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WD 2004/ 082593 PCT/ JP2004/ 003585 1 DESCRI PTI ON
PHARMACEUTI CAL COVPCSI TI ONS OF CETP INHIBITORS 5

WO EOHsS28. FI ELD This invention pertains to  PCT/JP2004/003585
conpositions and nmethods for the treatnent or
prophyl axi s of car di ovascul at di sorders conpri sing
CETP inhibitors. BACKGROUND ART 10 Hyperli pi dem c
condi ti ons associ ated wi tapel evat ed concentrations of
total cholesterol and P& gé%'gm | i poprotein (LDL)
chol esterol are major risk factors for coronary heart

i 11 EHARNACEITACAE PRI EORS Y GHABEDBITORS oy

a low plasma concentration of high-density |ipoprotein
(HDL) chol esterol ista~pRyeATUE %ﬁk factor for the
devel opnent of at herosc er05| S. Chol esteryl ester
tr ansﬁ“grs ipventien pertadITP)coOMP ositiphsandemethedsdontheiegatment or

proé | i 6%0@2{3%1&@&/&5&%019&15{1@ cesatrehdibiteat ers and

gl yceri des between various |ipoproteins in the
bl ood. The novenent of chol esteryl ester fromHDL to

LDL by CETP has the e3A€KGROOUNDWERING HDL
hol |.and i t hi bi t
of  cernaapidGs B ERT s piRTHCH e hEL Sl BBy
cholefterod tand hjvg/-damdﬁyﬂipopﬂomﬂd)ll:moﬂ@termlam mjobylsle fastcas iforg
cor&%gpfl sc{é@‘_?ﬁﬁ‘gtlhgr% @E&%ﬁs\?gga#e%%f ng§| ; Os;amhﬁ%rousbstudles
haveg B%@@f@@tqdﬁb@t atlpw plasewEoneyniations f high-dgpsitgeippprotein (HDL)

choleat@fo@ iid é’f)@\vérﬁxl Qfsﬁff&*t’térqgr e qev@@plhehm aﬁlfefc@,sletog@ such
s nmus

s uc h QEOi&S}FW 6St€§éﬁé}ﬂsfeﬁ HNS‘?IP Zagng’ératHl%%PaaﬁrPS?“{ %6%%0111’[8’[68 the
moviehfint hﬁ@hbld%t@ﬁ @Cﬂﬁiﬂﬂ@rlgl&&tﬂldﬁﬂ bytwean eagendipgptofeins in the blood.

The éﬁ%&@gge\?g bf g'wleﬁge\fil egﬁé} ES@%SH t§ \g[ﬁgﬁi 8‘%%13%% Hf%' eéfe@/ of lowering
HDL shelesteiob aad Ingreagog hDd oshobasterial. Hahnblt@er@é C@ﬂP;ﬂcpmwb}ﬁ CETP
mhlbﬂors li’l%%ﬂéé‘xlhs'hﬁﬁrhtto LR:di0 I?H’uﬁdl%i ﬁl%mi‘ar@ﬂ)Lﬂﬂm ﬁt‘tl%g Fakic9fting

|oava| ties are achi eved

plasrrm %Pha%lpbﬁtﬁrol pad kaveering lasesilda chgbesieoh 1710
r ecogmp »eeffebtive, QEWP'lﬁﬂb@cﬁrs st b gRwEdel adtb ke Mo@kﬂ dOral dosing

of CEHE Rt B R 1P B PR Sy B b G e taen
ond mgullar baziis, suchaas daiipr RSB snHibiters gradtiaulavhit those3Batdmlebigh binding

actif ?Pﬁ %g?éenteﬁ?l& hlyﬁpopﬁgﬁ'lg Shatvg %xt?é]ﬂ&? M %I]ue&gs %luf)lﬂ?y %ﬁave low

oralmanlawlm wlaﬁnsdcaecbcqmema;@ﬂm Suﬁecqrmrqwldft h@ﬁ@en@aléy]proven to
be d?ffg:ﬁltrﬂ& forffehe fo rordl H@M}Mﬁfﬁu@ﬁ rmaﬂhhﬂ (B8 b%ﬁv&faﬁﬂﬁﬂh hieNRhieved.
P inhibitors. or e, ﬁ remai ns eed f ?
phar rHEEati Petsli%@ W?%%W&ﬁ%/ 1 %@CO@@PWS problem of low
biodvahatilitydnd alttﬁmpfs}tﬁ E;@llvé bud o Iﬁ’f)BIIehh@I foﬁﬁﬁlahhg h ﬁomposmon
incr ease?l Eilfﬁgaval q. (I.Gé l’ {2? E nth % _
conprising {10718 HiRRRS1080L 4 ihi \‘}érh%‘} %EHO%’ o 1giE a0 fralet
solqhteapommemﬂhambremsrﬂmsuoncmnraanni ofrée IR imhibitoe s the gnvironment
r gl [ 8- S Ng: t eytjcal :
of ug‘g O%O&%ﬁ%@% gg E{&?‘? S%g*ggﬁﬁlgggxg é’lgé]m Jllfstzﬂnﬁ’é RS teteS8'n W'Pgomg
need for improved compositions of crystalline CETP inhibitors.
Therefore, there remains a need for pharmaceutical compositions comprising
CETP inhibitors in crystalline form that result in increased bioavailabilty of the CETP
inhibitors in the environment of use. The invention provides such a pharmaceutical
composition and methods of treating cardiovascular disorders using the pharmaceutical
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2 conpositions. These and ot her advantages of the
invention, as well as additional inventive features,
wowdok/okasomppar ent from the description of the POWErMI4003585
provi ded herein. DI SCLOSURE OF | NVENTION 5 The
i nvention provi des a pharmac2utical conposition
conprising a cholesteryl ester transfer protein
i nhi bitor and a water-insoluble
compepitient. r Biidse and pthanadvagiagasdiftheayerfinnh as well as additional inventive
featGife@ SPRBetGrent HE6m! tHY §EEHMTOPOHRe RIveN e oRidEBhder, f or
treating or preventing a cardi ovascul ar = disorder In a
manmal by admi nistering to a manmal in need of such
treatnent a 10 the)jggg%m@{)ymfvfmmow anount of t he

phar eutical conposition I nven
B EF RN SRR BBt bfito] SgmpiiEEn Rbtestery
estep transfen‘prbtcm mbibatet anda weninsbbbieeconoetation-&nhawmg additive, such
ascgéé? WEE 15 the active form of
r[11 (2-et hyI but yI ) cycl ohexyl ]
car boh{¢ jrvientien gheprevidesa meghadyfopredtnger preyghiongy egrdivgascular

dlsd?@é%rlﬁ a'n‘i‘angﬂﬂ cﬁtﬂnﬁﬁ:lrlﬂg R4 hRRirsal iMSMETTsBcIPrédthnént a
adm .nl

theraP%ltllcQI X TI%%'CI(VQ a@pﬁrgq q{ﬁlgei,p})agyeqegﬂggg)pp]nposmon provided by the
invengiohonyl ] am no) phenyl] 2 net hyl propanethi oate with
food or without food. Figure 2 is a sem-logarithmc

pI ot of the geonetric nmean plasnma concentrations 20
(g/ L) of the dSRIBFEDESCRIRFION OF DRAWINGS

? Egoﬁ ﬁl]\lea%?sn%gﬁkﬁk E}& f ﬁlgﬁ%rﬁﬁﬁféﬁﬂrxégg las ma cggceerltrg’eglrs (glg/mL) of
the pgiiyedoin 0bdu24 z@re @%MP’@B?@’U%WB@@“@M‘WX}]

metﬁ?lgt aﬁétﬂfo@ﬂ’: P36 Hours in Caucas1an male atlents who were orally

odnE s e R BBy %ﬂfs‘/ﬁ@ﬁ%ﬂ]ﬂﬁ:am%rammpchﬁnyl] 2-

methglpebpanethiobteowith foaddr wiihgutrfeod. i s pl ot of the nmean

chang g%“% £om basall, &a%h%tﬂrﬁf cﬁ)'lgtoq?ﬁﬁe 5%2) r%{{g i v\}{;} gl\ékﬁl%{ gorfcRntrations

(uggx:illg]rquhgmﬁvmfm pBESHDOGL -@etlj\ylbgqlzyclohexyl] carbonyl]amino)phenyl]

2- n{eﬁ{%fé) %ﬁan%ﬁmalt@wéf's)s%ﬁ}sq{? %&ds%ﬁﬁﬁeyshﬂlé@ %Rb@é‘wahy

anet hi gate w W t hou
adm@@%%fy %%l ngg af pil&(ll bﬁ2ﬁ@5fbu&>ﬁwc@g@f»x} O@Ifbégyli%famﬁwﬁnyﬂ 2-
metnyl n@tﬁmmtzmafdo@rm wﬁﬂlouﬁﬂb@daCt ive form

car boﬁﬁﬁ%ﬁf%‘ﬁ A PP Y G Dbrns s g acivie

ove224 howrs $n Caud@sias amleapatnatsswbraWemmally odhondtergd £ 0@ mgraflS-[2-

([[1g%mélw(lﬂtgﬂéyzc?%l}eg%]%Q?y@g@i og%hen;//‘] 2-methylpropanethioate with food or

Bendy| ] ami no) phenyl ] 2- net hyl propanet hi oate with
f °°d F@ugé“l & PploBofmAntEPh a&ﬁ@@es%ﬁ?néﬁtﬁle\éh{d c%ﬁcéh'ﬁ‘atlons of

the @t Vg fgl[l‘l[l QPEiS éﬂﬁ)( t } ai}:{l)}}@fpéf&gh@gg]ec]al%onyl\jammo prpenyl] 2-
metﬁ@lpbmauéthﬁmm):pb«e hyird il2Cafeasiat malgpanieandolivvaiat ¢herelr
adllgll&ﬁﬂ%uogltsqubﬂcauc §'£%Q[E§i 8@191%%@?ﬁy§10flexyll]%¥\flbogylj al?n ng)rpﬁenyl] 2-
metBylpfopapéthioa-withhfdodut yI ) cycl ohexyl ]

;:gr bopydt 8NP BNEMNKEdn CrTIREENIIE ABREH YRR Lot dadHbns of
the active form of S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)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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WO 2004/ 082593 PCT/ JP2004/ 003585 3 The invention

provi des conpositions of at |east one CETP inhibitor
wa@pa4as2shrast one water-insol uble PCT/JP2004/003585

concentration-enhanci ng additive, wherein the additive

desirably increases the bioavailability of the CETP

inhibitor, or the active formthereof, relative to the

5 adm nistration of the CETP inhibitor in the absence

of the additive. The CETP inhibitor signifies any

fgg’fo}’ﬁrnﬁlaﬁbn (%Ml@ést &n%gilﬁto% of &18R¢ @tIEEnCIE“?? 'tni{)l{r?bﬂ:t:d;ﬁﬂg at least
one ik pehicQsRRTEoN g t“ﬁ«’z‘é‘f% Poereusilie pddidive fesizably
increlsecth kbﬁﬂlvallhblﬂltﬁof Bt ERTB idhibith, 34Bs adive 48ndthdreof, relative to the

.6 19 7868f@‘n 426 365;

adm%?}f?‘g%i’é’ B&t‘g‘?rf?}&g‘bg 1o i 5 abRehE 88846 Al 10

and Eﬁl@@EIﬂ &Mbltoralgﬂniﬁm;tfmy ramipowal thRainkibits AIIH ardoinman

i GeP B T TaoneY B PR T8 o ¥ A Bt gl contt o

the ipvestionagic as these deserbedi 1St Batents 62140 S4B . 343, 6,147,089,
614509004 @91 78&%&6 lhag B65 ARurBp R PhtenPAp hca%nmlnﬁé’ts EEF96846 Al

u har utjc ac I

and 8 8L 41 Sha RO B @Pﬁcwa thers §098RYSas, wo
98/36P3 1, W Ocvpid G dWef 997042041 VO 9911!421-'52f\ml @/41,2357{ and WO 02/11710.

repr t. n ted C3_10

Cyel ooy Bt CRa a0 o ErwBRRPS bt oo
C5_8 cycl oal kenyl group. Each of Xl F&@mmxs and X4
may be the sanme of different and represents one or
nore of the foll@gw ng: a hydrogen atom a hal ogen
atom a Cl_4 alk roup; a halo-Cl_4 alkyl group; a
Cl_4 al koxy grRup; aNyano group; a nitro group; an
acyl group; or an aryl group. Z represents a hydrogen
atom -YRL (wherein Y representg -CO or -CS-, and Rl
represents 30 a 3yk #€d or unsubstituted straight
chain or branched |C al kyl group; a Cl.4 al koxy
group; a Cl.4 allg group; a substituted or
unsubsti t ut ed g no~geBUP; substituted or
unsubstituted”@areido |[group; & substituted or
unsubstituted C3.10 clycl oal kyl group; a substituted
or unsubstituted C3 cycloal kyl C1_10 al kyl group; a

or a praisid Eom@aingy phaﬂﬁa&atlbdllyt&deptﬂﬂ@’ kalg efationtr, stereoisomer, hydrate,

d
or sQRE b icBoBhnd RN 0B Fo Bl aliEils Gmiptuteg or
unsubgtiieitadt Gt eclycdoallgn gtcbwtortawubmtatﬁgi ot iismbsfrtoted Csa cycloalkenyl
grou?u hsth Bf'f’(e@( oK., éﬁﬂ%ﬁ I B@f{x@%axﬁe of Ehf@réﬁ'? IR f‘engesents one or more

eterocyc grou ? en, oxyg
of th@tfplflwngaﬁémﬁmger at@rrs HHSIEE Y o G1C B0 STUBLE beOLighcy]
grou? H@T’lekﬁrgr ué)L aﬂftﬂ%}bup @ acyt gRup@r an aryl group. Z
004/
represents a rogen a om 1 whereln represents —CO- or —CS—, and R represents

a substituted or unsubstituted straight chain or branched C).1p alkyl group; a Ci.4 alkoxy
group; a Cy.4alkylthio group; a substituted or unsubstituted amino group; a substituted or
unsubstituted ureido group; a substituted or unsubstituted Cs.jo cycloalkyl group; a
substituted or unsubstituted Cs. ;o cycloalkyl Cy.jg alkyl group; a substituted or unsubstituted
aryl group; a substituted or unsubstituted aralkyl group; a substituted or unsubstituted
arylalkenyl group; a substituted or unsubstituted arylthio group; a substituted or
unsubstituted 5- or 6-membered heterocyclic group having 1-3 nitrogen, oxygen, or sulfur
atoms; or a substituted or unsubstituted 5- or 6-membered heteroarylaklyl group), or —S-R,
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(wherein R2 represents a substituted or unsubstituted

ClL 4 alkyl group or a substituted or unsubstituted
W@eopk/ogpsexip) . The term "strai ght chain or branetiEdP2004/003585

Cl-1o0 al kyl group"” used herein nmeans an al kyl group

havi ng 1-10 carbon atons whi‘ch may be straight or

branched. Specific 5 exanples thereof include nethyl,

et hyl ropyl, isqpropyl, but isobutyl, sec-butyl
(thrglﬁl%/Rz IEBW%S @gmsg;ﬁted,pcédxﬁgmsygj eqng@élgf y)group or asu st¥[uted or
unsdbgﬁﬁlt e(ﬂ%]ygmupb et hyl butyl, 2-ethyl butyl,

1 | s o @Hﬁ%gtﬂg%ﬁgagﬁranﬁﬁ (ﬁwo oup” used herein means an
alkyllgn@up pyiringrit M cartlon dtsmbuhydhpmayt iyd strai’glﬂetoh Yapelmdy [Specific

exanéple? @ﬁ%eﬁg%ﬂycﬁﬁﬁtr%@tpylz%hﬁléEni(])?yf Yéo@ﬁﬁ}w lbut};f 1§5Mlp§‘e@t%ltyl tert-
butyl, pentii, mmytybewpmntylztezrfmlmé,t hyﬂhmléautw,l 2-ethylbpii) 1-propglbutyl,

| |
1,1- g?r{ P»ﬁ&lt yl 150%%??%%?%&’?1% Xi}}@@ﬁijlié)entjﬂ A &Bié{/lb@ﬁﬁﬂ 1-

lsobgty&eﬁél*?ei%wfpegw - SoipPRIpRY IRtV 24@“[1%% peauﬁﬂ ﬁfg@ﬂemﬂ 3-
1sop fopsigantynexiethyferBl hwl-hﬁ?iéthylpe 1012}41 dmibﬂ@ﬂl}fmbh eptat)hlyl 4-

metf] &&gyﬁ%wy&h%hg‘xyg £ {‘;%H@B%} -egayéq 9P ?elg%/ SRy, 2-tort-

butythexgl, Bydthnddxyll,, 3-soprppylhdxydt h;drbbuty]hpxsﬂ fé{ethylmﬁylyﬁ -methylhexyl,

repff Ty ep A Rt e S POE - noR G hri g 9 i thepo
4- prgmdh@pthlaéTeﬂgflhepgylc@rnwﬁwﬂmaﬁsoqtﬁ bredtyéaatd o2-ethiytoctdrianyl, 1-
methydorfyl, |20i'fﬁfhyﬂ{dﬁ¥1 d@éﬂ’ LkF?xd tHSBE: HBRLFY. NA FBAiBRt @Airddriithnched alkyl
%rou a¥| n% t carb tonms, and specifically
group iy E’&e]s FRCRY ORI PIC) er pyl, isopropyl, butyl,
| sobuTlyd term$€g4 Imtey blkyl @blip’ blﬂeyllh,ereﬁmdleb,ﬂnsenﬂ dlkyd @mmmmg 1-4

oS T ) N0 oSl S SR GOV, s

sec- hm@hﬁembuﬂyl and thedge goppsor nore doubl e bonds, which
¢ fohh akt@z{léht‘?:?laﬁw& 'B?ﬁi‘l%ﬁed SPg &Ik iém%s an allxenyl

thereo |nc I Sopr open pr openy
group_haxing4-10 carbem aigins, W1Q1 zﬁé@a@yq)nezorﬁqus dpyble bonds, which may be
straizhi @i ched by &ﬁﬁd exaﬁf;ﬂs&theredﬁﬂﬁhby hﬂﬁ ﬁﬁ?lef*s)bbx;openyl 1-propenyl,

g PRRFRL LRS- PioDpath G- BIH c50tshdapeliyk 3-butenyl,

3-méthpebbatenkl, 1B-Enpdi-aciugenyl,, 1 -@ndenyt tmdihgh§ipentenyl, 1- ethyl -3-
pent nyﬂezf z)@%{enylll egfédgﬁﬁlhf)ﬁ n@%ﬁltadﬁlérgﬁ ljik‘?cgﬁﬁy -fmethyl -2-hexenyl, 3-
hexenyhy 4h1@exaayle hyplutyl- ﬁ ltﬁecpmsénw-hezadlﬁ%t?eWExacmerwb dtlapyanyl, 2-

hep nﬁeﬁ—th%?%gyl @'h@ﬁﬁﬁﬁnyjhept@nﬁe@h%‘%ﬁyl, ﬂB%egﬁerﬁﬂ' 8 AWieptadienyl,

oct eny octe
I- ocaenabt%wpnylsi a@@@ﬂy‘f-octsnﬂc%-@ﬁswl 606{ef1¥hyroctqw{3§rimwl 2-
nonéryl, @ﬁ@{blﬁ!yl 43roneing nSLhone‘hyh @Agtichyl, P-noaasmyd-nonenyl, 9- decenyl and

the k0GR i AR ERbr g g B ARG Shap B0 sl o
brammd;hsprafermd straight or 30 branched, is preferred.

The tefim, Pﬂa‘hglggfﬂ) Q?ﬁﬂndﬁﬁ?ﬁﬁo@ gﬁlbflﬁg‘?laﬁa Ibﬂfn‘uﬂ@ atoffid

brom ne a grou nmeans
t he abevisrébelpiGedlial swuphitcans faplabov-daspri t4loweedkyl

rodg duB stitut’éd halieos %mgm' GiidMBHayPBe thbQaHa ok didferdht f §pscemd -

exalgmeegi;l@ﬁeé){ Hexua({é%]} v egﬁ oéﬂrl]l%:qlt]@ae b uor tggﬁuoromethyl

dichtbromkthivh nafltoromethivi, ftﬁlﬂﬂ@l@ﬁﬁtﬂw| chldrbd:thj?lll, dtﬂmatetlﬂl trifluoroethyl,
ri

penGRBIGRS bbb b b st bbb B s ke eroups

Triftuoidohetbylaindtchloroedimd atehareferied. gr oups.
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Trifluoromethyl and chloroethyl are preferred. WO

2004/ 082593 PCT/ JP2004/ 003585 5 The term " Cl_4l ower
W@bdoong25g3 oup” mneans the al koxy group cont ai ni PQI/g#2e04/003585

Cl.4 lower alkyl group as described above. Exanples

t hereof include nethoxy, ethbdxy, propoxy, isopropoxy,

but oxy, i sobutoxy, sec-butoxy, tert-butoxy, and the

like %roups The term"Cl_4 | ower al Iéillthlo grou?
means TRHETTR| fey+ 1Te5 alost BTUBN EART 1g aflfy esoupicontaingpg the Cra
low@4 EKIWI LEB dRScrilRd @bbe & xabpis thédrsaintiade iRoR9S ethoxy, propoxy,

isont QY oy o oDy eE T et b heLBe 2bwes ¢ i o

t ert - Bhat tetrh [Co.4 1oawved atldyithioi dreup”gnermp she dlkdtitie gmup@Bnthﬁung the
C.- 4‘?(%9 r%ﬂl‘ﬁé{ou%sa?lﬁ%crmﬁa%ov% @&%nﬁ?&s l@( re&f 18&8&?1\&}1 ﬁ{u% étﬂylthlo

car

profesthinp uS@Qroﬂ)M@h@obutb'W@;lbuld@btﬁylﬂh@pSﬁ ytylthmtecrgrbmtm joyand the like

grmg,gcl opentyl, cycl ohexyl, cycl oheptyl cycl ooct yl,

t ahydr oi ndenyl decahydr pnapht h
bi cycil 1D “Chresyelpn lk.‘/?argﬁaﬁtrwns %%%’&lqaﬂﬁ’l Erqup hgy g1 0 carbon

atonhy, @\ﬁl@dﬁ 186y Bé ﬁlonb&me ohpMliyexg1id- Exadples theddodiclude cyclopropyl

R I T e e

decaiydtomablﬁhyiyblcgclo[mz ﬂ]}hapilyg aBarBantglapidthedike meoupist Rraferecd are
thosg rhafriﬁg 3. ,}j%p tpo Se {:lglﬁ n?@?cl[)h‘%}ﬂ%lé gt ahdf Sﬂ;c%ﬁeptyl

cycl ohepleEny ;s@xpéqmékﬁm ar_\pup W%ﬂscﬁp@ﬁ qadieapil group having 5-8
carHéM Cat&ﬁgewm beEOE mofey&dugt&%asﬂb@mélrmgc maﬁ@%satﬁérsmhelude

re e -
cyo R L Bl B Ry R b S HeRLEmYH O CapeR SR Ty |
cyclahﬁadmylo bﬁﬂblwpyddleny]l'hﬁclbecftﬁdle@&_alﬁl thy tike gdokiys. Bibfetfad are

thosGfy 5 e D gt CRETEHERTC YRS Y Rl

aboveThetstmi“bed qg8loalkyt¢cloalivl gl;dep p@agy bapboGpdasciibear straight
chait’tft Mnﬁﬁe& ¢e1r() %ﬂfy gfi‘)ﬁk Y tlﬁggd ﬁrﬁﬁ %H@S% h.%% ﬁ: I3 _ocycloalkyl

CyC opent ycC cyc %
groyy OSP@B'@ﬁteifﬂlﬁﬁ hihereafiiasfededie %{lwbyl cyclopentylmethyl,

cyclbh&byﬁh@lﬁ?ﬁbyélﬁlﬁékﬂ eycldpeﬁt&%h@tﬂ?%)d c‘?blbhéxylmethyl 1-cyclopentylethyl,

1 cyézlogl)é lg!ﬁgﬁ%lcléf?:W%pyéeﬁ@yg ggﬁent llgﬁk’lﬁg }Z—cyclohexylethyl 2-

cyclﬂ)hwﬁbmlyb )lydyclolmlhyhetliyj/dthyul--cycid)hﬂxglgrbmﬂ Adpyiclopentylpropyl, 3-

cycl§5 fé’f& “3‘¥ c%p%‘l)l lprogyl §%&£l§ﬁ ?’ﬂrB p?}' Icycloheptylpropyl 1-
cyclep??m-g';n%%ﬁmop ?cyQIOQ@Kydﬂdn@i%kpmp%?l L— pecdopenpilopyll 1-
cycléhmmeﬂ!yc@hé@m&lpﬂ -Qﬁé’lbpro%yﬂbﬁﬁll oRenl b1, 41-

cyclgp R exi/ lolgé'lb}c}émei;yl l-meglwl:blgﬂu{ Y;yg,lgp@ntyl Jrethylbutyl, 1-cyclohexyl-3-
metEy'lBLht@DQKHyﬂdpaﬁwlpen@fi qy@cﬁ]ﬁwacﬁwmtdwlohbli}yhlethylpentyl 2-

oyl G PR ereyHop Rt deyrlsbregr:
metiylpsatylo heyylbpatthipbpsh hydyclopentghekydh ey tlpkaxyiiexyl, 1-

cyc %pcyck&ﬂg)fﬁq 9252%’0#@@{@’1}6}( t?-\é%lg&%@g?@ﬂg@%gxgl 3- cr?/clolpentylhexyl
1 cwl@ygylbggyg %cb{él;@ppntylll-@gﬁéh oyl rexglphexyl-1 dlmeth heptyl 1-
cycl‘éué"ﬂtﬂﬁgtﬁ}tr ngWIc{i)ﬁh@R?&WI 3 3yc%dfélx I@)@en%d @ﬁ’fd’ﬂentylmethyloctyl 1-
cyeigogyinhaxtrapkemiion L;ayslﬁﬁ oy bR, 1-
cyclﬂ;h&wmmhwylecitclﬁpaiﬂtyl’frtd&yjllhb-myMbhexMtrldy@ll aind phey/ lilacgrphips.

2- tyl t | hexyl | .
2- gg#@ eAVagHY F‘&‘g?wi nd AR Althryl, phenanthryl, biphenyl, and

the like groups. Phenyl, naphthyl and biphenyl groups are preferred.
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cycl opentyl nonyl, 1-cycl ohexyl nonyl,
3-cycl opropyl nonyl, 1-cycl opentyl decyl, 1 35
we yoktosesey| undecyl , 1-cycl opentyltridecyl, PCT/JP2004/003585
2-cycl ohexyltridecyl, and the |ike groups. The "aryl
group" includes phenyl napht hyl , anthryl,
phenanthryl bi phenyl, and the Ilke gr oups. Phenyl
napht hyl and blphenyl roups are preferred
2004/ klerpupxoeas e-dgscrhed Car laviey |a11<g% ioyy
subme@“ﬁthemal@pmréd@@pgrbb@ﬁas%s&luea\mbv@mdm;ﬂésqu@reof include

stituted with on re a rou ri
e hinsitie Pasemsd - ey a2 oS s ey i,
naphthyltr)dthyl,ﬁhnalﬂitlt}yéthyﬁ4+hh;ﬁre;aylmaﬂm ) 3- (@b}phellﬁl) propyply bind the like
rouj) phenyl butyl, napht hyl met hyl, 2-naphthyl et hyl,
g b| phenyl met hyI 3- (4 bi phené@) propyl, and the i ke
5 gr ol “arslakkenyreyoust kneans agrlepy! sieumbaving 2icarhpn atoms

subSnREP \A;Ptﬁ‘fhé"goc)%e ‘lieé‘cﬁ‘fbg&’ Qrg?&ﬂﬂigx X ngle's &t 1%61&& iJﬂﬁenylvmyl

above-describ er eof |nc(% e

3-plengheR{Ingnyy §-pl 1elylﬁn@ﬁt}lyl-§ _pgm;ﬁgﬁg}rphenyl -3-butenyl, 2
napRhppenyl 2«'(2%?1’(’[1@1)\311% w%ydmnﬂ)\nhﬁnyddtﬁe Inikte @roips.

