1 DESCRI PTI ON PHARMACEUTI CAL COWVPOSI TI ONS OF CETP

I NH BI TORS 5 TECHNI CAL FI ELD Thi s invention pertains
to conpositions and nethods for the treatnent or
prophyl axi s of cardi ovascul ar di sorders conpri sing
CETP i nhi bitors. BACKGROUND ART 10 Hyperli pi dem c
condi tions associated with el evated concentrati ons of
total cholesterol and | owdensilty |ipoprotein (LDL)
chol esterol are major risk factors for coronary heart
di sease, and atherosclerosis in particular.
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transfer protein (CETP) is a plasm protein that
facilitates the novenent E&P[RE@AEMW esters and
triglycerides between various |1 S .
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ofuse. However, as many CETP inhibitors are in crystalline form, there is an ongoing
need for improved compositions of crystalline CETP inhibitors.

Therefore, there remains a need for phannaceutlcal compositions compnsmg

CETP inhibitors in crystalline form that result in increased bioavailability 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



conpositions. These and ot her advantages of the

invention, as well as additional inventive features,

will be apparent fromthe description of the invention

provi ded herein. DI SCLOSURE OF | NVENTION 5 The

i nventi on-provi des apharnmaceutical conposition

conprising a cholesteryl ester transfer protein

i nhibitor and a water-insoluble 17

concentration-enhanci ng additive, such as

crospovi done. The invention also provides a nethod for
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phar maceuti cal conposition provided by the invention.
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y | addmiristreioh pf H00rmg o€ SH2 -Gl -€2-ethybatyl)ciadatibxyljcarbonyl]amino)phenyl] 2-
methylpropanethioate with food.
Figure 5 is a plot of mean CETP activities and mean plasma concentrations of
the active form of 5-[2-([{1-(2-ethylbuty])cyclohexyl]JcarbonylJamino)phenyl} 2-
methylpropanethioate over 24 hours in Caucasian male patients following the oral
administration of 900 mg of S-[2-([[1-(2-ethylbutyl)cyclohexyllcarbonylJamino)phenyl] 2-
methylpropanethioate without food. '



3 The invention provides conpositions of at |east one
CETP inhibitor and at | east one water-insoluble
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 inhibitgr signifies any
conmpound that inhibits CETP or forns an active form
that inhibits CETP. Any suitable CETP inhibitor can be
used in the context of the invention, such as those

d bed
6ei2r7l Og 9 ' nmc’ i@?np g%ﬁﬂ%lﬁﬁs%ﬂ@g%&%g of :ﬁ éé%%l%@ inhibitor and at least
Eur o4 a#fé%ﬂéﬂlﬂblwqee%oaﬁnhaam a@dnew whaeinghemdditige desirably
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Pref erabl y, whlPIFm signifisy agycomy inhibjes CETP or forms an
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may be the é’ﬁﬁ’é%% ﬂ?ﬁ r’é‘H‘%‘t%’Hﬂa Frouad af Eorpyla I,
nore of the follow ng: a hydrogen atom Bormako®gen
atom a Cl4 al kyl grou a halo-C 4 al kyl group; a

4 al koxy group; a cydgpo group; a nitro group; an

cyl group; or an ary] oup. Z represents a hydrogen
atom -YRL (whereinRY repri¥sents -CO- or -CS-, and Rl
represents 30 a substituted or unsubstituted straight
chain or branched Gk o0 g ®upZ a Cl-4 al koxy
group; a C 4 al kylthioYg
unsubstituted ami no grqup; a (substituted or
Jgnsubstituted urei do geaup,
unsubstituted G ao %Vycl oahKyl ghqup; a substituted or
unsubstituted C3.10 cycl odl kyl C-10 al kyl group; a
substituted or unsubstitutkgd aryl group; a

2 3 gﬁ' | ‘E#&iﬁld cBipstiidl ol u@g%rh %[%g.l @@Ml &B}Ptlﬁncr steremsomer hydrate,

S Ub St SRt comReUBLR oAl -3n Forhla L tapserss 5 Bibstfuted or
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30  asubstituted or unsubstituted straight chain or branched Cy.1e alkyl group; a Cy. alkoxy
group, a Cj4alkylthio group; a substituted or unsubstituted amino group; a substituted or
unsubstituted ureido group; a substituted or unsubstituted Ca.o cycloalkyl group; a
substituted or unsubstituted Cs.;p cycloalkyl Cy.jp alky! group; a substituted or unsubstituted
aryl group; a substituted or unsubstituted aralkyl group; 2 substituted or unsubstituted
35  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 hetercarylaklyl group), or —=S-R»




unsubstituted aryl group). The term "straight chain or
branched C ao al kyl group” used herein neans an al kyl
group having 1-10 carbon atonms which may be straight
or branched. Specific 5 exanples thereof include

met hyl, ethyl, propyl, isopropyl, butyl, isobutyl,
sec-butyl, tert- butyl, pentyl, isopentyl, neopentyl,
tert-pentyl, 1-ethyl butyl, 2-ethyﬁbuty|,
1-propy|buty| 1, 1- di net hyl but yl ,
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Trifluoromethyl and chloroethyl are preferred. 5 The

tern "C 4]l ower al koxy group” neans the al koxy group
containing the CL 4 | ower alkyl group as descri bed

above. Exanpl es thereof include nethoxy, ethoxy,

propoxy, isopropoxy, butoxy, isobutoxy, sec-butoxy,
tert-butoxy, and the |like groups. The term"Cl.y | ower

al kyl thi o group” neans the al kyl tfiio group containing

the 5 Cl4l ower al kyl group as descri bed above.
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gr ouSORENPPR PEOND ‘SGBH‘fB’@h sec terfoRtORY-1ARg thfénke groups.
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C\%C r C ne
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cylcd:,velbwleﬂiyl 'Ied‘jbwbﬁbﬂﬂhyl 1=c9016ﬂeﬂwwlm-ﬁj’tt}’dhﬂylethyl 2-

t% Etﬁ'[eﬁ*yg[lgsgn%{ohcé] &a&% %c?cﬁfékylpropyl 2-~¢cyclopentylpropyl, 3-
TPl psdpentyiptony, drcaglplatsy IEronyhdr ayglopsmeippp. 1
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LM P on. o
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G N e e
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2 cycl oper'\lfhyl h@fl ﬂfy’ﬂbclﬂ FldGSPlleﬂY naphthy?, anthryl, phenanthryl, biphenyl, and
the like groups. Phenyl, naphthyl, and biphenyl groups are preferred.




cycl opentyl nonyl, 1-cycl ohexyl nonyl,

3-cycl opropyl nonyl, 1-cycl opentyl decyl, 1 35

cycl ohexl udecyl, 1-cyclopentyltridecyl,
2-cyc|ohexy|tridecy|, and the like groups. The "aryl
group” includes phenyl, naphthyl, anthryl,

phenant hryl , bi phenyl, and the Ilke groups. Phenyl,
napht hyl , and blphenyl groups are @referred. 6 The
"aral kyl group” neans the above-described Cl. 4l ower

| kyl bst ted th
s Besor i b bk Rin o s Rt BRF kL R B eroup
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2- phepizpr paavhydrit rﬁh@xﬁéﬂ{ﬂ |3-phe Hﬁﬂ’(}b ﬂ;ﬁ gtﬂmpyl 4-phenylbutyl,
i

FZJT ggs{?t tﬂﬁﬁ@“ﬁ]ﬁi % ?%B{hggﬁ%’i 6 H?E@CXY%ngyéﬁ glﬂé)' ropyl, and the like

grfbupgfomﬁans an al kenyl group havi ng 2-4 carbon atons

Sé)l'('bSt i tuted e I h I n?f MbudhHg-2-4 carbon atoms
a C u?le enyl vi
3 gﬁ%\?ﬁmge Wgﬁgﬁfs Eé/rm J Iﬂbeﬁ%)ﬁmcludc 2-phenylvinyl,
phe?r'rylllcﬂsl-bmoeﬁw 3-1318(131=2-mgtpﬂt2qyx|opwh3ﬂ+phenyl—3-but&nyl 2<(1-
2- (()2 ﬂsﬁﬁﬂﬂlﬁgﬁ’ﬂﬁyﬁ V2V {J%ygﬁnﬁ Iltlﬁﬂiél’l&iyl)mbl; arﬁm? [ rbitgse
u | hi
oup cont a itﬁlg i Beriize AN £ ffiith i phpve-described
speciatylgaiupynd m@@dlwndmﬁ Rhiginydthiag ammlwmohm thelilee groups.

| i ke gr oups.ThEReterdSYchit foxp? in@arﬂ{hguﬂld SRRRberdd ﬁnnﬁﬂéjor non-aromatic
aronat i ¢

red.aromatic. 0 n
oot TR0 b hingle a2 SO RherS sprH G 1 4 plofordt" 13, hetero
pr ef @toms|splegtediromaitezen, cxygamsardshifitatams. r-?(pmlﬁp sxaagwéqs thereof include
Q3Yg afhmaﬁe Heteratydlic ritkOdich asAREZ6101, &&myle&ﬂhﬁgrye @kadiazolyl,

|
it ol PR3 Bppis 5Bl ‘-M&ilar SRSl hﬁ?gé@?@?m@@gwggeg yl, triazinyl,
t hi agyrazioylypyridazinglzpsrinidingl pyridyylor theylike gedup$ and non-aromatic
pyr r attéocydib Fivbs subﬁhﬁdi&oraﬂy?tp&ﬁéﬁ i, teﬁ'iﬂyﬁ%'ﬁﬂyl' tetrahydroﬂuenyl

P e Bl hiafgs s ombotine, Mo ooy tgin Biperaciny

3@ dpipsaiyhmyderidingy pyodnydithigpyranyk tor the ke gfcmlpgzl Preferable groups are
t et r aowe; @l‘ié?ér@é}bélm; E\eélﬂaﬁ}lﬁé}bﬁ’ﬁs' 1Mﬁdm%ﬂﬁjﬁdd1ﬁﬁylnﬁnolyl pyridyl, and the

g});gﬂlol | HOP -Q%Paﬂp gfll%a}gﬂhr g&zubggqntﬁl aléfﬂsgmﬁ nitrogen atom, including
t hi om»yTOéidylM, tetnahydnefutyil, pepegazinyh pipefddf ppahmm, gncbllhp tikeygreups.
aromati ¢ heperggiedahial 'fl%ﬁﬁﬁae ﬁfel‘ﬁﬁth@ﬁlﬂﬁ@-ﬁledcﬂﬁéd@lhﬁ&vver alkyl group

Ao Subioled oth neiabovesqeberibel St or fomihered fomgtin elfradiic (heteroary)

one gioup angepecifically inchue Qéthiagyimptyl b-lfurd'lmgﬂhyl 2-pyridylmethyl, 3-
t et rdARfREy .‘YZLﬂnede?e&ﬁ}] I-RERG l@'—;ﬁ%ﬁﬁ din@@he like groups.

