬁaéuc ﬁddsg r?lﬁ)q{oﬁ Ectﬁgﬁ§ Le@gl g/ c{etermlned by
thosehilledin therarprceerding faxsrndgidrassays (esudietaons| Fagymn- 8?36 190-231).
absorption inhibition activity is readily determ ned
by those skilled in the art according to standard
assays (e.g., J. Lipid Res. (1993) 34: 377-395).
Chol esterol absorption inhibitors are known to those
skllled in the 20 art and are descrlbed for exanpl e,

VNALN /M Al NN AN e o o e
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96/ 10559 bot h di scl ose urea derivatives havi ng ACAT

inhibitory activity. Exanples of ACAT inhibitors
wonadede@seonpounds such as Avasi ni be (Pfizer), PCEHBDB6/000374

(Sankyo) and Eflucimbe (EIi Lilly and Pierre 30

Faanepatic Apdse preesieatdsnid héthinic oegvabe ofifstgchcids fromeriglycerides at the 1- and

3- carq%ﬂ ggértﬂ)% 148 LF))F JRS{y%Ré/ oﬁﬁ@rﬁ&gbo(ﬂgratof] ﬁ%éﬁe%ﬁ’ﬁgh |H Y %E&Jeﬂﬂ‘m a’r% proximal

a Co
Jerunurrehya@mreailc bma@av\a@@ 'éﬂs@illeﬁte&r%edt"i‘ Yast §ecess o 3@ agroupf gegpgsary for the
break ¥ @ ih Hedppertntull frntend. 8bdavis@pdridteatidithadd € the primary enzyme required

o SEAERPTA, ALESIA R By o i iy IS g ot
relate congiiorsst §mrmeocreg® IpMmhltmmlav’re/gg/ agy&rcﬁy dqﬁerm@fed Hnthose skrlled in the
art acﬁﬁ&rhdt%ts%qda?ré a§s%% (ee% RdtRIaY¥ Eﬂiynw1 Sgb:l '1@@@@1 yenzyme. This

duction of a
GRERE Pa# 15 T BHHAOICED BTG R e rapprePB G epretgmately 10 o 40%
of the ﬁ@bﬁﬁs ef divtaly tpksy GestiidipaseHosdeatddrigrebpantéemedianiopl ditiulatign, ingestion of

food, tthQ grels nlag&ea ffaf)i\é rt‘rgal ore\:ﬁ) gmgeﬂﬁe%; %&S%Sﬁhérg&gs%aaé %;aested fatg is of

phyankvglqahep@rrweesm rhwovrsrp@ of ﬁat%‘iﬂdﬁ aﬂ%derﬂ {E9geRRaNgreatq '@gsea?ﬁwtv in the
intestif® 8R0S NELS ||rﬁ||§2§rtaﬁdea‘oﬂ fét(éﬁﬁdﬂrﬁb@h%d/ahéw of ghidighogical and pathological conditions

assoc%geiéigviilg E%r%geape ﬂgu icienc Cgee ?otr ﬁxa IleCE K %Lr%m§ %Pgﬂe%%%e%%rqlqu 92,125

N, ord
(1987). Budsgastie lipa$é inhibitiowadtivly isooadiy dewrrwed Oy pgeekilledyia the art according to

standR8bRPEE], wtwoeykﬁzymenz@sr@mdmm crons. Such lipase
inhibition eter

S Vet of g ndrosa e e i oGS SR P i) rORaY gl in e at
Preferlidat IipestsnHifitans rmod thos23ibitdrd a3 ¢ peled Bl D RO PBUDGDRiBIMG of lipstatin,

tetrah@@%%ﬁ@rﬁét?tzQ/gliadttongaéggeragm bﬁeléc'to(ﬁ@%ear%ee‘%lgét@r% g hﬁre compound

ava acids fromtri cer
tetrahygrolipgigtinys espqgialty. Pé%?%?&n”ﬁéi@ﬁ‘*r'%‘f%” é“fBP'PWth\{)p*ﬁ"r'é“ grehloro-4*
trrﬂuoioh%thmﬁe’mbloﬂetasa’ﬁd@lﬁe vafig8steadefiatigwsirdatbdthtrale, atel dideoretirang. Patent No.

4, 405%r42 lel'rfn?'pase)|r‘i:1:|rt{Liltnru g%t?r&cirp (f'snoqsrcﬁgéd iﬁ Ulﬁ., B?%Q’Now 1%6 4i3§ and 4,242,453, The

hpasmemt@tgsaycgw 3611 beraps ARG Hbp e e ”EPQ@@‘PUS
brs(rnﬁimérbodyﬂjﬂr&ﬁﬁésﬂﬁateg%i&ttﬁrﬁd asyﬂ?rﬂ)fdp@ﬁﬂ ia€ gbécﬂrﬂaﬂﬂl H’éier%érﬁet al., Liebig’s
reC]L“re or t easorptlono
Am”%?é¥§ %5?§§EE§8 rides, inhibitors have utility in the
t r A adrigyrof parfcraabemasqmalhrtbrs dre degchibed herein balawy The pancreatic lipase
mhrbrﬁ)mfé)%ttairrp@ 3SUE 7P RS- §-ﬂ§}-§forrhM§@41Mymate'r)%kypﬁlhé£{/l 4-Mydroxy-7,10-

oot e, Ryl e, (5eth 082 rbgmico-+mein-
valery861-2-189- 2ByHyoxyGasddetanoicil Basi Iadﬁoranandrtm,mbm}agn Sﬂ:lattltlyed N-
formﬁ%&iﬂe%ﬁ%vér&e@%ﬁ? ﬁtten%rsorlnérs 'ir%%%???é cmc%sg@fn L@Wa@fég 'mt 43159’8 089. For

I'gestion O ry f tr
examplepgleyFilRsiRsn ExBEPFH P SHOREHNS. B SHRRGN: Nps. 5.574,143: 5,420,305

5, 54osst1l7ﬂéHd5t64@ B74.1Thg @Shdrédific Wase thAibitdd OFl.-3860 &[40 p-estiyipRopylicyalohexyl]-2-
[(pheg)? S l{lfﬁrageﬁyL%tRenonX Sn% Iﬂﬁt)eavtan euts g%ut??%&rpetdsﬁu Ifc%%%tdret \Fatll/ésprgllaeé? Ith?éreto are

ats’' 1s
disclqsedirni 5. dlatent No.at 452, 8éé| B@ mee’é@@ “P@ssetlmhltgtgrewl’ﬁ(a‘r?é 3%ﬁrpbenoxyphenyl-

4-me h'le%Ert%gﬁﬁ-glc\él'HoX 148, dnB%he \ﬁamlﬁ%ﬁﬂbﬂrﬂat@%@terssan@bﬁéi’m@éeutrcally acceptable
N AR R e

pancaitidiippserichilgiat, ivelilaatsef dridai peavess foSbe prepamtiopizamgyif by th€.nkcrobial
cuItrvéWnaoﬁct/nﬁ% (%ltes strﬁﬂi{gﬁg? '@ZIFQ ra% fﬁgc}foseg?n I%t%ﬁara (el gl8 ?I) Antféféﬁ& 40 (11),

ase [ tiron activi IS rea
10470 BRI LIPS s PhAIonE P ors Eei e . pos  rocess o
the p!:‘ebéﬂéﬁ@ﬁﬁ’er&ﬁ%@l]fr& rhi€roBial, culiestibi® oA By TBles st2BOVIG1-80; &8 Hjsclosed in
Umefaﬁu\r/?i,a%tlaf ,g)/Anthlr %i%é{,\ﬁsg? (1) %ﬂﬁge%?%r esaetn Jgrcebeléc{gqu%? A and P in the suppression
of mampglyceridey fefneatior i disicloserdn ilanangrietioka 0§f1é3%5ﬁd3yellahﬁ% #tmet‘bﬁ%%-

that are selected fromthe gr.qup consi sting of

lipstatin, tetrahydrolipstatﬁn (orlistat),

val il actone, esterastin, ebelactone A and ebel actone

B. The conpound tetrahydrolipstatin is especially

preferred The Ilpase |nh|b|tor N-3-trifl

T N
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inhibitors lipstatin, (2S, 3S, 5S, 7Z,

10Z) -5-[(S) - 2-f ormam do- 4- net hyl - val eryl oxy] - 2- hexyl -3
woehywroosase 7, 10- hexadecanoi ¢ acid | act one, andPCT/IB2006/000374

tetrahydrolipstatin (orlistat), (2S, 3S,

5 Bhebedrm(pBlindg -thad anemmErichted dor imgtelipidemia, including hypercholesterolemia and which

are mt%:/r%}e? {o%efﬁxpﬁ@vggt 'Pﬁée}{ aﬂwgrogy N Jb%)ﬁﬁtgg&?eﬁﬂe%tr;ntg s@&t‘ aq Welchol®,

e variously su St tut
Colestrdarmphdlfettcandélteetranv il fwis agid deryeidesslemvditremidiopigf and Tricor®,

arD?abgtb§€Anoo%etFea{e@ bVaéimnP@Flﬁ‘d"t‘b amtlerﬂh% o@é%@tesg peé&l Type 1), insulin

exanpl e, tetrahydroli statln IS Pﬁ q
resisapfe, TR SgEase Gspa PRBEIC Bt FA0e .45 grigiate L
complatd®s2h a5 naurcpdihyoAchhBpéthy, 'Fdatmwmmcmreatbnactsj a thasgeutically effective

amourkt?)%}pdn]t %[mci n%:fl'th ﬁ?sent]tf&eﬁf é] n E&Mé(elneﬁ Q/H%&th&%@éﬂ?@‘é’l |tltsugn that can be

anone, e varl ousl
used tg ub@itdla efee thsm'nﬂwwatttee c&éﬁqs\pé@ﬂtv@ebqﬂe P%&nedaftdn@'eef'%agea%desmbed
hemwﬂlsclosed in U S Patent hb 4. 452,813. The pancreatlc

| pase i nhi bit

4 A\%g mpperbf)hosglmr%‘ﬁe |r1 |t€/’tf)r cg useqD asﬁgé) g(e\ég djezﬁ\ént in combmatlon with a
compa.ad btthapresent ineerdionTdie tﬂnrarglmmmph@@hpryla@d@tetptoatﬂfes @Epompounds that

mhlbltstl?é El&oﬁ\%téﬁn‘%ﬁ fy ﬁt@gluc@f:éﬂ ghc% h&& ﬁ/ﬂlclﬁ i@ cHaI@zeﬁ@ttﬁ’é"&nzyme glycogen
=68 B8O

phospﬁarﬁlﬁee e glwoaag BioRRR ﬁt*&%t{?aﬁf P ES By [ Sfgmiped by those sdled in
the armoo@rensg;tofstﬂndtaddeasmyepeag at. Med. GHeer. emﬁgw 20829180 r A bariety of glycogen

phospﬁHngta ﬁ“ I(BJBFE é?&lk nI t§ W&Q&II@? mstﬁé Qlt mclh@tf‘tﬁosg: o%scrf%@ln WO 96/39384

tahara, et a . AntiDbiotics,
a”dW61@W$B8i647 1650 (1987). The pancreatlc I|pase

I ey BIU(Ss{érréduc@b@inﬁ\Bﬁo@% b8 uaein edrabigetibowieh Hongpadhdeof the present
mventPon ‘I:hest% {n acf%osg ]{e ctgée%%étt f%g ts Fo%ap%%#\gyft @iglt %%rogatvgjslon of glucose

cultiv res 's
to sorbjiok whigsie datalmzedpy WW aldope egductasg. Aldgse rqu@jgeedghlbl@g is readily

deterrﬁtﬁ&i"ﬁymg’ Sl(lliba &Othe ar:f b&oldmg tﬁtarﬂbr@'a@é‘dy@(?e%ﬁ JAMéleﬁb Bidbses, 29:861-864
L SN AR KO —

knowrlto tHo8@€killed i tWCarR 00B/20 S02SdesEDEd InB2. QO@AG{TJ‘DN@ 754579@ $euhich includes 6-(5-
chlorocéj|'ﬁ9tf"'?§tI BelSofuldto-litsnyiBhS i RGinf3ne hy p erlipidem a,

i ncl udi ng hyperchol estefrol em a lch are intend
t SHEPBt PW@WQG’@PG {nNiAGr caf By gé’? %‘1“15’ Wy I%‘H’S‘F’B?Wd of the present
invenigdil ThesefLsiitobdehgdroganade ietsbildélednoio(cpomnpoun@othetsitihilolt the bioconversion of

sorbtté}qg?& 058 (chpm |sacré%¥%§} trtégr(i'y@ ?rgﬁjol fdétggr'()%régé dSuch sorbitol

t1rves,
dehydrtpge@@ﬁe(lrrtybltor Iotigtyds @gdn(ygﬁteﬁ@nqdrtga@cgg SBW&’UW‘P ﬁft@p@‘rql rﬁ;bto standard

assayk Qe. Q A}%ty't @'Hch&ﬂ\(l’d@g) ZH0edretass). (Aﬁ&ﬁ@@loﬂédbﬁol'%ﬁﬁdrbde)tase inhibitors are

knowrhg?r gé%nq % S@ﬁ%ﬁ?eg os 8 t?ﬁ(ﬁll rn%% &Lﬁ lé%) 3 gclosg gr'hﬁ&%ﬁs and a method for
treatlrm apeevénding dlehepilcmrapllcems bul@hlblae@ tﬁe swmatswyltol dehydrogenase.

AHW 99@5?&3%@ lnh%ttérréglﬁ)ﬁé fed Wcoﬁﬁﬁr@ft&p\hlﬁx a dmpound of the present invention.
I Ca

A ausgEBE R, BHETORE ProRBIrMHEDR B SHPIT 6T REDSRYBAY Geoee
hydro(zgesgfor exangpld anmastlataltae, ilte bioaxedable smple eadars falsrdaresie, glucose. The
rapid mtaﬁolf %&'ﬁo‘ﬁ%?ﬁlu&%%ggesa?aﬁﬁﬁﬁﬁy E)Wn'\g ol s’%&% bﬁn@gg\mlssof C&B6hydrates,

Speci esc erein.
resultp Hb%%ﬁ%?fﬁ"%etatyrtWP‘th't"éﬁm'%‘ﬁWbé‘ iR %{§ aPﬁf@ %'8@6% feads to enhanced
secreBEd insiilin, iBErakdcdadtispiihesistand a reduoiipGuatdegfaditive. Pollew@gtuch

[ ti . The .t
T R SR A DM B 00 g
Additighalig.dideknowo chyne eewiningiphe stomaererramptehthp sroguetian peagtripjuice, which
mltlatéﬂ?r fﬁ/@%ﬁlﬁ@d&h%ﬁrﬁ&ﬁ 3f gé%tﬁlf?ss&mw’énaﬁﬂcerssﬂéﬁ&rcﬁﬂw gidedsidase inhibitors are

I hi bj t
LS AT SR —————

absorptiard gincbsa fv@m\tise |(1testgte Fulthereck, thelvermersibh of d&:8@lydrates into lipids of the
2934-2938). A variety of gl ygegen 15 phosphoryl ase
inhibitors are known to those skilled in the art
i ncludi ng those described in WD 96/ 39384 and WO
96/ 39385. Any al dose reductase inhibitor can be used
|n conbl nat| on W|th a conpound of the present

—r oy Y
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Any sorbitol dehydrogenase inhibitor can be used in
conbi nation wth a conpound of the present 25
wOonvesrwixsn. The term sorbitol dehydrogenase i nRCDIBING/000374
refers to conpounds that inhibit the bioconversion of
fatty tissne bid e stimsefuantincseoration ohalimenat fall iyte &ty Bssue ldepasity ip mecordingly

reduceﬁﬁ{1 B%lé%ld Qﬁﬂ)ﬁg CHEGA %?ben%ﬁtcd? reﬁgélpd 5r%¥eveﬂ%2¥fﬂa" QS abnormalities

or activit IS rea det'er m ned
resultiggdthenetsem i Syicp ﬁ@c%ﬁq\és%le@@ tien aﬁﬂw{yds epdiiy agtplamn%/gstyéWe skilled in the art
accordiy t6 standsid@ byshys Biga Bivenenti00969 80421829- 331) . A variety

i AT o U5 i 902 s .

Q|U009(tﬂa§@inblb@r Hatripbibitetse anvimatiqdeoresationef stargh of @%?Pg?fg'n@rma‘tose Such
amylaE’J AMBIRSH RdviiiR8dily Geteiidd Wk dseRRildYn the Bkt bbédrdﬂ@ tbbﬁndard assays

A T A T T —

reduciogf; arhtientspof bavdilable vegatsi mnludlngsglg¢qgg oy altose,iank |tH§>| qomomltant deleterious

conditioﬂ?}eg Iﬁ@ th&@frcﬁﬁ‘zymat' ¢ hydrol yS' s of CO”D' ex
rates ycosi de dr ol ases,

ampl e
aﬁwaagté oQquqqalpas§§%1lbltprﬁtabe Imowa ?qeéaéprglngry [l tﬁ%g{’;?%d, examples are
prov:dEd) bel@x aPfefetred glutsaiase infAibieors drafrode mfb‘blaiwﬂhatarasélecmfd faim the group

con&%i %?C]f%l%argg egle(%ﬁﬁr r%’gﬂd gé |n¥ %IF((Q l%@aﬁta%; c%rnglldogé %ﬁ%aﬂfstate ][restatm

In a state
pradirgifin-Reand spposistive The 9lé@sidasq/mh'@wr FeabeRgi Pridee wriops Apae pugar
derivaiveRir&i5b s theFe@@Q’% dlsBlo2A D S HateStaws ©f,002/950 bind NI 4,439, respectively. The

glucoa%é? 5@%{? r a]dapoig(g% ﬂ%afe (%s%gﬁqﬂs%ate ‘?Nl%ti f?iq 258 fl'ﬁe glucosidase inhibitor,

erglycem
voglibhsep 8 gtdideexsi-&ll2-hstexrit( hxprmmaml)etw@nlmi Zt%@ya@gmm@op epi-inositol,

and tﬂe‘?/&%u%rr\g;ublsﬁgiﬁtﬁb bé’éu@& Srﬁﬁl%ugars’?ggtbﬁ therel éﬁétdllqécfosécﬁm kI \Watent No.
m e C
2,701 G gl eES REPQTgh PEHo) (A 1 4P 88T B bR SR RoShetny .05

piperidieated] G vadbusgass §-trihgdrexypiperitiired estiéd théretor are dlsclosed in U.S. Patent
No. 4%%%6(:“1"“? lgMcos%agg mﬁlb%%lélwé k%'tﬁypﬁ 9 [(@P%R‘m’\’ K05 {Pydroxy-2-

I n accel er at I Ng
(hydrwmatampmea@'@@ethwbwﬁoeﬁ% éhes‘taa?fﬁd%?”‘éﬁ%?s rﬂﬁﬁeﬂ thersigandpbrarmaceutically
accepiddRQiciitdd@fion$alty Itneae@s ardf disziosédia U.SitPeshi Me 5,182,77h eThemtuegsidase

bR sb B B0 380 Ber ORI i el e k. v

variosbsedjsrenharidee elapirtbaréto andthe ahdrmapautivally aceeptabie gcifl additipn salts

theredt! a?‘ﬁUl@clgs%e%U IsSphtentAeCOESH 78! Yhe ngéydi@% iibidE lcaMmRfbose, methyl 6-
concom t ant enefl t of reduci nga [}]@ﬁr event | ng
T

deoxﬂ'%@%%’f" éReS)-3ds- tﬁWﬁ@P‘YT&(hy@fOé%'“etP)@ﬂHFrﬂ”}? Vfams'de
sesq@@ﬁﬂateglh@@@ﬁ)lydﬁ)jirﬁnycmfmmatlv&nela’@ﬂ ithekeltey tHeS/aﬂ@Bdihlafynaceutlcally acceptable

salts @\?rtgﬁ m gy(?n hekg%é1 mett]'ko%se fo‘rséﬁe g ggrﬁegrh t‘m%lgofa{rgglég%%g |rgg PAtEnt glos
5 157/511@@%5 a04.978prTde GWCélgaﬁ inkieiter, éﬁ@é’s‘@t'ﬁ ‘Bneiheyariqus ep é%aCCha”deS

relate@rthe?eﬁty |aa?e°-'(§sdld's@6 Rid. Qrpate‘hﬂNalB(dgamm nhibitor is a
| ucosi Se

| biits. th
A TRE SPETE Ee Fe RS o KT DR gn g gpviese i
tendmiajdtasethe Iwhiiduis tydio peptitéswilaipd trerete ach diseloded iprlh$ riagenbifo. 4,451,455.
i’gﬁ%&? mﬁ@é rlA(Fg638ran|ﬂ% \/%F@us‘%g&@ ngﬁQtlae@)réétQ@%Fé#o &8 2RYSsed in U.S.
Pate

Nodiia3. dfz hsemﬂase@mbgara%r?%ml Siina Pt emgors f Festatn & bestatn
and tleSEHHOC BEY MEVEHUUS tretfaldib-oantainihgbinosiggaraated thelfetrdara gisclosed in U.S.
Pate%guc‘p d mal t ose, and the conconitant del eterious
i’t| ons resulting therefrom A variety of
gl Adsitional grfidighetic esimpownsis ayhichicad ik Uses 2o he sefong ?@ﬁ'\ﬁﬁ@mb‘”at'on with a
comp%&id'olfthb'ﬁrésaﬁ wﬁéﬁtloﬁl%luﬂéaﬁl&&ﬁpl@ﬁ@ follaﬁ/!ﬁylli@am@@ @‘gl metformin), insulin

ucosi dase s are ose

secrejpcaueh - DIRTTREAS PRGN AUPoRS PREPILRST Hgeoonsl Prars
agoniais,dnHitdters ,of REIP\ $ihibiters ofdtiIESbiokibitoraxf GBK{3oglucagon gitagoaiste, inhibitors of f-

cam gl i bose, tendami state, trgstatin, pradimcin-Q

and sal bostatin. The gl ucosi dase inhibitor, acarbose,

and the various am no sugar 15 derivatives rel ated

thereto are disclosed in U S Patent Nos. 4,062,950

and 4 174 439 respectlvely The glu003|dase

o ~ a2 2
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(hydr oxymet hyl ) pi peri di no] et hoxy] - benzoate, the
various derivatives related thereto and
woherermaexsat i cal |y acceptabl e aci d addi ti on saPC$/1B2006/000374
thereof, are disclosed in U S. Patent No. 5,192, 772.
1,6-BPAdeeMethbaSadiaek GLPManBibgsaAC 2081, al2GEBWn as exendin-4), insulin and insulin
mlmetlgs (ﬂ%kqgﬂéy rlg]erqusé ?t%rgzk%;g%y W RGrcRMb P?(C% ihibifdR: 4 gbﬁ%?eakers

| 'uco- vari ous honodi sacchari d
- EncseBtpouEERne PegRert inYeNtioR sRMreRSaE rrbogmbgna%b%}s‘t%ﬁ%es'tv agents.
Any an@fblbss@@@értt cabesikt 8s theRecorabgerdneueh coibir@chsi and exdmples are

pl’OVId%dq}ﬁrﬂl I%O }% %I’ﬁl OSPS?IH a|cf5 ng IIS-S'ZOX H%grﬁu r‘%&%? ghn%%ﬁ‘etd% the art according to

standafSyssaysAnbwe initheyaft oxy- 2- (hydr oxynet hyl ) pi peri di no] - a- D-

gébﬁ%@@%ﬁ@%&lt%en@ %%IG&B PhedYIsrbSanolbfRe de%ﬂédfm@ QsbidoBfSdrihe,
derivatives related ereto t he variou

phenteRigge. r@ae@a@qr@%\']eﬁ}méé%féﬁfsaBFPoélpOpé%?"{ g S?‘iﬁ%ﬂ"a’eﬁcr‘&%‘?ﬂ’a‘ triglyceride transfer
protelns(yrﬂi BetTPEinhibitols) S Rf4cagohikte, dholepatokiin-dr{CCKey) egdnjstsamenoamine reuptake

lnhlbltqgs %&Lo@garﬁ%uy%mtg%@ﬁ ' %gﬁts s%r%toﬁm&n%% é%rgs %qu,abmmd receptor (CB-1)

I nhi
antagonksts (¢:a+ (TD0EbYE EoRTAGTHEr Peleo sbeh AR 205, pupiegsompounds,

such ad 'tlf%gé @és@ﬁ’oebﬂw s Baterf? @hﬁﬁétlohkﬂlo 20008002526} pyrAzolélt, 5-aJ1 Y3 lfriazine

compqu{)':alst ﬁlé)ﬁ a8 &ose%gggr&)%% Lgs Ix\llgbf ?ngfﬁaef‘er{? AP]ngCé:{lon ?1034 Oﬁ &a bé filed on
Januatyl2é, 2084; sod bicyojic pyirazolyiegnt ||rdé:szoryb®mp@lmd§ tsegheasghosg described in U.S.

PrOVlsgh% %&&%n'l\f&_ éé/éﬁZdBaﬁe%% NYPemibr 7’@@&)3‘35&pam-ﬁg %gcﬁml/e’ (@§ Ebromocriptine),

I tor and t he various
melngey el HEPETRSe 1oa0c SEPBS ST 1700, merpefoleR PGS hormone
antagohisG2Bptihl(the CEhgotainy lepitheanalogs, BHptiroeceptor egdnésts, galanin antagomsts lipase

inhibitcg% g;%f‘tétgﬂg?rﬁ&st%mg?n%uﬂﬂgt %meés%gﬁlétﬁ ﬁﬁorer:trceaagrﬁg {erb B bombesin

e’'vari ous ose-cont al ni ng
agonisinNetsansgtilesY Aiaaapisis) thyixnet thyraminells aaenigsdeltvdrpppigndosterones or analogs

thereof? @Fu&mortiglﬂd redepldr3gdrits %réeldgdsmw alexiA Fdckptot amtzgbiists, urocortin binding
.conpounds., whi u ™
protelrb%ﬂ%oH 3’?1 %uca%n‘ﬁﬁﬁ‘ %eplgde ‘? rec%ff% g§msit% ecné&%%}g c?p%%%ctdrﬂe r? Axokine™),

ese n I nvent
ruman agsbiithstoc relois GRPb Shelerefastar epaRgishiigaciin A gasoptar agiagonists or

lnversg§§5n%’is”hél}omédﬁﬁ%lebébtor éQon‘ﬁs@& a&d BgRaues (e.g.