2-(1- ht hy
2- (4 DROTENDRS Y meafitd HE TR i Slapiining dhorghgve-deseribed
aryl"gasupl doidi specjficalily” mciawphemyltbmyna[ﬁlﬂwltgroo apd theikaignoupg.
.t 23 u’ggé’ﬂ}?geﬁéﬁf Lpgf%ugghﬁéaﬂ% ?g@qgfwﬂwgﬁ%@dfa]&&ﬂ&dé’or non-aromatic
hetewsréfch%@n& p@wmnlgcat bqame Ofrémﬁ% spegticaliyd -6- meﬁ%t?é’?sew hetero

atorﬁH &'[%Eédcfr&ﬁ nRRJgeRIXFBé, Gnd Elﬂﬁﬁ'ra@(ﬁﬁ(@ S}ﬁ:cfﬂcr&aﬁl@[gs AhdrédFanclude
| east oge or N eci fica

arorgati Hefgpwithc rdgs D S ab ey Biadoth é&%ﬁzﬁ&%@gmbﬂd
thiagiekdIyl; tridz0lyk ox&ngyli pyrazeyiappirely], tﬂi@l elﬁlénylmetraﬂﬂyll ﬁ“laanyl

oy Pl bR ST IS8 oR DR b s Al Sty
hetergdyaliotings suok ay dioydranyly prrzaidihy]l, tpgrahyﬁilr@/fhyyl,ftgtrgzl}ydrothlenyl
dltlﬁa'dia% | '[hl%@%ilﬂgll k‘p&loﬁlﬁF% {Eﬂﬁblén y,/l %a% Elﬂlufuﬁli(yl 81 erazm‘yl

pyrl Ziny I ny
pipesidyl, ﬁmrldmnbxr%y thiapaFaaey of the rliergg@%u Erefaigble groups Fare

aroxﬂatMM@g(Vy'cilﬁ ﬂ)@tér@ér'yﬁ é‘i‘dﬂps 1ﬁ<ﬂﬁdlﬂ@ﬂd§/pﬁﬁéﬂ&1 pyrrolyl, pyridyl, and the
rot hie

hkeﬁB {q%a 1crpﬁp%qﬁzgp 19]§roup§)% ?.lﬂglllé at | eﬁq. é)ilF Harogex atom, including
pyrrpliq_:bmykazatmhydroﬂﬁylppmeralzdwl pinErel, iptiendinopydathy llijke groups.
thi op? etroe&gla I%F ig} Ehe gﬁ%@ aP§> ;ee(ﬁe‘i&ﬁlpéde(i lSﬁQlSallaﬂ;l%roup

ar ona
substigtyd WImﬁheeathow dpgqrfocd tor @yrmdmed %mammleetenomélcé( eferoaryl)

gro 3 quﬂédl ihah& @?M&ll}}lﬁle@lryp Qpﬁlrﬁﬁl@f'l%lln@ iAImb®9s 5-

pyrl@%@ﬁﬁ%ﬁ {ar e%ﬂ%@?w 81.\/ ;%y mgrqywrowlp@m 4 Hbe groups.
and tige 1dc!$Bgrﬁﬁ1§7U§i>‘é01fEh]1$y mhﬁfd@g mmyl abdtyl, pwpwm beans

d
oo pur LRI e e bt Ay, S1HHont Rmscyay
crotenayieichzoshataphihoyk tileoyl Netdeoavapyyl) atrcgmyu piranachoyl, furoyl, thenoyl,

ok Do T S
anlsgylf u@ryloyl Véltﬂlfﬁjpyl wppgomr@ylt p@icpﬁat?s oy, %nhl@y §%C ppwnecarb011yl

cycl%@éﬁﬁéoarbo-ﬁ@l:—‘ C @l@Héptzﬁfe@éfBonyﬂgﬁﬁiefﬂiﬂ @Nlb’héxﬁﬁédﬁ%ﬁy] 1-
acet i,on SO ut

‘sop@%ﬁy%%opel}t by ‘%’Pé‘&%@iﬂc %ﬁ@l&ﬁ%ﬂ?PnY af&?tﬁ%wcarbonyl
metiprxgpardboyl] eth@sgtcaltbbwlpyl(l 30 crotonoyl, benzoyl,

isopgﬁ?tﬁﬂctg%y%%an%%@%@a&qiﬂ%@%ﬁl{h‘?&g}ﬂohyl?%rruf) 81%“1(6 groups. Preferred are

acetyl, tert-butoxycarbonyl, benzoyl, 1-methylcyclohexanecarbonyl, 1-
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ni coti noyl, isonicotinoyl, glucoloyl, |actoyl,
glyceroyl, tropoyl, benzyloyl, salicyloyl, anisoyl,
wQo a00i40828b3  ver at oroyl, piperoniroyl, protocateptiDyi2004/003585
gal | oyl , cyclopentanecarbonyl cyclohexanecarbonyl
cycloheptanecarbonyl 1- netﬁyl cycl ohexanecar bonyl, 1-
|sopentylcyclopentanecarbonyl 1-isopentyl
ycl ohexanecar bon tert- butoxycarbon I, 35
lsop%ylﬁwg)m%@ﬁ@rbomit hisepeiylpwh exalzecelfbonyl and 2-(1-
isoptRgBRIoNGN AN RREEADRaNIhiRTIBE)sINeny| L hi ocar bonyl

and t'ﬂlﬁ 3 kg%p%%‘(ﬁ%% or Hrgﬁ@g{}tlru?e%” e - s&bstt1¥utéd or unsubstituted Cs.jg

tert
cycldalhydtgnmi;gﬁlﬂieohﬁ)sanmmmsydstmlted/Q 2H0WASATABoup,” and the

“sub t%ﬁse‘époégxgﬁfbgpéxfe egxlgc cga?lgﬁ Wo Mﬁ#{]l%?(?ﬂ} ’adéggrﬁ{eﬁ‘}&yﬁ 'Ry, and the
like imsaprethatthe groiupmasyreshstivlied vaii hd )splvs@lﬁwltsmhiélarw g lthe same
or dfﬂ%?en& ﬁﬁdncmysfy&ﬁidntdﬁ}ﬁ& &Bltl‘éﬁ%“ﬁt%*sﬂlﬁﬁgd%tho%f aﬁﬂ%mtatlon Specific

or unsubstituted cycl oa
examm@s 0@1}%@@@%@@@ e ahoesndrsenibask Sé@lg%% ) 9&#@%@93&%10 alkyl
grou@! i Fﬁbov@ﬂéichb&i ﬁrm% 4 bisdin brbrRbctd TN salkedyil EtougdtheAbdte-

descifd EFocdonakuCopRtts G Ra S oeEimmlenttar e R fbove-

desciibdd é‘,ub)s:tyclbaﬂkyl 6. M,hlkghgmay, the all)dm—@acrd)ed@ryl @irdufpe ae pMino
grou n?ﬁankf)v%gai Pa : oﬁ%u%{ tﬂgl'a{r%r)l(oz léhﬁ'ﬁdlﬁlﬂ? & the Ilke groups;
an agilanipe gapwp stwb aamtséalawepmmyga@ma@ dmzsdﬁam @rrthe fike groups;

an 0?(5 E%Beﬁxe%a@eode%bﬁwéd arﬁ[ %%15 hige M&-@eﬁﬁfb@ﬂ aB@dkenyl group,
10 al kenyl group; theé

@{@ght chain or branch e
and ’Bd 10 described C3_10 cycl oal kyl group; the
abov eFlgtestone bestifubnt Qreciecommiehdsiyds sgbitpents foe Rabaveng these,

prefgaeéﬁtr r g*é grggﬁ%% Jove! c%;cr&@gé{ém%&g}%%ﬁg%énc%g EPi, ail%(i gLpup, the

aboveedeseritxiddysiaoyahanllgr @upips therabawe-descriy¢das. mycloalkenyl_groups the
abm%h&(}%&%@d’h‘i’yl o‘?f) ug BRd tHekBo B Q&Eﬁ})ed érﬁma%)‘énﬁm no group

as ace I Nl NO, propion am no

the | THelSHR SHHStLUIcar SRBIUSHIAG Of fis ‘feib‘@%v@lta%gwnssbﬂlmted aryl
gro r’ah!sys (g"r@fl‘i'l@ﬁlb%ll%gr #@@ﬁ)g@clﬂﬁgx@ﬁp b@ﬂammg 128 kiragen Ax§ e, or
e e a uen S
ol e s bl Rued B BRI FuS Balel B Rl Futgived o
unsupsefuerdraedalkenyl Rtowgr, etht Heutatinwel dlamsubshededsaryhighroup,” and the

“subgg@\k/eg 3 euélgléb%ﬂﬁxgeeq‘g% %i 8%9&9}:&341 Egl{el%ldgflalfc% %rﬂuep” described with
respeds 6o B; B@smdﬂlmhkeoseeglséwnlmrnwagb@WSumm with 1-4, preferably
1-3, SRR SERitR ﬁﬁy%’élﬂhe SR dlﬁﬁgntteﬁi@ aﬂ? %ﬁn&?ﬁﬁp bR &fbitrarily

I oup ferm"subsiit

or
subsuﬂg%y?rhwtpéawuw rqsﬁectwgu FXamplgt 8 th8$e FRuREekude thspbove-
descaib¥d strdl lﬁlblﬂam dr'b?ancﬁed Of.1, eHE sdap epiei@ﬁibw osybiitchginaup

8L, b gl b B P TPoaeln u r rB AT ogliceny

groupspieSiratily hatraight chanserlistndhed €6l alkyhyd Igkaipy thegibowgedésctihed

log B Lo 1SSk BB By SRR heslbikded it
the ahevedeseriprd Cieylowsr allipl sraus er thsaiovi-dascribed asybgrewpy ahydroxyl

groupliheBevd- H@schb&?C{Tﬂéﬂér zﬁlpé‘;Ey érBﬁp %@h‘lﬁﬁlef@)x’cr?fé{i Ci.4lower
i tue

bsti t ut e )
alky\ﬁﬁsocﬁﬁomﬁ S deabed B per Gl dho s ?ﬂ o8y ¢ Hisirived acy
groufBsn bgo gwolpfdndrthd Mke. substi tuted without particul ar
restriction. Exanples of these groups include the
above-
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descri bed straight chain or branched C1_10 al kyl

group, preferably a straight chain or branched Cl1_6
wW@e@kkgldsomr oup; the above-described strai ght CcPei/aP2004/003585

branched C2_10 al kenyl 30 group, preferably a straight

chain or branched C2_6 al keyl group; the

above-descri bed halogen atont a nitro group; the

above-descri bed am no group that may be substituted

Wi th Therabone oilstifhesis b OIRTERIA ARG Hitwgnts mawpiopR1. Among
thesé fp?et@ﬁ@d/ﬁn tede rab@@edd@,@%emmgm cliailyehaKded @ QUH1 giddp, the

i bed C1 r al koxy. group; the
abov&ff%\? tlfg:h@{qgﬁ’é& o(gp‘a&dp%q E0UPkyi t hi o group; the
abov eFliesabdtingdd balmsubititdiedihef thaf subistigtealLgr;untiistituted straight

RS 5 S0 R SRBSR 0 il AR W o

be sstusngt@d withils3 substituents whiohduay besths giwe ot didferent aad Ayyposition
maya arlﬁ@rarﬂ?’?%% létteﬁ %ﬁﬁouﬂ({ﬂlﬁﬂiﬁgstﬁ&‘ionlq E%aoles of these ﬁroups are

ove- tral g aLn or branche
the ghosergescrihed Cablover akery sug; thapbYjendeseabrd %wdowerrﬁlkﬂ(group,

the 4oReBeschibed alﬁmbsgrbﬁplﬂﬁﬂmtﬁy E)él glﬂdsﬁﬁitéd witedn a@5f] ok Rgdroxyl group;
ituted str

bstit.
the PXRARSIOBE 1" Skl By buggo b a Sel ARl kbl gepup: the
abox?e—d«aecnnMiﬂmldgealatdmahgabnwp -desoyibet acd oo piop tcedtaiminghanlacy!

grou ! Q %%r'gékﬁﬁ :%gﬁlpwﬂ{e Jbg%—ﬁe%?{;%&‘a ?cly? ngﬁB b{hte ql'bf){/éa g&@ﬁ%»ﬁ@éjryl oxy
gronmanontauun&an pyh EEQUQ tha mayebestpitisatedfandibe Bkgyr oups are
the aﬁ%’ uBRGEH Q?Qnsqastﬂuﬂee"”\@f th@" C?Z%v&f Qﬂtﬁl grolif” described with

above- u
respggdQ 82 a@@f: @e@wﬁ'@ ptrﬂétb @@@u‘ﬁ@% 1 Bubgituents
whidH By B thaGYine OF diTfsiérn el agy p@sﬁuolﬂ;aajz be adblteartly sieiscitutdaedithout

partiobF ssiyictiRo hgempled oP g afhurdnERe BEGbRe g hbsfiGiy topgpatkosy

grouph theebdesdesctibell amipogryupghatupaciomsibisiiubegl waith theyabove-described
CL. 4%&79&%1@?%%12%%&@ L OPs crng@a NipIGR LR RAKL C\ 4 lower

bove- scrl 8xy group contail ni_ng
alky. hwzagiwp gresthsmayheronny/a bedrexin Sroum e saEboxrErewy thg ghove-

desc-HB@d aé%l# laduipt tHeQo0d- déﬂ%ﬁﬁ&ﬁﬁét&r@ aﬁﬁﬂﬁ g@(ﬁuﬂ @ﬁrtlcﬁﬁhrl‘ﬂ' alr@mwc

rou

hetepog D P e R L b ot iy oBe TR By i al S s
tetmlybns)furyl)ea:lid&heMech may be the sanme or different and

Sg%’t i ttgl ?ggs?srltu&(ii (%Lu ' sﬁ{utclf O%L[JI? shbé{ﬁﬁtgdm %glpgt Juted
amimmgoap’bm e Satistiwtedex wswhsmutedalrmdngrmgx oi@@crlbteﬁ avith respect to
R; n%&%&aﬂﬁ% %Edl.@@ %d@rﬂg:hﬁigg:g%@ V\IIIIPI%C '?S?Ynd?g [ﬁé’f@ﬁl‘bl}l }J-Q eﬂlbstltuents

| ower gr.oup de
whigly@ar beiBssams o diféjent gpe apy pqqlf@naxggy, be alﬁ)gréqr;lb élébséﬁ_ut without

articﬁl&? Eesﬁ%’u@h K¥kbibRs OF thefs r@uﬁsadrb ﬂmﬂov@-ﬂesmbe@(jl 4 lower allxyl
ove

box
grougy e c@a%@,eﬁ Y Rl PR P e TR B T roup
whilpmay be sbatituyedawihrditel abovdrdeseribed/Cl.i lowgr eliipsy gtooh; asl the like.
t hi . »
ot r atonP e GiRTRN: WBE b A BN il PR BHAC BB allyt eroup
for I&arqmstﬁmls t:ﬁlwhtlmmwl burd, ischuids tettchudd, beptyln Swbeayl ‘NHY eand 1-
1sob3§rl-@f[h&ﬁ mug,lyp and t he "'substituted or unsubstituted

group” descri r t to, ans t hat
the gHesuprateh clipn ey, aps! ’ceﬁtcgdo ke gipung rﬁlﬁ%?@o as R are
preforaBlyediah vinyl - idopropddsl, i ILmemys2-propenyl, 2-methyl-2-propenyl, 1-methyl-1-
butenyl, crotyl, 1,3-dimethyl-2-butenyl, 1-pentenyl, and 1-methyl-2-pentenyl.
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whi ch may be the sane or different and any position
may be arbitrarily substituted wi thout particular
WO e@b082593 on. Exanpl es of these groups are thePCT/JP2004/003585
above-described C1_4 | ower alkyl group; a hydroxyl
group; the above-described afyl group; the
above- descri bed aryl group 30 which may be substituted
ove Iomer al ko group;: and

Wi t h e, es C X
t he I g1 laakiwlé é’i "fyﬁ &éﬂulpy gk Brcany - a’é“ieh allyl group,
particaflarhi gbferabiph meﬂ{yl e h&)@tﬂ@ﬂedkw}ﬁﬂi@)ébo@i @é’s@rlbecf BRdlogdn atom,

par@éﬁqr y&ff%%&bl%gkﬁn e an%o(%!%@é %ﬂﬁﬁp%g gﬁaﬁ&oropﬁ:ﬁ%@l tgwupyreferred

et hifhbisupstituRder tesubatighid Ghatyrloalloirsaoudiefdr Rands a Cs.1o

cycﬁ)laF&FéllouP K@#ﬂculﬁ pﬁggez%bl? gyéié%rg{:ﬂy?yciéoﬂleé%ﬁ?&h%l cyclohexyl,
cyc@hﬁmyptaby iamg@w,l ecal mrraphﬂwl ad@m@ﬁyl amtb@mlpp 2.1]heptyl)

that]m%rﬁ’d mﬁtﬁm{edgmﬁﬂi-ﬂ%ﬁbstltden@seﬂe% fro@ Bt above-described stralgh
WO 2004/08 5

93 PCT/ JP
chag Gﬁ’éaf}éh%‘f Grepl IWF éW@P (Bariigylagdy B{?S@ra?lasra (LFQ @ﬁafigr%pémclhas
methpiwethyBpkoplyl, gSoprgpy], oyl 1so‘mitﬂr teyt-iniestf perabil Jsoperttpt Dyl

cinffor LA "5y VBT SPUE B ol IR Qi
cham artrang @Calotalheﬁyhgjomﬁxamqmag]ympfembgf ?Cﬁ -eakemHeroup such as 1-
meth?l‘mE; Iztl%@lsila 1%%93@3%&5% 43 1?1&@ HehERe- &?ﬁ%d Cs-10

nmeans ){ qrou (particu
cyc a TRBP {PAENY %rbf Rriprably g &ise sml kylgyeuropish ey Eyclopropyl
cycl@)éé:ﬂtsbh eyo}d)hex CYE tHéhﬂd@) )ﬂle a&ﬁ%&f@%ﬂb@ﬂ 04§ Bydlealkenyl group

oafEEGY b33 x]%w?lfal B eropay e o5 pvslanepismeh iphexenyl o
the like), thabove-demsotilseds@d e cyadohlkyl @i, dkylarovepaasmitdrygaeferably a Cs.
7 Cy?bél?'#’%tzll all%h %thpos#wﬁ) 5%%@?%%&1*} E|2ké§)c og o&%@e&%ﬂ 2-
cyc]ﬁg@rﬁyhethyb pﬁglpheﬁgf.hngtyyl Zr@@@h@)@gﬁhylb ox ghje likk dmﬁbplve-descnbed

aryltO@dSﬁp @‘d&héhlarl@%é%ﬂably ® %%?I g?ﬁoup)z af 0%(9 %@ug‘aﬂl@ YhBFOR¥ ribed

nt
araﬂ@é&?%u Q’ PP%I@'@! %?fﬁlé%fﬂ phichyhe 1w lgpvopsl KWO%Y%P @Qshlaé benzyl,
pheadthgnat the hm@pal(dataae tab@w dﬂsblybd@lfﬁﬁlanx@h’jll)grm Rioaldesmrbferably a

2-piSb N Bt S ekt BYantoiRY ecebE R 214 ¥ ramertieydapropyl
1-isqEEnticycigbedal dspbragy byplopperl 1embam1wcmeﬁm ably a

ISOPQE%FCX%%}E& | lfyclyc 3h é@y@ﬁﬁgfﬂy@lﬁﬂﬁﬁflr Eﬁ{l&lﬂ‘%ﬁkl 1-methylcyclohexyl, 1-
eth y&w&lpéﬂﬁwésﬁprwﬁcye@ 1exsdyHS@arqp§Wyplog®mpl -hwtylcyclohexyl, 1-
1sob(ll%ﬂ*¢3lcld¥1@k§ﬂr1)beﬂ5@ Slbﬁéél;ﬂ 1als I@ylsy&bmlyqu(%lz group

iR G5 e S D e, Ho st et +

tert-ppiyt-i +1mﬂeaﬁylwck®heﬁé; Hbyc}lolaoﬁsaeycloltexyl Q&hkydlolﬁi:yﬂ lal kyl
phe%ﬁ&%’olﬁg én 7 f18¥1%&}§%&@1 Qy n% t‘WC o%exy H@ch%foﬂé’xyl 1-(2-
cyclgpr@wleﬁw hppll,, 1-62- cycﬂepdntsﬂ@hyl)ctmh)habyivé-(aescr| bed
cycl@ﬁéﬁyléil’iﬂ}b?cl@ﬁ@:[ﬂ £ eﬁfﬁlé&g@%ﬁrﬁy%g&g@ﬁﬁ%l Aroup),

lsop(wfqyr:@g%% f&rt%tr@ft@kc%s hexyl ﬁnmylcmiomvaﬂéncwrlqﬁijﬁﬁy
isopgiit9lepcidbetylasa-bemarydroind i@ Nt dechhy@bndphthyl, i 1Kk@damaaRd, and 7,7-

kG EREY SRR S SO B RS AR, i

but pacaeirbsprefeeatdpfit posdtiondle Any substitution group as described above may be
r { r . .
used% blatslglg g’t;r]{u tcc‘;f}c (E%%Eﬁ?éﬁé{@ %gi 1 5§/0Iu8 3}% P%‘B%‘H?ﬂ}’( Preferred.
1- |sobutylcyclopentyl 1 isopentyl cycl opentyl,
1-cyc|ohexy|nethylcyclopentyl, cycl ohexyl
1- met hyl cycl ohexyl, 1-
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25 et hyl cycl ohexyl, 1-propyl cycl ohexyl,
1-isopropyl cycl ohexyl, 1-butylcycl ohexyl, 1-
wo swbosapbxycl ohexyl, 1-pentyl cycl ohexyl, PCT/JP2004/003585
1-i sopentyl cycl ohexyl, 1-(2,2-
di et hyl propyl ) cycl ohexyl, 10
1- (4- et hyl pentyl ) cycl ohexyl, 1-(2-ethyl butyl)
cycl ohexyl, 4- tert-butyl-|- |sopentylcyclohexyl
1- CygA@pft@WWﬁ@t@iqﬁxamplemfdgy@ pubtsbiged Ciho cycloalkyl group is a 1-

subsﬁﬁﬁéﬁ’ b?%exgllaﬁff(%(rlgroﬁp CTﬁé @PEL%%M{LE@&-@% k‘&y@lbﬁmﬁl"gfbup means a

cycl gzyc i 8& PeeNappye G Cpgt}q&l; pyclo utyl cyclopentyl, cyclohexyl, and
cycl&hdp@ylcyﬁf@ﬂﬂ hyds %R:Wbélkyi@r@hﬁ Yutticulkrl Preferably a cyclohexyl group)

that hsy s&bgtﬂy{eﬁfgp%{%&ﬁ/c' E g)(s)sfl(’slbqnssp{éf gt}?élllf) ¢l °h%0¥e described straight

chaid ot branehed §1. ¢ wiklybgreny (pardeutaht prefoyallyp h €4y hl,kyl group such as

met ]bétﬁ%'lahr%g%ysjo 1 %ﬁﬁfgqgébglgﬁﬁngn ei%g/ekx I1 2,2-dimethylpropyl, 4-

metlndmmyiam %-pthyﬁw@ll {lreabove-described stralght cham or branched C,.;o alkenyl
grou‘ﬂ' gﬁr‘tlﬁmarl prderaBR)a &) Gatiédn fgrog %ﬂlé?%t Mneth?hﬁ’n}ﬂ' 2-ﬁ1eﬂiylvmy1 or

Ituti o S not mte
3.y -BUARSRTL. the é@ﬁéf@?@rcbgé Cf;ag?s%éiq&#yi (Saigplanty Preferably a s
cyclsa,lhﬁlt grbwp buph &rcsbd;l@plapyld eﬁﬂ&peh@d ahyviehemy), e abosedescribed Cs.g

exclphglyl Br il GrgiohLPish By 453 i g6l Shen 8 Btfopenteny
or cﬁﬂﬁhcxmﬁb)4h®ﬂ81@81$lesclibed\prwpbalkal Cy.10pblefl graapl (particularly

' I
preffPSBR| O iycloafy PERSigWE RS frin é%‘“ﬁ%ugé‘bﬁ%“gyﬂﬁ% 25 @

Cy01011m§}.’|11§§1}’|1 t%%&lp@gtymhsémcwpmme Iyl g cvielohgsylgthyl), the above-
desceibed aall @(Juqu@ﬁ@ulaﬂppre@efamp |aﬁsheﬁyl r&ﬁf) omy |above descrlbed aralkyl

o S PSS S SR e B P

and pin efyéailadilyy gaupy(partibdayy pgfaatdy 2epHchgpltyinyd). SFlnthIaibiamdlples of
o B S i Lt
isoperipidyclppentpl, (| psetuitd ey nesltyﬂzrlefsep%tﬁylwyalomntsl at kyI
cycl%l‘ié?&ﬂn@tﬂ?ﬂgﬁ% enffL m’ﬁethﬁémdh’exﬂg PR vicycRMRLAPY propyleyclohexyl,

1- IS@rQDﬁWPé@wVI@ d}ﬁWWCAQh@h& mq?@m%gbfcloh@wlz1@@&@4%&@9@,&yl 1-
1sop&1 lcablodendescr, I-Eﬁﬁletﬁﬂilbﬂipgbéymm QL4 hﬁ@ﬁﬂb@ﬁyﬁ%@l&lexyl 1-

B areRbE bR RE ntifhidheRyr Tenbe g ey, 1-
CYCIGPMPYWthBHG)pﬂmEW I Jeyclbhexyhhethglestelsheyheld(263 10

cycl ggr%hmz)ﬁy&%xéklcig(%acrarlc%llogﬁtgfeﬁf@@gé‘lo x9'13-17(2 cycl oal kyl
cyclehaxyistiesdyayyplohexid, %ﬁdvéomﬁdey%@wm he &ty@glttanhmﬁy branched
CL 1&ﬂ@ﬁ%r&tﬂﬁfstp'aﬁiéhﬁﬁl:y)brﬁél%ﬁra'ékﬂ' Mbithent Gt ﬁaéﬁkdﬂall kenyl

group_._such as cl.ohe
IboveThesirhpge f@Bt?‘ios‘WE%Beé‘l RSERHEE i 3)0@@@&5.‘/1 group” for
R is (ladainecas! thatl fyr {he eb@srea‘@hbstlmt@oﬂurcsubitmb&tﬂg 10@11(:14)a1k§)ll\g10up

Spe@blé%ib,pﬂgﬁu 8{3%%]0;?12@{% o, % éﬁ{)}‘éf:lgﬁ% %clbpentenyl and cyclohexenyl)
that oyaylhave k¥4 swbstityénts mleczed:ﬁvmhcbhmal;dvefd@ydr)bedtsmmghmm or branched
Ci 1éjaqu§1 r%r@tﬁpw%%hlaglg éefgx(arBBILJe %Fé’éll@\fl{%f?&lf &l raélme\'hy? R Wbpyl,

c

lsop(qm huisdy ispbugylppattyy sppeptyl. pRetie qupylozﬁmeﬂmp@ym or the like),
the dboQeUdesthibBd b@él (L ch@ﬁhd)r m%laﬁédm YoalkeAyl o%ralﬁp eartical e8Ptéferably a

Cz_ggﬁ 1:1@ gggﬁggt@gﬁ.ﬁr@ th my [?:r%lfﬁlgéﬁ&]eg %rlﬂei]ayqégrlogenyl and the like),

the abpet-deddeipkd G auuycioalklyLigleug (pasiadaiypreferatdpaGsl; cydodRyl group
i sopropyl cycl opentyl, 1-isobutylcyclopentyl,
1-isopentyl cyclopentyl, 1-
cycl ohexyl net hyl cycl opentyl, 1-nethyl cycl ohexyl,
1- et hyl cycl ohexyl, 1-propyl cycl ohexyl,
1-i sopropyl cycl ohexyl, 1-butyl cycl ohexyl,
1-i sobutyl cycl ohexyl, 1-pentylcycl ohexyl, 1-
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I sopentyl cycl ohexyl, 1-(2,2-di nethyl propyl)cycl ohexyl,
1- (4- et hyl pentyl ) cycl ohexyl, 1-
w@ 200e08p8bHut yl ) cycl ohexyl, 1-cycl opropyl cycl ohB&E/iR2004/003585
1- bi cycl ohexyl, 1-phenyl cycl ohexyl, 1 25
cycl opr opyl net hyl cycl ohexyl 11
1- cyclohexylnethylcyclohexyl 1-(2-
cycl opropyl et hyl ) cycl ohexyl
suchias(cyclepeipsh epelgpetyly p})q]gql@p(blh asijip like), tlye above-described Cs.g

cychMk‘érEJI‘ gfﬁﬁlp % fvibdieme ?Fb@&éﬂlk a @sr];d:ycloalkenyl group like cyclopentenyl

i SO cl ohe rai n-or.branched
cycle!ileXf a? F%ﬁ)@ ths 4b§virg?%°rlgﬁff Q# 10;?%%‘%@?%10@ Iy grgup
(parBethady prefopdblnt (EC}%yélbzﬂlayI]Cl 4Tdmeer$lllbﬁtglr¢u1ﬁﬂich fa9 bydld)]ﬁopyl methyl,

2- cy]clg)lpposl’até(k?ttwlfg c?qq%ﬁj ngpﬂg’cﬁg c¥%§%exyclg?e§]?ﬁyf g\gﬁ ethﬁ orucge like),

the dboubdedcrinedarydb grqups{pamt:mlanhy petfa@ibly @ phyoyleEadipy) angmwugyotip, the

abo@@éﬁ%l&l?éﬁ]a%{éﬂé%l ﬁf) eny &gﬁ%@?&gﬁﬁlﬁ rg/% eyl loweF1 kyln%roup such
as W&W phenpth §{]|sb(§tthQ u@@t andsaylabidenyl Srewn{nagicu ar y preferably 57
he@l’ﬂﬁ ) dpRgdrhig @xﬁhmé ghithe %pabmkéﬁyl ?fcﬁii)qﬂéiddesqllsé?ropyl-z-

|
cycl@P%%fﬂyg eI R Opaerélf%lyf) ! 155%%5 24 qul%fﬁrea%i'h—lsobuwl 3
cyclopdnydnyl, i Isebpriny-2-peidpehtenyls d){iﬁm)‘emlyl 3- -cyclopentenyl, 1-

oy TR 5 SR R B
2-cyslokexsplyl, Grayglohepemi, |1cunleﬁlwl - cycleh@wabl \}-racthyiZ3-8ycdhexayyl, 1-
ethygﬁ%gaﬁﬁf&%yﬁq &hﬁ%‘-@@l é:%(xh/l ﬂzP{(BZ) fyle %IBMéxenyl 1-propyl-3-

ropen
cyclgbgygayl dégw?w y b@e@w a«pwppsdr%wqu&émlchbww
cyclBhekeaylabibytyd3 gVoh@Xéﬂy@&' iswlbutﬁlf-pt!fbléﬂ@x%@ﬁﬁ-@ﬁ)%ﬁ%}