' ? ﬂg faggvlel rP%EéEP“ElsﬁFP Yelrgaﬁ sf@p@%ﬁcg@@m%pwﬁ?lagutml
sub sisdbm]'t)é,dfamlhlsb\rairrﬂbvadeylehaxamdye cicBdoyhprépivieytpmetactyloyl,

R’ O%tbﬂby f g&%ﬂc éﬂ fidbhtro 09'[ AN innamo ] furoyl, thenoyl,
T iy s e A P

3- f anigdyj \(atlihwl veﬁtqnyy]; phpkroBirgyl,quytbcatechdylt gedloyl kelopentanecarbonyl,

ar o t@?eaehem Sk tan%@a?ﬁdn%lo G Ghdclf 1%9@15&%&&:%@1' I-

i S0 P@Fﬂﬁ?ﬂ’c F&}%vw & Gl h@?’%%@ﬁ’cafb ;}?%#BWG&*’W“Y*
3pret mﬂwkypﬁj‘bonﬁoethmqtcmbowl 2-flenzoyl , napht hoyl,

t g' i&@ﬂénty]M%ﬁn@%&&?@ﬁhmﬁﬁtﬂﬂ%y}lﬂno&l'lﬂﬁ?ﬁg%{ the ilkk[ &%lips. Preferred are

ce¥yI tert-butoxycarbonyl, benzoyl, 1-mcﬂ1ylcyclohexanccarbonyl 1-



ni coti noyl, isonicotinoyl, glucoloyl, |actoyl,

gl yceroyl, tropoyl, benzyloyl, salicyloyl, anisoyl,
vani | oyl , veratoroyl, piperoniroyl, protocatechoyl,
gal |l oyl , cycl opentanecarbonyl, cycl ohexanecarbonyl,
cycl ohept anecar bonyl, 1-methyl cycl ohexanecarbonyl, 1-
i sopentyl cycl opent anecar bonyl, | -isopentyl

cycl ohexanecar bonyl, tert-butoxygarbonyl, 35

nmet hoxycar bonyl , et hoxycarbonyl, 2-(1-
|sopentylcyclohexanecarbonylan1no)pheny|th|ocarbonI,
andsepestyldyklopgutangesrboiyl ef-isopendyleycdohexenseqrbonyl, and 23/ -
t erisoey )ﬁﬁbﬁﬁ%gé/alrbo ?ﬁﬂﬁﬁ%hcny]thmcarbonyl

1- et hyI cy ohexg ” «
i sopentyl C';'Lq: @Hgnf gﬁgﬁﬁwu stltuted of the “substituted or unsubstituted Cs.10

1- i cyoloeltkylgroyp.l® ﬂteeﬁsmnmdtmmpkubstmtbdﬁs(styc!oalkenyl group,” and the

S A SO ) ., e
» s Uikemeans that B Sovemayhesybstig WBP‘bHBY be the same
t heor'dip&itiahd hmdpdsmomﬁaytl&tatﬁmaxélg& sﬁ&tn&tﬁi/withmit kenijphitation. Specific

oy Cﬂ#glgpl‘ggpfite&ﬁj%ggs %Hikﬁé ?%0&% Sfds dp‘?iybeh' Q@Hgﬁﬁ:hiﬂf E?ﬁ‘r@leh @f& 1o alkyl
t hegroup; ﬂl? arbe'smdesm thagnched Grapalienyil GEUP; fhe pbove-

101- ahc%ﬂm& L :vy&iaamdﬂl pnme gb?vd—ﬂ@lcﬁml 1Peyclbafkesyl@nup; the above-
an an 1 T 1 LI |
o BBk ARG Bt B g RS g n amine
gr Gopy; aCe». tolwr al&rﬁm:ugcun svehl as methylpming gHhiytamino, or the like groups;
2{ ?g:& t cha i b Hihind, %F%ﬁgﬁﬁgmﬂt?%f%ygﬁﬂmo or the like groups;
b 30 89 grogBa Fﬁ‘b%fa-@%‘? SeolEoL g iy HeaiBea eftkenyt group,

15abauéthddiker i bed Clio cycl oal kenyl group the above-
descri bed 'l%alevé%S%tﬁeérKsyArc febointheRlidVds sObsfHRnts R, Among these,

o REAEATERoY BrATR BB s ied A8t hpintorBChed Crollyl group, the
et hbév@memlbeﬁ Ca-tuhﬁclbalkﬁl @ﬁmﬂ&,abowdacubeﬂrﬁfsamy@oﬁWy! group, the

{
¢ nao R gt sy, B30 1 a0%cifed SN USOE 10 o
20aral |yl grl&am‘hebﬁsnmﬁbord@@d}ﬂww &f the Ssubstiited g gusybstituted aryl
1501%6 | ighes. 'ol‘@-mc"ﬁhﬁre%bﬁtéﬁ) oy&IRSEroliy B6Htdiniag €-3 mtrogen, oxygen, or -

%ﬁﬁ%ﬂﬁ?’ V3P Ao g gptiuted or

c hamsubsjttutbd anylafiicedylreup)” the Ksilbsttuted pr ungubstituted arylthlo group,” and the-_

abayge t:gﬁi‘é@ %ﬁgbs@lﬂ@s-‘& %hﬁﬁﬁlﬁ‘t‘fd ﬂe,rt&Hﬂ'ylaI group described with
above escr | clo ny

25 aptswectiodd Ripa the yke dressphat s ereps 6 T g sultid wily1-4, proferably
am Bosudstitignts RBich henythe tina shmis los Hifferdne dndany position may be arbitrarily

51% Bithiel Wlﬁsuttq%fn RJ.E? resﬁ‘]‘é@ﬁﬂ : < Hn%g%yo# &@é glk?ﬁfé {11%1‘13?%18 gbove—
oa/ﬁﬁ%ﬁlwﬂ whightzhaintor depaehed Sayoalley! gspup, ﬁ@feﬁhly asEgh % chain or
t Vlﬁgnctﬁé? St LR der6iip; lﬂﬁ&bﬁé—ﬂésﬂhﬁéﬁ sﬁ'hl i kbﬂauﬂ(irﬂﬂﬁlchcd Do alkenyl
"subst i S
30 . HRG protirably SrstakRCRER G hitiedtaolien iR dnry b ove-deived
" whogen tiony @ nifro group;ithe abtom-d@scabed)mmeo seoup diak may be substituted with
h %@ ﬂlﬁﬁ*ﬁlﬁkﬁﬁb&h colBuer alﬁlsﬁ i?ddtphﬁ theMiboVe-dRcHBSIRT grbéh; Bhydroxyl

RL, { oups
e b e v sy b B Bk Bre Cyslower
whallofthivegrolnge thehabosadescribeddial-€ [.deemikiyl ronppiheiaboverdescribed acyt

stituted w thout particular
35 fT?fm?,r c‘??%ln&) %(a o fhedisg

es -of these groups include the
above _
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descri bed strai ght chain or branched Cl.10 al kyl
group, preferably a straight chain or branched C

| . oal kyl group; the above-described strai ght chain or
branched C2.1 0 al kenyl 30 group, preferably a straight
chain or branched C2_6 al kenyl group; the _
above-descri bed halogen aton a nitro group; the
above-descri bed am no group that ﬁay be substituted
with the above-described Cl -4 |ower alkyl group or

t he above-d r r i
above- d\e/scr ?Eﬁerddb gﬁf’"l%g%ﬁ"% a??'gxf/[ﬁ"%mg‘[ %hﬁ‘t& B tinty RER,. Among
abov etherssrreferedifocR4h¢ ehawe-desgiied pf[qqgtg chy#i gpbranched Cy.¢ alkyl group, the
abov exbges ddstiited hbl%ganﬁém,éhnhanﬂfo gidugy! group; the

above-descri C [ .
ke, 6 el B0t dy pei S o el ofiubsbRied sumigh

s ¥bs tahain@nbranched fh.y aflof grRup” dasesine] fon Bsand the likcaneaasithptghe group may
R t heealpvifitsdosial i-B @@bsﬁﬁzelas @hich ﬁﬁﬁbdﬂth@ lsarhé @ntFaeht@dd Sy position

| kyl
o 11 R i su BB P iy R RERR, Bl e eroups are
"subdid ngv%éiesembedr%u Ieaver alkoodrep; e gbnvcsie&qﬁ&bﬁcmlower alkyl group;
br an¢ietbotel ddséritld aytlinorSipith at@lﬁ§ % mh;@ﬂnﬁdarw:ﬂ anaiByd of Biroxyl group;
s é,es%zbegﬂ%szmkﬂﬁ%o IR gt P e
~any peaye bedrh@log@ea@nbﬂterahwerqﬁ@lb%@mwmumwmw" an acyl
|t0ﬁr t o aicafﬂb&f/lr%sﬁéi tcl:i% zb&)éaiﬁﬂrﬁl Ed &1 &loas;ahEboVEdesarited aryloxy
e escri
oy B Eari e = bl Bl fbesitintd i nt IEe
above- descr TheGubstitried grosbsatiiad” : Ha1+dves alkyl grewp” described with
T t hrcmcﬂ@ﬂz afid the Yiflé il et thefRroup Ghaky hﬁ sAREURIOGECT-3 hetdtituents
LSS?LXS% 7t fhe'stngolifigh ﬂ%@%@hﬂﬁ@aﬁ i i il febitited withou
abovﬁﬂr@m@é rﬁsmomcl}tmmes@f ﬂn;grcsln mc&ldmth@abam-d@ymbed Ci4 lower alkoxy
ar OL@OUI{’\ Iﬁtﬁ%ﬁ%&s&niﬁ:ﬂ : dér b@@ﬁﬁsﬁ:ﬁ%@rﬁﬂﬁé above-described
ro e ve-aes e ar rou cont a
A AL el o S ey R R ST
2Phe allsdtb@tgmum edarbammsrl v} 4 hydroagll groﬁp taroarbom:gmupwtc above-
l&: twes&;bﬁw j 86 rﬂl@%\f%és@ngbehglg{eg&g anah,t d¥6matic
s ubSEHFTR é‘ﬁFsg“"\‘m ST L O B SCormai B 1 e i
any tysabydrofuryl)yapd the like.oi trarily substitut ed wi t hout

particul ar Theddy ‘@ﬁﬂsﬁﬂxtcd%’fﬁﬂ%&ﬁut@& Jfthe gﬁsaﬁanémwﬁ@mted
%he above-desc

d Cl. | ower 0
boPEREIRIP @g@ﬂﬁﬁ‘f%ﬂwsabmﬁﬁ%ﬁ%%@ tﬁﬁsa*?f&a with respect to
Wi t Ry mbansdlms te-gleps may e subiStitited ovithrong ok yorey pretipabdy 1-2hsaibstituents

aboygicf rb’e %ﬂﬁﬁ)& dﬁ‘cfé'ﬂpandtahs B@@Gﬁfﬁn%eﬁé:ﬁrbxrﬁﬁﬁlygblﬁttmtcd without
I ovver 2 ro a ca

(P EiGHa Spsiesions, BB Afthcss aropes arhErespbptpieseiibed Cr pgprer akyl
ac ygrogl @uydroxiplegrainy ve- abeecdastritad eyt graupyihe abovgrdesopibed aryl group

34 Da&rﬁnbﬁ Hia@ bk Yo QR ifh ﬂtﬂgo%-ﬁ&\éﬁ#)éd:c;g ISW&%]L%B&% Broflf; and the like.

t { t
Lot 1 oy dr oMIFSPPEIREAl, PP R Sopaiahl P UL cpaliy grovp”

or fonRuateshethyl etﬂyl mbprbhﬂ bmylhsﬁhutyﬁ,ttad-bmyl Uhaptyl) $ tprapyibatyi, and 1-
25 @itfR3GhaHA tg fid the "substituted or unsubstituted
de ¢

ureldo gro‘?ﬁa ri bed vvlthrespect to R nmeans that
the gr oupstifayiraghtatipor branehed feoplkshyl Bounrgplered to asR are

35pr gieferablly ik, Rinyk isopioptnid tmethyl-2-propenyl, 2-methyl-2-propenyl, I-methyl-1-
butenyl, crotyl, 1,3-dimethyi-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 without particular
restriction. Exanples of these groups are the
above-descri bed Cl14l ower al kyl group; a hydroxyl

group; the above-described acyl group; the
above-descri bed aryl group 30 which may be substituted
wi th the above-described Cl4l owerg al koxy group; and
the like. Mre specifically, preferred as the

"strai ght chain or branched Cl-1o0 al kyl group” for R
are net hyl , Ta¢ Hao-Ci-dowerafiyl grounitfpr R mesmiauy lower alkyl group,

tert pbﬂkmhrly prefeialily.a thethy? G, sabktilted WiBthd above-described halogen atom,
by OBty T p@g@xﬁmﬁiﬁﬁw Pifl bting ¢ Bitliarorecsh oy profered.
?; ef E}i& b |l é} ahg )Spbmtltqd?r ﬁauﬁ;?u%b@ny bycioatcyl amn:%cfor R r:t;:ans aCao
metyejdatkyt poap@ayicul tl @mw lobity] I, cyclohexyl,

gﬁge@&“"%@‘?&%‘h‘ Sehiedel %@hﬁ'ﬂ%@%&f sty blar‘%ielﬁ 2.1 heptyl)
gr outhet mayberu Ve ]:4 $ublsiituents sglektpdl frgmabepgbove-described straight
par tahraml o blayched €/l lb gi'gé’p @E&ihﬁlhﬂ;@ﬁr@fé&blﬁ@%ﬂ&y (ri’p such as

r ef er a ’Iaﬂ?’l pgcgasv?rs;]s%@ﬁgl E‘ﬂ% la}\ﬁﬁ%ﬂ\ ]ogar t I égpc%{yl 2,2-

ri fmehy H@Pﬂy‘f-mg&mmmpk a,fcémbwl, or ménké)smb abiverdesmlibed straight

uns wbsmmwamemm alkeys o ﬁiéhlcﬁfalﬂjﬂ prlefeﬁm y $CIBMBRyPeroup such as 1-
S PR B i el by s
cyc P Broup, W@f bpw&@am 2 Ceieayalogltylemauptstithyas, cyclopropyl,
adaoypaipehtyl, apdobeidysrte] 1ef tHd d&smf!s&nbe& g kbﬁy 1 group

wzgswgscf p&% éyx%%m iy S cggeny, or
gr oths baye-dlesopibest G ieeyelslalkyhC Ga alkylairdup| (payticulalysprefarably a Cs.
as mvelohudﬂ C;ﬁhlltyl ioﬁiéﬂ%ﬁs cybfﬁﬁ:l%gﬂﬁﬁé{l il blewzb% .;,yi&ﬁw yl,

t er i E,y ‘%%]Bfthglre& %;rxi)’diﬂ}ek}(%ﬁéylr ?%E;f*d %%e—descnbcd

%@@dpm@dar@mrﬁbrgww a phbmil group), by arrecdreup, 2 BBove described

o
——

20a| lealll g%lﬁwm&'p%f&%lyﬁ pR Ayt erotp ShdhGE Benzyl,
Y Bt A i

pooyrdese Kensh v (agicularty geforably a
C3 24phenylyigylgaoupy| Pgferable E(xpmpbs ﬂlﬂteaflhpduthZaz,é,ﬁaétkgm&lhylcyriopmpyl
C317156{‘3)éﬂ5déf«iliﬂiﬁ|tyl A-Rbfto tﬂ tyl, 1-