S S PN R B BB A T Seror
Synthelaﬂu) Eart Wmeﬂafedﬁﬁ)ﬁ&crlbedhn YiSt Batent dip. (BBK:93 1. Gihacsuiahte CB-1 antagonists

lnclud%@%%%gﬁbgﬁ in U, § ma@n{ R4S 589275"\224'\/%?35\6@?3 I%g@%g%&@ S. Patent Publication
Nos. LSZPO408REA b JS2Q0BI 838 USIPOADA o e ST %331%) U, Patent

Applichtitmil8etial Nanth/9m $ad filed omdatatier 23 200 arekPGTafalera Publication Nos. WO

02/07&54%3&6%%)0756% E}ER@&@W A0 #ﬁg' D 64/5’4%4

tors an reakers. npounds o
Profeerse AROlipQpyaiFin- B@wr@@wwse@éuﬂslwer@sﬁpapﬁ%rtpr%ﬁn (ﬂp?ﬁ/MTP) inhibitors for

use a@éﬁtnbb@@@%iérﬂs 1) @Lﬂ-ts&ectlvé\w P t'ﬂ{htbitorQ Rea ds\irRGPidt déstAbdde U.S. Patent No.

orm SE 1P EF RPN PP APRART. L 5 0 o

yl)metaanhemW)plpsrazlreérdlbnhynybe&@pww% b3d-triseelS(4Rions & 0-‘|37r57)t<1¢é0ﬂbed in
us. P%[etnt ﬁtgsc 858 ¥ ath 5,084 @?@dﬁ{ﬁmﬁlﬁﬁﬁﬁé?BmW@QSZPdésGﬁ)ea\’ntU S. Patent No.

TG 0 LR IR e ——

the gaeirtemteermil ﬂssuesl%arsaechyeuamrc@mosnecept or agoni sts,

a&q‘l i @%H{ %%{r?do n E;Ejs@ a%q%o{%?@fgggﬁ%g?dmﬁlﬁaklw LdiBound of the

prese@tg@ﬁngqns Suglﬁ@yr@ ¢liyityis ma@@(g@epqung@ B\hﬁhgqesskllled in the art according to

stand 4R ROSHYE (Lg.! AgtbtlefoskQ 1998k i 48: 5@6@ B&afety ofthjRorhifr@0e dyents are known to
nt S,,. S er

those é%pﬁagpﬁ&n"%f %{a@% josp sBigse Q Ig%tm S 9{% 121; 4,826,876; 4,910,305;
5,061 /70815284071 ; SHId G172 5e$4i408; Lan$5 5PR674. [Rher BniR4sizgents include
(SR-141, 716A), purine conpoqus such as those
descrlbed in US Patent Publication No. 2004/ 0092520;
pyrazol o[ 1,5-a][1, 3,5]triazine conpounds, such as
those described in US Non-Provisional Patent
Appllcatlon hb 10/763105 flled on January 21 2004
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20 thereof, glucocorticoid receptor agonists or
ant agoni sts, orexin receptor antagonists, urocortin
woizomioageso pr ot ei n ant agoni sts, gl ucagon-1i ke pepriBmod000374
receptor agonists, ciliary neurotrophic factors (e.qg.,
sibutraiekwinierTédn,be phapared aagesstibedrie Ual. @dtept . 8i948,629%@RPRygmocriptine which
can beq&{a[%réd’]ag rfescerg)%g In (8L EYR Néé 3; 755'8% Qﬁﬂ Q%Z%%ecept or

| nver se agon|StS neuronEd|n
r d6e mr@qoua@aﬁthgpseseraﬁuemtlﬁ@cawalk8é> berseRbA awa?ifeat'efgﬁrmw 6A
antlhyﬁérﬁzﬁam\éﬁls WW afiti- lﬁﬁ@rtéri@ﬂéi@jé&m%néé o8q dsafd\evaridlaglit @ such

combiyiBF} TR A r YRR S5 REBATRRL B enay dpprpnedsy
those @fled ireth¢ arfanaprding to stansirar@@esatm@sse hiped @rqswmpa?w@"sntS)

Pfﬁxgﬂﬁlew%res&ﬂ %%rk%%ﬂapm@ucﬂé?’c?en 8%%)@@@14&%?@%’[3 kdciDde calcium
Pat en ['ication US2004/

channgjpiqstsers. GE@FB@W'@SQOWEME%%C”&%F @6@4!%‘2&%8?@!“30"‘3 Procardia

XL®, leaﬁ’d':l' Béébcemascéo?@gﬂggezém@l Iﬁdgtlrgggh@toppdmlor\ib@d%ﬂrih PRI adgidensin
on Cct ober an P icati oneNQS. o -
convfls STG A8 EIE CHr b I DI OSBRI GO 514145, Morop”
PriniviBNOniV¥ecQ 4€uieB dda z&4MHPr ef erred apol i popr ot ei n-B
secre i.on/ r.o I r
c%r} rr\ﬁﬁf);]‘l reﬁat oS {i;l[@ olp&rr an% ch%ﬁcMnggarje d%[:‘lﬁé_egb Lgéo@é?érg t No. 4 572,909,
whlchaﬂleccmﬂrat@iaheem bweferﬂFFe iap PRtesit p-ischemirend a@t'hmqﬂ%‘id‘@ﬁigﬁfgs U.S. Patent

§23081 A id ifcokporatedIrk &by rdlerencedd d@%&teg 5ﬁhlod|pme benzenesulfonate salt (also
termeé ﬁ&wfofgyﬁxe %grs_y%fﬂ% oé"é'ﬁﬂ’@'ﬂ?,ﬁ%/dl af#cg!_ pﬂeﬁi)?gyrl%% ar??ng ent anx IIong |aggng talcium

channg! Yloaer oAy jushemyddigiiepamiadipine besylbe pAelediine maleaieansi ather - 2
pharnﬁ %Jtlga”g aEJe l@glg IaC|§ géH'ﬁOE QA o{ﬁ'ﬂo@ﬁzgl@ve ABRLAs ABHpélensive agents and as

6 and 29, 07

antiis¢hepici qgarpiﬁ d’é’“‘P‘BVWe tieéy'g'ge,szaw%rélg é?'ii B H°"V?FCU @“'O‘S%it‘%ﬁlﬁs thgformula
35 6, 265,431. As used herein, the term "gut-sel ective"
nmeans that the MIP |nh|b|Hor has a hi gher exposure to
the gastro-intestinal tisgues versus systemc
exposure. Any thyromGh} LN canCHeOWECHMH,he second
agent in conbination w fjh ajconpound of the pr esent
i nvention. Suchﬁﬁgbron1 ig_activity is readily
det ermi ned by t Ned” i nCWEHGHACcording to
standard assays (e.g.l Atherosclerosis (1996) 126:
53-63). A variety of‘lw i Cic agents are known to
40 those skilled in the for exanpl e those
di sclosed in U S. Paten 4,766, 121; 4, 826, 876;
4 910, 305; 5,061, 798; 5,284,971; 5,401,772;.

o R R B S BRI vt

to: b@rl@UWh!ahrmnebwmte@%mdlﬁ@sw aphaP dintens Nelek2i H8@r Urp- Beissue No.
30,5770¢16MizdNR whith A9 bB 2Rpaed ab BisdIaRet ifdb. BnBatlé‘vh IN®I4, 5677 5)0@itiazem, which

may tgwgg[garre %sggsec% IéP% %ﬁbe&hlﬁ%g 585 %?lp]cnms,r 3 y7b5e2 eﬁ)t]éred as disclosed in

u.s. EatantéNos&ZbEQUswopamlbwmbh may bmemremamlmsed in U S Patent No. 3,261,859;

mibefASt! \@%’ Sdrypﬁréﬂga%rbqs%}osé%nﬁf U%tnbbt'ehb’r@@ 41e88 85/ reﬂﬁ@rﬂﬁne WhICh may be
prepqi%a%qe@;ll%g@g Us$- é’%ﬁn&vpd’%ﬁz;fq%}e gpwlotrl]agﬁ dfﬂnch may%e plrerg)gred as dlsclosed in

u.s. Hﬁtbhthid)& 7 8&6B5; \eendiing, vhidnynay e pepdiel s distlesedimed. Batent No. 3,371,014,
vera WhIC r{n%} t%dpré&réol?s afi’src osédiT Bréj 'ngzy{ r@@%ﬁ‘@% gra?ﬁﬁﬁ@y\ﬁhlch may be

ressure neasurenen

prepqgg@g@ﬁgqlqﬁemﬁk&@@r@NgM@@O% datnidigine, glhlch may be prepared as disclosed in
u.s. ﬁQtEhthbO@"ztz@Gkﬁal M&mﬂgﬂ@ﬂm.ch Ry Héiﬁreﬁéﬂe@ bdldclssB@nMMkopean Patent

Apph@%pa EH@F?" on*@ovﬁ,ggaﬁllnld@%?(a%qh(rpay e@épgéd ac?ilsa]péed)m U.S. Patent No.

4,67 20a3c efonidigine, X&t(qh)may&elpmp(are)ﬂ as Tiscigsed(im Y.S. RatsidNo(4:985,284; elgodipine,
whicr\gﬁgﬁ L@F\‘%B%red ASQRAdsBd inu. 81 PERINORE 14)952H95: k&S ife, whidh Fﬁay be prepared as
endi . angl otensin 10 copyerting enzynme (ACE
i nhibitors, such as Accupril(r), Atace(r),
Captopril(r), Lotensin(r), Mavik(r), Monopril(r),
Prinivil(r), Univasc(r), Vasotec(r) and Zestril(r).
An1od|p|ne and related dlhydropyrldlne conpounds are

o o ~ a2 2 N NN PN
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antiischem c agents. Am odi pine besylate is currently
sold as Norvasc(r). Am odipine has the formula H CH3
wO 2RO CH2NH2 CH30 COCH CH 2 2 3 O Cl 20PCaliBi0061000374
channel bl ockers which are within the scope of this
discloded el Si Ratent ol 418@4,614 uisradipiae,rvdiichl mayi eepgepated :as ldispipsediin U.S. Patent
No. 4%7%95532 IE@%plPee\Aﬂrcﬁ%'&%gpéﬁargb §§h|9§€s@d HU g. I@terﬁﬂ%eﬁéml\@g

S. "Rei ssue No. © clent] azem
lercanigfpine iRy M BEPe T RFERERS diseloRass Mo Batepi 208 i Bpiagige, which may
be preﬂa@@Zs digdasedinl .6 azent Nohi, 892,87 6mcanipif, epiain exdy bs prepared as disclosed

inU. Sdisasf tRI(S)eiadQéSWSH %’edlgﬁe %fch'hpaa b% ﬁ)?e%éred a%@ggé)éeg% U\thgtgnt No.

prepar ed’ I'sC
3,485 34726[Jyag|pnze V@‘mhl r@qyém qrepawﬁ a8 ﬁlsﬁayedbréU& Bﬁtar,\té\@ é§38 322; nimodipine,
which ?Ha§ (1S 9@5&%6 Bs &fscosel fFH 8PNt NG, R fdb, 332 Miisoldipideeivhiaitiimby be prepared as

d|sclo§9 %Q Sgg%tent eﬁg?@@n%‘ﬁ Sw%xlmfeﬁl ﬁgel%glége preparecf) as dae gl; ose\g) in U.S. Patent

No. 3,89%%Hpsedrizime, Whish nRgbe priepiNed asdlg_@@eg’my Sg%q’m'tt Ngd& $82,271; flunarizine,
Wthh%%E pfegyreg’ s Qigﬁ&%ﬁ &a. §5Péiiér§ ﬁlb%% 939; IldEha%ne Rati@thay: prepared as

gt 5o Beeriyn S 6. Kk e G Beh 7oy 8 RSB R o n US. Patn
No. 4,860, 825; Fenyydi@ie pUiegan&tbeaserdieicisatiseldsédin HuiarifaPaeit N¥o151,865;

etafen he Qflhlcﬁ %y bé'b%’ﬂé%h Egdls%@ ﬁg’l @%}ﬁggg’ tgégt NY. ?@@5 % 8% perhexiline, which

ose bar ni di pi ne

may bﬁmr@ﬁreﬁﬁy dlggo%ﬁépgrpt@@ Patgntdﬂosépgg@@ iThe duzlgeurqsélf élheuchky S. Patents
are méor;?e?&e@ﬂegem B?Ferderﬂiene whi ch may be prepared as

,\kﬁngljﬂ%gsertggnve ng E e%gl or%}ACEﬁRRL o?s@Wh%lQarP %{L b%tslc(%e of this
inventgn $eluds but aranJh@tedFtata@mpnmhlch mag t;@pr@%ed Eé;fddﬁqﬁogedpql HeS. Patent No.
4,248\983; %Qnﬂ%*nl %ICH H:ép 8k BdpAsd A digelossbiel U9 Phlef: NopﬁﬂﬁTEZO captopril, which

may b&,ngp[arg @ﬂdlﬁl]os g%”gﬁgﬁ? N%X“& %@f”éég&:’ ?’gﬁg g‘g’%f’ﬁ‘{ Ahich may be
prepaitddias His¢i@sgd el).BrReent Bd 4652,790; \iEa 10,0610 9B 56 prepared as disclosed in U.S.
Patent] @QLP%%?Q@@QQ&%V@NCIQh%éeoﬁ&%rédrbsl&sgoséaaﬁ gRt Pé\@nt No. 4,374,829;

I sradi pt ne,” whi ch ¥ ar ed

fosinagsohgERY HerpraBaIsa Zpaledssed INbS: HHeTNo Jr33!.20 5 e ihich may be
preparddias [disEBeed reU . B et 8. 40898, G2 5 tisinspeit whith tilaye dhaiaestitas Nisclosed in U.S.

4..80 f
Paten&N% 6‘1]55’5 g(% movﬁo%ﬁ%ﬁhmap%hg%ar%g Sgﬁ\gcécggd ﬂaB%f&%E %gteﬁtsNo 893,553;
perindghiilcwhichenyey bserqpeied ap giaciassd i e RedasiNg 14,508, 829; P’dt‘%ﬁ't Whjgh may be
prepaf]ed%%%is&?s%d lrﬂJ Safbadérﬂ NBQL 34\41@1@ harﬁ'BM Wachtiypa hepar@s as disclosed in U.S.

Patert | chionayP: SRR U PR a8 Baorst 1 o T oor
temo@pdl Shi@4Tay beiprepawid @b dieclosethindhS rRajenbkio. #1699 805 andigandolapril, which may
be prgdeﬁeglagﬁﬁgoéeﬁ i) 8: pAeH: RBL4,998.36f TheQlisdidired b BIPElicR UTE patents are

repared as disclosed in U S. Patent No.
'”Cor@ra?@d“e?gﬂbyrﬁﬁ?ﬁ?edl pi ne, which may be prepared as

di Aejotssit-liréceploSantdgahigs (A-Ill\bntagfb,nnsﬁﬂwlﬁgare witti the ééope nthis invention
mcluc@h% 8"35%% nmgd R &%ﬂés?aﬁarﬁél v\g‘k &Ey QeS;?rg dréh ég déclo?é@ltlr?ms P&Ent No.

5, 196dq4§{,e|p5)§@’gan| &ﬁ.&nrgé;} qzeé{r]%q{ed ® dlsgo%g@ L2§ 1Patqnf N?re?ﬂ 8§,|3m;_, irbesartan, which

may Belbréfarealas aR¥odea i Splad’t@ﬂ N6.$ Thozat;aadan, whith bay Beaireated as disclosed

7 | d wWhi
v Sl 1y, B S B B P
5,399/TB Cthe disglosaeesf elpzuce . Saeat@nt%are tnsergorated berein bpeefaseiice: No.
4, @Q% énga;rgfipr%eéa(&lbﬁﬂ%rs B&L R {3 'H%%ké?? wWhlch Qr%_r\nﬁtﬂm% scope of this invention

di sc Hungari an Pat en ; et af enone
inchudgh i Freeimied 5 SSRVIER WA SKe e s ongtl THASarfien o
3,857\%2: dlor@felel, (hRH man de prepdiexad distRsedih NetherlantyPdient ppeipatioe to.

6 6052[?:95&%%%}%@@%%%”%?8{ tlae;pldc?ﬁ%re@%%%fgég%gg m é.SQ%%engrﬁgw,Zm?%OS; arotinolol, which
may bevrepapoiraadisdosedriel) 5. Patent Np £3.233¢460; atangiobweieisinay be prepared as disclosed
Converting Enzyme |nhibitors {ACE-1nhibitors) which
are within the scope of this 1nvention include, but
are not limted to: alacepril, which may be prepared
as disclosed in U S. Patent No. 4,248, 883;
benazepr|I \Nhl ch nay be prepared as d| sclosed in U S.
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may be prepared as disclosed in U S. Patent Nos.
4,046, 889 and 4, 105,776; ceronapril, which may be 20
wonrepavedoas di sclosed in U S. Patent No. 4, 45PCTAB2006/000374
del april, which nay be prepared as disclosed in U S.
in U.S Pateahitlo. 1563,60 B, 836.671; befancighritich meyibe reperpd BedipriaspdinakS. Patent

No. 3,853 998 642058 duHidh rﬁéy%e p%%far%atas Meclostd Bifs. 33t No. 4 252 984; bevantolol,

PN R S e R
disclosti @S eRbters Ndli 45171 3Z@ thopimiold), BhicRatag he prhkzaredﬁles&ﬁh@]o?@?in U.S. Patent No.

4,340 %} 12 bJ&@Rk‘gl wgfké\dg@gyh%e”%é/pa%%vag {d%@l@ée%qn Q%?ééﬁﬁ 'N(Bsﬁébsl F70.WufStolol, which

may b prspaieeb disslogpdi s BatentNoga &} 416 RPN megboe R5epgred as disclosed
in U.S 2PatdheKb.20 886; buMilPdIdI fwhiBRYndy®e prepp@t asldissosdd B S.Fatbni Mbs. 3,940,489

and 3 ggﬁg ,rbéJareaﬁtgokal \%Qﬁ% ge Erze%ﬁjeggé @9{?&3@% m&%@iﬁjﬁglﬁg g%gg 406; butiridine
hydroghioriilgp which majbe brenaagd @@Iqshoe@an ErgnetsPains Np.Js398,0p%; bujokiplol, which may
be preBéVe@Qst dl%sedd'mw P%{éﬁt NoS Ri2E2RIS: bara2thdh, GRiCHRYyY BEpriBpLEPdsitbclosed in

¢l osed

GermarghARORIP 12 ORFR CHEY B m@'e’;?fsﬁar%dsasowsg%?e&s%a § eyt 8o 9910.924
carvedialt eiich ey, bedoréi@85d96 Bisclamed irt U.&nfléré Np.i4,503)887; chlipnalg), whigh may be

prepa%ﬁ &P @gt%% & UjS Slfgte?dsl@(? 4'0@4 b’?}@cet&rﬁ&l@%h%aﬁe %@Jas disclosed in U.S.

| SC osur es SucC S atents are
Paten} Ne: 4PpP2% eerapdelerhich WVP@P&P@&G &s d'%ﬁ‘@?%f’é?%’?“?{‘ Ifqtent No.2,213,044;
dilevalof GRIEH BBy Bara@mel Btdsclodedlin Ciidoh agmniditnal)of Wetlicihal @hemistry, 1982, 25,

670; e\lf])%%ovoil r\}vlthtcp ?n&?f)ogregé)réd zgshd é osgcy ﬁ%’{}o@ﬁan ﬁa&%t)ﬂ%ﬁcah@rﬁ%\%@éaﬁon No. 41,491;

andesar
indenalplslichgeay biempragagd apgisaigsed de S. Rpteplio. 4}4)45 4 P@gtahot yich may be

prepai¥ddia§ BISMC’ Reu.BI e K6l 438 2 dhtﬁ vesmdiol, Whléﬂ} rray Héadr&datede disclosed in

u.s. P(ﬁieé\gﬁ% él é?: 1J(]g %%éﬁcrkigitv@ﬁﬁh magy be gre@%rﬁg gsl sc (10 %ci ﬁ%tegr%an et al.,, Helv. Chim.
Acta, 08¥i1c8%, Py mietipramolnh ahieldmay bel preparesascHisgBsdckn Ozeghosteyeidar Patent
Appli Hon 4‘2%847(?6#%&0&9]9! \Nlﬁél'ﬁﬁé); b%rbred%dcag dREYsel & P EERAER 0. 23B73,600;

0

sed in U'S. Pat
ookl S e 8 e ) QRSN S RBNG L5 LT et icarey b
prepalt2ilag disclesed ired. 81 Raiene No.Bed38; 2601 redexafpil, svhick c@p be prebéret keatisslosed in

us. eaﬁe%ﬁ Ro. 3% 9579% 'nQ&\'/‘a%r % g}é"ﬂlag Be BrrerSar&‘éi L %&Io&&ﬁn SJCSPFP%teﬁtf No. 4,654,362,

mpra@@le\wmww be Rmateﬁ aﬁﬁ*;%‘?f@d mléﬁa“’eéwf Qe 46194 3P QyeRaip!. Wyhigh may be
prepafit8 BiscldiRd in BitiSHPatéH Rip. 80771608, Petbutoloiihich mamye prepared as disclosed in

us. %S%F ﬁ% gﬁdssilégﬁlgln% 38\@9%18% %é)re%g r?g%gﬁls{> %%8 Th V%wnss Patent Ncg, 469,002 and

472,4p4;@ppaiolot whish tiay be prerated as disclasedia e Patres Nos3,508,383 Oﬂfsonethalol which
may t@d?ép‘afé@ |a9 L.‘JISCIM%H GhBritisFYatd e NB B 36 R %r@&n&bls\ﬁﬂuﬂﬁﬁﬁb tber‘prepared as

e L oo Bl cusrt
Uloth RCT/ JABRROG MBARBZChemistty, 3966Pa1 &8nsufiniol, viobGB3ayde Prepered as disclosed in

Germg gg’(?ntﬁlzlz 7%4‘4 n@l‘n%l W}Wm rﬁé'l/ Hé%\’epgreed @E @ 9@63%8’ ind$S. Patent Nos. 3,935,259

osed I n nt ;

and 4438.8h3; tpstgtolok wﬁpg ﬁlgy gqurg%areﬂ %scqlstgg)éep iR H Subgen M%ﬂqo Q% tilisolol, which
may b p2&parc984 disbieasan 0B OPatent Wb 41297585 timelopwhipiameylbeasrepared as disclosed in

Us. aﬂenghl g&s 683; Lt’olgrolof’%hﬁﬁ%a!}'g gr@PaE??c? %fgo%%lbi%&éﬁ OR. Pt %tght No. 3,432,545

and xibenoydl, v@m mw@@pfﬁygne@ps diggigsgthinkh§- P@@nw%ﬂgﬂ §a24a§he dlsclosures of all
such \E\bllngs Eét&ﬁs?g'e |H%0|Jéor§ted R&Eiﬂ'ﬁ)ﬁ/ réitence. 4, 340, 541; bucunol O|

3, @B”}? Wrgﬁ:ﬁé&?@?r Rpcke ?lgﬁsgrréég%grsgw%@ﬁ%wﬂgggﬂe scopé of this

inventlérsiadi@s it i nbl IhitedPat amisulbol, wBicH 23y Merfiepabadfagdisklo$ed in U.S. Patent No.

42178 R, Wb nEPR] Sharl £ RALESERY o Shiclt Ny 208 Dffrazote, i
may o pestatasied cisplosgddn USSalralent NRG2523 26.40xag, whist may be prepared as
3,961, 071; buprandol ol, whichymy be prepared as
disclosed in U S. Patent No. 3, 309,406; butiridine
hydrochl ori de, which may be prepared as disclosed in
French Patent No. 1,390, 056; butofilolol, which may 10
be prepared as dlsclosed |n U S Patent hb 4 252 825;




10

15

20

25

30

35

40

i ndenol ol , which nmay be prepared as disclosed in U S
Pat ent No. 4,045, 482; |abetalol, which may be
wonrepavedoas di sclosed in U S. Patent No. 4, 01BPC%4H2006/000374
| evobunol ol , which may be prepared as disclosed in
discloskll B.U.Satatent NG, 188, 3906 Bndpi@le, wiigh meldieprepargk iag Hisetesed fnd).S. Patent No.

3,399 %%H@Jr%gg ?%nﬁ'n%‘?bg?n%g#g? Ia§§%@d Blu. @'PatenH@é 8, 52?3761mab&&o|

naftopigh bpiah @Y B PapRd 5isgiopen ICriy . RESTpak ShpoBegseoine, which may be
preparéPgd diserbédin UND Patt @& o4 3,228,9u3t grprasinplhichwinydde prappreld@s disclosed in U.S.

PatentWo ? Q{ 192%6 afgmgukis‘rhl ﬁﬁ&ﬁméﬁbe%r&ar%aﬁs%ggom in @SSIZg’terﬁ 89 4,703,063;

tolazollng,tvémh Ny .be Prepared %@golosgg@d.f 21 PatepiiNe B, 1%93%{15“65?5@19\5? giymay be
prepar@@aéjd k&SR U $. PatehtNo. Bab®ods; At yoRimBiRs, wh&ﬁ?nayﬂb@@ﬁbl?é@ﬁ @bm natural

sourceg agfgjmgg%meﬁmggﬁr@?(é&gn a 08%%8 qge ar{] The dlsc Ci)sure aI sm ‘'U.S. patents

are inadips@ted$ectin by réderBicePat ent No. 4, 654, 362 25 ni pradil ol ,
\M?h&tlarnm%s_c}aﬁat&'r GHEE %%aﬂ%&& %Qhe%ﬁﬁg m'cﬂdéi:eﬁebré? @és%altatow coronary

;oxprenol ol n'éa]y %
vasodiglosar PP PR BPIFieR. BEABTH vaReS gyt 00&?e9f i yejon include,
but araMi Irhitedy. bbrecyareparraeziees cidéatiod, esiedmaybe ikbi@ed Rab eaidralNources as

dlsc|os§d %ﬁ%@nﬁgdg et QI' &%Pia@&fﬁ%e}"%h&ﬂgﬂé%rﬁ%é%%%ﬁ % 7P 250 or synthesxzed as

disclogsel cifepnesy, St BislegicalChemisp 1826 882 (8% ew%%at? erhBh gay be
prepar@@h@&]&cld&d in3).9.0Bie3NG. 31669 6%; biabidate, WhitIC fhay beyrefi@ed as disclosed in

Germ%}%&ngﬁ% |1§S1 0 qv\ﬁ 8%%&%&'\ nlneB&I?htéoréarcg et \ﬁh?(f.mh'\%/ be%@egia%g Zs d|sc|osed in
British\BaBnt Nea 8671 248NSwIMaI0GEF, véizs rrmy@e Bresgred spidisclosert lalﬂsrmann et al,, Journal

of the Wfﬁlerﬁdr%]g @ﬂé!mi@ﬁ SB&@(?Q@@ 185 1646 s0sishidnmayJePrdparld adbiisclosed in U.S.

paterffs A2 B SR YRRy BB BRI BEoeUeY SERgep Ao 381021
flunariies, nahich Pay bepreplimed £, di2Bs&Mit U.S. Kbfentd\ol 3,7 3930 hiburilgst tydich may be

prepar@ﬁ 59@508(%5@21 lﬁj’s %iegaﬁttslgc? 8}850 5141S1ferP ﬁ;dﬁ %lchlﬁ’%r% Pg Br%%ére@@s%lsclosed in U.S.

Patentiios &8 4ol e, WG TR DS ESSPAEIGE0RUERES 11/ By BFNG. 4663325
nafrongiiviith mQSBbe frepapidep diseldseasn diSseatas aid. 3 334L0963 nicRavkiatet whikh may be

preparAéd %%gis %d .néh?%ne?%é!ﬂ?ga‘f gg@@%rggrﬁa o(ﬁecty WRQC%_@%%
mcerglgl@epmfrm@doeagepereé et gisdeper ﬁbqves"mmr@nwhlﬂbma»sb%%@aﬂes disclosed in
U.S. FaRet Nd. l@@/@@b@d papAldriab, W ni e hRpare@ds RSiewlédin l%ﬁ‘dﬁéig IOhem. Prod.

