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WO 2004/ 082675 PCT/ JP2004/ 003589 1 DESCRI PTI ON

METHOD FOR | NCREASI NG THE ORAL BI QAVAI LABI LI TY OF
W®2002/082615 (2- ETHYLBUTYL) CYCLOHEXYL CARBONYL PO/REN04/003589

PHENYL - 2- METHYLPROPANETI -1 1 OATE 5 TECHNI CAL FI ELD

This invention is directed tlo nethods for the

treatnment or prophyl axi I ovascul ar di sorders.

10 BACKGROUND ART Wperﬁﬁgﬁgﬁgﬁiondi ti ons associ at ed

with elevated concentrations of total cholesterol and

| ow dengidyp | A RORE@EREfivd ik )orahOd Ral £k af e BRj Of

s 2- (19K (f astersTi oy cvceonenyal yarBemyt: Afiee @88y vIaAng- METHYLPROPANETHIOATE

atherosclerosis in particular. Additionally, nunerous
studi es 15 have denonstrated that a | ow pl asma
concentration of high-density |ipoprotein (HDL)

chol esterol is a powerful risk factor for the

devel opnent of atherosclerosis. Chol esteryl ester

transfer protein (CETTECHNI§AE|I61EE’E protein that

facilitates the npovenent chol est er ester nd

tri gl PeeHveeionjs dijeesd tpamrs@leés for s %W@r P lbf@m of
cardivaeiilar didogdes@venent of chol esteryl ester fromHDL to

LDL by CETP has the effect of |owering 20 HDL

chol esterol and increasing LDL chol esterol. Inhibition

of CETP activity has BAERGREROWD ART ef f ecti vel y nodify

pl as IE'—I?p %‘1{1&% éfoﬁ&ﬁ&}ﬁs Qs)éo&%t@f %ﬂ{b%tv@{eﬂsc{mcéﬁ@aui)ns of total

hol
cholgeitgm? qu lowedensithiiponaetgin )shelestierad areuBigr Tigefastorpien
coroyllaﬂy h%ﬁt{c)i&b%ﬁs!%}’éﬁ%H&B&F%}P?%ﬁpeﬂﬁéﬂﬁe%cﬁﬁmm gﬂm@&o@}studles
have gl g plagsys “bicbolr RIS SSiE Npop s €D
chol(é?%tlghisaﬂ pcﬁstgrial risk fhctobifsk th@desreﬂ@ment 4Bath&568e13532
a er

( 2002‘?lfl RN s B progih [@@ P?a?tﬁ%(pi%t?% tE%‘?%‘“z‘é%‘?es the
moveDBNI))chokestERA e§teis-and tr@lmdriglgs Wt)wegfcmjmx yippproteins in the blood.
The ﬁﬁfv@&@ﬂﬂ demb ROLR] @ﬁé(% frod }@L I?CYL P 'hQ@fh% eﬁ%él: m&ﬂermg

I ncre gDaSYTH st er gl

HDJ¢ gleolestest frndéflcraasmg br%l))leaﬁ%ﬁplu Hﬂvlaﬁalﬂ 9§C{E§ﬁ @ﬁtewy h@@een
shox@ﬁ oA ffoctifsl rg@mﬂ@%&tﬁé BDIgL DA ratlosswél@vatﬂgthfa 18DL cholesterol

and VF%’/‘WE@? %8&@%% pl. SaE %ongll[ ]1aEn no) phenyl ]

2- met $2-0 bfiredybuodicgclbhsybleamosyltammind phewidt2-ease LDL
11‘16’[1}3/2%85?@ ?ft %ktg hgst be%%ﬂg\pfﬁ goebe(%lpﬁhgﬁlt%} %%IETTP Sctl’flf?f ?m%ﬂlam (de
Gro@h[epal(,[Fitcificst WA, B@ﬁ%}@@@%f%)@yd Fabbits (Shinkai et al., J. Med. Chem.,
43, 58960958 beam) ned R amYdt bl 21therosclerosis, 162, 131-135 (2002); and Okamoto
et al., Nature, 406(13), 203-207 (2000)). S-[2-([[1-(2-
ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-methylpropanethioate has been shown to
increase plasma HDL cholesterol in humans (de Grooth et al., supra) and in rabbits (Shinkai
et al., supra, Kobayashi et al., supra; Okamoto et al., supra). Moreover, S-[2-([[1-(2-
ethylbutyl)cyclohexyl}carbonyl]amino)phenyl] 2-methylpropanethioate has been shown to
decrease LDL cholesterol in humans (de Grooth et al., supra) and rabbits (Okamoto et al.,
supra). Additionally, S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-
methylpropanethioate inhibits the progression of atherosclerosis in rabbits (Okamoto et al.,
supra). S-[2-([[1-(2-ethylbutyl)cyclohexyljcarbonyl]amino)phenyl] 2-methylpropanethioate,
as well as methods of making and using the compound, are described in U.S. Patent
6,426,365.
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nmet hyl propanet hi oate i nhibits the progressi on of
at herosclerosis in rabbits (Ckanbto et al., 35 supra).
w®2402/08J6f1 - (2- et hyl but yl ) cycl ohexyl ] PCT/JP2004/003589

car bonyl ] am no) phenyl ] 2-net hyl propanet hi oate, as

wel | as nethods of meking ad using the conpound, are

described in U S. Patent 6,426, 365. WO 2004/ 082675

PCT/ JP2004/ 003589 2 It woul d be desirable to_ increase

t he Bf vavldiheadssirably togincrenss the biogwaiteability ef theaptve fopm pf S-[2-
([[1 gﬁeﬁwﬁb@}éﬁymbh&a&ﬂlc%@mdmlﬁa)rph@m 3 ainapepaelibate to increase

anet hjoat e ease t.he ex

0 inc
the cXHBF a6 ERCHBR e EHog A IS B FIoTS Frapais B REIE! 3 isdiof Of doing
so, fosxampis ahmadh@f ofttedatigg cardiovhseulae bsonlees using®{ (¢l -¢f

ethy@yﬁ@tcxglgg} i@%ﬁ% ﬂiliegplﬂ 6)@%@%@1}? ?‘{GM%S}’%}&HB%’ {ilak 11ias 1?101%ased

b10aﬁallabtlﬁy bpitopdive tfcbmroandg t}msamnma@d afficasaeliowing oral administration
to pzt?ifeﬁﬁc a saipbﬁtlto}i p?(gvﬂlés%fx@l?& e ddOsIaI a fdﬂ Hém hﬂﬂ QV ed

owi ng oral adm nistration
pharmgpeptical omnosiiop cewPHEBE 8Hegrapeugisal Wd?ffecage m@wm% Sa[2 (I1-2-
ethyfblufyl)“e?@lBh@@y'l]@ﬂrb@nﬂ!]‘eﬂﬁﬁ’f&)@ﬂbh@l]:@-lln&l@ﬂﬁ@@hﬁdtlﬁﬁat@ @ﬂmal si ng

pharglaﬁ%%&aﬁx, picgg‘@*)%ﬁéggw ]prcasgpggxﬁypﬁ(j)g%a%% Bﬂ@ ﬁ)(;%x{\tglnel( wherein the
presé@ibirng mfbmratioa medlindes athecatut patibft aandirecaiminsaition of the drug to

1mpr%% Ef&x@g a%ﬂ@ﬁr ﬁ“héns g ﬁ]%f; ﬁd\gh %Bé 5‘5 tHE H‘P}e 11%1{, aé‘%u s additional

rescr
mvcnfrn‘(ﬂ feameesawil l@ceamJ@reat pem féﬁ deSCéga@mofwt@e amwmnsmrpmdﬁ@ Rerein.
of the drug to inprove bioavailability. These and

ot her advantages of the inventi
addi ti onal mvenlpls\é@%lé?‘é H\?Q,ENIT?@QEapparent from
t he dEsGhiditionPprafiddshenéthve ot ineﬁamgmedﬁ@hdaﬂmh@ of tHdbactive

form S b Cr By BAS DR ok r o et PRy S5 EreSlpppapgthioate

in a patremt weiirfed-(1- ([ﬂl*(QE@thylbyﬂyDUqubI)az{yﬂ barheno]aino)phenyl] 2-
metl rB@éﬁéh 4Tk ﬂ%}aﬁ)gl%@%%n %’:[FR{[?Y propanet hioate in a

recelv ethylbutyl)cyclohexyl]
ethybatissgloh @mlh@t)bpméﬂwmpom eyl Fryncpidpranaqaiitioate és eombaghin a

har)é%?&%icﬁl c'i)’nli}?osftfoh Iwhigh %ﬁ% Is}éi &2&2 t'ziéh’fﬂﬁ’ﬁ#ér]ng a therapeutically
i
e OmoNEhe e SR R ool B S Asol DoAY Ribilty of the

actmiéﬁbhﬁ) daricbarprilarsd by ah ncreasinnths beimgnalasma concentration of the
actiy} gerapeutl cally effective anount of the drug to the

6 Pi%nt with food. The increased bioavail abil i ty of

t he Eltetmthlbo rtsopaovides cawettied obihchepsiap thawxitesd stabisarption of

o R TR S o b e
meﬂtﬂliaroaaaeéwat@ﬁs ARGt hyOthe gonceptigiionseftthe activg rfq»ﬁnbattamed i the
bloo@stréark bldrt{nde 8f ah%éttéﬂi ﬁébél@ﬂl@ltwwlll}l an oral dosage form. This method

comfiites oPly S ipRRBE A sraieus oy SRRlREAAG T b Sz it

ethybutydjcpeldhéxyl fclbon il amaido phewap2 -onetlny [ piopenatifioate pathie @atient with
food" eceiving the drug in an oral dosage form This nethod

The invention further provides a method for decreasing the activity of
cholesteryl ester transfer protein (CETP) in a patient. The method comprises orally
administering a therapeutically effective amount of S-[2-([[1-(2-
ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-methylpropanethioate to the patient with
food.
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conprises orally admnistering a therapeutically
effective anmount of 5-[2-([[1-(2 30

we@edwlokasry| ) cycl ohexyl ] carbonyl ] am no) phenyl ] PCT/JP2004/003589
2-met hyl propanethioate to the patient with food. The
invention further provides & nethod for decreasing the
activity of cholesteryl ester transfer protein (CETP)

in a patient. The nethod conprises ora
adni Mihsteyantign addifienaliyaueyides a lgile@f)fl é%&ﬂl%gre%ah?r Rgpphylaxis of

a ca@l&v@soﬁ[a{r Hisordes ? £pienpute hethet @bxﬁiﬁtﬂsds orally administering S-[2-([[1-

B RN A0 Ve M O

withJoddhe i nvention additional I y provides a nmethod for the

tr eathﬁg{%\é&r th@.r%?emﬁoﬁﬁ{og S8 k?t c%ﬁ'{sp‘ij sﬂlgaa'%rﬁﬁceqhéﬂ gﬁbosition

in a

compuisigia ﬁxemen@ce@y[eﬁfegt[v{elamqmu ef HH[LH;@ ) cycl ohexyl ]
ethyﬁﬁfﬁﬂgéﬁbﬂlé&%]e%eﬂgfﬁfﬁﬂl N%,h&wlmmlg@ﬁ&smmaﬁts ah®at he

ver., tHe.invention provjdes

PhafalaR‘?ltthé]bh%ﬁcPB‘iaW@ CAT iSRRI RiRrmatinn, 444 # ogainer. The
resé‘tﬂimg inFdrithtion iMgidpadvice sl 4 at&hf Rghidite; theadminivfation of S-[2-