AR
g%gs\?g&gﬁ% Ck:gycg% %IP’&HW Pﬁﬂ@i&yﬂc&qﬂ 1-methylcyclohexyl, 1-

25 ( pethylpm!wlmﬂyl-pmpf/lerca@eyylal@p@pﬁyyﬂlmkﬁ,enwtylgmmxyx 1-

30
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'Suﬁbbtﬁﬁc)@‘c)?cﬂllcﬁﬂ %fgt [ohYSL, Olhﬁg,fep ol '1?12% ke) ,
0

( orRieraR s % 1cta?r‘é@tﬂ?qycr‘ém54r(a s by EsRlphexyl, 4
gr@ﬁrb“f’béhsorgrtg{ﬁhmmpmmmgggﬁh?@l , Aigpichetyhyl-,

2-pheftyRIBBEN, ropS MRG0 Y, yclghc\grlnacthy]q(céohgxyl 12-

| h I 1"k

;’?’(B Bﬁxa(' ‘Et ‘%{hc?ﬁ‘ﬁalr %/“?W@F faﬁwcs& gethi(Zgr oup) ,
amydﬁhﬂxglgdlﬁlbcyddhgﬂmmkgg@dohmg igiogr@blkwxgg;?p

Ws%ﬁ?dp?lé @b e)é?rlpﬂ rﬁ cléhe] egp_)g n ki1, RhitVeioftLp-
T A A L
pd@ﬂ@L}&'ﬂ F([?MO);;GN%? l%hepwl Dliecsitp of suBktétiitioneib hét specifically limited,
eU@t‘]ﬂ@ Rilak1{ prefPabl Sitibn 1 An?/ substitution group as described above may be
AL e

1-isobutyl cyclopentyl, 1 isopentylcyclopentyl,
1-cyc|ohexylnEthyIcycIopentyI, cycl ohexyl
1- et hyl cycl ohexyl, I-
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25 et hyl cycl ohexyl, I-propyl cycl ohexyl,

~1-isopropyl cycl ohexyl, 1-butylcycl ohexyl, 1-

i sobutyl cycl ohexyl, |-pentylcycl ohexyl,

1-i sopentyl cycl ohexyl, 1-(2,2-

di met hyl propyl ) cycl ohexyl ,

| - (4- et hyl pentyl)cycl ohexyl, 1-(2-ethylbutyl)

cycl ohexyl, 4- tert-butyl-I1-iKopentylcycl ohexyl,

1-cycl opropyl cycl ohexyl, 1-bicycl ohexyl, 1-
phenyl cycl ohexyl, 1-cycl opropyl net hyl.cycl.ohe isal-
| -cycl ohﬁepadimwrdymgb [gxamyple Of the 2‘%8“&/"% f'%;:@(fxi"fglmg; ::::a
cwel-onrgpyl ] Ecpp. Tty bspbstituted-Cs.io cycloaiXyl gro
igqu@%rdﬁ‘?%a@t‘w ‘i

| ét Ayl | lohexyl, and
exsinnl by e SRStk it ot o
dyatsipy Gyefbrablsoayls Yo BBy REYRA BN T ol o)
i}{ag%rsh&{ﬁ d RYBLABEKWith sdbsfimatiy bdgatsddam e above-described $ aigh
-bIrcycl o egg , gﬁ? ﬁﬁﬁ&gﬁ%b%ﬂ?b@?&ﬂﬁlth1$alkyl group such as
Thaip et B/ Fréf P ~dec i}lro alphth {y |5 _dimethylpropyl, 4-
ity propyhdsopropyl, butyl, fsobutyt, pentyls 1Bopetityl, 2,2-dimethylpropyl,
%@gﬁg&a 1l or b2y IR ieyabled-desaxitiedtspigh chainiop bepeigd Gp-roalienyl
s i) PGNPy b e

Sitiqn.l. a Ca
Gty 1t spiopenyl: the bane-dsasaived s o By A@S‘Y%‘lemy pé:efc(:,jrabzibe i Cas
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is particul arly oretorradanigQ i Bridaieiyiardup such as cyclopentenyl
ep F%Pé’f‘émg?( Pcél o? %eﬁ sUbst i% ed Gicoh Brof Ganitufivly
@i oygloliesenyl)L the ahowerdesetbsd Cem Sy go (5@ GEY grlougf L She
:P]ré tai (bW plodlion 03 oyt aliyligpoupgiugl 5 YRR ylmethyl,

etﬁﬁaéﬂa xyliéth johexylethyl), the above-

ﬂ;mm&pgrgagiq% yf? ém%@agé,%’ﬁ{ly e i%)'ﬁ%h & 'lﬂim‘j?:;ygﬂeqﬁmwd aralkyl

- g ‘7"%5‘5’6%#%%‘”@#’5 : grpa ticularl d.chenethy)

gr&f&?(b%wlaﬂy Bt ferapiex plienghr Gupywe lcnfbgropgstgﬁ RS PpiZyand phenethyl),
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- | 1-isebitylcyclgpentyy| L-isoreaiyt eYsiapen

b TR N AP
) = u . vl 1-

sl-imleeMcwlo}'bW‘&ﬁéw é’.‘?og u&ﬁ;@ﬁﬂ%ﬁ?ﬂ tgr ou @gw a :hfx 11
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TRt OB gy iy, Lpbnlreon

cosclopaipiipretippeyiclonexyl.dr-¢X¢ %F@?r@?tg%lgi 2037 cycl oal kyl

0L AR Yo lyBBycotekylpt-@oyciopepylepbayajoheny, 1-C=

ot ncgh y A 1k

oV dogns sibbhy B frahecsubssted,or s oyt gIRRER! &7 oup” for

( R%r/ {hi cul ar | Hat £ oD NbRithd #r @eabstntadyds ycloakkyl group.

a uc

SEHBUY S as cycl.opropyl me: H5nyl and cyclohexenyl)
cSpcifisaltyy i reeany F Cyoe E?’lcﬁ%‘é‘*l’%f"g?‘%wydf: - %52; or branched
Citfat RIENaE ITef Aipktituets Blectpd Fomedhe kot pryipspribed U2k OV o aopy]

d ‘e:scr Lk?'Fdﬁ@lg @Lﬂﬂ%‘?ﬂy gfe?é_’i‘&ﬂlj( & 6| paliyl gooupfsechedsinyethyl sty -

gr bwﬁ_ ; ¥ L ove- ae ril %eC{Bﬁéﬁl_‘#}a&hy@fdﬁyELmethylpcmyl, or the like),.
s whrihimr hbed byl i Ay prtcbly
gﬁﬁl%gi;‘&g&bg g 24 gl}itc a?ﬂ]ﬁh'}laﬂrdéﬂgfh&fl)ﬂ 1 imetyl-3-propenyl, and the like),
2-%@ WC H?/?%l. %?e er ¢

S a7 cycloalkyl group
| thewabover-degerdhgd @qq%cley@@gw aﬂg#@ﬁrﬁrﬁfg{agﬁ 2 3.7 Cycloallyl gr

1-isopentyl cyclobutyl, 1 20 isopropylcycl opentyl,
1-i sobutyl cycl opentyl, 1-isopentyl cyclopentyl, 1-
cycl ohexyl met hyl cycl opentyl, 1- nethyl cycl ohe>yl,
1- et hyl cycl ohexyl, i-propylcycl ohexyl, 1

-i sopropyl cycl ohe yl, 1-butyl cycl ohexyl ,

1-i sobutyl cycl oheayl, 1-pentylcycl ohexyl, 1-




I sopentyl cycl ohexyl, 1-(2,2-di nethyl propyl)cycl oheyl,

1- (4- et hyl pentyl ) cycl ohexyl, 1-

(2-et hyl butyl)cycl ohexyl, 1-cycl opropyl cycl ohexyl,

1- bi cycl ohexyl, 1-phenyl cycl ohexyl, 1 25

cyci opropyl net hyl cycl ohexyl , 1-

cycl ohexyl netl ryl cycl ohexyl, 1-(2-

cycl opropyl et hyl ) cycl ohexyl , 11

1-(2- cyclopentylethyl)cycloheayl 1-(2-

cyclohexylethyl)cyclobeayl and

1-i S Qe c%b%p@zh% élx}km Tr&?clﬁﬁécfl' Sttthe 03 e HovRHABSRAT:

a - |o tlc pr%%ﬁéﬁgle as lﬁ lopentenvl
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a pwopﬁeﬂiywmydﬂﬂcﬁwb fl@'ﬂ}’dwylﬁhﬂbmﬁbhexeﬂyl 1-(2-

2pheBgs f i clohlfeh ﬁa} A3L3-GcRiexenyt, 1-0-

( par t I vin er a q

ex afﬁ? gx qt cgg}elpcgglp éﬁg |- (g M]a é-cyclo exenyl. There is ne
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- pentyl - 3- cyclohexenyl 1- i sopentyl -2- cycl ohexenyl,
-i sopentyl - 3- cyclohexenyl
- (2, 2-di net hyl propyl) - 2- cyclohexenyl 1- 22
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20 cycl ohexenyl, 1-cycl opropyl -2-cycl ohexenyl,
1-cycl opropyl - 3-cycl ohexenyl, 1-cycl ohexyl -

2-cycl ohexenyl, 1-cycl ohexyl - 3-cycl ohexenyl,

| - phenyl - 2-cycl ohexenyl, 1-phenyl-3- cycl ohexenyl,
1-cycl opr opy] net hyl - 2- cycl ohexenyl, |-cyclo

propyl net hyl - 3- cycl ohexenyl ,
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&g?:{itylo 15@9 y -lsom%t 2 cyogspﬁ%ill;%h%? W‘F ohq%grg@,ﬁt Lf)?l -cyclohexenyl
p e nl-wéimlﬁmgﬁe{%fﬁ 1-Eisobd1yr$t:ml¢hegg%py I-penarhg-cycl?]hmcnyl 1-pentyl-3-
b 3% Ex 13Ldvalof %nﬁ ﬁ¥ﬂ7°r
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1 aubﬁm@pwhkswdﬁomb@moyﬁﬂbsmhe Cs.10 cycloalky group (particularly
35 | qﬁémiaﬁi a?(.“,gf-;)é%]@ﬂﬁﬁtg%ﬁﬂ suctilad Bl v cficHeRHY, Miecibyve-described
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- cycl ohexyl nmet hyl - 3- cycl opent enyl ,

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

-et hyl - 2-cycl ohexenyl , 15

-ethyl-3-cyc|ohexeny|,1-propy|-2-cyc|ohexeny|,

- propyl - 3-cycl ohexenyl , 1-isopropyl-2- cycl ohexenyl,

-i sopropyl - 3-cycl ohexenyl, 1butyl-2-cycl ohexenyl,

- but yl - 3-cycl ohexenyl
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1-i sobutyl - 2-cycl oheenyl, 1-isobutyl-3-cyclohexenyl,
1-pentyl - 2-cycl ohexenyl, 1-pentyl-3- cycl ohexenyl,

