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HEXAFLUORO SOPROPANCL SUBSTI TUTED ETHER DERI VATI VES
The invention is concerned with novel

hexaf | uor oi sopropanol substituted ether derivatives

WoR0gsH74Bbrmul a (1) OH CF3 CF3 R R3 RZ (| pCHEmzosin2s7

5 R is hydrogen, |ower-alkyl, or hal ogen; one of R2
and R3 is hydrogen, |ower-alkyl, or halogen; and the
other of R2 and R3 is -0-CHR4-(CH2)m (CHR)n R6; R4 is
hydr ogengxaFoyeen s sdekydanoarsyksratyio Eawer plrtdves
heteroaryl, or heteroaryl-lower- alkyl; 10 R5 is
hydrogen or aryl; R6 is phenyl or aryl-Iower-alkyl,
whi ch phenyl or aryl-lower-alkyl is optionally

s ubst *rw&,e&nm&olm&ﬁeéwﬁmm ﬁé@mo%oéoreg @ﬁs:a!n%ﬂsufog f]ether
Yjl%aoup consua |ng of am no, | oge
esiob st RY (1) “hydr oxy- | ower - al kyl, R8-0- C(O)-

@RWMX@ R'OCU)Jmm-wkw,

R12R SNKXC»-Iomer-alkyl -al koxy 15 and

aryl -1 ower - al koxy; or %ﬁf CE0 6-nmenbered
nmonocyclic heteroaryl whi‘chlis optlonally substituted
with 1 to 3 substituents s€legted fromthe group
consi sting of | ower- aIkyI jor o- | ower-al kyl,

hal ogen and aryl, %g s<.gptionally
substituted with 1 to 20 ugbstltuents sel ected from
the group consisting of ami B0, hal ogén, |ower-alkyl,
fluoro-I|ower-al kyl, hydroxy-Iower-al kyl, R8-OC(O)-
%ﬁ O-, R-OCO- | ower-alkyl,

NC(O) - | ower - al kyl, | ower-al koxy and

Ly r- al kox 6/ 037480 PCTI EP2005/ 010237
iﬁ E%EVﬁmb‘ﬁﬁ%ﬁB¥£%25$%§B1|c heteroaryl which is
optloqpll¥$$ubst|tuted wth 1 to 3 substituents
ef etk edd iy shvitigeylotmp-aloher balvge: asd | ower - al kyl ,
fluoro-1lower-al kyl, halogen and aryl, which aryl is
i dtharalf Ry arslib'ss }OTHEd- (WHE .- CHIR®) 3RE UbsSt i t uent s

r? is hydrogen, lower-alkyl, aryl, aryl-lower-alkyl, heteroaryl, or heteroaryl-lower-
alkyl;

R®  ishydrogen or aryl;

R® 1s phenyl or aryl-lower-alkyl, which pheny! or aryl-lower-alkyl is optionally
substituted with I to 3 substituents selected from the group consisting of amino,
halogen, lower-alkyl, fluoro-lower-alkyl, hydroxy-lower-alleyl, R®-0-C(O)-,
RER'NCAO)-, RM*-0-C(0)-lower-alkyl, R*RPNC(0)-lower-alkyl, lower-alkoxy
and aryl-lower-alkoxy;

or RS is 5- to 6-membered monocyclic heteroaryl which is optionally substituted
with 1 to 3 substituents selected from the group consisting of lower-atkyl, fluoro-
lower-alkyl, halogen and aryl, which aryl is optionally substituted with 1 to 3
substituents selected from the group consisting of amino, halogen, lower-alky,
fluoro-lower-alkyl, hydroxy-lower-alkyl, R®:-0-C{0)-, RPRNC(O)-, R'-0-C(0)-
lower-allkyl, RPRPPNC(O)-lower-alkyl, lower-alkoxy and aryl-lower-alkoxy;



sel ected fromthe group consisting of am no, hal ogen,

| owner -al kyl, fluoro-lower 5 alkyl,

hydr oxy-1 ower-al kyl, R8-O-C(O -, RORLONC(O) -,

R'-O-CM | ower-al kyl, R 2R13NC(O) -1 ower-al kyl,

VoretsdTaROXxy and aryl -1 ower - al koxy; or R6 i sPCI/EP2005/410237
het er oaryl - | ower - al kyl which isz2optionally