(B GehphhakaBsmterl 116%9}?3?@?&%gheéwr&g%eﬂgﬂ%re yith food

pharmaceutical Iy acceptable carrier, prescribing

I nformati on, - angar PRAAIPSION BIPDRANRRGESDI g

|nformat|on|nc V|ce 0. a patient regarding
admi rliigyre dtip & hinedr pgat[oi thegeometric mean plasma concentratlons (ug/mL) of

the z{ch{félfo(n% dtpeldput LétﬁMBh@D@%d[éﬂex?ﬁée@ .{g’l cggR@iggrwI]

t
metlEoTORERANRES P AOOBTS 18 CotppsaqnAls PRRCy. RSB QT | ¢

admifBasedbas My dfehRe[I-@-dthyibutlyd gglfdktrx]liewll‘] carbéreyl matino)phdnyi|r-
ohex

meﬂ@é‘?%%%ﬁﬁ@é# %tfpfe%cg&l ‘J"'H%(y%gg rfdgt hyl p?/o{oanet hi oat e over

36 hduigwei2is Caomadigarithmt plop af thergesmeinisonensrpasgraggongentrations
(ug/ﬂx?;g'o g%t LL‘%’]E gﬁ)ﬁ%tﬁg b&g 2 et%?utﬁl)yclohexyl]carbonyl]ammo)phenyl]

-me;thylbtﬂwnq mvsh hoyrs n Wﬁ?’l‘ pisi whe weg erally
admfrﬁﬂére@ QOMgI”@S-[Zf qpld(z &hﬁBﬁ@l)Eydl&le&yH&dfb?ﬂ}@?ﬁﬁhd)bmmll] 2-
sma concentrations

metlgpiefbittc T Taed PLuTEOR foof

S-[2- I(1E1[1rfb (i phit loy tHeuhgan) dhyeges iexy biseline (pre-dose) in CETP activity
over. rlﬁoon %1 @aﬁc%agrpﬁgﬁﬁ)allentg Q’VI‘?O \%31'% %?Alﬂiamﬂﬂﬁ{e%m 1@‘6?5’ [2-
([[1-42Hethylbaityd jexdlob ey fegrbofiy1] ammo)phenyl] 2—methylpropaneth10ate w1th food or

w1th§u{%o L[ 1-(2-ethyl butyl )cycl ohexyl ]
carbonyl ] anmi no) phenyl] 2- nethy Ipragcﬁ)aneth oate with

f ood 1OBURRi% K duptotiad @a:an ﬁ@ﬂ qetizties apdl gicag plasma capegptrations of
the &HREO G cfffSJ[B @[Pls@l etﬁ?lb(l@il)eyd@lmyl]bﬁb&@mnﬁﬁé)lpheﬂm 2-

ucasl

metlg?f%rop'sl,n l{ﬁ Iog?r AJPUELH %c%sflanénﬁg pa{3 ents folwgmnél\ﬁle%ral
administration of 900 mg of S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-
methylpropanethioate with food.

Figure 5 is a plot of mean CETP activities and mean plasma concentrations of
the active form of S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonylJamino)phenyl] 2-
methylpropanethioate over 24 hours in Caucasian male patients following the oral
administration of 900 mg of S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-
methylpropanethioate without food.
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25 ([[1-(2-ethyl butyl)cycl ohexyl]
car bonyl ] am no) phenyl] 2-net hyl propanethi oate with

wo owd/0gas75 Wi t hout food. Figure 4 is a plot of PEHRIP20EIB3589
activities and nean plasma concentrations of the
active formof S-[2-([[1-(2-%thylbutyl)cycl ohexyl ]
car bonyl ] am no) phenyl] 2- nethyl propanet hi oate over 24
hours in Caucasian male patients followi ng the oral 30
adm ni stration of 900 ng of

S-[2-1Thd ﬂavélﬂroﬁtlf‘&ﬂréibtlicb’tb)rﬁétﬁd)d%rf@?(h‘ﬂlﬂrOVlng the effectlveness of the

s OR ST B B R BS Rl 2

metlmy&pm)pmialame Cloonein néfeaed res C(’xfmpddnd Dpaxtdi/ orefof e rlmea1frnent or

( 2- )
pronfgeS i oP b el LMK Uisonders inalads, bt are g timited
to, chutivwas¢iiarchseases p@mnmlh@at@ém@w eorprAry euEglitenss, or al 35
@éﬂ?ﬂdﬁ??{) ‘Ajse‘ﬁﬁa gt)wqg@:l{@f 8bL cholesterol) hypercholesterolemia, and

2-et hyl but yl I
athegose el [ dTiRLAERRIFS that i iy %f%i;fgrpéwm&atbé( the toweeive

methdRdncl¥e, BROA¢ Q&Zﬁﬂﬁecﬁ@T Ylﬁ)‘%ﬂﬂﬂdétﬁ)i@ﬂ%&ﬁrterﬁldﬂl @ypertriglyceridemia,
t.ion tes di.rected to nethods for i mproving the

and Yl?eé@]?lld%rﬁ YENYE- the administration of
S- [ 2- Chinpoiizt-Idtak sHebiotlgwingystiuotuest yorhuda:bony| ] ani no) phen
yl'] 2- methyl propanethioate (herein referred to as
Conpound 1) and/or for the treatne or 5 prophyl axi s
of certain cardiovascul ar ygt.sor de hese di sorders
i nclude, but are not limted [
di sease, coronary heart disea griary artery
di sease, hypoal phal i pdpFat ejne 31 ow | evel s of HDL
chol esterol ), hyperchol esterol em a, |and

hat may be
treated or prevent ed by"the inventive nethods
i nclude, but are not |

hypertensi on, hypejErig 10 and
hyperli pi dopr ot ei némi a. npou as the foll ow ng
structural formula: H3CO15 H3 HNC H3C I | /

20 Pharmacoki netic studi es have not previously been

S RO T A MU e
effegeotdoad on ﬂmqﬂamlmekmel\mmfalhﬂ actigt ferat ofdormpmind 1. In general, food
has Q P{?uaé/b% %i%)ct oh e @é@%ﬂaﬁﬁfy’t élteanaa%ﬁ{éé %gf u%rqg%g% mteractlons may
resuiltnu rethised dsgasccbm inceasesl wstentie Brug avgilabslie, Sée -2 Wellmg, Clin.
Pha¥¥ibiddide., §45h Mo4-34 (1984).

It has been discovered that Compound I can be administered to patients in a
regimen that increases the therapeutic effectiveness of Compound I to such patients.
Advantageously, when orally administered with food, Compound I exhibits increased
bioavailability of the active form of Compound I in patients.

Accordingly, the invention provides a method of increasing the bioavailability of
the active form of Compound I in a patient comprising administering to the patient a
therapeutically effective amount of Compound I with food.

As used herein, the term “bioavailability” generally means the rate and extent to
which the active ingredient, or active form thereof, is absorbed from a drug product and
becomes available at the site of action. See U.S. Code of Federal Regulations, Title 21, Part
320.1 (2001 ed.). For oral dosage forms, bioavailability relates to the processes by which
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Phari nacokinet., 9(5), 404-34 (1984). It has been
di scovered that Conpound | can be adm nistered to

WE 04082635 i N a regi nen that increases the thePEpERAMI4003589
ef fecti veness of Conpound Ito such patients.
Advant ageously, when orally administered with food,
Conpound | exhi bi ts i ncreased 30 bioavailability of
the acti efor mpound_ | in patients

the ativg r‘%ﬁrﬁ‘g‘l’ﬂ}t 1S {he S?Chff@ﬁtﬂﬂ%ﬂf ab#wgaﬁ:pna Cfﬁeta%‘?iefoﬁolwerted to the

actwmﬁihﬁf(ﬁi thgadthe 1@@@1&1&' ib bt dlichdy 0F actiVeefoad), ian@ MRt dthe site of
rising administering to

ent co
act1?rh§ gp’aat%?%rlrtffa o flﬁesygslgt& T, aitlf?n ef fective anmount of
ConpoWhdle nowivishirfgtode bésndiseanyhearacudar thewrytie isthypothesized that

w1thn*? ﬂ{%aoé)ﬂm?g Iaﬁ%]r)f C&ﬁﬁ(ﬁﬁﬁlﬂlé’ hﬂ;ﬂgé‘lgfﬁ?& ngalﬁs%z% ﬂ%rlﬂrfeF K08 the

smail Helegsr to fermpbdHHe@- efthsdhutal)@brcwaw%@mmnyé]ﬂmln@elmmﬁ ghiol
(hergatfedll © & CoMBoRIdIE). U iskabivRMhat RRS 1ﬂ61§ulag‘%\¥$ H?fthlo

Federal. R tions, Title (2
compgReT tie- %gggéu%?wmﬁ}e&i‘é&W%@iql’i@t @ﬁdrlgglaw cHlgF pRight thio
componses@es Poyt-SH), sllibh\:%@pE@Mbé Q82 prdbeiRd. @ PAOMhe Q@r&ﬁ&ﬂ 3)

o5 ALE OD3E] B0 SRRl b5 oGRS
(S- S(bdndﬂ h@\vacln pywithimghegioletlci(scenot., Shimeatet thel. &étameogr. B, 659,
227 f(pgg,];)), ’ﬁﬁgef&%vﬁ% ﬁ@o&ﬁé%z@d {18t Qlini ngﬁé bORy %‘?ﬂ fatlent Compound I is

absofb i nto stemc crrculation
conjjigalpd Wgt 1w 198 hlﬁé\dﬁ@iewarmglaéhwiﬁgmld prieRsk tilsulﬁtie& o to yield
dim&¥ PO UoepoardIIt [Saice tﬁes\é\ﬂférﬁis rbré Reanld¥atdh-radiRabh %&&mbnum with

eack{ ?{ng vgﬁglloplpowegﬁt ?lﬁ%f/ tﬁ la? %ve 'as tng)mpoum? fI are cg{lectwely,

but 1®t[eR¢Ipfivelly 2ccats tuigted syt Ir@felyed Hexsdffec ag the ayliteaoim of ghampyund 1.
I e f nd I1). It is
Theﬁ%gkﬂh h%€£ﬁgk$k£1%§u 5&‘%3&.ﬁgﬁgﬁgp@?gonponents
(i.e., RSH), such as cysteine and gl utathione, and
hi gh nol ecul ar wei ght thiol conponents (i.e.,
Prot-SH), such as peptides and proteins (e.g., enzynes
and cell 10 nenbranes), exist in the body as m xed
di sul fi des containing an oxidized disulfide bond (S-S
bond) between or within the nol ecule (see, e.g.
Shimade et al., J. Chronzatogr. B, 659, 227 (1994))
Therefore, it is hypot hesi zed that within the body of
a patient, Compound Il is conjugated with |ow or high
nol ecul ar weight thiols to yield m xed disulfides or
to yield diners of Conmpound Il. Since these forns are
in an oxidation-reduction equilibriumwth 15 each
ot her via Conmpound 11, all of these forns, as well as
Compound 11, are collectively, but not exclusively,
considered and referred to hereafter as the active
formof Conmpound I. The follow ng schene depicts the
above-descri bed hypot hesis. WO 2004/ 082675
PCT/ JP2004/ 003589 6



ouoCc2- ~oE bo0o-"-+_ d) o

.- rr33(r) a0 -mo A ~TO(r) UM= cC=0
wW@Rgo4@B2675C~ 1 C.?2 Mhh I H OUU d) 2 U R@x/Jr2004/003589

2004/ 082675 PCT/ JP2004/ 003589 7 Wiile the

adm ni stration of Conmpound |6is a particularly

preferred enbodi nent of the invention, the inventi on

al so contenpl ates the adm nistratig

conmpounds that wll yield the act

I, i.e., other prodrugs f the act

Such prodrydgs, for exanpte
t hat—-have di-Ef®rent mercapto
tiFISr@sult in the/for
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weight thiol ce

'_'-'2 N v
o 2 g
> 8
Sﬁ
>
(9]
o
Compound V
(with high molecular
weight thiol component)

Compoumd

Plasma

Q

g

7

o o)
o2

RS-

Spk

£.= 8 =
NS T

Compound I

Compound 1

HsC

H3C

HN
Compound IV
(dimer)