Chemﬁﬂ% b&:[é gj(\P Herglfy@? WI%HE g@ﬁg e gre%ad*e#as ou sc%g%ﬁn G%rman Patent No.
860 217efllmf®nnee whigh plapbepteraned a5 disclosersdpt/éx Pgipmé\k)e.”} 863 % pingamine, which

may blgnvegﬁ{%{i gﬁ gllgﬂ&)ed WU.$ PapinendVistAb, f24; t?‘iﬁpo%@tfh@ ewrﬁfh rhdy b‘é prepared as

s} o S SR ol S oh Y s SLBREpeEi LS. Peent No.
2,500404. Fh@digcidrés oballatichnd B opatentshere incargoyatéxthepeie pyaneterenes
d'(%?t#\gﬁﬁlgsdﬂatys Withir AE Sgbg) e WPrhis %‘lvgr?t%m #00se, g&%?@ﬁo@ﬁrﬂ!e@f{)b amotriphene,

repare disclosed in U S. Patent
whichgnay o prmzared o sibossd in U-Sutiiatent Neayp-0BR G5 basiapzal whish pigy hrprepared as
disclogdd® ). MRS o 2(058| ﬂ@@%hﬂ%ﬁﬂélms@blﬁeﬁé @s=A man b&piBpared as disclosed in

us. il aifaetybeprate MIRTRG et BTy S, gyent o
3,012i0A2 shlanacirine, wiich mawbsy prisearpd agdisclogetin Beitish Erigatddp. i #P.932:ghromonar,
whmhﬁ’@aty%@tprelbgred 3s éggosg@% us. Eﬁ%%tnprh&ls,zsz ok &I%andﬂrdl wh\?m I3l be prepared as

dlsclo§%@ $nt@8 gagﬂ I\g)eil é@ﬂ q%ecﬁoqﬂﬁ?ec Whlﬁté(jnaéée pr%qaéersieﬁogbpr%ognedlol according to
methatis 8l krded td thodd.sElledathe att, dNp, se8 ARZBOUF0, 155atbds¢lericromen, which may

be pr%@%}e‘a% g%%‘l %g gﬂl $ H‘-aalie%PNgsl &b%@ %%%g%mgwm% béprp Bér&ﬂe‘s disclosed in

amsul osi n, epar ed

U.S. Riitest No Sead2/685: @pgndannaleém'c%ay bs pmsreeeed'sclqssﬁ %F@*\P@fem No.
whi ch nmay be prepared as disclosed in U S Patent No.
2,161,938; trimzosin, which may be prepared as
di sclosed in U S. Patent No. 3,669,968; and yohi nbi ne,
whi ch may be isolated fromnatural sources according
to nethods wel | knomn to those skllled |n the art The

o Y o ..

ey
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15 prepared as disclosed in U S Patent No. 3,663,597,
ciclonicate, which nmay be prepared as disclosed in
waanwaoBat ent No. 1,910, 481; diisopropyl am nePCT/IB2006/000374
di chl oroacetate, which may be prepared as disclosed in
807,826Bdropriesitamtat emich vy, begBsbareti@s distiored arPrimae PatapiNen?. prdy! 1B eefloxate,

which n{ak gQ g\rrnggre@% Cﬁ@é&ﬁ %%éhrpa'@ﬁf NRNEH 38§72 @hd 824»131?‘ rdﬂﬂ*rrtyl @franitrate,

) rrcan em cal OCI et 4f
which mfey &g gieparegipy ratfatr%g,f ebyghr t%rgetg?cgéyeﬁ é(gca/vr‘ ﬁth@sesskrlled in the art;
etafenof@ tW@idh ni¥9 be frefafé %&Bs‘clofsmoﬁedmdn Pateint Ndn 126§, 758 fepdidneawiich may be

prepare laaﬁrgaoseg?nelsjsllﬂ’ategh@o 3%%%%% ﬂ!)\gdrl @r&rgr:rl'rﬁayol?elpre@.aged as drsclosed in

i Zl'ne as di scl osed
GermarlPagent Nat 2970486 ga@lererre ghioh PR PRAES. asmpler?drrhvséé? Patent No.

115,909 ﬁ@)@@ﬁcﬁ Aytieh il 56 bRp&Ed bdiséicded iRaL S Matehihio. 2,38 5AB59Hekpbendine, which

may bepg&p@%{i af\lgrscl%s\e\é@ ig@g\(en:? %rz%}?%:? Qraa}?]n tgﬂﬁa‘f&l %Eﬁjmaybe%ré)ared as

disclosqurie Paedish ResentiNe dp&3e klnqﬂmuvt@h rmtbemrepﬁr@d ag de@@e?s pdBaxter et al.,
Journal%ﬁ‘hé %ergal%br&g 168y Shﬁ'ﬁ RiofRE Sfhicksn i b%(i)lréb‘é%d ab Bisdids&d in U.S. Patent

No.3.25% e A isrisleq s P o ey VB A ol gecpgo o
methodARRII-ktoaum tEihess skiidd iStei 2et medide@ihd, whih mal bR 2repa®d as disclosed in U.S.
Patent IQo C\ﬁ&g%hé q\ﬁr‘o%\'@hr@%eﬁgé(%lhﬁtol%tﬁni%t@ dyifich nqéy%l p%%gr@d BPOY Ritration of

repar ed di scl osed
pentaerthtol @g@réﬁg tonggthogs wg%/k@glﬂ {0 tﬁ%?fé{?w iy @e aﬁkﬁe@tﬁmrﬁ%{w may be
preparé@ira%mﬁleétadaﬁGérﬁt‘éh gw@ﬁlt Nd) 6831 22k3e pehexilline hidRmaey.be pEhaat as disclosed
71

R T T
may bet reyefesichsicisdlosedii &R. Raigntble. H1a8Jas orralyl Hirale Nfaeeaar 'PP prepared as
disclos&d 1-Frength BHEntN8: 1, 1?035163 t%%?irl Which §RJHE Brepad 84\disclbBad ik East German

T pbe@aﬁs? BT ol o PRl 28 0
trimetakidiBe, Whith erdy b&prepate30qistiBed iahis. Peigol Nb. B.262PA2:tFoinitEale msphate
which W&%f g%r%ioa?léréﬁﬂn%@r@‘hbﬁbl% in® folldAEE B}t prEQprtatr@w vl th%ﬁl‘brrc acid

such U. S. paten
according ¢onpiBedststkaunde fossskilled 'Qr”é?r?ét "ediPg R@rc@ may be prepared as disclosed
in U.S.\rasntiNdsak 81651 18iahd2,080,689. Sieafelosdres dilats sich e phtents are incorporated

clude but are not limted to: anDtrrphene whi ch
ham”hﬁvm%e Prepared as disclosed in U S, Patent
3PepberabBsodizier witlin thesrerelf thigynvpriiop ielydg: @Ht aé%”ot limited to: aluminum

nrcotrngtlesrm RoSTTe He@reﬁare@ﬁ@ﬂhcl&@@ in U.8 5Biten2Ma @;970,68d; tarihan, which may be

prepar%(g q\; §F Igé;l? tgﬁ%rrg:'\rbet ag Jgg%al EE@Q Aﬁwgrﬁc;aﬁo %ﬁrg% 'es%gézslggs '6'? 1894
bencydkmepwteqz‘rane,cbeampareg @b d@d@ﬁeﬂ ﬁbqyeSJete{bgtrr@qwhlmmaygbegy_[%pa(yg?s disclosed

in wa%lﬂét%lt ?J%Ur%gltrbg’ert]\e Whefdan '@ﬁ)émt&ﬁl S%Er@tp o ¢l 6@327d|1 PP vr,lhrclh may be

oreparg EpiTaARIeR 6 FAMBUR Bt ch: AL SATON g 18 5 P8hghfine, which may
be preparedaydisticabd in WE. htenteo. Ba4pB4Splafenibdasvhiai rmy|bgg@gare¢h as disclosed in

us. PaBt t r\'roSQ % éﬁ“ﬁuﬂ&\'ﬂedu]w pré“daFéH iak Hﬁérssed\MU § P RRYNE'S,895,030;
24

'Tom propahe accor

utclamineISGIaS FEPSRH PF AEEIFSC FHLS aﬁate"? Io. & ;338 é%ge C%ﬁﬂbwé igh may be
prepare8 £9disclozed inFedpch PAteritiNoE Onas0 57%chhlcam,yrvhlbﬁ nizg b prepaxedbak disclosed in

Germaxﬁ?’agqﬁt?ﬁgssggg4% U Sérgep a\llrt/h(rac t a&'%o g Bgrg@aég%gcgsgqah %étggn Patent No.

730,345; 6BRyiB8S whigh ey beda'mzﬂred asvrrhﬁct@hedr‘?&yveo evclsneqiaie adich gray be prepared as

drscloée'd f{)\%i%%é; té})gﬁh'iﬁe'd%hlo%@&&ﬁ& vNRh bme&ﬁ}@@é@@&l&éh above; eledoisin,

which B'@y Be grﬁgar@@asacgscge%rﬁ%E@g?lﬁaten&or ﬁ%ﬁ@l 8 N\évm may t;gyepared as
disclosedaBdvel fiidarizife] vohict reay beninépaledraa yistiesep agcpfar kegrogigate, which may be
prepare'd %% hg&%%fi |an rF‘ate’n Ko Rajeg @%\% mﬁprodﬁs%tcﬁ Z?ay@@ gre§a?=4d 24dfsclosed above;

rate
noprosmwrrcatmqyrbe@fep@pgfaw'rctwpd ndbBrratendNe 66%5) st iahete, which may be
wel | -known to those skilled i,p the art; etafenone,
whi ch may be prepared as disclosed in GErnan Pat ent
No. 1,265, 758; fendiline, which may be 5 prepared as
disclosed in U S Patent No. 3,262, 977; floredi
yprch may be prepared as drsclosed |n GErnan Patent
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Patent No. 3,119, 826; nitroglycerin; pentaerythritol
tetranitrate, which nay be prepared by the nitration
wofhooepeotsaer yt hrit ol accordi ng to net hods wel | PEM@OB2V0E/@0374
those skilled in the art; pentrinitrol, which may be
prepared 3s pis@fat edBadgetiit sl lJogea of the Bpenran CReries Sodigly, 1947, 69, 2907,
iSOXSUp r13e8 Wﬁi% n gy bé}ge&%ﬁ dd dré&%s d}WU%th@M Na€s, %ﬁ?:@rk@ﬂdrﬁ‘%hrch may be

ove, prne whi ch ? g epa L
prepareé@s le@j@qeégre@oqhwﬂ@/g)hyp érﬁo"m’” 396456 ngédel krein, which may be
preparcB a6 Qi iedEd MG erivih Rhtent Y 1,162, 978;,apadsgigte aghich rsaylbe pesghaiien as disclosed in

comatl g SOLER o L5053 BB, LA i

be preparet @8 digd@sed albqypi niergolingn hiph m@ybedﬁe@fqg@g,dégosgg above; nicofuranose,
which rﬁgy%gl Fé?)@r@d b?dr@fs@d (RESRPatdReN £ BE6, HO; nyﬁ@nrﬁﬁﬁch may be prepared as

drsclosqﬁdp Hr?t rg’yﬁﬁnt N?s 7?6@31 ﬁé anrg%)g({‘leﬁﬁ,@?gtgﬁls dvlvrﬁ l,\r}]]oasy n;ﬂarlejg §s disclosed
above; péragudyieg, wschchh yHegsepdradras dls@ase@atLeﬁtPat@t Ng 3282 1@759mbedr| which
may be rﬁ«%ﬂa@d‘ %Fsﬁ?sggﬂﬁ?g%a%r]t NBHY 58 oéﬂbm% BRAPES RElciPMay be prepared by

ono triethan amne |p |tat|orb
any of i risthpdrosisrensqddn ﬁe.'\/&rckd@d@berreﬁb EF‘EP%EP%B EM?W RSN ' 996 P-
1353: shiRctid QschSey bk ephrad b @isdiustd inEesnad?atent Nut2i 38# 40 oldzeline, which
may bep %doa%rd%ggaég%ld ?rgl.llr)] gslgaqent :NQ Hb‘?‘ 93§> %ﬁﬁ@ ﬁntmwa&?a%l@hraﬂr%ay be

osures o

preparquetsaiipclosadieGermen Pesniie d, 10 E0ST Korbynite 8t dly &t £harp Hung., 1968, 38,

08. Thé:’ﬁgdéd%{}r%é@r*an\é@e‘r‘nQﬁs|@téﬁfs%rd\m&dmoratéd?er@rcmpefemhcd his
I nventil on |

t I
n'[lleote i QF@’“C M%Eﬁh%cspp%gfr trg? rggeg roend anie%gtl té grflg%edé%t{l%@@thladrazme
derivatived, dintetidNorgar®mem0rids Biurdia pwrtnks druregm$t@rhrdm§iyrrq§@ sulfgparrﬁgﬁ gegivatives,
druretrcalﬁaéﬂe S d?%ﬁ Slruﬂef*cs@%r( é%hn@irn@‘rvhrch nl@%ﬁ@&bpéﬂé‘d dslARclosed in Austrian

rrcan em cal Soci et

| Pa’tent|§l@n4t€55$(96§regnlorr;éﬁ1 WW@V tle ¥ep|a@a 39 grac %‘sgd &8%, |a(5| ;ggant l%oo \E}?ég 386; arbutin,

which rh@;t Mrsﬁardﬁieas disbibsda rﬁfnghitsehrpnberpAmreﬂana@_m 478|308 esHloraizanil, which may
be pre;§1(5 a8 drs% oiegl AH_AU% %WF%%&IQS 1 %S%Yﬁédrﬁrﬁ:"éc@\ﬁr{%‘?ﬁ’dy be pre ared as

k
disclosggl @paﬁé%ﬁtfafsN@ﬁs?éﬁ 84k etozwnmm%metgreaﬁred g gO?Pysed R U patent No.
3,072 @SOM%rbEﬂrrfép\hNaw maﬁ-t%&epa?eﬁi as 2BAbsed roBritisic Bater 8lp. 88Gi409r isosorbide,

which Wa%%prgp?ger ea%%lfsglﬁse IS\Z&%’(Q&% é ﬂ‘é)tézl‘?‘ m?rﬂ&cﬁlmetdyﬂalcone which may be

prepared sxdigainsed in ﬁreuwareergreaele Ber..NB57, gT 947, nwe“m"rﬁmh Enr@ar be prepared as
disclost il s "BYenPRo. RIR B BL® %e@éxrldrbsmlcﬂm ble Preidardd af@sorizkd Mve; ticrynafen,

which grpg ge E{ggqcﬂ)eq as d@cl%lsgd{yépafa RBt owggt mt@re ee \9?&3\ may be prepared as
disclosablircin Sniegtenbio. 308¢2a0;@dd arsa.dihe dlls@mcesmﬁalﬁuelnlé B. RangsrAre incorporated

60, 571; ciclonicate, which nay be prepared as
hemmggﬁﬁ?&séd in 35 German Patent No.

C ﬂw@ejrgi)pl@ggthlawﬁ;r%d%apv%wrmrglaeﬁcg&e %féh'%'f‘\g%‘f Q%rg&ldp rput are not limited to:
althiazie! \&hraﬂnﬁafe@fdpar&ﬁ as digd06sed 4British Patant Nai 90@,658\hérciroflnmsthipzide, which
may bg 8re§?r8€ g (? s&loseds ﬁéf?S (%Iggege S ’265:\%%[ @éﬁ%la%@ Mcm‘ah&fbt 58Y 36th Am. Soc.

above; I sopr o
Meetingi (8ttentie SitycBeptaneber 9% Kbsitapt qﬁeaqerep%.‘r%@ %Zyﬁ]y%?%@ﬂ'az'de which

may b8 BRYSred 8¢ G&kRIsEd i .U.S. WatehNATBY OéJ@TPblﬂrﬁ)@zﬁ@dwiaéh rkhystel pespackd as

drsclo?ﬁdé%%rlrtréh g%gnt ﬁ&? &%I g% %{‘d%ég ﬁJBObI?I utﬁ%?& d Whtch WQ\A%&J‘?{Q&Yeaba% disclosed
in U.SbReatgit dloa26809, 4% ahid<9334 6% cum@onhemcb mayaﬁ arepaied @qﬂlw@yed in U.S.

Paten@?egé%S@ggtp 2 c?tg)eﬁtﬁragﬁé GIhRE ﬁQ% bé‘prl&vba%d HRaiRBEed¥PBelgian Patent No.

,  Whi
e s T D SR B LGRS o
Chem@irp abes 26| 2814; bhiffiazidetvitiith ndy be Arefdta] ddbdlsclaserds UtSo Patent No. 3,009,911;

ethraz@I ac}l %%%%&F 8636%1]%2 %erg&ed (?Pn}{é‘r? %Qé?@flg %@25@7 fenqurzogtte twhrcth may be

prepar e I'sclosed in dg
prepamk as diddorerd il U. SfPatterrréNmﬁepréaQa indpRam idea WhighERi prepptes ps disclosed in
69, 2907; isoxsuprine, mhrcg may be prepared as
di sclosed in U S. Patent No. § 056, 836; kallidin,
which may be prepared as disclosed in Biochem
Bi ophys. Res. Commun., 1961, 6, 210; kallikrein, which
may be prepared as. drsclosed |n GErnan Patent hb
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any of the nmethods referenced in the Merck | ndex,
Twel fth Edition, Budaveri, Ed., New Jersey, 1996, p.
wa2bm09e3b octi di |, which nay be prepared as di BCraBm®mds/000374
in German Patent No. 2,334,404; tolazoline, which nay
U.S. Pabbet o.@(585,20 ; hsirathsoitittazid, Which)a, be Peapered andisclased H1- @Went No.

3,164 5%’ ‘ﬂgc??@rﬁjhg fnA%he, NREH rﬂ%ﬁ 1o pr&&%%e‘a hs H@Mod%e in P& SRAE N0 B954,076;

methyclg'thlaéng ?Neh;g@ ;mgiy E;rﬁrgggfpd g%ﬁgctlosedllg g%)se gisal gg 8!%% tﬁ%rﬁg?err}can Chemical
SocietyH g0 EQSUBESneﬁf:raaé lwhigtiatay bk @epgred antigloaedin Freodr RateraNesl M2790 and
1,365 Sgégr ee:‘g'orl]az?%et Wﬁlcﬁkgg ?neag?gd gs%ﬁs@osééi' it [J%t Pgtent 5 1%0'151@]1%raﬂut12|de

which nmmmtqnara@aww@ed ipceloipatRetpNo. e Pcévth'aZ'de S, which may be prepared

as dusc|9£&1afm9 P AeH NS| $009cH 141 RirkBaddHe, Whes mayibe hebared 84 disoiseksin U.S.

Patent %I?T(? Sgp ﬁg‘.} ?ea{ Lh}aé?}fe Cvg‘ncg%ga:){l b\égFeIggrgg as dlgélo% (? Iﬁldfc]%gr ?zﬁ' %)o%rnal of the
Americ@T @rpmm@dScwetyd 1960 8% &t mdﬂ;@brm@ham%w@m maype p]@@re@i@g -dislcosed in

deStev%‘\‘gI e er IE ARt B30 rﬁ%p RETHY RLRBERES ol Slich U D H&BNts Bre incorporated
Pat ent” No.~ 639, 386; arbutin, 20 which may be

herein g ﬁW@H as disclosed in Tschitschibabin, Annalen,
1913Rtic hFchamBe JerivaliVeaivwitiathelscopetof this imegtion hmlupe @p’raar@nbt fmgited to:

acetazoﬁ%ﬁié{a,%\?\\ﬁ? (n:whp H%E@Bérb@gs & &‘o@%}tln N, P;n@ﬁt N3 98(%7@6‘&1“6(@&15 which may be

repare disclosed in U'S
orepar@kaselicions n 8 SpBajom Alp: 5 44823 FpseTidt WhichagY tl?é”??@?ﬁ’ef?&lﬁc'md in
U.S. Paént NoSEdenpes bumetdnide, V\H’\ﬁ:h @fal b&prepardd AAsd®SEY in U.S. Patent No. 3,634,583;

butazolg%fdgel \&iﬁ rh%ga(z g)%t%feﬁsred &8 8 na%sgg) fh. 57 'szﬁf% NQSIG%Z%C hlqg‘rgrqin%&'nenamide
which mayeyrenrendred os disgloted e'd Si Matent 808 P& 4. RIGES. %35?8@2%%656 clofenamide,

which rﬁaﬂ% rQared B8 HREBRY W@lﬁ/ier Wt airaviieliml @9 BH 3 _'9 1367 @lopsiag which may be
I'scl osed in Freud Ber ... .

s Do SA T4 B ot ey iy s

U.S. Paier.NoPa 1831214 3;Misulfainiod, 8;h8D Oray peprapsted asrdisclopgsi i British jatget No. 851,287
ethoxoBFn‘?o%a\R/Iﬁ%u rﬁa} b% p?é‘daf:é%eag dRBO%Ein érftlg{ Wé’ié\'ft ﬁl@: 795‘4"7'4 @Lﬂos@ﬁﬁﬂeb@hlch may

isclosed in U S
be prepqrecgaﬁd@,clgwg inHiSe ﬁatﬁ%}\lo{D%O%ﬁ.@B dpeéﬂlsg%, WW g@y g§ Br’&p?rﬁd as disclosed in
U.S. Phle. NoP@,mwgz NBetha¥o@Bikie A8ich neaydbe prepared B disaltised IndsSirRagent No.

2,783 ? i %lreé i g%hépg n%y b@%{e%glteg a8 ?cldn @er§ rF%Ee%H\Io h%’i & Qﬂi Eyasemlde which

enzot i azi ne deri Vatl VES
may bewrepred astiscleaasije USH PelptdNo; 40 ER20HPantds, bieh ey e pipRared as disclosed

in Japeﬂﬁge bétéﬂt N6 tr3toB;585;2nt Ripaitiél @nickiiiag Be praparbEaspiiselpsgdtial Uss Patent No.

3,567 B?gnﬁp%(? I5C ﬁgesn?% gg PLbCZIh gﬁatgpl S are mco%grate?%%ge}n ba( reference.
diCsebps@d is msysteBic fRaletahdiselks, crj;ar@@yz@?@/ lo%@ﬂgmiﬁsgaqud:@terloratlon of

bone t%&h@ﬂﬁ’rﬁa &Fséﬂbent mlev%@&ehm B fragifity an&@ﬁ&édﬂ@lltﬁ Birbaidel 16 the U.S., the

ept enb t t
concite AP IRYER DR PP DOR PAEPIScRd CRFLROre ) el s S voor
includiflg 5@d,008 @gind, R50,00B. hifPatderd0,000owrisBirab@BssGaTyally HipHragiuresere the most

serieu%'gn%ngg ug% gpgsé%;f,&%%%' §SZ§Z 2 gé%@ﬁtls q ﬁ%\év?g{hhclﬁg'%/i&édrzghd vc\)ll\ﬁr CSﬁ% of
surviverpbeipeinggpegialedd as disclosed in U S. Patent Nos.
2 Tﬁ@ gldér@%reaeﬁ! gredteBi3iék daRteopdidsay ariucthd stoblem iswkirefbre peegictee to increase

signifi ] ash dl Clpgs aq|0|11 R}Vowd\ﬁ efrf ﬂ}l‘gﬂgld els:f’orgc%@ 89)4increase three-
iz B8 PO i Srose

as dis
fold ovienthBekxy BtweaFeaamnerdy hwtw@eﬂ thetymrewﬁ P& ?a@“owﬂ ftél‘r‘tures

“mﬂmmaymg oorepared as disclosed in Witehead et a

f O
eou({r?ﬁ% a?‘iqo 2 grea%ﬁ{' ﬂggppsggs%p%rb men, g&?ﬂenaqxgeélleg ce'a ashaw acceleration of

bone IbbsSiunE@Stheﬁn/b yblars fdllowif@mBriabausé (Otbertiackrs thet inordese thermisk/ingyiede smoking,
alcohcg E\&R‘.@r s%d&?argﬁgﬁhggﬁqow Qaltﬁrn% Ha%] Patent No. 861, 367;
engui I ch may be

Zzone prepared as disclosed in
U S. Patent No. 3,870, 720; indapam de, which may be
prepared as disclosed in 23,J0 2006/ 090250
PCT/ |1 B2006/ 000374 U. S. Patent No. 3, 565,911;
hydrochl or ot hi azi de, which may be prepared as
disclosed in U S. Patent No. 3,164, 588;
hydrofluneth|a2|de whi ch may be prepared as dlsclosed

~ a2 2 "~ N A N~
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Anmeri can Chem cal Society, 1960, 82, 1132; and
trichl ornethiazi de, which nay be prepared as di sl cosed
wonosPeset evens et at., Experientia, 1960, 16pCTAB2006/000374
The disclosures of all such U 'S. patents are
| Tiwae gidied tngoe arheitl edcngriipe thag Brdtrestertive Bienisdfol example progestins,
polyphgéré)lhgr%'%grg é%ﬁos%ﬂ{)rt?\(é?g)' éé@égeWab&Hlé?sléd?fgoﬁlgtg,@@trd&en tdatr&gen/progestin

t
comblr@@@qsac‘g@ggm: gegg,tromm psimp! ﬁravdggqg[p é%{g}ryé%ptrggol)dp%yaedggqjm icAnjunction with

thecorlﬁjpo%ndspﬁth%'bt'esbhmvgntﬁao 679; ambusi de, which may be

a% ed as I SC' os?%fro&,commerc tIsourc ls}lgn If?fCIL}O%SaIg&%ge acetophenide,

are ISC
altrenoges$. anﬁam@macmate 3)26680e@Letatp, Lgh’@tr@ﬁﬁlr‘@@e aoglaies ﬁngﬁﬂpl [glegestone acetate,

clome%ﬁﬁ)pé‘éc%%t@%hqbéi%n%%@gatb "He!&!}ggstre'l:> inRittistdNehe, @d%@ést&%ﬁe ethynerone,

tazol am de Y re ar e ClO
ethynoglel qHegRIePHPTERESIR, 199 oS sooti P S R HETRA s S8 onerbne oaproate
gestrinohe, GhlopiByestemnprieprakypebgaserdies@bostedevanorigksBel, Pagsgatol, Musirogestone,
medrogﬁog%stérgﬁ‘é ag%ta?e(sﬁﬂeg %ea?cﬂgc%tg %tr@ﬁgdlol eltaééfte@@ﬂmeﬁﬁwdrone norethindrone

I scl osed aivier,

acetaterrr\amthyr@qlremnorgwwte Bargestyet ”@'Igﬁﬁﬁh‘i%@%t%?l PEﬁ”H"r%BV’”B@ progesterone,
qumgdé.faﬂ&@ééi’éie Q;Em@és‘ﬁﬁh@%ﬁﬂtlgeﬁtolu S. Patent No. 3,459, 756;