substituted with 1 to 3 substituents selected from

the gr og:p{(‘;d@megﬂq'erpé k@wclp@g@q«roagylmc’:h is optionally substituted with 1 to 3
fluoro- &&V,‘@cﬁeﬁﬁ &Yilcted frkih ih@|gﬁ@@&0ﬁﬂﬁm§b§/ﬂoweMkjﬂMﬁ<y~ﬂower—aﬂcﬂ,
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shydr OXYa]kﬂV}ﬁrHI&Jyliner 1RO 0)- , RERAGNC)H QR -0-C(0)-lower-alkyl, -
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-O-R7 or I|ower-alkyl - is aryl which is
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sel ecte rom 0 consistin

hal ogen P URENS SR T S R PSRRI B Rl L?%ﬂl fgpro-lower-aiql,
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Ith O Clgegkfeh%gfh@l kW, cofstiRng 3NGhLAL; hallpee rlov%irla%jﬂ, flizoro-lower-

ower - a and .ary|

het er oa %) TRy "T’d}f"?gﬁa%%ggugsﬁ ﬁﬁ@d%l hc(f))t18wer'

3 substR RQN&O§k}m{a§@i lofweopikbkangrasilposearaiostsi ng of

| ower - al kyl, fluoro-Iower-alkyl, hal ogen, am no,

hydrox I Ik R ROR10 O
BR11- O)C/:() Oé/}/?_ I g* §1kg’%Fé’E‘éPQl:%NC(O) Igl\%(er)al kyl,

| ower - al koxy, aryl -I ower -al |l coxy and aryl, which ary

i sRO5 opstardmhichys entieselinsubsiuiad WHh1 te 3 S@Sgisaﬁ%t@ Fqlf’tﬁtéfﬁt%’m the

Seldeﬁt legrotlf;. @@ﬂstshﬁ §f QhiRo qanfgbxﬁuzbm alifyl, fllbonelbwar-Ri, hydroxy-

an a 74 12p 13

i ndepen |’?f|21 %(acc?%q{? gﬁh (gr Eﬁ%ef'ﬂkﬂ RERTNC(O)-
| ower - alcwtvalkyiniow@ésgxy wduagl@vmr-aﬂmﬂo and

sgphar maceuti cal |y accept abI e salts and esters thereof.

Fg{ t thﬁre ﬁ%ﬂ& Petgr;()g{]y %shog 8%£I$rsgbesitu\%cf Ifial RN L4858 Ruents selected

phar mac &ati tbagropp e@asrsapg eHewemlist foert- lﬁh"‘ﬁf%]@itlhhalogeﬂr amino,
CONMPOUNH{drB5y-MWekt- al ,khe- caa}ae, RSR“’Nh:ecsp R'OApOUD T Bviepblkyl,

t he produgts
Li ver - X-g\ @Eﬁﬂg?io )%%? ?ar N ms grﬁ?po%gtﬁ%ggﬁﬁﬁglagl which aryl is
25hor none op mbstltggidgu@e];méﬁpbssptuepppéel@(g&frgpéhe group consisting of

acti vat eyl I’}ﬁlggjﬁ]ﬂ,@@kﬁ oxysterols and regul ate the
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RE, R®, R, RY, R'% and R independently from each other are hydfogen or Im;fer_alkyl;
m 15 0 to 3;
n. isQorl;

30  and phafmaceuticaily acceptable salts and esters thereof.

Further, the invention is concerned with a process for the manufacture of the above
compounds, pharmaceutical preparations which contain such compounds as well as the

use of these compounds for the production of pharmaceutical preparations.