1-i sopentyl - 2-cycl ohexenyl

1-i sopentyl - 3-cycl ohexenyl, 1-(2,2

di met hyl propyl ) - 2- cycl ohexenyl ,

I - (2, 2-di net hyl propyl ) - 3-cycl ohe: >enyl, 1-(4 20

nmet hyl pentyl ) - 2-cycl ohexenyl , 1- (4-etl ryl pentyl)-3-cyc
| ohexenyl, 1-cycl opropyl -2- cycl ohexenyl,

cyclopropyl 3-cycl ohexenyl ,

- cy cd heyt Youg). Chteheil 8 Wial mﬁn&ibﬁ'oﬁ'iﬂ@é(ﬁlbstltutlon position. The above-
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( par@{pﬂhﬁbﬁwﬁﬂ@ﬁ@&aﬂl y a C3.7 cycl oal kyl group

T S o g RE rog GEHORGAN b 6 iGabered heerosic g havins 1-
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cy CltiR Ry B¢ 1P sutBiBEANIRRY Bom tﬂ@ﬁbcﬁvﬁ%escnbed straight chain or branched
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25ubsgioup @?&ﬁraﬂﬁ%n%xﬂitﬁ%@féw@}cﬁb Rfoup! hadiiciildrypreterablp furyl thienyl,
br anc Qed8 .lo al kyl mpiety. Preferable exanples of

t he cl oal kyl Cl-1oal kyl group include
cycl ohexyl ‘Fsybstmg_tcd enuisulistituted straight chain or branched C;.10 alkyl group”

cy Ck R??ﬁ&érﬁ)hfskrﬁ mmnrmﬁmbhed &, CohdyP BRWY B BY have a substituent

%)/fi %H Sr)gé] th H{‘??% g%iog‘cn atom (particularly preferably fluorine and
Ghieringle el abququshlybddﬁ 1y fowet alkgxyl grbwenx{partigularly preferably a methoxy
met mhﬂ; et addino éro‘a Ry B¢ 8@Xthted il the above—descnbed Ci« lower alkyl

g Péﬁ lng mﬁﬁwﬁ%‘rp Sve T PREALAD P patculary
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chl orophenyl, 4-nitrophenyl, and

3,5-dL-tert-butyIphenyI. 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

t he above-descri bed hal ogen atom (particularly
preferably fluorine and chlorine), a nitro group, and

a hydroxy group, and in which the C -4 | ower alkyl
group is straight chain or branched. There is no
special restriction on the positjigon of substitution.

The straight chain or branched Cl. 4l ower al kyl noiety
may be substituted. Preferable exanples of the

ar al (photitul mlyqueferable alpheoxy ganpland 4 4-ghloroplndiycgroup). Preferable
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cyclohexenyl), and the above-described aryl group (particularly preferably a phenyl group)




The "substituted or unsubstituted am no group" for R
means an am no group that nmay have a substituent
selected fromthe above-described Cl.4 |ower alkyl
group (particularly preferably ethyl, isopropyl, and
tert-butyl), the above-described aryl group )
(particularly preferably acetyl and benzoyl), and the
above-described aryl group 15 (particularly preferably
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Pr einﬁ iwhiRh EealR} ARyl @toidth & saalghbchgum braached. There ?s no special
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The "substituted or unsubstituted aryl group"” for R2
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gc yﬁmoﬁpﬁ%@%mn% etﬁll&lélgjél gqahylt}uopropmnate,

benéoﬁ%thﬁrslﬁp l—xs%ﬁylcﬁﬁwicx@‘feoarpbnyﬂmmnmhcnxﬂ mcmgtlnqgﬂi@onate S-[2-

X RSB SpRiRy SR iablosarbira; SERE-

IC2nsnpemntyigfclohexanecarbonylaxmno)ph #N» rh%r@l&:oca:%&r%i@ S-[4,5~dichloro-2-(1-
ABloRBARRYIbpnylaminolpbeny) L3 -diniveroRionaR et -

mst ﬂ&ﬁﬁ%ggfgﬂ%& :anlcalbﬁ?nylammo%phcnyl] 2,2-dimethylthiopropionate; S-

20 [zsmpehlpgq b rsiRRR e g sloberasetaboo kR Ay 2.3-

N- ( dinfERit I%bﬂi@hﬁaté -{4 S-drchloro-z-(l

S ogycg(ﬁ% ')@%lf: élly I3 ?é@ﬂﬁ a : ﬁ hcnyi] 2,2-dimethylthiopropionate; S-[4,5-
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acetyl pi peri di ne-4-thi ocarboxylate; S-[2- [1-(2
et hyl but yl' ) cycl ohexanecar bonyl am no] phenyl ]

t hi oacetate; S-[2-[1-(2 19

et hyl bu(yl ) cycl ohexanecar bonyl a&? no] phenyl ]

2, 2-di net hyl t hi opropi onate; S-[2-[1-(2-

ethyl b | ) cycl ohexanecar bonyl am noj phen r

met ﬁ%yé}.ﬁ % %g%%t{sé]? gl.aﬁi§ Fxgl_u[sTg _compo&rl%, §0%kskribed in US. Patent

et hpi4BeB64.) cycl ohexanecar bonyl anmi no] phenyl ]

2- hydr oxy- WHIRnBYWRARP oW dbd by-any phrdiciiZ-theory, it is hypothesized that

o ORIl Y 58 E RS, CoRpana LBl Bl i D, th lver, andlorthe
-5 soymallintsgtiiedn Exarf=R i b@riiyinioh)sy dehsxyllarbonyl]Jamino)phenyl] thiol
4-c iPRRARO W ist Rieeidhe It ifRsbwer that 1dw molecular weight thiol

i sobut yl cycl.oh ecay bonyl am n henyl . . .
) ° ol BT A G A ang high mojesyiar weight thiol
.c o ngemnpesnts(i.ph Brot-S B sushaa peptidescand praféine(esga lepzymgs and cell

hy dhéthBrenddy, eisSifkheHoRy hd18EEPHisulliBS Coithifing 2 bkillized diSulfide bond

| 10&@%&%&%&@ @g@hﬁé{“&llﬁﬁ{;ﬁzﬁs%ﬁoﬂ}m gtal., J. Chromatogr. B, 659,

- 2- A7 12980 Thenefors, itds hypothksized thet withinghe 4gly Rh®paticais Compound IT is
Pr QRaMgitEd Rith 1R€bhighindIBduldy bveighSthlofs th lield fafked disulfides or to yield
g F l ?x%to{ ng::%ggulnglﬁe%o]e agebt%% &t arxllo(]x?&aggﬁl-{"édt?(%og (equilibrium with

et lepthoatherIviacGapriuad Hnabafithesn fonasyian v peGompound II, are collectively,

15 formis A0¢ Eid?%s‘?\%! ,Fdnﬁﬂﬁkﬁ a%dafﬁgeihl%ar ﬁJ&@aﬁt&P@Eﬁ %tiyén %‘fxﬂ lbf €6mpound 1.

u Wi
st e fﬁ\%gﬁ“gf% ‘H{i‘% %P%%gi%%%ﬂﬁ&“a%d%@m%c 20 CH3 HN
O HCOI / 25
S-[2-([[I-(2-ethyl butyl)cycl ohexyl]carbonyl ] am no) phen
yl'] 2- nethyl propanet hi oate has been shown to be an
i nhibitor of CETP activity in humans (de G ooth et
at, Grculation, 105, 2159-2165 (2002)) and rabbits
(Shinkai et al., J. Med. Chem, 43, 3566-3572 (2000);
Kobayashi et at, Atherosclerosis, 162, 131-135 (2002);
and Ckanoto et al., Nature, 406(13), 203-207 (2000)).
5-[2-([[]-(2 30 ,
et hyl but yl ) cycl ohexyl ] car bonyl ] am no) phenyl ]
2- met hyl propanet hi oate has been shown to increase
pl asma HDL chol esterol in humans (de G ooth et al.,
supra) and in rabbits (Shinkai et al., supra;
Kobayashi et al., supra; Okanoto et at, supra).
Moreover, S-[2-([[1-(2- -
et hyl but yl ) cycl ohexyl ] car bonyl ] am no) phenyl ]
2- met hyl pr opanet hi oat e has been shown to decrease LDL
chol esterol in humans (de G ooth et at, supra) and
rabbits (Ckanoto et al., 35 supra). Additionally,
S-[2-([[I-(2-ethyl butyl)cycl ohexyl]carbonyl ] am no) phen
yl'] 2- methyl propanethioate inhibits the progression
of atherosclerosis in rabbits (Okanoto et al.



- Conpound 11, are collectivel

supra).
S-[2-([[1-(2-ethyl butyl)cycl ohexyl]carbonyl Jam no) phen
yl'] 2-nethyl propanet hioate, 20 as well as nethods of
maki ng and using the conpound, are described in U S.
Patent 6, 426,365. Wile not wishing to be bound by
any particular theory, it is hypothesized that wthin

the body of a patient, CorrpouE | is hydrolyzed in
pl asma, the liver, and/or the®5, small intestine to
formsS

[2([[1-(2-ethyl butyl)cycl ohexyl]car
t hi oI (herein referred to as Conpd

such_as c% ei.ne and gl ut athi

mpound V

: § and protefns (¥.g., @®nzynes
ag) | ééi-@t in the hody s mxig
contai ni ng&.ﬂ@m di zed di sul @de bo 10
betfveen or 3EtRi n the nol ecul'e (see,| e.g.,
Shﬁmdq,et al .|, J. Chrage¥ogr. B, 659, 227 (14994)).
Ther ef af e, it‘?s_hypothesﬁzed that within the tbdy of
a patient, Conpound Il is conjugated wth |ow or high

Co

{(with high molecular
weight thiol component)

~nol ecular weight thiols to yield m xed digsul fi des or

to yield "dimers of Conmpound Il. Since tHWese forns are
in an oxidation-reduction gquilibriumwt gach ot her
via Compound 11, all of th forms, as | 1g as

15 but notlj extl usi vel Y,
considered and referred to her®gfter as tfhe active
formof Conpound I. The follow sche depicts the
above-descri bed hypothesis. 21 0 MO Cffi Z-P-00

‘td~=nU~onl 3U3"'2 sl rc oNwoRNy " \\
W'_~OU3U:§J SU/ S' U~\v
NN L oy M\
. * : = R = =
— g SRR T L g
Q « g‘ §
= w3
u ) J m\__o 6 T
T 5 / (:;:3"

HSC)

HN
Compound IV
(dimer)



22 Wiile the adm nistration of Conpound | is a

particularly preferred enbodi nent of the invention,

the invention al so contenpl ates the adm nistration of

ot her conpounds that wll yield the active form of

Compound 1, i.e., other prodrugs of the active form of
Conpound |. Such prodrugs, for exanple, can be

conpounds that have different nmermgapto 5 protecting

groups, but that still result in the formation of the

active formof Conmpound I (e.g Conpound 11) in the

body of a pa¥hileribe {dministration ofinmpoun?tlhs a partirularly preferred embodiment

“mer 8?%%&5@116@15 hﬂgnno%raﬁk\'} teﬁlﬁfaﬁ.[; &ctaemﬁﬁ’diﬁ‘gﬁéﬂ f Ji%e® dompounds that
Vol ﬁﬂ\ﬁﬁ Yle %Sggxp? Ef tgi%‘ingf’ form of

Ed Om‘ripemdl In Secl'qnodmgse for Nmmplc; rt:hm be1®?appundmlyat ha\gadmﬂfmnt mercapto-

\rM:?tS Ih ?fb?é:t[hg ?r%uﬁsaﬁht hﬁ&ﬁﬁlféf??ﬂ @?Fedfohﬁhﬁ%h BPthETHMw@ SorSEFCompound 1

par e ORI SRbodS OEA PRSI L e BLRT R i B megpapto-protocting
descpichpst refers thicdiamdy esed nferdidby-BoGCtingrgroups e asgiescribed in Wolman,

fu” L cﬁ&ﬁk&gﬁtﬁ’éﬂﬁ?ﬂéﬁuﬁﬁw{aﬁmaww .18 rsGeRBRONEW York, 1974),

an | éag P gidbeiiatsen bedisgoitdimvivasaay beted E“tlﬁ%'ft B uer
npresindtion. ExampidSof gagculdly Guitdbl mercdpto-potaotinghgronps agrdescribed in
I n agdy it SBHRO uﬁ%ﬁéngon hﬁ‘bhe%ﬂtc fa‘f@ WeSddphindstration of Compound

sign,tires an’ o ni c resi ni fj

pept I dehiping; Sieaity an SRS g tﬁm gy gigup) so as to yield the
equi datilve fammofiCoinpord¥pound 11 in vivo, simlarly can

be directly adm nistered to the patiep The CETP

i nhibitor (e.g., Conpound 1)Hgan be

Ay suitabl e
rystalline or
)In thereof). In a 30

rm(e.g., as a solidor aliqyid
is asolidin

anor phous form or any coqgk

preferred enbodi nent, the TR '

crystalline or anorphous form The tegkm "anorphous”
signifies a non-crystalline state. H