10

15

20

25

30

35

(e.g., Conpound I1) in the body of a patient (i.e., in
vivo). The term "nercapto-protecting groups" refers
W0 e00s082605 | y used mnercapt o-protecting groups (BCHIR20e£003589
described in Wl man, The Chemi stry of the Thi ol
G oup, D. Patai, Ed., WIley-Tnterscience, New York,
1974) . Any organi c residues that can be dissociated in
Vi vo ed wi thouf particular 10 restriction.
Ex anp@ledﬁe Pistaiion P‘{/C%IHP?%S‘I Ids arppeigpterly prefeised ermbodiment
of tl@H muaﬂloaar thed@enfibP8do tonterpltes fiad ﬁﬂﬁm@txﬁ‘&ﬁ] SXther Uofh fpounds that

furth t | .at th
will 318 B v S P R Tt oot i v Bt
Compchmd It Bach prodiugsfoo@sampde, @ap pe sompsurids thydt bavk different mercapto-

pro%%ﬁd V%r 1215%’ Bﬂ@&at@ﬂﬂ?%gﬁ% the f])%gﬂ?oo%u tgﬁ w Q?rgggf &JQQ})undI

(e.g¢ ﬂ@@rmund B &1 Gaibpieel mat@ng ém,@n vizg). dlies tewm dmprcapto-protecting
gros9néibises campRRly ed ﬁ{er ﬁio‘ﬂe)ctm%%k&\? s¥E, Qseéésm lféél flGWolman

n.e 0 vI'VO o
The?ﬁ#ﬂﬁ%ﬁﬁ?flﬁge 3 HPT ?&?ﬁm PsPéﬁarr&dt oVilgeTpesrigne; Naw Yarkgl g74).
Anyhsrgenio residves that tan'bsi dissotiated in vBoaelyi teaged Q/l arthdﬂxlar

ondi ti.0n havi ng. _caon .
rest U, Hoxamto o SRS Bt AR RO erp 5% s dfsgiBedin
U. Sth‘tcntlfis‘t%a&GSo T hoﬁnv@ohwoﬁmﬁhet tantebplates theredurisisaudtioarofiCGrenpound
' BLikG : |
I OBRIRIERSSOM TRl FRRNESther (RRRRELARM el S8 el the
actiyg form of sompeyndily  di ssol ved and absor bed in the

stomach. More preferably, the fogd _is a neal, such as
breakfast, |unch, or di Rger. Ag ageousl y, Conpound
| is adm nistered any tine h food. The 35

food can be consuned at any (ti medw’ing the period

bet ween from about 1 ™S g the adm nistration
of Conpound Ito about 2 hours aftgr the adm nistration
of Conpound |. For exanple, tihe g can be consuned

within the time period of about 1 hour, about 45 WO

2004/ 082675 PCT/ JP 4/0 §589 -8 m nut es, about 30
m nut es, about 15 m nu af O m nut es, or about
5 mnutes prior to th adm gt i on of Conpound 1.

Simlarly, the food ca® be consgfred within the tine
period of about 5 m nutes, about 10 m nutes, about 15
m nutes, about 30 m nutegonpbsdr 45 mnutes, about 1
hour, about 1.25 hours, about 1.5 hours, about 1.75

hours, or about 2 hours
In addition, Compounds III IV, and V (wherein R signifies an organic residue

and Prot signifies a peptide or protein), which are believed to be in equilibrium with
Compound II in vivo, similarly can be directly administered to the patient.

As used herein, the term “with food” is defined to mean, in general, the
condition of having consumed food during the period between from about 1 hour prior to
the administration of Compound I to about 2 hours after the administration of Compound I.
Preferably, the food is a solid food with sufficient bulk and fat content that it is not rapidly
dissolved and absorbed in the stomach. More preferably, the food is a meal, such as
breakfast, lunch, or dinner.

Advantageously, Compound I is administered any time of day with food. The
food can be consumed at any time during the period between from about 1 hour prior to the
administration of Compound I to about 2 hours after the administration of Compound I. For
example, the food can be consumed within the time period of about 1 hour, about 45
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5 after the adm nistration of Conpound I. More

preferably, the adm nistration of Conpound | to the
wQaiomesae7s s | medi ately after the consunpti on PET/iRR0G4/003589

(e.g. within about 1.mnute after food consunption)

up to about 1 hour after foo¥ consunption. Ideally,

Conmpound | is admnistered at substantially the sane

time_as the consunption of the food. The terns
minutgs. @hew 3 0 BisetesoRbout 5% migptess ko dP inpiautes. ot gheit Stpiautes prior to

. the &diglistri@éh @ﬁCdSlﬁbouan Mrlmy ¢RNDIIREN HOBShsWhkd withid@e time

f about ri o
perityyfl #HRGE § St G, GPoutcgiaptine Pebt LB A 20 ayipwss. sbout 45
mintfes abdui Inbairy ftoudh 26 hodiegbountl 5 hourhabdue i /76 hpats| @dbout 2 hours

AR e e —
I to theeatipius inempdigtelicafiop thetoasumption ofdbodtmg ovitin baut 1 aninute
afterpfogﬂI CHkus] ptlbﬁ)auﬁ‘ﬁ)t d&)\bﬁt f ﬁ&ff‘ d®fer foba cgﬁmihgd{{bﬁi IIileaﬂggComg?und Iis

n enera

adméi“%tﬁféaéb@lli’tsﬁaé%wl?wthéﬁ?@%flrr\?éls HecrmsumptianpidBeRed f or
adm nilsd ﬂ‘etﬂhs Owithdut aormfftdr eghtste:dﬂ’ brrseodéﬁne@ﬁi Me&Nthe condition of not
ro 0 abho er _day,. .
hav @R Rp e iR e PR iR 2B Y S0 1 BB iprto tiainiggion of
Compyupeé f tadabput 2hpumsfafier thd admsestiasion bbb Confpotndh per]I :jay
If d c f f Co m
SPi AL Py lies of Comound | ey

be a four, five, six, or
mor e Bifometbedsofibeinvestiern &g dgé@tm‘l bt e yd@rmetm@po ofhat e

therégféhﬁéa‘l@' aRcepitit1O Habaktof Uﬂ)@aﬁyﬂﬁd 1 8P4 hRAAYS ¥ thé BotHRitbrm of
or ns. Eac (llrglrrgose cont ain
ConfiRBRdE it Aot e CRayB Sy REnaR, EoREn oS of A
thergmaticaligredizctivd imdlie of Quambinvel m@l_imdnstraﬁ@ﬁmal ﬁéhdnt @Y be
o SO A S0Y B0 RLBh A TRPEke B
abouﬁvaO inyg abonwotmg oergayutA pﬂ@&rxﬁd}d,oseadbouuﬁm\mgl perl day.
dose %3¢ dsqeat ar@%%feant&farrgragw M@%ﬁgﬁrﬁ%@ Wﬁiad%ﬁﬁﬁf%}edoefs two,

nmpoun refer
threra rf%nﬁ\"% I§1X, e&wg&m@ qJosessadgiftistarest soparatsly atappewaiatsrigistvals

thro@glfouﬂﬂﬁé daﬁsopﬂﬁ)ﬁéilyh(h{ ﬁﬁrﬂdos‘ﬁ@@fdrﬁr% rrEaemsdchcémgs% domtdts a

therj Bl S Row oh @%ﬂarrleﬁl[« Thag ﬁ@rc@arlﬁﬁ'ﬂgrwsnm pethod,
Congosad)Embip benadmimitiesed vithr foek aﬁmhl&.‘rplﬁxrﬁed per depps laltema@rrely, once

per (jlaﬁzb lvg%er{ ﬁnﬁhﬁ e%)c{ & mr%lﬁrglfe Lf@)ets tﬁr%ﬁ%gq%tl i day | éacfl r&fl \élggzg dose

contpigs mthﬂsmeutlcall’y etffr:etwwemnt oﬁ Compatvadik. Inooprn@rred emhbdintent of
the 1313&1@10%0195&1&#@? Lﬂmﬁxl?s%ﬂed R4 f&gd Bﬁ’ceﬂ}%? H%‘y 900

about t o about referred

énbodAwmi hsren% H'éen?eﬁveﬁrlr dpsaze |ﬁrzé1 0 f %16@15%1&@@6 fergerthe form in
whwhqrmnpcﬁma I?@gdihmls@&@d fheba ﬂpspb%ﬁidatll e lutﬁlt Eﬂsatgb €orm can be,
a a or a

for caBfle” o e Br/aP b oL iy t@%bmﬁﬁos&se Bt anie, The
typiat emavitiofiCongroadd 1 o 4 et pesppe fdrmasefil prethe Jvetiyn {siabeut, 100 mg
o 8 585t 53 AR SR £ 340 S0 o

Bep-i Ipea pr@fweéfentb@dﬁmﬁ af thednvenpen.i therpmit de&@er: farpgcomprises about
300 Q%W@éﬂﬁ)ohnﬂ mﬁﬁ@ﬁﬁn @l%nfoﬁﬁ‘ OFH kHRAC PErERLRMMvS 8 thARliSblets, each

or al
of W{mp comprlses a out i(%) mg oie Compound I, are administered to the patient once per

day (i.e., a total dose per day of about 600 mg or about 900 mg, respectively).
The increased bioavailability of the active form of Compound I to a patient
receiving Compound I therapy can be evidenced in any suitable manner. Desirably, the oral
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WD 2004/ 082675 PCT/JP2004/ 003589 9 adm nistration of
Conmpound | with food results in an increased
whewawsicrabi ity of the active form of ConpouPdI/IP2a64/003589
evi denced by an increase in the maxi mum pl asma
concentration of the activé formof Conpound | as
corrpared to the adm nistration of Conpound | w thout
ound. | deS|rabI i.s provid

iR o EROUTSs L el By BaBA S e

formi &ff (Oélﬂ'PdillrﬁrI ab Bﬁideﬁééﬂlb‘:}'% Ihdfreas@aﬁ tlﬁﬁgailmuﬁr ilhdya concentration of
an ST

e G550 B BIRGHTG: kb g PRl withon

foocbl oava| lability of the active form of Conpound I.

@&ﬂp&ulﬂrﬁfe%%ga}é ﬂr E&P%' ag@ﬁ% Pin% o%ﬁtaﬁrﬁ:? taséoelaféd with

contalne assocC
preseiibing dtfoineaion thas aé‘alse;séh@ p@tmt tq wellﬁa@ﬁlml%@rr%mmvnéfl with food

and H&%ag soogx p i ERARRIMIES O wilﬂn@re%@ﬁé‘@i@ﬁ%ﬂaﬁﬂﬁy of the actlvc form
food sul an increase

W
of Campenpd L. g O@B@B’:Aﬂtﬂr‘ifﬁr R ce%tﬁwswaoqlafed
withﬂﬁeioeﬂbhtg(lhﬁﬂmblyorﬁﬂhaﬂ aviseadr paternthiiatnigxadministrptiasofthe dose of

Contp(S) C(iftg{jg ]telba?{nﬁ(‘éeugaﬂl chﬁ)%)F%’{gp gﬁtﬁl'%?é @%lﬁmn&azﬁ% in the extent
of alﬁm;]!tenh afdimiictive firm afHeompeuadtlias nefwcmd mranun@re@ean the maximum

plaSHﬁtcgﬁgenﬂfatlb¢8f tﬁ@ﬁ#t hhE of gBﬁl%uﬁHI AR éﬁl’édocﬂ t adndiRistration

tive formo npoun as neasur
of thecdrig Bndes fastedfoadibionsat i on attained in the bI ood

S¥ ; eafl"h@%l%ntiolnrﬂﬁsol p?oﬁdé)f& efhod o 1rﬁ:ﬁ@dmgfthe’ie>£tétﬁ lofl Bdokption of
e e 1S ne S
the 5 et GGG g Eaﬁaﬁawﬁj by RIRLS G dafpotation agined in the

bloodrsrgarh owtr tinepoapatient in necd oph dremmeem: effexdt tlmmmfo Jihtsi method

comﬁi&% é)l%gadx nl%te?ﬁ:lg hy gp%ﬁé@a‘ﬁ%?%ﬂh&ﬁ@'e(gféch Sirﬁl PPAmpound

con
Iin @phmm@cadtcab@mmsmouﬁmdbfﬁpéuFEbe pctivedomi Q@W@@@Rﬁmlelﬂ itkes blood

stre R ANBIGI & 'ﬂl’[é)ﬂﬂ%{ﬁﬁa édhc%?a@?oﬂ‘(ﬂé/ﬁ&)b‘f'ﬁm%@ﬁ%@ﬁ)rm of Compound I.