Liver-X-Receptors (LXRs} are members of the nuclear hormone receptor

35  superfamily. The LXRs are activated by endogenous oxysterols and regulate the



transcription of genes controlling nultiple nmetabolic

pat hways. Two subtypes, LXRal pha and LXRbeta, have

been described (WIly et al., Genes Dev. 1995,

9:1033-45; Song et at, Proc Nail-Acad Sci USA. 1994,

V90 20008898013) . LXRbeta i s ubiquitously expresEEP2005/010237
whil e LXRal pha is predom nantky expressed in

chol esterol netabolizing tissues such as the liver, 5
adnmmmnpnonnfgstsmmﬂuﬂhnﬂ radtindpratgholicpathwayR wowhiyatse LXRalpha

a\aambxtﬁqgavpﬂaéﬁldeécﬁgé illy 68 PQAREDet. Eg?sg ? xg;?g -45; Song et al.,
I i T PR B LR A .o
C hﬁ%&ﬁ:@m@redarmmpr'rmwp in chplssierotmytabolgfirgdisenes such as the liver,
s iR @grﬁésﬁﬁe }AIQ:I mhd8p ﬂ ¥ el‘helm ﬂ%&ﬁﬁt@e{ RuriddyS# physiological
i nvol ve chol est.e
TeEREBI S APRIRE ISP 4 ﬁﬂo?eéterfr SR B o) flmiggtion (e acd
i nfrhthasin} dndnrand@ et cbqsl@g@n}tfrora pm@craﬁg@sgtsyu&ﬁas&nadfpopmtems to
al the P '"ﬁi}t&RMJblss%&%& Yo PHidoSE He@bSRAS ErdMdMLOI b olism in the
concentr ti ons of ‘?"Fﬁa hi'gh-density |ipoprotein
HErBstel PHEEEpD é’m’“&gﬁ%r oprotective function
of HDL was first highli ght ed al nost 25 years ago and

10 st i nul dtt@desenssappordmitd half offlwaentevitle coppnry artery disease have Jow
ert%h&&%ﬁ&kaif fag@lh H{vﬁ demgr a@ﬂot@naﬁiek&oa gibev®l The -

f Ll\gtlll&t{rg%rﬁte ve'_fﬂl_ctghl érs’t g{gs 1$9I)t(fd a-{mest BE 0%1%0 § %§id stimulated
't emxpledationwd ﬂsegemlaeé t@m@nnﬁnfahfgﬁeﬁtﬂm H[ﬂsien@dﬂlgiué%levds (Miller
thep! ﬁmg @b?801f3 91@@5 %E%E&Ecuvé ﬁﬂ%&%ﬂI—SDL BerPRE fr@ﬂﬂ% ableina

tISSUGS C in the
15 pUROrO TR O P GHE PRy PET T rarovs g cholesterl

defkim eelb in peipbhel steriotludiog therophags foagnetlls in the atherosclerotic

St Qls-oreleabelilizi 9 HDY QBASs 1mhom%e{oah@§we§ @ndith8l-metabolizing

and eli m natiaqn | St udi .es- hav
e a1 b Yo S Oa Y B TF o ar g d T oh that HDL-C
di lsetrsee piedktivard eprontig attbry distask ook mémﬂgnﬂz (9f10W~d€n81tY

20 | 'WE&Eﬁcholeﬁabﬁimr@1ev(eisl@bo@bnleea4el«ﬁ] (¥ged.dory, 617G 14).
Med. 1977, 62:707-14). At present, the estinmated.
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( nelflersyhodre EDE- @/&( lps SAndg yog/dl is é%é%iﬁ&) rad 57 fe Herdes)- A
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25 ¢t hmtaﬁ?@h?ﬁtblsaw%fé‘tentlal of this approach It has
been observed that as many as 90% of the 14 mllion
di aghodehastbygarobdervel thbietsintnp ag $080 vSthe 4 wilBorUdiagreded type 2
St tﬁgtfe%c BhGer P PG AR S QRO rw il o Polik i PI BRRDHIpBRion of