P§ferri§§{)|gﬁ?§tl%aregﬂefgéypé%%st%ag 91%{ ﬁqua@o%e ghdsr?cjr@(ﬁﬁgdﬂep 20

pEspamiayibare reomtiboisbibitingrpolphasbranaiainekie AQyPhasshonales of the type

dlsclos%trd m)tl)f g L@F@an? 8 6?%0‘3{% HEMOSJD% P (Nﬁl@l@fsfﬁ'ﬁi:o@&aﬁﬂ H6rLP D deférBnee. Preferred
en

polyPhgPR[9BH RS Ara dena OPhebhoTe (g repRRER S ﬁ%p“"ip%@@?‘“gm"aw
disodiuve fsran sbmbeiallwirefeinedmyphepipnete abardirans adid ssinsseetialyprelgrs
ponpIP@;Bh%ﬂzsrte I)l%ndl%ag’té grcﬁl%gladrgr%‘iehﬁé @éﬁé%l%efé’%ﬁ %Hyrm&(pﬂéﬁates Zoledronic acid

o peelsess ARy Sy S SH Dbl P S o
hexyll&ﬁkfb@bho%ﬁoné 201l An@ T-Bydréxg3asating eetylamitio ivopyRdenawhispimsphonic acid. The
polyp orsglp tes Qmafbvﬁqad%ﬁlj' sqgi‘géjg i f(ym%f thP%Eﬁ Ny #\pso le ki %%%I salt or alkaline

pare ISC ose I N
earth halpteal $CEAIR oskass O 11 FOBPISERoNalA i (SAFP AL Cogh SEFE syamples

mclud@%th@r'ieep dﬁ'ﬁ%_ In6£dhesiestid, meldafe diftakghohic Mad, pentane-1-hydroxy-1,1-

dlpho%p[hgnltl‘, %&Wﬁ@?%‘? %‘ cist;‘cg{j gﬁc’oﬁpﬁr%%lcroaté‘l :r lékﬁa%é%?d&%%}gh@s?hgrﬁé ac‘md ethane-1-
amincat, s-igttosphiopicsikie eivak- me@ah‘edlpw}m@@taé'ﬂ|PZ@GHQJ9'ar"6W1HUﬁ@XY1 1-
dlphoémﬁﬁc aRd o detiR0 RLRh i3 Qrfmnohfm@rof(y ﬁﬁ-ﬂlﬁhosw&l& adid, propane-3,3-dimethyl-

uent Il ncrease in

_am|§qlé E@&xyﬂﬂrqqry;sqhamp P%{%th rp‘(l an?lrho rgﬁtha )Ggﬁospp%c %Fﬂjj N,N-dimethylamino
methah@ RihhdsblashicadcfdeN2shydroxryetiyihamin@ Betirahd diphosphenip beid, drt@ne-4-amino-1-
hydro%ﬁy? @ghﬂgﬁogn&é&@n%e%taﬁe 'g]alrnllﬂoolrhyw&}?li "1‘ rd%ﬁos%l‘i”&*b AbRAhexane-6-amino-1-

000 t
hydrogy-h ¢-gighasghasierRgisiang phatmscewcal&»ﬁ%%a%eéteﬁ?@d ﬁﬂé?tthemw 'S

S &h lp&Hithilaf, WSW@ ofxhis PSérEoPOEYISd Gmbinkd Wittba d@Mmallan estrogen

agomgt&ngsg%? én% 8\%{%8(\% 5 ho'n@t/a% ? r%l i& g'ray kf‘ﬁ Uged(i)nvtﬁé c?rpoma%n aspect of this

apac
inventipmeBliedert esireden@boris/eetagroisiysiess to aW@POPPﬂ? V‘@tcg BI”S fﬁ'th §‘e estrogen receptor,
lnhlbltt d?)ﬁé RiRl& aﬁé/@rddr&feﬁtcboﬁ@lobd" W;ﬂﬂﬁ@ar &@o@én@a@bﬁét@é’tﬁhb%lmﬂeﬁﬁéd as

et athte S SaBSRE e St Bl S WSS s ar minek

the adtibss df estiog&Oin peaorsnoratisdue Retragen dytagrnistsarst Heredn egfinedhastchemical
compé@%ga%lle ot kg?r?dmg; g tH@eE(Irdeﬁ‘reeéﬁor sfté?s% HERS R Lsshel AR b|06k|ng the actions

greater risk osteo or osi
of estrRgAN INPRMINER EF@P?Se st 25 tES PG f%aé&weéﬁ"a!‘? by Bese SBIS‘?‘E@“ the art of
standb@l%‘ésd?éﬂnblﬁd]nd SfofdnvecepRptindifgaisbays stgdare hafediss@noribometric and

densngﬂ geg%?tht% réd @r& aEQ'I@ e‘i QeBB %—;ﬁstbﬁgJFHoq%tr bélﬂg'efs ﬂlgw York, 1994,

edentary OM/ca
page$ hi7&iGsier D4 Bl Z6 6156 ITRBIETREY/X- mw@wwln M*r@@.% Inv. Radiol. 1996,
skilled in the art will recogpize that anti-resorptive
agents (for exanple progestins, polyphosphonates,
bi sphosphonat e(s), estrogen agoni sts/antagoni sts,
estrogen, estrogen/progestin conbinations, Prenmarino,
estrone, estriol or 17u- or 17 3-ethyny| estradlol)
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et hynodi ol di acetate, etonogestrel, flurogestone
acetate, gestacl one, gestodene, gestonorone caproate,
waqesdorovosme, hal opr ogest er one, hydr oxypr ogest e PONAEB2006/000374
caproate, |evonorgestrel, |lynestrenol, medrogestone,
31(1):5b@2/ W EHRXM IV @géBdgenene., BieehaletionreDserpesisisUDuahErerait eRay

Absorpé%rg?qét 8I||n|cal |ng ﬁ%g t @Erﬁ“ DUKR Eﬂdh LQI‘I:UOH 8d4, 613%@? § Bbé}dA Q’ﬂ@ty of these

Nor et norgésti mat e, norgest onet,
componrmsge@qsmbed é&@@@éﬁﬂ@ﬁﬁé’ebﬁ’enpr opi onat e, progesterone,

QNM?}SH? Stefnal eﬁ%@&rﬁég@mstﬂﬁdta@&@ﬁw P@L1,2-aipReriyi-tgesteayl)-phenyl)-acrylic acid,

Preferre stin est,tone,
which 5 gisgleged C\{'V@ Eﬂiqp Qﬁ(ﬂ%o&bgﬂ)ﬁ%g I‘—.3>8<641 %ﬁgr y bone
I Asadinegp prefenred BktrObert agwglst(mtagprmjthr@mqeregethaﬁ‘émlﬂ‘éé ~(-4-(1,2-diphenyl-1-

buten;@&ld&@?ﬁmg%@é%gs(z% i mlrixg-ﬁg 3- Hrépa‘%tﬁ&alr&ﬁ Qem A ) dn&related compounds

wric e lopsse it 5. FRAT 5 or B BOHRLE O PR B pglreted neron by refrence
pﬂhMﬁ&i@é&@&DMpeSncaﬁ & hgieory ahoxdierp voistpil disclosed in( & Bsprtent 4,623,660, the

dlSClOSdI e o‘? a/Fu%Iq |st|r%o%§ragd%er‘am%§p§&@@éees) Til Udr onate

af| referred tg yphosphonat e.
| Iﬂa)rﬂﬂqfrmdle@tf%@P agqnsst/@nﬁageglgfe%ra@wreye e @mn@dt? hydroxy-2-(4-

hydroﬁ&%e%ﬂib@ﬁib‘ﬂﬂtﬂ@ﬁ-@ )AL @(’Idﬂ‘&lﬁ al'hﬂ efhidgly) ey Frytobiebrziepwtech is disclosed in

g d
us. srh g Bopt ARG F R R R B PRk 7 =
prebteermederpdlesipives p@mﬁ&réqgoaﬁtes ’@teg]lfer}%(eilaﬁ%lﬁ@)gymgﬁchloro -1,2-

dlphert1 ?%M\Lté%ﬂ%nmyﬁﬂtﬂpﬁﬂaﬁw @) -a%ﬂir@@/dl 213- prbr}éﬁ\éﬁ&éfb&@lﬁle@’( nyhich is
B AR SR T P

t A@otaer pdeferﬂsrd esfrogan aginistidreagahikizs centebtoslan s1a(l2t((4dﬁﬂethoxy-2 2, dlmethy|-3-
pheny?ék{?o%%q ﬁ%ﬁ&&) &ﬁ);l)ady r&ElnE -wHidhGE Qéc\(ﬁ@chh ® £ ShBAS, 2D, 28N ehe

onat ew se i ncl u% %p
dlsclommwh@g 5 IDGRBHOLRIRS RETaiaRYASTEToRSR AR 9ot ' vsfmiﬂﬁﬁ%ﬁl c
amndmeﬁ’ﬂ?éfaﬁddifbsdd)g@h @@q%h;ﬂﬁht@goam islidoyYemet: £5)el-(2-(4-(1-(4-iodo-phenyl)-2-phenyl-
but-1- anyéwg%rﬁ%g he/l) gxrrcf? le élfsjs'ed IEEU @%ﬁ %ﬁ@l 136 Qhe dlsclosure of

ane droxy di onic acid
whlchalhr@mralemrwwefe@nﬁ di phosphonl c acid,

ethamer p@éf@r"r@d&trageﬂragdrﬁlﬂ%@bﬁ@i i€ 24’@4;|In§lhoxy-phenyl) 3-[4~(2-piperidin-1-yl-

ethoxgrpag-gﬁg Wn@q@m% h¢/ gi 1s déscEwsgcJ |R U%SBQQHII\&) ggééjOSS the disclosure of

which- lhympmxayecﬂheleudbsphb@pmm c acid, propane-3, 3-dinethyl -
hother | %errﬁyéyfr&i@‘l a&onls’t/ghté’%ﬁﬁpig |- ﬁydﬂﬁ)‘d{ Hherh 8L 2-Fiuritia-1-yil-

oni c ac
ethOXWrbﬁwﬁﬁﬁwﬂh%e"ag?‘dNH'CNcszd'%ﬂP&?%‘Wé ﬁ)?t'e? % 4%?}?5? mﬁrﬁsgﬁ%ure of which is
incorgdtatiomposyi refemaced, but ane- 4- am no- 1-
hy/g}og\)ég pr%h&eodésgg%%ggtg{gtlgntqungt |a (4- ﬁ (% Szaotﬂclzyglo[Z 2I 1lhept-2-yl)-ethoxy)-
phen e R ABos 2o Y- PSP EF R gD NGBS EREHG WS eclasge along with
meth&ﬁ af &Bﬁ‘a@é&bh GRPCY p@icae e MeD 8531051 Sasaigdedsta lPrizer treer eof .

Q[tﬁ?rlr,{%%{g#\?f %trggeﬁaaw%?%ntgagw %ts Lcla&l te éorrlryp%mdsof‘sgﬂﬁ (Q\?yeth-Ayerst

Laboagnoes)smd antaders. st . Any estr ogen agonl st/ ant agoni st
”Bdthgepréfé'?&i ési?odeh @gdh%mtéb%hbt@ "hc@a@&ﬁ{po@f{dstab ldéscribed in commonly

assngp%i L&g,trég% h@gsgmr'zctﬁ qupau%%(fwhlaﬁlg mggrmr%n(i ﬁeq 2Fetfegeenc§ rEgspemally

preferéthdolipburide desctibednive arand/ or  pr event bone Ioss I n

pagL, é-gﬂifu%gdophgﬁ@r.‘)ogQ@ ggg'giFH ESUE %tr@&ﬁ ph‘&&l‘)’«'s B mgiréi@&oﬂi%p%lene-z ol;

chem % estr oaq | (al
r elegit@phesyltad-(2-pyriokidirind 't e&??xwr@gw@ 5.6 rﬁj"eﬁ?m‘f*@maﬁgfh §geg-ol (also
kmmﬁgghgm&ﬂﬂeestrogen in one or nore tissue. Estrogen

22%5%%? S gla(%gyrhgélﬁ '(‘grs]/ %q%xg)nq g 35 £ 18 WebAlaro- r?a‘bﬁﬁ%%ﬁl,ﬂ?ol

en 'receptor
macisri§-gydlddineeteoxy it e rieng-6thyérosct 2. ﬁéetrablfdm”aphtha'e“e
estrogen in one or nore tissugs. Such activities are
readily determ ned by those sKilled in the art of
standard assays i ncl udi ng estrogen receptor binding
assays, standard bone hi stonorphonetric and 40
den3|toneter nethods and Erlksen E F et al . Bone

" . T . ~—~ -~ A NN A
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Anot her preferred estrogen agoni st/antagonist is

t anoxi fen: (ethanam ne, 2-(-4-(1, 2-di phenyl - 1-
wouao@rgi2sphenoxy) - N, N-di m et hyl, (2)-2-, PCT/IB2006/000374

2- hydroxy-1, 2, 3- propanetri car boxyl ate(1: 1)) and

r e4(fa{pgndol|dmnqjlmxynisnyl)vﬂa(%ﬁuompeerd'l)ﬁmb@ew 2,B4tet8hydpagoguitoline;

Cé %Qﬂ, %%éjoxyb}%%yls% ?40 Fl(ﬁn (’? “yl- Mx?)rbhbrill)' wﬁé%ﬁ}d%aphthalene 2-0l;

herein efr ence. ot her related conpound
and 4. hydroxy tanoxifen, which is disclosed in U S pat ent
4 1Q/?li)yr@ﬁlemolbth@(ypﬁdaylﬂI—{SIﬁEn@I&BAHﬁﬁrtﬂV} 1,88j4c8trdhgdrbiaapinpimeat ed

Q%Et)hﬁe:r g?trb n ! g fo%lrs%]'ﬁaqonﬁs I; e&e%?rr b%g '”ﬁﬁ&qﬁ%‘%“ 133,814 (the disclosure of
which (senqmaqu/hezelq hy reference). U.S. patent 4,133,814 discloses derlvatlves of 2-phenyl-3-
aroyi- M%tﬁ%p\ﬁéh@@bﬂ 2 Bﬂiﬂ@lcﬂ Q]) %n@&hlgpﬁéhé t 4xicge- (1- pi peri di nyl)

et B obaroa s S5 W Eh ESTcHeu P &, e Sefond AP T cgBination wit &

compdund of the pebe irvertien, indhye rfef exampie ghe fahatimg pangihgfoihoedbne (PTH) (a
bone Bﬂﬁ%ﬁ@nt?%%fh%o(d%?h%@ W’ﬁ-tl ée@rettaQJIc)gQ% [s88& g., U.S. Patent No. 6,132,774),

partic bﬁélﬁvm receptpr éﬂ?@f‘ﬁﬁe?ﬂﬂ?ﬁ"n I@HRFV'&%PWP vntan"(nzg) analogs
2-ARy geleotye andiogin paceptameddul ata SRty cah ee (1dedlin cothbbidtion sith a compound

of the ?Aﬁgg!h?n%gﬂloh yelé%‘tlveo g%ﬁgn%c g n?o%él to; gﬁﬂh% QcICf?]Hoﬁné)t{'\at possesses

I'ncorporate erelrn

androgpﬁn@f@ﬁw@@n@%lpl@) geers Hypueriselestyme Gn IS§‘RM @®mMpapds krdbiyagtion as
androéen(rgce(o(cﬁlaéorr@i B&M agarﬁ’sts @hAvBltshondsts or antagonlsts Examples of suitable

SARIV(%IJ]nCE%e cgrlgé?@? %Lgcgé ?;Wp er%r?e %gg{ag%wglrgg bk utarpﬁe hydroxyfiutamide,

bicalulgiméde] olgmam;deafspnwhpleﬂones4-|(tnfqugmtmt)-é@ }-l),@yreqhdmuy 2-g] quincline derivatives,
1,2- dltkﬁﬁo%ZWS 6R) | hoetdeRitiGeh dn@ ptp%NcﬁH Bféhlf'mﬁmﬁne dBivatives.

| &ygiieforgﬁ ea{ls%]zk%v{/rﬁa%(( Qbs L%bi)r %%%B .’? @b)@rop]a]n?@ omgilrﬁ;{gwg;?paﬁ 2]pregna-
1,4,6-terie-3,20-¢iond i dipdiapd ). S.etatept 3,233098.0ChIchadinene, ko lgtown gs 17-
(acety%)f‘)%l é?)ﬁ)%z)rér?'ﬂ Q6%1en9§ S'atoné lrgr’t)ggacgtéé or%hgctsdésséﬁl a‘ﬁﬁ Hﬁo‘?og%ﬁ and is

cor herein by erence.

disclogrddrt S B@Fe%@t“lsgé% %taﬁldgt%'maw &§-dimgthyl-3- 17k oS
(irifluoforiedmNBANAK Y, 4- ey dinediodedand Dy frefradé ilinfe Nitapidiron® is disclosed in U.S.

Paten%f %éeglﬁ%?%y% 5%8\,0% é)s{ P hotﬂylgp[zggr g&gghu%&&l gﬁ'?ngljspropanamlde and
the trage narme Ewlaxin®isdisclpsed iy HhEr Ratend 3,|$é7r QﬁSn B[g@lute@pd@r dspigmown as 4’-cyano-
a2’ aBRloREs- Mﬁfoﬁﬁé@l%lﬁﬁ}l)[Q%%xﬂlmﬁﬁ)/oﬁﬁﬁ@&QBIbi@ﬁe b&d the trade name

Casodgf%é{}%/c%s%ﬁ;%ﬂéah? Fe ity gk Riniireee Gpouased ik en
ChestéitdB, J. Metde@bend 19834317 985-887h ériydnosxﬂutarsm 6@ kmbwpvandregein seceptor antagonist in
most ﬁs@&%r l%rb"éter?gjgggé'téa't@fuhé‘noﬁ af SERRMGor AR AL -6RFdRLi&IOR Bflosteoblasts as

dlSClO%ej |r( Eofggueggtg?rl] IHI %%pe |I\/U[egoR}|s1S Hgﬁ{%,ﬁfi 12339,|1§3 tﬂﬁgl;{wl %@?Ms have been
disclogeiamy|S). Patentttyad 7 9%y W (#1a198l vox g+ 188,y P Olveerag] WptohioogiT, WO
02116510, ﬁ o bgte#ﬂ@% @Qt%ﬂ %umgtfonll\lo B%?&ﬁ ?S?%G @g%n%%catlon Publication

arati on ation no

No. uggpqmzs@swpg&@moa apf WRLP3/914824. &l Rishe phave efrenges are hereby
|ncorp6§tddqg$éferaﬁk§éme&ﬁr{ ant agonl sts i ncI ude t he corrpounds

(ﬁﬁg rs%épwé%ﬁa lgl %de rF?ggaté hor% It()\ge{ go%wp%gla sio%]rl(% |fal(seon reeadlly available
or candiergaeilyrsisthesized by ibedelzsited in the@nveind wnveﬂor@ mietpdschf Lig@ic synthesis.

For eX2fpMhary of %h% célqﬂgounag‘@seg hé@inoa?é‘ Fe‘r’atéafto Wbl‘é@eh\%d from compounds in which
i ncorporated herein b ref erence, @eC|a

there Elaézfr ?%‘“%Wﬁ@ﬂﬁﬂ%c ereial paed: Plilpech?r n%hz @anyy such compounds are
commetciaipavadatid ar@reorequinted yilthe Ifergtdre(0Rarp epstly pldzpasredfrgfh etdérivomypnly
aE - - ro- e- 2-
a“”a??$@%%ﬁ%%§%ﬁ@%¥ﬁﬁ@ﬁ%&ggﬁgﬁﬁ?ﬂﬁﬁgygg‘%9 ethoxy) pheny
)-5, 6,7, 8-tetrahydro-napht hal ene- 2- ol (also known as
IasofOX|fene) 40
ci s- 6- phenyl -5-(4-(2- pyrrollg'n 1-yl - et hoxy) - phenyl ) - 5
, 6,7, 8-tetrahydro-napht hal ene-2-0l; cis-1
-(6'-pyrro|odinoethoxy-3‘-pyridyI)-2-phenyI-6-hydroxy-
1, 2, 3, 4-tetrahydronapht hal ene; 26 WO 2006/ 090250

PN YT ] 1 NN NN N™ A
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1-(4' - pyrrolidinol et hoxyphenyl)-2-phenyl - 6- hydr oxy-1, 2

, 3, 4-tetrahydroi soquinoline. 5 Oher estrogen
wagesieeysant agoni sts are described in U S pat ea1/1B2006/000374

4,133,814 (the disclosure of which is incorporated

heoras of tiycompbiende pidli invéntion onprigreadiates N3MRirgydthetisderpaymmetric

carbon%ﬁﬂ*1 VAl 'tﬁé?e?or@ gre%n&ﬁlgm&ls osdla@r&ﬂe'rep SNEREMhBP MBfLesf be separated

- 3- ar oyl benzothloP en
o theg N RSISROTT SO AERARES O i N Aagce Sefetges pfaetnocs known per
se, for SREP bagReThatogRapb @ Bid/drdractonal wiysthllizatiorc &ngtiomers ofn ketseparated by, for

exam p%otﬁ‘lslrngLICTmegﬁodg ?Pmnb@@glﬁ‘#eeenaﬁtfal"n Eéf_ﬁ\Hgmee ntotarbeagtereomerlc mixture by

ara hor nmo one
reactiop Wil e aqpr@g@tgpptlcal @eg/lewymgq)wjd (ect-rRiFeR0 t pqqq)fatlng the diastereomers and

converﬁﬁ‘gc(é%t a )1(15 PRivid€al diastetdoriers B&h@éﬁrreé{ﬁbndlﬁg B2 eranddmers. Also, an
enanti |cm| l{%{ %‘%3}?%“” [ gﬁclﬁgt ord|a9 %%9 rs]g/ﬁhtegs w?r%h ?AHEEM&CIdIC or

basic ragiely oge be seperizt d1to Irlmﬁmrrasmndlqmn@mmqg@bng@ung gdiastereomic salt

with arF&Hﬁ‘pz%llp Bk erﬁraWoJSQ ofacidq8R9 lci”bﬁenylcﬁth)ﬁ Qﬁm@ ro@b%ﬂﬂl tattiAMe@N tak@E acid) and
ective androgen rece g %l Ng

separaig B AREICPREE b Gedee gysial JQEWF% el IZ?\? iShegat s

provndlﬁg( kelcorrdsporsling pseleaaitiomerseAifsecht |som$ARMLdmgp@§tnr@sm@r arenantiomers and

mlxturesutngr%f%% &ﬁ&c]e%da%qfaggﬁﬂls rﬁ/glﬁlglq RF 2P c%ﬁ@ourﬂ@f)fttl'\eadresent invention,

antagoni sts or antagonists. Exanpl e
|ncludlog thg gpm@gyp@s of Q;;qmwentﬁyprg}@@ eléqrﬁ?fﬂ?l af§h%woar§s of this |nventlon are

atropls%}iHéFsC(E gl Qilﬁtltéi@@ﬁlé\@l@) andlateddorsdhraticasepart of this anverdien.

Mjolr%?%[:g @{Ig wg coer?utmrjsl ltl’ustb |§\6@He o m:%y Aeg)g%meg% enantiomerically enriched
form biyesplying teiratemele 3f the @r}al @Rn‘\m)grpq gf@n d@qrqng ipte {ndts synthesis, employing

chrom;’tpgragﬁy}(}}fr@fe%wrhﬁgﬂ'pﬂé%sdr@ ll(ﬁﬂ(ﬂ:]hﬂ)H’iafb@}alpﬁ)e[l-lﬂ’EC ) ¥dhh ¥9Smatid resin

erl

(prefergllplg ghﬁé?\ﬁ Aﬁsor O%](g'r%{anqg from |ral hno%gles qigxton(%{egmsy vngY) with a mobile

phase(chhsistihy oftxhyliocarioon] prfediiblyydptanelor hénade)nrytaBinpibetyesrdhang $4%
lsoprokgnoﬁ]p%rfé? etv?egn ’aﬁd S ‘/ogb%fv\%elgg afld 89 arsalidi éﬁh@@%@arably 0.1% of

| or madi n
ditiyigine}. SopeegRY 7 1be SATG) PO FeohoRs BRI G T
I lSohfeS‘of @6 ebdrapoandsasf tis iaehtonase aidicamt! ithes fghn @geih wismedphagnaceutically

accep aRISé caP osneg%negofgie%omﬁg{ Bf ti %\ge%h&s%e bé! rJ é%%gy%m a%laﬁ\%th a

pharmpeutieally e¢q9nfélplh9ml9rpﬁ ﬁiﬁh]sa@ a&w'mnda%%ﬂom)fﬁféﬂi”b%‘@“aﬁﬁ‘a thgy can be
prepaFeh %y E«Srﬂrgﬁ‘hoﬂéﬂ ARthbld suakl é@édrﬁb)mrig%ecboﬁjﬁﬂ 408 ®sid éntitiésSusually in a

NI I e e
salts gve pavesa aitker anfitrati2b, uymeecmﬁ%tu@wﬁaar@oraﬂvmf@ilew? hydiltration, by
evapoqén%ﬁ l)ﬂﬁéegal\}eﬂt o |§the%%§@67taq§eo§£ohﬁ&% b)aly&ﬂ\khhﬂtlaﬁnadﬁppr@dnél@ The

com pg}&dg &ngﬂeg @ﬁ:{,}{s thQe m g¥ %ggllu&)rﬁ%tarh %)pr(é)opate solvent(s) such as ethanol,

hexarieb on@atefett@holuipdiree and t he trade nane Casodex(r) is

d' Iﬁ %hﬁtﬁ)ﬁ%&leﬂ ti%Fc):o 891?1; gftr&;g— E@enﬁmﬁr‘n RJRdss dPbolvates they are also within

& are drscusse y Tucker ‘and Chesterton,
thescypeﬂféfwm@ﬁtm 1988 31, 885-887. Hydroxyflutamde, a

K niartoRpslineg6rthid lﬁ%mmﬂweﬁiﬂmmgﬁurﬁ&hd galts ofeath dompeunds and prodrugs

are al[;qﬁizptﬁg gﬂ %{%ﬁ Sutsg ﬁs @en ?es@ro$’§$ﬂdlfa9§f?rg)wte§%c‘ﬁvﬁy in

mamrh$, lpamlgxlarhythumans jhussbﬁgonmonr@_qs of ﬂ:@gnveq_tgpg gleyate plasy Hgcholesterol, its

assod%qéy Johmgg % V\D SNV DR @nstb%ﬁ’&meéij byﬁtﬁb'ﬂmammalbj particlaly ®0ians. By virtue
of the@ gyztm% ih)ese Wgnts 8%? %%é«%s)olasg aéeve B gf t@ﬁyde \gliléh c%llﬁs%érolvppo B, LDL

choleflaal andatidirciasdsdated U3n2DORS DOSDODE, pm@uarlpaureans Moreover, these

com p@@';%ila 'f%%gfg g&% r@g_jj&%ﬂolemm S\Wﬂg? Qlft/rl]éeg%g@ 2@%06 WMase compounds are

useful-ff the @eairegntanfécorfe@t@ayf the yrrleyssiypiRidertiap pbsented fahgagsociated with the
herein. 35 The starting materjgal s and reagents for the
above described conpounds, are also readily avail able
or can be easily synthesized by those skilled in the
art using conventional nethods of organic synthesis.
For exanple ~many of the conpounds used hereln are

o o,
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into their individual diastereoners on the basis of
their physical chem cal differences by nethods known
weoenoe/ee50f or exanpl e, by chromat ography and/ oPCT/1B2006/000374
fractional crystallization. Enantionmers can be
develogregra pad iecldeoys offadierdsclencsisrpideardishiascaler HFRIaE, insluingl eorenery artery

diseas&, %Q%ﬁér? hok FsiSse Mmérﬂrégé’u'la? diGda%k lHeﬁpHePél Qas@ular disease,

eomeric mxture reaction wt . o
rypoSIBSURBES T, BT i PR SRR T goperseeglie, famiek

hyperch@gsiéralemagdow RBL dhdisdsetistan@npormants, eleatadeliD iangagsecigied components,

elevateg%.l%f gleYe%létntggmet\Hho%néJ]LcBLv Elg%@d \flj_bﬁ%hﬁ? 5&?&&5@0%0&% and post—prandlal