S P L T 5y SRR open >
cyclaboxeryld eﬁmpem;gm@sclshemyl bR Rediyletiyiprapyl-parytiobeteayl, yi-(2,2-

dlm&fl@bﬁ%gﬁly rp&l&{% cyf AP ﬂ{ehw&gﬁf-?-%gclphéﬁlyl I- (4 -methylpentyl)-3-

exen
cyclg%@w@yld tspelppenylea-cydohsxe nﬂaﬂwyclomppzb3-&w19he?@nﬂuﬂ; cyclohexyl-
2- cyérbﬂé&én%'1663Jc}6h9£ﬁfﬁ&ﬁ%ﬁéxaq L?h&x@b%ﬂci&%x&hﬂ PIRWBIL3-
| kyl group such ropy
cyclghe(%;gylo b-rcg Qp@pﬁl)yqleth};ﬂ 2595@&;'8@%33]” lépyfiiq) propylmethyl -3-cyclohexenyl,
1- cy@kﬂé@h@éwyﬂﬁid?ﬂohep%lw QL@hRﬂﬁykﬁﬂlbﬂiyl 3Q1ryclohexdnlyk a)2-

cyolfynp GRS el eI SR UREV it Reenyt, 1--

cyclapandettigh & ¢sobaheaermil khy(2- gsrodnmnbfﬂmhylb-étdyaloﬂlwwbﬂe(ﬂabl y

cycl@%&ﬂ%ﬁl gl:%lb?éé&'hyla }ffi/ h- (Q—rc &]Jﬂ/ﬁ{ﬂl?ylﬁ§ c?f@l%ﬁé()lenyl There is no
Speceqé aes{crwémnaml the pibstibitian |p951201p Wéh%e\ﬁaﬁwuyarlymr@&ga@gps;;tlon is

p051ﬁ61@![pr%§ ok offh%la‘g}é% Q@B nﬁipr‘b‘éﬁlséd‘ Gut'BR Straight chain or
C

branthcgg;pw a%l grgﬁg o3 Fh(?éfe‘*!'it? &p?qa?qu Ci.4 alkyl group is particularly preferred.
1-isoh Lphmicu&flgimétéﬁeret@amble aif thcsalwtlmltedfs g cycloalkenyl group is a

1-su§¥tﬁlgt§g g]?%g)e(f‘?éﬁgalgéafl %gcge%l t o STXS% -'&.eg IEWJIOalkenyl group” means a

cycloallseryth gmpnﬁmh@ctul@l}cycfe@qﬁﬁa €hy tycloalkenyl group such as cyclopentenyl

or 0%1%%%;@11%&% 1@%ﬁmﬁu’[§d ?t o@sﬁf&ﬁrlt\?ﬂ¥ bubstitueMfsseREXE Bbhn the above-

des011bﬁ%ﬁtwghet§ﬁglyar @r@wé‘?ﬂ/ﬁ wflkmﬁgwyp (m%mémls@éqmly a5 alkyl

groftshbflﬁ as2m6ﬂ‘191 @hﬁk %@(Yﬂyl 130@615‘951' bu?(zylC 16b Eé@ﬁ?’/ 1sopenty1 2,2-
dim: hﬁg&%{y&,p%dc%mg ergl)emﬁ above Qgscrlge(} stralght cﬁam or rB}/anched Coo

alkeflyli gsoyyr @asticuBrlyypetfotadkenh.; altedylipydup Zucle gl -afettripdl, 2-
1- butyl - 3-cycl ohexenyl, 1-isobutyl-2-cycl ohexenyl,
1-isobutyl -3- cycl ohexenyl, 1-pentyl-2-cycl ohexenyl,
1- pentyl - 3-cycl ohexenyl , 1- |sopentyl 2- cycl ohexenyl
1-isopentyl - 3- cyclohexenyl
1- (2, 2-di net hyl propyl) - 2- cyclohexenyl, 1-(2,2
di met hyl pr opyl ) - 3- cycl ohexenyl
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20 cycl ohexenyl, 1-cycl opropyl -2-cycl ohexenyl,
1-cycl opropyl - 3-cycl ohexenyl, 1-cycl ohexyl -
wQ2ayosshexenyl, 1-cycl ohexyl - 3- cycl ohexenyl , PCT/JP2004/003585

1- phenyl - 2- cycl ohexenyl, 1-phenyl -3 cycl ohexenyl,

1- cycl opr opyl net hyl - 2- cycl oh2gxenyl, 1-cyclo

propyl net hyl - 3- cycl ohexenyl ,

1- cycl ohexyl net hyl - 2- cyclohexen
methyleprl @h%ﬂa}qﬂméﬁhgmpgw&)y 816&1?@3(%ﬁ§ﬂcrlqu €2 cycloalkyl group
(par§HHBPHeRYARY RY)) o Quedich as cyclopropyl c oloientyl or

cyclélyé;%rg 'élglagg\rée? %};I}%ﬁ %yglﬁgﬂcgwa ré?c))(uep rt1cu1a$'l§’pre erably a Cs.g

cycldalkéhryt geduppeact 38 siclupbitedyloy cydblwxenylb ;thd af®re-described Cs.10

cycliﬁ@%& glb)cﬁlteg{y}x% Hﬁ%ﬁﬂgfg}gﬁxﬁ% ¥.a W cy alkyl C1 410y lower alkyl group
suchsgseyclabrapyknethyls 2-syclopropylethyly Bswctqpsnﬁstetlpd,sqylclcdmxylmthyl or 2-
cyclglifw&y%{eﬁj ?llrél %&)W _dRcebed gx?ﬁ% '(]%drﬁéhlé pﬂé?e?éﬂly ‘ag’hényl group),

bove su S nay e USE

the %W%rﬁiesmn ehaialky beroup (BB Fer! mrei@ab&m yheRy &mlwertaﬂﬁﬂ group
suchcﬁ_b%ﬂz Yoe pRédelkt ﬁﬂd l‘he%blﬁv’d dgeabgl M?laﬂ@ﬁyll gwdqﬁ(ﬂay‘tlcularly

pretGafiyy 43’?@’@1 BRahy R e o b B Ra, O

cycldalkeﬂ}&grmjptmduﬁl -&opmpb/ba-lckzelnp'éntgrydx,ulplsoﬁﬁ)pyl -3-cyclopentenyl, 1-

1sobu 1—?%&?{(@&% I‘Fﬂ,r g%bgu par 9@1' ﬁﬁ riyl 9 ﬁU entﬂ‘-?{:?clﬁjégtegyl 1-

1sopglyw] &@yqzlepgntelgfi dugqyc Kylast rqyg@pp@tggyl 1-gyclohexylmethyl-3-
cycls%&ftéi‘ﬁl? XERM¥AY1- QJ%%lohé(eﬁy'lb?Ilhéth@cﬁﬁom&hﬂ' p@th?yl PdckBlohexenyl,

bsti'tuents’ sel écte ove- ed
L-ctBylr S RheR bl BHODE ARUHORENERY 1 B DAY G GRen, 1-sopropyl-2-
cycloRadehlc Uilﬁfplr()pypB&fyeloﬁb;teﬁyB 1Qiut3‘3-2¥b§@d>he&5n3gl buptys-0adycldhexenyl,

1 15%[73&32@ & c&l‘g%g}yﬁﬁ-m%u@ﬁ ﬂgﬁ%pyl ? tsé }-Z%ac:%gf%i{é?ygnyla 1-pentyl-3-

cycldhamnjfiyllpmpbyﬂy) 2-cytiehaizoyk 1 despeniybd e ysioheiaghit, 1e@Bai-n or

bl
dlmg[[l F(%S/g f@% ﬁ%ev @11% Sﬁgid%-%ﬁlggmxl%@p H%L%}}ey en%ﬁef f£4ably
metlzsdmmmwsml ybédézm ebypgmyl )1320%%@11%@%’1 nyFyclegropyl-2-
cycl@h&%h ?cl@fn‘b@?ﬁ%}eloﬁéﬁniwﬁé ocld JZQS/GIO Cgl 1-cyclohexyl-

cy@fﬂi‘%%w®|-p1§{' %&%—%@fé‘%{g@u Dhabi gyl ﬁff/y&ﬁew'@l}(wm@flmeﬂ“ﬂ-

2-cyebkodiex Vi-gycldphepyhheteh-slescohdxedylCh- c&cloh@iWablkgh?t—lcyclohe\en‘yl

DRSS L AR o YL
cyclapopglethybed- pjaé«zhe@sn}dolﬁl—cwvmnﬂgthylm qy@céalck@nyl dr@up
cycl@?&ﬁ{ﬁlbﬁ?{gaf J:%ld?{e {;2312 2)é opr i 716%@'—?@%@1{6&%&421&91’3@

cyclghw&qt]@d} éwpl@hﬁ@py ZTT@y;éq tg@é ajip glflp@pched Ci.10alkyl group is
paﬁ&ﬁﬁkl@ﬁﬁéﬂﬂaﬂ%@@)ﬁ' subﬂftuéllt atpsitnexyl et hyl ) the

gﬁg\fq; e‘Ssghﬁk%uted PR éllSélBBtg %ﬂggg‘{ (%ylﬁ&&h%/ fl- k"ﬁ efélegg(ﬁ}%" ¥or'R means
a Cs(peydoatlal @il yalloyl @r@rpe(lphgtlcalanb@mtbramy oy clobersrimathiyy,l 1-

cyclgLé%{;fﬁ)eth Sg ?ytgghd&gp fl\ﬁléqtﬁﬂ;letﬁ)lpleqe %x 142- efh?g)r?%)/l 1Ocyclohexy1—
3-mpthgbatydbl -9yc&01@xwhexw Lewgl D ngbéupl)ethxdp@ﬂﬂs amd Ecplghgnytheptyl),
Ci. 1(2511&1@0% mﬁh fsUsttﬁ 11@51&&311 of ehQrl a8 YhiQy 195@11&\%@ -yde

| SOpr 2- enten
S“bﬂt’éw%%@ﬁ{eérfgﬂ a%%%é%ﬂc Ledzéwewﬁ%@ﬁ?l&swp (particularly
preférabl;@@i %’dycﬁ)amyclgx@np @ﬁcﬂﬂas| Gyclopentyl or cyclohexyl), the above-described

Cs.gi CX‘HB%E?IVH égpug%g%’rﬁ&@ﬁﬁ é{"ably a Cs.7 cycloalkenyl group such as
cyclbpenterdyd hesydahekénpl), and:gmlabpeend@nyqu aryl group (particularly preferably
- cycl ohexyl net hyl - 3- cycl opent enyl

- met hyl - 2- cycl ohexenyl, 1-nethyl-3-cycl ohexenyl,

-et hyl - 2-cycl ohexenyl, 15 1-ethyl-3-cycl ohexenyl,
-propyl-2-cyc|ohexeny|, 1- propyl - 3- cycl ohexenyl

-i sopropyl -2- cycl ohexenyl

|sopropyl 3 cyclohexenyl 1- butyl - 2-cycl ohexenyl ,

Rl el
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1-i sobutyl - 2-cycl ohexenyl, 1-isobutyl-3-cycl ohexenyl,
1-pentyl - 2-cycl ohexenyl, 1-pentyl-3- cycl ohexenyl,
wda 2008080 yl - 2- cycl ohexenyl , PCT/JP2004/003585
1-i sopentyl - 3-cycl ohexenyl, 1-(2,2
di net hyl propyl ) - 2- cyclohexeﬂ?l
1- (2, 2-di met hyl propyl) - 3- cyclohexenyl, 1-(4 20
nmet hyl pentyl ) -2-cycl ohexenyl , oo .
a phenyl &r%vh#ﬁl@ns ¢ Fpegiad Vétrb%le& SR{ie substitytion pesiiign. - the above-
desceibed URKRR1s mak Wﬁlh&lﬂfaoﬂwstrargﬁt’ cHaabexigdydhed C.1 alkyl moiety.

Pref%raﬁ%%x%wﬁ% H§ﬁle 3_19%5:2%?1(3% lCéS}%qllg%%gqﬂeﬁ( yude cyclohexylmethyl, 1-
cycléhgxtyitiyyl; Srciohekpbec epentylmithgl diayplohpystinethyy; [ 1~cyclohexyl-1-
metliy'l&){glr o% il%ﬁ%g%yrl] Zl-mg%gi (ﬁfggqxggﬁfﬂé%/l § n%ﬁ@l&ﬂ?f(?%klbhexyl 4-
meﬂ]ylnqm:}rlo h@xvlbh@tvﬂiwxyts g &1cyﬁeh@ﬁ%eptyl

é ((:|2 "Pl?/éé Lsﬁ%t%fﬁﬁéh ot Hﬂéu)ost%gt‘ég %éﬁ BEBM Yoo R Lidads &Paryl group
(parqgl{l p Fqgglgﬁ @thg@y{}g]r%/upg %‘é’%’e hyA substitpents selected from the

aboxi‘eY&‘ds@@l@d& stiagshio ¥hain 3r Bﬁaﬁ&l&h@i%ﬁﬂdyl group (particularly preferably a tert-

buts} §§1u8ﬁ§§®$ta@evﬁﬁe§cr@y bR Py PRt G Tuosing en

chlobiney etwba nitio droual Reeferghlo epanides patht agl paupargplengt; bl e
bsti tut ed
e RS PSHHERS. B 2T APRumpdRg " Sppst T Luted of
R rreaﬂse ‘sgbstiuted o1 gn@?sﬂtbf@d rialkyd] Tor R merss anggrallpl group
(parﬁ&ﬁéﬂl}l’ ﬁx‘éi‘éﬁ‘ﬁl&lé b@ﬁz%fl ecfeﬁﬂlynrﬂyﬁidqhgxytvﬁﬁh hﬂdy hake substituents selected

ﬁoq&)@)ﬁgpyﬂq SagTiL él lp.pé? cyc E&Wc%arby@p%@ﬁy Eﬁorme and chlorine), a

mtrcﬁgmfﬁp hsmldlwt}adkoxylgrcly@ |aQJil axyhich led C1.4 lower alkyl group is straight chain

or b@fclx%l Ollkh?{ﬁy is élp gB%m%lyreﬁH%}&cﬁ qn t?g p?%’%l%% s(%\ﬁgtxtﬁ igrige p{‘ﬁ/el s)traight

chaibroa htaheblecu’ﬁm loivercdkytegoibiyvneaylbedsubstifiptsdi tPuefatablesyhmptes af the

1A i bed C3_10 cycl oal kyl group
ara By%rtl cu ?X’F%lg&%@élferabl y a C3_7 cycl oal kyl

such Hee Csybq;tgbt@ﬁpy pngybstéyier Shex§gmembieed heterocyc%c group having 1-
3 m@@gevxeo filok Bgelr atems fﬁmln@@hkﬂﬁ%o@é @ea@ns&ianéte@uﬂ/o@rclg\foup

that glwmgﬁgg %ﬁ@ﬁt%@té?%?%%g& ﬁ% ab%&%gfofqgéeg strawht chain or branched
C\.c athgvgrodp $eariibdaklapiefergilpa per(-patyt group pitheyaborvetescaibty halizen

aton%ﬁj%‘t/lc%‘?a%gfgrpief gglg) ﬁﬁg O %919%%?)?1116)1 And bl %ht%%l]ou?r ?H% ﬂeterocyclxc

res
groypds ptqf@ablyvnelr@b@iweheme@@hc amwnm@cmlanlnenwéerﬁld fml thienyl,
andﬁ% A§ad at the straight chain or branched Cl_10 aI kyI
I et Preferabl e exanpl es of the C3_10 yl
C1- | ol b fepbstyrisd or P%%ubar&éteé%wgweskwwmwc 6501 walkyl group”
for RMBEDE %&Mh@ﬁ&ﬂam eiyisthedned v %/eml:}ﬂ @%ﬁp}’ﬂmﬁhﬁ\whave a substituent

sele%e@ %}8‘ 8)? ﬁ)vezrﬁeﬁéiﬂm;l‘]}&f G,%'g}% om %'partlcu?arfmpre%ra%ﬁy Mudrme and

chlotine)y tecabexg-deRribred By} lowtey hlkody grpap Gheetigiladly preferably a methoxy

gro@?teﬁv n'gn) ci tﬂ%tQ?(zf}J l%}s%ﬁ%t G%é%@ﬂih tp@ gbove dljars]%rlljtbed Cia Ic%weg alkyl
grm@r(yart@ul@dp prerf@rnabﬁz apeiiisl sauR) the agpvugescriped aqyt gmoap ((garticularly

pref&%@fy%@ééle%l groapeyh hgﬂl%idﬂ) grblliﬁ‘tﬂlé%bv@-@%&rﬂae& C1 4 Jower alkylthio
su stltUSnts sel’ect ed ab ove Escrl

group; (patigwlarly pEgferaphy wsﬁh&fﬁl@a g@}lpéy BFARLAMGH gLAYD, @ Wdroxyl group, an
acylémgﬁoup Mhﬁhgthlﬁ)ﬁfe*daéb%ﬂbec&adw gtoui;Qpb)ﬂblylhrlg peafgrhblytafecetyloxy

bed ha t.om rtigularl r ef er abl
oy RS LR oo T Aope SRR Dbt i R Fi e groun).
and ex arypixysgrofip hdvengaibyglabgveadgscralves! smhﬁityﬂed opunsubstituted aryl group
chl orophenyl, 4-nitrophenyl, and
3,5-di-tert-butyl phenyl. The "substituted or
unsubstituted aral kyl" for R nmeans an aral kyl group
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(particularly preferably benzyl, benzhydryl, and
trityl) which may have substituents selected 15 from
wWao bw4/akxsve- descri bed hal ogen at om (parti cul ar | RCT/JP2004/003585
preferably fluorine and chlorine), a nitro group, and
a hydroxy group, and in whicfy the CL.4 |ower alkyl
group is straight chain or branched. There is no
special restriction on the position of substitution.

paffi'@ﬁlaﬁ& baifeRbly afliRhdxyPErolh @H@Q@f&hﬁ}oﬁleh 8¥PErof }‘yl}'referable

€ substitute e npl s
eXﬁ’é‘PLﬂSl?)éFheg%ﬁSE ﬁr%énﬁ;@ﬁ%mea%& E’FW%F L Q@Yﬁ‘rh@pmw l-met%yl-z-
pen’t}El wasyl) muheﬂymthwnambahylamtmdqeﬂryl Qlcetytamenbaems, 1- acetyl

T N S N e —

methpliteopropyll lfacqykannno-t%matbanmylmm I}hyddremjz}é tmethelathyl, 1-

t

ace@/?dxﬁ/ ﬁﬁ% h@@@é A{IF%‘BP g f}%ég l&ﬂ%l gﬁ@iog%rﬁéthgl and 4-
chlerephenprxmethyy oup) , "t he above descrl bed hal ogen atom

(par t Tagt @] ipwiF Akexpilorp” fo ®, s;ﬁe@%beahm&?)gm@@daa tert-

nltrowﬁaoup The het'erocyclic 25 group is preferabl

tic heterocyclic group, particularly
pr ef eTabl'@; flowet alkyltiiegydup” farkl ippreifetybly a'Ehﬁhylthlo group.
"subs u . h
o anctrl;lé% séf)gtitg{ ‘@%ﬁ&%ﬁs{é@%d a‘iixp% % o8P o538 b amino group

nmeans a S ralg%

thatghayi lravera sbbdiedné selected foml thy hbayeslgperitied (C1adgwdraliey] group
(p aﬁk‘ﬁ’l%ﬂ%r E%&%&%b 15%%@ Gk é loziﬂdt t@ﬁ bﬁ %e%%%—'d@s%ﬁb&?he% &tbup
atom artic erab ofi ne and

(pagdignigrly ﬁ@ferablw@cwﬁw Rrageyl), @@@ ﬂ@lab@w 69§@Flb§¢ Rrakgrogp oup
(partiealatly gwf@rably pmeleil end mLMetaoi? B@qythagm@y Bé su@ﬁu@éﬂ Wﬁh the

t1t
abogd BRibARE, Tt Ao gub pkfethble dxdilss GF BE 2B ot are
ethylmhhrpl isgpropyimninto) éerebaty bades phetydan moy indyt-mugghoxyphenylamino.

par t Tﬁ%:“ &lﬁ)kt}{tuteﬁ ﬁfuﬁng)Q 115\(115 rhl @iﬁg %}’Aalp%?&j@.l)néeﬁmaglrrs aireido group that

ESC

ma:saﬁ/wmsnbsiltu@t @@J@ct@cbﬁ iy tb@l al@weydepcpl dredGabllgwe altsd Byduphi o

(pardicldRy re@erﬁa Q%mmlanareaggaggvégxgé ee@éhb&r éBﬂ/Pgro%B (PRticularly

pret?:ﬁxﬁ}t ch gerﬁpglb,eqnggr?alg}yeg@&rﬁq g)@@’ géqqﬁ@yrtlcglaﬂy preferably
pheﬁﬁrdﬂ?ﬁ)ﬁhetgb‘@}qmenﬁmlﬁc ylay OE @muﬁmar Wwith ﬂieadl’JOYe-ﬁé@i 1%&@@& Ylower
nmet hoxyear n. ar roup havin
ok R0 WY wudBtsioe B En PR AR Tt bt b aryi
gr oup TO' 2081188 25 885 RSTREARA44P08H88 grdup” for Ry means a Cs.10
cycl&@f&ﬁ % %ﬂgér%%(@érg{ Pe?ét}f% c?@ﬁﬂ@f%ng %2&%&?&3@ tﬂ?t may have a
subgiitrgat selpderblipmche a@Vﬁéieﬁw ed@ﬁmhbcmlh«gn braahgg (Cs-10 alkyl group
(paﬂtl@@l@ﬂ Bt@feraﬂly @iﬁﬂ@l' teR=buR@NAnd 150193?1% an ﬁﬁﬁl’ﬂp Hptdﬂ)ﬁmmo group
(pa%ﬁlllrﬁﬁla ﬁ%raﬁgnnge&h l@mgﬁ? ﬁ@\}gm‘{‘g{‘ %W%F%xéw ang %en%rllammo) that may
be shibstitetey hathi thoatdvorichyibed tGyl, Jovieration v acyl geoups SPreferable
h
el RSB yp b SRI L NS SRR BBy, -
1sop¢ntylnybl®h§0t){l|,t yamlr@cndo daad@mlmnmomlqlleawe ank§iet-hyl

léhexflhl or ophenoxynet hyl . The "C1_4l ower al koxy
group is preferably a methoxy %aoup and

tert- T%tsc’wlta‘ieé 9P b unsustinist Gas vl h gy gt gup” for R,
med@k QUR'}, Eyeloaldyl C3., PAIRYIGal) Whih MRfyavE BisGbBi@aPselected from the
above-described Cs.19 cycloalkyl group (particularly preferably cyclopentyl and cyclohexyl),
the above-described Cs.g cycloalkenyl group (particularly preferably cyclopentenyl and

cyclohexenyl), and the above-described aryl group (particularly preferably a phenyl group)
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The "substituted or unsubstituted am no group" for Rl
means an am no group that nmay have a substituent

W@ 2008082503 f r om t he above-descri bed Cl_4] ower aP&KiP2004/003585
group (particularly preferably ethyl, isopropyl, and
tert-butyl), the above-descrided acyl group
(particularly preferably acetyl and benzoyl), and the
above-described aryl group 15 (particularly preferably

anddh vhith &8 @140 ﬂﬁymﬁw@hge @W%hﬁ dh@in drayarRBed UDisdre sUieshecial

restfpign, P e SE st SISHITBhe 1t o o pitnched Ci alkyt motety

magbdiyhtatitutal, A sp@olmxylrm‘mylrgnouﬁ Elptefhméd/dlsafre 9.5 cycloalkyl Cj.j0

am no, and 4-net hoxyphenyl am no. The
alkﬁggé%{ltut ed or unsubstituted ureido group” for Rl

means Tae (swistioitegt omsubstitutecharyl grave” for Ruleans areanyl group

paﬁrﬁgu pSf‘;)‘ijeffﬂrpagIr?t éﬂéég?/laﬁﬁg\{ﬁ fgﬂé?g %?fijﬂy%vﬁ ?\‘iﬁ'ﬁlgﬁh{(iﬁf‘éleicted from the
aboFFrdestibe sta@gletrq 1B’é‘d3fé’6%ﬂ° gt @upa Wa&rpm a&rquiﬁrly préfotably methy!
andﬁéx@-fb@f}&l lBoupRaké ¥overdsdibed Bitlopen @dfh (tpﬁﬂlcularly referably fluorine

end RGeS SR Aty if Rl aopis denet b - [k cony eroup
(pastictilarly ipectetablyes nhetioky pexbpChad Ith‘wﬂxove-dbslcuhyd aoyd gmupv@paﬂnwularly
profBiily s GLENEENAE BB B M AS SR I aﬁﬁﬁ"ﬂny
Pref%ablmxmﬁmoféhw:ymouzwéwq Wenkly L-ngplghpl, 2-napht yl 2-
chl&r@ﬁl‘iéﬂyp Yl @Hic}ilo%&xfe @%}’dlﬂ))éﬁllyﬂﬂ%@ﬂ 3- n%@l%x%ﬁélﬁlh eXNikrbphenyl, 4-

have a |tu nt"s fromt

mtfa@%m! é‘rﬁeﬁe@‘t}ét‘lr %Ylnar@r‘ﬁt?r‘ iched Cl 10 al kyl
1so®ngt]l¢3yclc(mﬁziiﬁelcalbbﬂylhr)alrmmﬂfeﬁylalhbyarli@t}m]y)henyﬂ ert-butyl,

and i en n_am n_ami u

o t e it ATRO Y BIeRRoB" B Kb gn aralicyt group
(paticalayly ndfemablyaredzy eplzmpktyl, Bephenplptopyhynaphtbyloetlstlj andt ed

blpl‘%ﬂkﬁﬂétﬁﬁ%ﬁﬁ?igﬁg‘#)‘%§§%g exgﬁﬂr&-&léo&ﬁorﬁ‘ ltlf@/éiblogé ld@éf:}’llbed halogen

atmar(ﬁa@%l%b pespyrebly dlperiag él%yfs loringied ﬁiyno(gy@um %%mmo aroup
(pamsz@mﬂs}tpyéf@ﬁasiﬁmwl ace‘é!fla%ﬁ'ihﬂ gﬁVﬂbﬂB&md 1- methylc lohexanecarbonyl-

o oS i Ay o e B @éﬁ Pige With the

abo@-dd@ribbd ¢4 Grvesuplkyi grouRbr theesdnse- des@ﬁbé&DaaW ghm@! dnd a hydroxyl
oo 181 B LRSI TBSHS AR LB, T s o
spegielogptiricpen en thelpasitipn of efbstitibioy. dhe Isto@glntwﬁaum@ranched C1 4 lower
allkA Y53 8%) e sCLPSFﬁ %ﬁoﬁtg%rﬁf;créﬁ(%gle%f ﬁle%}’ﬁk@%r&ﬁf‘ﬂclude benzyl,

up (part| cl opent enyl

DheBg/By b AUERYPIOPY AR RO HRRSEE. Io TR g 2

hl dolyliadiyll ¥-cRIoedhealk 1, ety hy{02- -
° dr(?fm '1(})/ %éﬂy g’é—?' J 004/1‘})('.‘?/(%}%,]'5FXh l?.émgf]l %t mgﬁtr(t)?’]henwmethw’ 4
m’“@i PEIN ’a Hbid yy'ming %llepé{"éﬁg]? At or branched.

metlijley e ohsxanecasipmylaalino))phatylmethyh B-tent-butoayposi t i on of

hed C1_10

°ar§ﬂ9‘gﬁa?ﬂ‘}&%i5“e?€‘meﬁ§%§5&§}8‘“&“"?’“@*&@“%—"*0éaﬁ'fghixy| 75t hyl
met@lv'l@miOh@capec‘@f@nw in@)phenwhagthyh aca}mn@@ﬁnzyl, o@getylpminobenzyl, o-
(1-18étkyl by&bl%&ﬁneo@rbﬂﬁ?]arrﬁh@)ﬁ&ﬁzfyptoﬁgen%yl‘eiﬁiﬁ{bl%ﬁiy‘l q{-ﬁlﬂnﬁbbfénethyl o-

sce KB BPRlSTH TNy - aral Ry oAt b o

subst TheEnibsttatedalr @dsibsonrddeylaklbaylerogscor Retheans an arylalkenyl
gro?%g)ra{tgz&llﬂ ]§/ Hef&;n%l @:‘[ ﬁ{f}% %%?l%ugsl.tllﬂyént $18484 from the above-

described straight chain or branched C;.¢ lower alkyl group (particularly preferably methyl
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and tert-butyl group), the above-described hal ogen

atom (particularly preferably fluorine and chlorine),
W@ 2004082393 r oup, a hydroxyl group, the above- deRBCT/iIkReat/ 003585