I abet] c patients have
c otareeei fiaheticansenss bave gogr ?laOﬂgentrst g@?fr?a%mé hOffies have shown

t hébt thbprepilenaloenes cl@:ﬂeste@tﬂal 240 ad/ @St F90In drali0 nreg Aokt 44% in
{ ok 4 0
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are 31% an Y% . and
g 284 af 11% '8 befemep MO REDRENC Hitea i diease in which a
WopeRiant £ td coatryl glidostietelsn b od isdiesreasdbecausafol ghtia
PaLAER R ATkbhd b fhe g&sr{&ﬁmsgm CORR 1f BYRS (FIDPL 998 called non-
ecrease ecause artial
msu]m dependent diabetes me htus (NIDDM)} and has been shown to afflict 80-90 % of all
35  diabetic patients in developed countries. In T2D, the pancreatic Islets of Langerhans

. continue to produce insulin. However, the target organs for insulin action, mainly muscle,

liver and adipose tissue, exhibit a profound resistance to insulin stimulation. The body



i mpai rment in response to the action of insulin. Type

Il diabetes (T2D) is also called non- insulin

dependent di abetes nellitus (NIDDM and has been

shown to afflict 80-90 %of all 35 diabetic patients

i n devel oped countries. In T2D, the pancreatic Islets

of Langerhans continue to produce insulin. However,

the target organs for insulin action, mainly mnuscle,

| i ver and adi pose tissue, exhibit a profound
continges tg eefnreasatobyi medicing uaphiysilogicalbrhighbelshs dhysuling which ultimately
decr€8ih Hé@Sterl s@hgEOITIRNERLR, MY tPEBEELNShA failure of pancreatic insulin-

| ol ogi C . high. levels qof insulin, which . .
procH LR B, B ot d o " ol syl o win ot
Co-w@@a%zn%ﬂd@g fngulgsasaisianceohyslimdimiia hynertensisn, gralatheliad disfunction
and infisminhiory fiiedchdletaRfy. capacity. Thus, T2D is a

cardi ovascul ar - met abol i ¢ syndrone associ ated with

MUtThd f5Qine ©PrEMAR: fir il @PideinRGh FahGeslaPilehencrally involves 2 low-
ertensi on, endot hel’j al

resistance,. dysl.i pi dem hy
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modatttirpla@&fHucl@Nefial And fibNE e sipideRi; arldatypsdemic drugs, e.g.
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. ] Iy em.c drugs, e.g. sulfonylureas,
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a ulators o WO resul.t 1n ¢ unpds

of LR ol e st eeBims A s Tous i i S Beres e
cardigpaserilartrepridias andxmestatityond sgokejaphegit distdse Rekans plssertvirtingialso
suggyt O thére isaiRGndepdndént HRR-hediddeksct Ok URE Biendlization in addition to its

5 r nR, 0107 i
role QB0 gBRGEE ol 8 7 Bio, RS o0 TP 1T g 4R roduators ca b
showayupgrigk therapeuhis PSRy o8 HI ] -migingiad atharoprofsrtiee with addideil effects on
diab@és, tdngpaatdhe st eheples. | esi on, and agoni sts of LXRs
have been shown to be atheroprotective (Joseph and

TOTHeQIdOA cotabdunds &dldbed Réraih NBG&Qcen RARBo bd %8 gﬁd@e}ectively activate

T tars. ..of woul effectiv
Lk S i d TR BBl (X R e Bty e
absorpriereisireduseds HPL chalpderahiageisrsed, and rifiprmeiprycateeraselenosis Istrsduced.
Sincohulsiple icets ancbnibvad dystipaieasand Betsliol MifakMal ird Air@bsaidy LXR
m ell 1sc i jal com
odﬁ?t]cglg%fbtv 1@@%&1@?&@ 1b¥d ﬁg}efnqu%Dmmg#%ag%?f %Bt?%éal compared

e ulrn-sensitization 1 n )
to the ggmpoupds alrrady SBPER ALIRF i henfandhergfpre by upgddp theygpment and
propR0O®; of2ik8asts) BHiiet6ire mbiiged B NFod phlaah &/ pisLXRbetadgonists. SachMdiscases
includdHREEASY Lifi Bk dRAL & 1QE Ipe@EYarlNoW BB L @b&aE, ARFLDL-

at hergprotecti on, W additiqgnal effects on . .
chol Y s RoSEe Bbansdiebe b5 Perhb e R atin SopRionaetes mellitus,
metapigppidienee, distividergiadA eaimérts disease sbrsisnanl onfhohntaprbdisedses euch as
colitigPan@ekias thol@kayis@etosH 3t Be likekPsaviaai anddttlr idfRBmBRleR @feascs of the