"“conbi nati on thereof' as applged t¢ the anorphous or
fyystalline states of tﬁ%\CﬁFP a|sig oS refers to a
‘m xture of anorphous and chlyst al ornms of the
CETP inhibitor. A major portjon o g CETP inhibitor
can be in anorphous or crystalline

orm As used

herein, the term"a najor 35 tloal' of the CETP

i nhi bitor nmeans nore than 500/8?)'?] CETP inhibitor in

the conposition. For exanple, a major portion of the

2€ETP i nhi bilh @dditioh, CbﬁpmﬁpmiWL ot ¢ whevein Ri signifies an organic residue

cry %},&‘ H'dt 1}8{ JT%egNj.{)&r ;%@&fny evl!lﬁ ch ch b Bel tho'bQ i %L uilfriubd with

the ¢C ant| ous'

(i . é"omnow@i I&rrbm sigtilagly, gancherdirectly, %%%Pfqdﬁo ety i ne
form does TheCETRGREbitorIpOL] CAMPOUndT) Eanblesn mytsna:hﬂquonn (eg,asa

cry §51iacl J)rj ar]ﬁqlilidg in‘ c?ystalﬁlﬂeor m%()uﬂforﬁl,nﬁ aﬁ?&ﬁnﬁxﬁﬂﬁoﬁ itﬁe?éot). Ina

30  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

35 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



i n anor phous form does not exceed about 10%.
Preferably, the CETP inhibitor is at |east about 50%
(e.g., at least about 55% at |east about r660% at

| east about 65% at |east about 5 70% at |east about
75% at | east about 80% at |east about 85% at | east
about . 90% at | east about 95% or actually about
100%9 crystalline. The anount of,. g¢rystalline CETP

i nhibitor. can be neasured by pofer X-ray

di ffraction, Scanni ng El ectron M croscope (SEM

anal ‘yS% Stant ﬂftl}t 6@%‘1& fsﬁnt%'ﬂﬂioﬁ& of ﬂk@ﬂ]’ﬁ“iﬂf bitof BYPstalidie form does
any er Stan n I tative
su bsqugm:qegql al p) OB Sl@gﬁm Ly ﬁ e ﬁa@E argotrnigflf‘e CETP inhibitor

aqueusnoshoudfioln: tiyes nat dxoeed abmdaw%{) | &bfGMbb(ythe TP dnhibitor is at least
sl owy 3t & )ﬁ é gratif RER LB S§'%C:ﬂ 1dabt3boiit 60%Sat (St abSRI68%4, 8 least about

i ncrease

Snvi Bhritlees hout 18 oty b b ks ORI at teast about 90%, a east
" bi ogboai 9594 iok adtally alpmn 800%) orystallies Thiremeunt of caysialléne; TP inhibitor
to V\‘Q:h%@ nfcgs%re%cbg g}‘gdéd' 1&%&10u9$caﬁﬁihg FRctfdd Microscope (SEM)

t hereo r m a roduc
avai analyis differential scpynin .ﬁﬂg‘%ﬁ glhc&&%ndgﬁrcq%@twe

FedaenhedsuBagat] ati ons, Title 21 Par t 320 1 (2001 ed.).

jgor oral dgﬁ ?uﬂ:%taﬂﬁi - ba'o?@rsﬁrpluﬁm{okstﬁﬁve & E:lvaiqﬁa)uk Golubiitity, a low

rocesses e in S;
fro rhz@q:(éﬂz@}lgy aaq)/gléag%ow Bqtqﬁ)il aY)éorBtl 5 q}tg #i elf ﬁes&rglﬂg tb lsgraase their
to tdorcentritiondn froaquedusientirmmeot ofimse. i Aspsedbostin, ﬂl%tc%t'b‘oa"aﬂab“‘ty”
al 1 eafyaliy GeA e Ve gﬂ@éﬁ@m toasﬂ%m adtive ﬁlgﬁ&lﬁr@ ot &ctieé form thereof, is

g:;:aog;g qd\%rny sor quow B\{ﬂp%ﬂggﬂ% %}f%@ﬁ' 8L U.S. Code of
1di f fHedcrhtthgelaamsgrltlhzl Fgréa0d (2000 edp| Eoy |orql dgsagq formsy bicavailability

' nh'rgg&g hfYchive Beredicit@s feledded ifiohi thé bral dosage form,

|s su er - ln olu The t
exterge’ﬁéP eq taﬂ,\f%'&géq) agtme F { 152 acélﬁa Tgfe ungﬂfig H?t a] the active
wat dorm)] m"’bﬂm w'thessigrof bgtion)ag., atserbaHnp thsySsmicAiroplation

a rmX| me aqﬂ%ﬁﬂ%rfﬁﬂaxﬁﬂg cEdp ﬂli‘llbh.t%% Jtha QiffiaidtietaudOthe aqueous

I
2B b b ey o Pt CETR ke
g/ nh;atdr-&isslubla)a Ml tehenms “Extiemely loty, agheoys sclibality hand substantially water-
”9’ ”ﬂs?l S iy ﬁlmﬂc @ﬁﬂiwnh&% s Hmaxitfiurh 8fRoks selubaippoless than
af any SI 0

pH ggqggt Hamli(egp g ggg?o%lf:g?xg}gga%f ﬁvagﬁ?‘gpggg/ﬁﬁ. %S% than about 1

(ep/m1q leasithhn hloundls ee/mis, lése simn abddA. laigtult, 165 @0 gbout 0 ng/mL,

.09 S gL o sy donsh iy s

s petf-'l -l H 8t 2t 34 abqup 22T Fior ¥R T’uﬁl%c sg@zﬁ) I @F}_pou}n Fin water is less

i nhinah &bos 0.000Iig/mLo\Sush lawbsdluttlities sreprdimeticprspqueniee ¢fghe particular

the tﬂ%gfr E dt&lsﬂ %Fcn%":tﬁﬂ tidthtb ©ETP! Mnd (R sl W TETP inhibitors.
| ns

the I C an

of , CET.
in hTh}ﬁ {5y @ *&d&éés RATERY e fp gne 1y, ﬁwgfl&g f CETE juhibitors.
sel i very. 7T the hpdroptivbicoqnd insombiématyrd qﬂ”&'}? inkibiqra poses a particular

b o&ﬁ!lw %r%lral %Qlﬂeﬂg Rémev@x{gatﬁ%l‘aﬁéﬁlnc d rI@v’efs hl?ﬂnc ®food by @ral dosing of

res -a e “enhanc dr
c onRiagHca qa@tprgs phdrug E@’“&‘i@t’?‘lﬂ“ﬁf a qeﬁgpaﬂf?fﬁ ng %a%g (é‘oncentratlons in
r eStuI: Ehsnginteatig flaidhaad a ecvahing larghenhancainkrttin bioaypilability. Additionally,

gthé g%g‘gl %betmﬁ[ &E hﬁ%tTap vérﬂ?l BlgbQr ﬁ-sSﬁBthﬂHﬁo SEMRMELy low solubility

rat rene
355 ol aftsnlgads to9oper s Fhshepiion Bfo griegio 4’%6?}'@?5 de gpptigintestinal tract,
of Wwike th¢ digg srdosed dialiy inwi dﬂm@ént:bhsd ngastrr Soreemplyidow solubility drugs,
tract, when the drug is dosed orally in a
conventional manner. For extrenely low solubility
drugs, 24




poor absorption generally beconmes progressively nore
difficult as the dose (mass of drug given orally)

i ncreases. The CETP inhibitors are characterized by a

low nelting point. The CETP inhibitors preferably

have a nelting point of about 150 C or less (e.qg.,

about 140 C or less, 5 about 130 C or |ess, about

1200 C or less, about 110 C or |esgs, about 100 C or

| ess, about 90 C or |ess, about 80 C or |ess, or about

70 C or less. For exanple Compound | has a nelting

poi nt pavk alzsbrption S@efly Becoses progustetumorsdifitulbmdhodose (mass of drug

nmor e ‘q{,c[;&\g mg;eg&grtl es, CETP inhibitors typically

have eryl b|oa ilabilities. . .

Speci fically et%i?ﬁg&a‘ﬂ jtore @re ﬁfﬁa‘éﬁ‘ h}' F‘?‘{‘K/mﬁlf’“%:ﬁﬂt' Thg CETP

| nhi hinhibiters ph&mb@dmdamaﬁidg}pmm of dbeutr1 501 ios s (s.gq about 140° C or less,
at eabb§t 1'32‘5(%0611%%”&?@ écb(‘lc@ aBout 11@@04!%%@5&"1‘0@” C or less, about

than igg:d’{ o

1%
prelesgfe @c’réahg)uta]@‘ég ooﬁgsn g%wple &?}mpound Ihasa
5% e. rgelungmsofhimnt @eﬁﬁﬁtc 4% | ess than about 3% | ess
than about 296, & of&]ﬁrb %%fﬂqe@ propértiey @E‘i‘?%:bltorswplcally

t he ver | ow abs

all es_asso
wi t h TEESTY Ipw ﬁﬁwlts begyaiabiie. pgeficd 18#%?%9&&?&%“‘“‘” of CETP
fpOar risglkitors wizn doseipoallytin dreirunidispérssd styteais 55THan about 10% (e.g., less than

i nhi Bt RGoARE tﬁ ab%[tt $R16s éﬁﬁfn%oﬁtw b RbSthan about 6%) and more often

conc tratlon anC|n a Adv 0
o Vb ot BAFNES NS, e Pt 5 HOPdST t ahout 2%, oress

concénrnrahtutd¥h). enhanci ng additive drarmtl cally

i nproves the, %U&g?fﬁé {1:1@ béljg'l&)l aﬂgollﬁ@ﬁoﬁﬁﬁﬁxhﬁh@ labtidled with CETP

The ter-insol ntrati on-enhancin di tive

ibitogs. U vaRfIoR Provides dpharmpageitical coglg SrppgiiEa CETP
b| oamnﬁmbaﬂdl oy oodnotetventeCHIRIIblrhéonbantratione¢ rhanoing additivese

admi ﬁg%ﬁ?%&&i}.rﬁ fhad 8n SRbl dlab RcRs R Ef 1B wWalRiRPRER eEnchtration-

the a 1ve, ! concent ration- ephanc
pr ef BHEpgige ’F”é’“’é(e-&a‘%ﬁﬁ@#‘ y ipgprovigthe bonTAdP) & e R Fnpipicr.
it i s meant Thewiter-inbedutsel chrfcententibmentmn cing additimeago boany suitable

’ﬁﬁlys | 511§Je¥ha? afices ﬂk%ﬁv%ﬂ%qé &Pl bﬁ}ﬁP%hn f¥ rclatlvc to the

abouqdnyg%@:tggy}(thrg Z}Eﬁéﬁ&pﬁ{t@@p} ﬁ@ﬁﬁgﬂgq ‘?féh% dmve %c concentration-
addi dohweim) additive preforabdnis atpolimer h By detatiet-ingelulfle” midjtive it is meant that

I
bo. Yl %%rﬁ{ée'h%'gﬁix&fuﬁn %%lga}é%biuﬁmg% 6#1%@5 "ﬂ’imtap&:t I@E@L at any
i nhi [ﬁmsrglp icalln nglevan #H{e-8-- 8H 1 $and at about 22" By concentratlon-enhancmg
50N czﬁﬂttiva(&)”mns gz gt ﬂ@ aadttiwé (e\/@,(;ﬁ;);undibmhmmb djoavdilmbility of the

Pr eSS @ﬂ@é tg E PREPULAGRr in the absence of the
conpaosi tl on pre era en ances t e concentratl 0]

t he copEmtrAtigRrephansng a@ ifive(e). iFor exasils, thepressnae of An pditive in the

aq U @hbiSnaeeiics] QoA oditicn preusﬁ:b(ye:ngancepdha&ma:cnmm of thk ICETP inhibitor

h e?@%}%g%%ﬁ'ﬂ Ye ?)r}n %r% gé\ﬁg@ﬁﬁ?@&.ﬂsgk aﬁzfs{ng,rksﬁécxaily of a
3&h udumapvheg @pmpa;gd @d:he y&n@@ﬁgmqyeq fihe GETP mhxbltor in the absence of the
" congditive. aHustheaddaive ichgbachikidered 2 “concentiiomentiaadingudditive” or,

addifly §uc'h.sf:|1| gdagwgs gmlgﬁxcr %%ﬁ@ﬁ&ﬁ%b%ﬂ%ﬁ@%%ﬁwf

oly 0S|
(p:ETp i nhi biThep. mceamwép@ppoqltp@cgog’gp@ng a CETP mhibitor anci:l a water-

co R Qﬁﬁhlbmcbmﬁnﬁ#ﬂ@ﬂ&ﬁhﬁiﬁmg(idﬂihwv % dagabliogfalohieving specific maximum
38CNESHE. gﬁ)sf \ a} 5 dude k Fﬂ’é@onc%%‘frgtgoglctﬁﬁé Elﬁ‘Eé( % Z1‘?:;?11'(1)trl;%nﬁ zero up to