Spond ure’ enan enant | oner |
lipemiami xt ur e of the conmpounds or an internediate in their

S FIRHRE FHitr8 dUMYINCIR a BlicABITEFP gakd itlioGn thmablaékllr@ OBTP&inyuseprgsults in

e AT LS e S RREFLR0 UL o P B

suscepitititg tocdtiharescletvais gMapttid€ Raet(ab Ngture 19% 8fhy [73-€%- ]~|9\|so arphltﬁ@n of CETP
acﬂwtﬂ:kﬁ%@%kblt&?&‘itfb@tg)ﬁ‘rai@és IIII.@\_r &h%két@roﬁﬁ 'hgl}]st@ﬂéva@ epRl atd: 0% Lipid

| asteroners

Resoa (| LR EPIBER 1t FSHISER M Hial oG AL (RIS 129-197)
Suppr@sfsmf btlhdigpstdslashey CERPD/ictiangnopsliniection avith aatisenss oligideoxgnicteotides

agamst égfp %lNA r%%%%ﬁd%tﬁhgosgle?o‘%&ﬂ ger =t C(Bll-fegflaﬁms' §£5%F1§ l\@rléii al: J. of Biol. Chem.

are consi as part

(1998) Zﬁﬁeﬁﬁ?ﬂ* 6W6f)dmpoaﬂantlyo¢umqaéukwfﬁf@ﬂﬂ% ‘Wasﬁﬁ&%F’e@@ﬁ? a genetic mutation
possesd MARIdyBbvated Blﬁérh'éjHDg-cﬁdf@teﬁleﬁWMSapelfpobr’ﬁﬁmw lethe atajor apoprotein

compqnﬁQ/ténlf&II:DloE nag gIOI‘:]_ énogf) polngtrgheerﬁasrge(d?o%gr%gg'edg) ats!:nF b SL 8holesterol and
apoliptyirateiy Bg}he anaidr apclipapoaiein cstnooerhel LAy tinagh, A Hirawn, WerHGF'éhC B.etal.
N. En%bj ﬁfeér@ﬁ;gbfsggaiglgﬂgjdye conpounds of this invention may

alned in enanti nerlc ch for
B GOT e ST el ohAPL SIS agroocted
Iipoprdtdmﬁﬁ aimetde pdséive cnmetaﬁorst;emdeeglgypergﬂqglLDy p}m‘beste.rol a.nd their associated
apolips;al{)tgﬂ?ﬁ\%o@@ thF Bé\go?gn@mloycam idBsRf TelebRl \}abélﬂﬁr €nd peripheral vascular

togra on an asy nnEtrlC re
diseasepriag SIS OHNG AMERPTNIAD HrSBRN B Eae qLtoF FrmoeRis e prodns,
by virtd@6iRiH phghTRsalodivdctith, afdaisefs Ydr tanravetion arfestanentmidioere@@ssion of
atherdgtperﬁ%s S S:s’ a%s%)lﬁp%d 9 se%e@é%% Oﬁﬁ@g% R&IU%F&%F& o%géwlg%drl%go%kqgﬁ angina,
Ischer(upr@fd@caﬁghvnl@émd/mma@a&hfafcm opmalisatione yile argiowaserias ghsease

thera;ﬁafs (é8., éb&iﬁgloﬂm\ﬂﬁarﬂ@hgﬁﬁkﬁ@eyfeﬁbsi&) %gﬁb‘rtensﬁbnﬁélé\béteﬂl’dihlﬂﬁ)/ascular risk

e R e e T .
cerebmi/aschiprglisenseecrdnitive dystanction dhcisiding.dout has jmitegitondamertie seqpndasy to

atherd@cl&%@g ﬁ§éﬁ§ L& @drhiYsché@hi€ %@bh&lréﬁbér{é&tlor‘sﬂgﬁo@f déﬂBlSnt and delayed
onpounds of this inventio

onset%wrpcw'?mof é'ZQQmﬁ'rﬁaﬁ“??aa@ﬁ%Vetag [eye'%gf&éﬁ?% |S¥5638 rﬁ(edﬁted fRvfls or c-
Reactivd Gfot&s IMetaballceSyndirbine and dlevated pels of HWACs | nventi on and
t @%a&s@ 3¢ @? Rerpefl(%f %Ff fects wide I)Fé%g%%%d' vﬁm%&evgﬁﬁ hed f%veﬁéj %H agﬁ’e?]t which

basic entities, usual g
inhibits C&TR ﬁptymgp hirgansgly tuejohjtsd{Blrirgreasing gﬂi“@&fg provide valuable avenues for

therapyQila AGHIRS HﬁotHUr dn@@ersta blaials ¥swgueous nedi um as
salts

Pﬁw? ggiveg 8 aBI{,ty BfrtB%F°|6“‘%°3'%rs foh t‘h% r}%%l%roﬁ 4/ p}nﬁﬁ?s Q\t(d the salts of such
COmpﬁmﬂdb en@mtodyggsﬁo biter litopeotein deypositipn [M@I"ﬁl'hlt@h ofyholegierol ester transfer, they are
of useslﬁ ltﬁé?l%fatmeﬁtrof vés@ulé&%mﬁ%ﬁon@&s@&é’t@@ﬂ% G ertls| I@Brﬁoteiﬂ)ébnormahtms

t
sssoqietph ehEEe M1 ser A DA RS RBT Py T el ar SO Caece:
Hyped@ipipgéraip fsi ppdsent Som v Biikjex)s vatt diabetss méllitas(bloyvard B X 1988 Jolripid Res. 28,
613). \é@é Sih h%&)pe%% Eba%alﬁ@ﬁ Ievél@ d%?&ktshﬂ&és WeRentd8 greater risk of

rates or solvate
cardlqvawlaameaaqz @@nwl Vi BnandtM?@egc%béQZﬁ %teﬁete? frert 120n CETﬁ@ed'ated
compounds of this invention, jyheir prodrugs and the
salts of such conpounds and prodrugs 35 are al
adapted to therapeutic use as agents that inhibit
chol esterol ester transfer protein activity in
nannals partlcularly hunans Thus the conpounds of

o o o, o o o, o
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devel opment and inci dence of atherosclerosis and
cardi ovascul ar di sease, including coronary artery
wdi2emsa9e50 cor onary heart di sease, coronary vasedairaB2006/000374
di sease, peripheral vascul ar di sease,
cholestBiypadr mdmsfer B &povot teibaebricamall jnoeetrstiabitp bpuicdependert é3agdade, J.D.,

Subbalﬁp(@’e\y tahd QHYCRAC. 0RE} Fur. Uy(ﬁﬁrlﬁxl/'@ §$t1%ﬁ )‘%ln@%r@mthﬁHédeh@ém diabetes

ol estero l'em a, assoc

(Boodottontlo TR I Col 81t 1Y DN SR <eer S BEFe o Bl 12 bogn sgestec
that theCARYRAiBifcréaded) chol%bt@hb&ffeﬁd‘e&ﬁﬁlltb incharsges inDhopratéie varhdition, particularly

for VLE?{I Déﬁﬁgqhﬁissoccl)réa E’:\ ero [Egggcb[%lg%é; J?PQN %rtn % tBr %H&HI %(J,‘E'ﬁgd Clarkson,
T.B. 19§§nJeL|p|ngs 36, A ﬁa¢se|ca@1@pm\go@mngq¢gm@)be plseryed gurjng routine lipid

screen%ﬁ e e At BvEdton (e Liean in rbdBing tiRtrisRbfvastulaBtdMplications as a
91) 266: 10796-10801.) and increased

res“”‘&]@c‘?@ﬁ tlclﬁP”‘ittc’{) to atherosclerosis.(Mirotti, KR, et
alrhe ddatribedadehBIB) useBitin the3re@iHept of Abesdy andrefeivaied asgiovsscular risk

assom%%i_ |t|'|,1]é% Q@tlh%btrxu%ﬁﬁR%ah ﬁh'LthFDrFYOerWI' RAshAnEIR VS @fihaud, G. and

ero
McPhersopi R 198 slayine/[of LiRid Gegearss. 361(6%)125%% aj‘d SWE“’P%{b‘HI"%ateS%“'“et E.
Tall, A( Whinsirieian, RViakd Rudl, Lah991)Joufzlal oF. Clihival ésstigdtib 8 X 5)8459-66) mRNA for

CETP i?ézeg?ré%se ath Sg%l‘fg}% s?r‘? §& ;%rs]e ﬁ)ssHé ”ﬁ{e%%@SQe r%s@ac‘d@ncggggs \p% fat feeding

(Mamromg&@emuymw éiﬁnp@m@ WegdiNhAhats 7P rifagurs, S uingt, E. Tall A.R.,
Marceﬁt(h_e %ﬁ’(ﬂ%%@%h SR | 1998.Velres betisl RE&droh adaliB)l4s7-48UgaNOtransiated into

tnctop Ry it SO B e R e o PR G2 2P . n humar
adipoagtiee tHe dulk ofdniestero! ismitogideddy pEESMP GEL @B%H%GFR@@I BysS. etns\AngelgA. 1989.

BlOCh/RhQ%f@oﬁH%rcgcA(}% g?%lﬁ?])@3 0L YRS §pt§%d)f Q—@N ch&é!a@érﬂtegtb?s degdendent in large
per oGS TP (a1 G- SIBEHy Mo BT B el 3ol MEL=-oon . 1907 Jounal

of Biolodied! €pdneistel 272r(8B):2apret1).JbisrabiligioNhCIBTR tolstmulzie bIPL cholesteryl uptake,

couple%ﬁ\ﬁﬂw tr%%ﬁ:%%gd lﬂl&gﬁlgm %E'fbt d@oc}t@wn olgésg @@lgscts/e‘dlme@zom Fong, B.,

JullenF2Pespres d- A oRgstping. o At‘ﬂ*?é /’néaé? M’V@”@'BP‘?’ s ef(ereS"l) 13 (5):699-
709), Q@bwokmﬁ Jeaperds o in idbherdting tresaverDIL pranotyddBhr these subjects, but in the

develo&g}ep g}ges@/ |ts%|P ?X,\%grg&r ? Ei%llegt%rol g%:ﬂm{ﬂgﬁogﬁﬂﬁhtor Vit CETP actlwty that block

this prageds thiwsfore m@@ua@f@l@dju@ptﬂt@ dieigpGhasanydn Faysing wahtmdvﬂlon

t r@ﬁ%ﬁ)‘itﬂ@ EFelrUsefQIfm %Er@ét@&rﬂ%ﬁhﬂeﬁﬁmat@@ﬂ@lb GPamLﬁé‘g@hk}eaiepms and septic
era

shock i SXATREC e FOTETE RAFIY b e PTG B fggoron 2
lipopolysarpleauitel¢.P&)relepseagidiomglss outdy gurigice pitbe U{ctanh,g\{hpch causes an extenswe
mﬂam%%ymﬁgghs%gbﬁ é)@ﬁ/&éc?ﬁ‘arldééa% fM%\etfoleet(éér wﬂwhﬁop%&h'ﬁme'vﬁbﬂ; R.J., Johnston,

ressi on | er os

AR SV P €8 1 SVt B0 60! 5Th Bl R e demoniited tht
binding @f RSt ABC BliEtandilly eeddess shereodyictionaang refemse & Hnedisiphesfindammation
(UIev1{:cf’%1 ngTII a.%hljms?o%hg Iﬁ 9 9??? q ¢ q%rsfj b§|1 3? :{Iiéf’}dﬁ W(pé'ﬁ)dles show thaf transgenic

car di ovascu I sease theraples
mice @@regsmg rrum@e .apcuéi am eiem?t%ﬁ WD aleer!ndg PEisCied P8 Septic Shock [Levine, DM,

Parkef, Grss anRsdIg)T.MIVRRH LMS BRNRULH, AV al gd, R’Jracf Mo VABSd: 3Liag0, 12040-44).

ML N TR e
decregexd drifieromateryuésponsei (Bejkts B, Dowgnl-E.i lé@fﬂﬂfsﬂ-@'iﬁbtﬁ @nAfnet B Van der Poll,
T, terk tﬂ&blw“ vaht Bevdhed, d.J 111666 JtIQQp A&dre sy, '1@01&%? Q"HQ@EYPﬁthlbltors by

erosclerosis, transient cerebra m c
virtue gEI ARG ey EASFQIPL. At SIS CIoP RS A T e asppt shock
ThesédbBbur@s wplle ales Beé osefudin thdl teheiemtsf 'esdaixemasaiioimelime/dideasks and other

| evel s of. 0 of C
svsopE e R BshbnE e RehEPPen & RIFKEEARIRE T e
| evel s of HbAl C. Because of the beneficial effects
wi dely associated with el evatgd HDL | evel s, an agent
which inhibits CETP activity in humans, by virtue of
its HDL increasing ability, also provides val uabl e
avenues for therapy in a nunber of other disease
areas as well. 35 Thus, given the ability of the

N Y M L
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29 WD 2006/ 090250 PCT/ | B2006/ 000374 chol esteryl ester
transfer is known to be abnormally increased in both
wonsusloveesdependent (Bagdade, J.D., Subbai ah, PCYIBBNE000374
Ritter, MC 1991. Eur. J. din. Invest. 21, 161) and
noe-utilsafthercochppesl efrite idveabert, their ploBaigtiandéhe spitgof such compounds and

prodru§I a]ts]'in%ﬁlcal My &ets in ll'f%rlr%atm(l,nt A0 a@b\h}%h@ﬁed é&%@e/condltlons |n mammals (e.g.

eroscl erosi s h en s
rumang sle ST CEREFUAER oY o GHUIME A8 G PRy An Gy B FYRLh f gorvention!
assayslaﬁd phangesssdy debqibgar ietosi. Mheciompoassty (with aprwdripteuwheificgtioss within the

skill in tg 61) Le&g)e%ngd t%?&ﬁmﬁr%&ﬁe gl{tlﬁty@étﬁer%b Bgr t@%tfe c(oﬁ@tgl%‘;&ents as well

as the OIS o7 Dl pventiR SuciBEsSayESY. prqwsﬂ@@én%ﬂ%\w@%%bymwwwwf the
compolMtls %ﬁﬁl@fdvédﬁob Qhéi}tb‘ﬁcﬂfu‘ég ndlte 681G of §U¢h béhepolihdaiatld prodrugs (or the other

agents: dﬁsrqg%ﬂib’gaﬁaﬁ@ c?rh%e ci,orngwgg ¥ enh ot'h nrva% tmﬂ %t’v#tlesbcﬁ o%‘(ﬁ.ﬁtngwn compounds.

ascu ar CO
The resuits oflttiese torh fegisatis ateatsefo! feralettirinig dOSBQ@bV;FéSSI@ maﬁ@ualsa@@\aqwg humans,

forthe%ﬁraéﬁ%féﬁ'ch&geds&e treatment of obesity and el evat ed
ca

Iovascular risk 10 a soc; Si
bbhefollowipg RECIECRE 4 Af coyrse ?é’i‘f mé%y 9"’??0%@“0' ﬁ" aﬂ% Donn eI l,
Mrhe bérbiphtthol&Steraardic adityBhe treaompdunds he9be de]@(mmeaby @afsessmg the

effect clt'f &lﬁse coﬁl%%%% H :H_he%@tlo% k?ghoéat%?ﬂ Sclar tr@ﬁ@er Bma‘%ﬁﬁm&&atlw

transfef ratio gfgariolatplyd fipig bayreetiipapraiain fr?%vgggﬁsaa% 5 PPy doscribed by

Mortor(iR ) :Bld» Themb250TRI82,11081 arﬁEﬂ]@lasﬂn expCeas d, 2302,Hogh

| evel s in adipose tis [ e nessage
i ncreases with fat f EP/N SBAY L. J., Connelly

PTha/fblowimncabrief g;escrlme@f aspays ofz}hglg@erylzstegtransfﬁh@ Q?‘}’oéwho e) or diluted

human%lasmgﬂn DEb) an@ anlm-E?dlésma/bex VRo): CETPMR; \ﬁlﬁi’ﬂ the\ﬁresbn%éd?dbsence of drug is
ealr ¢

assayetdsk)y d&@rfmgrlgg the Hﬂras?qr gf {-H%gga gk te?r}IZ{ até #(Eiﬁ)sf olxnoer%(g?en%ﬂs tracer HDL or

LDL totheumsEBL opiiDIL kroproindrattion dulgimasataseni respedively.of fierm dd-labeled LDL to
the HDL! J%@ﬁo%'npg}'m'él ﬁla&ﬂa Qaﬁé@@htﬁ%ﬁepbﬁ&@h §ubs!r£ie§"é%@§1’épared similarly to the

methog p%ﬁ@% IbpyMogprin phich thp@ﬁ%ogeg)eu%%%[rgaﬂﬁwn%ﬁ Q@Fma iR emp}ég%igto transfer *H-
CO frdai WEbrﬂllchllp%on@sWy}ﬁH lipapréehdractbd®ih pladha. 5’te+|6®led ITHeand HDL are

subse L%rn{fly |sola9 g%?%*ﬁ% Slﬁ%c%h%%ugstﬁkgf théﬁer@ﬁ)ﬁéﬁ&% NMQ mo&%rﬂq 10-1.21

enol Donnel
g/ml, rexp@btlvely H, MIne, R and MPherson, R, 1997 Journal

ZQ’optfwe & b%ofeﬂilas%%ﬂﬂvﬂji £$éay 217—%bél38}|0|2353«2bd@ pladrhé & 10-25 nmoles

CO/mICaéma meéémwe? ﬂcLH%\) ghﬁt‘ Fgg dzaftbg hra Fﬂrr]on‘ﬁ-l'"tﬂ ﬁlﬁ&%’ %Qﬁe@@%&gltated by the

additidnrof edbesiel wlubieof 28% (WJivebemelethylgne @[col aﬁgﬁ@lasg The sg@pﬁe@@fe centrifuged

750 g ?20 minaRRbR$the Jadlogctmty%‘%t%tn@di Arthe-HDL- &fh@lrﬁﬁgﬁbema‘?&m déi&fhthed by liquid
I nternational Journal

scmtlllgtLp@g:@g{tlgg ytrpgtlxcgwgfvarylngﬂﬁgtltleﬁ 8? thgﬁ?@pquplo(sginiw?ruétep%oa a%ﬁ 8olutlon in
dimetthy@uifd=iok inhieuneinpremé, befotehmeisitiors ofliferedigiabeledtchdlestaryi @leate, and comparing
the ango%mg oPr?H?IQBeI ggqs?ﬁgrﬁgéc}r%pa@ﬁ?lnfzu&}fore OIRbihd D |ﬁﬁi9ﬂ0?§dﬁ%6@4ds allows

rs o P activity that block
the ChQBStP'Mhe@epF@@@ﬁ@h‘P‘F?éﬁﬁ"ﬁtfeé kg drtermipedisef ul adj uvants to

diveheAraymdrd sérndilye dsBayddisirstge, \Aﬁrrghto dseyuweing dituted@iamhEn plasma is utilized.
For thh%géﬁy,o %be@%@LE&S a%tiech to g[’l\srthgg % eg‘?::%ml%fn% h@ gﬂ@@?%&lﬁ&ed at37°C

ve
for 7 rescaNpr-6DL tmerosawtae&fh@ m%ﬁtn'féieti 9y tb»e a@lt@n‘oﬁ@@%ﬁ'um@hgwgﬁ fp 100 mM
final cbﬁcehﬁbtlbﬁ{oﬁﬁveﬁ %Wna%éﬁeée‘?:h%ﬂé@tb @ ifM firdl concentration. After vortexing, the

h
sam p@a e g@rgly aq?e%::?ﬁa rg Iﬁge (r&]u fes anqﬁnfe gﬁis O@gw&%%mgtwefg 5??% L contalmng
superhdtérlt aeteradired by liqspntiation dopatipg! Iytswoditaeryig qgamtleesoqf i:he compounds of

this m%%ﬁ% %)%essoll.)f%rq @gknheﬂ'?gﬂl%(@%% éllhﬂegﬁurﬁé?ﬂvlasﬁa‘]before] ﬁ{}g?ﬁ Bfthe

radiolgiledghatesteryl olepls. y1dicompaing decd Ry & radiaithsitansipEey %°H"'£?fed o
bi nding of LPS to HDL substangially reduces the
production and rel ease of nediators of inflammation
(Uevitch, RJ., Johhston, A R, 1978. J. din.

I nvest. 62, 1313-24). In vivo studies show that
transgenl c m ce expreSS| ng hurran apo- AI and el evat ed
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40 system c di sease indications, organ or tissue
transpl ant rejection and cancer. 30 WO 2006/ 090250
wWOCTU6loB2B06/ 000374 The utility of the conpoun#eTaB200é1€00374
i nvention, their prodrugs and the salts of such
incubaibpsptaitisy Rorvhipipgmegenda sllaws dheciiplesiegndiester Fansiepighibitory activities to be
determib& %Fpaggay%:ls bdag a@éb@éﬁq d8Se mick@edr plhts Qﬁrﬁﬁ/vﬁtﬁ néliid $cPBiBtidrcounting

, male or female) is denonstrated
aCCOmH?“@H@‘”Q@t"V%’??E)atﬁfe e conpounds of this invention in

conventional assays @EIPIM¥MIASEAX> assay described
bgédgw of Hége J:d?np\ﬂbr}ég Jm%&»{a)@@ duérrﬁpéarb?/%é SMhFint of agent requwed to be

sk
adminigiered relativgda eanis! ﬁ@mfnﬁ@c@gﬂs ewl fzs!&;érlér]a%s(rf;etr ﬁgq,wtfk?yp‘goﬁxanous time points ex
vivo orltd &i8)a309m1 eHolesterdl byal divel pe@gitaijedn A SEWRLONtaidisg 4rfireal species. Transgenic

mice 5P AA SO Reran G ARG B ARERAE NS BRIGY R7ma be
used td dwsgssi mmemnd@rm vivp. Jék corppasaifuig e aw'm%@f%%ﬁ“i'@stgﬁd ky R gavage in an

emulsi rg\ggg?%;bgﬁtgﬁﬂ 28 Q) BER ofl Qind 80% sBdilie taurcaifaé 6) Sg/@SEldedbﬂéken from

mice aiPIDUTY PEE PSS AP SRR SDB AT 0 A& pr dosing
rangin§ &S eh AP ahé simas are sawifesdubloddmbtaghed by hdartipoctdfesag)épid parameters
measu{re% %{:Iﬁdlhg?t EF{HSJB ﬁrol LBE EWLﬂLgchBFégf@r'aﬁand gy Mest drer P activity is

di seases.
deteringsl D 9P SEVBIGS Pl GeSETPBY B SR | I e Bedl fontainng LDL i
used ab R &M&%&b@ bBasipededsd BDDI Tavaluasablained gor lifidstand transfer activity are

comp%%‘fg ﬂ1 egbtgrqé/d QS C}Q Sés%{gtr%qg)%pto%sgﬁ Fh%e'? eMﬂS vel'ﬁélé‘ Sée.

g% conp S on e act of cholesteryl ester
transfer proteln by neasuring the relative transfer

rati o of radlolabeledpLAQMM§wmmgmssﬂYI i poprotein

T F\%: taéﬁlelpyf]of w%g%%g]tplo@rgﬁ é}ﬁ?s Egéeg @35‘%{ o%gél%{elrrR gq% RX Blmgﬂg’nt of agent
requirédo Elter plasi@h pid le Bk, foRSRM ple]_l-@}g:hol@gqrpl qulswqtpg{bolqgggp”evgﬁeVLDL

cholegtﬁé)l oS Bg’(H?@CGﬁd&rlh ffe pRRHE o iR hafinapSeA%Emple marmosets that possess
esteryl " ester trag;fer in

CETP@QMy]arm %@?ﬁéna(hp?prq}?lp proiile amaram %%.Ohcrf gw%{g%mfﬂé%t a\, f\a%r osclerosis 10,
625, 1680) PAdutt friavthdsgtsiare dskignquirte Seatroent groupedingt eadhifgralipigs & gmllar mean +SD
for totaq Sﬁ[ﬁ\y G5/ %D@%’a@%%ﬁ& edi P&wc&ﬁt@ﬂ&fs e/{ftepérog’d"éslsi@prﬁérﬁ cilnarmosets are

om exogenous trace
dosecigih h cOBPEITE aﬁeﬁﬁtaL gLy |'ntrasa?ﬁvlstn&1bﬁ“°ﬁf%{éfﬂn<me foiont daye.
ContrJSl %ﬂﬂosla s3&dBe oﬁl?fh@ esé.mg/@hme RIssni< totan, Bbi: Viahedne tHDL Bholdsterol values
raction n
may qe dﬁtgm r&ﬁdf ﬁt AnyR %‘é?‘f"g gg sg? bg!) mﬁge%&gﬁr?ﬁheaglr%ﬂfég@ﬂal Vﬁln and
separging padmd b;mprqtety’@d\tq)’shelwmylgtpﬁl pybclapses By @mltyeqﬁm\ép@m@lgatlon and by
meas?ﬁgph@&ttéryl' Bb/cehtl%\tl@" FT8ViduSly QB3RIE8AGCrobletlal. ARSHd8 ElerGdid 100625, 1990).
rom phosphol i pid |iposonmes to all the |ipoprotein
fractions in plasma. 3H | abeled LDL and HDL are
subsequent |y i sol i \GUONTHERPSEHERGSIS ASSAY

uI /i t%?r%g;sglbrfé)g@@feé tﬁ’é ch%uﬂﬁrﬁ%yth d&%e@fb #eQEBurt odBpound

) e Ct
requrgisiraisp HisiHEd 48R rt '9 b ays e Rl éﬁﬂﬁ‘dﬂfﬂw P feipo 2 ot
contalnfg P28 ¢Maledterol4hd 2 6%roEdn@soil f@@'dadls awd-fedencs aeplagisRabbits are bled from

the mlgrlré@g %‘é &gty 34 Esing rah%es?ercﬁ VAl ar 52 dé\!ﬁ% }EPE? *rérp %E@éa?n'pf& The rabbits

precrprtate
are theo hssigned fo t@g%e(’nt\,g_rqupg B9 thgtﬁaylégrﬁw kaga@ SQ'I"?E:’BPG‘ or total plasma

cholegtgo?c%)‘neen-'w—%nsmwlﬁs’t%ﬁcoﬁ@éﬁréﬁoﬁ Ueighaberidednd@nitatidl and/or cholesteryl ester

o S A S AT RRAEA WBy lfonggen o it
admisdriontaishiat piecaof ggatintbasegl. cohfiettion dianirel (b rp¢aing qqn[yglmqoglp@gehlcle be it
the fogg orttpﬁiﬁés):ﬁ'%?h’f%ﬁ She EHHIe%teFdWH&Bﬁdt BfdiétSs é’bn%b&‘&lb?’b\/ﬂh%e compound

oxl de 1 nto human asna,
admirigtrationd

roggfoy! tapdydydPlasien @@{eétfew Va&e%a'fﬂggm‘aﬂef V'ceé}?b’é‘i“r"%bpmte'“
the anmounts of radi ol abel ferred conpared to

i ncubations containing no |nﬁ£§|tor conpounds al | ows

the chol esteryl ester transfer inhibitory activities

to be determ ned. Wien a nore sensitive assay is
deS|rabIe ~an |n V|tro assay u3|ng dlluted hunan

o ~ -

s S o o T~
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supernatant determ ned by liquid scintillation
counting. Introducing varying quantities of the
woanpmaeds of 40 this invention as a sol uti on PQAT/IB2006/000374
di met hyl sul foxide into diluted human pl asma, before
activity it ibe ideemuifiedtahany poimtliiwing thelstidy Bhantaidingigad figmelhg argigd @ar vein.