: ' R bet a.. Conseauentl
sin, SR iy hSCu Pl B08, ot B SRS ttess o
impajred/impegvable segnitiys dircHen- Mateavers leaptsér oscl erosis i s
reduced. Since nultiple facets of conbi ned

dysl i pidem a and chol esterol honeostasis are
addressed by LXR



nodul at ors, novel conpounds di scl osed herein have an
enhanced t herapeutic potential conpared to the
conmpounds al ready known in the art. They can
therefore be used in the treatnment and prophyl axis
of di seases which are nodul ated by LXR al pha and/ or
LXR beta agoni sts. Such di seases include increased
l'i pid and chol esterol |evels, gﬁrticularly | ow

nﬁi@hﬁc@ Eg E].Gi:tri BERin.cafl bQﬁ;Seg?ﬂreﬁHl@ﬁt?gﬁs p Eatmscof a%er~related and
i cul
SRt E s T AL

yndrome, dyslipidem a, Al zheinmer's dlsease sepsi s,

%%P?I&Pﬁ?ﬁ@%ﬁi biiddp gralasti iR bk A alpha.aid; LgRsbeta have previously been
suggrated (emt WO 08/0927166). éBbvaedr, Shdre 3150ib & seed fortnbe chinp@ingds with improved
proﬁe?@és' BRLSscd rlllgreﬁlt he Eoﬂlﬂb%@)mrﬁﬁlﬁ (ﬁ lwﬁfcﬁ%ﬁﬁ t& iXkGﬁ)ha and/or LXR

bet? S Soponds IBFSSES hagesiaerirod bl eaied phdmacological properic
comipaysd it el Lommnodsdinben ool kit corcefnimmd §. oretabMby edbiléy.,, bidakalability
andAGKE. - 5- conpounds di scl osed herein can be used for
treat ment and prophyl axis of age-related and
Inmﬁﬁ%ee@tmrel%@aw%m@m%s%@m fipr ms of macul ar
degener at’i on. her conpounds that bind to and
activate LXR alpha and LXR betgHhave previously been
suggested (e.g.: WD 03/099769).} However, there is
still a need for new conpoid Qi nproved
properties. Disclosed herein ark conpounds of fornmula
(I') which bind to LXR al pha a LXR beta. The
compounds di scl osed herein un: tedly exhi bi t
i mproved phar nmacol ogi cal R eSftconpared to the
conpounds known in the art, congerning e.g. netabolic
stability, bioavailability and'activity. Jn a first
aspect, there is provided conpounds of forYula (1)
OH CR3 { CFa F[ (1) wherein R is hydrogen
whefgper - al kyl, or hal ogen; one of RZ and R3 is
hydr ogen, | ower-al kyl, or hal ogen; and the other of

R' R2iapdoR3, 10$ver-&%hal()gﬂ2) m (CHRS), R6; R' is

hydr ogen, | ower-al kyl, "afyl, aryl - ower- al kyl,
£ or heteroaryl-lomer alkyl; R5 is
°neﬂ§]%1r"6‘§§n¥sé?’drﬁg?t lowggsalkd: gshalagan: 4y ar yI -1 ower - al kyl ,
whi ch phenyl or aryl-lower-alkyl is optionally

the sthdyst Rt ankl®d iswOtEHR Y OHg), 3CERHSRY t uent s sel ected from
the group consisting of am no, hal ogen, |ower-alkyl,

TR At BB o B L e

R*  is hydrogen or aryl;