Cl.4 | ower al koxy group 10 (particularly preferably a

met hoxy group), and the aboyg-described acyl group

(particularly preferably a

2- (1-isopentyl cycl ohexanecar bonyl am no) phenyl t hi ocar bo

and - F&gg Ujp} aboYPer &erﬁ@éa' 11%1&%@@&%?@9&&&}@ tHtably Altine and

inc
chlogieh ﬁ@ﬁﬁ@&@ﬂup, @d@fmdm% g@aﬁewyh 4 2zpf@nMMPé/1l ByAupthemng preferred.
2- met RxsspbsitMled o uidubkiaile ranthlcﬂgroﬁp’f FHR1@RdHns an arylthio group

arigdn ity beai e Pioany AR e PE B PB R fop the

abo#@ﬁ@slcnbdﬂ*iﬂlo@nbﬁdm (parechlaty prafeudidy ﬂummwﬂllldmie) a nitro group,

and % #‘er a% ?ﬁp [ZH%]?%% sﬁ& g{tgd F/}ﬁnélger %e d(:?c?fbte{i eul ?Jvlléf alkyl group
or thmthm;iembhoy acyl armup (parph@lngly mfmbly amm anﬁylanwe a

plvﬁ&@ﬁhiyggfﬁe&lﬁﬁéﬁ‘f&ﬁ%ﬁe@%ﬁ EmBROYSG 9&&6&1&1&?&) h@ﬁﬂﬁ@ﬁ/l group,

at'om y_preferaply flutorine
and ghegbovesdgicaibpd hala-Carilweigiod growp (Ppaicyl a@mp&’r Pgagfy
trlﬂ\%r@fn%ﬂ@b gﬁbug)'ﬂ Preferdite Exdnfstedss, thp iy thidydranp Helude phenylthio, 2-

pivalo T bR AR sttt sy aminedp ewiion gy 2-C-
methy cyulobéxanetagonylanninb Hetriflabowestigd jphenyitdo.C1_4 | ower
aI Kyl 1 %Bstﬁ[lteh%? ugstlﬁl\b’t‘?c \Aﬁﬁ Ch} E%g&ﬁéq Hét&‘d?ycilﬁr?'ﬁlgagroups

drox group
w1tlg uptr@gee @Wgsngmsu@fraatwn&rfon Ramﬂaéﬁﬂetqn@éwéwu rylgr%oups

(paﬁ&ﬁﬁﬂlﬁbre‘f&ﬁﬁl&'aﬁtahﬁﬂatﬂ:'heféi'@cyﬁﬁé giduﬁ %u&f as%‘ﬁ { bMi h(ﬁ{laromatlc
ai.n ranc

tral 0 4
hetigen 9%&9&3 St s v P b laaﬁvéﬁ%éfﬁﬁ%% it gedected
frona el doyle-gesetiped S’l:@ilgld@hmﬁ L jz)fanchcmlf(é]r}mlhy/ll group (particularly

pref%rélﬁ[}r %@@Pg%hp)c ﬁlhg%gg% gxﬁn{@é{lﬁ:u arly p?éf@&%ﬂyﬁﬁﬁl@éhd chlorine),

the gboyhideswibld mwlrg@qupgrmul@ti[y@r@fpﬁabhyacn@i hyd benzoyl), and an oxo
gro% Wr@feféﬁﬁew&q}{&e?ﬂare E 19?‘ Wétﬂﬁt N¥tperidyl, 1-acetyl-4-

plpqmvllaéf@fw‘\é?f-gmsz @ﬂaﬂ%ﬁy yielj aﬂn9m%1bﬁ%0yl-2-pyrrohdmyl A 4-

plp@%d%/?ﬁlbﬂ W5 1BRheth I—b@ﬁb@rﬂ@ﬂ MH@?@ML@I})BMﬂyl group is particularly
et yl am nophenyl met hyl , 3-(1-
pre ﬁ’é?‘ﬁyl cycl ohexanecar bonyl ami no) phenyhnet hyl ,
a- am Thdeubytituted-oaarsupkidnted db engyhemizered heteroarylalkyl group” for

R, n(lga[l)e g %og%(n ﬁ%&g gﬁ@ﬂ%&%‘é&ﬁﬂ%ﬂ%ﬁﬁo@?ﬁﬂﬁmﬂg preferably a 2-thenyl

grouyy ¢hay mmmcsphgﬁ@eﬁ yqlth therabove ribed stralght chain or branched Cj.¢
alkyt gﬁ:ﬁ@t %ﬁﬁﬁ@hlﬁﬂ %réféjraﬁ‘l %%&M?@Wﬂ))anﬁ iy dbovdla8scribed halogen atom

tuted o unsu tltu

for
(parfigulggly pesterably posng and, ehloree) g Aodr ﬁe(lpsﬁ%rpwe inbiielyed B
phenyikié %ﬂ'b);tlth’twtor mbb@m&d@&ﬂ@&éﬂ A rHroge |f61CR§ﬂleﬁr[st31 4

o 0B 5 P Tl O FAED, Fens

sele2160 4708 8ths 2BoRCI¢s3RRGDA/ 108684 koxtybgranpl (mee’tld;ulm ykeferatihe

metﬁ{ﬂ% 8o g@s & gﬁﬁf&#o g nefmag; ngg&aﬁﬁé&w tﬁmevagewﬁssgapéygl 4
lowegradley) or apyl rgrwpz@pﬁ@ngarlv|nff§fpragkyom®rn@8wﬁfgnwp @r@mébe above-
desém)%d cwwértamﬁﬂiu@grouﬁ gpHRedI At Iﬁ@fe@éb\w bme%}@ﬂhw SoupP

caraFigNy EORP G RGN SLovat 2 RilpoPa E . taepVs: o L e

(particwlarly bﬁbféralalm\metﬂ@gmanbbﬁﬁl drahmgan tht abovepdestiilod tdrocyclic
grmpp (%aﬁwul%rl){/ pretlejrauy an aroma ic ilec%eroc ec)hc g?oup chH a¥ 'Elﬁéiﬁfl or a non-
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and an am no group that may be substituted with the

above-described C1 4 | ower alkyl group or the
w@bwvesescri bed acyl group (particul arly prefRCHDIFG04/003585

am no, acetylam no, pival oyl am no,

1- net hyl cycl ohexanecar bonyl di no, and benzoyl am no), a

hydr oxyl group, and the above-described hal o-Cl-4

| oner al kyl group (particularly preferably a 10
aromatict haiespenelie Isyaupguioh py tetrﬁhﬁéh@ﬁl@ﬂfyAé%&Wﬂ@ur@methﬂ group is
preffr¥d .t hi o group include phenyl thio, 2-

pi val o nophenylt

2-(1- Re étVEieét?é%’éﬂ’@é%ﬁ“EPér?Wl&W%)th%W thensagne agribpt for Ry,
Pret%re(ble eﬁiﬁipﬂ‘eﬂthereof are a phenyl group, a halogenated phenyl group, an acylamino-

b%:tﬁ%t 8 E ecar bo Iaa[ﬂﬁno 4-trifluoronethyl)phenylthio.

Su ed QAW PYOUP=FI3PC & ubst i t uted 5- or 6- menber ed

het er Gby thalegeniatgn’gfoo MasX,.\iK4 And X3meartsradgéogenakyy ércluding
ﬂuo%@ S&ﬁ‘lJrH{e B‘x‘oﬁﬁiﬁe aﬁ&’fl}eﬁr}mnﬁlﬁﬁsﬂugﬁhgﬁ&fzéfﬁéﬂh& Heli @feﬁ‘éﬁs

rticul an aronmtic

gr oup hfa c¢a1 zd@wmalﬁjdﬂrom far Honareontidi X is n@tf@ablwdmthyl group.

gr oOUPTREEHLIRE, plowf lanbyl RAupPYdra! lxgl Xy laﬂd Khadeahsy CNARer
ubsti tuents seEﬁ%Cte ggmthe

alkyi tgF%pg(H?mEWQ’lelp 1ablY 3R yl(gfovgo)élu%;&ut&? 8"&% tge gbove described
haldgpa atont (Hagtidujarlypreferibibfl yortneramt jilorige)o wp friflvoriakthgkegroup is
rei?ﬁr o (particularly preferably fluorine and chlorine),
p € ‘above-descri bed acyl group (particularly
pr ef eThdI'§1-dewenalkemogroep 2oy X1, Xand, aml Bxis prfergblyugomethoxy
10 1I;ef er abI e exarrpl es thereof are 3- pyrl dyl,

rreth |per|dyl 1l-acetyl - 4- 12 rldyl,
5- ox0d B¢ Ry SOHRT B XL Xo.oke i Xﬁlsppﬁ By prpzoylsgiaup.
1- ben:me/i ar?l- @y Ofok dal Y XParfd Xplls esm:ldmly Hpl Goeh as

part i Ry BECEttip Bt oln e it Hpm Hhe up Tonsisting

of M(ibni@sdaptophed/l)ﬂ 1sopelﬁyh¢dbh@@dedadtcmamaieyNa(?kmbrcgpkophﬁhyl) -1-

meth @E%ulgl?epa cﬁﬁgmﬁnfﬂegﬁgqﬁ&c%ﬁéﬁ{élgﬁq het eroaryl al kyl

i cular thenyl group) that
lsomasylocmlommtgmcmlpp@@tnmktlﬂ (ﬂﬁéeram&v@w@ﬁlédru bed strai ght

oIy RcRAROS D hr Fhe AN- R oSl Ml ABIGpEHIAT Y

d bed
lsoméf?&%r@ﬁg%ﬂgﬁ?a%@ml%ﬁm ;911@3\?%? e@%qc%gtf%phﬁe?g D and
isopehtytoyiclo@gntadscarboR@nide, Er(Quﬁemgptpﬁexhethm@denyTj:e-

o IR R Bb MU S e ok ihe filsgf 2 O
1soqep‘ad¢ypkohb)mnb9arWHﬁHd€akS -d mmy}llcsg:iﬂbﬂpﬁ)necmmmlﬂwﬁnyl]
thloé eiat? Lgomgf tlt #ﬁ%ﬁ%&/&ycﬁﬁéﬁﬁ%@gb&f ﬁlH @1%9¥$2dcﬁ@ﬁ%fhﬁlnﬁf3proplonate

group (particu ‘era
%@rﬁ@s@wtsdwlﬁﬂlﬁxa@ﬁar Yl pligny e?s ﬁlﬁgﬁﬂuéthsqpé@mpw@ extl2-(1-
yeldBeRReYRb SIS SmhinE Rk EZ -ab@YRMiRd-BYhe®lthaeptbp 10nate S-[2-

RN e v
isopeptdyclohbankbsarpomslaniabjpheayliretilbnkliibacetagr, SuR)(1-a 35
bRl B AP R RS RER oo
isopsnieiayelabexanacareartybayioaiphony] thgtmum)matarﬁi[& (e
1sop%9§%‘§cﬂﬁ§%b&?90@ﬂn%ﬁ@ﬁ%@ﬁ vl ?ﬁﬁl&@éﬁﬂé* §- tl;i ﬁf

r abl an aronmati c ete rou

1SOPFH‘?YE%{%Oh@fanac%WW@@IP@P@@]Z%WtWW%%%%B%@ 17

1sop@ﬁ@[@b]oﬁeﬁﬁ%@?&ﬁwl?dnhlﬁoﬁih@hbﬂ] $i¢ﬁfa)r@ﬁleh@lyﬂﬁba’déw§ (§-p2-Q1-

1sopenty?cyclac‘>ﬁ¥ da%ggagbalnyﬁmmmxgphgnﬁfgyclopro&anethlocaﬁ)oxylate S-[2-(1-

isopentylcyclohexanecarbonylamino)phenyl] 2-acetylamino-4-carbamoylthiobutyrate; S-[2-
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The "substituted or unsubstituted aryl group"” for R2
is the sane as that for RL. Preferable exanples
wao benegdsonr e a phenyl group, a hal ogenat ed phePgi/JP2004/003585
group, an acylam no- 5 substituted phenyl group, and
the like. The "hal ogen atonl8for X1, X2, X3, and X4
means a hal ogen atomincluding fluorine, chlorine,
brom ne, and the like, with fluorine and chlorine
(1-ispperiy cyel ehexanesarbonyiamis) pleny By dipxoy B- ng@tbxlﬁnopr@plomte S-[2-
(1- 1s5ﬁent%3yclé}%t&ﬁ%cérﬁo@ﬂﬁﬁﬁbﬁ@ﬂeﬁyl?2 ediféth Bnate; E2- (1-

isopgRLyq¥c] ap@%ir%@%agflgrﬁwﬁ{h%ﬁﬁ] it a%lep§ 3 c%‘F%lP?%/ng d

1sopﬂ’gﬁlﬁzwl6lixian63aﬂﬁinlymlrm@(b)phmyl]SlJb-siﬁméthylﬂdopm*pi@nhtbgss [4,5- dlchloro-
above- e a

2-( RS R s r DR S St ridhBlh L S

isopgntgliceiohedinedarkonyGinigo)}-bitmfluabioeshynieoylp 2,2t @meliy]thixpropionate;

O- n&(&lgl $r[g (i(‘}sdp%?tg[c‘?ggh@)%&a?bd@idﬁ? W) hQﬁS\’fEﬁo?&ﬁloIFx%onate S-[2-

(1-msgw. ohgxmgarboqﬁgnm@)ghen@ﬂ myenyl&lth)@arbﬂggtre?@-[
1sop l'oaclBh&faﬁé@%(ﬂlyﬁlrrﬁﬂ@wén}&] Nlimenﬁﬂﬁ‘(ﬁ&f@lﬁiaye Stfaes- @ETlBro 2-(1-

sel’e

cyclggﬁgy £YS ﬂléexagqcar%on?l%mmo)phenyﬁt eéi dlmeqdq}l h1oprgp10n£)te S-[4,5-
dichNr{-2-(Tepenapdyeidberycrarbonyd apao)pleayld DRhdxatindhidpoopamatie S-
ORI ot pien 5
d1m@13y1ﬂs@1p”emoyatcyﬁ-l[@éémhé(vre@aﬂb oxam de;

cycldhidy hﬂ&ﬁfl@gél?ﬂ?@ﬂé’cla}boﬁylammo)phenyl] 2,2-dimethylthiopropionate; S-[4,5-

di hlkp_srg gr(gplsé(pgﬁpydpyp é%gglgegr ogﬁﬁ@mjgllqyl] 2,2-dimethylthiopropionate; S-

[4,51d3ME DI ICHEhIERRINE P fah@@@@lﬁﬂr@@mmo)phenyl] 2.2~

dun?'\tkg@ggmrgi)@g%tg gg é%é ﬁ%ﬁ(ggrgg he n%e 1cyclob utanecarbonylamino)phenyl]

2, 2-8d(ePryithiapaqiionde; e 2Rl lpb[mnyywycﬂohexanecarbonylanmmo) 4-nitrophenyl]

2,2~ ﬁﬁ%@%ﬁﬂéﬁé&!ﬂ%}@@@e@%ﬁﬁ rﬁ%&%ﬂ&%@yclohexanecarbonylammo)phen‘yl]

2,2~ dlg@ﬁgfhﬂi}qmgmpmﬂ’q@)&[ﬂe@lﬁm@& sgpentylcyclohexanecarbonylamino)phenyl]
2,2~ éﬁn[e%x}(lthdp%&ﬁslﬁﬁtyl$w:ém&%xzame%@p&@ﬂwcqmd&@ﬂ&aﬁﬁﬁymno)phenyu

2,2- @n[@ﬂw?t n%?mw%?»éi BhEvatrecdriserardmictrliesmesgibpnylamino)phenyl]
2,2~ &1@@1%&@&)@’[@@’ 9195 ~gifhioss-2-(1-

isopgﬁt&%g‘glﬂlﬁ anﬁ?%gf%p@gﬁg@n]e% rcgl tfyﬁl@ogr%%%h g@yEJ[S -fluoro-2-(1-
1sopelﬁ§nkmgdby¢}myc¢a®lbmwhmsn@)lpbcm5l] %aﬁdnmb;QbWéh‘lypl]Opmﬂate N-(2-
eI BN SO0 b -

propy. cp(yl‘olhg}qap@pa{b@@émg@ WA Zmercagtdphenyl)- é-@utylcyclo hexanecarboxamide;

N- (2 merap Ioh@ih‘ﬁb@dfb@&hﬂﬂ@ e f2k(1-
chl rot | oacet at e

isoppRty{SFlP Y e !ﬂﬁl@eéwbéw | syt erooxylate; S-[2-(1-

1sopBﬂﬁ&h@&y&hﬁa@mﬁbc&tyﬁmlﬁeﬁoﬁer(yl} thiobenzoate; S-[2-(1-
1sopl€1it?/f%ea%){é>&¥8¢a9@c§§?a?§ﬁ®r B&Wf ?%1%8%ﬁﬂﬁ>5¥1&t1moate S-[2~(1-

1sopcwwdpg¢wc¢a®MMO©}%@mﬂhmwﬂ pliengetqte; N- (2-mercaptopheny1)
1- (2%?9]%&/ )ch@&féﬁﬁl?etc%bo%arﬁ%e( d12-([[1-2-

| ohexapecar ony am no

ethyﬂlq‘ggﬁqyy oﬂlﬁ)pﬁlﬁamn@gl‘]gp@o)@_e{xjﬁl] @fngggylpropanéthloate S-[2-(1-
1sobh®%@%kﬁ%6ér@&%&@ﬁﬁ@ﬁihb@ﬁ}/Qamtﬂﬂilﬂd&]ﬁﬁmbhate S-[2-[1-(2-

ethy@%ﬂ@g&%@%%g %ﬁ@%}ﬁ)ﬁ}ﬁ%]ﬁ}n[aﬁgééﬂgﬁ&qme 4-thiocarboxylate; S-[2-
[1 (Eythlytlmtymanbhbmameatrmefdmhe]phSay[l]zﬁlﬁchcetate S-[2-[1-(2-

i sopent yl cycl ohexanecar bonyl am no) phenyl ]
2-acetyl am no- 4- car banoyl t hi obutyrate; S-[2 WO
2004/ 082593 PCT/ JP2004/ 003585
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18 (1-isopentyl cycl ohexanecar bonyl am no) phenyl ]
2- hydr oxy- 2- net hyl t hi opropi onate; S-[2-
w@ 1s04mgasent yl cycl opent anecar bonyl am no) phenyl ] PCT/JP2004/003585
2, 2-di net hyl propi onate; 2-[2-(1-
i sopentyl cycl opent anecar bonyPami no) phenyl ]
t hi oacetate; S-[4,5-dichloro-2-(1-
i sopent yl cycl ohexanecar bonyl ani ng) phen

|
ethyBhupyly w;ancmrbmsd@nmﬁmhénylﬁ{migwmyaﬁiolarcmi@uate; S-[2-[1-(2-

ethy%@?gjf%ﬁw%@;ggﬁ@gmﬁﬁ hreiohcodti bR YR 1--

: oS- [2-(1- .
eﬂwffwﬁ £ Wﬂ@ﬁ@k@ﬁé@amsﬁﬁgnﬂ j -Ebaf?§04<yt2rmfu&}rawet1ﬂ9;| Piesl1-(2-
ethylbityl) B chekdietdipbianpoiticaypt ehloréphradtythioacetate; S-[2-(1-
iSobiE csltc&ilg%az@g%ﬁéﬁlygg%%loﬁ@%ﬁﬁﬁq EPc%[o?&ﬂ}’e'n&E?t %L&Q%Q;‘/Arﬁd S-[2-(1-
isob{ylayetohykag carbbueylam mointisoyly I evtylpipenisiine-4-figogienylate, or a
pro<|9{81% g%@?@{nggg ?%ﬁiénal?éllti%éﬁ%acce‘)table Sa&;’p%heyrﬁlrzft‘f’ or a solvate thereof.

xanecarponyl am no %

N phelMipbt mEGEably Aheat BTP dnliibiter igdd 21 d22- (1- 10
ethy%iﬁizl%%&kﬁ%’c‘é}wﬁ%&ﬂ%ﬁﬂ{éﬁ banthphRipandthioate (which also is

2, 2-di math%/.l hi opr.opi onat e; LZ%‘S
kno‘fﬂ‘@ﬁp’iﬁ)rl’anei-]‘@ic-??é‘ﬁ@y‘ﬁa?/’é(ﬁoﬁ' camEeaEr bonyl ai ni no) phenyl |
ethyﬂa4t2yl@bgfmlhyyl]da'rmlyq mﬁimmmny@ster; S-[2-[1-(2-

s di orQ-2:(1- r n -

cnfd e s LAY TR o
refeSed b, B-Chmopdumdd). 2C¢mpound I has the following structural formula:

cycl ohexyl net hyl cycl ohexanecar bonyl am no) phenyl ]

2, 2-di met hyl t hi opropi onate; S-[4,5 15

di chl or o- 2- (1-i sopr opyl cycl ohexane&sttoupd &ni no) phenyl

] 2,2-dinethylthi %p opi onat S
[ 4, 5-di chl oro-2-( 1°7s

cl ohept anecar bonyl anm no)
jonat e;

-chl oro- 2- (1-7 sopent yf'cycl ohexanecar bonyl ani no) phe

2, 2-di et hyl t hi opr opi onat e;
S- [ 4- S b{%@ylh@hynhhb@bhxﬁmexﬂmhm}pﬁmnﬂﬂ am no) phe
metﬂ?’léﬂogalget iofe 'ﬂﬁ%gé@nt AbRRLOBE ?f?ﬂﬁ]@di’g&b% ¢eTpdichil WP iOndndad (de
I'sopen cycl ohexanecar bonyl am no) phenyl'] =
Grogthzt g}.,,ér‘rm]gtfcm, PP 38R ,(20§2p5mfl|r@hhlé_( hipkai epgl., J. Med. Chem.,
43, 32 %gpﬁquh@otplt ﬁbgas@ﬂﬁseaﬁro,%ew;@ng@z@,hmyn1-135 (2002); and
Oneista oty AP ALK S SR aMDk 2 4K de:
ethylbuty) avefohapl frattmy!  imino ) leaplj Rayetholpeopaneth miatedwa begheshown to

e SER00% SRRENG) s SO SAL DAY S Shin
et alS-sp2ra, Kobayashestta)) oped;dheante clal b supyroanMieosoybie GyRH([[1-(2-

eth}?%g%wwgégﬁgﬁéﬁgﬁ gl)éﬁgipg%l%;r}?/liir%[rﬁ%t&%Iﬁx'é‘bﬁ)fﬁthioate has been shown to

decrepseddeln shelesierokiy bumaps (de Grooth et al., supra) and rabbits (Okamoto et al.,
supic§ OREBkbh&IKE ISahaXE E‘(Q%@lﬁ}h@tﬂiﬁ%’ﬂdl@){ﬂﬂ@‘ﬂb@ﬂyl] amino)phenyl] 2~

et R B PO B e DLgaksRPn 2t AlEseslernsisy raltbis Pkamoto et al,

supitcii S42-€f] d4(2 et fi2yleycivhptyd fdagboply)lamino)phenyl] 2-methylpropanethioate,
1- (2-ethyl butyl)cycl ohexanecar boxam de; S-[2-([[ 1-(2
et hyl butyl ) cycl ohexyl ] carbonyl]am no) phenyl ]
2-nmet hyl propanet hi oate; S-[2-(1- 35
i sobut yl cycl ohexanecar bonyl am no] phenyl ]
2-met hyl t hi opropi onate; S-[2-[1-(2-

]
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15

et hyl but yl' ) cycl ohexanecar bonyl am no] phenyl ]
1-acetyl pi peri di ne-4-thi ocarboxyl ate; S-[2-
wQ 1004a82phy| but yl ) cycl ohexanecar bonyl am no] phePg1/JP2004/003585
t hi oacetate; S-[2-[1-(2 WD 2004/082593
PCT/ JP2004/ 003585 19 20
et hyl but yl ) cycl ohexanecar bonyl am' noj phenyl ]
2, 2-di net hyl t hi opropi onate; S-[ %}
as weil g misthogls PEW%B@%@H%‘B&FWW @]ri)ﬁ@ﬁyqu in U.S. Patent
6,4268%6K0xyt hi oacet ate; S-[2- [1 (2-

gt Ez ld%%% éc%ﬁl’“?i‘gletg 3858 it ye lll}’%@ftg?\%é) iﬁﬂic%y ]1t is hypothesized that
withéd thyélbbdy wi 3 pattdng Conagpoaad i ixlydrelyzeadah phesmal fhe liver, and/or the

smaﬁ élgtsﬁﬁ )e/:lcﬁg gogﬁxo%ggﬂil gg %?@%Lﬁ?’l&% o%)e F;mc%rqojnyl] amino)phenyl] thiol
(herdingtfered tthasrcomphinddD e disis émown thaslq m@iecular weight thiol

CY.C ]
com?&gég%kt leplkpéel‘r?? gﬁﬂg%fl@tﬁt*é?igéggr@ %Lgﬁ higtﬂg '"b)ﬁg rhl%? molecu(l{a;e\%lelght thiol

comp & PEOtHDy s PeR @é%lesa@}geo CHRYCS 3
menibtgﬂis%} @xisPin the Séﬂy/@tlﬁlx%& Gfsﬁlﬁdcs c&ﬂlémldgra@fo@;ﬁcﬁtﬂdydlsdlfi&e bond

-SRI R R e 6 Sl ¥ ACLEL R 2. 092

227 §199d)). sT heﬂﬁ(foﬂembmhyqostmmghmat mtbmcthfabmdy of 2-pratiefy Compound II s

conjﬁﬁg’[@d [N%til]to& dr ﬁfé;%%@%'{d{@@éﬁﬁﬂﬁﬂﬁﬁ%h ki@ adiduaiistiho yield

dlmg’s 7 C@mpyul)d;glc Sorse thase @(a'm@ﬁg,maem qx@qqgﬁgﬁg,dqctlon equilibrium with
eacl?otH&WiX bbﬁip@ﬁﬁd)ﬂ' ANt tBeseFbrrds! As FRfhs U@ﬁ'fp@hﬁ’d 1 @k ebnedively,

oun
but B cqeED. ?%ﬁﬁﬁ?@g anq g0k ?ﬁgmﬁ‘a‘ﬂa&te e ﬁs‘@%f}g ek opgound I
The Folldwing scentd3depts the hRovel deberiRddiybyihbgit.yl ) cycl ohexyl ]
car bonyl ] am no) phenyl] 2- nethyl propanet hi oate has
been shown to be an inhibitor of CETP activity in
humans (de Gooth et al., Grculation, 105, 2159-2165
(2002)) and rabbits (Shinkai et al., J. Med.. Chein.
43, 3566-3572 (2000); Kobayashi et al.
At heroscl erosis, 162, 131-135 (2002); and Ckanoto et
al ., Nature, 406(13), 203-207 (2000)). 5-[2-([[21-(2 30
et hyl butyl ) cycl ohexyl] carbonyl]am no) phenyl ]
2- net hyl propanet hi oate has been shown to increase
pl asma HDL chol esterol in humans (de Grooth et al.
supra) and in rabbits (Shinkai et al., supra;
Kobayashi et al., supra; Okanoto et al., supra).
Moreover, S-[2-([[1-(2- ethylbutyl)cycl ohexyl]
car bonyl ] am no) phenyl ] 2-net hyl propanet hi oate has been
shown to decrease LDL chol esterol in humans (de
G ooth et al., supra) and rabbits (Okanoto et al., 35
supra). Additionally,
S-[2-([[1-(2-ethyl butyl)cycl ohexyl]
car bonyl ] am no) phenyl ] 2- nmet hyl propanet hi oat e
i nhibits the progression of atherosclerosis in rabbits
(Ckanoto et al., supra).
S-[2-([[1-(2-ethyl butyl)cycl ohexyl]
car bonyl ] am no) phenyl ] 2-net hyl propanet hi oate, WO
2004/ 082593 PCT/ JP2004/ 003585




20 as well as nethods of making and using the

conpound, are described in U S. Patent 6,426, 365.
wWO\hke82503 Wi shing to be bound by any parti cul B€T/JP2004/003585

theory, it is hypothesized that w thin the body of a

patient, Conpound | is hydroltzed in plasm, the

liver, and/or the 5 small intestine to form

S 2([[1 (2-et hyl butyl)cycl ohexyl ] carbo yI ] anno) pheny

Il thiol (herein referred to as Co 5
knovvn t hat _| ow nol ecul ar ,wew ght thi‘g =
o s eine and ¢ 4t 1Y one > 2
igbl conponents (] T 2
and proteiy SE
igst in the hgdy asy nixeds g8
—oxi di zed diful fi S=
pond) be vveen org‘\_@ Ehin the nol ecul & (see, k.g., “g
Shi made et alf, CI@ ogr. B, 659, 227 (199 )) =
Fheref/ore, it l S hyp zed that within the bo y of
a patfent, ound Il 1% conjugated with low og high
nol ecul ar weilght thiols to yield m xed di sul fi des or
to yield diners of Conpound Il. Since these forns are
in an oxidation-reduction equilibriumw w each ot her
via Conpound 11, all of these forns, as | as
Compound 11, are collectiwly, 15 but not |pxckusively,
considered and referred to reafter as the tive
formof Conpound I. The fol "y ng schene jdep¥Fcts the

above-descri bed hypot hesis. WONR004/ 082.59?E

PCT/ JP2004/ 003585 21 OOz p .a ti oM=tlo ~
oa.OOCO'coL)U_OL)—S~ Mx ) C?M
g
3
k= < =
— %55 =
= R g
b= NS 2
= &
g ———> g
S £ g
jaxd 3
] @ o O
£ 5
<,
T 5

HN
Compound IV
(dimer)

weight thiol component)
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z Ns~ OUUO '~ U v d) W 2004/082593

PCT/ JP2004/ 003585 22 Wile the adm nistration of
w@ooposesB | is a particularly preferred enbodi PENIP200£003585

the invention, the invention also contenplates the

admi ni stration of other congdunds that will yield the

active formof Conpound I, i.e., other prodrugs of the

active formof Conpound | . Such prodruq for

exanpwaile &@mdnun@@ﬁmmf&éommmd ks zepattieylatly preforead caphagiment
of th@ i RALBE, tth@ﬂlvgﬁtﬂﬂﬁﬁso Skeniplates ﬁfelaﬁhlﬁlgﬁaﬂcﬁl dfdtieh @ompounds that

tion o ctlve orm
will st ety fprm o CREnmoyiey b g~ et PROGHES O the active imefy
Complend ErSochipeodrags, dorfuxainpts capbe gmmpousds thaf kave different mercapto-

prot%g@g?g?clblé&%slﬁ g‘ﬂg?wg AR ‘Fﬁ{hggﬁ gﬁrﬁ‘u@ of {h%ua%fiﬁé ?o]t%x of (?osfnpound |
(e.g.CCompour I Patthé bocEdof a patienty(.E miewm); dilig éernNemmV@ptR -protecting

group$7 fbkers ﬁﬁ% onth&3 uged ﬁéfc@ﬁﬁ?rﬁﬁ@ﬁné@x@u (et SRAfk@ird ih Wolman,

Vivo. may be use L8t Ti Gt 1o,
The Chamitiyof the ‘Baipt thupaﬂ J;atglu Edaty @YH@F%%@QS’-%N BV Skng74)-
Any @ £4SredidBesaSCdah e didsbiatel 9 sz’@h@Sltbe BsPRitBO. paﬂfh;@lar

resf%@%ﬁgﬁéﬁanp\fes of nitipdRny RRL R Are R pa b By 28 adhgebed in
U.S.Qatent 614126,6 68.nThes oyveniyd fughmqm)ltemplatss the agimaiskratiom of Compound

r (v&%&éﬁ(g n rﬁegﬁ% gféﬁﬁ%&@ﬁdﬁe ?rttlh%ﬁan lég@pguﬂ\i n%oulff)%lo%‘é"}({/yleld the

activgrfgrmy of Whepewrd R signi fies an organic residue and
Prot signifies a peptide or protein), which are
believed to be in equil HEgd um vd Conpound 11 in
vivo, simlarly can be direqtl nistered to the
patient. The CETP inhibitor |(e.g Conpound |) can be
in any suitable formteeng. solid or a liquid,
in crystalline or anorphous form Jor any combi nation
thereof). In a 30 preferred e -uo‘\~~‘,,1 t he CETP
inhibitor is a SO|Id in crystallline or anorphous form
The term' armrpho Si
state. The term "conbirgati on

Compound I'

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.