After 3 %mﬁ‘{s tﬂg rathI% aﬁ:m?ak'mcéd Hd thastirab é’@@émév’éaﬂﬁﬁ @erti@facic arch to the branch

npar ed 6 90%?0 PCT/ IEY g,% lvzed
o the ik LR BISGORrFATRE OFS PR P 67 I CBRBLAINARS SFp Bl
unstalrfeber shcddagitheSuydn ¥ sk eesctivaairtyfHemaneh |ab(uabrlyveat19564 1, B247). The
percen t& t}peqesicg}%ﬁ QMEEQ%% lswélﬁltﬁe%so@éeM?mQ%gmagﬁ@pﬁgastlﬂaéelﬂhalyzmg

did Scintil]ati
Systent@umel Rﬁ@cesﬁf&ﬁ}'ﬁﬁ?mﬁb Regrcad i W%OWPI‘S&EC“?%%%( & %Jé’&té’i” in the percent of
lesionedslifack rodliViE: AspSYinrebeiting rbyp iotontjaaise vabnhEoiontels rabbits.
vivo may be determ ned by the anount of agent required
to be admnistered, relative to control, to inhibit
chol esteryl ester trwmy 50% at vari ous

t ﬂ'ﬁ@abqw SICETEhhibNdrY @ Rlisd v _I_cﬁ‘k BY¥h S Hdldssdubed iR Sbesé Alimalysubjects with
gi ven IgJer centage in a CETP-containin

body r@,aﬁ% tflid@g ( p%.ﬂg@gﬂ, Doses of @h@%ragasagm&st%%q Wwﬁgﬁtﬁ%re&fﬁ,an increase of
> 25% D INEHERBterIPRYdIS BMI @h@bdtlyAdt distibaioh, eiefirtéd\ee vaisBB4 todtip (H) ratio (WHR),

e s SHE U R B DT rumn cmparst

those geaidigeplagegb@n 10 emrul si on vehicl e containing 20% (v: V)
olive oil and 80% sodi um taurocholate (0.5%. Blood is
taken from nice retrppybotsEPkls AsSare dosing, if a
predose bl ood sanple is desirable. At various tines
afin @vo stlakdsbow thatanagsgegic hricerexgrassing hRabn apchdl aatélenates Hitldevels are

protec}?‘eg ?r[)hfsle&%%hoéﬁl oRe ti@étﬁﬁm g;E*w mhi@l?cfré to%&:tt ﬁ‘&ﬁ sep@®hock may be

demorghe® 1o FIS CAE-TBIOLHUME PETAA Bn CETP tersgencs (Lovine, D

M., PakHe, g‘lg QRfrinQ@ST MCEV&staat MvandRubis, A.ldet998 riroe tlat cad. Sci. 90, 12040-44).
LPS dgrl_\‘_eg ﬁgrln Z%IS O/I |s dm‘irﬁ tér?@gt 36 ?ﬁ( b)F ﬁdln %E)\ﬁet‘o %QQRNE K/e b%en

eZcon 157 use t
adminigteresra GBLR Iol@bltﬁsat@p DR eRfiatesiop., feS‘FF]é‘ aleyplipaof gk JP%@{T‘*’GF of surviving

mice |;I. @éterle{éH @St dp td ARTFETLPEGHjEbA 3hdROMparePBIRYE thice @dministered vehicle
g %ned prior to dosing and/or to those from
m'”“%r?'é 'PB‘ ANy vehicle alone. PLASMA LI PI DS ASSAY The

actdimiriidtrptiatof thi esrepatioded thiciavention neeyds Visend Bvihad Vgt daivers a
com p&lfﬁd dehe rrﬁbﬁ“oﬁ‘ sttehﬁcamm o841ty agest metR(Qis rRAdé Brﬁldodt&s parenteral

vadyndgRdl SRS RBYE BF BITRMA  R BRon GGGy 8] raly Bt
parenleR¥ adrBiniStratibii fe@l, yrtrevendes jniramugchler, plbestarecos orderatmaduliary) may be
utmzeén?ctﬁné%ﬁ?)e fvx%r re%m Siﬁls Bm%g?roﬁrg%tfoﬂﬁéé?g%%r \/\Egg%e patient is unable

I poprotein profile simlar
to ingesth te dpfg- humans (Crook et al. Arteriosclerosis 10,

638 gerkPH B amARUbfta COMpEIERSE His Afventias Biugekitlattiosufficiest taanteve the

h up has a simlar nean SD for
fhefa%av%&ctﬁﬁﬁ"egi%%ﬁi& ?_%ﬁ?orﬁasma chol est er ol
cdngeneral ab eftatve dogage rforgtj”lempipq@§$ fitieiRventionip ARpsEq.Q014p 400 mg/kg/day

of the2BmPARE S &@dru@’th%&f"br%%@dé@&t@a‘ﬂy Bccdptablasait o‘ﬂ@dﬂ c),brr@bur’ﬁj}br of said

intragastric t
o Pl B EBtLoesh b ST Boglepy g TR LS = prosrs
thered?J cﬁ&ﬂiﬁaﬁr@b@ltlcalllﬁmceplhm_sw sditDionpharides pEsaisd pl’Qﬂ&lgu es may

ob i gostraﬁé gf]tlﬁﬁe gﬁw?t%“ry%hgrma%ut&% e t<f B\;—eusiﬁ #B6n dj@éﬁon with the CETP

an ant ecu vein an

inhibilgesipsge ”tfr?@'s ﬁﬁ%’g‘f?dcml theBaiFasior Peirg treﬁtes their individual
S URG bRamSiks tﬁwausi aﬁ sifdclivediodsted s HMBObA rddugadei ithibjtora isdn tiy range of 0.01

urin cho I cone [
o 10qiB3RFnad FEPaER TeoPSORIq arras iauady BViiKk Aot o 100
mokd@g0). 30 I N VIVO ATHERCSCLERGCSI S ASSAY
Anti-atherosclerotic effects @f the conpounds may be
determ ned by the anpunt of conpound required to
reduce the lipid deposition in rabbit aorta. Mal e New
Zeal and Wiite rabbits are fed a diet containing 0.2%
choI esterol and 10% coconut oil for 4 days (neal-fed
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transfer protein activity. After group assignnent,
rabbits are dosed daily with conpound given as a
wdizedezwg250 adnmi X or on a snall piece of gel ati nPOaSBI06/000374
confection. Control rabbits receive only the dosing
Ve @hepunideofithe resanhipventioroaregeneiay ainiaistbrad B fawt ¢fén.
pharm%@%ﬁ%hs&ﬁtﬁﬁ @brh &%F\@ RUbaPbie Airglcoh &&Q@&f'tﬁ'@«i%nﬁdrﬂﬂ@thar with a

[ e conpound m nistration
sharmgeiagly SPeRGE VeGP UV BT SaGocaE ST v M comaggps of e
inventidrf r&@ﬁfﬁﬂdnﬁﬁ sidred indidduor26426:e0i0 @R NRETIvNBREIOBF OB r4ctal or
y be determned at any point during the
ﬁmﬁd%paﬂ &Etalnlng bl ood fromthe narginal ear vein.
AF@reral 3dmnigitatiea pharmacauligshiomgosiios ”?é(é?qﬁeftr?eé‘érﬂ‘ Qéﬁﬂ“tioﬂ% suspensions,
tabletsSst @@s@ésepdv@é&V% thé ) Tdaristcbatbiniag carmuséxcipients kech as sodrum citrate,

R T 7 R BLAP 8 e
and prefasbigipoietd ovtapistaastarettiang ceftai SeRimiex ISN)C%@ pegiear vl E'”@S)g Sgents such as
polwr%%ﬁ@reorﬁt sliucr%ge gl(allaﬁ}bandlaﬁé(cﬁ‘as taddibShaRy, lubricaftry #5éts sddhes 5nagnesrum

steara eepgiﬁr?r{jﬁ%ﬂ Pg}fa@ﬁnﬁzélg%g &e?quvrﬁrgggﬁ?fhlgﬂggbmtmgggr%ﬁ%st%)yg i:omrh%srtrons ofa
srmnar(ty;rée@e.eali?ersnmsd agfilSpsi eftend hare-led gelalin pelladapefsired rogferials in this
conne?tron a@gﬁngleéeel Qs)é ol Il@g}égrt és Il b@hrblhr%ol@&flér%fght%lyethylene glycols. A

sur ace area I n e conp ound-receiv £)
prefertief fasmplien iscieluiipt of SOFRETURHE P, BT & MdreBRbib e o oive ol
trrglycé:?la@_%ﬂes th@selharkaed uridth@fran@,:_m%Iyoﬁ'hlob mbod-or diglyceadeseuch as those

markega\%t ﬂder | OSS r@e}émuﬁ% 3§r e?%ﬁflﬁ H ds %%%ﬁr) %@a%oﬁﬁ&ldgﬁtg ﬁ1ay be added to

prevemtrdmg{b@rmdegracraélmamm@fl@? eV mmsempeﬂw @aqiprelixifg aggdesired for

oral aérﬁ\ﬁrgt%§f tr%fcoTBounasr’%th@ mlT@kroer&ﬁ |b6 séreticdd it valoss sidddienmgtigents,
a I STl

flavorrpgﬁg%/eats( WF@Q ageapgtrﬂrg%fpp%?%ea{; &U?/?r susr%el,r]lﬁk% gxe\Iﬂts £ \{Hli%ﬁ lwn diluents as
water Cbtlﬁnulombdylese gigkcab gjycerimcand arionsdig Icwrsb"ﬁaﬁlpnqth%%ﬁf nment

I@%ﬂ%ﬁ%@%@é@&sﬁ@ns dohPRsnd aes%ﬁ’d Mhdhshdak @B&*ﬁéﬂ)n ofa cllrd}ésteryl ester

SAY | n vivo studjes show that tr gni ¢
vensofPEeip G5 BL S AP A APTSR T2 RT <aR1BS BOMT U 4450 PE By e aiona
Publro@fcﬁr Ndor/\mI @, whishistepby Desproatkd bylkiessntdiwraini $difteputsifying

formu 51 ons o!f 'eg r&loers‘?er rgnsperr BFO?&H Cfiflﬂmhﬁﬁ%'af‘e &Q&ﬁgd rmerﬁﬁlogg Publication

A LA A LA T M L
crysta%%’n'%&&rprer{s are setlBsHmN@hk Yiterature, Mich 2¥H 5 Rhar. Pidrmacod 188THBN769-773,

Acad. Sci. 90, 12040-44). LPS
Wh'chd%?%ré)@é(df“f’fr’%fﬁr E%y5e57rence§’er§5’m nistered at 30ngy/ kg b

y
i .for pirpgses fiparentegal agininiatratiomsplations in\pesayeacys peanut oil or in aqueous

propy@nglgéd;éa% hE @m@logszEs wWaNsktdie raq@ou@ébllﬂ@ﬁg & ﬂiélcarfré%pdﬁﬁ‘f@ water-soluble

|t unb
sl UL E 8 S0 BERT NP5 NEPHRES) T8RNV £ 4P ‘el Firendered

isotoriidyithasificient asiide oogirase dhése atirosesaritioes aiel aspatiglly evitagle for intravenous,
rntran}ﬂgmlacrl s%{)cu?%e&mam ?htr%& Rnkdl khﬁe@ﬂrotn%apo%l Mr-this connectron the sterile aqueous

Ion 0 npounds of this inven ¥
medihemploygd gyl rREEHCRPTRDIERY a@rqarﬁéﬁg““gue%‘%%?mbm ¢ gt in the art
| N Bl &R SM&TngdBrrﬁé’ﬂ(é Y., tépnal) edmihitesibi, yirluté' Steriie aquesphoatpartially

aqueeugﬁplggons @ts%ally ner zli 1|°/P %rﬁprgé)ﬁ%e%ltratron ﬂ&\é%ﬂﬁ&% the above parenteral

solutipmsy anatpreparedr e adnrnrstered oraIIy, but par ent er al
adpMbRiof fbpdrfg (&Hiots phdrrﬁédeéﬂéﬁ'ﬂ:@rﬁﬁosrtibﬁg \K/l&iﬂlﬁéﬁ&lh amount of active

rngrei%ﬁ%g@%o grs wr%%?%oabepg's éﬁpﬁarﬂ%/ éfcﬂozﬁre those %krlfe!i *nztﬁg art. For examples

of méethody pir pegpaiirat phafeacedtioa cbrap@emsoseemﬂrmmnmf’_&m%ﬂﬁ_ﬁgm Mack
n general an anount of a

Puu'%‘ﬁf’aﬁ&é{ﬂ% gér{n%ﬁ%gm@ used that is sufficient

to achieve the therapeutic effect desired (e.g., HDL

el evation). In general an effgctive dosage for the

conpounds of this invention is about 0.001 to 100

ng/ kg/ day 35 of the conpound, a prodrug thereof, or a

pharmaceutically acceptable salt of said conpound or

of said prodrug. Am especrally preferred dosage |s

I ~ N A a A~
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A dosage of the conbinati on pharnmaceutical agents to
be used in conjuction with the CETP inhibitors is
wage/oboead i s ef fective for the indication bei RGT/IB2006/000374
treated. 40 For exanple, typically an effective dosage
f BrariidBitiCalAomeehiiohaigeoniding idihe ioventiprsmaycottaip Orl8k9%% of the
compotg)nc%of tﬁlQm%OWd@éW‘V% 76% Iggﬁlﬁé'v@ht tﬂ@ccﬁrﬁpfogﬁén cg'%crﬁgl@tlon to be

for a ulator IS 1IN ran .
adm'”'%[PM’)‘ 6‘5&53'” %S“%YQB‘E)@?”WQWE’S% a?‘@ﬁd/ﬂgggﬁ‘e@)’%@@ 4N a‘ﬂﬁ’é”t effective to
treat the disgse/aahslition ofttiesupleeibeny trediste Blgl, athe@sdergssner al | y

a&ﬁée%e p%rggeﬁgnveﬂtlér!']ﬁ%s R Egayte&ltha@rew]é%rt%%?g%thgrq of % dlseaceelcondltlons

descr'beﬂ h%fﬁﬂ s"th ﬁmhma@ﬁn Pf@g@lﬁ‘ ingredignts whigh mam be adrieisieied spnajately, the
inventiGCARPE AR B c¥@bihie Sepakbitd dh@ﬁﬁac@litlcél %brhb&ﬁlor%Sn Qﬁr‘éﬁﬁ iThe Rit comprlses two

separagqolt}armageug?aié&)wwaitlwsg%cécmpﬁurgfof {hgé)éeSﬁ%tHnr\]/%{ 'g%(rﬂf)m({m thereof or a salt of
such cquppviEr ipwdedg 204 alsecopd rammpoendds, des@ibedabors. The kit compdeasnmedans for

contaln(#fgjsﬁ?e%%par&@ %mg&ftloﬁ’sr &kh m&{aﬁkf alaivRiBd BotRNR &IRRH Fdil S&adket. Typically
nposi tiaon Iry[%ltaet he form of sol uti ons,

the kit Wﬁ?ﬁ Qres;ﬁgns fo %adérilrgstrabqq qf g1e se%%tﬁ p%goonm B lélt forgig particularly
advantadesud WHee thelsebaretesomparicals Bierpgefarally adnsinigiored jpidifletesit Gasade forms (e.g.,

oral an@ﬁaréﬂ%él? g}eca&r{lrﬁétgrfa% a@ﬁ#aﬁeﬁ’d&&%ﬂﬂg%& @r \ﬁf%q\ tl‘{;rgﬁo?\'olflme individual

e are e
Compoﬂ?"iﬁ %fhégia'ﬁﬁt@'% !fc%"s'f%’ b%f“ﬁr%ﬂﬁc”bﬂﬁd’h}iﬁ*%’er abI y potato or

t Arpd»@ﬁhale?t €Uch b kR RCh s@%éltealbl‘bté}q'éﬁ@d emsterl plad:k@ kel khage*h Rrpackaging
n n SUcC

mdustrg andh are belng WI %Q %aﬁ g1e é)g%g?lng 0 H% %%%af( Frp tyoroni%a fermg?t]a?{ats
capsulesy @mjttlge lgg)c Hﬁllg{gr neakpraeseraliyicorsist gﬁ'amh@et og@@n\@m stith nederial covered with a

foil of asdﬂefgratgygtga?ﬁgar&ﬁlp%stﬂ:r nﬁ‘at&fat mrl?'(g?thé! pabk&di r\& pr(fc@és @@&E@st aré fdhed in the
pastio . BeG o Bae 0% AT PRl LB TRsiGE piteiRaged N,

tablets gedapsulas apsapaaed @sthe Eredses anddhensibetrof elagvelyrstiff miaterial is sealed against the
plastic ?o‘ﬁ@ﬂﬁé:ﬁabé)& tl‘ﬁ‘al fénpwﬁuéiﬁé Uﬂ)%snie%fn%?@%r‘efztlc}mﬂ Jﬂ]xrﬁ’)l‘f ec@s§e§’\ﬁere formed. As

ecul ar we y ene
aresuly Fr@faé?l%Fsé'ﬂ cgrsEigs [argtspa;epglp §1e6r‘ec°e6qea leWﬁerth'e B‘@%‘ﬁ@%‘i‘% fhejspeet.
Preferaily titd dtrendtosf tl&bxﬂmsd i€suchthegtheiablbls @r €dpbyleshteybeasmelet %6m the blister

pack bg hgnuaﬂys ’T§Mn re %tﬁe ﬁaggégesa\ﬁf‘aengﬁ?/saﬁ F& Ci]g ?st fgr%e:énlgﬁ sﬁele?at the

S SucC
place of ﬁes@ess hk ab@aor&ﬁ@ﬁsle maxéhe\ﬂaﬁﬁem@aﬁ)waﬁwPema exanpl e,

| Rmay eeqféelraﬁ @pFRidé alﬁr&%@ aid UM thewit, 83N e T &1 BuRBKIERext to the

rm de atipon as opriate. \Whe
e ot b e R
capsul@smlsp@dlnd shiasitdrbgtingssied. tinetherenpopin disudfa mémay pidventaladar prlnted on
the car@aeng ké@fdﬂ&@'Fﬂﬁ@Vé@kt l\hon\ﬂﬁf rQdtsay WRRL. eQécBQd \ﬂ/gém\knday Tuesday

Other vorin g’rﬁlﬁs col orl pgpg %ents emul si f g ?

AP S BRI RASTY Sersosha@ Nl Tabois, Bvy e F el eoistor sl
or sevezd) pikdrenpsules hetrectbkenjon aiveredeay. esypcadaly disy obtompoard of the present
mventléfrﬁﬁn%&Uﬁsgt b#&e%@ bi& lﬁlﬂﬁ’mle Q%E &Qf s€ 5 tﬂ% s@?oq’l %Bﬁw&ﬂjnd may consist of

oslitions conp rlsn a sol i ous |spers
severapjpblets %’WéPSé'Leﬁ@P‘}/Y‘C%‘SGF%‘r he mgmeY aid sb? reflest ISETP)

| mRih&hdr @beoﬂlﬁ émdodiinat enhé |atdne<nr 8 03 pereérigsifel Yo @EpeRsethe daily doses

one at %g%i&[}%&) der of t'h%} fne{en ed ug p{or\]ng <? l&:}er g%%ygﬁﬁmpg%s % ﬁ%UéDped with a
memorbi@idegorps tce‘erthier éenvutaa Cfompkagce Withrthetegimennin @«ammlf eh@memory-aid is a

mechaﬁ’§al %unfeF anef iﬁ&lcﬁéﬁh@h@nkfeﬂﬁ-ﬁgﬂy doBY tRdt hay b%eﬁ‘ﬁ@pé?‘\%@d: rAnB®Er example
nt er gat i onal Publicati

n
of S“C%’P%’WW ald fpct @&?WTPRWF?)B‘PE& ???H’ %?”%'F%‘P'E%W& Eh'&“@l ‘%‘P’Sta' readout, or
audiblevemindal sigha whidke,Jaixémpig reaasbilt tidrdatp that theddsadisly dose has been taken
Rthe literature, such as in

andlor S bR Rorthenifdsh B 69@*‘7% 50:769-773, which is

hereby incorporated by reference herein. For purposes

of parenteral adm nistrationg solutions in sesanme or

peanut oil or in aqueous propylene glycol can be

enpl oyed, as well as sterile aqueous solutions of the

correspondi ng wat er-soluble 30 salts. Such aqueous

solutlons may be SU|tany buffered i f necessary, and

g, r - -



35 aqueous solutions (usually in about 0.1 %to 5%

concentration), otherwse simlar to the above
woanerwezsal  sol utions, are prepar ed Met hods ®ET/1B2006/000374

preparing various phar maceut i cal ositions with a

dbe tanppuadso this infentpo elthes alonm@me@ﬁn@ ingticgrvdthieaerpiher gr other

com pou\qﬁé g%engr%llmp Bé %lnlét&ed ln%n@meﬁhbrﬁwuﬂtl&ﬂ WI@éfdlI&wngtff@miulamﬁ&xam ples
his ar S O

only aredjugiiriive Aief! 357 A7t Hfﬁ?f‘@%ﬂ 'iodgl't t*@&ﬁ%% o o B 8W§ent '”éer%ﬁéé m ngton' s
Riiae fave elations avhictSolloan tetive indaedient OnePosod ¢astrriongd Cdirpinyeption.

: . th Edition (1975). 34 WO 2006/090250
Formu'%%jsl'j %ﬁ%‘gg\ﬁﬁ% 74 Pharmaceutical conpositions
dteccoaalntin garsyles e PreRdreR tiohiailo¥ht ain 0.1 % 95% of
tnﬁgpéggﬁpund(S) of this tnventron, prehenidlig/dap¥aleg)0%

I e Im .
adAftP§oEadieat wi 11 contain a quantity oﬁ'ﬁgéiogorrpound(s)

aceeFdhi Rg to the invention in an anouri-6%ffective to
t ot /condition of the su t being
trg%tmhdllg%agé 8(s'ﬂ%t?her osclerosis. 5 Si n(t:)deg(fhe pr esent
i nﬁélmﬂedlhldﬁé@sc%‘ﬁﬁ@@ﬁect that relates t%'?he treatnent
of—the—drstaser condl T ons __descCr | bed_her elrn wih a
dolabletfermulstionys preeared esindribg BPERRISPEM ch may be
Formul@@AbNisbledy ed separately, the invention also relates

¢ oL i . o .( . t)'
ki tNFS¥SM The kit conprises two seDaraEf'geE i (g
phacmedeyédieral conmpositions: a compound2®fod he present

[ n\e%mkgs nmlc%c&gt%meUQ t hereof or a saltygfgsgsuch

compoun F rug and a second conpound as descri bed
ab&lieon dipdekiumedonpri ses means for 10 E6PR%i ning the

seme@ét@a@;@nposml ons such as a cont a| aes a d| Vi ded
battle—or—a—di

Pa WSl VPN s 1
ci ‘“ HQPI F nl I puul\ut . lyr.ll \J(J.I I y L IIC r\| l

cmérbbmgeﬁandlaree@éndemaqdfanmptelamdadfmmntasttetsat| on of the

SSRATAY Qn 11bo rRfoMdive iRGFEdibALARB Hake up as foll

a@@gﬁﬁve egaggg 8% gg) égpg? tenq‘zlé)g%n'p;on'e‘%}tsl ar e ¢ p as Tolows:
FormulpﬁO@f&aTdﬂﬂt? adm n| st er ed in different dosage forns

( edioWT & _and parenterar ), are adm Qh&{t@’(ﬁ@/téﬂet)
different dosage intervals or when-titrationof

md%@YQJD@TPd‘e’Eon'ponents of the conbi nat P8ﬁ1P§ deS| red

by dithien prescri bi ng physician. 15 An exa®ple of such a

Kit a so-cal bI i ster pack. Blistgg packs are
cl:e'@ﬂ%e\hﬂ"cmcryts{wﬁ packagi ng industry and are being

Wi d:éilwlnmlsysd)hﬂm? (qué%ﬁa@Rggn watedf phar nficeutical unit

dom%ﬁ&ﬂ&yrﬁét@b&e@m&e capsul es, and ulse |ike).