R is phenyl or aryl-lower-alkyl, which phenyl or aryl-lower-alkyl is optionally substituted with
1 to 3 substituents selected from the group consisting of amino, halogen, lower-alkyl, fluoro-lower-
alkyl, hydroxy-lower-alkyl, R*-0-C(O)-, R°RNC(O)-, R"™-0-C(0)-lower-alkyl, RZR“*NC(O)-lower-
alkyl, lower-alkoxy and aryl-lower-alkoxy; or R® is 5- to 6-membered monocyclic heteroaryl which
is optionally substituted with 1 to 3 substituents selected from the group consisting of lower-alkyl,
fluoro-lower-alkyl, halogen and aryl, which aryl is optionally substituted with 1 to 3 substituents
selected from the group consisting of amino, halogen, lower-alkyl, fluoro-lower-alkyl, hydroxy-
lower-alkyl, R*-0-C(O)-, R°R"*NC(O)-, R"-0O-C(O)-lower-alkyl, R”R *NC(O)-lower-alkyl- lower-
alkoxy and



al kyl, | ower-al koxy and aryl -1 ower-al koxy; or R6 is
5- to 6-nenbered nonocyclic heteroaryl which is
optionally substituted with 1 to 3 substituents
sélected fromthe group consisting of |ower-alkyl,
fluoro-|ower-al kyl, halogen and aryl, which aryl is
optionally substituted with 1 to 3 substituents

sel ected fromthe group consi stang of am no, hal ogen,
| ower - al kyl, fluoro-I|ower-al kyl, hydroxy-

aryl-1BWE a1k kVdr R® R fnftlef bicy B T A Phiich is optiﬂgll}f substituted with 1 to

R'-O-C(Q) -1 r-al kyl, R'ZR13 ) - | ower - y
3 SR ek A e o g QAT 4 iero Gpvefikylsalogen and
arylgwivehriye} ie dptsinalycdubstititest witholtoydl substituehts sedectp friomrad gryup consisting
of, &hiBS, thhfobdre wa-41ky1 1dofo-loFeSHRAL ﬂyﬁﬁbﬁf‘oﬁveﬁﬁl{ﬁ Pﬁte@—d(bﬂ,n?{ngNC(O)-

R u s}, 64 1 f | ower-al k .
S RN SRS RS UL B sy oy or o
hetesppryldemsgrialkybvitish is optiealixgubstitaied witlgl o itsubstitugetn sedected from the
grogedoagitiag of 1oasi-41ke, WibaidweoAEj Saiodeh an@bsyl, #MRQry] is optionally

Subﬂ%%g\gﬂl } %)\%\ngrﬁf)sg]ﬂ{?% Eelg@%d@%t%%%%@&@n? halogen, lower-
alkohy fiyerodopyr=4 ligtheiy draiyclpwver- R g RE SRE(O) R BURE(QI IRy HO-C(O)-lower-alkyl,

RPR'BVE(0)-ddvicoxliy laloorenal kdxy laodway Halviealktxy:air RRE -OR” or lower-alkyl-OR’;
het eroaryl -1 ower-al kyl which is optionally
R’ SU k?ssédrltvé'ﬁ &4s ti%ﬁ‘aﬂ%.sﬁ&ti%%eﬁ lQX;th‘fitll ¢b ggﬁbtsﬁlugh% s%l%stgcg frcf)nrl [0 group
t.he roup .consi sting of | ower-al kyl, o
conffiipg DT BRIOETK &H“’,er‘%gﬂo%*&ﬁo'g’w&f'ﬁwsl hydigry-ty egrplipyl, RsO-CO)-,
R'RIPIC(ORRT--C(OMbster-biltt o B “RENG(Q)- booedllglilioidr ket s1d aryl-lower-
alk3§! SR @hefef 2R IhRh S PHBMAP bkl HitR] 1A IBRiuREAYER: from the

groﬁ%gsgézvg :ogﬁééi:r_—%]}:)ﬁﬁugfo:_—\l&va\% ) ylé)%!o’g%ﬁi@fq@(y@)oz{)’rnlower—alkyl, R3-O-
C(OR, RO T @A, BIeH-Cedkgwer-allggd, Q@) lowevabinyl, ddveyalkoxy, aryl-lower-
alkdx@WRd arl KRSl argid opionhity QWRInra d@XYio 3QhbsHRehtSseteteRiroRthe group