The CETP inhibitor (e.g., Compound I) can be in any suitable form (e.g., as a
solid or a liquid, in crystalline or amorphous form, or any combination thereof). In a
preferred embodiment, the CETP inhibitor is a solid in crystalline or amorphous form. The
term “amorphous” signifies a non-crystalline state. The term “combination thereof” as
applied to the amorphous or crystalline states of the CETP inhibitor refers to a mixture of
amorphous and crystalline forms of the CETP inhibitor. A major portion of the CETP
inhibitor can be in amorphous or crystalline form. As used herein, the term “a major
portion” of the CETP inhibitor means more than 50% of the CETP inhibitor in the
composition. For example, a major portion of the CETP inhibitor in the composition can be
in crystalline form. Alternatively, the CETP inhibitor in the composition can be
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applied to the anorphous or crystalline states of the
CETP inhibitor refers to a mxture of anorphous and
w@roosnsdshs ne forns of the CETP inhibitor. A napOr/Jr2004/003585
portion of the CETP inhibitor can be in am)rphous or
crystalline form As used h@Bein, the term"a major 35
portion" of the CETP inhibitor neans nore than 50% of
g the CETP inhibitor in the conpasition. For exanp
hﬁﬁinaallspa}p@npaﬂu (1-¢-nide @pppnt ofithe, CESP lnlﬁbtt?rem@@ﬁf?é’élﬂet ﬁoaﬁ does
not &&Bedgbout NO%) ¥ tsabithmally @Fyikalihd gl 8 atte\e@ovint e CETP inhibitor

in el B Bt s bl A aE B RR IO 00250 i at teast
abouth®%a (eogidt lexkt dboat S5 Patiledst dbhduo 60%natdeass htedult 66%, Atdeast about
70 /d%{al%flst %ﬁ&ut%@e %glegﬁ%pgut%% 2 easts‘al’épﬁtI %.lag éaéﬁ‘habouii 90%, at least

abomtr953(m@|r peioally zﬂmutﬂ QjB/g)scrmjglhgg c ébelampwftof togalline CETP inhibitor
can B& ﬁfcﬁ&fi‘gﬂ U}{ p&er %Fef})f dlﬁﬁicﬁbﬁ CHcahﬁn?'Eléc%ﬁ Mlgﬂﬁ@éﬂe 8Bk

(e east  ab 0&1 | eas out
analyGaciifTaipia SEHYHNERA qrglaeéfy Ol5an| eréfanﬁ@rgsqua%fﬂam’e
measim¥ment | east about 80% at | east about 85% at | east

bout ,90%, at . | t . about . ...
Toov Adtptedia piBe-ntE A nRb e B Gut pmicsiesifhoitie. alow
bioavaihabilitly pand/@ arsldve rate e abserption spch/\ﬂilet it ¥-deaiyable to increase their
con&nfr Fﬁﬁfﬁl’ a%grq%l%ﬁﬂréﬂir der oF L A eﬁfﬁgﬁtﬂ{s tﬂeﬁ% CS)loavallabﬂlty

ahal ysiI S scanni ng cal oril
genegally meh@rth% e g oKty émwht@tthv éCthﬁélé&@@léWeﬁlt actiyg fgxm thereof, is

abscrb&btamta (ﬁhg taReran@beédal& dvahate htothé st Bactioh. OSée U.S. Code of

reagbRFaanss THp 2y i Lo SR Fpfornldasids DR Jieailabitey

relatien &y ma$)eodel§£es by whivhahe hetatel ingredieniais relepsed idm the oral dosage form,
€.g. 563?)\/%%@ ;&mﬁ a%’ti ﬁ ? to 1R actn'%s fgﬁ%?ﬁ“ tﬁee 5l \)3 11%%%‘@(?1611112 i H&)t érea«)i(}{ the actlve

neans
form)pamhinohed lloéh@s;ta cxfetctlcprg el aé)ﬁorbe@b mtethei Swemm cmculatlon

t her e@Eﬁl dbﬁ’ver EP&%W@E&?CJ%IBHQ{S Ll'égoﬂ?éno(ﬂﬁ%ult%gwﬁg ?fé“ﬁﬁueous

avai | e Sit t1on
solubtif pRCER glahﬂamré irsextremelyelo(i.e pitte CEBR) inhiliton b3 suggtaptially
watdrdhschisib). duRaaens kEmelpilOR vghdb lsbllubﬂlty”f zﬁida‘tsﬁ&tdr@latliﬂ Svater-

S b S S0k ol Sl SRR s

aboutd Ot ipgmaqt igy éesk dramabbiit 3 hg/'ndc tdsy ¢hanrahoetd pginli, esadian about 1

ug/lﬁtrlggsd%aﬁ Ql?ou‘rfletS O?m%égg%t‘an %Eﬂ.\t'@olvﬁgnﬁo léspﬁlaﬁ'a%)&tlt%fo ng/mkL,

em’'c clrcu

less @w@l abdéil ZQ/@/@Loor Iessiparcehmt 1A nigmﬂ{)cﬁtsmy ghysialegically relevant pH
(e.gd Ef—lf 1-8V4dd Rasaue°th @oﬁ%ﬁ%ﬁﬂ@ th@%hﬁﬁ 1%ﬂ€611¥pdﬁfld Chl Rater is less

Itors i I'tor

i nhi
than %vogh%g@%lnmg&ﬂr ysu%df’@rsoi‘ﬁ’%ﬁﬁ B3 dlreﬂﬁ éoqssa%lce oPthe partcular
struct@rel E:I@ﬁ@dté‘ndtl@y\/oﬂﬁe sgRAtbid fot OETR Reld tisuglast &rCERP inhibitors.

ThisBh %@Z%ﬁr@a%&yéa?a% RO PE ot of CEL Rl ixfe

. g/ nTht(sethg hydtopbebit land isblbte fatyre gf ﬁ’iETPI iplsibitods guoses a particular

chalﬁ%%@?’ rgg) @Qfeﬂ%z&%%ﬁg&@&?ﬁ %{t)lc]dru%legélg}n r&h'e%?&fbdt@ad}ﬁl dosing of

pracaﬁamuagmlqsg)/f g gegelall xseqwmﬁ aéaigmn@ocmﬂlmn e cpé@éltratlons in

the $4380indRaRAl ﬂ]u@d 0 z['}e);ulgh ﬂﬁge MheaL@h A hl@ﬁ‘lbh\YallraBil@’ aﬂ&dltlonally,
and 2

the EBip &eeh gws 6 @Zy&ﬁovlﬁ%hlgﬁ dﬂs%\fé’r%f Mitivirglie ﬁ%@?ﬁ&mwublhw
oftefd 163d9 fo pat wlsloGudborbtivn s06he ldirhg fromsthaﬂﬁnda)f theg @Btrointestinal tract,

whefile L e out i B hiboim it R Shemetidp solyiiis arues

t hus act as CETP i nhi bitors.
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This I ow solubility is primarily due to the

hydr ophobi ¢ nature of CETP inhibitors. 30 Thus, the
whyanogdsebi ¢ and i nsol ubl e nature of CETP i nhiBCT/@r2004/003585

poses a particular challenge for oral delivery.

Achi eving therapeutic drug 12dvels in the blood by ora

dosing of practical quantities of drug generally

requires a | arge enhancenment in drug concentrations in
pooE #hsorilon Eeneraky beqemes pragressiyaky raoteakificult ag theadoge (mass of drug

givedth AR eA@Bdseé. N bi oavailability. Additionally, the

CETP h Qrs. can ha a ver
dose- #ﬂe éEthBP]PIPttSFS RER § a@@?%h% F@OW Gilting point iThe GIEP
inhibftére profeably Have ROGYItig peihtwf abORAISPE Cast 1@% (é Q?alﬁtmﬂ 9400 C or less,

f he . f | ui,d
aboyty B4 £ 1655 Bublpds REprrEs) AP LER L Ao AP S ety SFjegs, abour
90° Exctrdesspabput 300 S ot leks, bi aboudl 7S or 1465 2%&/}(@@9&9®ompound I has a
melﬁ%@&ﬁ?&%foﬁp@ﬁg?’ 24 poor absorption generally

nmes progressively nore difficult as the dose §
of drA§a cgnseanense st g of mejecd dkase propertesTEET R lubitass g/plcally

hav@{fﬁy%‘\@ BSIIEE Ibz&da@ammlasow@ﬁéalﬁgtm%mluteﬁk%vﬁﬁsﬁny of CETP

bi.t ors

inhibtys s psLorply s Badieoeioed st Pl Bdhn angue BaLE ggtyss than

abo@t W6, lessBan ﬂhmuB%l RQs thanabdie 9%, oalsss thahkBodd 63%6) drelasoere often

less %?é?xuébo&pg%g gt’ hl;gﬁ%’n a%g %/g,agsﬁcﬂleﬁ{ aﬂo‘a’??%’, %?%ﬁnl%% gﬁn)%ﬁ;?% or less

or a or exa
tharheboubl %hvel t i ng poi nt of about 63-65 C. As a

cons e%‘ %{?@r%ox% t S%”fe g[oxﬂ!?&s%lu@é b1BHfa§%bg{)i§g F§sbb1§t%d vRICETP

inhi birtors t ave ver .
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ms%%wCPwtmreyﬂl@w%@idﬂ@mPcm@h epfraghicy B speiEc pExinHEn
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form of the CETP inhibitor (e.g., the active form of Compound I) in the environment of use
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concentration-enhancing additive(s). For exanple, the
presence of an additive in the pharnaceuti cal

w@e 0vposishd on preferably enhances the concentr apCDIP2064/003585
the CETP inhibitor (or active formthereof) in the
aqueous environnment of use @&.g., plasma, especially
of a 30 human) when conpared to the admnistration of
the CETP inhibitor in the absence of the additive
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CEI%‘ l%lhb bitbr fo%@s%%v%lﬁﬁé e e fr&%edfb@ﬁtap | Yo atida 3 @EIT%Qre Pleferably about

itor to a Ive wel, ratro I's a
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of the CETP inhibitor by weight, the disintegration

time of the tablet is delayed, and the 25 resulting
waele@snsasesl anount of the CETP inhibitor i s decPEH$EA04/003585

The disintegration time and resulting dissolution

amount are closely related 26 the absorbabl e anount of

the CETP inhibitor in the gastrointestinal tract,

which affects the efficacy |evel of the phar maceut i ca
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b 5% h t 15 109
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gl ass state to a rubber state. The Tg of a materi al
can be neasured by several techniques, including by a
walywansxsoiechani cal anal yzer (DVA), a di | at oneP&Fr/JP2004/003585
di el ectric anal yzer, and bé a differential scanning
cal orineter (DSC). The exac®7val ues neasured by each
techni que can vary sonmewhat but usually fall wthin
10C to 30C of each other | ess of the 25
such gsdnigl Grweinteeg mmﬁolaelaéﬂ%g?c{ §ionea mek-gonges] prgpasses; or
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comp&ﬂtl&i E@rbevih i foha o@hhﬁ’peﬁmﬂ&ﬂﬁeﬂﬂﬁra@éuﬁdﬁ@bmpound in a medium
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nufacturing process includes nechanical processes
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rocesse WO 2004/ 93.PCT/ JP2004/ 003585 27
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e Yy PR B LR AR LBl SR 5o P
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CETP inhibitor to about 2 hours after the administration of the composition. Preferably, the



10

15

20

25

30

35

active agents and may be present, for exanple, in

capsul es or sachets in the dry state, or in 20 tablets
wab@res239hi nders and | ubricants may be i ncl udeBCT/JP2004/003585

Conmponents such as sweeteners, flavoring agents,

preservatives (e.g., antimni @Bobial preservatives),

suspendi ng agents, thickening agents, and/or

enul sifying agents also may be present in th
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aca Wa%cul cﬂé’btr 'iﬁ %{lgl wi (Pllﬁtletﬁ d e§ adig] 1&%&%024
i AL iy

ni'stratron o Nposi
mammaldpre&rgblgraamrymak meleg@ tHergod) & ’@herapﬁutmally nﬁectlve amount of the

phalglgﬁgglgt?da% F(gﬁpésﬁlcﬁlh efhléfi‘ltldrﬁxﬂbl ﬁr@fefdﬂ@eﬂ'aq{u%% @&t @Ena‘leh& female

hunag, dTlte&ﬂgreﬁﬂoctap é’ﬁ)‘)? apy ’E?’Gg é@o%u?aacaﬁiaa or beicaee :JfIhF &awlovascular
disoeded pruferabgnis sdletesl ﬂr()‘m thdgropp aomsistidg off athleros clereBi péripheral

vascatar 1seasengys'i1p1der(r:11i:'a hyperbetalipoproteinemia, hypoalphalipoproteinemia,

hypercholesterolemia, hypertriglyceridemia, familial-hypercholesterolemia, angina,
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inhibitor is adm ni stered at substantially the sane
time as the consunption of the food. The
wW@evit/82593 at i on of the pharmaceuti cal conposi t PONIRA0041003585
food can increase the bioabailability of the CETP
|nh| bitor in the aqueous engPronment of use. The terns
"W thout food" or "fasted" are defined to nean the
condition of not 20 having consumed food within the
1sch§rp}aece§g1‘apw Bipiag piselee, MYAGHY 1ab1|nfa<§gt1qn@ rgpgefusion injury, angioplastic

resteihf@fﬁ‘s rliy?ﬁftéﬁsh&ﬂ afd vaschigr mﬁmﬁﬁtlbm@’f dighefR06Hesity BOHdStoxemia in
after .the a

trat ﬁ%’
o e B D PR PR S bS] o i group
congistmg e camdlicasaila\disase, esronaly heartl élseasemdrmhryl artedy ulisensat

hyp(%dléﬂathggprto?eggl gﬁla,gl?yg)éfneteaﬁlpgﬂn%teu&ﬁ{ %F}B%I pl fl‘é?tﬁrlcog%rﬁira hyperlipidemia,

atherppplerdsist bwpqm@pmon éayp@mgiycemylpmm Bbipgrlipidpprotenanain peripheral
vascPYa?%fsegb%l cﬁfﬂ'lf%f aﬁWlﬂ%éa?dlgll MEREdFHEM a,
0 Eer C

rolema, anglna, i sch
car di B¢ FEER dphibitorgap gRé dmipisierad & B npammalal .aaﬁsultable dosage

(e.gl ﬁpzﬁihfdvé |aQHerh1§Hdﬂ16Mly aﬁ@tlo@hmaﬁmp Féresh@PpRS b Suitable dose of a

therg?’e@ﬁgaglgl %%8{}%?1%}%{}“@ r%:fl gﬁ&%oﬁédslgfgg 83m1ﬂ15tra?1r08 "§h \éatlen?wﬂl be

betwegpeppropintkagly d 06 inrgetui aaputviZO0 mhgper clagrp A dmirabin dosgfis preferably

aboﬂ'B@B%éﬁ)l ab%ﬁ@%d()t ﬁﬂ% ‘B% &g/d% gl)é?éﬁeﬁ dos®i saab %Rgr da§o The

e or
pharm@@kldﬁtmmaramqt@rs (ng.enen oAdgs rﬂwmégntéatwettmcw IRgF¥ENUM

condehBaldIE hd ﬂfe 1P RAY, |o§l§b1§s@fvar}ﬂ)d§é’d & ﬂl\é%‘éégleaefdnﬂhl%fe‘é% the
in a manmal WE‘?H rises adm erlﬂng 9,2
mamBA{Ee- @BF@P)er éL ficy BrwBelgrs RS} acrf’e ipfluenced by
additibedl dpeors] aah lay tiefhes bl e mammal andf gehbtéc components. For example,
o ARS8 SR by o T B BL AR
AUGg:,ahd amc pare gtety.follGrng agmnstcatlomtm @mteala) (esfiiwanlly Japanese)

hum%ﬁsr ?éﬂit%@a%@asfins L preferably is selected from
gro consisting o ther oscl erosi s,  peripheral

vasculif glﬁsugﬁ thesdfeciinesdailyidgemeidhe CETP inhibitor (e.g., Compound I) may
be abmmﬁgt@x%tl ab kpe), ﬂﬁ&% SlolE Tiva, sumb@ﬂair@mi ump a&hmlsﬁa@fea Soparately at

chol e ertr cer
aopP R s B SRl i i ST s s ph su
dosdROMalR2DME L HOBDRHY eﬂ@cth&cahm’tmaof tha ClTEcinh bt efE g, Compound I).

St r O l? a@%’a?x%%e%‘ﬂ@%l COH%)%&&BI%%CII a%&%lfs‘éé%dqg g'n'i]é 1111'15}{1], esrpemally a

humcao;dﬁsnra;ldy dtievesfceriiapbamico b@tsq foeciﬂ asmvabat@d ditle maximum
obs awf'@h %@Fﬁr&foﬁfo?rtl?cbicﬁve Fhe FRI PUANGHOr 7o HiR QGRS form of
IS selecte

rom -t rou consi sting of
Compovail koo the a@ﬁél@é%rghe pla sweﬁfé%mn e guye (AUC) from time

zeroQ 1R Mstafuiatfiflaldé SaRERratlonyRY ah@’bﬁfrbmhﬁ@kﬁb e ity (0-0) of

the ‘E\%@E ﬂl‘ﬁ}l%}?%’éﬁ.ﬂ Ecl?et agzlpﬁg ?%gucqtg?cgﬁqrogma ﬁ;&élﬁ 0% ﬁgngrﬁase in CETP

actitifyp@s tompargd & CH@HmaI;mt)ycmém‘e lapindtagiragioei of ¢l gharmaceutical
comﬁlg/&h eral vascul ar di sease, angl na, ischem a and

dial infarction. The CETP i nhi bitor can
admi nllsg phasaragcptict compasitipn.t a daly desetod 508 ﬂtﬁaéﬁ@j g, or 900 mg

of u{%@rp ifhShiRE maeff&?ffgtb%ﬁg@ggugg&gﬂnyﬁ@% gz?tg'ﬂ{éﬁi @Pewawy
achigygs we@%@n‘?ﬁ% (S8 GRereaserin CEImchvLy mbe swlf%n%t%m of

use (bggole sadmayiebpeckdly ofathvaan), appst dxdtivbélewy 100 ng to about
1

N T SRR GNEMT A L

at leati@boutd0D pptnlp et ledstyabol(e25 pug/mL, at least about 0.3 pg/mlL, at least about
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phar macoki neti cs paraneters (e.g., area under the
concentration-tine curve, maxi num concentration, and
wao b@4osdsed will, of course, vary based on the PIOF#RPE04/003585
adm nistered to the 15 mammal (e.g., human). The
phar macoki neti cs parameters3flay al so be influenced by
additional factors, such as the mass of the manmal and
onents. For as illustrated

t
04 !gsfdgﬁp :ag@gsg nEoutt%ug/maa\aa eﬁﬁ&%pﬁl&% B&/18s b iapicrbouy (ﬁ ug/ml, at
Jeast ﬂﬂiu@@%@%/l’ﬁl & leasBabout 08YePml , at ledﬁdaldﬁdel%;/ﬂlv & least about 1.1

W AT NG T A

aboltun®pg/mI2 @t lehstdibsutr o6l ug/ttﬂﬂa aetdastcdbowiel . d aighyl o seleaft abbet 1.8
o/ JP i nhibitor (e.g., Conpound |I) may be adm nistered
as”two, three, four, five, six, or nore sub-doses
adnCri:$6Mr g deidpdose):ehtjleast abaup fr3dpre/ml de gniakleastlabout 0.4 pg/mlL,

at 1eta§1r H@ﬂwh%hg st BB 08 ggm at Tea¥iNiboud@s wmt Of; I&ast about

such ose cont al erapeutlca
0.8 kégfrrge@t Igast ghoui:9 pe/mlpat besrtpabpm B/, af lgagy, abmédnlpbgm& at
least abouf hg p@hﬂLﬁzﬁQ&st hisok 1<3qrgmm &t 143t abdien. @%ﬁm st lessedbout 1.5
o 8%t 1

e R TRETRuH | SR s R o BTEesL Pt S ettt

aboittyl .9 hg’mﬁ-por atlenst abse2viedmpl).asma concentrati on of the

aCtd v e(n'p@ B{rg dﬁ%{ll %F@_}’ a?féh%{ ab&ﬁatr(é % ug/mdL ehfhﬂ%zisygo(fu? 03 ng/mL,
at leéﬁtr?@éuﬂlr 8/ at khﬁé aboitviel p2(od). af leavhabpuel 2 EE@@L i leagf about 1.3
g/lhneatllé"a§f atﬂ)‘t'@[‘h' ff/rﬁbl & 160880t ﬂ%t;l%}ﬁﬁe 1{ 8 1@15@51%& r1 d WEML, at least

abowtelnﬁ kel gt t Battisbaity o HeGHL c%%r:a&ﬁt?autls Gk i 1t about 2 pgol
at ledetabeask] pp/nlE Pledst abohi D g/nilasat Ceasiaeboar? B ugGhILPat least about

I,Vi t bef tration of the pharmaceuti cal
24 %%f oggll’ﬁgdsgﬁéypﬁéceuti cal conposition, at a
dalAIyC(d@@@O ofg &0y doge): 60 Eastpbout 0.9 0@ gL (efg..tah Eag@bput 1
ug lé/ﬂﬁ Bi o bdﬂﬁrltﬂ ﬁ@aﬁﬁtyat%% Q%HQZ gg lﬁﬁ%{' léés?ﬁlﬁ%ggASt e h/mL,

pre erab i'eves a

at leastcbent g héﬁl&eﬂt laasicabpt %8 tigvh/ i), Aoash abeiFdh o hiRInat lepst
abota}. 51Eg hirBE Yat leadt FOURS § amy al 136t abowd 5w ngaﬁ)mL a$ I¢astabout 6

pg: lgggitj@t lga?sli OE(,?LH,‘% 5y !f% hé’l(l e%%ajagpt iﬁ,gg)?m% atae@); %{outt 73¢hg WmL,

at leastabbuteiomerh/mil., 2t dfast gboat 8.5 @@si/mdb atitadd aBout§gigb/miatat least
| Q about WO 2004/ 082593
abog%&%%gﬁg (quég?ﬁg(ég%t bo’ﬂélg h%ﬁ@t at | east about 0.5
ghrilJCai (608 arg dailyalose)o. a6 leggt/ abopt 26 peddwl (alsawt le@stabout 4
ng- lgﬁi;ﬂ at 1@53‘[ %&RitS @%HJ%L Oyt & Qz{twat 5 ﬂ% H/x%ﬂsﬁt 1@&9%0@5 $ ug-h/mL,

east east abaout

out
at legﬁraleoutaé g 8k, %kt abputz ggygﬂt/mlaﬁt Ieesh SbowHota h/fﬂa at least
abo@d. SThe hahl.] R asdst sHoaus %l. &.1m0/ BilleastbbdiR 3 pg BRAIULat leabt about 9

e l%ﬂl o Bl T 208 bt 81 By, 58, DA 05
ug-daill, yt et @poutdtl Ugelw'atl., ablast addo@5! Igggth/mhk, @.l¢ashabduedZ ug -h/mL,

at leagtoa%%)utgl% ﬂgw;ﬁlL eﬁ‘tle sgzgvz)lut g:gggth/lgL%tqu}E{ﬁ%bO% tlé ?2(? /mL, at least

abowibldute- b/mlg ag@ﬁlﬁ@bo@ttl‘ﬂ engh/maboutat b%ag AnLLS 148 hf(r@Ia)st
ab‘?&UC(% ;(ﬂ(ﬂ)‘-m g ahily 8&RY: §ttl@éﬁ about 7gﬂﬁ§k/m]§tat léa%ut 8 pg-h/mL,

at legg@ggputlié ug /h,lmL %:lee{sg St j}/mi at l<[eas%J a{;n'ut 965t ug: ?fmﬁ at least
about 10 pg-h/mL, at least about 10.5 pg- h/mL at least about 11 pug-h/mL, at least about
11.5 pg-h/mL, at least about 12 pg-h/mL, at least about 12.5 pg-h/mL, at least about 13
pg-h/mL, at least about 13.5 pg-h/mL, at least about 14 ug-h/mL, at least about 14.5
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10 gg/nL, at least about 1.6 ghnL, at |east about 1.7
ghnL, at |east about 1.8 gg/nL, at |east about 1.9
w@euonks25e3 at | east about 2 ghnlL). Cmax (900 nPCTaR2A044/003585
dose): at |east about 0.8 gg/nL (e.g., at |east about
0.9 ghnL, at |east about 133§hnL, at |east about 1.1
g/m_ at | east about 1.2 ghnL, at |east about 1. 3
at | east about 1. at_| east_about

[ m
pg: ma’c lgest pheigtl S agolyinla a‘alegsg/ahﬁut 125 nehgnl. 1 l%aﬁb%houm@ug b/mL,
at leﬂtﬂﬁbout&lté 3 ﬁ@ﬁﬂmﬁbe&’ ll’éastlab%ugim -hAhL) £ 3kt zﬂ%ﬁﬂh 3118 h/mL, at least

abmgqm ug h/a tL |a5 th 5&% épg ﬂ/é@? At le%tttellqggig ggﬁl‘ ﬁa} }@st about

19. Sﬂgh/mﬁly ot leaa&bomQOng h/&l). ~tg/rL, or at |east about

ab%\}fé @bg ﬁl}ﬁy‘&oae)( %Q%a%‘fgagg?ﬂ 24 ggciﬁxfi (ggh /anﬁﬁsstt out 1

ug-Wieshs ot latmpabout 155 pgyhfmiL, at fast abest 2 apddmL2atdégshabous.5 pg-h/mL,
at legﬁﬁﬁgu@bﬁ%h/ﬁ 5«1§ eahgat%\?ﬂ-? 5 u%% /AL, ldtel@?%tt aBRRUL gglgl/llﬁﬁf btjeast

east east about

abort e BBt ot deost MR NE AT CRideashBRMN 58 KLy, dhfcast about 6
ng-H/eds ht RR®UboR 65 QQhFHqL ameakmﬁ)m apgwmﬁ atile@h4tdut 7€5tug h/mL,