Are&s un .
ti mhelest gqupﬁqh&e concentratlon (0-t,) and/or from time zero to infinity (0-0) of the active

form of the CETP inhibitor (e.g., the active form of Compound I) in the environment of use




the last quantifiable concentration (0-ti) and/or from
time zero to infinity (0-ca) of the active form of
the CETP inhibitor (e.g., the active form of Conpound
) in the environnment of use 25 (typically plasns,
especially of a human), as discussed further in the
description of the nethods of use of the

phar maceuti cal conpositions. The anmount of

wat er - i nsol ubl e concentration-en%an0|ng additive
relative to the anount of CETP inhibitor present in

t hﬁ Q@?fcwmcabcoﬁﬂ?ﬁﬂﬁhﬁmm a6 @Reuskal ﬂdh(‘jlhdr hrem&:&%ﬁnptﬁn of the

i nhi g addl tive e

wei g% rgf %ﬁ%‘i’%&%ﬁﬁgg Jz’:{%dltlve can be fro

about 1:100 Thfbﬂlmuef viagerdnsofuble conegpiationenbancingsddjtive relative to the
1: 25 amota of CETH fhibitaiyResentlia the phlxgiabeuticdl compesition Hefends on the CETP

§ about 1
28 o by <R e 200 oSBT vicor o
9: 1, adsfitivesambastiom abaspi 100 orabput 18| (5-., iyt 5t mbout 1:25, about 1:10,
i nhi BbdupI: 5tdBowde; khooe1:98ibott 1.2, abdud 1115 atduoRtl, aBondt 3t 1 about 4:1, about

b f b
200 by AR08 LB B,y Ak Wb e o
0 pt i iibitprce additive gishs mtip isszpout o abavi i tnmfe prfetapiymbout 2:1 to
t;mhi Ehouor: 1. 2Ttk CETTHOABbitetad additiveqstio that yields dphmum results varies from

| d' Sséis”r'ﬁ hlgﬁxtl)retgt‘?:‘l'l?%{lﬁ{o]: aﬁd’xs éééf QeBinfieiath ?ﬁ{rlé bls3blution tests and/or

s or
conc’éﬁP’P&‘tanﬁﬁlﬂ@Hﬁ’a‘?ﬁéi ng addl tive is crospovidone

- (ie, , a_syAr Bpédidilylpesterpd waigfiniubly @asentratidtesihancing additive is

Vi ﬁa&% A Sl s?&ﬂﬁ?c ho&%g&ﬁr@érp&‘é}&? ﬂﬁi\eﬁg&‘ vﬁlgﬁlgﬁ%ofh%ne)

|nte In an

Bno Lﬁrpsmv@@sq qaabﬁ pregent ithe | RigEmgogyisal SPRBiEoR 1030y stitgble amount,
abo Lttes:ﬂdB@,'%lﬂﬂ e rang®ofHbodi B0 @laboit 160%0(e.8.haboit 4086) Wbout 50%, about

abOLf{Q( { Bl B8 Aol 88, DA 008 btanis ERATBy WEBHER e CBTP inbibivor
pre égp @amgqmé i A% pprefred gmbpdiment of thepresant igyentigny the welght ratio of
wei giaTPriftiibitor @ crodpbviforietan be froih aboutqr: mrawutcame nodpriferably about

ro
90 ?I%SH ougﬂga@g&#hféosﬁo%d?ﬁplﬁ cr os po Cagione [ E&% o is
phaﬁw@e&fpt@wn@gmnﬂ disgolption; ofSesr dosage fpap (.2, tablet). For example,
di smhtete phdrdaceatichl dcbrﬁ;s:@iuuh cEifipiides lebethalOSROEI00D(erp., less than about

congst R Aoy 20l BSHRLBoye 11951 B B TOA W sk an aout 59

t haff %SETP m,’z@nfepr bweightithn distensratmp dime| of dhe taiel is fb?&?é’a‘% and the
23 5%esul@fsditsoRed aRewit ol CETP itlEbifor isdoreaded U Thddigintegrhtion time and
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30 Publishing Co., 1990), especially Part 8:

Phar maceuti cal Preparations and their Mnufacture.
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t | eas

) a
pgmﬂw@hgymabwma@u@? ) Tk gagCAbouE g HEANLy t feast about
g/ P pgfahl loealdeast sbootl.5 pg/mlg/ n, at | east about 1 6

9/ ”L aAUé&;ﬁ?g%gﬂ%Hﬁ%&osﬁ Q9o abcR& g%tug ﬁﬁit(§gb9ﬁ&s€lab%ut 1

t @3 h@ﬂ( &t lgast about Fgagthhaﬁ@@lea@ ahoug 2 wg h/mby at -h/mL,
20 0 at 1@stdbout3tpg 9as] atdeBtidbolt 15 pYLMIL, atleas: el 4 algdithL, Git Rast

0 ARt £4 g AT o %b%’%ﬁﬁ%’mnf? ﬂf%ésseﬁ@ouﬁp%”%"?ﬁ ast about

atHo Wk ot %b@putl@a HE m apleagt gbout 7 g dvmL ,1atiﬁﬁgﬂ%?ﬁﬂ 7.5 h/mL,
| Eh@fieﬁst&ﬁ@um k- HmB Odt Rast a%but'Seiiﬁgt I h/ﬂ‘h.Qt th Iezktt 5}101199 p/gMnLl‘hL a: least
a abou g a
3%‘?%0%% 3 ad?‘?‘??%g mélgsqh%ﬂgbout 1.9 , or _at
25 | cant A81Gas (800gnedyily dose) a0Eashepoue. § e diml oL nit Ireghebout 4
akp@uﬂmﬂ & J@éﬂaboﬁtasg mML helegst alﬂhﬂsl ?yﬂ. @ ket abod 5.5 pg-WmlL,

Gl Bk 0 R, e i

agbous ZStigdimls atleast @pnﬂ_s umh/mle atleast ahout 8.3 g at leggt about 9
: gg%ﬁm@%@ I&stjab&tg/sr;lﬁ—h/nﬂ,é af It%giboﬁtﬁl [ﬁb%ldﬁn].l at/le@@ alsdut 1038

50 aEbints Blpivdr el Gl il By gl s,
apideast gbont k. Sug-himL, lableast abivd L3 ngB/mit.gt lpgst abeut|133 442 - b/mL, at least
afyt 14 g H/nst!, ot least Gboulll4.b 9@%&9@ 't ledst Ebmasrpg B/nflCA
(300 5Bl | Yool 0P daity Hosd)® Aibast St 7313 AL M¥icabFunor s pg v,

at le
at least about 8.5 pg-h/mL, at least about 9 pg-h/mL, at least about 9.5 pg-h/ml., at least

35  about 10 pug-h/ml, at least about 10.5 pg-h/mL, at least about 11 pg-h/mL, at least about -
11.5 pg-h/mL, at least about 12 pg-h/mL, at least about 12.5 pg-h/mlL, at least about 13
pg-h/mL, atleast about 13.5 pg-h/mL, at least about 14 pg-h/mL, at least about 14.5




pgh/rL, at |east about 1.5 g-h/nL, at |east about 2
gh/nL, at |east about 2.5 a h/nL, as 20 at | east

about 3 pg-h/nL, at |east about 3.5 gh/nL, at |east
about 4 gh/nm, at let about 4.5 jigh/nL, at |east
about 5 gh/nL, at |east about 5.5 pg-h/nL, at |east
about 6 ggh/nL. at |east about 6.5 gh/nL, at | east
about 7 gh/nL, at |east about 7. 1pg-h/nL, at | east
“about 8 gh/nlL, at |east about S.5 ggh/nL, at |east
about 9 pg h/nL, at least about 9.5 ggh/nL, or at

I teals frg-ahetat ﬂe@stgbésutui A\ JRast aﬁ?ﬁQS Bhigdiinl yat thast@bout 16 pg-h/mL,
a 0
| et P2l 22 s@g@#“ﬁasé%ggw i3t BE b 5 yo i, atieas

gh/ naboubt8 pehénl, ablewst atmublSs m hvimL ableast aboyt 19 g l¥mLgat least about
gh/ ni9 5 pe-Biml. &R 8t le@bsidhut B at | east about 7
TS50 e AP P Sy
pgh/ltﬁ_hfﬂlib at @essabcabb@ug@mgu about2 ngld%lia airgstabauy 2.5 pg-h/ml,
Pgh/ arteast aubutlmgsn/nﬂbﬂuéasﬂ&oﬁc 33:9 mﬂi,mueaahbdueaﬁ& me at least

o poutbotcs S, oflcps BB5E 5 AR 13%%&18%\? A bt about s
aboutg: 11/31]-19 ghieast about 6.5 eabfmla@blqast abows 7gieHvmL, atéﬁast Bb%? 5 pg-h/ml,
1800 Uk lekst abbty/ /m@t atll@8Sdbo 3B g AL aPladh atitut 9 pg-hail, at least
T G0 ™ Gaily dose)’

| east abé#Cog (600yme Heilndosely al leass abaubd§pgdvmh (a:8.rt leagtabout 4

| easgig- 1D UAt 1€sbab@ui. Shg-h/ndll, af 108 hbotlo S pBHL, 10 lepg Bbout 5.5 pg-h/mL,

o LERR 8RR et n RN B 3 d AL prER Aol EE at leest
lét abeus 7. Saplmly at l@sgahqmrﬂ_ug bfmL, ablsest st 8.5 18- gl agleast about 9
?x e ahL 2dt ekt abdur™®. 9<ﬁlg Wil at 18dst hmslo RPBMIL, dleg0dbontl10.5

a
m%?m%,tgl%%t agbé%tq A h{l ,saq le /ar]geut afeﬁa]?éh/ﬁ{h g‘be&fabf'ét 12 pg-h/ml,
pg nv Ingst aboyt 12. éagth/mlb@uteasi ebqut b3 ahvml, atjeastabopt 135 ga/mL, at least
17 alg:lm/t mL g @mil. Qﬁ&bst&&ﬁiﬂlm § e /A0 driak lcast abdu® 85 g hadi g ut
2{18 Kbcg,fmt) QaRRE adBto T3 1§asg gﬁ‘% e AR Jead 30t § pg-himL,
abo@tﬁeazt)aq@gha frug: h/rsLmttest@mms’m efenl 8t lepskabput 9 ng-fmis at least
abosﬂoum @u@ﬂhm lat lefst Bbout 80.5 pEAFAL D Ridét aﬁoutﬂggé HitmL. &t least about

| 225t s BB b 5 B2 Bl 28 o3l 2 FNATE e B o 1

| ealss’ Waﬂe gt 133515591@ b3-friug-h4mL,| b least abbwsd ng-hymlat jemst abgut 14.5
29 easd h/nih @Uleas‘i abod) Qﬂédﬂ-aboﬁltlﬂ Iﬁmﬂﬁst BboROIT SMha-h/aiL, at least

%% putalgo { Wil a@gw Hout s hERAL gaggc aboug P9 Wt 3 teast about
| S35 L o ot dmd s o baStab@uidﬁﬁ vl fast bout 19
at || AL, abeat a&u51@95PﬂmmL @hﬂz@ﬁhb@bwp f/mizgh/ t nL,

at IeastD about gkgqqo gﬂgl %ata?fégsgé?gﬂg%"%éc g., at least

gh/ nL
303 Eabglg)ﬁﬁ P, a leasy abouazo%,@ébastabmuﬂs atﬂgw ghout 3%, jatlgast about 35%, at

ab%-h%t a’ooﬁt 411%1/ diffeastabout @ﬁ%} atmjdboﬁt a4, 'ﬂ—k:as@hbduﬁmh at least about
0%, 12807, s 5B BN o Bl e o e
CETP activity before administration of the pharmaceutical composmon
Decrease in CETP activity (600 mg daily dose): at least about 25% (e.g., at least
35  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