trat
Phargrgqr}:ggy%ﬁzgpz:u g:%etl(:?gcllp%gbe@d 1%&%@% Eﬁqué%vg%gﬁ%ltratlon include the

maxGRiGeIbsErRéd pl@sﬂm BEhcehivdtion (CAL,!Qaréaf et thﬁ@)la'smaazoncenh@tlon time
cuw&&%d@sf%qﬂq 1}%{?@@?&% oe%e Faﬁg ﬁ%.%%{ gattlg ogntratlcin (A?U Co- tB and AUC
fromAtinie nesit to nnfigtyGAifO upd Adminstgatg €@mnpoundd th egdtient with food
1ncrézﬁ8§ ﬁl@% dp%g&%ﬂﬂbr ¢ dﬁcﬁp {”drltnyas?ﬁeagéﬁ%d %9%1@&&3&@5?\1@39'& one or

ues or one
morgl é@idr@bnrgblzaahl)) ofdhe ﬁﬁeéesarﬂmh@macek@ﬁw R @ERIcHe tyhen compared to

adnﬂﬁﬁ%ﬁ%%e ?ﬁn@e@@%@é’@&nﬁﬁmn@dm nistration of the
drug der fas

ed, condi.tions he inpvent.ion further
o ovi HES e Rt e GROvdes DREhAg T B Oatg eyt of
choletelyd sdter tydqs&ﬁ pteih (@HT'FP)ETn paniced, whicBECOR)prises erally administering
at i ent | cO ora
« oy RN SRR St P LT oS Thgoorease in
CETasdtionty isngreaterf bﬁdwin‘grmindexstrefazrmﬂ CorgEougE Twiticfood iverpud ender

fast%f&%ﬁlﬁfongm | ow ng adm ni stration of Conpound | with
versus under. fasted conditions
Additionally, the invention provides a method for the treatment or prophylaxis of

a cardiovascular disorder in a patient comprising administering Compound I to the patient,
which comprises orally administering a therapeutically effective amount of Compound I to
the patient with food. These disorders include, but are not limited to, cardiovascular disease,
coronary heart disease, coronary artery disease, hypoalphalipoproteinemia (low levels of
HDL cholesterol), hypercholesterolemia, and atherosclerosis. Additional disorders which
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Addi tionally, the invention provides a nethod for the
treatnment or prophylaxis of a cardiovascul ar di sorder

WO p00a/0gasr5 ent conpri si ng adm ni steri ng ConpounkCT/IR2004/®3589
patient, which conprises orally adm nistering a
therapeutical ly effective artdunt of Conmpound Ito 35
the patient with food. These di sorders include, but

are not limted to, cardiovascul ar di sease, coranary
mayhhetrgated @éﬁg@l}tﬁ@&y&h@fWCW\fe@pgﬁh@(ﬂ Hishile, but are not limited 1,

hyp&¥ipRRIvE 3y &%‘ix’s@hehﬂ)%ﬁ‘rlglyﬁét‘iwérﬂl@ V@H%yﬁérllpﬂabrotememm

chole tero te
at her GOEIPEY: 3951 @ Rt fr Shiraby © Kuntient ingny conventional
manen 4AWhER &AS p &G 2 Tdbdpdaad B belftinnaistepal dsrthatavdclamical, it is

profRlaB At SiliRYed aeélﬁyﬁg%h%‘gal TBPad i it phaihoofici "O!

em a
conipppitiony ¢Qymm$e ad I st ong pémompma@ﬁuapaiw@eptable carriers

or egél?'léﬁfé gddlop H@ﬁ/allg%tl?e‘ij R g&hﬁé Q&nf[soz{ndycﬂ%()ﬁigﬁnérﬁs AThe carriers or

ent In an nventi onal _nmanner

eXClﬁE‘élésu 1By b gpc A0 fensO e g RATRRAGPls Wil ths ol ingiggients
and @bedél&stiousi tb ﬂhcﬁrec@l@lf gikfRba bEX/axﬂ;ﬁHf! of Slgdrer @&:qﬁents for oral

A S NS TN R
cellplhse, ngeubiididvydonc cmpﬂpabidenm; alirasercalcivon phasphplecsudsum starch

glyd%ﬁtqe Wb 8110 l&ﬁln rﬂaﬁéﬁ%tﬁuﬁg% Bidx cellulose),
SRAPIBiopfl Iposgiiop e

excl pI e
hydmnt,@pabmeéhyl weﬂw@ses(@rgsélydfowmonglmkw@pllwp@e 2410h ang sodium
Jaur9t fiffatd. NQr edi ent s and not deleterious to the

reci nt. t her eof es of .carriers, or excipient
£ or e DG RAENEOFBAN SH0IH JEeReGh et apcitable Sthod, such

as thae hesiends MRlinesivirin steear @Tpﬁl.arrtlmiyg for Rk MO pIE) msﬂxausi $ueh as those

des it €S bR knlidh s PREGPR SRR YPRLG dvack
Publishing&ppr @%@/)L eapebllalhy Bare 8( }éhegm,acdu@m]smmmm @uad their Manufacture.

Sucm‘rﬁzﬂﬁj@é %@L?)é th& ?tleél ing inky 58&‘1%@?19@81? P@l{d&lyll wifl 1{18 carrier or

|'ul ose pt opy! et ose
excigt &reﬂd@nmml}amw @Qnefaa@eésorw PR GESS e mgredlents

inclG@R6SY doneBRichaNnREe &Y, %9@1{ &4 fillyrs al!S\ind&b“ d@@ht@ drgihkethnts,
own in the art of

oS eelrb ARG 00T Mk kslORn R the art
descr Thepharmacanioalrconpbsitibns caRgrovide onitolled, slow release, or

sust@'g@& %g;ﬁ &1@'(‘10%@30%?? ?8@%%%&?%}@11%@%%0{1 of P }ﬂes I:'['hg %ontrolled

VPreéqaafr,aw seviginethitlaapel thehetdpsstiw eampousd chn pmvmﬂ:fgr a
conéeﬂ@rlaﬁ&?of e ashRoRh o?CbﬂSbﬁlﬁi 1 B1R ﬂﬁ%ﬁie@% e v W%@q of the

t he carrier. or excli |ent n tlona
patl@}t?%% longgrgiseied o tlFﬁgﬁ‘ﬂ?’é‘o‘W‘é‘hP@We igps; Such

phaﬂnliwé@tﬁ?baeéﬁrﬁ oslltﬁﬁﬂs @dﬁldg@%&d@@ﬂ&@%[l@t@adndl dapdules, & well as
nder

ciseiifiie A echeraBhiie sAngoud aypr R Rt bsoBhE e folgetc nuics
or whgesrths relddse optharthareputic calhpmmdpﬁ)ﬁow's degyadzaion pif thel tharmaceutical

confBEP e mahMCICLEATEy Hesiizselaglyr ol case of the

tm ne pertod of time. The
cont rHﬂa @Iwrma%ltlgal@wm@m@a@ & the rcmgt@&ttqaﬁthrew@rém@ac@@ by for

exathpPR, MlBE BRBLS Lpil ABAHE br St PERY IcBBtafnMe Bpredetermined amount of
Compound I and preferably coated for ease of swallowing, in the form of a powder or
granules, or in the form of a solution or suspension. Preferably, the pharmaceutical
composition is in the form of a tablet comprising Compound I (or a prodrug of the active
form of Compound I) and the components of the tablet utilized and described in the
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concentration of the active formof Conpound Ito be
mai ntai ned in the bl oodstream of the patient for a
wo eovgeseperi od of tinme than with conventi onal PCT/JP2004/003589

formul ati ons. Such pharnmaceutical conpositions
i nclude coated tablets, pellléts, and capsules, as well
as dispersions of the therapeutic conmpound in a
mediumthat is insoluble in physjologic fluids 30

Examples &t ﬁoéloé?é%méiﬂs'ff%’@nt@%?r%%@{?ﬁ @g%%amay pelRig fhluting,

dxspéi@ﬂlr aaiﬁt dr%ﬁrf@&: dcki®e agaﬂmmaﬂay bepresen, rfpﬂsxdmpm inlwatek or in a
matl c act]vit

SYr“BH&r"ﬁﬁs&‘ i Sty e P e e oy HEsuspension
wheteity suspérating agentsemayf e inclededyplr & tabletst Wherbiorimdgis anddubtigants

mayco%%éib(?edf o lel%ts gu%@a&%@%% s eE%rlﬂ% Qg gtp?ésg}v%ﬁ%s (e.g.,

anoun pre or ea
antlmfcr@amnrwmgves),rmmdﬁmgﬁm taw§@mg PSS, 38d/gF emulsEying

agetﬁé a Fg Pfgg%e ﬁo%s@ﬁt% ﬁlgerﬁwfétlgﬁie?tg%a@ "co&%ﬁ%ﬁiﬂ Wgﬁn aglmlmstered in the
i is in

forny @fraﬁlw &0 P‘é‘%‘l & SUéB‘?Pﬁlqns ﬁéowﬂﬁmﬁn]én cofign %OIBP%M@M
pur1ﬁéd Wh%r a@gthtﬁtl cbi@ meﬁgs 1@@id€)1d¢xp1 idsdltienet subgensionrindiedd siitable

et u |ze and , des
swedbiy gasirie pehis peber DES e DR phdCiviffics), bufiering
agerﬁs ablvanisj anidstixawrésotheredf. g cpopdems obthe Joramilatew may serve more
tha \dtiof]! IrYf | é)&gnéole & BRQYIS b?ﬂeri@%_rgf alSSMb P G6: ARG AN Bring agent

n s and present, In"water or iIn
aSW& ag giswpstends. capsul es or sachets in the dry state, or

' n a &ﬁ%w&n&@hh&hw f&rex%ﬁléeé‘a‘ébmim JodRmEisdcrose, and
uspe d|n ent s

ek bR LRI aly ok SR e swectene o
mlxﬁﬁmhﬁe@ﬁ &e spidallapraestah enansdyunt dfevon aboptdgEXisto about 70% by

weléﬁ é%g &&ﬁ'g g%(;sﬁio% Sh tglﬁl% 'ﬂ%&’il&béﬁbts%agﬁgﬁr Iyl‘égérﬂ,’ ﬁist NE

phammagkstidal/ congposgipario pravideoa dwyryﬁ‘éavgr, eotion Camlytﬂﬂéfor or other
suit @ﬂﬁ%%‘ﬁaﬁ@ he %ﬁ&i‘@ﬁﬂl&ﬂl cox%@@s‘ih(ﬁfjéﬁsféi ?Jlear}%ﬁehﬂ‘[o'irt@st The

ormo SO ution or uspensi on, o
laveighgaeat PORDCHRS HFFORAF 100 !yuﬂsserlt Hrap a%wit pf algput 0.0001% to

abowamby“@gm@ﬂﬁnbt@t@nmmttﬁml n the Ilqw d solution or

suspe s clude suitable 10 flavor
gent SR B Gt B SRR gebén. BT aben
sodlpnﬂmzm¢ iané k&nzalmﬂmn chigridagamisturs of trendranomrpdeservatives

optlg]xeﬁlsl%ﬁbet &%Ei 168 &%W%m% tjﬂgregperl%;%dl@{}n%é in an

amagnt eleaboni0. a@osh% taadbogt Ambyaueighiofahe okl @@mngs@@@ nt as

\gﬁy ?xﬁta@léﬂ\ﬁ%ﬁ@%@en@ﬁidlﬂ@' Br SYRSIIENENR AR kotHem oit%te

O I T MR A T

or niiF€ Buff&fh@ efg\eﬂ@bgﬂ@ﬁetllgrma}nb@(ﬁsﬂd g?ihé beffeafe feat drypixaatd tereof
an_anopun

are B3R bignct 3 af ot o oA oLt fypfi B ne Btk

confpbsitioni ng agents may be present in the pharmaceutical

conp °§u1¥db?enso§‘%nﬂr fYh ﬂﬁg 58 sBREHAY¥r ki ¥19sr1011(f1719fu:<119 Yof 80ple,

fl avor avor
sorbitah rgb@@@umr@m{lel@cgm%. Ay d’Yﬁt@asﬁ BYXtpEs 0T AW f e sqlyents

optibAdBShay Jd'&ed. The solvent or solvent system is typically present in an amount of
about 1% to about 90% by weight of the total composition.