Bl i ster éﬁ %eneral |y consi st of a sla%et of

rel ?9”\9’@ P material covered with a foil of a

pr efar abl y transparent plastic materiall. During the

pannaylng ProtesSS IreceEsSScts dl € fFormeg—T 1T the prasti c

f Thd actihiegredients stashfand eeltulese griepassghiirospipdloots meRb U.S. sieve and
mixed h‘@@u&ﬁl? Tﬂé sO@RA b &@vlhﬂp)}ﬁr@hcﬁﬁ@ ls@thed N the résafan? Qovﬁcﬁm viich are then

or capsul es are
pessoqipraigh APy ITESGLL . FOtFad BF FETISSS0 BN EE SRgioH 8% Ry C and passed
througp b Bt 18méshi U.S aleve.ee Sartiven cﬂTbWhmeth;d)stbrcmmesugn sippreisi and talc,
prewo%s}%gséédthg?g{heacﬁdw 8! sEFMH o) ttlié?l%dde%(f@ﬁ% §aniies Bhib i@ fhixing, are
ets or capsules are sealed in
CommﬁﬁédP@éé@@é@a%¥FWb@ﬂdPﬁ@mplastlc foil and the sheet.
PegdRhabls\eatNédniining 05N 00 nglonctisdiggrediers patiohl dobadre triade as follows:
tabl ets or capsules may be renoved fromthe blister
pack by manual |y applying pressure on the recesses
whereby an opening is fornmed in the sheet at the 25
pl ace of the recess. The tablet or capsule may then be
renmoved via said opening. It nay be desirable to
provide a nmenory aid on the kit, e.g., in the form of
nunbers next to the tablets or capsul es whereby the
nunbers correspond with the days of the regi nen which
the tablets or capsules so specified should be
|ngested Amother exanple of such a nenory ald |s a

o r 1 R
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I n anot her specific enbodi nent of the invention, a
di spenser designed to dispense the daily doses 35 one
wakom/i2zse i n the order of their intended use PET/B2006/000374
provided. Preferably, the dispenser is equipped with a
Formuﬁmm)%@le@ﬁloneo as to furt her facilitate con‘pl i ance

doe@@VQ'h@fﬁd'%s been di spensed Anot her Oé’ﬁéﬁ‘bﬂné of
S UCSbdin@MRkynetycdliSiose bat t ery- power ed spingr o- chi p
meg?prq coupled with a liquid crystal gout or

% remninder si gnal which, for exaﬁ% reads out
t heBathatieadidwiutiothe | ast daily dose has We®Wml aken 40
andgfky F em nds one when the next dose igg to be taken.
35 WO 2006/ 090250 PCT/ |1 B2006/ 000374 The conpounds  of
t hi €% nvention either alone or in comb®ation with
eackuribédwatedo ot her conmpounds general lgymui || be
adAtsteret—+—a—eofvertent—ortet+-on—he—m—m—m—
f Dhd amtiveniggrédiemiris Ipagsed thraug@aplo 45 meshlUyS aiege ard roigdd eithitivesodium

carbox?rﬂgthﬂrcéluﬂgé aHdQ:&r%B %a‘fgrﬂ QTAOH‘Bagtet IEI} e %‘2@@?{?5 so“ﬂ$n 95\%13 %ﬂ& color are

ations
diluted;wiff) serpe efrite waier #Ad a%deéo‘ﬁ‘ﬁé[fﬁféﬂ o‘ﬁufftcwn@vatwefhm as*ﬁed toeroduce the
requirddeblitaeat i on 1: Cel atin Capsul es Hard gel atin capsul es
are prepared using the followi ng: Ingredient Quantity
( Aghoegs sdludpn is Actpared comagredheioiovindbgrédntsSt ar ch, NF
FormuBi&e$) aergbdr ch f 1 owabl e powder 0-50 Silicone fluid 350
centistokes 0-15 A tablet formilation i sr epared
usilRgediend i ngredi ents bel ow. For nul at i Gamry (Yeity vesight)
I ng,(cwé RGEa&ant 1 Ty (Ng/tablet) ACTi Ve Jgngredi ent
2% 100 Cel l ul ose, mcrocrystalline 29? §50 Silicon
i oXI'Y8" fumed 10-650 Stearate acid 5°3%°The
conli’romthZ hordylifencbendthamedl conpr essed 70.06 or m t abl et s.
10—Artermattvety—tabtets—eacihr—contarrg—t—25-160—rg—
offheagtiveviegrédiegt i diiedivgth athenohamdigheipixiuse fdglkd owsortion of the propellant 22,

vcooled"f@ Bé‘bﬁ' %'t@ﬁ’sféred-{@@hlﬁ'gﬁe\'nag ﬁ'ﬁéjr‘eatmtted 941@5“’[ 'lsttB(en(fé'@l/ota%pJ fidsh steel

(g n% &Il ent 0 O Starc | ul ose

contaiy g Ippd ¥4 1 Franaining pepelADt- e Wer%lt% o fitgd 19 g gontainer.
ssumbmtmnesane prapeed agholloedi um car boxynet hyl cel | ul ose

Formuéﬁo’% 6: -ﬁﬂié@“ stearate 0.5 Talc 1 The active

a I\Iogred@tnesh U S. sieve and nmi xed tventdygieisyppcsiey)
SO

resultan%Ir ovvders whi ch are then passed through a No.
14 RYsRedfady add dypenidephe granul es so 4%duced are dried

00 - o0C and
II'he active mgred%nt is pagseg Shrough a No. 60 mesh U.S. sieve and suspended in the saturated

fatty acid glycerides previously melted using the minimal necessary heat. The mixture is then poured into a
suppository mold of nominal 2 g capacity and allowed to cool.
An intravenous formulation is prepared as follows:

Formulation 7: Intravenous Solution

Ingredient Quantity
Active ingredient dissolved in ethanol 1% 20 mg
Intralipid™ emulsion 1,000 mL

The solution of the above ingredients is intravenously administered to a patient at a rate of about 1
mL per minute.
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15 through a No. 18 nesh U. S. sieve. The sodium
car boxynet hyl starch, nagnesium stearate, and tal c,
wonewioowshy passed through a No. 60 U. S. si evePCamB2006/000374
then added to the granul es which, after m xing, are
c Snpgeiaimedpwles aretpedplard uriag thieflowing:yi el d t abl et s.
FormuBHSIPE 51 @3B PERUE G Bl Pbiefor?- 100 g of active
I ngredi ent per dose are nnde as follows - 36 W)

20060096150 PCT/ | 82006/ 000374 For muaniity (mefeapsule)
Susggpgng,@a,emngr edient Quantity (nmg/f-880) ACtiVe

d t 0 Sod b || ul ,
50 REC S MATBEORY MBensar o aeid Sabipe’ 0. S0 m O
t 5 nm Th
ﬁﬁ? v gt ere, "%Vﬁb?ggsacwﬂ?%%% 045 mesh U, S
si eve and m xedGRiing i AL PR(

g ggqé %&l&ﬁ&l Qgﬂp@y@g @ﬁ%ﬁ gg\g&éwh&@%% @rdm;b@k.lhﬁ %%‘rt%th a

are dil
d'S°‘°%’6en%”dd’PS‘t”ﬁFP”\ia5'BQ¥‘f thgﬁa“%oaa%comomngﬁnpm%ds Sk‘a‘]'f”?ﬁ” E‘?@H?re made
and evaRiaid, dndl ateiptendad ctetsk gueelpé@ahbiagy of he irberition] aind &6l nat fteuned to limit the

scopef%‘wl%? h%%rg)entﬁrg lreéé doeg tihesi'r |Wﬁﬁt‘%ﬁr ﬁﬁ‘?s%qmc%&e%l Ee})%(r_)vgi%?percent is percent by

weight gingn &b cempor@u%amd |tfte}0teb)4vetnght oldhedetmpositiqot temperathigrissidr@artis at ambient

tempepatlgfé Rl E\%@ere i€ 3t of Rear BErHY i\én@mCo%%ermal reagents were u’nhzed W|thout further
[ or od rﬂgronEt a tive |n9re |en

oo BOU OF L BPO AHEF ERE %L o A daEAN<GIB SEPH e rnuncera
nitrogedt atrh bsphére dgp edriveni¢ncg 2nd tocaxingxd Vietrls 3 CQhceatndiot navbsiberaaesithat a rotary

evapoFa(Por@vag h&id‘ Ff’ge %Yés G&t- theﬂ%ﬁ'lg&ﬁﬂy b’ tﬁéjlnmm é §re%jt£‘c?lﬂ/ tﬁ@ﬂﬁtonom 2.0 PC-

tal nl ess st eel ont al ner
vetoh yaspgl PR Bl IoBEPTRIRNSSYPIRE VBT RS & §95§P@7@ Al heicheraigal structures
deplcté@mtah@e SrExaplary of th&gERes stfudiureas ofiihbted) [sBfpais S0hd A6t include specific

’ . I qi
stereo enLn%%y)ySas r%%a'Wlhgtché)nrﬁgaqhavﬁgpggts: :/gr : ﬁ;r eglg[eﬁt : ggg

SaNMR @neetﬂa Wege feporded on gVgriee Unied0 2V aien Con Balg Atta, 4) NMR spectrometer
at aml!nél'@ f@rﬂiﬂe@fﬂre ' @e&ﬁ,ﬁﬁé‘hﬁtsbw Xp@Esed ifrts 5& nﬂﬁ&ﬂﬁﬂel@hve% &Yé&ternal

s oSSR, B0l S Rond B i S LB o o

quarteTime muitiptetivitn thespreﬂxé:n indigalingd braatiened sigidd. Thepposling cangtantdl)data given

have £atiAiFh RAbr of : 4 1ERRAE td the éﬂjﬁiza%ri @W@@pécﬁ’ra %%ne a@t{ﬂured Mass spectra
i ntravenous fornulation 1S ol |

f
were qb&‘?ﬁglbéiﬂ)6‘1"17‘0?9“9['?1?%9%%‘&1“6‘8%"0@6‘?’1}? ‘QS‘r{A'f'ﬂ'@ F‘@&F’@ﬂpg positive and negative
ion mégeaning b Fisoksdlatieen il Sgectrdinetat ordhi Mig ahaad1dnSpcihamatdr (Micomass,

Mancl?egte%K) Lln(tzf Qécirgépﬁa-g%n%&ﬁjw Ql[érrqatir%()&sime and negative ion mode using a

Micromass MZD Spectrometer (Micromass, Manchester, UK) with a Gilson LC-MS interface (Gilson

Instruments, Middleton, WI) or (3) a QP-8000 mass spectrometer (Shimadzu Corporation, Kyoto, Japan)
operating in positive or negative single ion monitoring mode, utilizing electrospray ionization or atmospheric
pressure chemical ionization. Where the intensity of chlorine- or bromine-containing ions are described, the
expected intensity ratio was observed (approximately 3:1 for *CI/*’Cl-containing ions and 1:1 for "°Br/*'Br-
containing ions) and the position of only the lower mass ion is given.

Column chromatography was performed with either Baker Silica Gel (40 um) (J.T. Baker,
Phillipsburg, N.J.) or Silica Gel 60 (40-63 um){(EM Sciences, Gibbstown, N.J.). Flash chromatography was
performed using a Flash 12 or Flash 40 column (Biotage, Dyar Corp., Charlottesville, VA). Radial
chromatography was performed using a chromatotron Model 7924T (Harrison Research, Palo Alto, CA).
Preparative HPLC purification was performed on a Shimadzu 10A preparative HPLC system (Shimadzu
Corporation, Kyoto, Japan) using a model SiL-10A autosampler and model 8A HPLC pumps. Preparative
HPLC-MS was performed on an identical system, modified with a QP-8000 mass spectrometer operating in
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The solution of the above ingredients is intravenously
admnistered to a patient at a rate of about 1 nL per
WOoi200610802587 WO 2006/ 090250 PCT/ | B2006/ 000374  BOT1B2006/000374
gel atin capsul es are prepared using the foll ow ng:
positivé-ornegétae siogle 8n nBofterinGalode, iutilizi0g plettoepray iohizaioh or atmospheric pressure
chemréﬂBMtr@ﬁ ' Eﬂtréﬁws%grrr@@gutgsﬂ éteyacgﬁg(rr%%?ﬁ’én%)conéﬁrfn?\éﬂwer 0.1% formic

I ngredient 10-5 dijve

acid orﬁrrema&*m Rydropiqg P%%I P"@?i?e’ aB‘é\?@'Cr‘ﬂwe é}'@f’@' torimps ygpinghideViners Symmetry
C8, 5p0f, 1Bgeningr 30:GENERNateEXAER: DENBAN, RROCERARES ofp, Miferd, MA) or

Pheno{n%%ég%n%}g : narﬁ# S%ﬁ%rﬂl‘]@?h%rﬁ)nrelﬂeﬁﬁc &)T%F]rgr(r)cepf(:‘i Sérqu?asrc mode, the

Phenoalﬁ@BXcﬁygegrm&%?ﬂm 2 Sy O O HIhepsMng dnrHeMenes IRs; Torrance CA)
were J@8&f] net hods cl ai ned herein are nade and eval uat ed,

and.are intended to b ure
" BRSO e R Ak R ot drie’ e pe. Geton. MD)
whlitrowave-aisistethteactions weracandustet mednrEnirys/@pttniizan frotdrlleemsal Chemistry
(Uppsé@@v\%&gd ot herw se, percent is per cent by vvei ght
rven the conponent and the tot
c Bmﬁ?@/ﬁwm&wdeﬂ eMse) tatrajerofuen(f FE HP'U*?%G 8@9 dﬁh‘ﬁfogrﬁtha%( DCM’) were
the anhyeirgne gatiel sunplicy iy AdrietsChengcdl Sompany (Miln@akeea Wi Siplesd dticerwise specified,
reagen%)\ﬂgFE [Jgeldaals o%%ﬁr%& ﬂ{)rﬁ cm%grgltslobrjcgseq'hgv{errnso %Bnée”t#ét&e rsmd ‘evaporated”
erature re
refer t‘Qf@mQ‘E?' Qf SOIG(P'I1t ahbﬁ%rqm Obmercry 8@65?%‘?@ etesy ?V@ﬁoratﬁh‘@rh ad)ath temperature
of ressnnratnmegﬁ T HRL BB AR Emih OdtarRiGer @MUREIGAd BN er ho sBX o “Adrs.” The
abbreo@e %f r PCO”CF”E {j)gérlar%g.r'lj]he apBevRiqhd & H}e ! rﬁ%fgh gfg% itbrs.
Prepa weroethoxy)dxdnialdehyde olimeonom 2. 0 PC-
bat ch versi on f rom Bei |l stQin I nformationssysteme GrbH
(1 SBN 3-89536-976-4). T Thenmical structures 15

structure or of limted i$ Bnd not incl ude
specific stereochenm stry 3 ed in the chem cal

name. NVR spectra were recorded O ,a Varian Unity 400

1B Peed B g &2 kP TG BTG AT 06 12,21 499 iAo n 30 L

of ethgmal; & mpeatenarldl S0@f (c6 was edidedihydrokyianame etoehinidde (7.65 g, 69.5 mmol) and
sodrurﬁhmgq tgeii%%t)l?%bg 'rrlLan‘ %Lter Tﬂ% rﬂ%@r]é \ﬂggﬁr‘?@ 8 €5 hours then

... SINg
acrdrfreq,vyrm cape. I-H:I apg eat[?g}efi @/ﬂth dﬁplorﬁme%l'sa?ﬂ @ttmwe t/vﬁh ﬂ%mb)r él'pe gom bined
extrac&rwer@‘dasmaﬂ wiig wateb(3aiende nmeicl 1G0 rgD)abrine T188 nel) Udrlet dGer Na2804 filtered and

conefigat, I Ge 52 A1 TIPS G S0P CHUSpBHF SEIOP e VR as used withou

furthegmigiidatied. Mass spectra vvere obt ai ned by (1)
. r h _HQnj.z ARCI), ) -
H NN@{(HB&BZ?I éh g(sgggﬁtsﬁ @1 g rr}-@"?z? aJt ‘zg eHz PHW% (g Pg'gir#gﬁ‘ H), 5.9 (tt, J=53.0,
29Hz{ Ebns Platform |l Spectroneter or a M cronmass MZD
PreparSi@Ct: romBates-tefrduelo@fss-bendyBiteest er, UK) or (2)

el ectrospray ionizati on,| alternating positive and

negati ve i on node using 25 M cromass MZD

Spectroneter (M cronmass, Minchester, UK) with a G| son

LC-Ms interface (G son ts, Mddleton, W)

or (3) a QP-8000 mass spesirs EPer (Shr madzu

Cor poration, Kyoto, Japan) operat\.ng in positive or

negati ve single ion nonitoring de, utilizing

e Aeolutios@ 3y, 1i2shietrzlproretioxy)etenesdshgie cximexXS &8 guz2%mmol) in ethanol (150
mL) arﬂl%ﬂb&ﬂbteh et (G%L)%s hWSgre%atEHﬁw 00 ﬁ#ﬁgtt@‘ t SBbL6IdIF0% Pa/C (1 g)

or brom ne-cont ai ning rons are
for 30 minytest alglinoadditina lgydfogen 8 IReded bg'@FQP@BO”(WFtS'S‘?F’ thipush pelite and
conceddtaled. Ohe 3RiGk 1e3iEGE waORKe Ul iR grchlﬁm&e’aﬁrﬁb dndlt MoaOH was added, followed

by vrgcz El% {trﬁ' B:for?rﬁ'rgsp nlgrgllalr}ér@g\felr/eos[e%%r ‘%;ad Feglir‘sé%%a?r a %xtrg&eé' twice with
performed with either Baker §I|Ica Gel (40 prr) (J T.
Baker, Phillipsburg, N.J.) or Silica Gel 60 (40-63
pn)(EM Sci ences, G bbstown, N.J.). Flash
chrorrat ography was perfor rred usr ng a FI ash 12 or

-1 o, o oy .
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35 Preparative HPLC purification was perfornmed on a
Shi madzu 10A preparative HPLC system ( Shi madzu
wQan@owexso on, Kyoto, Japan) using a nodel S| L-2ONIB2006/000374
aut osanpl er and nodel 8A HPLC punps. Preparative
dichlord#Rit @nkSTimeonpTel orgapigs were arashedierithi nbasphgipPr&n(Pim di2f 7 Biges). then
t %%&9 e RPRELITHIRRE 8dnhfddnd (.13, ¥i%) was isolated
wam@%cm %8%55 é&?%%%ﬁ%@%%%os74 positive %? nggagﬂve)
as a pagd griflea ofl an wasnised withryt fyips PuiificAianzi ng el ect rospray
H- NMR?dEbééstd OR (QU=Ab PRSPHET b ¢, DERS SiHI €H), ¢12€i168) 7.1 (d, J=7.9 Hz, 1 H), 5.9
tion. El ution was carried out usi ng
(tt, *5ﬁ&t%?ﬂé éﬂoﬁ?ﬁ?@ﬂg gradi ents contalnlng ei ther 0.1%

Preparht@h!B_¢R)-1at1-diflasro-a#3v0ini. 2 axvetns D ELT: ' ‘ S
aci di ¢ node, typical @ urms used |nclude Wat ers
Symmetry C8, 5pm 19x r 30x50mm Waters XTerra
Cl8, 5pm 50x50 (Wategs Serpy MIford, MA) or 5
Phenonmenex Synerg| Max- RP 4p 5Ck5Cnn1(Phenonenex

Inc., Torrance, In bas J the Phenonmenex
Synergi Max- RP 4pn1 21 2x5 50mm col ums
(Phenonenex Inc., Torrance, used. Optica

rotati ons were deternlned u5|ng a Jasco P-1020
Pahantiomarcaly eﬂme@(R)fidnﬂuorgmgwwmqumg)(o 6 g, 5.4 mmol) was added dropwise to 3-

(11,2 %}e‘t“rgﬂjmve%ﬂ%%eﬁEMﬂee@%' ONMnMB LA e RGeS REs dtired@Bt room temperature

o4 S eSO 3B B ATy b SRR o
to afford"tHeHftie bomponhdi@reey, @rranraal c5b%<)1r onmet hane ("DCM') were the

TH- NM}@%%%{‘% Bk, v{yj? ?—%nﬁlg 2, [ Y7 AL drighy £emycal (<CREPAGY, J=53.1 Hz,

)t her w 'se “speci fled reagents
1H)4ﬂéme”ﬂ§ﬁdma§HbBNdmn€d1%9@mﬂdbnner0|aI sources. The

Preparafdn® 4- Q-Qﬁ\@r%fﬁtét nox hl imeed" refer to
renova solvent at 1-200.nm of nercury pressure on

a rotary evaporator Wi %;1 énperature 15 of |ess

t han 45C. The abbrevi g{i on " stand for "m nutes”
and "h" or "hr" stand fd/ "hour’s. "CiThe abbreviation
gn1 or "g" stand for grcans. The abbreviation "pl" or

f %ﬁ.@cﬂgﬁ _Alt%fnlom- Etﬂ Ibﬂeﬁ& 318 rﬁg %Rﬁrrﬁ%bl?éhd:h 4- dlchloropyrlmldlne (302 mg,

raf benzal dehyde_ox HO'
2.03 rmhcm lﬁace@n)(rlle . zm\:bwgﬁ ay,i[dgc}} éﬂlaﬁ@%y@p@ Aoq]undec—7 ene (305 uL, 2.03 mmol)

and hgh'téd]to 3o Z; #r b BtHoak! Wﬁé Féa&?bh G/éy todhind adoteieypeatudland Zbo@red into ethyl
ano
aceteg (@M o ARSI SRR P o Ry 85 B s e over

Na2SQy4, fili€ed amnmlr@erma@d $oxlérude regidireodsdhariifesl by stjca mwp)hy (Flash 40 S

columﬂglﬂﬂr@ 2{3% eﬁrfyl ceta / he&he rtq ﬁtt]tg rﬁlsw thé %@9?%@65 mg, 66%) as a

white wplidh dlchloronethane (3 tinmes with 100 nlL). The
"H- Nl\lﬁ@{ﬂd | ‘3 8@6& Uaﬁhﬂzvﬁﬂ)ew?&he@i?\mztm)ﬂ/atoqa J@§51Hzn’es) 6.9 (dd, J=8.5,

274 I8 8 HECH et LG P BT RE PET e

conpound (23.32 g, 98% as a pale golden oil, which
i 125 tetrgﬁu%thox

MLMQM@'J 8.7 H 1H, 509 (tt, J=53.0.

2.9 Hz, | H Preparation 2:

3-(1,1, 2, 2-tetrafl uoro-ethoxy)-benzylamne HZN F F O
F F 30 A solution of
3-(1,1,2,2-tetraf | uor o- et hoxy) - benzal dehyde oxi ne
(5.93 g, 25 nmmmol) in ethanol (150

40
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m.) and concentrated HCl (6 nmL) was hydrogenated in

500 nL Parr bottle at 20 psi over 10% Pd/C (1 g) for
wGOQoosimeses, addi ng addi ti onal hydrogen as nee#ediBhn€000374

reaction was filtered through Celite and

concentrated. The crude taken up in
di chl or onet hane and 1 added foll owed by
vi gorous stirring bayers were

fQ
separated. The aqueoas I yer was extracted twice with
39 WD 2006/ 090250F 06/ 000374 di chl or onet hane.
The conbi ned organi cs werg washed wi th phosphate

buffer (pH= 7.2, 2 tine t with brine, dried
over Na2SO4, filtered an rated. The title
compound (5.13 g, 929% was i sol as a pale golden

oil and was used wi thout further purification. 'H NW

( &LGehFoh o$ena71tr§nérfcall dmich&d -,1 111 tihuorof3- B- ({ d2 Z-tét?aﬂﬁorb'léthoﬂ/
benzyl?&rgrg] pzopa% 270I ‘%2 rrrg i_ﬂZmr%o )gan(i 3 c'h% dt%f- %Pg%iaetgyfl pBePOé)s) pyrimidine (250

mg, 0.629 meholLank-diigdpfdpyieth@arding @26 LL, 1.8 mmol) in 2-propanol (2 mL) was heated to 150 °C

for 40 %gﬁr./r%t Fig{tgl; H%o%_ Eé Egdﬁgt%n bﬁ(@ér@fﬁnﬂ%as%r&ﬁ/@@a% tﬂe restﬁ@a t'_\(en up in ethyl

nanti onerica
acetate. R hipsofuiiprf Wasorashied Wil satyrat«rdaarenqrmmsct@ﬂde watefppiujatsgpicarbonate, and

brine, BALARAer M08 HRrdd@indtoncentrated. The crude material was purified by silica

ot LS T B DO PRI IS Gt i e
enantid@erfoonixtd8 thedwasfurtier pinifiedtosN denantooief¢ puityaing lghrral pmpagﬁrve HPLC

(Chrraﬁ@l%[gém Y&H nbRarRY Q@ﬁro@ngc&{oﬁﬁblﬁe bl@és@)d TﬂHtprd'MdErﬁ‘the title compound
nes to afford the title conpound (

<216frﬁréi‘°/°)a§@0}@°°”e%3r°rhm (CDCI 3) S 7.4 (t, J= '7 o Hz | H) |
MS: miz 256¢8t1, (MIHY. 5 Hz, 7.2 (s, 1H) 71(s 1H)

- NI\%?%D&CG)S safor]s?t'rlé 7%% 'i\)t 7% %né”i’gr A 2Hi7%(%”ir-r)2€l'3<brs 1H), 6.8 (br

n11H4£Gﬂ(¢th6@433@tﬁﬁK%heﬁUkﬂﬁi@T%HHbﬂddyﬂﬂ#ﬁdﬁﬁe”‘ﬂﬂ)i7ﬁ"m 2H),
11(b,l\gl},l,_qY 15 d To a solution of
4-chl or o- 3- et hyl phenol (318 ng, 2.03 mmvol) and
2,4-dichloropyrimdine (302 ng, 2.03 nmol) in
Examplee? 6% werk Ipeepbrid Rsind rosgegres duibagous to Example 1 with the appropriate starting
materiisS- di @azabi cycl o[ 5. 4. 0] undec-7-ene (305 L, 2.03 nmol)
and heated to 80 C for 3.5 hours. The reactlon was
cooled to roomtenperature and 1oured i nto ethyl
acetate (25 nlL). This sol uti s washed with 5%
bi carbonate (2 tines) the 'mr h brine, dried over 20
Na2SO4, filtered and caigentfated. The crude residue
was purified by silica ph\/ tography (Flash 40 S
col um) using 20% et iy acetaje / hexanes to el ute.
This gave the title conmpound £361 , 66% as a white
solid. 1HNWR (CDCI3) S: 8. A@ A .4 H, 1 H, 7.4
(d, J=8.7 Hz, | H), 7.0 (d, 3

7% 1 H, 6.9 (dd,
6.8 (d, J=5.8FFe, 1 H), 2.8 (q,

J=8.5, 2.7 Hz, 1 H),

J=7.5 Hz, 2 H, 1.2 (t, J=7.5 Hz, 3 H. 25 Exanple 1:
Exanfgld 13- ([ 4- ®&- Chl or 9- 3- et hyl - pheNamey) - pyri m di np SyDda |
3-(1 1 2 2-tetrafl yoro-ethoxv)-benzvll- am (M+H)"