15 about 7.5 ggh/nL, at |east about 8 ggh/nL, at | east

about 8.5 pgh/niL, at |east about 9 gh/nL, at | east

about 9.5 pgh/niL, at |east about 10 pgh/nL, at | east

about 10.5 gg h/nmL, at |east about | 1 gg h/nL, at

| east about 11.5 pgh/ni, at |east about 12 ggh/ni, at

| east about 12.5 ggh/nlL, at |east about 13 pg-h/nL, at

| east about 13.5 pgh/nL, at |eagp about 14 pgh/nL, at

| east about 14.5 pg-h/nL, or at |east about 15

pgh/m.). 20 AUC(o0.a,) (900 ng daily dose): at | east

ab0180%/ ofat pegbt/abdut 5% @ aske) atiative 1@ the BT Fmctivityshefire administration of

abo cHileo Sast about 9 pgh/ni, at |east
b V'l% Pgmgn &E( "@1 * b 0 nL { t
Zbgut 10D %ﬁc Hy GETP g{tl%{%zégp %g%dy % %Hﬂab&g@ls 7z Zc'c; &y 2t least
aboubout 20%5at jl¢ass- d)bmﬂéﬁ%’;mt lbastaﬂbu@ﬁ%{tat Ieast plouit 5576, at gast about 60%, at
IL:) Jasta%&wﬁs A argcaggﬂf/om{i(}"/ﬁtat L2eatoutPsdt at ledst aﬁ&h/sﬁ%; atadast about
ast t a'i)o ;39%
b O e oty

| ea$b%s#deapt 2ba i‘cfoétggggrg)d'aéfv«glg te /CZ%J;P z%'ﬁvxty before

abouﬂmih&trmgim/uﬂthe pharmbaeadicalaiompositin. 5 pg-h/ L, at | east
about 16 pgy, ?%ma&hu%a?aﬁﬁ Igglytatgﬁmg, dbg@(,{ljgoﬁg Gb@ﬂgtor 900 mg

?ggg% éé@ﬁ% u‘fgm% Wlagmt:oqng%&ltfi I,aqggmus@%démg“ W, ﬂq_d preferahly

1at  hehiests taﬁma,tAIIGo 2» PAIQaLrind/antdedrease in GBTR activgly Bs set forth below:
pg- /i, cor ¢ Jgggéi a%?%%u&%tmww F,m c%a%ﬁlea@ahoutomg/ml,

(6§ iSsigd ATy e L T
| e agtiont® uy/nill U least albosaa&t} paimdly tat Basyabaut 0/5Sqeednl, b tmst about 0.6
350 aLt 1eds§%%ht @Pﬁf/ﬁnﬁgz %bob{ﬂ@?ug&h?% zeézé%om 09 pg/mL, at least

| t 55
%833 s et abWEE) el e B AR g 47 ot 1.3 it
| easttleagtmbuiit 1(Hfa/mI, mmtb)astrabbmtlls\Mmb)t he CETP

activitypn beiﬁge%gg%ﬁgrgo?ez %I'—}bf% Patlit 6.0 Q/'ﬂﬂ..r C%és@ﬂioutozl.tg/ml_.,

conposi t I'oN act| It 6 y
=R SRR e B g st o
30%.5 pk/nlle asikasabisput 0.6 Q&9mia tat Ieﬁabombﬂutg/m&%: least abo §18 pg/ml, at

°qa23§%st 550 0.3 ugh 23} 1R bt P Yns2 %}cm e 19ihm Wheastobout 1.2

ast % at le
SR 4 A Dot HEIL, BRASt Btk gl SEleh 15080 /L at least
rmrabbuﬂaﬁ @d/in eattleast mm&ym aniedsy alhmlt b8 eug/mL, at least about 1.9

E[lr%hftc{r%{ ie@?@mz p}har rraceutl cal corrp03| t| on

?'F’ ty [ se)
| east abeu(®¥yve 9@13’9(1036)&@* IF%%%@“ 9’3&1}6}/ ‘W@‘oﬂu eﬁ Icf’%é@?‘“ 0.4 pg/mL,
?Sawaleaé%S%ut 815 )lgg@b} at ddastiiboli @06 ugiinl | adsdst atioot0.7 &L, attleast about

e pe tg/mL at
O@Sé %@%ﬁ b l?agt/ %boﬁ{O %Eg}nﬁé?ttlfzﬁp% ggé@mlgtagi %@ﬁﬁouﬂ
;bé@pt @g%élaig,/pgﬁgﬂe%mt b@gé/?rit: agleaq t abayl 15%&9 gagﬁ;ast about 1.5
Of WERHE at leadtabout .6 Gp/h cat (Fastabewt 1l W jg/nlh ef leastabout 1.8 pg/mL, at least
ad%&h%?d@l’ﬂﬁ r%ftlew%b{rm @ﬁﬁ utical conposition. The

0S| a daily dos 3
30600 g, ABICop60rgE A8ty doRe: i S g G 4 ELlfag] Soput 02
Corm@qmﬂd, dt leaBichiboti (53 R¢-RanlWiat leas bbdin 00k pghvefle atkdsy abibot 0.5 ug-h/ml,

CE BT Bnche (8 e i bR 0.7 e ‘f\@‘i‘ﬁ ggg&%ﬁé% i, at least

do8bgut Oy eads aiderst abont sz Berls at la BbOu 5 ULt about 2
0. ltg%ﬁ[ﬂat leagttabb@@ss paleill, aDledsdalgrmt Blug IekaL| # dembt abtag3tS pg-h/mL,

35 0 % at lg%t H;bm 1? lh%’}‘ftat ?e%&%ou%% ppgg{nﬁprL aPleast 9@0%& S pg-h/mL, at least

about 5.5 ug-h/mL, at least about 6 pug-h/mL, at least about 6.5 pg-h/mL, at least about 7
pg-h/mL, or at least about 7.5 pg-h/mL).

‘(D




about 0.3 pg/nL, at |east about 0.4 pg/nL, at |east
about 0.5 pg/nL, at |east about 0.6 gg/nL, at |east
about 0.7 gg/nL, at |east about 0.8 pg/nL, at |east
about 0.9 pg/nL, at least 15 about 1 pg/nL, at | east
about 1.1 pg/nL, at |east about 1.2 pg/nL, at |east
about 1.3 pg/nL, at |east about 1.4 gg/nL, or at

| east about 1.5 gg(nL). C (600 dai |l y dose): at

| east about 0.15 pg/nL (e.g., at 1east about 0.2

pg/m., at |east about 0.25 pg/nL, at |east about 0.3

pg/ mL, at AUea.§@60ahxgldhﬂ§Ddd§e)pgut Iehst alifut 1.6 agth/iAab (elg., at@eabt about 2

/

poy nte LeERE aﬂ% 51§ fub 3 Bt o D e .3 e e,
pg/ et least aboifSug: himbust lqasgabnw Te et et leasbahout  ge-tvmL, at least

j i g/ Bbout B5 pk-BABL, aplesst ibokt & pngMGAL lat least aboRB6.5 pglheml,, at ledst about 7

o nte it il B e it %%‘4 RBhef R atafou 8.5 ug L,

pgl it leagt abpt Ste iy at 1@3@1:9 2-himiy, ecat Jeagtiabont 19 pg-h/mL).
PG/ NL, OTABC(,LP@S0 maldait dode)paf Kkst abot 5.6 AH/NI (<18 dtYeast about 6

d I

oClgnilL, kBt aBRYY unii Ble %&gﬂoﬁ: 9%m af B3 ASHPHS e binL,
bt TegSigbons e gk 3t A abS SR aohnL il fosst abgt 3 L, a least
1R oudbout®. BuPhill, at ledst 4beast0 L, £ 1&sOhbir10.5a1g-Wads bt least about

. aDouly g @%E leadaphiiAT'S AL, :%@%ﬂtxﬁﬂgtw@eaw about 12.5
- aboutg Wik, mabommmgmaasm b0 133 /L ogt Ifagtabput 14 g oL,
abouit least@bq@ A4t pg-atmlil, Qﬁ&ﬁst ahmuht Jdast/abogt 15iug - iinl| atdedst about 15.5

abo t t 0
220l #4517
18t  [oBaldeastabout 7% gﬂ&/m_ (e g., at least about 0.2

pgh/ m., AUC,.S Y0 ngdaily dbsef agdaéﬂﬂaout@u dgetarmil. (algQat let dbout 0.2

pgh’ Tﬁtat k%@%fmﬁ‘ﬁ%% 19m?., 18' 1%5%%0 454 h}f\ﬂgﬁ wg{ btfut 0.5 pg-h/mL,
o sa SR ROt (46 g B, at lep boud 03 1 Hgd¥m Fn_atleaffqb K5 B, o least
1 pgbour(o ugth/rhﬁaﬁleaahm 1 Jigh/@0 ot Pelast abbut |1 Saed: h/aﬂo attlesdt about 2

205t o S, e g T v .
4 ngWLa 03&4 ﬂ*&'é(ﬁlL afdenst abs: éga InfraL, apieast about 5 agdvmL.
PO- &bt 5.5 pg-hieig it leas? Buik 6 pg /AL bt [ast abbut bSaeat h/ainpattleaﬁt about 7

h a IN h/ nL, at | east about 7

i é“ﬁfm‘ br w183 %3“?9‘%%@> S bty . 33 AUca

, (600 Ny %wﬁ%@é}iwl}a@ﬂﬂeaﬂe&%b liﬂsbé*ghlﬁ? &Lat(l@ﬁbabouﬂ
7?t @m afleast ab%umﬁhgﬁh/mla,tat leat aboud B Qi th/mL. Sat Bgkv/abbut 38t pg b/mL,

e

| eiﬂiﬁ ﬂﬁb%ﬁ 43*"9*94% *eaﬁ[abf’easé nERR: aﬁ*%* Wiﬁk‘h’mﬂ‘m lest

| ecbp gﬂﬁﬁtaboat ug-himl, aplsasabogt 6 g@mfﬁlﬂ: at Jgast about 7

| eqgs hfﬁﬂ?ﬂucaﬁt Mﬁ/mﬂg Bimll, aareast a8 ng-hinl.iapicastabout 815 pg-h/mL,

| b /
| S5 ea 8010 ey R 1l ofl oSSR o Bl kBB Ty,

301 Sast SR (0 e il dase), aeist: BAVLS S I/ (HEntt Foiabout
at pledeiml, aaktabdidd 60 h/ML) at lefStiHoat 7 pg-U0RL, mpleddiabout 7.5 pg-h/mL,

o3 kst o 130Ul o8 8, sl AT NAO e
PgY ﬁg‘?ﬁﬁs’ S Wv@&s%t legptcahout7 0gugdf Teastaboutdlfsx nas e, afeast about
P91 hlhgihlmatat leaaaboud DD 8 ugth/BLPA dabilaboit] 2| @il pdtdesst dbout 12.5

35 pgﬂé Thnt, aa} lea&%ﬁéut 13 ug-h/mL, at least about 13.5 pg-h/mL, at least about 14 pg-h/mL,
at least about 14.5 pg-W/mL, at least about 15 pug-h/mlL, at least about 15.5 pug-h/mL, at least




10 about 9.5 pg-hhnL, at |east about 10 ggh/niL, at

| east about 10.5 pgh/nlL, at |east about 11 pgh/nL, at
| east about 11.5 pgh/nL, at |east about 12 ggh/ni, at
| east about 12.5 pgh/nlL, at |east about 13 ggh/nL, at
| east about 13.5 pgh/ni, at |east about 14 pgh/ni, at
| east about 14.5 pgh/nlL, at |east about at |east about
15 pgh/niL, at |east about 15.5 4gg h/ mL, at | east
about 16 pgh/nl, at |east about 16.5 pgh/ni; at |east

utllgd.{%qm'umaat lﬁa%/t a&g‘étel)%ts dgﬁﬁ?ﬂf,aag ?:%H &{? Ig pg%%g}& t least about

ﬂ&’a ﬂﬂ-éast about 0.2 pgh/nL, at |east about 0.3
pgh/ m Tecre@ 3t CEDP Wétivity 630098y dilly dede):| £ ikt abbW 21590 (K., at least

| pg%% 5//”%{ 1&%&?59 gt g%;t@g?@%d)"-?t rria%ab%)t‘?ﬁax%% ?pl%%about 20%, at
50, JeagtaloNZs Yt Ipashaous et Ioash aMUHDS Yecat lepst ABgut 4%, 4t least about