Oral delivery methods are often limited by chemical and physical barriers
imposed by the body, such as the varying pH in the gastrointestinal tract, exposure to
enzymes, and the impermeability of the gastrointestinal membranes. The oral
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20 flavoring agent or mxtures thereof are typically
present in an anount of about 0.0001%to about 5% by
waowedoghs2eed the total conposition. Suitable PCT/JP2004/003589

preservatives include, for exanple, nethyl paraben,

propyl paraben, sodi um benzbate, and benzal koni um

chloride. A mxture of two or nore preservatives

optionally may be used. The preservatlve or. m xtures
adminfssiation oﬁ%@ phgisiaseutiopl ennarasion; maydso wsludatheo-gministration of
adju%?ﬂ’éJthQ eQ%ﬂloe’O Adhi GO Wirfat ¥nBysutk bgpélyStyetiytere @@l ether and n-

nexagbpplaciigleng piiehbe g wRERLHCoHEEHE hE"

pharmab@htlcalcxioaq&smn }&i‘lmlﬁbmily inaeade e peomeabilityent thecintstisal dvalls.
Enzyglgalttfcdﬂléliﬁ tgrs r?kf)r%%% gétﬁﬂl sfﬁlred (RR or%’éo Jrht@@ tnﬁg ?lﬂ?t Iﬁlarmaceutical

us ering agen
composgiam es t hereof are typi caIIy present in an anount

of aldtfeoPerd é%/ﬁ\yeﬂ%?ngﬁf&v et d@?ﬂﬁﬁfﬂg%‘pﬂﬂﬂﬁ&lé@ﬁﬁ@& c8fposition

conposition’ ents
compisiBga Hsrapcutically cfigeiéve Ef%f\?/unészg ounds m&fa%nggehggaﬂy
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or. nore.sol vent s e
can R DG Cayabhe R eyt c) T REeoh foign o

otheawive discused ledveint Theptescralhing infadistion prefeghly influtésendvice to a
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arrié
bioavaibd sy pf ﬂw@hm@rmwé C@am@uh@ pH in the

gast r”ﬁi%ﬁé@vin@%‘xa&?@§ FurtRX PARHAR thPinveRFoNBRE, ofBerst,Mould not
nper nreapi | 3W§ngt§ga8t roi ntestinal menbranes. The

be CoSANCAES BN PNAPSO04/ 003589 12
adm ni stration of the pharmaceutical conposition nmay

al so include the co-adm n of adjuvants. For
exanpl e, nonionic surf ag?ﬁ#@i?ufc)h as pol yoxyet hyl ene
ol eyl Tteet dféect afffdodon Kexydeny | alpolptonhy pairatewheideriicdio a
stud @ AR BheHE rchiil ettltfb RB&\%&“&&%&%@@% BF @olBund I orally administered
Ch

ﬁa ceut tronto artl IClally I ncrease
to ch@sw@nwamlum@vs Wtht‘cﬁé withoatfodal wal I's. 5 Enzymatic

: 22'0:%”&?];1? é@lh? @adhadf sPEsuBGHE ﬂe&ht%de@omlpédhdqrat a dose level of 900

i nt o
e SR S Seh B, T b G SEURTY i ndoce
the fpktad prake llthlerblaf/asm]fipﬁmum aftV daye bpiviesin Rachareatment period. This

ca 1.
v IR LB PG BT e
w1t1mm$ldmrmcarquveacfﬁecas contai ner. The prescribing

i nf orﬂ?ééu%jécgs% d%ogggéﬂgblﬁh&%d Fﬁﬂd‘ﬁﬁﬁisﬁﬁhon of 3 tablets of

conformng to i nvénti on H ?
300 grarreech $be Hi“‘é)@t?éé’@ﬂteﬁ@ﬂ@tﬁ rY"er@I'H@Pﬁﬁe@é‘émg Bfaﬁﬁ"u tab etmg procedures.

The k4HiQ§ BBhp 20dB00 atttompmuqdwn@dﬂm@mmprapymﬁm neuulose

d t]
291@@%%&11'9?19}5 i qafﬂ%VF oL 2t OEBanes R Fieys dorigh & dha 110.
mg @drospevidoneraaf 90Cmgd love-stibstituted hydroxypropyl cellulose as disintegrants.

Treatments were administered orally with 150 mL water while standing.

Subjects were not allowed to lie supine for 2 hours after dose administration, except for
study procedures.

Doses were administered at similar times for each subject in each treatment
period. Dosing commenced at approximately 08:30 hours. All subjects fasted from food
and fluids (with the exception of water) from 22:00 hours on the day prior to dosing (Day
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The follow ng exanples further illustrate the

i nvention but, of course, should not 15 be construed
W@soomsany way |limting its scope. EXAVPLE 1 TPeT/af20eqi03589

of food on Compound | absorption in patients was

identified in a study desidded to conpare the

bi oavail ability of 900 ng of Conpound | orally
admi ni stered_ 20 to Caucasi an.mal.e volunteers with and .
-1) Wtfq]ﬁ’éiﬂ?(f%% Da d(farsplyects Eﬁ&ywé%&ﬁmapow ig {fpy; ol slate é‘.e., with
foodl))fa@ﬂhmﬂﬂtiﬁe [l dfox?dugjicﬁ@ﬁnﬂcﬁmd II il;;)fheﬁwec} dt@le), Aanddating the

of two .treatnent .perio nce W t 0 .af ter.a
evenfye i UiT bR Pl sttt B aRe My PRLablisafliplen performed
on thithiotlewwmesday. Watentovldbe Jondaiped bistnydiane daatg the stadyyevith the

. { S

cxcefibh BFthe Holif yb 1 Fhils pllr dol MRpIR AREWEE FEIRENS

wi t hi Wheipjliests wareradayisteredf(eenproungtidn ﬁwtﬁg@ statg, they received a
stan!tlgﬁ %k%éﬁfjas?%gggS Bfimfeey Eﬁh Qh'# dbsiky PIH 'ﬂan\t\lﬁe{s@hteﬁ %ic Qsteé’dy rate

ets of . each. e uncoa [ abl et.s

oven ol R B 04T SO A FOTRUREd g Bl S hetIp dsine. The
standdr@ braakfst comsBrgdrofsiedfoBORingy of Conpound |, 18 ng of

hydr oxypr opyl met hyl cellul ose 2910 as a binder, 18 ng

of talc and 1.2 ing of magnesium stearate as

| ubri cadf8 mlapmngd M@ 30 ny of crospovi done and 90 ny

of | ow %pﬁé I : ul ose as

di sintegra dg“-??g%%’ﬂéﬂﬁ%@?@%ﬁﬁ% stered orally

with 15%%51W5%@WWPm%aI§Qaéhdi ng. Subjects were not

al | owed 10@ Ibiverasdppéadgonddpackethour s after dose

adm ni strat.i on, exc for study procedures. Doses

were ad ﬁ‘ﬁ@‘?’&f’%p “Limlar times for each subject in

each tr 4 mdnfull fabmik(appdoxibateln2p cghmenced at

approxi mately 08:30 hours. All subjects fasted from

food and fluids (with the exception of water) from

22: 00 hdwta eosrey Renterty 75t Ksel t o dosi ng (Day WO

2004/ 0836 (p tRChhtFr004/19G3%899 9830f o) calbfikd) breakf ast
on Day 1 (for subjects in the fed

recel vi ng Conpound I
stat e (ilo&l prefgiph fooaf)-)%z(&'(lllt]rgﬂ/ﬂ?-t‘gi%ﬁ@“ﬁ) Day 1 (for
subj ects Conmpound | in the fasted state), and during
t he venin ri.or .to the post-study visit .unti.l .
| abor AP6HyORFR Y PgRpsAFRC Al S e thieh dgrdiptely prior to
dosihgend atl the Wl lvgvicatimeyaftedosiog] 4 2hé, @ohnd0nRd24tand 3¢ hoirsgpost-

dosduring the study, with the 5 exception of the period

up to 2 hours post-dose, when no fluids were
per m The@llowmnephagppekinstippramstans Wkt alcatpteabiop theriwo profiles

(fedlaRd t&df RAdRload)Bndlahedering 88 ¥FWwa: standard breakf ast
about 45 mnutes prior to dosing. The neal was eaten

at a steady rate over a 15 mnute period so that the
mea)., Was conmilietefdmaRinmin obesvddaflame cbostmmtionhe

st ‘?ﬂl?xar d br e%ﬁ)&&lhmco%gngv% Sﬁs&g c&l?c%nﬁgtli(ln?w ng-
tin Half-life of plasma concentration of the active form of Compound I
AUC y4z Area under the plasma concentration-time curve (AUC) from time
zero up to the last quantifiable concentration (AUC (0-t,)); and
AUC o AUC from time zero to infinity

Pharmacokinetic parameters were log-transformed by analysis and assessed
using SAS® Least Square Means derived from a three-way analysis of variance (ANOVA)
fitting effects for subject, treatment, and period. Treatment comparisons were made by
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w@2000i8%62% spread (one packet) 15 20 g j am ( OPET/JP2004/003589
packet) 242 ni full fat m Ik (approximately 250 Q)

Total energy content: 711 Kd4l Total fat content:
15.72 g (19.9% of total calories) 20 Total protein:

calchfrigatofTeteent By ouRlape il GRARRS fifenge oghe tog
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Ltd PkRSdtiet bR Tofaé bPOopoilddd ia¢id plesrhoforthethisiaone vind, dompound
1. AR oot s e Fhs kDol bR P4 Oakd Bire Chemica
Indwptréast Liidi)db peeveninthe nkidatiomof thidUgrops (iic),)tp neastaibtiioAgiGups in a
reddcb§ @ e{).nﬁ-&g\gﬁwﬁ %nkd%%N@l\ﬁ*’gﬁém?lgE CRERaD i duStri s, Ltd.) was added
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{
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Perfgfg{}%%i é}ﬁé %ﬁ%ﬁ%@ﬁ%&%%ﬁﬁ&% Q%?rrgéu?t% ‘of j[lilreelgnt){rg r2]1¥1alysis of
the glﬁ‘%rhal g%?ﬂégﬁ&g&?ﬂ% aéfcﬂtol@ilhtbgnaitélﬂfardtgQletdia!n?frgtgﬂglzsm? d
congpifa bt &8GR Bl EgoRb gk st flatl o AR Pufavration ves
preffaoyd askentinky peddsciibed aboae,neith the eXeaptioditliat dnaae phsmadvas isolated
fronhim s \Rflli@ngiegfo? E@&E@%«iﬁﬁ&lﬂﬁ% 1! 'Tﬁ&%f‘%fdﬁﬁg)lggﬁ{a: rs]%mples were

reporting purposes. The asma concentratio
compated ety HkiaveT anapiE of k@MPouRd! det er i ned by 5 the

f olt | ow'tlm{eas&téuyrgsﬁ’;sfféﬂﬁaﬁﬁ@ﬂha@mﬁwﬁicwl&@m@hjAgu‘} 00 (UE
| s tr u : p ma_sanpl es
AT b b IR oL P ok ik (B P AR B TS
Contpuang § afeessmmadrizdd n Tablednvert active forns of Conpound
I in the plasma to the thiol form (i.e., Conpound
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dithiothreitol (DTT) (Wako Pure Chem cal |Industries,
waQ.t@4)826@5 pr event the oxi dation of thiol groupBCT/iP2004/003589

to maintain thiol groups in a 10 reduced state).