2 noji- 1, L o< x4 | uor| ¢R)pt Gparifugroei-{(44ghenoxy- 506
\© pyrimidin-2-y1)-[3-(1,1,2,2-tetrafluoro-
ethoxy)-benzyl]-amino}-propan-2-ol
3 Et (R)-3-{[4-(2-Ethyl-phenoxy)-pyrimidin-2-yl]- 534
o [3-(1,1,2,2-tetrafluoro-ethoxy)-benzyl]-
- \[ j amino}-1,1, 1-trifluoro-propan-2-ol
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NflIFF O FF Asolution of enantionerically
wennicohexdo (R) -1, 1, 1 PCT/IB2006/000374
-trifluoro-3-[3-(1,1, 2,2-tetrafl uoro- et hoxy) -
Exampenzyl am nR] - propah-2-ol (342 mgmel. 02nmmmol ) andMsS Data
2-chl oro 4- (4-chl of 0- 3- et hyl - phenoxy) - pyr i ni di|ndMERB0
4y, l (R)i3H{EeBESY e ndny)-aymimian-3-8PY L,534. 86
nmo ] [¥X(2.1Atetyglyorpretiondbensyt50 ¢ 5 for
40 - ) 8NBAal b 1riflveiePEePabfo! The 2-pr opanol
5was | r epmxed~and t he¢ (R)@SﬁﬁaétWBMIenoxyppynmIdartihy)]- 534
acetf at soI uf 1%, T\Redsteaisere@thakenzalt-ur atled
ammpni um chizBrige, | #ainer1 sHiflvererPegab-elar bonatle, and
eor T NE, driedcpver | (210nloF A NG, rifrRCE T[T
Thegcrudeo natleri al | yag-(pupizfbreudiy-eby)-Béhzyll-
chr pmat egr "b ( FI aaminé@1, Mi-ealatopjopars2og 7. 5% et hyl
acetate / héxgnmes to elute. This gave a 92:8
cTialitT Ul I'TC 111 U Ul l L
99% enentyoreric pu ER gy(wgzqg:gq rE% 5%‘?@%@ | veTglflgLC
10 (Chiral 0300)ahh[ﬁ619 rug.@ 5}@ | 1 sopropyl
gar vPriut 4 UM S Piidy )-3- 4'(4Y:hi6'r3’ e )- H’ﬁudﬁ EX 54
AL U 52 1@524%;’ T e
568{1 (M+ I—l-NNﬁ1 -tr uor _0|s , 7.3
(ml1 H 772 (@ (g H)
96 9 (br s, lH), 6. 4(2 ph 0 Idl 57é 9
0 @ r -1 - tr tho_yty %r’lzy b
(t, |1 &S r mo-‘l1 ﬂu roa 0 (rm
oH) | 3.6 ( H),é“i‘ !n% p%'ll(brs 3H).
e oreoared USLhO procedures
Ganall og npl| éRB-Ig-@H-Qigheorerpinng mpﬂwl%t ar t37Ag
mat éri al s. R HO R34 qﬁeFaﬂU@O?@TOFY tehnpl e R
Name MS Da am?o} -1,1,1-trifluoro-propan-2-ol
MR AT, 1, I-Tr Mbl uor )(ﬁ{(,m‘rﬂh&a@){w (1, 9(2-tetrafluoro- 520
pyriim di "b | ) [3- (efthpAy)-Ber2yl}-@ta-talfloxyepy@midin-2-
et hoxy)#be - am| npmjpelegpepan2-abl 3 Et
(R) - 3{[4( hyl - phenoxy) pyrlmd|n2yl] 584 O'}l
14 S- }1/07— Zlepart [ A Y Fetrafluoro- 520
ani g@ T 1 | Snompbaband, Wi by o5 806) 090550
PCT. I BZOO 080374 |Eyampbleprdpahlame MS Dat a
13 0 Me (R)-3-{[4-(3,4-Dimethyl-phenoxy)- 534
\@[ pyrimidin-2-yl|{3-(1,1,2,2-tetrafiuoro-
ethoxy)-benzyl]-amino}-1,1,1-trifluoro-
propan-2-ol
14 (R)-3-{[4-(3,5-Dimethyl-phenoxy)- 534
\©/ pyrimidin-2-yl]-[3~(1,1,2,2-tetrafluoro-
ethoxy)-benzyll-amino}-1,1,1-trifluoro-
propan-2-ol
15 P OCF; | (R)-1,1,1-Trifluoro-3-{[3-(1,1,2,2- 590
\©/ tetrafluoro-ethoxy)-benzyl]-{4-(3-
trifluoromethoxy-phenoxy)-pyrimidin-2-yl]-
amino}-propan-2-~ol
16 e Et (R)-3-{[4-(3-Ethyl-5-methyl-phenoxy)- 548
\Q pyrimidin-2-y1]-[3~(1,1,2,2-tetrafluoro-
ethoxy)-benzyl}-amino}-1,1,1-trifluoro-
propan-2-ol
Me
17 0 (R)-1,1,1-Trifluoro-3-{[3-(1,1,2,2- 560
tetrafluoro-ethoxy)-benzyl]-[4-(5,6,7,8-
\©i> tetrahydro-naphthalen-2-yloxy)-pyrimidin-
2-yl]-amino}-propan-2-ol
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(R -3-{[4-(3-Ethyl - phenoxy)-pyrimdin-2-yl]- 534
wO2eeho@5@, 2-t et r af | uor o- et hoxy) - benzyl] / PCT/IB2006/000374

amno}-1,1,1-trifluoro-propan-2-ol 5 O

ExamplR) | 3 {[4 R4- Et hyl { phenoxy) - pyNemedi n- 2-yl ] - H3MS Data

[ 3- tetraf uor o- et hoxy) - benzyl ] - Et (M+H)"
18am no} 1 1- pd?)@-{yﬂamﬁw pheng@xyGipyrimidin- 562
(R} F 02hBr(b:HhA)2-tefafiugrp-athaxy-bermyly | O \

yl ]t [ 3- (17 P'a'PP}cﬂoT Ir@e%szwarb%ﬂ'zw ] -

r
e

((JIFIQS ‘UI{E Iolr Fﬁr &b‘3‘{[c o b%b’% 540 548
yITH 3 @ 2-t ef Fabidd &ho%) @ -ahﬁwwo]mn-

am no} 1, tri fI - pr opan- 2- ol

200 RT3 U (4 O (anan@wmr@-%r{w; ‘ﬁudﬂc-é'me?fw 538
yllt [3‘)Oq 2te1 hbib@mediheyy=danzy 1 - /| C
am ho}- 1, rl fl ﬁ&tr@ﬁd&fo&ﬂiﬁmy)%e yl]%rr@lo} -propan-
(Rt 3- LL4 (2, 3 FDi ¢ bor 0- phenoxy) -pyrinmdin- 574 O d

am Po} -1,1 rifl uohepoxn-epamdi22-wl-[340,1Q,22

212-y| ] - L%(@s 2- { Rraf1-Uiuoe-i{Rdsfyerbenzyl | -| 524
3-{[ 4- Bic ﬂe@rﬁfwomﬁmya;b)enwﬁmrno&prnpar674

?-y ]-['2-(1111?1?- 10 ::n‘llmrn m‘hm(\/\-hpny\/H- /| d

u oro, herj_ rlmldln- 542
%r i"ai‘“‘f%e PFE&W of 520 ¢
2’“8 y1 @9&5" BYPFHE S n- 2-

’-ol 12 AI1O M

T

23 R){ 1,0- | QGrbr D(f@ 1['[T>‘Tf0ﬂ]!0f9-32[4231f@[th0ﬁ- uorlo- %90

| ] - (4] RRENEX rpw Brdit-
yl )1 ani no T opan- piegefiup %t Yi’e@yﬂlém'“o} propan-
(NI T A (2 4 Dy

1\;\.}

574

2

10
24EJy; m»éjp N fF{S- 'ﬁ)r 'm” 0% ),E oro/ M

= )b
et hoxy) - b []1-am °° Y opan 2- ol
14 pe’ O Ve (R) - 3- {[Em v 2o nhet”h* 'ﬂ”%& 534

280yT T dim=-2-yT J|=L|i5 (14,1 -#nﬂuéroIsQB[(aTﬂz AJor o- 622

et ho )a)a banz . M| ta@fuoto-dthoky)tbehiyl]- (3@, 1dk-

pr opén- 2 15 O OCletrafluoro-ethoxy)-phenoxy]-pyrimidin-2-
I |F| for oyiBahind)-rdgat-22) 2- 590

t et afluoro et hoxy)-benzyl ]-[4-(3- /

tritTuor onet hoxy- phenoxy) - pyrl mdin-2-yl | am no -

trifluoro-propan-2-ol

Example 26 was prepared using procedures analogous to Example 1 with the appropriate starting materials.

OCF,

MS: m/z = 536 (M+H)"

Throughout this application, various publications are referenced. The disclosures of these

publications in their entireties are hereby incorporated by reference into this application for all purposes.
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pyrimidin-2-yl]-[3-(1,1,2,2-tetrafluoro /
et hoxy) - benzyl]-amno}-1,1, 1-trifluoro- propan-2-oi M
wa2006/008801 , 1, 1- Tri fluoro-3-{[3-(1,1, 2,2- 560 PCT/IB2006/000374

tetrafl uoro- et hoxy)-benzyl]-[4-(5,6,7, 8-
t @tnilladeydparentap thobedkitiad 2-tyd arkinpt yayiousmadifioatioPs amd vagationpmay be

made @%e%a%'n@9@%w%@?%iﬁ% gue]ggyeloﬁg&lq)[% 91@ @éfkion. Other

embogiryntof{thelinyeptionwil beprparenpledhnsg wilgshn ihgiagfram agggideration of the

specifidatibh bnd Srattike bf the #vdrdibh di&d;l(bﬂéﬂ Geinh oy ihtehédtiafatthe specification and
uor o-

exam gy 2SS PP B LA TSGR gl 1o g peing mdiatec
by thepidliewiog ghpimmyri m di n-2-yl]-[3-(1, 1, 2, 2-
tetrafluoro-ethoxy)-benzyl]-anino}-propan- 2-ol 20 101
O M (R-1,1,1-Trifluoro-3-{[4-(4-fluoro-3-nethyl- 538
phenoxy)-pyrimidin-2-yl]1-[3-(1,1,2,2 / F
tetrafl uoro- et hoxy) - benzyl ] - am no}-propan- 2-ol 21
"ArlO (R)-1,1,1-Trifluoro-3-{[4-(4-fluoro- 524
phenoxy) -pyrimdin-2-yl]-[3-(1,1,2,2- F
tetrafl uoro- et hoxy) - benzyl ] -am no}-propan 2-ol 22 F
(R -3-{[4-(2,3-D fluoro-phenoxy)-pyrimdin- 542 F
2-yl]1-[3-(1,1, 2, 2-tetraf | uoro-et hoxy) - benzyl] am
ino}-1,1,1-trifluoro-propan-2-ol 23 Ar, 0 OCH3
(R-1,1,1-Trifluoro-3-{[4-(3-nethoxy- 536
phenoxy)-pyrimdin-2-yl]-[3-(1,1, 2, 2-
tetrafl uoro- et hoxy)-benzyl]-am no}-propan- 2-01 24 O
CF3 (R -1,1,1-Trifluoro-3-{[3-(1,1,2,2- 574
tetrafl uoro- et hoxy)-benzyl]-[ 4-(3-
trifluoronethyl-phenoxy)-pyrimdin-2-yl]- am no
-propan-2-ol 25 F F
(R-1,1,1-Trifluoro-3-([3-(1,1,2,2- 622 0\
tetrafl uoro-ethoxy)-benzyl]-{4-[3-(1,1, 2, 2-
tetrafl uoro- et hoxy) - phenoxy] - pyri m di n- 2-
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O/ F F yl}-am no)-propan-2-ol Exanple 26:
3-1[4- (4-Chl oro- 3-et hyl -phenoxy) -pyrimdin-2-yll-(3-tr
wohbasoweset hoxy- benzyl ) -am nol -1, 1, 1- PCT/IB2006/000374
trifluoro-propan-2-ol 5 Exanple 26 was prepared using
What ipcleicedist es anal ogous to Exanple | with the appropriate

1. Sh%B%b&QdHﬁE@ﬁér%b@l NNI / HC F3C-i NOCF3 M
6 (M:H)+ 10 Thr oughout thls appl i cati on,

varlous publlcatlons are ref Réd. The discl osures
of these publications int ei%*entlretles are hereby

i ncor porated by referenceo his application for
all purposes. 43 WD 20064090250 PCT/ | B2006/ 000374 It
wi |l be apparent to th5§E1\K/I ed in the art that
various nodifications and var|,~'ons may be made in
the present invention wthout arti ng fromthe scope
or spirit of the invention. Ref ~renbodi ments of the
invention wll be apparent _to those skilled in the art
from consi deration of the F@Bé@ﬂflcatlon and practice
or a pigrmadeatichi\seedpitabie sdit sicdadisedpduad @hereinl t i s i nt ended t hat

t I?-'? |ssq%?c§r{1£ bﬁ?&rb%n@ﬁqﬁl é‘orﬁ%@ﬁ%r%eh&g%’ﬁé&%’é ]ya@butoxyphenoxy 2-

Irit o
Ch"JFOPWéWt $- Qﬂorbl@]eﬁ@f(yl ﬁ@'%ﬁ"@@ﬂ‘y'pwoi%é OPIBTOFWtwk@P%yn%ChI%QLA'
ﬂuoroﬁf@n&@%&h@ﬁ@i—ﬁ&rmmxﬁm&ﬁ@ﬁﬂﬁ 3-dAloed-4-étByltHeadxyESIclil@ 0-4-

methyég?r?%y g—c lo zgl‘lluoropkfﬁnox%aé:eu toﬁscfléJPFéhen'_Qé [2\u§| dEﬁl(c;:rogh%?%xyé ? A-
dlchlosuah@omﬁ*p@whlgronh@oey .4-dijuorphesoxyy @ﬁﬁm@rqqhgmxb@%ﬁthenoxy 2,4-
dlﬂuoréprg'x%‘)z §-d|ﬁudr'(%h@m9 OBt metﬂo@bmm Qﬂ%}hylammophenoxy 3,5-

|
e LSS o LA SO b SRR
ethyla@virohhenoxy; dethfitsaoeibpienayy2- ﬂwnoeaalnethvipimnwubﬂt@ma@n@wylphenoxy, 3-
ﬂuoroéhe%ﬁi %ﬂBFbeé‘ m%pheﬁ ﬁ?rﬂ Mo@pﬂengiwxjﬂﬁagﬁ%ylpﬁér%m/ QlRorbphenoxy, 2-

enox or o- 4-f 1l uor opheno I
ﬂuomﬁ-teﬂwpr@mewquem 818%%%3%0@“%‘“3&? AP SEREsRsiRYenosY. 4ispgropy-S
methyfBhefdx@ Rapdieymsioxy,3- Aetdylmbhmdyﬂphemyi;éymethylthlophenoxy 4-methylphenoxy, 4-

methyghl(g’phgl iy %&&R%Eﬁ@%w g %hf“alo% Infid ﬁé’rll&g/ydf -nitrophenoxy, phenoxy, 4-

Vior o tor ophen
propyRheénog, ﬂ1pu:@p>o/ph@ww9 te@b@lwe“%t“ﬁé b‘W@W?B?(’SY 2-(5,6,7,8-tetrahydronaphthyl)-

oxy, 43rnﬂlof6ﬁfem&yéﬁémp BQﬁQWmetﬁo@plﬁhnﬁkﬁhlﬂmhor@h&ﬁ‘ﬁbh)éno@ 3-d
trlﬂuowngiﬁlgyeﬂﬂgngg%ﬁ%‘worogq%\o¥ ? 9 g!t]r(%lXXrb%heng)théljl Cl Itﬂf%{l:-(t)rﬁ/}f)henoxy 3-
d|ﬂuor@mthhgybh@omaﬁmyhtpﬂwmbhylpheﬁom 3 ilohd2 @Irﬁ%{owythpmmﬂw or 3-
trlﬂuor%nrekhylgﬁogh&o%: hyl ﬁhenoxy, 3% f 1 uor ophenoxy,
neter eno uo 1enox .
1V oieq- 2 et PERBAOA e APl SRR RD R ony o piucromethyl.
fluoro-3-trifluoromnethyl phenoxy,

2. 274k Qnéické;thhérg)%a‘ﬂf@w&leﬂhenoxy’ 3-i sopropyl phenoxy,

4-1S0 henox 2 nethylphe (0)4
3- Rt mﬁ@rﬂywphegwmﬂﬁwo& eﬁw{phw%. 2GstrBiqesegenoxy, 3.4-
dichloﬂodﬂi@rﬁcﬂy I3piTR BN Ethodphenoxy, 3,5-dimethylphenoxy, 3,4- dlmethylphenoxy 3-ethylphenoxy,

3-ethyl-5-methylphenoxy, 4-fluoro-3-methylphenoxy, 4-fluorophenoxy, 3-isopropylphenoxy, 3-

methylphenoxy, 3-pentafluoroethyiphenoxy, 3-tert-butylphenoxy, 3-(1,1,2,2-tetrafluoroethoxy)phenoxy, 2-
(5,6,7,8-tetrahydronaphthyl)-oxy, 3-trifluoromethoxyphenoxy or 3-trifluoromethyithiophenoxy.

3. A compound according to claim 1 or 2 wherein
R' is 4-chloro-3-ethylphenoxy, 3,4-dichlorophenoxy, 3,4-dimethylphenoxy, 3-ethylphenoxy, 4-
fluoro-3-methylphenoxy, 3-isopropylphenoxy, 3-(1,1,2,2-tetrafluoroethoxy)phenoxy or 3-

trifluoromethoxyphenoxy.
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nmet hyl t hi ophenoxy, 3-nmet hoxyphenoxy, 2-naphthyl oxy,
2-ni trophenoxy, 4-nitrophenoxy, phenoxy, 4-
wonropyoienoxy, 4-propoxyphenoxy, 3-tert-butyl pOems20ye/000374
4-tert-butyl phenoxy, 2-(5,6,7,8-tetrahydronaphthyl)-
oxy, 4-trifluoronethoxyphenoxy,
4. 3aldombbiareaRditias YBReNINtein AL it Bichiblecd- QREiHaYdp BENLXY, 3
20 trifluoronethyl phenoxy, 2,3,4-trifluorophenoxy,
dimethylpRenoXy.r i f | uor ophenoxy, 3, 4, 5-tri met hyl phenoxy, 3-
di f | uor omet hoxyphenoxy, 3- pentafluoroethylphenoxy,
3
S s L
1,1,2,2- tetrafluoroethoxy, pent af | uor oet hyl ,

t rI'lhé EM@%H}I—GX%@ QDinbgthyi-bhed6xy)-pyrietidiyR-yi]- [32{5 12 2-tétrafluoro-ethoxy)-
benzylg-argﬁ g é?@coorcr) grlog 5 o o%%hmn%ﬁe\’ﬂ%fﬁcﬂ It of said compound.

enoxy, or o- y p enoxy,
2, 3-di chl or ophenoxy, 3, 4- dichl orophenoxy, 3-d

7. | fT'hH QBrﬂﬁ&l‘hH‘ @R‘)QGF{PE@Q?WNO@ eﬂwﬁbhﬁh@@ﬁWrmﬁﬁi@ﬂ-@lﬁ& 1,1,2,2-tetrafluoro-
ethoxy@ bgpﬁl»]@rrgno H)}T'f&ﬁér%%@fn J] 3/ PF %gr}aém%de%%aﬂ)g/?mﬁ%t%%%( salt of said

compdﬁﬁluorophenoxy, 3-i sopropyl phenoxy, 3- nethylphenoxy,
3 pentafluoroethylphenoxy, 3-tert- butylphenoxy,
3-(1 2- tetrafluoroethoxyg henoxg 30
8. ( 5¢\ r@etl;ocgfb& t@ap@w%ﬁlgrﬁﬁlﬁ H:y[o,w r Qr)‘}ery diséase, coronary heart disease, coronary
vasculdr 8isédst, Wweripheri aesuy4p draaseydysipidemia, hyperbetalipoproteinemia,
hypoaf'phal é)logro%é% Q,[geﬁ)}gg cﬁﬂs?epaéﬁg)%pertn&¥%e’%&ﬂgngﬂ 1%&95Igété}glemla or

or o- 3- et hyl phenoxy,
myocgdiaLigfaretiindt @ pREmaddy, ad@ngiqglpg-,t@taﬁ'g,qrrﬁﬁ% Wd of such treatment an

atherodtiBloBiy| o@hﬁé}? éﬁ(ery diseckt, WoroRarg hemrt disgbgd) edtongyy vascular disease, peripheral

vascue SR B PP ol BB RB T RN eogroiipeme
hypercholesterntenuariny reasiglyrRedeo)s fardfligl-hyperzoaesteyaepig @r myocardial infarction treating
amouﬁ;cg{é 'c&g;g&ﬁé QR34 6 ot 7, br £HERRILBGEICARGRESMADE shiPofehidictsbund.

wherein i's 4-chl oro- 3- et hyl phenoxy or 3, 4-
dlnethylphenoxy 5 5. A conpound according to claim4
9. whepleirnadetidalcothpdsitidn Shice toradrisesor tberapetigally efectfe@mount of a compound

of Cla@Q o&pfd%r a pélarmaceutlcaIIK fceptﬁxble salt of said compound and a pharmaceu(tlgj_ally

phenoxy) -pyrimdin-2-yl]-[3-
accep aPIGZ’eQ'CIFéi"P%F PRFBISC et hoxy)
benzyl]-am no}-1,1,1-trifluoro-propan-2-ol or a

10. P h,g {r}hnaa%gc%a lc%%loh%os‘rflt%ﬁ & 'ir%q}egtm%ﬁlj dr atﬂgro§@ér95|sc chmmeryjo%ease

coron(arR)heai @lﬁeﬁSQ 4ommva§c@aré¥a¢me pBRRSH yRSCHIAF disfags. dysiiridania,
hyper@etﬁlgpoﬂro?emgmtaeﬁ éélﬂ)HéﬁUo@rotememla hyperchoiesterolemia, hypertrlglycendemla familial-

hypergh%q%%%‘ﬁ@g arir?{ ?r?n? ﬂe%gc& %B [ngmggh/hl g{ m§ns&g anhera gutlc%[y effective

amouBt of A combdund off ataim tl rﬁ‘e at7,9ga amawearosst@a@rampéableca‘@k @fﬁaudyﬂompound and a
pharnfdcb&lcH ﬁbée%%l@welﬁ&é QM@hYorlkeR&t di sease, coronary 15

vascu di sease, peripheral vascul ar di sease,

dysl i pi dem a, hyperbetal i poprotei nem a,
11. hyperdrpbalutiabmbingiicheningositioy penrkiod:es therapéutinallg effective amount of a
Compoga%Q%EF&*%cerlden1a fam |ial - hyperchol esterol em a or

infarction in a manmal by administering to
a wﬁmmppwdrﬁ@@dwe@powf\d beinga GeEpeung pf claim 1,6 or7, ora pharmaceutlcally

acce@éd@géﬁ%ﬁéaﬂ@mp&ndcor onary artery di sease, coronary
vgg %«%ﬂogé gogf})g@ys%al %g{qyc’g\ﬁgé% gg‘lF\g gn ﬁﬁgscedA rgcﬁfc[aggllﬁﬁ gilor an MTP/Apo
B sedngtioe nbibitanl 4 RRASR modiatrerd kile abig rruateishialtibiion grcbelesterel igbserptigg inhibitor, a

chole R)?f}fﬁl?@é ﬁ ﬁlﬁﬁfopla%ma% niB¥ P QlofulreI8ds¥ FREH C@éﬂnfbmatlon of niacin and lovastatin,
perc OeStero em a or ar t|0n

nf
an iog- P’é‘éﬁ”%@es'%%ﬁfﬁ@x'?ﬁﬂt &n AGAp skt oF @ n%l%ﬁ%SiQUéé“aaF ,
a pharmaceutically acceptabl ggsalt of said conpound
9. A pharmaceutical conposition which conprises a
therapeutically effective amount of a conpound of
claim1, 6, or 7, or a pharnmaceutically acceptable
sal t of sald conpound and a pharnaceutlcally 25
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30 hyperchol esterol em a or nyocardial infarction in a

mamal which conprises a therapeutically effective
wanerwoxsd a conpound of claim1, 6, or 7, or RCT/IB2006/000374

pharmaceutically acceptable salt of said conmpound and

a a pparmeesdenlvehisls dilienfoteastiqibl e vehicle, diluent or

carrier. 11. A pharnaceutical conbi nation conposition

o ARk DA R FoP e BT BAr o gomseune s
an HMhOqroredattdse inhipita ocaRpaR ngdddétoc| aim 1, 6 or 7, or a

phar maceutically acceptable salt of said conpound; a

second conpound, said second conpound bein HMG QSA _
13, AcliBtmaseHtiEs KPBRIRaYPn COmPORe %ﬁ%dm%t%@@? et W*geﬁem the second compound is
lovastathditavdsexin, plavESPAR fabtdtiaf adryastatibirlvastaaio, rosuvadiqiihak gitavastatin.

i nhibitor, a cholesterol absorption inhibitor, a 40

chol esterol synthesis inhibitor, a fibrate, niacin,
14, slAguethasl ferdreetingj attelosclergsie Bresnamans spmsEing peBNiteRefo 2 mammal in need
of tredtReAmbRbE: N, an I on- exchange resin, an antioxidant, an

ACAT i nhi bi r.a bi aC|d se VWO ,

G5t 600 et B RS maR G ey  SSRPRR Pt 1, Y, M Rhcatcay
acceptableiselt & saidicbropmuhd;@nd carrier. 12. A pharnaceutica

c %@deﬁﬁtcbr%bu%e gaars) %éc!oh@ Borﬁ\&daﬁé BhiftCant e CaA Rde8asth&itba PPAR

t he second npound %%? reduct ase # nhi bj t or
modulgior, 3 cml%tgr?}@a%ﬂr%{p%phlb@r %cho /g‘stﬁliqhﬁ,yﬁtaesgughltag[ a brate, niacin, sIow-
release @ibih,edombdImaticdropaisdirt arainovastei, di ivg-ekahandeaesin, 24 anffogidait, mn ACAT
rmmm&nﬁa%ﬁ ea&gﬁgwnd is lovastatin, sinmvastatin,

St at I N

uvastatin, atorvastatin, rlvastatlnt
r owfwﬁ@thatamﬁurﬁ of ffst nPepepandicAMPauIds 18syiit A Bigrapeytic effec
treatlng atherosclerosis in a manmal conprising

15. t l?tg%r?atc é\}lr? rté(?rapeupa %FJ%[ n aSal g'lea?conéﬁswgd{ opa'i:ﬁag;%g W‘Ea@gomatmn a first
therapsotprean¢on prisgigi tlpﬁrqaeu@aﬁ)feﬁgectlvg ampmt ﬁf@d@mpp@gimf y‘lalm 1 or7,ora

pharn@a@&fﬁ@éll?g&:‘%péaé LalQf sﬁ@é&n&@ﬁ@%%ha%@e@c&l? 6€JaBtable carrier, a second

u sal, seco
verage g ORGP iSRRI gLt P B ot
PPARahainlapt,i aomholestiroksbs@ption inhipkiorl & shotestelol sypinesisishibitor, a fibrate, niacin, siow-

releaéer?\ba'cm J &rmbln%tlcgrf c?ﬁlgélﬁanﬁb\?agfaﬂw af loRWschhrge r@éu’? 3% @nftixi@&He,n ACAT
nmbi nat i on niacin and | ovastatin,

mh'b'%qﬁ aMW@QU?%gwt And & phasmpseyiicaliearceptable CAEE&Fra"di JrReigns 8y
admiritraioniaf $6d fastiafdld seequteticniam aovees Bk thetabeutiaptfernt s of
first and second conpounds result in a therapeutic
effect. 15. A kit for achieving a therapeutic effect
in a mammal conprising packaged in association a first
20 therapeutic agent conprising a therapeutically
effective amount of a compound of claiml, 6 or 7, or
a pharmaceutically acceptable salt of said conpound
and a pharnaceutically acceptable carrier, a second
t herapeutic agent conprising a therapeutically
effecti ve anount of an HMG CoA reductase inhibitor, a
PPAR nodul ator, a chol esterol absorption inhibitor, a
chol esterol synthesis inhibitor, a fibrate, niacin,
sl ow rel ease niacin, a conbination of niacin and
| ovastatin, an ion-exchange resin, an antioxidant, an
ACAT 25 inhibitor or a bile acid sequestrant and a
phar maceutically acceptable carrier and directions for
adm nistration of said first and second agents to
achi eve the therapeutic effect. 47
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