AL MY ILIENRE R M e g

abodt@a%pganhnh,tor&tfeagmbntxl(hng hamalsy about 9 j.gh/ni, at

%3@6&%@1 gcfb é?“ llat 138t a%%mﬂ f?ﬁ%; lﬁﬁ?% gé%{ Qgétgl‘o?mt 4
e lggw pi less about 4ax ng-basl, Béllﬁ@@ﬂt abgut yyehwnl, atledsbabnut a5dig h/mL,
at leést%bgﬂm & n/AL, dt RASabRROYIS % 9L 1e§§t aﬂ)(ﬁ@ﬁtugal%ﬂl ableast

abolfohs Heial. 91d5e) sbapbdi e 1/ flsisnibaut Sae it Fog sbout

ng 1ML legt obeSts pDRIKL Gt oty Eﬂi/out B0 g esl, ot atfub10.5
o 950 T T AR, oS S hEGET B8 P,

at 1341 ahgin/ 1215 pah/thas fcasbabout 13 ngh/mL, atatast dwst 1hbmugth/mL, at least

abo%%‘élg iﬁ/mﬂ}- n{%ﬁstlaﬁﬁxﬁtmaﬁpﬁ%hhﬁﬂ (%QLP nﬁﬁ a.bE@ﬁSI ;.??génélf out
200 ELGhne fully ool oakdeast abaslsd 14 BEMARL Ioaskaboub g /L.,
at leﬁﬁ%%utJS‘LS ﬁg g T 1ee@,f a‘tﬁ)tut 9% /P ukast ab@l 0/ kg -h/mL, at least
L

B AN o B e

11.59k¢ fAm L, i ldamt)utabm,g h@nlghut bdast about EAS ngdbhals atgeeﬁt about 13
v R T3 I A0 Y e il 5ol

ng-lmls aglghst aboutat leagaboutdqug h/ng., gthlemii abaut 156 g habbat least

aboﬂtéﬁnggﬁ‘/ﬁ;LL at %tastl alﬁéﬁttwaéo;g%h/njfﬁ at F{zmou %%ﬁﬁi ABQUE about

ast about

17.51u; B/n% attf@at/'@sgts%@@ﬁwmf@av %@9@%3%5 ugil/rg hifrigast ghout 19
e ﬂ/ﬁﬂﬁbt l@@@@bo&ﬁ9%ﬁ‘%Hme Q at RAGabalR@Otudhnd )ggh/ nL, at

(et S9N, 8 500 305 ad S SR s

aboﬂtdé% at Ehstubodt® 086t teast ahbull 2586 tat ddasiuetb o83 B g dast aboat 35%, at

leas 8)%?1% 4@9 gstlegsgat%@l%g% atél nt?@cﬁ% S%O%gleaig%cg:tggw h{‘]]%ast about

60% eblepst ahout| 655 tat l@bsi@bom @Vg@hﬁhkas(t@b@ﬂ 7554 o1 8aes) rekasbistto the
CETP acﬂﬂ'ﬁﬂl %for@&dlhﬁ%%tl&pé’itﬂle iahe'i_‘mﬂl%lﬁmal codhpdsRRmt about 2

99hy Dccre’ase n C&ag tactfav?tgl%oo mg d%qy dose): at least about 25% (e.g., at least
about 30%, at least about 40%, at least about 45%, at least about 50%, at least about 55%, at

least about 60%, at least about 65%, at least about 70%, at least about 75%, at least about

O-
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at | east about 3 ggh/nL, at |east about 3.5 ggh/nL, at
| east about 4 ggh/nlL, at |east about 4.5 gg hhnL, at
wo e@snsabdut 5 gg h/nlk, at |east about 5.5 gg PCTR2064003585

| east about 6 ggh/nL, at |east about 6.5 ggh/nL, at

| east about 7 ggh/nl, at |e33t about 7.5 gghhnL, 10 at

| east about 8 ggh/m_ at | east about 8 5 ggh/m_ at

| east about 9 L, at least about

0

80%aer gt desst abawb 83 %o 10 ngg@/fﬁi@}lve iubs CET(P@WV% b@%rq @drma%)fﬂon of
thepmardmeﬁﬁca@@&ﬂbo&u&l ggh/nL (e.g., at least about 4

abo h/ st ut 5
ggﬂFﬁ‘Easedfl Gty to0dne d%&mw@ Ripasf Bt Iflienit ot
abou g0%arht, least abcﬁﬂ&ﬁ"/@b@lleﬁst ab&utdOd, at leasitabbaidistso, abb ast about 60%, at

0, ea 0,
leastgagﬂy{ﬁ? / lelag aiypuéﬁ)o/ﬁ,ta?géaét ab%H?Wn}t le {e %llsot%?@% oué}qgést Shout
85%gaftitast abcait 90%a et atdeastiabomit 95‘@gmlrmme) latatllve testhe APBIR actigity before

i gh/ mL, at | east about
admgx%tﬁl Hh[}nf_ﬁl gﬁﬁlﬁ?ﬁ%zgt a %%?p%itldél 0 h/ m_, at | east about
12 gglﬂmmarm@aeutl@aé§@1na%mn fba éalgf seiof 369 mee 8l mgpeyR00 mg
of thé @mgﬂ%mbnoatpahmﬁl ouiha I%mh{smmd withd @ d&sdd, prisaubly

st IR gt OB P o8 0HTb 0 8. LEfoh o

| et ROOUhg daily digh): ndt Jeaat aoat8.05 aijg(mL (B8ggghladt aboudt. 1 pug/mL,

at le%lsz éut gg%mg/gﬂs atglg%/} Q%Out A l:l%ﬁ’ﬁ_{, aﬁ%g &{cgﬁﬁ/ LE%# r%{datat least
about st /aiboat leasd aboxg@rﬁ né!mlalat leastebouibhg/. waﬁ@boatto 6
g/n{x]?%ﬂeaﬁ%%t 0. ijplgﬁng O & ab’éht 0. @%%Vmﬁbﬁ%asﬂ@o(ﬂlgb@rﬂg/mﬁt at least

gast about | east” ahout
aboutéé@mbb%m@asmb@tggm&m Siletst adaut A/l blgg%tﬁgt it 403 g/l
at lehﬁaﬁéutdhpwg/nﬂ;ﬂo5at215a@915khm|l 5 ;@g/niLQaSt about at | east

abouyt t I h/ m_
apoue Q0gnAnD ad ) G50 BBLD 1 13ednfhente 18 epRE2 neymL.
at leadv abbut D2 5geeinid, at lasst Iab&mtto Jbgutl, atlléas abglkt/(m_},lg/mL Iaébgst about

0.5 }?ﬁ?ﬁ’xﬂt atjigasg gﬂaﬂ?{_ Q%nﬁ]e ggl%%sﬁ‘ggbﬂt 01’)8%?:’ m@an%f_t a%utl @@ﬁé/mL at
least| abaut 0. 3uglm 20 legghabous 1 Ll e east q’bOQng% Ll@értlhﬂttlvsf(%v@et 1.2
g/n@IQ a@?éakﬂab@ﬁﬁ?% he ol fasdst @bﬁm 4}Q¥nl eatdeast aouk *E%ﬁlg/l%@ at least

% ast 2% at
o ke R o TS 20 o TS e Aom b1
;.Lg/lﬂlQ%r a@leadtedoiit mpgth)%% at | east about 50% at |east

| e Qs (g‘z(/%‘ﬁadtﬁa% o%e %fl%#g gg?uqo@b%smo/%@&% & atls ale ?e% AP 0. @'}ig/mL

at leagt lahoutes pg/mihet le@EEPoutdt 6 wiml, laéfeastabauig. ﬁugtmlatat dnast about
0.8 ,ggcxmihﬁt ‘95??8%&% %g/iﬁL apﬁes%b&atqqu/mc LERSE abéhé[@ﬁTPg/lllL at

east about

leasiaboyt 1. 2 e mleaaatleassab@@ghﬁ r@é% gtleaskapaut At mhogkleast about 1.5
/rh]?aaﬂea@%éht ﬂé%g/lﬂL dtg@st ab‘b‘ﬂﬂ Uy B0, &tledseatsdut RIBQUY/mL, at least

Iea ut 60/ | east about 65% at | east
abo‘ﬁﬁc%‘t‘g% Pr Sgﬁg 5% at | east about WO
2004 (CbSZ(SQG n@(ﬂ'd@%@@Ma@%ﬁ%ouﬂ?l ga%ymbr(e.gt, at asttabout 0.2

ug: 1@%?%5‘[ 1§§s‘¥°a6’6ut'6%*’ % h/rlr?ll_, a’c‘t{tll ?ﬁq&b%u#@ﬁ #ggh/ﬁlLa%{ 1e¥1§tta¥out 0.5 pg-h/mL,

adm ni str'a
at leass apogiOt G pg h/rme,ca’cé@@babqut CETR: ldmh at kegst@og (e radimly, at least

aboﬂ@sgeﬂ hAhL) a@"l’e%t ﬁ%ﬁ’tﬂ #éﬁ%lﬁteatgeast ouk @ % hARO W 148 %bout 2

| 'east about | east out

about
ng: 1@131% atdeast abput 2850‘%31/”610%} egpt about 3 pg- ?19 at least about 3.5 pg-h/mL,
at least about 4 pug-h/mL, at least about 4.5 pg-h/mL, at least about 5 ug-h/mL, at least

about 5.5 ug-h/mL, at least about 6 pg-h/mL, at least about 6.5 pg-h/mL, at least about 7
pg-h/mL, or at least about 7.5 ug-h/mL).
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5 | east about 65% at |east about 70% at |east about
75% at | east about 80% at |east about 85% at |east
W@bwusB09, or at | east about 95% or nore) rel BECT/¥R20040003585

the CETP activity before adm nistration of the

phar maceuti cal conposition. 3¥he pharmaceuti cal

corrp05|t| on, at a daily dose of 300 rrg 600 rrg or 900
of the CETP inhibitor, particular

na iUt GPR maaikisise) @bleastzpawicl. %Bg;h/mb (ﬁéh %kﬁé&t ahout 2

h@i‘iﬁ)(at 184408bdut 2. AR, at 1ABCHbOI Ijﬁ 'hAAB CatiléhsEEHIAL 3.5 ug-h/mL,

at legs[t ab%‘&sélt”%ﬁ/ et orta@@yx}f{g @EE leqsgalgglt a|I /ng, it l)east

abowd @/ g - h/mal, dt MStt ab@b’o@l.tgm/ﬁlﬁ ggéastab(mt 6J5eesh/ndhatitea. about 7

o 9o 55 PR 5 25K 15800 0.

at leggy/ahoyt 9a1g ‘higals tat tastaboat b5 ugdv/mL orzat 1¢ashahous b ue- mk).
gh'MUC(‘aiz) f%@%g QQB“(LOS% Sy g&/sf‘fz‘cbouf"g 5 |p%@§’¥nLa(Q%Jtat @ea@t about 6

east Feast about 1,1
ne: fg@mt legpt abQE &5 b Buml. pt izeagfgq’oeﬂt ag hyrahstt l%ﬁsb@houﬂ 3 negh/mL,
at legAbout g hAAS tat MaHbolt 85 @ glhﬁnL aleat aﬂ)(ﬁﬂStugalliYﬁﬂI afllehst

abo%g/ﬁ% n %,H)% le((fﬁt ﬁ)@ﬁ&(ﬁj &%h}nﬁp ;gaab%%llf_?@ § qggxiggpleas? about

11 ugkidmL at 12&st gbdutll 1.5tg- hiads tat lrlastlabo@t B gghmil,., afeasedwut 12.5

%t lgasg 9&5‘[211? uﬁ?n*ngglteasg%gHét 180575 ﬂﬁﬁl’gtat léats é‘tﬁ)ﬂf’h ug-h/mL,
at leaﬁ@bvutd485 lg@th aglcagigabosbaleashahput d? ggdlémlnat laftst ab.fa%ﬂS 5
ng 1Yt [bag Aotk 165Hg ﬂ/ﬁ@ﬁtat RRQUbodt- 15, ﬂﬂé mmL adt 1éa§ﬁ§dout 17 ug-h/mL,

east about 1. m., at | east
or aﬁs%{dbqufﬁ%?g%g W@L)at | east about 1. 5 gg/ m., at |east
ab@LUCo]w 600 gig‘rdlaﬂyaiosé)ea:slea@tbmuﬁt (.1 igdamhir(e.gatat leagtsibout 0.2

v 7REcr i a8 S by EQRIs S gl iy g PR aricBf Bhy 05 pevm,

at leaseaboutab@ug hﬁnB,Sat@ga/smbo@eog ug-lamll, etlsast abowitO. &;Lg h/mL, at least
abm% }1|/Trﬁ]§ a%tlealﬁte@%ht ng Ym®, @1% %out s ; gEﬁ/%L fééﬁt about 2

east a [*east
ue fdmé g et abept 21 Seigs b/ %Ibaﬁﬂeaét @ogtﬂ HE: h/laL tdenst alw@éé Hgh/mL,
at legg/amaut h/@m tat {ﬂagtaboat 45 g@n#mLaht ledts‘ﬁ aﬁdutab,cng/nL At least

abonggf{h{g ha L5| aé %’88&% pgt mg ;ILﬁ4_st gtﬁztut Egsdég ﬁ)ogﬁoﬂ f‘efst()about 7

ng: ]rggvb;r‘ur atdtast glast 7 ahqub/mill.)7 gg/ m., at |east about 1.8
r[k(} a(%8b ﬁ@aﬂy%i%t @}le%stgﬁgﬁrl g ggqym&ﬁ?%[ g?is%g&ta{t))gut 2

ne: hsz gifhast Bbqus 2. ng-htmll, @aéqasraab@ut 3 pg/mbgat/lenst abaut B Sasg h/mL,

at 1@{){%&@1 % HglhliL %leaé’ttabbﬁla@s p,%h{?h'ﬂL Qt léaﬁ ahvutis, ugaﬁ/lﬁLe Ableast

st ~ahout
aboREUNE /L AL A0oE 6 P80 LabiaRist GO Gary S Mgt fasibout 7
ng- oL bt lgaﬁ aB@h/7ug- ﬁlm]L ed$daseddbout 8 ﬂtg@l@hLﬁét ledat ab @IS pg-h/mL,

R AL T S

abAIC@..b(Womgtlaily3dosay: dtdest abmlubﬁjﬁ - ly'gil/ (elg., dtedsiedwut 6

s B A S e v

at leagi@houted 1me- rat leagttabputa® p ugt}pij at Ie@;@ alpcm’g 9 g h/mL, at least
aboﬁt@@ﬁ ARAUL at Teast ARB0E 10-)g IMEL 2R94Hs0200B0.5 pg- h/mL at least about

11 Hggr g{]L gg]ggs{t% ngglgéH;gﬂ_ﬁ a§ eastafgopte@;ﬂg Eg@étatgeas about 12.5

ng-h/mL, at least about 13 pg-h/mL, at least about 13.5 pg-h/mL, at least about 14 pg-h/mL,
at least about 14.5 pg-h/mL, at least about 15 ug-h/mL, at least about 15.5 png-h/mL, at least
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ggh/nL, at |east about 2.5 tgh/nL, at |east about 3

gh/ nL, at |east about 3.5 gh/nlL, at |east about 4
w@boonkg25e3 | east about 4.5 tgh/nlL, at | east abPCI/JER004/003585

tgh/m., at |least about 5.5 ggh/nL, at |east about 6

tghhnL, at |east about 6.5 ghh/nL, at |east about 7 5

gh/ nL, at |east about 7.5 tgh/m_ at | east about 8

h/ ., at |east about 8.5t at | east about
abmgﬂﬁrulg /L et SB0B 6 BB A Eastoou 1 et bimasn at g about
175 g AUC(o_t,) (900 rTg daily dose) at | east
ut

&ream%%f}gtﬁéw 2{00 dpli\éa?seg sga o %A) ?etag, at least

abodté%‘;fat mhastbout B3Whatiteast atadut [ @%s bt ladmo atboud 1@%/ atleasatibout 20%, at

leasq %%g{ 25{‘"}3 o%eq%{ %@%Eﬁd@‘hatﬁéas %ﬁf e?s’ ?é&tl ?Jwixg!tf)%aét me_ast about
45%gpr atd%t abaad G0%61@ . rm)rg}mhlmve ta the £38kP @mway be“@le ghnm_stratlon of

the;ﬁltanjfﬁ&ﬁﬁceﬁ% Poéﬁm? gh/mL, at |east about 12 Jlgh/rrL
at | east abou é%Q/m_ at | east about 13

at Deetgsse indditP acsivy ¢o)Gng datly desedt atdpenhaboud Sdg @%ﬂat least
abow@ty. d%ae&uea@bmw WA,Satha@hmm 15%, dtdemst atﬁmog@%aat lkgastout 25%,

o 3B e o 2% bR s b Hbou bt abou

50%abolaast ABowd 5584, or atlibasd abatt 6DBamtmarbpretative tdthgtZHAD activity before

admt%’é?%aon of 1%33% aq%ﬁﬁ‘%ayggrgﬁg%oﬁt | east about 0.1 gh/ni

/L, at |east about 0.3
jt @wsxease iatCE B aetivity 940 o8 agn Hose); ateast abait 135%ufe.o, & least

about- 19‘% ra’c—least%boﬁt%% a@féﬁéttabgutﬁzS%/a%ast%ohteﬁm) a@Mb'ﬁab@uFBS%, at

| east
leasegu] s et shout 25 et ot bR 50 bast Sionk a5 Sfbasyabout
60%l aﬁlehsit gbcvurtr@E% at lehe as@utam%; tor 2t [26st @bdutITE% @tmbeasdative to the
1 | east

crgpRig ol ARl s S5 pRRRYE s =2t
about Futtlgrggts) thc phamnaceumal edopasitionghi/in inventidngwben

admﬂﬁ&&%dz gpglgé?{i r%eglﬁﬁ}l stm%pig ld)"r Hﬁ)rg&% ”Ev«i] (ﬁtthm@?&ftthe

follqveigg pogb’@@ns 11; the WWL) a) east amUohib ?tl((rgqf@hﬁ@stgwl pg;e%%ﬁ pEatein
(CE‘FP?&IUV?{?Qﬁ'ﬁle]paﬁelﬁhélﬁll}ve( gﬂetreaﬁheﬂt@l@ @d@ﬁﬁt& (é’s d&Bcribed above),

(b) agng‘{;wrﬁ@se 1ggng%ec§§§1%raom oztgm %g%stﬁ{_ol (ﬁ@lL fg]%g?l 13®ma%gnt relative

to pgghitient HDI-€ aﬁtel albd (kt) addebregby mithe edtiolod mtal (ﬂlbtmteuﬂ to HDL-C

levegﬁlk%DLa?)l 2@% gté\;egg ’ﬁ}%%nn@?ﬁ"d/ﬁ ast gt[en?i 7

“pretrhdtment aeferetaghe ‘amc @(1017 (dss frumediatelyepréar) trhaskmingtration of the
actlx%(!?fn{ﬂoun@st ?I} tﬁ@é&n@%&ﬁ%ﬁ gc?f é[ﬁe nggﬁtmn to tiad }t)a{tr%ﬂﬁtTlﬁfoék'fre@extent of

east a east about 10
char@h ;nnqgc 1e;fgxgggmg ﬁpm{lgg@s Wﬁ 1@@@‘[}69‘[ Ja:geg)é(? 1o pietrpagent are recited
belogbout 5.5 gh/nL (e.g., at |east about 6 ggh/nL, at

: :gg: Tlgeg@md-(g :l%egﬁjlﬂ%sureéplsﬁggtapggrag%ﬁhggl%gﬁcﬁv?n gltthe art.

Prefembbt theddDi.-Blevekighdwing the admemsstratibo (i g. diftghd megksaf treatment)

of BP(Z g'lgof é@%@?& E gnlgbl h cul?r'h( Coft ?Burgcpf) k’st 111%1%21&&1%)06‘11 ltO% or
mor eslefivedp pEatream @t SNnC. leval (¢ 5agobadte apmersl Aot 45% or more,

aboﬁtqqsﬁ% abgiste, %%Lgttﬁg%bdéﬁ d?&‘fgébé)uﬁm Bth@Y@ OéHou‘%,@S% or more, about
abou

27. i‘fhpwore a‘eoqtéﬁgt O ABQJ DAL £2.§ rrPLore f ORBIOR: ARGt 37.5%

or 1r@>@é'l/aﬁbut 4, bemste, a2 5% & 1@Meﬂhbou&45%eﬁ$ﬁory,\@bout 47.5% or

mord 094h 982893, F5lle] P2004/ 003585



10

15

20

25

30

35

34 about 16 ggh/nlL, at |east about 16.5 gg-h/nL, at
| east about 17 ggh/nlL, or at |east about 17.5
W@ iv4082593 Decr ease i n CETP aCtIVI ty (300 ng dapCTIP2004/003585
dose): at |east about 2.5% at | east about 5%
at | east about 7.5% at |ea 5 about 10% at | east
about 15% at | east about 20% at 5 |east about 25%
at le st about 30% | east ahout. 35% at | eas out
40% ¢ IRLG %bfﬂllowgtls,ad@gm?tgé@p (ggO%fer 40%% §o treatment)

of 60®@)oftie] GETY %lilmtdrhﬁar@ﬂﬂlya(:bmpoﬁnd béf iptRased by about 15% or

morE T3 Ry i BB 2578 IR b0 20% or mor
about@asit% abwiote, aBoWt 5% or rad)rej it 27. a%wtmﬂmmouaBO%emsitore about

32,5084 %xoﬁeo%qutggt% &%&%@b@‘éﬁleasg% cgtmér& u@ }ﬁtor %@ aBbut 42.5%

I"eas
or M@l @boEFHYo et mprsaghous Bdate apmereagbaug é@% cam@, azbo% 5233% or

moré%%boﬁ@g%oﬁg&e at | east about 55% or at |east about
% of rel |vetoth CETP activity befo

adm nT%qrﬁQLr%ﬁeva ollowringhthe RemEistration (&8nfBE i Wesks S of treatment)
of 90® ﬁ’fg&iﬁlﬁ: CRTEmIRbigs! pattlbwlardﬁcﬁmﬁguﬁﬁl lisypréfessbly irgteased by about

20%5 e SoSietrad PR IPE G ave st s Ban 22300 sl B P ph more,
about@3s% abmote, 3B04t 38% oriiBodecalwut 3% 6Ut or406ke, attout éﬁ’étor more, about
37.5% 8%0%5%0@%856&%0@8}6& 2039, cﬁlgncgr@ Abouf M lor A, aBbut 47.5%

bou |"east
or rrwm/qabolrt S8Pe pramere, Al 62 ﬁ%/%rdmﬁo@'@}lt ﬁ%%aqru%et f@Otlh@ 7o OF
mor@E)TBbatﬁtGO% bymbghore adm nistration of the

Phar e ofierdl R0 S detinse tising Sigart Uiays dpown inthe art
Prefadiblyn itgt TBT/EBIDIL-Q ratip &illosvihg thdedinisibirytiongsigl aferidnwerle obr
tteat%)elg) ({f%()g m 6?’1‘.@% %'ET‘PI}BI%% 1201o a(ilaﬁlaﬁ? (froﬂtéoﬁ% P9g ]deoteased by about

con 1 ONsS at Ien
5% ohwbrsgtlatiys toetbe eretteataamt @ £/BPbt@ratio (e @EPbPUIAE] Yo myore, rbout

4 HEnHRL agﬂt 3. 9% l'rMG‘rCt Sholf %%%@tﬂ&@tab&%ﬁﬁ %tot yﬂow abBst 20%

descri be ove an increase in r{g densi t
¢He

or MoK PP 1Yo ORBIOE: ?15|252/+®Lm@)e RRAYERT P OtﬁatbOélhiSO% or
morg,ﬁdb@ht! 3065%108 rerr@tdr%Bbtif%ﬁ% &13hofe) Leve| : an:‘j (c) ?)L .
ecr chol esterol t.o -
over T BT fof Puvina b S tRah o 5y aht 4 ke of
treafpeat ) ef 0 rang offité BEIFPCnhibiter, pertiou@8y ‘Congtouedd, medtcreased by about
10"/{ %f rgélr%ﬁrélgtlt%éqt% tflé E%tl?ﬁt rﬁht féﬂ-?bfu %bta¥ rgggge %b@t!iﬁ%"/@ bf 910}6 about

Ive CO
15%comporsi abouhlbﬁ"/qorenmﬁy@wt Yotop maie abawt Ent% orFwre, about 25%

or nfeS Iab@&t 2496 Bt nfoke, agamo%oﬂ lﬁo&asttbu@fzz Sbeof QbRIMN35% or
con |t|ons in the ent {/e atlveto pretreatmsnt ar e

MOrg (¥ japgyf 3 bseff’BWmiT‘hé’r ut A0YaRFdNOtEy neasured usi ng
st andalidTCAUbDIMIte® fEieomng itie ddnginRtrhtionB@. daGtet abéls,of

e S R by e BB G By o
15% oxhinbrictrelativeptarthé pwtraamgcnctt‘)ﬁﬁﬂahdi fatioi(e.gi, abowdgeddo bymore, about
ﬁ&%{are%@u&’ﬁz S‘Z‘)or%t'_jlrg %oto‘ut’%‘%%r UL " %Qﬁm%%%o?e about 30%

or nore, abou % or

Or IR lﬁ)omﬁ% 6F Mst @OWFS U o gEcopr Fasne37. é‘tﬁmnmczz, %1%1640% or

morEmdb@ut aoMtor dRYe, U aBBIitEL5%RE0Mbre).27. 5% or nore, about
0% oy . nor e, about 32.5%. out 35% or

Sbout MBHERKEE, S TeHRR SO A CHERR R Bhar e chEoggpsition
com@rising heherajratital§ 5ot iverameyntald @ E Y inh#itor (e.g., Compound I) and a

water-insoluble concentration-enhancing additive, prescribing information, and a container.
The prescribing information can be prescribing information conforming to the methods of
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nore, or about 50% or nore). WD 2004/082593
PCT/ JP2004/ 003585 35 The HDL-C |l evel follow ng the
w@elvitis2sp3y ati on (e.g. after 4 weeks of treat nePtl/JP20604/003585
600 ng of the CETP inhibitor, particularly Conmpound I,
is increased by about 15% oB6 nore relative to
pretreatnment HDL-C | evel (e.g., about 17.5% or nore,
about 20% or nore, about 22. 5% or nor e, .about 25% or
the igppsionapdier apatheusiss diswsted hgrdnt Thonkessibing forsssign preforably

incliies %%1@& td‘@ﬁeﬂrenﬁ%@%n@fﬁ’{e dmiitRtioR bolE CHT ﬁ%ﬂﬁtoﬁw &€,

abou nor e,, about 42. 5% ut
Confggiad DBt {oosresi gy amerovar bt bOSEHPBRITBr e Cafg oo
52. 5%ley followin, examphb duthed asanterthe myentidnebutidf-cGutseshbuld not

ve copisent VGG SRR B Phibior

particularly Conmpound I, is preferably i ncr eased by

about 10 20% el ative tWLEept ment HDL-C | evel

(e.g about 22.5% or nore, about 25%aqr. nore, ut

27. 59856 expple ilpstiates oapserrien ef a GERingbitee g, C%%Wé’und D

wheR R@Hinieé of agﬁﬁlﬁlacahi@ul condpbsfftnAcdring to efedtivendidlo or
nor e, . abput 4 % or. nor about , 45% or

47, SoFOIaRE B Casatian Bl BBy P8 ygtay o me, 300
mg, 1506 eng, ab@mtg, 550% mg, Id0aeng, abd 860 6ig. d%onrpoundi,er ptacebo, after a

stanggg%&ea ofhé@f)l@s adljnznlg:rgfeﬁl at SR R5E REA! aré 18 Ir%he@ ﬁleT%‘r}l% 1

ned Sta tec niques known 1 n
Preferably, the TC/ HDL-C ratio follow ng the

Tabd{I %BI&@A AfnisRrdl adf{ A DseBRRP of treatment) of

ouu ug of e CETPTnhibrtor, articutar L,OIEpou a1,
g(ﬂ as(ﬁfg) out _Nomber Tabletsi Admipisterpdines Subjéct
pre F eAt TC/ HDL C ragtmﬂ oendl, about 7.5% gnadeboe,

about T0% or re, about o% Oor nore, about Y
nmore. Lhut 17 '%O/n or rmrfl Qpnmg 20% 20 or rrnrld“ blé_@&__;

22. 5% 300 nore, about 25%1@{3@{701111@ about| 27. 5%10{plawbe

aDOUt gé)u/o or nore, abou 3%0&0/0 or nore, oOr agoutl 3 %
The TC/HDL-C ¢ "'I‘ | oW ng t-he ace

adm n| Q(D(} ation (e.g. aftérx300magks of |treat mBmt placdbo

0 et ooy adout 2dsea R U Y ROkl

o O 70-01 LIVC U U11C

pr et r dadfrent TC/ HDL-C r atsizo3qlkmg. | about 12. 5%:oplacebo
0

nor e, l%ggut 25»\150 or rmr6ex3(§{p1%gt 17. 5% or m)r6e,, lﬁpé%t
20%or—ror-e—about—22-5%of nor&,—about—25%—or |rU| €;

about 27.5% or nore, about 30% or nore, about 32.5% or

rmr e, 9
it ﬁ%%g@é Xt taHT&E @ver Dﬁé}@&‘ hisigd stan@4 tdhRitRg p%cedures

gg g ratio f 16A{ovvl n

Theé@mmﬂ t@blelt GogHpris 500 @gto Compguak b egne of b ngsylwﬁﬂwl

cell90& IQLIOQ:TS attidieCHTR. 1ima bbhﬁ@tbcryﬂallfhb cellidsdeyandanpdung of Jactose
more relative

o ol SORRERL: S ERRMr Db S RE B S Gpd 0 of
crospovidonadmilA0 B9 % ww sbsetutealinydtox3propdysd eallutnse a5 dialndegrants.
25% 0
o*fgé;?(g(f)ng%’o‘?é{é c&ﬁglgsé’d%gg‘@ &Ec&ﬁp’%d% P8 pfefoeTor €,

about ut 37.5%.
hydixyprspaimesing gelluoss 2910 aggbindeadSune n’étak%r@rl Byl magegnesium

steaPRO [uHR%Y, afPI B).8 mg of crospovidone and 90 mg of low substituted
hydroxypropyl cellulose as disintegrants.