N- et hyl mal ei mi de (NEM (Wakol3Pure Chem cal I|ndustries,

Ltd ) was added to stabilize the thiol form¢(i.e

npound IIP) : is believed, blocking the free

Talziallf—rlilawﬂ hgmagplwettqﬁal@erqtvgtoif she Aefive Foram of S-12-([[1-(2-

NEM &@ﬁﬂbhtylﬁ?éoﬁ@d@kﬁrﬂdﬁ?ﬂa%ﬁo)ﬁﬂ&i ﬁ%éﬂﬁylﬁ%}ﬂlﬁ'ﬂnoate

Perfornance i quid Chromaf o Friat ty,

results of the HPIC a e@tﬂl atdiro Y‘EHD pl am sanpl eRa“O
VWBagmaepared to aFlagt@wn st andard tpe@leterm ne t([red Fasted)

Py Q concentrari,on of Tie acti formo Compoum,
ﬁﬁér:@t tandard of &r%gvvn con(:entrati/(g% pr epar e]d65g
eéﬁ@hﬁniﬂa)l |y as desd#6.Bepd aboye, w (19.0}1e exceptl on

Il?é n pllasma \/\/{715 I sol at ¢d fromb?umans Who Wer g,
t(re Z

ed with und 1. ] These ank pl asma"
séhiﬁ)hélﬂdvvere Conbl(ﬁ@a)WIth a knowfl&adount of Conpound

él'he*rrean test reppsts for pl asng qar macoki netlc226

paramaters AUC o- (fi 20 h/ niC AUC Uj, (p. @
h/ mlbnaa (a/nu(3711)/2 Ch) . and@abe (h).|of the
acﬂ];,x\(ﬁ)form of pnd | are sunmmmphzed in Tabl e fha

WO 2004/ 0826"5 P / 4/ 008589 15 Table 1r Pl asnm
Pharmacol dnet i M& rs of thd2R80GUR Form of

S- t2-(BF[ 1- (24 16.5 15.4 0.935

ST ARG bt 0.0 .5 B R N P L TN

= IIbtlIy"l PropahiTtTIiTTUaTrc— oottt

* = Femaetat ercak fsoatttrieecbe(fielt B sareation %AUC (0-Q * 6. 21

h/ml) (46.9) (19.0) AUC (0-00) ~- 7.97
‘%‘gdléngmg‘?’“ h m)_)((46 )7)((17 31) Crra>(( * 0.423 0. 955

NAz%aprwﬁw@) (37.1) (26.1) tmax (h) + 5.00 4.00 NA

1 = haniOmBa) (- 6. 00) t1/2 (h)t 16.5 15.4 0.935
(14.1-22.4) (12.6-18.6) * geonetric nmean (geonetric

coefficient of variation 0/<) + = nmedian (mn-max) 5 NA
= not Tlxpgsogaioh ef the active form of Compound I was relatively slow, with the

time of maximum observed plasma concentration occurring at between 4 and 5 hours after
administration of Compound I. As is apparent from Table 1, the time of maximum
observed plasma concentration was similar after administration of Compound I with and
without food. Additionally, the half life of the active form of Compound I was determined
to be similar after administration of the drug with and without food.

Several of the pharmacokinetic parameters, however, were affected by the
administration of Compound I with food. These include AUCy.i;, AUC ¢, and Cypax, Which
were 65%, 57%, and 126% higher, respectively, when Compound I was administered with
food as compared with the administration of Compound I in the fasted state. These
increases are noticeably apparent when the geometric mean plasma concentrations of the
active form of Compound I were plotted in linear form in Figure 1 and plotted in semi-
logarithmic form in Figure 2.

The observed increases in pharmacokinetic parameters when Compound I is
administered with food indicate an increase in the bioavailability of the active form of the
drug when compared to administration of the drug under fasted conditions.
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- conpared to adm nistration of the drug under fasted
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t .
tgﬁpslot of Figure

condi tions. WD 2004/ 082675 PCT/ JP2004/ 003589 16
I\/PE2T ffect of oo t he absorptiop of. the
Talle 2 a5 Dok st iRt BRselin et et LR GRS Seint <
was i dent i fi edPierceat émudgescfesmghedidse (aangratialeviniotE TP
Tre ?tll Vi [[yPrdOlT owpng [Theporal agdminighraf i @m off 994G U Post-
51" ¢hn npoggd 1| With and without fgod. 5 Admi nistratiof, gudy
Promel ng, and sanpling schedul es were substantially (all
simlar to those degscribed in Exanple L. The subjects)
ure fordeter g [CETP activity wa '
Eﬁ‘gst ant i’8 | y ositmi | ar ‘tlg e"r“pr oceddr es dé%cri béd in
Tol | efisgn7.@y |al(2 3)I\/E=t(rleQ$ Erozwpl (11139 (YBT) 8167.5) 96
g86)], d Kato, et i ol en[ Z,
Fé%%‘%%% (1089)1 1(¢ C%TP act |§V|ty and changes F#8m (17.4)
basel i n€l€.pr g- dds¢) |\WeL.€) nea@wed, (Ahd t h@.7)r esid.8) ng

data is sumarized 1n Table 2 as percentage change
from baseline. The nean changes from baseline
( pr e- dodedr dififeraErn 48 TIPdctiyitywes objereedavkendeampnndil pvas

adrdifiSteRldQbitPind Wﬁh’(’itﬁ fockt. Iﬁﬁlb-lfﬁ‘ﬁl (ﬁ CETP MRARRy (ras Bilch more marked in

es from Baseline re- in CETP Activjt
the fed tre%tment protocol as compaugd with the Fasted treatment protocoi ﬁ{or example,

between 4 and 24 hours post-dose, there is a significant decrease in CETP activity in the fed
versus the fasted state. Such a decrease in CETP activity indicates increased bioavailability
of the active form of the drug when administered with food as compared to administration
of the drug without food.

The relationships between plasma concentrations of the active form of
Compound I and inhibition of CETP activity for the fed and fasted states are illustrated by
the plots of Figures 4 and 5, respectively. As plasma concentrations of the active form of
Compound I increased, the inhibitory effect on CETP increased (i.e., CETP activity
decreased).
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Treatnent Pre- | h 2 h4h 6 h 3 h 24 h Post dose
waewdys267F ot ocol (all snnbjeets Fed 96 -1 - 16PCHIP2062003589

-58 -34 (17.0) (2.3) (13.2) (14.0) (11.1) (11.1)

(7.5) 96 Fasted 91 1 2 -4 1710 -15 -10 (17.4) (16.0)

(2.2) (2.4) (2.2) (3.1) (4.7) (3.8 A clear

di fference in CETP act|V|t was observed when Conpound

| was administered w t EXMPhEthout food. 1 nhibition

of CHAR spalihrdildy t0aRat MeEdibe® LEEXRiMed ’ﬂh@ eff%&’tfi‘)fff&ﬁh on the

treatnent protocol _as com Wth t
absorpti i e bt CrBpORR by evinssy Tk pediitsyvanentifed in o
studiﬂ @Hsngneﬂas omps@,thd Rt CETP fitigity follbavihg thearalasieninistration of
V.&rsus the fasted state.

ed
600 g[gc(?f(gol% 1@&7@&1 aﬁlﬁ uggc}ol vity indicates increased
bi oavadihaiktiatioy, dasﬁlgt arel saotpling s¢hednies fverdeonamenpudiewith those

descﬁgggtl Ei ﬂda%f}ﬂ L H?Q/e@e? ﬁf@e ; évfeg% ?%hrl]fi‘lhqjs'{‘ér@él 300 alég' (PMiher than

900 m@@ﬁ@om@ﬁ@@lﬂ w&h .aeqh withputifped. JRatiepls weas ﬁd@fnl%ed fwo tablets of
300 Qfgm@w n@*hé taBlegh walalpbéﬂakﬁhsc&es&ﬁw 11ﬂEkz!uM%lteM for the fed

F| gur atbrv (i]g'?% aCtIIVég ialp’élé{eg%s %gerﬁké%tgg&of l?asglme &ETP activity)
and standed tievtticangSD) wEi'eemmmredeaﬂdihma{sﬁltm@(mma sainmarized in Table
3 i ncreased, the inhibitory effect on CETP i ncreased

(i.e., CETP activity decreased). W) 2004/082675

PCT/ JP2004/ 003589 17 EXAMPLE 3 In a simlar study to

Tabh{‘?t R@ﬁg@@gfllﬂ& nple 2, the effect of food on the

apsorptton—of theactive formof Compound

Japanese nml CEAPAsivity RBelativestrBrerdase aléda’ < dgyjation)

Tref@singneFeo onbhre|t Rehr gl adibve| CBIP get B t ) 24 h Post-

&%l oW mlgst he oral admi nigtrationp of 5§ 600 ny of study
Pro und | with andiwi thout food! AdmAistration;

Babi ng, Bd samfd.ing $zBedul st wer 87.6onmedtsur at €5 th 102.9
B o U IR el T M T ) SN YA B B

-

aauTTi II \JL C1T C \CAvpw) ||J \I(J.LIUI 1A

Fm@d of ClﬂﬁpoundalOR 1wl t B9.4nd G ho(it 89.60d. $a8 i enP2.6wer e100.4
adm ni skgr()? t\/«%;anl eLp af (3319_0 n@®ach 4'glye EPhELs (2.9)

)

wetr-e |JI C[Jal ea—a&as dcabl "' JT T EXAITPT © 1. I'(LI adall vt
CETP activities (calculated as a percent age of

basel i neaFHFRr@ft ity CEYP relative activity was observed when Compound I
was administered with and without food, consistent with the results discussed in Example 2.
Inhibition of CETP activity was much more marked in the fed treatment protocol as
compared with the fasted treatment protocol. For example, between 4 and 24 hours post-
dose, there was a significant decrease in CETP activity in the fed versus the fasted state.
Specifically, the inhibition of CETP activity following the administration of Compound I
with food reached its peak at 6 hours post-administration with 37.6% CETP activity relative
to baseline. In contrast, the inhibition of CETP activity following the administration of
Compound I without food reached its peak at 8 hours post-administration with 87.8% CETP
activity relative to baseline. Such a decrease in the relative CETP activity following the
administration of Compound I with food indicates increased bioavailability of the active
form of the drug when administered with food as compared to the administration of the drug
without food.
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and standard devi ations (SD) were neasured, and the

resulting data is summarized in Table 3. Table 3 -
wRedoas2a6es CETP Activity CETP Activity Rel ati veP@DJP2004/003589

Pre-dose (standard deviation) Treatnment Pre- 1 h 2 h

4 h 6 h8h 24 h Post- Protbd&ol dose study Fed 100

100.4 87.8 52.6 37.6 39.1 65 5 102.9 (0.0) (1.9

(9.2) (13.4) (6.6) (8.3) g (7.3) Fasted 100 102.1
99.6 96.5 89.5 87.8 92. EXWYPLE®D. 0) (3.6) (2.1) (3.1)
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wheg @Qmﬁﬁs‘?@fﬁﬁd"”@a“gﬁ iSHEP 8T HE e o’ B RABHGRH of Gompound I
w1thttB@§ ecsullemcani ib@dase in Exavipdvaildbilitjovieesctive ddineof the dargewhen
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All references, including publications, patent applications, and patents, cited
herein are hereby incorporated by reference to the same extent as if each reference were
individually and specifically indicated to be incorporated by reference and were set forth in
its entirety herein.