1 5#5 %;4 oi"dt llﬂast aBbut|S6%Ir nith@ uélatdre 20the TBETP Mkt vigtbefop@administration of
gl , gh/ L. at Ieast about 3 pgh/m_ at | east
Cﬁllcrortlp té "| east about 4 ggh/nlL, at |eas
about aDecrense iy GETP antivity 699 meslily dcgcggat w@bmaé% Gt least

abay&ut 5.5%, ROBdstiboul 0%, Q@ Rkhst alhﬁtJIS'}@ 40 Ghadt Bbout 30%)| M acukt about 25%,

%booufﬁﬁ/ ”¥§§sﬁ F?R_‘?%%L%Oe%&t %6 hétgéas .ét%'y at least about
at 5 O%a@!ﬂeﬂ&tkﬂégﬁ 53 /ﬁowmab@é 6§% or morq) gttveéqg, “activity, before
P hddimistration| o BftphaaRidbutidalzompdbitin, at | east about 3

h/ m_, . at Iea ﬁ.ﬁb I;S w_ atl ]esf?sé
gh/nl ergiasq % %ﬁ (25%&83 ?ﬂfe) egé%ﬁ?gg%(ég ax!e:st
g#ﬂqiﬁ_ﬁ'yatat leeﬁgbout a6t Iestmbo RS, at leaat about30P%, ablget aput 35%, at
15 pgieésrzhhomo%e@ﬁastabauus%, Eta%i‘dbﬂilt 5094, ai 1% bboab§BY%, af least about

Do Gkl o AR 15 A e e

gam actiyity befarstadmirisiration of thepharmaceutinel eomposities. about
10 ggh/ m—ﬁuﬁh@ﬁnm nﬁ&@&hcﬁ&oﬁ@t b%ﬁorﬁﬁ?zﬁét invéritioh,6etseh
east abou
S B kg oy B Sa3he GORME e M By B e
a0 daBewiap conditionSinghtpatient: (atanligibitiomokshplegerylestoriransfer protein
- e @?TPP%ES%}{ & tﬁe Qﬁt%latv?cttc bRatitmRAQtE ngdcﬁﬁrtﬁ(aﬂh UescAbed above),
B i e i e
| ¢@pietredtment HIOL-E lpgh/and (o) atdedrems in thbotiv of wigh ghﬂlmerolzi@ HDL-C
lagé%lére (TePeBi - C]jan lrfhc %ﬁmﬂﬂ Pél:iﬂve t ret:rcgtgé%nt g‘gﬂ'ﬂbbl'ﬁ T,
25 5 torelicimentngits A RS rpTdesTayly Fameqinag oD o S ppion of the
ahctiwaeﬂnpabﬂm of th&camyppgitioniof tha invieationt to 1 patitns.u The desired extent of
| teab t/:
pg‘% F5in Bhctl % o EBEHE ot Bt aticl At phcitnchar rcited
activity (300 ng daily dose): at |east about 2.5%
( e.g., afThé HDELC lexblasmeadiredatsingamatard robniques Edowmin the art.
30 PP 1l b1 P Q4th | 8R4 \%@Mfﬁeatment)
CMERALS L
415%6 relativatto ipetisitmehiciDL KDRvel {e. gpateut 125%tor werd, abauk &5% or more,
cﬁjc;ﬁt P99k B el o 008 @%Bfes 180t 205%f moke) 8bout 25% or more, about

ar maceut1 cal ® conposi t
27 5% or more, about 30° /Ergr mcre about 32.5% or more, about 35% or more, about 37.5%
35  or more, about 40% or more, about 42.5% or more, about 45% or more, about 47.5% or

more, or about 50% or more).

(@)1




Decrease in CETP activity (600 ng daily dose): at

|l east about 5% (e.g., at least about 7.5% at |east
about 10% at |east about 15% at |east about 20% at
| east about 25% 10 at | east about 30% at | east
about - 350/ e, at |east about 40% at |east about 45%
at | east about 50% at ]east about 55% or at | east
about 60% or nore) relative to the CETP activity,
before adm nistration of the pharnmaceuti cal

conposition. Decrease. in CETP activity (900
dose): at |BrHDhibisvel fdtiossg the gdminiirafiandee. aﬁgggmeeks of treatment)

g% ?Pégg ef@ﬂf mg%r@)r a&m&mgﬁ Cabyubd R Eoincrabset epatiout 15% or
abou at east . a S t %

20| easrige bR AL . %’5‘6} 5378 pang s ormore
55% atmtit 2265%6 br mbreaboB (%6 mmq;rg,a@putgg (] orgg%s ai:p 33{0 Qr more, abou
aﬁouﬁz 59%9 m@fe, &oul 595 br bR UboEENA 3% ormore) aboet 400 ommare, about 42.5%

bef %
phar WE’(B(EEH cg\% :4?’6“0‘%;5‘6"3? ?!;u%ut ﬁg E%Q{ E%Jrr?mtai?&em S@‘f’o ok Bfore, about 52.5% or

pharmaxcemrtabclalﬁmm@tl on of the inventi on when
admi ni st er ephd IDB-PRYE Eollowinethe adivinistratemé. gsaﬁcn4 Méﬁs of treatment)

nor e abl d by about
e
thol 2024 elaive togretreatmenh BDAC 2 ab%%%{*’ °581°F?7 't"i/ °

t he pabi 2% bS] abut 30vporahere abouti3E. STETMeTe bRty /‘(Qisﬂ"“‘ about
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The placebo tablets comprised 175.1 mg of microcrystalline celiuvlose and 262.7
mg of lactose as diluents, 18 mg of talc and 1.2 mg of magnesium stearate as Iubricants, and
90 mg of low substituted hydroxypropyl cellulose as a disintegrant. The placebo tablets
were similar in appearance to the tablets comprising Compound 1.
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Blood samples for pharmacokinetic analysis were taken 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
30  dosage profiles and are defined as follows:
tax Time of maximum observed plasma concentration of the active form
of Compound I;
Cruax Maximum observed plasma concentration of the active form of
35 Compound I;
tin Half-life of plasma concentration of the active form of Compound I;

AUCq., Area under the plasma concentration-time curve (AUC) from time
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prepared essentially as described above, with the exception that human plasma was isolated
from humans who were not treated with Compound L These “blank plasma” samples were
25  combined with 2 known amount of Compound L.
The mean test results for plasma pharmacokinetic parameters, AUC .
(ng-h/mL), AUC .. (ptg-h/mL), Cruax (pg/mL), ti2 (h), and tyax (h), of the active form of
Compound I are summarized in Table 2. '
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of 300 mg of Compound [, the Cua was about 0.16 pg/mL.
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The data in Table 2 also demonstrates that a pharmaceutical composition

comprising a CETP inhibitor can achieve a maximum observed plasma concentration (Cuu)
of the CETP inhibitor, or active form thereof, in the bioodstream of a mammal of af least
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Doses were administered at similar times for each subject in each treatment

25 period. Dosing commenced at approximately 08:30 hours. All subjects fasted from food
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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 1 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 laboratery safety evaluations had been
performed on the following day. Water could be consumed at any time during the study,
witl: 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 .,
(ug-h/mL), AUC ¢ (ug-h/mL), Cpax (tg/mL), ty2 (h), and ty, (h), of the active form of
Compound I are surnmarized in Table 3.
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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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As demonstrated by the data in Table 4, a pharmaceutical composition
comprising a CETP inhibitor can achieve a maximum observed plasma concentration (Cuas)



Compound 1) when adm nistered in a pharnmaceutica
conposition according to the invention. Japanese nale
human subj ects were adm ni stered 100 ng, 300 ng, 600
ng, 900 10 ng, 1200 ng, 1500 ng, or 1800 ny of
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breakfast. Adm nistration, dosing, and sanpling
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The mean test results for plasma pharmacokinetics parameters of the active form

30  of Compound I, AUC g {(pg-I/mL), Cuax (1g/mL), and tinax (h), as well as tip a (h) and tin

B(h), are summarized in Table 3.
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20 EXAMPLE §
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
25 mg, 900 mg, 1200 mg, 1500 mg, 1800 mg of Compound L, 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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from Baseline (Pre-dose) in CET? Activity Percent
Changes f r oms BefodRaal yshadutein Tailes] a pharmadeutichl @apositivn

Cd)ﬂ)s g c;éﬁ%ir@: ZCETFintibitbr BarSiinidvt aeStaidih CBTRGERAy Pat 1edst-alout 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 & CETP inhibitor can achieve a decrease in CETP activity of at least about 25%
15 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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det eadniisistered AR aithputifood. mﬂdmcmsamﬁnﬂmw mypre marked in
the fed treatment protocol as compared with the fasted treatment protocol. For example,

20  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

25  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).

96
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CETP activity and changes from baseline (pre-dose)
over tinme were neasured, and the resulting data is
summari zed in Table 7. The nmean changes from baseline
(pre- dose) in CETP activity over tinme are set out in
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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%



Rel ati ve CETP activities (calculated as a percentage
of baseline CETP activity) and standard devi ations
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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
25  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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This example illustrates the effect of the administration of Compound 1on CETP
activity and lipid levels in healthy individuals.

About 200 volunteers (men and women) were randomized to receive placebo or
to receive 300 mg (low dose), 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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Property Placebo 300 ng 600-ng 900 ng (n= 50) (n=48)

(n=48) n=52) CETP Activity 92.023.9 90.018.6 89.917.7
95.219.4 (% of control) TC (nmol/L) 5.61.1 5.91.0

5.71.0 5.910.9 HPLIC 1.160.23 1.160.20 1.21-+0.25

1.160.24 (mmol /L) LDL-C 3.81.0 4.10.9 3.70.9 3.90.9

(mmol /L) TG HDL-C 5.01.4 5.31.4 4.913 5.31.4 ratio 51
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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 ],
respectively, following daily treatment for 4 weeks. For example, HDL-C levels were
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
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 fo pre-dose levels at a dose levels of
300 mg, 600 mg, or 900 mg of the CETP irhibitor (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 basefine

levels of the 300 mg, 600 mg, and 900 mg treatment groups, respectively.
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This example demonstrates that a formulation comprising 300 mg Compound I,
hydroxypropylmethyl cellulose 2910, talc, magnesium stearate, crospovidone, and low

35  substituted hydroxypropyl cellulose (as described in Example 1) can be formed into an oral
dosage form.
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inventors intend for the invegtion to be practiced

ot herwi se than as 25 specifically described herein.
Accordingly, this inventio iggl des all nodifications
and equivalents of the su& tter recited in the
cl ai rs appended hereto as permitted by applicable
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The conposition of claim2, wherein the chol esterol
ester transfer protein inhibitor and the
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ischemia, stroke, myocardial infarction, reperfusion injury, angioplastic restenosis,

hypertension, and vascular complications of diabetes, obesity or endotoxemia.




7. The use of claimb5, wherein the cardiovascul ar
di sorder is selected fromthe group consisting of
cardi ovascul ar di sease, coronary heart disease,
coronary artery di sease, hypoal phali poproteinen a
hyper bet al i popr ot ei nem a, hyggrchol esterol em a,
hyper|i pi dem a, atherosclerosi's, hypertension,

hypertri gl yceridem a, hyperlipidoproteinem a
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adimingtered at adailycdose ef 9O merwigdr 6, in the bl oodstream
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AUC,.« of the cholesteryl ester transfer protein inhibitor, or active form thereof, in the
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pretreatment when the cholesteryl ester transfer protein inhibitor is



adm nistered at a daily dose of 600 ng with food. 13.
The use of claimb, wherein cholesteryl ester transfer
protein activity in the bloodstreamof a nmanmal is

i nhi bited post-treatnent by at |east about 35%
relative to CETP activity pkgtreatnment when the

chol esteryl ester transfer protein inhibitor is

S-[2-([[I-(2-ethylb | ohexyl ] car bony| he
SHLp-B) eSS ora TR gl 56 TaBpIpanethioae

ARsiired A% 8H1YUdsE of 866'me with food.

12. The use of claim 5, wherein cholesteryl ester transfer protein activity in the
bloodstream of a mammal is inhibited post-treatment by at least about 25% relative to
CETP activity pretreatment when the cholesteryl ester transfer protein inhibitor is
S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]Jamino)phenyl]  2-methylpropanethioate
administered at a daily dose of 600 mg with food.

13.  The use of claim 5, wherein cholesteryl ester transfer protein activity in the
bloodstream of a mammal is inhibited post-treatment by at least about 35% relative to
CETP activity pretreatment when the cholesteryl ester transfer protein inhibitor is
S-[2-([[1-(2-ethylbutyl)cyclohexyl]carbonyl]amino)phenyl]  2-methylpropanethiocate
administered at a daily dose of 900 mg with food.