The placebo tablets comprised 175.1 mg of microcrystalline cellulose and 262.7
mg of lactose as diluents, 18 mg of talc and 1.2 mg of magnesium stearate as lubricants, and
90 mg of low substituted hydroxypropy! cellulose as a disintegrant. The placebo tablets
were similar in appearance to the tablets comprising Compound 1.
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Moreover, the invention provides a kit conprising a
phar maceuti cal conposition 35 conprising a
wo bhenagesos i cal |y ef fective anount of a CETP i nPCTiR2004/003585
(e.g., Conpound I) and a water-insoluble
concent rat i on- enhanci ng add3?i ve, - prescri bi ng
informati on, and a container. The prescribing
i nformation can be prescribing.informtion conforning
to t HeegicAtsaecre pdWDigead pdySYE! iy otrsasinge
Subjbéte wertie talloRe @R OSupar fot DaoS 2fteitd 6 udmadstheion] dxcept for
The escribing information preferably includes
stud%amcgélrfzso a patient regarding the adninistration of
t he BokEs ivetd duintiaistefel af similaChimes dowkeach subjedt ifi omdh, treatment

. I ' ve 1. ' ' T t

peridiE R SomibleTaf RiFotiBic) O8YahoRs, WildtoRers =il food
and flwids (witfle thei exaersion, of gfates biliem &2 : WHurgomdie dag pper to dosing (Day -
1) uR2PedakBREoRDal 1. ARYIRY thd SehindGrick o f16 PRS-st b Entd

This exanple T1Tustratés the % s%gg&on,of a CETP
laboraiiy siiety cvaliagons keadhhssp ReFfrmed on foming dat oWafep copld be
consRh@d AP&BUihe a{lrngg)ma Qaidy] with deesteition dfehd feeiodnipaaihonrs post-
d 10, For %lhi st u Y Ea casi an mal e human subjects were

0sC WHFRPY 8}%&%@ rﬁ’d,e‘goo ng, 600 ngy, 900 ny, 1200 ny,
1500 Subpjecty retE 06 agtandardomeplofastciboyt 45 mipiutes givioy teadasing. a’he
r o

s 8807 Rl P8 oy LA AT S 3
mingmbaivrstdesiag. die sapdardbraliasiemsissdof thavfelloving) Nunber

of Tabl ets Adm nistered per Subject Conpound I

Pl acebo 00 1 x 100 ng 1 x placebo 300 1 x 300 ny |

X pl acegg&n%ogagg%ugr@o my 2 x placebo 900 3 x 300 ny

3 x pl aGegacka®of eraal Bpproimdteky ¢ gcebo 1500 5 x 300

1 5 IR AR BP0 P seavo 10 T

STwere prepared using standard
t abl et i hQ gdowdeidpraad (oneTaekdtDO ny t abl et s conpri sed

100 ng - 6 ng of hydroxypropyl net hyl
cel [ ul oggg%%eggs}&g{%?nder . 175.1 of
ni cr ocr yé2 a1l fulldatmilk (rpsxinaglyi2¥ ® ng of |actose as

diluents, 18 ng talc and 1.2 ng of namgnesi um stearate

as lubricants, and 39. of 20 crospovi done and 90

my of | g\?%i%@&’ eontery: %}g‘%&%pr opyl cellul ose as

di si nt eGoahfa.contthie 3005179 gt(@BPed of totahpalose) 300 ng of

Compoun ; . of 8 lacel | ul ose

2910 as %8{"% P%Dg%‘{ﬂg 18 %“%? AL @%@@5@*’1@ of

magnesi um stearate as lubricants, and 119.8 ng of

CT 0S P9bLA QAR RE fbr YPHartBhcBkink ARV arRKRE W tREn immediately prior to
dosing and at the following times after dosing: 1,2, 4, 6, 7, 10, 12, 24, and 36 hours post-
dose.

The following pharmacokinetic parameters were calculated for the different

dosage profiles and are defined as follows:

tmax Time of maximum observed plasma concentration of the active form
of Compound I;

Chnax Maximum observed plasma concentration of the active form of
Compound I;

tin Half-life of plasma concentration of the active form of Compound I;

AUCy., Area under the plasma concentration-time curve (AUC) from time
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hydr oxypropyl cellul ose as disintegrants. 25 The

pl acebo tablets conprised 175.1 ng of mcrocrystalline
w@edosodsse and 262.7 ng of | actose as di |l uent BCT/IR00a5003585

of talc and 1.2 ng of nmagnesi um stearate as

| ubricants, and 90 ng of |8& substituted

hydr oxypropyl cellul ose as a disintegrant. The pl acebo

tablets were simlar in appearance to the tablets

conpri si ng Cafeouna the layiguapliahdgconggntration (0-t,), of the active form

PCT/ JP2004/ 0Q868mpodidd Flagat ments were admi ni stered

vvlth i l.e.standing. Subjects
‘b°t al | m@%@‘#m@zgﬁ?ﬁpﬂéﬁ?@%? ours after dose

adm nistration, except for study procedures. Doses

e P b RS B SO bes
using HivSo Lmﬂt Styar681a0s tlcxmeﬁ fromh b tiyabjvey salfsis bEuariancer(ANOVA)
ﬂ‘ctlﬁzgéli‘?ectsai'afi stk dcfea{l :]a%rl% C @Rl {eht %T@Hs%‘h% X{efeoﬂ%ld? by

hour s~ on 03|n

calcbk@a&flﬁsqlff@ﬁnwdﬁ‘ya%l tsi@mmig rﬂge @iffegance ef the log
SAS@ Elem tSl]ueﬁé wnybaw%emmr?heteksg@pﬂ@:rﬁsr )écmft%aﬁnems The

eval ua errTor on e
aittitss Bhd o o o AG S ed P ROV e Bsgs.
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The plasthgspmgles Teee trWé%d wvt}agoci;améwdmm@ @Y daRure é:ﬂlemmaéfndastrles
Ltd R Btk ﬁct%rﬂ)ﬁﬁs ﬁ@&ﬁﬁounﬁh% %?lasmstoqmllcﬁtf&% a®., Compound
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congggly ?%Onp%‘téﬁe B ST AL PP P Ing™bs PR S AGY consentration was
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oo 39 Ml 554 086 Y B SRR ESHAGH: PUBK shp s ver
comiied \V\ethfajmmwn amount of Compound L.

The mean test results for plasma pharmacokinetic parameters, AUC (.,
(pg-h/mL), AUC o, (ug-h/mL), Chax (ug/mL), t12 (h), and tya, (h), of the active form of
Compound I are summarized in Table 2.
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norY\E mPR4iR336PHsEad BERPRELAPGPSIRe)

As demonstrated by the data in Table 2, a pharmaceutical composition

comprising a CETP inhibitor can achieve a maximum observed plasma concentration (Cyax)

of the CETP inhibitor, or active form thereof, in the bloodstream of a mammal of at least

about 0.1 pg/mL at a dose of 300 mg when administered with food. For example, at a dose

of 300 mg of Compound I, the Cy,.x Was about 0.16 pg/mL.

The data in Table 2 also demonstrates that a pharmaceutical composition

comprising a CETP inhibitor can achieve a maximum observed plasma concentration (Cpgy)

of the CETP inhibitor, or active form thereof, in the bloodstream of a mammal of at least
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AUC (0-Q NA 0.735 4.08 7.71 18.5 22.4 30.4 (gh/nm)

NA 5.6 22.3 14,7 19.0 16..1) (25.4 A
aboft D35 ey WLandNan axcer Bt i Dbt cohodhgob e YR (Pt at
leastédﬁﬁ)lt &’%%Z%ga/mg} th %galos(ebg 660 gfsgl’gh% adﬁﬂﬂi}s&}ecﬁﬂ‘gﬁ ‘f%%al-. Q%iireﬁample, at
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abOl%@?gﬂ%I%Lg%ld‘% 484 urkler HepldsBral chhCerfatiBn A& QO OCHHof at

leasi ahguby.5 clgah/'m)%? @Qég%ﬂ@f Rwrr{go&% sk B ) Fpsexample, at
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) (18.4) tli2t NCNA 11.8 13.1 12.8 11.1 12.4

(15.1
9 “g(]F(?“L(' NC) (NA) (7.09- (10.8- (10.6- (8.84- (9.32 17.2)

14.9) 16.4) 14.5) 20.3) = geonetric nean (geonetric

coefficient of variation 1fd o= medi an (m n- max)

har noni ¢ nean _(m n- max) \ = not__applicable NC = not

cal cullsiféechof fpod opdhhehsprpéign pbp C@é[p?gmhmmbwtws gfee
iden(iﬁgeg %}: setagy 851 SRARE 8b1hpdre thethlodvagdasiatysof %OET%bﬁCQmpé\md I

utlc conposition conprising.

Ay e AR R S

conceldrrthisistudy @ch ooty subjdctd feeeiGEdlCompbinal I aira, dose level of 900
mg glfetalle\é §fg{w%r ta a‘é;)xggﬁtg)%gib%%a r@{léegﬁiﬂg k@éﬁi@ﬁ%ﬁ@%@faﬁgbﬁgﬁm afif once in
the fastadl sfiatst dibetk wit hmfiowm FHok days dapiesn caeh teatmset peipd 3dbis
intex‘_i?zﬁle&?a@ﬁ@t i%%n I_E%aglltlga%ﬁ@lts%vas’ MsiiErRd A ﬁl‘ébrigte]f@ra&ﬁﬂhatirﬂg?’any

oo ) al so denonstrates that
withyaihied earyQvsr eesthosi ti on

The subjects received 900 mg of Compound I by administration of 3 tablets of

300 mg each. Tablet preparation and administration procedures were as described as in
Example 1, with the following exceptions.

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
1) until breakfast on Day 1 (for subjects receiving Compound I in the fed state (i.e., with
food)) or lunch-time on Day 1 (for subjects receiving Compound I in the fasted state), and
during the evening prior to the post-study visit until laboratory safety evaluations had been
performed on the following day. Water could be consumed at any time during the study,
with the exception of the period up to 2 hours post-dose, when no fluids were permitted.

When subjects were administered Compound I in the fed state, they received a
standard breakfast about 45 minutes prior to dosing as described in Example 1.

The mean test results for plasma pharmacokinetic parameters, AUC g.o
(ug-h/mL), AUC g, (ug-h/mL), Ciax (ug/mL), t12 (h), and tuax (h), of the active form of
Compound I are summarized in Table 3.
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rs. on %krlor osm\é ). untj |

withgpiiarel a dddiionglky; the halblifeql H}ee@flge f @@ﬁﬂ&ﬂﬁd‘etmmed
to béDgin{ﬂ%e a?@@dﬁﬁﬁ&tﬁatgdn of the @ufsRvithf amdmhdgt lfdddnC h-tinme on

y or, jects rece un in

ot at e5veizhaT R RpAiRgRcP RELY BAFRGIERY Popeycs: Vifs alfctedBy e
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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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Rmgtare ] A AR S TMetoTm: | 900 me | 1200 mg | 1500 mg | 1800 mg
0.120+ | 2,133+ | 10458 + | 14.936+ | 24.197 + | 43.062 £ | 40.057 +
AUC (0-c0)
0.025 0.846 2.837 5.113 8964 | 14.923 | 12.319
(ug-h/mL) .
(1.0) (17.8) | (872) | (124.5) | (201.6) | (358.9) | (333.9)
o 0.038% | 0254+ | 1.029+ | 1.716+ | 2957+ | 5467+ | 5.115+
(g;"“L) 0.013 0.080 0.378 0.521 1.136 2227 1.550
L2/
' (1.0) (6.7) (27.1) (452) | (77.8) | (143.9) | (134.6)
tmax
" 23+08|23+08|43+15(27+1.0[4.0+0.0|43+08|27+£1.0
t
‘(ﬁ)“ - 12340427406 ]3.1+03(27+04|28%04|26%05
ti2 B 137+ | 151+ | 157+ | 11.8+ | 122+ | 119z
(h) 5.1 2.1 2.1 3.7 1.5 1.9

As demonstrated by the data in Table 4, a pharmaceutical composition

comprising a CETP inhibitor can achieve a maximum observed plasma concentration (Cpax)
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Administration, dosing, and sampling schedules were commensurate with those
described in Example 2. However, patients were administered 600 mg (rather than 900 mg)
of Compound I with and without food. Patients were administered two tablets of 300 mg
each. The tablets were prepared as described in Example 1.

The mean test results for plasma pharmacokinetics parameters of the active form
of Compound I, AUC ., (ug-h/mL), Cpmax (Lg/mL), and tmax (h), as well as ti a (h) and ty
B, are summarized in Table 5.
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conditiois. The tablets were prepared as described in
Exanpl e 1.
EXAMPLE 5

This example illustrates the effect of the administration of a CETP inhibitor (e.g.,
Compound I) on CETP activity when administered in a pharmaceutical composition
according to the invention.

Caucasian male human patients were orally administered 100 mg, 200 mg, 600
mg, 900 mg, 1200 mg, 1500 mg, 1800 mg of Compound I, or placebo, following breakfast.
Administration, dosing, and sampling schedules were substantially similar to those
described in Example 1. The tablets were prepared as described in Example 1.
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COmb@mdtrIu;(nasmati@s;) {(Hel)afid hBst r €.9pn d.2) he (10.8)
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As demonstrated by the data in Table 6, a pharmaceutical composition
comprising a CETP inhibitor can achieve a decrease in CETP activity of at least about 10%
relative to pre-dose levels at a dose of 300 mg. For example, 6 hours after the
administration of 300 mg of Compound I, CETP activity had decreased by 13%.

The data in Table 6 also demonstrates that a pharmaceutical composition
comprising a CETP inhibitor can achieve a decrease in CETP activity of at least about 25%
relative to pre-dose levels at a dose of 600 mg. For example, 6 hours after the
administration of 600 mg of Compound I, CETP activity had decreased by 36%.

Additionally, the data indicates that a pharmaceutical composition comprising a
CETP inhibitor can achieve a decrease in CETP activity of at least about 35% relative to
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Caucasi an mal e human patients were orally adm ni stered
100 ng, 200 ng, 600 25 ng, 900 ng, 1200 ng, 1500 ng,
wag®d/osayodpf Conpound |, or placebo, follow ng PCT/JP2004/003585
breakfast. Adm nistration, d05|ng, and sanpling
schedul es were substantlaII9 simlar to those
described in Exanple 1. The tablets were prepared as
described in Exa le 1. V[)%694g8¢ ﬁ
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EnzynolL, 129, 797-816 (1986), and Kato et al., J.
Bi ol . Chen1 264, 4082- AD8XMPLESD). CETP activity and
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Tabte 6, _a pharmaceptital[compositi I0—Cqompri a
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of at | eiErst) dbqyg)l)%m3agla(pmg {qlpng- dQSEINPVGIS)at 96

01 N1 V1) For Xanpl e

a.d - s fafter th
Fagiet nilst Pdti on 300 of Chnp )ung6 Cé%;’ act |1\9|t (17.4)
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denonstrates that a phannaceutical conposition

A clear difference in CETP activity was observed when Compound I was
administered with and without food. 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. 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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900mg | 100 | 100.1 | 521 | 240 | 241 | 298 | 605 | 95.1
00 | @9 | ©3 | 00 | 1) | 7.9 | 7.6 | (56

1200mg | 100 | 942 | 540 | 121 | 105 | 147 | 476 | 952
00 | 20 | 1700 | 65 | 36 | @43) | 82 | 88

1500mg | 100 | 1008 | 857 | 133 | 106 | 154 | 537 | 969
00 | G3) | WY | 79 | an | @) | 67 | 68

1800mg | 100 | 853 | 156 | 6.0 84 | 122 | 495 93.0
00 | a5 | @7 | @71 | 09 | 14 | 3.0 | (6.6

As demonstrated by the data in Table 8, a pharmaceutical composition
comprising a CETP inhibitor can achieve a decrease in CETP activity of at least about 10%
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relaﬁ%sﬂggﬂe d@ﬁz‘jiei%ér‘l@ﬂ d éﬂ&le ﬁfi bwﬂllge%iﬂ@ia@%@@ t%@fa@&%w th
admgrlaﬁaaog@ ég a&%frfmwnﬁx éﬂﬁjﬁﬁ pEiivity iggniabgw Syl the pre-dose
valudC ThefetdreSCE TR hetilligtied degeed by abnit#a o fllowasethe Béministration
_TP a LI vity) and standard deviations (SD) were

of Compo and the resulting data is summarized in
Tabl eAd&tlonﬁlyTﬂtﬂ datBindicRieh dtat ¢ ph@ERRevial canposPencemprising a

CE’J?EI-BHIU%I' b (jlctfu lél\a}ifegl;élﬁsg nlgi C?; ;i eg:?ﬁﬁy %ﬁ Eﬁﬁé@g Eﬁiouﬁ 35% relatlve to
pre-pesgtCEER a@rl\fﬂwa@é@aﬁ of f§0arg. oF@sxamgls, 4 hoursaftgrthg aémlr;zstraﬁon

of 98¢ ilng(i)f((ﬁbl ound JAQETH agvi 3% gﬁ14(aggﬂ-t)424ggofz)ﬂqg Zaés(eg/%h)é) Thus,
CETgplafé*)W@a%jieC(%Sﬁcf gﬁ( éb%*? %-2) (4. 7) (11.1) 300 ing 100
100.2 90.7 83.1 80.5 80.6 88.8 96. (0 0) (3.9) (5.5
(4.2) (3.9) (5.6) (3.8 100 100.4 87.8
52637639(1 6)5(510)2%%?82?%&6% (9.2) (13.4)
( 6. 6) In(Bsidlilag Fndy to( tha3escrdGd i xaroolemﬂlele gt af foad on the
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600 0 &) Compound I with and without food.
Administration, dosing, and sampling schedules were commensurate with those

described in Examples 1 and 6. However, patients were administered 600 mg (rather than
900 mg as in Example 6) of Compound I with and without food. Patients were administered
two tablets of 300 mg each. The tablets were prepared as described in Example 1.

Relative CETP activities (calculated as a percentage of baseline CETP activity)
and standard deviations (SD) were measured, and the resulting data is summarized in Table
9.
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escr | I n Exa e However
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with and without food.

as in Exanple 6) of Conpound I
Patients were adm nister t tabl ets of 300 ny
each. The tablets were s described in
ExanpTlis txamlﬂe liksitrates GisTldPfeatof the admmigtcdibn of E&begowsd bon CETP
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red, and the resulting data
is s uﬁhwtﬂi) dolumteEshineen and wamen) owero@pgomized to receive placebo or

to rddcive 308 9%(1&9 %5?@, 600 mg (medium dose) or 900 mg (high dose) of Compound I
per day for 4 weeks. Each patient took three tablets after breakfast each day for 4 weeks.

Patients either took three placebo tablets (placebo); one 300 mg tablet and two placebo
tablets (low dose); two 300 mg tablets and one placebo tablet (medium dose); or three 300
mg tablets (high dose). Tablet preparation was as described as in Example 1.

The testing period consisted of (a) a run-in period of 4 weeks, followed by (b) 4
weeks of treatment, and (c) 4 weeks of monitoring. Blood samples were drawn after an
overnight fast. For CETP activity assays, blood was drawn before Compound I intake and
during and after treatment. HDL-C was determined with a heparin MnCl, precipitation
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Rel ative to Pre-dose (standard deviation) Pre
wae@ansesss dose 1h 2h 4h 6 h 8 h 24 h Post- PretDarM004/003585

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) (6356) (8.3) (5.7) (7.3)

Fasted 100 102.1 99.6 96.5 89.5 87.8 92.6 100.4 (0.0)
3.6 2.1 3.1 2.0) (4.6 3.0 . A cl
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WO 2004/ 082593 PCT/ JP2004/ 003585 50 reagent and LDL-C

was cal cul ated by the Friedewald fornula (see, de
w@e@atseses al ., supra). CETP activity was mnmeaBRCT/#RR0a£003585

described in Exanple 5. Table 10 descri bes the val ues

of the assayed properties ((Sﬂqean) st andard

devi ation) at baseline (i.e., before adm nistration of

atif {5 Aplte GL38eS 49 A HRIURBFRe dhocdr O fo oo g st
ethylbety jepelvhexilieaxtmngl] pmind)phémyl] 2-aixtbylpt@panediigete afteo i Weeks
Tregﬁﬁ& ine (i.e., before adm nistration of Conpound I)

t nt al cehal et oranl JTC\ D

TD At 1 v/ vy h o C
H—C=T T ayETl VY5t otar— €O EeSteror L =7 ErE B = = =

Assayed and total chol esterolTnddtment(PIOtMOL-C) ratio

B vi ged Anal y s done tijting an
Allt\@\e/gfyonodjal V\Apﬁ%ﬁepar at e%dti)rﬂggt meait e?pgéﬂt‘ for thg00 me
four groups (i®ES0) pl acebol™=#8d ny,| 60dnTd?) or 00 B=5S2)

CEY® A@Qivigrpounslol)s 2 Tabl e .4+ Baisel|i neorgnast ef i sBi79s17.6*
oﬁrsa\h/gj Treat ment Protjocol Property Placebo 300j g 600
(Yo g cBfoly| (n= 50) (n=48) (n=48) (#=52) CETP Aptivity

AN

TOMBLY 90. 008+6.589. 917. 7093%80319. 4 (%®@f.gont ol ) 0.0€0.6

HES 20 | 200%B13 160 SISOl /1) LoEER%’ g1 o 00:029°

@mo/B) 3. 70.9 3.90.9 |(mol /L) TG/ HDL-C 5.01.4 b5.31.4

gtf?t}‘a% 2. 31. 4 ri%tq' o WO 2Q8§£&8§_2593 PC:I'd'%E(ﬁgOM 3035&%:1:0.6*

11 - sol ute Changes™in 4\ssaye Foperties
(xweoWk) ngito Dose of S [2-([[1-(2-

TeVAPIREt Y1) cyplahexyl jcar bpayd gam ITO) Phal gk -1.2+0.7%

2- et hyl pfopanet hi oat ¢ after 4 Weeks r'eat ment

_Af3H9ed Treatnent Protlocol Property Placebo 300{ng 600

+ p4p0 S0P <001 (&0 EdB) &nwezaus(}ﬂm@ CETP Activity
0. 913. 2 -15.411.91 -29.619.51 -37.217.6% (% of
S control) TC (mmol/L) 0.00.5 -0.10.5 0.00.6 0.00.6

As demonstrated by the data in Tables 10 and 11, a pharmaceutical composition
comprising a CETP inhibitor can achieve an increase in HDL-C levels of about 10%, about
15%, and about 20% at dose levels of 300 mg, 600 mg, and 900 mg of Compound I,
respectively, following daily treatment for 4 weeks. For example, HDL-~C levels were

10 increased by about 15%, about 26%, and about 34% relative to baseline levels of the 300
mg, 600 mg, and 900 mg treatment groups, respectively.

Tables 10 and 11 also illustrate that the TC/HDL-C ratio can be decreased by
about 5%, about 10%, and about 15% at dose levels of 300 mg, 600 mg, and 900 mg of
Compound I, respectively, following daily treatment for 4 weeks. For example, the

15 TC/HDL-C ratios were decreased by about 13%, about 18%, and about 23% relative to
baseline levels of the 300 mg, 600 mg, and 900 mg treatment groups, respectively.

The data in Tables 10 and 11 also demonstrate that a pharmaceutical
composition comprising a CETP inhibitor can achieve a decrease in CETP activity of at
least about 10%, about 25%, and about 35% relative to pre-dose levels at a dose levels of

20 300 mg, 600 mg, or 900 mg of the CETP inhibitor (e.g., Compound I), respectively,
following daily administration of the CETP inhibitor with food for 4 weeks. For example,
CETP activity decreased by about 17%, about 33%, and about 39% relative to baseline
levels of the 300 mg, 600 mg, and 900 mg treatment groups, respectively.
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HDL- C 0. 040. 15 0. 180. 151 0. 320.221 0.400.291 (nmol /L)
LDL-C -0.10.5 -0.20.5 -0.20.6 -0.30.6* (mmol /L)
W GjouHoR2503 - 0. 20. 6 -0.70.8t -0.90.8t -1.20.71 PEL/IRR0G4/003585
P:50.01; t P:50.001; I P:50,_0001 (each group versus
pl acebo) 5 As denonstrated %y the data in Tables 10
and 11, a pharmaceutical conposition conprising a
CETP inhibitor can achieve an increase in HDL-C | evels
of about 10% about 15% and about 20% at dose | evels
of 300 ng, 600 ng, and BEAMBLBEfl0Conpound I,

[r:gf p:’@%ﬁ\éﬁg%iqg%oﬁélég égg?t{ja?és the Heﬁg)td'@%angg{g%ﬁ‘%xgﬁﬁ%ﬁn?ulatlon
compHEsng é%mg FE%mpnidd édmlb@il% Eeimzple ve to baseline

level g r pl pecrﬁllg)&mdr'fgvas ggﬁreﬁﬂed B’}nﬁ %91@ K%a?ﬁ&@ﬁﬁ@ﬂismbutmn of

ro es. 10 |
loss %ma%pn (TGP 0k 17T PUBETIAGL RRBRIP G oA DBYRE use of
am@.gg&l;%ssl&%ro]and about 15% at dose | evels of 300 ng, 600

dal |y %tg%g’r@gpcﬁ?’?ﬁ‘zcg undnld%?{ %zﬁgﬁéwgﬁ' Y%BB\%EOH@V%}D&“YH
mixdCtdshiting i atmins] pewvder.decr eased by about 13% about

18% ﬁlrgg,gg%a nfiSe it biSich2 %gp%géed%oh@s'saea{#we

300 rou
applroasmi@b’lth!@bymesrhe data in Tables 10 and 11 al so

demon 2, hb dredheRNANTBGOWILES Stef 9WRO Prd-indted by wet
conprlﬁlglgtg% a 'IIE |en hi bi tg)? can acte#eve 2 decr eagew?n

grangafes. activity of at |east about 10% about 25% and
ab 0 Ut Irﬁﬁt%’ 5 elh}&lhbxyprdpwlrﬁﬁﬁylddaﬂoée@@&bswatdlssowed; & pwifeddswater
0 éi%(g 600 nmg, or 900 ng of the CETP inhibitor
ea p nd 1), respectively, follow ng dail
ad m nIrs$ue1a16; the rmf{ed v dCEDDSten i wast granwlateé uing thef ¥ut14>ﬂ of Step

5 asi@ﬁ)@er 11'1:9 sg% ﬁaﬁm Gl 1%1\(1%{1 Yoﬂ%fcﬁéssﬁdgr%lﬁg@ Waterial.

about /ore ative to sel | ne

| evel |1 %tﬁpﬂh%vosﬁdh ur Baighesy) W@@bmﬁ@ﬂﬁ atirRepvere

trangfeﬁ’éﬂ’ﬁ) a FIBRIPRA bid ehkr a0 418268535 Red tepPR00 ArARBRBMmIning
MPLE 10 The follow ng exanple illustrates the

f Y of manufacturing the fornulation conprising
300 nth $kp ‘Spﬂibtgtmldlaltediﬁsier1alhffcstem7 maspised throughlascBeef22.
MO@W%C%F%I}%@ﬁ%B?%I% sgz% d\fﬁ%relfél,gt ) xpé?ejt%iedrﬁyll v m'%(&;%% L&,
about IisStep %odll pithe dricd gunwatedangierial qﬁé@m%@@%@lw by psum
mixds€ of an in-process control. In Step 2, the

I d Conp
8 lrJ u\r/ne rl]lqét)e@gr 0, the gmnp}aﬁélmrgﬁergalﬂ%%%ﬁ %g/@éégge%ov\vllth fow su%gtltuted

hydroxypropyl cellulose by drum mixer to yield mixed granulated material.

In Step 11, the mixed granulated material of Step 10 was mixed with talc and
magnesium stearate by drum mixer. Content uniformity, specific volume, and angle of
repose were tested by an-process control.

In Step 12, the mixed granulated material was compressed by a tableting
machine. Content uniformity, tablet hardness, thickness, and friability were assayed.
Additionally, dissolution and weight variation tests were performed.