The use of the terms “a” and “an” and “the” and similar referents in the context
of describing the invention (especially in the context of the following claims) are to be
construed to cover both the singular and the plural, unless otherwise indicated herein or

27 <&¢

clearly contradicted by context. The terms “comprising,” “having,” “including,” and
“containing” are to be construed as open-ended terms (i.e., meaning “including, but not
limited to,”) unless otherwise noted. Recitation of ranges of values herein are merely

intended to serve as a shorthand method of referring individually to each separate value
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15

of
S-[2-([[21-(2-ethyl butyl)cycl ohexyl]carbonyl ] am no) phen
wQ@ kjo4@82%2% hyl pr opanet hi oate with and wi t hout PCDAP2004/003589
Patients were adm nistered two tablets of 300 ing
each. The tablets were 10 gdPepared as described in
Exanple 1. As observed in Exanple 1, pharnacokinetics
paranmeters, such as maxi num_ observed pl asma
falligg méthin tharange, ydpaspfhesvise adicaterhlarseing and s3rlsgparate value is

mco‘?ﬁ’d}ﬁt%ﬂ ‘ir{t@ttlie%‘i}e&ﬁﬁﬁo%%s\{ﬁt V\f@?@l’i‘iﬁi\/‘ldﬁ%ﬂ? %di’teﬂ ‘heﬂeﬂf | Al fethods

desq(rxb\%ﬁﬁrelq FoP e pqy grr%%eda(a%g%qﬂ%gﬁdg}eﬁ £ss &I%GYWISC ufrmTPlca’[eé:I herein or
otherdH¥e raleaﬂy abtedicasd l@oébﬂmq ofrh@um:mgl ahd wAsxdmpI2§ ot Bxemplary

tangfAadRe g R ol B et R 5 iSRS BT et bR e

inventibw enchfles motiplrsi i limitationem thé s@PE ofitheanvaptiaponiess othowgse

oo R g AL SV
claimpé elementge essratipledhe pracigerqf ’@U@m@nand 2 tines

hi g hePrefdrﬁéﬂQ@?ﬁUMﬁélﬁs oM%ﬂn{rcﬁﬁon Rad de@aﬂﬁsd\mr@n 1ncludmg the best
e

t d
modegizndo Teravings fyddry ingruh dedn ibRe S BHAToRs oMb RE Bl erred
embpdimemd ag bvdoare dppageatimodhdsei of ordidary kgl ie tiedartiipdn feadidg the

foreig{)e]%g %%c‘fﬁgg Igl‘?t EBQ&V%{)}S\/G?(BE&%WHQB aftggm %g}ﬂl% dgﬁ%ﬁ%aﬁaﬁons as
approptiafe, aldrfba lnverruotssmtenﬂ dorbierimyestiomioi bﬁﬂ)f%&ﬁlc% aisenvie than as
spe uHTl f(fé?&gfeﬁ%‘ﬂehﬁ Aébo"f‘('ﬁng?/th?salﬁ%ﬂtﬁntlﬁ\ﬁudes all modlﬁcatlons and

oaval ém. i ve f.orm of E g whe
equivalepierod dhe ybieremalihirpsitedia theghaips apagldeqi gewé:,ermmed by
appﬁ@a%leeldwC OAGkcbveR Ny o%ﬁlbﬁhdtloheﬁf eHeeido @S dederibbdielemgnts in all possible

at ent an lications at ent
variflhs e a® R B o3P Lo P e B E Mg fieflin o
otheswive cheatlg wontaslidtéd eacdntedf er ence were i ndividually
and specifically indicated to be incorporated by
reference and were set forth in 30 its entirety
herein. The use of the terns "a" and "an" and "t he"
and simlar referents in the context of describing
the invention (especially in the context of the
followng clains) are to be construed to cover both
the singular and the plural, unless otherw se
i ndicated herein or clearly contradicted by context.

The ternms "conprising,” "having," "including," and 35
"containing" are to be construed as open-ended terns
(i.e., nmeaning "including, but not Ilimted to,")

unl ess otherwi se noted. Recitation of ranges of val ues
herein are nerely intended to serve as a shorthand
nmet hod of referring individually to each separate

val ue WO 2004/ 082675 PCT/ JP2004/ 003589 19 falling

wi thin the range, unless otherw se indicated herein,
and each separate value is incorporated into the
specification as if it were individually recited
herein. Al nethods
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descri bed herein can be perfornmed in any suitable

order unless otherw se indicated herein or otherw se
w@bk@ansas7tont radi cted by context. The use of aPyT/aredo4/003589

all exanples, or exenplary 5 | anguage (e.g., "such

as") provided herein, is intXhded nerely to better

illumnate the invention and does not pose a

limtation on the scope of the invention unless

otherwise clainmed. No | afdudéSin the specification

should be construed as indicating any non- clained

ele S essetlal he. pra |ce f. the ipvent]
or r o B tiRstpasir e BB ARy ofihe P Bve bR tised-(r1-C-
eth)hbmt@l)cyolaln@lﬂt&hrb@yl]hmnhﬁplﬁenymQ mxﬂlglljmmﬂﬁcmd toe patient

reed R re Tl SRR e 2L 2 et o

methhkpmpaotthmam theragy ekinprisinghortally adminisiprng todheipatignt e
the&?&&ﬁ%’l;“&ff&%%ﬁ{n@hhﬂﬁS— E"@[‘rl' ventors expect skilled

tisans to enpl o such tions as ppro rlate
eth}dhl&yk)%@lqlwﬂ&%b@yﬂﬁmérwaphe@wllt2n@et wlpémamefﬁ ige pharmaceutical

conqj'ogﬁﬁohsp\qﬂl fobfherwi se than as specifically described
herein. Accordingly, this invention includes all
nodi fications and 15 equival ents of the subject matter
recl.t ed The héthod biélamn hpplereiadhdempeutaslly effedtivieethdmt is about
Mor eover, any conbi nation of the
looqﬁgveg@g‘léggrlogﬁl elements in all possible variations
thereof is enconpassed by the invention unless

ot her wi sgyd Iﬂé{hS&Bﬁ@laﬂ?E Skrsih thé)ih@l%gwltfc%llﬁ k&8¢t amount is about

contr y context. WD 2004/ 08
300peg} 03%’?@6§9Q3@8589 20 CLAIMS 1. A nethod of
I ncr easi ng the bioavailability of the active form of

S [2-([[ Ibuty .cycl.phexyl. . ) .
carbony! VEHTBTbRAY 4rEA R R scrminisaariop tg the patient
occpatbetveen Bbowddhoni pgor to consuming food to about 2 hours after consuming food.

S-[2-([[21-(2-ethyl butyl )cycl ohexyl ]
car bonyljham no)é)henyl - met hyl propanet hi oat e t herapy

rpr i sig mwethed of daim ﬁ. wheseinilae adsnipisiragien fodhe patient is
subﬁtﬁnﬂ[aﬂg%ﬁhe%@fnkﬂmféfafsQHé totBumpBaNbf @ food 2- ([[1- (2
eth utyl ) cycl ohexyl] carbonyl]am no) phenyl ]
2-nmet hyl propanet hi oate in a pharnmaceuti cal
conposi tThemsthddof deich 4, Whezein Theadmeihbadtiaf toahaparicht is

mn%%]%{tﬁl_g %F%ﬂ%g chfsru %ggﬁ ﬁg%ogy[o ! &g %cl%umg él%g? éfgcitr gileﬁgo%g&%}jtion of
foodvherein the therapeutically effective anount is about

15 300 rrg to about 900 ny. 4. The nethod of any of

clalms -3, wherein the adm nistratigon to the patient

occlir's bTém@h%%any of cleip 1ifn mderain thephatimachbliqab sempesition is
in aaR@WosadetTomi of @fabRt. consumi ng food.

8. The method of claim 7, wherein the tablet comprises about 100 mg to about
1800 mg of S-[2~([[1-(2~-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-
methylpropanethioate.

0. The method of claim 8, wherein the tablet comprises about 300 mg of S-[2-
([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-methylpropanethioate, and the
therapeutically effective amount is about 300 mg to about 900 mg.
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20 5. The nethod of claim4, wherein the
admnistration to the patient is substantially at the
W@ 2008/0836me as the consunption of the food. 6. H¢EIP2004/003589
met hod of claim4, wherein the adm nistration to the
patient is immediately aftél the consunption of food
to up to about 1 hour after the consunption of 25
food. 7. The nethod of any of clains 1-6, wherein the
phalOrrac eltheireethod orasyifclagns il 9, wheresp g iadmiisisyionsresulés in an
incr@dsedn HREhSmuADy1&mal &cemidtiod o@fhecdcﬁ{fé‘ffo?m ome[rzeqm {ohe

ethyi])l?x@/lg%/c ({fﬁyl c%?@;p% oqu)%eﬁ gﬁyqpfopane]lﬁloaten% compared to the

admdwis togionl dfShi2a()lpl2eslyyibut?b cyobdliey ) jecappayamimgpleenyy.2- The
h . ¢l al. erein the tablet conprises about

metg%“’%g“%;“Oé{e["&‘fﬁog%fo(o [1-(2- et hyl butyl ) cycl ohexyl ]

car bonyl ] am no) phenyl ] 2-net hyl propanet hi oate, and the

th rapeuﬁ G Ve & T iti

oS L R T R e oo
is prgygieﬁéq) H@gthﬂt uhﬁyorgqun@q agpopsated with perspidbing infrmation that advises
the pati¥ntihgt thephimdcesival Sonhpbstion ib ACeeARmEnisfErddWitHEddTUM

pl asma concentration of the active form of

S-[2-([[2-(2- ethyl butyl)cycl ohexyl]

carlony|Themetb)doieaizin] 1 L-whetdiy presapzang inforowtion dsrther advises the

f
patiE '{Bﬁeﬁfa&*?la LoD Og? Bronexyl
ethsdlartblc)%gﬁ qI@mlﬂwf@)WHym}n lsnﬁﬂﬂhyﬁtbykpmé@thm@t ig a pharmaceutical
COI‘I’WOEIH@H twnfh%gd re%xllts hha 15@‘551‘,@ &f e AMMMBM hﬁhi‘@or&e&@aﬁom of the

sty [ it W e B AR S %%@ﬁd@t%@?@%ﬁ Bing -

methﬂbﬁfpﬁﬁéth@ﬁtetdg abmpaled sethe alifénip@dtionf Stipaf[1t@e
AT B 02 A AL S04

congitiesEr i bi ng i nformati on further advises the patient
that the adm nistration of S-[2-([[1-(2
et hyl but yl ) cycl ohexyl ] carbonyl ] am_no) phenyl ],
hyI'PéW hed of daitel § or K. ﬁw&ma@w%@abmg information further

advﬁ@iﬁh@%bﬁérﬁ‘@o Wichihisk@ UKk piRsmbdchtical c@ﬁpbﬁﬁaﬁmeeﬂi abdi® 1 hour prior
centration of t 15 active form of

to oGIRUBIRE [9pei( B TGURATRE ST BAE oS

car bonyl ] anmi no) phenyl ] 2 nmet hyl pr opanet hi oat e as

et mar e?l"yqe)rgétgﬁd ﬁid crﬂll vﬁ Il@?ln e 6{)1%0[‘1%11 LLi%pf]gtlon further advises

bu exy car
the Qatmat toyddorinisten dtetphoumaseuliche poma@&m SUbsiamtuallymﬁ ghe same time as
conéllﬁnln% thod of claim1l or 12, wherein the
pres I'ng i nformation further

15.  The method of claim 13, wherein the prescribing information further advises
the patient to administer the pharmaceutical composition immediately after consuming food
to up to about 1 hour after consuming food.

16. A method of increasing the extent of absorption of the active form of S-[2-
([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-methylpropanethioate as measured
by the active form concentration attained in the blood stream over time in a patient in need
of a therapeutic effect thereof comprising orally administering to the patient a
therapeutically effective amount of S-[2-([[1-(2-
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advi ses the patient to adm nister the pharmaceuti cal

conposi tion between about 1 hour prior to consum ng
wo owd/0sw7Rbout 2 hours after consumi ng food. I1BECT/Ii604/003589

met hod of claim 13, wherein the prescribing

i nformation further advises2225 the patient to

adm ni ster the pharnmaceutical conposition

substantially at the sane ti consuni ng food, 15.
ethyih’ql*@/l}ﬁé@wamd?cathoaylﬁa@sw)nm@mﬁnﬁtthsép@pé%%hl%tﬁ igya pharmaceutical
comFGﬂ‘lﬁémhh%bd urther advises the patient to admnister

he pharnmaceutical conposition imediately after
consuning food 30 to up to about 1 hour after
congum e haeticbd dfGlaik Itewhedimthe it apeatically dfeetiexamotnt is

f ti f f S-[2-
abou? 1@?@3{0 aibﬁgfloaﬁ){byﬁg;gygfok\eliyl ?r (r:na?bonyl[] am no) phenyl |

2- met hyl pr opanet hi oate as nmeasured by the active form

C 0 ri ge nt R Qi R 6@1&3@1‘*1 7, Q/h%ll%ﬁl 1ok YRGahifi 8RR FRBFivd AdiBunt is

a patient 1 n nee a therapeutic effect
aboqtﬁgp@@gtoca@ﬁgw(g)irﬁg oral | y admi ni stering to the patient
a therapeutically effective amount of S-[2-([[1-(2 WO

gto | g,?gﬁf?l%s E)w (gp ZOO?fI%OBSE%r]]?pl \%}g.‘ilﬁlﬁ 61}%M1§}}sfratlon to the patient

occlizs hetieyh payp d hethpratte comsuaming foodde ebwut@diours after consuming food.
conmposition with food. 17. The nethod of claim 16
wherein the ther@tpeutl cally effective anmount is

abdQt 10hempthas eitsdaim Pgpbeiein the@dminigrationiie aled?ratlémtas m

subsjd‘mtlalfl@ﬁf @k @a&@ﬁnfe@@ﬂ%%ﬂﬁdlﬁﬁﬁdrﬁ’oﬁﬁé ffli ve amount is
about” 300 ng to about 900 . 10 19. The nethod of any

of clains 16-18, wherein the adm nistration to the
pailent Theawilicl dfedaimel?, albertin thehdminigirdtion td the patient is

SRR 58 o 24 00 AT ST SR o

food o the patient is substantially at the sane tine as
the consunption of the food. 15 21. The nethod of
claim19, wherein the admnistration to the patient is

i mAadi afléieyneihadof ange é@ﬁ%h@aﬂo\ﬁh%@mﬁ%ﬂlwawﬁﬁ%} composition

is maﬁﬁﬂidébaiboféfmﬁffh%bléthe consunption of food. 20 22.
he net hod of any of clains 16-21, wherein the

phar maceuti cal conposition is in a unit dosage form
of 2a. t alllhetmetRR1 of hedm, hdereaf theltatilen 2apristreabeun] Gthag to about

1804 A ctefIZS' i @&Qlﬁ&&m&@}%xﬁf&rﬁ rgmhtmo)ﬂrﬁqul]@

metlgdpiopagdiiaateno) phenyl ] 2

24.  The method of claim 23, wherein the tablet comprises about 300 mg of S-[2-
([[1-(2~ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-methylpropanethioate, and the
therapeutically effective amount is about 300 mg to about 900 mg.

25. A method for decreasing the activity of cholesteryl ester transfer protein
(CETP) in a patient, which comprises orally administering to the patient a therapeutically
effective amount of S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-
methylpropanethioate in a pharmaceutical composition with food.

26.  The method of claim 25, wherein the therapeutically effective amount is
about 100 mg to about 1800 mg.
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25 net hyl propanet hi oate. 24. The method of claim 23,
wherein the tablet conprises about 300 ng of S-[2-

w@ pjorog7et hyl but yl ) cycl ohexyl ] carbonyl ] am nop@iarepd4003589
2-met hyl propanet hi oate, and the therapeutically
effective amount is about 333 ng to about 900 ng. 30
25. A nethod for decreasing the activity of
chol esteryl ester transfer protein (CETP) in a
patient, which conprises orally adm nistering to the

pata7ent Eheltinetha@efiélhigadd, Ywheedih @ thi@p&nRuly efctive amount is

o SR gkt iUy ovel ohexy T 72 B R

pharmaceutical conposition with food. 35 26. The

of fjekgtdl Slﬁehegjnrr%’[bl@ 815any"é4}%{a%{nE‘ %g%@ &H?xr ﬁlﬂ@é’%{irﬁ%ﬁ%ﬂon to %patlent

occyry hgivEeR GYeutHARUY PHO0W/ (V08 EE0S f«zcsi Rabodtehenss hfw cofisuming food.

claim 26, wherein the therapeutically effective anount

abo 300 Q .about 90Q 5.28. The net hod of

anyz cing ethoo ltzeﬁamme rdicFeIR HE adaipistraiandp itampatisnt e
submtuadalytat thecanie sinkedsweetonstoption ofwdu fodd i or to

consunmi ng food to about 2 hours after consum ng food.

29. The nethod of claim 28, wherein the adm nistration

t 0 30he plieimethod ef daibs2§ vihieadih fheatdntinistrataometo thepatiast is
im0 BB Ot S LMo wp it 1 M08 B chymption of
food. rmedi ately after the consunption of food to up to

about 1 hour after the consurrption of food. 15 31.

The,  net of . a of

phaitrmc epeireeth oL st 28 30, RherPihhe plistguticghspmposition
is inof vt deshpeform3.a tdler. met hod of claim 31, wherein the

tabl et conprises about 100 ing to about 1800 ng

of S-[2-([[1-(2-ethyl butyl)cycl ohexyl ] carbonyl | am no) ph

eny] (1&@ m@h@@bfﬂﬂ@jmémﬁm the tatdet chimprises shout 690 mg to about

1806 xﬁgzéﬁﬁé -([PE-ahAbhRB T AREY 11688 BRRn SRR3R0 Mo of

meﬂ(‘YIPr:E’P?@Qﬂé‘PﬁS?I but yl ) cycl ohexyl ] car bonyl ] ami no) phenyl ]
2-met hyl propanet hi oate, and the therapeutically

eft %Ct | Ve nrln%HoJ otl cﬁalmbﬁjt h%?e?n 1 tab% ac%?npnses a%onp?a 002 1151g of S-[2-
([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-methylpropanethioate, and the

therapeutically effective amount is about 300 mg to about 900 mg.

34. A method for the treatment or prophylaxis of a cardiovascular disorder in a
patient comprising administering S-[2-([[1-(2~
ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-methylpropanethioate to a patient, which
comprises orally administering to the patient a therapeutically effective amount of S-[2-([[1-
(2-ethylbutyl)cyclohexyl]carbonyl]lamino)phenyl] 2-methylpropanethioate in a
pharmaceutical composition with food.

35. The method of claim 34, wherein the cardiovascular disorder is selected from
the group consisting of cardiovascular disease, coronary heart disease, coronary artery
disease, hypoalphalipoproteinemia, hypercholesterolemia, and atherosclerosis.
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34. A nethod for the treatnent or prophylaxis of a

cardi ovascul ar disorder in a patient conprising
wa@eivssrering S-[2-([[1-(2 PCT/JP2004/003589

et hyl but yl ) cycl ohexyl ] car bonyl ] am no) phenyl ]

2- met hyl propanet hi oate to a2datient, which conprises

orally admnistering to the patient a therapeutically

effective anmount of S-[2- (g 1- 30 _ )

( 236t hy ' Bgtysthed ef daiexsA Picty: Bdwiain theitherppisiaglly) effective amount
is a&nmg(blﬁ{g%gg@lﬁqtgbog{g e in a pharnmaceutical conposition

with food. 35. The nmethod of claim 34, wherein the

cardi ovascul ar disorder is selected from the group

corsgi st iTig méthedotitleine®s; wirrein tikabsapentictinaifoctine ambunt is

i or artery 35 di sease,
aboﬁg@?iﬁ%ﬁoﬁ |0fjlgg®)¥‘§i nem a, hyperchol esterol em a, and
at heroscl erosis. WD 2004/ 082675 PCT/ JP2004/ 003589 24

36.3gThe T‘Iﬁtrﬂﬁﬁo@% #Hggif el 95-335w11¥i‘8§1rtgé Qdﬁﬂhgs(‘gratlon to the patient

t herapeut] ca tive anount
OCCHB HEEVeEB ObOY. 1103117 prior tpiensHIIRS doask to@baytd hirs @ﬁféw@nwmlng food.
the ther apeutically effect ive anount is 5 about 300

ut 0 of .cl ains
2. hrnsthod pEclaiis, MGrR g gnisRaoto B geeht is
subslam:mily abtie\semn tinleoastthel camsumpipon of tht doconsum ng food to

about 2 hours after consum ng food. 10 39. The nethod
of claim38, wherein the adm nistration to the patient

i s 4ubstEhetmethod obelainhis, seheeein theedaynistiationdn hapatienhis
1mn§:fdlz{t51§ aft@Ofe cﬂl%um-fylﬁﬁn geiado ﬁf) t& Ay :ﬁ%ur ?ME@F[I%‘ anﬁtﬂﬁptlon of

(iamnlstratlontot he pati ent I medi ately after
food-he consunption of food to up to about 1 hour after

the consunption of 15 food. 41. The nethod of any of

C|ImS eint r utic 0SiLti

| sqil n a W{lét&%@g 1"yfoglc 118? §§—4-§Z‘%/F%rgm t'g‘%pfjaerP chalocomposxtlon
is mmumbdiosageﬁirmoﬁaztablemer ein the tablet conprises about

100 ng to about 1800 ng of

S [2-([[2-(2-ethyl butyl?cycl ohexy Ig)
carBony | Theimither ehdwiyi 41, avherain flic tablelocommiseettput 1¢(hme to about

1800 nf3ef ﬁ[@([ﬂﬁ(ﬁ&ﬁg@ﬁwﬂbb%lﬁh&%ﬁ c%@x&;ﬂ]dimh&@hé@bj gl

cin% I ses, about
met%{’[’ p(nzet PRI but yl ) cycl ohexyl ] carbonyl ] ami no) phenyl |
2- met hyl pr opanet hi oat e and the therapeutically

At Y BN P00, B RO P o
([[1d@feﬁmllsumlgcy&lqhhsylimehmwﬂamirw)pf@hﬂé@t-mvtbylammncthioate and the
ther%eﬁb ﬁfger]%h%?ﬁgenyﬁﬁ%lt %wﬁloﬁ E %F%d}t]gg gﬁ%’% hi oate and a

pharnaceutically acceptable carrier, prescribing

I nf4ar matA @R comprising a pharmaceutical composition comprising a therapeutically
effective amount of S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-
methylpropanethioate and a pharmaceutically acceptable carrier, prescribing information,
and a container, wherein the prescribing information includes advice to a patient regarding
administration of S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-
methylpropanethioate in a pharmaceutical composition with food.

45.  The kit of claim 44, wherein the prescribing information states that the
administration of S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-
methylpropanethioate with food improves bioavailability.
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and a container, wherein the prescribing information
i ncl udes advice to a patient regarding admnistration
wW@B00E08%7X [ [ 1- (2- et hyl butyl)cycl ohexyl] car boPgi/JP2004/003589
am no) phenyl ] 2- nethyl propanethioate in a
phar maceuti cal conposition &th food. 35 45. The kit
of claim44, wherein the prescribing information
states that the admnistration of S-[2-([[ |
-(2-ethyl butyl)cycl ohexyl] carbonyl]amni no)phenyl] 2-
rret4@yl PHRARRNSICRIAAUR 4 hwh@ekh theBe ﬁhcally effective amount is
bi cavai | abi | | tsy WD 20047 082675 PCT/ JP20047/ 003589 25
abow;éoo-mge% UoF8U9MEm 44 or 45, wherein the
therapeutically effective anmount is about 100 ng to
t 1800 47. The a
wped A Tfifss. 1o e Her Qi QS 3B hgng fabout
300 akptiotabO@@P0Pgng.48. The kit of any of clains 44-47,
wherein the admnistration to the patient occurs
bet ween about 1 hour prior to consum ng food to about

2 U8ur s Thetkétrof @y eliptping 44066, Whergin dlee adnyaisiationdp the patient

occftS betWaen Slb(?ht i hRupPdMb ThARINIAR fécd th ABoRB HoRIKY aftef consuming food.
substantially at the sanme tine as the consunption of

the food. 50. The kit of claim48, wherein the
adaoni stIrhatkiitQIf clamt48e wheeiretht admiristration &t theypatid isfubstantially

h .
at R RID: BsBrorBER B8 B C 7 o Tany of el ai me

44- 50, vvherel n the pharmaceutical conpositionis in a

u n 'Sb doggg & cﬁyﬁlﬁf%amﬁl@@ 1ehe a&l@lnﬁ?&ra‘[ﬂ;ﬁ% {ﬂetpaﬁéntcii ﬁ‘x'nﬂkdlately

wherei n conpri ses ﬁ bout ng fa 8Ut
aﬂen@e@owrr&mos of Jaqq to 11 o alkqu } ot gitst P‘B’ﬁ%@@? 0.0 ot oo
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52.  The kit of claim 51, wherein the tablet comprises about 100" mg to about

1800 mg of S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-
methylpropanethioate.

53.  The kit of claim 52, wherein the tablet comprises about 300 mg of S-[2-([[1-
(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl] 2-methylpropanethioate, and the
therapeutically effective amount is about 300 mg to about 900 mg.