This example demonstrates that a formulation comprising 300 mg Compound [,
hydroxypropylmethyl cellulose 2910, talc, magnesium stearate, crospovidone, and low
substituted hydroxypropyl cellulose (as described in Example 1) can be formed into an oral
dosage form.
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through a screen 412 approximately three times. In
wEe@p/ o593 he screened, m xed powder of Step 3 BEEJP2004/003585

pre-m xed by wet granul ator. In Step 5,

hydr oxypr opyl net hyl cel | ul 0s832910 was di ssol ved in

pﬁrlfledth\% 15 using a propeller mxer. In Step 6,

the m xed powder of Step 4 was ranu

sol ut fAlnelsrenggse greluslingsp 1‘&9?‘#&’& qiepta %gf’nsg P%%mts%rcﬁed
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clearly contradicted by context. The terns

“conprising,” "having," "including," and "containing"
wW@e@4085he construed as open-ended terns (i.e.PCTER2004GP3585

"including, but not 10 [imted to,") unless otherw se

noted. Recitation of ranges At values herein are

nmerely intended to serve as a shorthand net hod of

referring individually toéﬁﬁéﬂdﬁeparate value falling

wi thin the range, unless se indi cated herein,

and each separate value is incorporated into the

2POE! 1A R LRl QY 0 58 v

inhibifornand erosnoaisiose.or der unl ess ot herwi se i ndi cat ed

herein or 15 otherwi se clearly contradicted by

context. The use of any and all exa or exenpl ary

| anguagel Rephyrmaceytieal Cﬁ@p?SIB?lef @@@nﬂe\%ﬁf gin ajmajor portion of the
cholastegyldetdr fRlisEnprot@intie tiyefallidel um nate the invention

and does not pose a limtation on the scope of the

i nvention unless otherwi se clainmed. No | anguage in

t he3.specTlid garmareutited ebuipbsiticwobdlained), valseréin diecettoldsteryl ester

= s essential to the practice

trarlgﬁpﬁﬂg&flﬁgée@%ﬁgﬁaﬂ %Qel grred enbodi nents of this

i nvention are described herein, including the best

modge knom kAR ulioH BiBbSEPEE QBT VI g hd &gx%lesteryl ester
i pventi.on. ar ations of those preferred enb ment’s

trangiy, PRSIBARCTEFALPENt to those of ordinary skill in the
art upon reading the foregm ng description. The
i nvent or e rtisans. to enmpl oy. such .
vartat | g TRRE T conisBlch sl BN DY SRisattne
chofesteryl isstet wamsiieripoeteindnkibitor andta waidr-msdlablei cepcdnbratiomsni2ncing
ddRRRCIhEER] thy
a |nver7§,t]éon Pnglﬁ(ﬂ &/%%Fe %g?ﬂfpglgtéﬁlgﬁ@%éﬁg hxsetgi% :g{\}ﬁ(ftum of Formula
I' of the subject matter recited in the clains appended
hereto as permtted ky applicable | aw. Mreover, any
conbi nati on of the'/:ji\:-descri bed Fetmaent s i n al |
er

possi bl e variations|t{hereof is enconpassed by the

i nvention unless Lse indicated herein or
otherwi se clearly contrapgicted by context. WO

2004/ 082593 PCT/JP2004/003585 54 CLAIMS 1. A

phar maceuti cal cd ' c.-i'|ang a chol esteryl
ester transfer protei N bi tor and crospovi done. 5
2. The pharmaceuti cal sition of claim1, wherein
a maj or portion of tk Aesteryl ester transfer
protein is crystakline. TheXphar maceut i ca
conposition of claiml, erein the chol esteryl ester
10 transfer protein is sybstantially crystalline. 4.
The pharnaceutical conposition of claim1, wherein the

or a?ﬁ’&kﬁé« ﬁa%ngiz bedrm, a&fﬂ%@?l fﬁcc%t%l@ oDy eﬁaﬁ@ff?etraitéﬂeg"%m%; hydrate,

or selyjpett Wfalf!‘yhléhyst aI I i ne chol esteryl ester transfer
pr gt Ripfeskmbi bi tor and a water-insol ubl e

concent ration-enha
a su'bstltuted or unsuggututed Cs.10 cycloalkyl group or a substituted or

unsubstitued Cs.g cycloalkenyl group;
each of X1, Xy, X3, and X4 may be the same or different and represents
a hydrogen atom;
a halogen atom;
a Ci4 alkyl group;
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additive, wherein the cholesteryl ester transfer
protein inhibitor has the structure of Formula 1 O

woora293 20 R NH X, )rY S-Z 25 X2 x4 Y xX3POT/JR2004/003585

prodrug compound, pharmaceutjcally acceptable salt,
enanti oner, stereoisoner, hy%ﬁrate, 30 or solvate
thereof, in which R represents a substituted or
unsubsti t tle 03 ‘%ﬁg CXCJ oal kyl group or a substituted
or unsu*bﬁ‘i? s@¥EB8YRy c| 0al kenyl group; each of X1,
X2, X3, afd,alloxyegrotye t he sane or different and
represeng ang hydrogen atom a hal ogen atom a Cl.4
al kyl group; 004/ 082593 PCT/ JP2004/ 003585 55 a
hal o- C1_ainifibkggbunyr oup; a Cl.4 al koxy group; a cyano

group; ' p; 5 an acyl group; or an aryl
B

group; and _’resents a hydrogen atom -YRI,
wher ei n ATyl gr@pR;e8dnt s -CO- or -CS-, and RL
r e[T egeakatsa substituted or unsubstitued straight

chain oraﬁ)§(§ggel?1eaon% -10 al kyl group;

—YR;, wherein
Y represents —CO— or —CS—, and
R, represents
a substituted or unsubstitued straight chain or branched Cj.1o
alkyl group;
a Cy.4 alkoxy group;
a Cj.4 alkylthio group;
a substituted or unsubstituted amino group;
a substituted or unsubstituted ureido group;
a substituted or unsubstituted Cs.1o cycloalkyl group;
a substituted or unsubstituted Cs.1 cycloalkyl C;.10 alkyl
group;
a substituted or unsubstituted aryl group;
a substituted or unsubstituted aralkyl group;
a substituted or unsubstituted arylalkenyl group;
a substituted or unsubstituted arylthio group;
a substituted or unsubstituted 5- or 6-membered heterocyclic
group having 1-3 nitrogen, oxygen, or sulfur atoms; or
a substituted or unsubstituted 5- or 6-membered
heteroarylaklyl group; or
—S—R,, wherein
Rj represents
a substituted or unsubstituted C;.4 alkyl group or
a substituted or unsubstituted aryl group.

6. The composition of claim 5, wherein the cholesterol ester transfer protein

inhibitor is crystalline.
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a Cl 4 alkoxy group; 15 a Cl.4 alkylthio group; a
substituted or unsubstituted am no group; a
W@ wg/083503 ed or unsubstituted ureido group; a PCT/JP2004/003585
substituted or unsubstituted C3 10 cycl oal kyl group; a
substituted or unsubstituted®3.10 cycloal kyl C-10
al kyl 20 group; a substituted or unsubstituted aryl
ted aral ky a

r X substituted or.unsupstjt | group; .
JUbT: ¢ St oBposHen B Srirt s othaEiR i RarioHoreh s Hanslor protein

inhibitbsdnd widtedingsluble Sulshirhtidreehianying At ditigE Meln adRight ratio of about

.1 Su LLyted or unsubstituted 5- or 6-nenbered
2'120e5720§%%§}cl ic group having 1-3 nitrogen, oxygen, or

sul fur atoms; or a substituted or unsubstituted 5- or

6- enbergl BetSERRh YA 7. ShQUR: th® Water-TisShib k&P tion-
g %or Bs | u%e &%{_%

30 R2 represents a substitute unsu
enhgnqiig adgitiNgs sTospevidaisst i t ut ed or unsubstituted aryl
group. 6. The conposition of claimb5, wherein the

chq| esterol ester. transfer ot ei 35 inhibitor is i
cr bt al | Mompes 0 o] 0838 N s b dhslsigimtsr Teestir protein
inhibiter is arpmpbtidselateddian thebgrouhessisting b chol est elr 0 IbI
.pr in . inhibitor and water-insol uble
N-(%ﬁ]egéeaggé@? :?3;0125 3§r)1 gltrl@cﬁalog%‘%in? (fa\ggoxél@ég?’n a weight ratio
N-(&meatsptapheyl} 1 tnaethyeyslolgxanecarbexariie; conposi tion of
(Eha heaY-elishpb RS Lt bl gigeoncentrati on-
N (eh%lgér?gizor%? %Bg):j?t%igb\yem?s?v@?gsnpégj\flki%%lgge%lﬁg. > The conposition
N‘(%fneé‘Fa&F%%S?YIM’é@?@yﬂ%’élo@ﬁ’éﬂ“é§5trb9?§ﬂmlé§t er transfer
N-(415 @il 6ro-2-flei dapiopheriyd)- RisopEMAYPEl o f&iaffbx bR t he
N‘E,S cogwtm& f il)Ol. 1 ; o _
(R NP PSR HG‘?‘}Y 1B Py R B EX AR B ox am de
N-(Z-mercapto-5-methylphenyl)-1-isopentylcyclohexanecarboxamide;
AN (2 BT g )= | ! oxam de;
N SRR %Z‘*S%Bﬁ%enébg. B D Do
S-[2¢(1-isopentylcyclohexanecarbonylamino)phenyl] thioacetate;
S-[2N1 (AR IS ABhARREAYS oy mliBIBRARY] £Y GiRBEYRNEHRpRAXRM de
S-[rilcisonsngleysidiesansearkrrdpniohdsgyl 22-figsukbipesrionsiexa
S-[2n@cissimmxacicligiexdiizcarbonylamino phenfrl)] 2~1ac_etylamino-3|- I t
N- -di. chl or o- 2- mer capt ophenyl ) - 1-i sopent yl cycl open
andbsiiiGiogetie
S-[2-(1-isopentylcyclohexanecarbonylamino)phenyl] 3-pyridinethiocarboxylate;
S-[2-(1-isopentylcyclohexanecarbonylamino)phenyl] chlorothioacetate;
S-[2-(1-isopentylcyclohexanecarbonylamino)phenyl] methoxythioacetate;
S-[2-(1-isopentylcyclohexanecarbonylamino)phenyl] thiopropionate;
S-[2-(1-isopentylcyclohexanecarbonylamino)phenyl] phenoxythioacetate;
S-[2-(1-isopentylcyclohexanecarbonylamino)phenyl] 2-methylthiopropionate;
S-[2-(1-isopentylcyclohexanecarbonylamino)phenyl] 4-chlorophenoxythioacetate;
S-[2-(1-isopentylcyclohexanecarbonylamino)phenyl] cyclopropanethiocarboxylate;
S-[2-(1-isopentylcyclohexanecarbonylamino)phenyl] 2-acetylamino-4-
carbamoylthiobutyrate;
S-[2-(1-isopentylcyclohexanecarbonylamino)phenyl] 2-hydroxy-2-methylthiopropionate;
S-[2-(1-isopentylcyclopentanecarbonylamino)phenyl] 2,2-dimethylpropionate;
2-[2-(1-isopentylcyclopentanecarbonylamino)phenyl] thioacetate;
S-[4,5-dichloro-2-(1-isopentylcyclohexanecarbonylamino)phenyl] 2,2-
dimethylthiopropionate;
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N- ( 2- mer capt o- 5- et hyl phenyl ) - 1-i sopentyl cycl ohexaneca
r boxam de;
WoR(2082spT apt 0- 4- met hyl phenyl ) - 1-i sopent yl cycl PEEXR20@L®@3s8s
r box, am de;
S-[2-(1-isopentyl cycl ohexanedar bonyl am no) phenyl ]
t hi oacet at e;

S R U SRR LBy

S- [d2méthylthiopspionatey C| ohexanecar bonyl anmi no) phenyl ]
S-TRUFE 9@‘%@“ R SRBL S wioromety Ryl 1

2- échhlylleﬁWlt l@pr})plcpia@ﬁyl t hi opr opi onat e;
O- m%’tl%;f [g 411 (ﬂﬁﬁ}[gg ﬁl’cﬁﬂeﬁﬁﬁéﬂﬁ&%&%)’dlﬁﬂm orb&Yalbonate;

S-[25(1p %@quYg'@B@?Wl?‘;%%%@%%B%Wb%ﬂ?l%dﬁb)Oﬁﬁf@ﬁ‘}?}t?
S-[2(1l- @blﬁgdﬁyl@ﬁﬂ@{eﬁh@ca%nylammo)phengl] N- Phenylthlocarbamate

S-S R biere SRl By R BRESRh R M AT RS Y

S [dmnéﬂnylthlopmpiqdamycl ohexanecar bonyl ani no) phenyl ]

[
[4S§1 %ﬂ 8 20@) yhiycloh X gg(aél%og ‘“P?;PPGWL ; %methP/lJthloproplonate,
S- [%dmlj @-ﬁr(dawéloaf@ylmethylcyclohexanecarbonylammo)phenyl]

S- [Bméis 1t§ig9%;dhlaféycl ohexanecar bonyl am no) phenyl ]

S5 Eghgl SRR @w@wﬁawmwmamﬁm 132-
4- alimethghhieppidnaicpacet at e;

SO Ty TR e

S- [cmnéﬂlylthlopmmqnlatﬁycl ohexanecar bonyl ami no) phenyl ]

ST DR
et 1213??@!%191?@5 hi opr opi onat e;
S- [485 h%iﬂolcoizsa n%ﬁeﬁbm@lo@n@ﬂé@ﬂﬁﬁ@[mﬁwpﬁmwm phenyl ]

2- [démfég?’ tg%ﬁg’mc{})'laonglt gpent anecar bonyl ani no) phenyl ]

S- [Z—(‘ll Bapmitytylohexanecarbonylanmino)-4-nitrophenyl] 2,2-dimethylthiopropionate;
e 1 SOU T 210 bR AR 2R DPOM A o
S—[ ¢)®F&Ob$pg@3ﬂggclo®xanecarbony ammo)phenyl] 2,2-dimethylthiopropionate;
[55c1{16v05z @1 ?s%&’(tﬁcﬁcléﬂexhx%&ﬁ%hﬁﬂ'aﬁ%% n&%ﬁﬂ § aneGal-RRMMIBMpTonate;

thyl t
[ ihoro Oy I-isppramtlsY g e sEAROBURBUIR s )2 dimethfihinrepiprate
S- [495 hiﬂd@h%s(h Jisopn@ibyo@hintntbideartahiaopheiy p2,0- et hy|

ent cl ohexanecar bonyl am no) phenyl
SouBbtsERERnat! ' O viam nojphenyt]
S-[Sshfi@e{2t Inmopentd yydl dieexmeadanyl amydcgptiengl)] 2tPe dyiethylthiopropionate;
N- <%"FE&?¥4P119@52%%§F*{% PR Sccaboxamider o henyl ]
N-(msreapiaphead & yélohgﬁ{mcarboxamlde
N—(ﬁir@ké‘a'ﬁtdf}h&lﬁ) ﬁ%uﬁxﬁlc%éﬁﬁﬁéb&ﬁék&ﬁ@éanecar bonyl am no) ph

| on
N- (351‘{3& aBtQE’I%E‘FﬂqH 65053{‘95‘23’;9&’2‘%2{) éﬁecar bonyl ami no) ph
S- [zéﬂyisd)pe&tﬁeydilcimkhndcmfbb@ﬁammo@;ﬂ%ﬂ] cyclohexanethiocarboxylate;

Srl 4, 5 l cygl ohexanecar bo
SRty DR R s o BRR g R T B ot o
S-[2-(1-isopentylcyclohexanecarbonylammo)phenyl] 5- carboxythlopentanoate;
S-[2-(1-1sopentylcyclohexanecarbonylamino)-4-methylphenyl] thioacetate;
N-(2-mercaptophenyl)-1-(2-ethylbutyl)cyclohexanecarboxamide;
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S-[4, 5-di chl oro- 2- (1- cycl ohexyl net hyl cycl ohexanecar bon

yl am no) phenyl ] 2, 2- dinethylthiopropionate; 15
wW®2(04/08508 chl or o- 2- (1-i sopr opyl cycl ohexanecar bPC/IR2004193585

)phenyl] 2,2- dinethylthiopropionate;

S-[4,5-dichloro-2-(l-isopent3d cycl ohept anecar bonyl anmi n

o) phenyl] 2, 2- dinethylthiopropionate;

S- [h4, 5- (ili ﬁ)hl Qr o-2- (1-i sopentyl cycl obut anecar bonyl ani no
S-[g-'g bvgrefhysbusyDoyelogemdicasponyilamingpbsad] &-methylpropanethioate;
S-[B({-&obityl seRastakcaboB XA PEKAPIh AN rogiofits.” ophe

S-[%ﬂ-b—%@%{pg&gﬁ%%l%)%;gg%%lg(}fn&%a%ﬁl@henyl] 1-acetylpiperidine-4-

x antomatborylateni no) phenyl ] 2, 2-di net hyl t hi opr opi onat e;

S S PR B DR ) 10) P
S-1351-62-ehy b2y clohexsoprarhopy by nolnbsrilsl Ardiethy Wiiopropishete;
S-.[Z‘-Yi-%}g’ohg' W&Qﬁhéﬁh@dﬁ?&ﬁp&ﬂﬂﬁ&lﬁg%@# methoxyth10acetate‘

-1 4- 27 (1- h
S“[%S*}{ - 2'gghgﬂ’é%ﬂfw1(>|1§1711éﬁségg%?%%%&]?henyl]eﬁ;grggdilrlrétﬂgl’)p%p?onate;
S-[B{1-2-bthglibutyies cloRexahedafRp@Rinih €]y E b MEX-BRIS fphBsuRy HAGH Bete;

1.2 2: di methylthi. ' te: .
S-S sobot Sy PRl PR s Roremhsnayhinmstzios pad
S-[2¢1-jsoByigloytiohexapteanbmpytanpio)phereyl] 1-acetylpiperidine-4-thiocarboxylate;

or a%@&u@%ﬁﬁ@%ﬁ’cp B actifially hc &P bR ENAR REREROSAN o1 thereof,

N-(2- mer capt ophenyl ) - 1- propyl cycl ohexanecar boxam de;
N- (2. mer cdoRiitioh)of claim BUHEEHCIE BRNBAGSPERDIAIE B protein

. N (2- t oph 1) 1-
mhggémsgxle 1{{§@|ﬁg ﬁl&; zﬂé}g;ﬂ- ééé[gﬁ@(-fé]gylbutyl) cyclohexyl]carbonyl]amino)phenyl]
thiobi 2vd.1- i sopent yl cycl ohexanecar bonyl am no) phenyl ]

cycl ohexanet hi ocar boxyl at e;

S-[2-(1-1isopentyl cycl ohexanecar bonyl am no) phenyl ]

t hi dbenzbst @myBsBition of claim 5, wherein the cholesteryl ester transfer protein
inhiBith2is (1oL GarE M n Lam vl ]
inhiBitoes (bgo k{l@ﬁ' %L%%lg%@g?%?&ﬁ GBI LARIMMIA
methylpropanethiogient y| cycl ohexanecar bonyl ani no) - 4- met hyl phe

nyl] thioacetate;

gl-m-( é;rre\r/%a%aﬁ%ot % hg@%é!g)gg c]:'l;g%%l ?}jg | 31?18%% y ecslt 2 ee)é?e? %r%r?sr eroﬁ(rotein
inhiB#tH2is Chfsiallis®- et hyl but yl ) cycl ohexyl ]

car bonyl ] am no) phenyl ] 2-net hyl propanet hi oat e;

S-[2-(1-isobutyl cycl ohexanecar bonyl am no) phenyl ]

2- 8t hy | Thei eopmepition af elaim 11, wherein the cholesterol ester transfer protein
inhiBitbParddkné FaRi- MR/ oneftBBRXARSRALRANV BN PHEBM itio of

1- agetgl pigeri di ne-4- thiocarboxylate; 5
abowf 2519 3bqud Iy hy| but yI ) cycl ohexanecar bonyl ani no] phenyl |

t hi oacet at e; .

R e q%ﬁ%%ﬁ}égigﬁﬁ P LEHe | SNGREDRIAL R L AThBR! B akion-
enh@dige jditit{@-iettogpdudyie) cycl ohexanecar bonyl ami no] phenyl ]

nmet hoxyt hi oacet at e;

S-[2-[1-(2-ethyl butyl)cycl ohexanecar bonyl am no] henyl(;

2- Hydr 0y nEthast iy the tispinzsmh oeproplsylpgs pf a cardiovascular disorder in a
makmaR whlidhddaprisks &dfﬁih%tk@i’ﬁ? RS BRI RN ARG kffective amount

o

4- chl or ophenoxyt hi. oacet at'e; ,
ofa pharmaceut?ca? composition of any one of claims 1-14.

16. The method of claim 15, wherein the cardiovascular disorder is selected from
the group consisting of atherosclerosis, peripheral vascular disease, dyslipidemia,
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10 S-[2-(1-isobutyl cycl ohexanecar bonyl am no) phenyl ]
4- chl or ophenoxyt hi oacet ate; and

w®2§02/082593 sobut yl cycl ohexanecar bonyl am no) phenp€1/JP2004/003585
1- acetyl pi peridi ne-4-thiocarboxylate; or a prodrug
compound, a pharnmaceutical | y53cceptable salt, a
hydrate, or a solvate thereof. 10. The conposition of
claim5, wherein the chglesteryl ester transfer

hypsrbstalipeProteipemmiap hyrsralnhalippnseteeiz. iprrchajesierolemia,
hypﬁflfr@l%cﬁﬂderﬁﬁ RidiMaHiicheabohey| dngina, 1schen+1a, cardiac ischemia,

ar bon thiol in vi
s S AR Pk sy i Teistenopiy bgstgpsion, and
vastulansdmepliqatiohedfidiaberds] dbebivy or endotoxemia.
S-[2-([[1-(2-ethyl butyl )cycl ohexyl ]
car bonyl ] am no) phenyl | 20 net hyl propanet hi oate. 12.
Thel'tonpébé methodeff ctﬂnaulﬁq whereintibe edardiovhesutandisesteesyselected from

the%%mﬁf conbiRf %@f ca?éiletfz%'c?lar 111@5539'05%1{1\?\}?511&&3’(%6%4 kBnary rtery

osition o alm’l
dlS?ﬁ%@ﬂ @@9@%@ lwgf%wn@man@fp@rbe&lwmqﬁpln@m kynegrholesteral ergia,

hypa#iijiderhias @théx’@lsﬁex@@x@ C}%rlbbﬂaisﬁcﬁﬁ hﬂﬁﬂ?ﬂ@yd@ﬁdﬁﬂ@' hypé‘?lqﬂﬂ@protememla
perge i R sl s 32 it o O nPiciom il

concentratlon- 30 enhancing additive is crospovi done.

C ar dﬁ 0 nei"ﬂ@ﬁle{h%g otflalea dr['l rl?%ﬁ@@ﬁl a%aﬁfn%ﬁhm%én%ﬁ&tf'atﬁg ozflthe

vascu

cholgstaryli estes triangfer mowhbmhﬁ)mﬁamor activiedioap éereaf zini the b oodstream of &
mafinfa® &ldt Y&s@éﬁbﬂf‘@ 35 %fg/rﬁL ebﬁrtfeaﬁﬁaﬁ kaﬁdle\{qu géag{légg rﬁ@‘ti’% the
Ch"&iﬁé@l aster Ffénscfa HPW&%M@F lséﬁlﬁ Ezo(laé@ is selected from
ethjdbety@r:gm]@h@@l]@arﬁt)msﬂ];mfiflo)pta&@@]@ﬁi%fy%g%ngg%%gR&ﬁﬂﬁﬂstered ata
. u i sease. dyslipidenia,
dal%%%%é%%ﬂ%%@éﬁ@0859 hyper bet al i popr ot ei nem a,
hypoal phal i poprotei nem a, hyperchol esterol em a,

hy ppg trighyme ﬁxe{}ﬁog%%ﬁn fl§%ﬂ1ér§ih at}}{ﬁ‘?&ﬁﬁ%o%é&ﬁfaﬁ £k fhe

I'sc cardi ac is¢
cho}ﬁﬁ reg‘geaprapq{grgprgﬁepbwhlbﬁtgb OF pefisiedprm Hjergof, in ‘the bloodstream of a

mafgil @nit @?bt szobﬁ@B?@%L;l osttydRBh&R Qéht‘gfb tg?g%{egﬁﬁéﬁem g\lh@% the

i 0 X
Choief{g%ﬁ?é? Wzﬁ Qf’f"telﬂ ‘QE t%“%éd[féy@ t he cardi ovascul ar
ethylbsty)deroliexy§ edrbendinfing phedyle -giethy fprommsibsdangimihistered at a
daﬂg/%rogé Qf’ﬁﬁﬂﬂg%thdf‘o gase, coronary heart di sease,

ronar ery | sease, hypoal phal i poprot ei nem a,
hyper bet al i poprotei nem a, hyperchol esterol em a,

hy pﬁ]’ i pqu,Bl%@lod %? E‘lﬁfn‘i’ﬁ | \ﬁ‘le‘i’éh % a%%'ﬂ&etﬂﬁipfﬁ@mit 8oncentratlon-

I'tl'l(i1 cerl h er | pl doprotel ne

‘um% é‘r‘WB Itk OHBE GRalpS ory b éfa“%fﬁ@i)fﬁiﬁm inditiowi of actiygyform thereof,
in tm/@l@atﬂsﬂﬂeaﬂn dfnaf AR at kst abbig 3@&@ MnEfpoﬁLt?éalfﬂléiﬂ relative to

pre i ph R IRE el S AT B ey b ihier po-Pot -
ethylbwyBoyclolienyl] berbdlybladsna)pleemy  f2-methylpropanethioate administered at a
daily dose of 600 mg with food.

21.  The method of claim 15, wherein an area under the plasma concentration-
time curve AUC.,, of the cholesteryl ester transfer protein inhibitor, or active form thereof,
in the bloodstream of a mammal is at least about 7.5 pg-h/mL post treatment relative to
pretreatment when the cholesteryl ester transfer protein inhibitor is S-[2-([[1~(2-
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manmal is at | east about 0.35 pg/nL post-treatnent
relative to pretreatnment when the 15 chol esteryl ester
WO e@as82p3 protein inhibitor is S [2-([[1-(2  PCT/JP2004/003585
et hyl butyl ) cycl ohexyl] carbonyl ] am no) phenyl ]
2- met hyl propanet hi oat e admi di0stered at a daily dose
of 600 ng with food. 19. The nethod of claim 15,
erein i mum concentratjqQn o he 20.chol est.eryl
ety ey s e sl CopethglorenanPploafepimstered at a
dailt ldesecsff900img Wi fbddhodst ream of a mammal is at | east
about 0.8 pg/nL post-treatnent relative to
pretreatment when the cholesteryl ester transfer
pr &2i n Thehhgthodof ¢lginet hyitsaiy chalysienyhestgrtiansfer protein activity in
oD 0 .
e LRI Y AP TR P REBPAALRE RS 25 e o

CEDR)activily psetrsabaenswhep dhahplestey ester transicraratgin infibitor 1§e-[2-(I[1-

(2-BhyASTR) SRIGRRY @b @R amidBplfesyN  -MHelaIproihethitRite administered at a
.lcggl es @ryl es efr%éransfer protein inhibitor, or
daily dpg Orre Pirieed,  in the bl oodstream of a mammml

is at | east about 3.5 ggh/nL post-treatnment relative

to ret4.€ n ) TP
; 02t3gi n "Ifhﬁﬁ%l%lﬁ?%f)mgfﬂgi{!gwk%lﬁﬂigﬁélgé%xlyl gsstére[fangfe?ﬁﬁ)fte% acjr1v1ty in

the blohgstisamydf)aomamatabisyinhibited tshireatmenhiy pHeasy rout 35% relative to
CE B TR Y e el MRS, ARl P omodnof HNtGPR S-2-(01-
-efipdbuy heyatohgxddcahrnet] amﬁwweagﬁ&-%mmma@ﬁhwe jqmjpistered at a
(hﬂ?@b%ﬁﬁHMGQng“mﬁjb&ﬁ chol esteryl ester transfer protein

I nhi bitor, or active formthereof, 35 in the

bl oodstream of a mammal is at |east about 7.5 g h/inL

post treatnment relative to pretreatnent when the

chol esteryl ester transfer protein inhibitor is

S-[2-([[2-(2 WD 2004/ 082593 PCT/ JP2004/ 003585 60

et hyl butyl ) cycl ohexyl] carbonyl]am no) phenyl ]

2-met hyl propanet hi oate adm nistered at a daily dose

of 900 ng with food. 22. The nethod of claim 15,

wherei n chol esteryl ester transfer protein activity in

5 the bl oodstream of a manmal is inhibited

post-treatnment by at |east about 25%relative to CETP

activity pretreatnent when the chol esteryl ester

transfer protein inhibitor is S-[2-([[1-

(2-et hyl butyl)cycl ohexyl] carbonyl]am no) phenyl ]

2-met hyl propanet hi oate admi nistered at a daily dose

of 600 ng with food. 10 23. The nethod of clai m 15,

wherei n chol esteryl ester transfer protein activity in

t he bl oodstream of a mammal is inhibited

post-treatnment by at |east about 35%relative to CETP

activity pretreatnent when the chol esteryl ester

transfer protein inhibitor is S-[2-([[1-

(2-et hyl butyl)cycl ohexyl] carbonyl]am no) phenyl ]

2-met hyl propanet hi oate admi nistered at a daily dose

of 900 ng with food.