i r-al kyl-OR.; . R _isparyb whjeh j.s;.0ption
cong BB EAeF i g o RS RETE & B TR E A BRae BB b fog ch other ae
hydgagen ¢lowgs-alkebnsi sti ng of ami no, hal ogen, |ower-al kyl,
fluoro-1ower-al kyl, hydroxy-I|ower-al kyl, R8-OC(O) -,
m RORNGGED -, R'-O-C(O-lower-alkyl, R 2R 3NC(O) -
| ower - al kyl, | ower-al koxy and aryl -l ower- al koxy; or
R i%éngﬁeroaryl which is optionally substituted with
lto Substituents selected fromthe group
consi sting of |ower-alkyl, fluoro-I|ower-alkyl,
and pbdroesnticaliniaseptativyditoangd-estoxsetreraf kyl , R8-O C(O) -,
RORIONC(O -, R'-O-C(O) -1 ower-al kyl
R1 AR SN@Gd@ pekionere-igpricyilied d oees fot foxyinufeiyd of @MPsunds of formula
(1) RlaBERY BRE i procdicGhREY! s optionally substituted
With 1 to 3 substituents selected fromthe group

consi st r=alk nd hal ogen; R8, R9, RI0,
Rl??%géhg%8&TQ§M§3%@%3%%Q%%Iy fromeach other are
hydrogen or lower-alkyl; misOto3;, nis O or 1; and
phar maceutical |y acceptabl e sal tts” and esters thereof.
In a second aspect, there i; [ vi& d a process for

t he manuf acture of conpounds™&f |ffo la (I) as

defi ned above, which process c ises a) reacting a
conpound of forrmula (I11)

R R
7

)



A CFa CFa R R8 (Il) - Sb - with a conpound wherein
R, R R5 R6, in and n are as defined above, one of
R2 and R3 is OH and the other of R2 and R3 is
hydr ogen, |ower-al kyl, or halogen, and A is hydrogen
or a protecting group, or b) reacting a conpound of
formula (I1) OA CFa CFa R (Il) wth a conpound
LG CHR-(CH2) m (CHR5) n-R6 wherein R, R4, R5, R6, in
and n areas defined above, oM of R2 and R3 is OH and
the other of R2 and R3 is hydrogen, |ower-alkyl, or
withalcogpound| G i s a IeaV|ng group and Ais hydrogen or a
protecting group. In a third aspect, there is '
whqmile R R’ RInp anthdlare asdefladiisbed, aloyR? andRER O and the other of R* and
t
it a‘ﬁ‘é‘%%%@yfﬁzi%efﬂ%ﬁ%%%?yﬁeﬁ RN E . &
osi tions si.ng a conmpound as defined above
b)mm3 %F‘W%?W%%%ﬁ%?? acceptabl e carrier and/or
adjuvant In a fifth aspect, there is provided
conpounds as defined above for use as therapeutic
active substances. In a sixth aspect, there is
provi ded conpounds as defined aboye for use as
therapeutic active substances f®r the treatnent
and/ or prophyl axi s of di seases_W |&E are nodul ated by
LXR al pha and/or LXR beta agéniitsS.35c- In a seventh
aspect, there is provided the of conpounds as
defi ned above for the preparat pf medi canents for
the therapeutic and/ or prophyke t L eat ment of
di seases which are nodul afed by Lxﬁqalpha and/ or LXR
beta agonists. In an eighth aspgg¢, there is provided
the use of conpounds as defined above f@ t he
preparation of nedi canents for the ther zeutic and/ or

withgreophyund EGHGTR ' EHDRECHR QR ncr eased | i pi d

wherein RY, R*, R®, R, m and n are as defined above, one of R and R? is OH and the other of R? and
R* is hydrogen, lower-alkyl, or halogen, LG is a leaving group and A is hydrogen or a protecting
group.

In a third aspect, there is provided compounds as defined above, when manufactured bya
process as defined above.

In a fourth aspect, there is provided pharmaceutical compositions comprising a compound
as defined above and a pharmaceutically acceptable carrier and/or adjuvant.

In a fifth aspect, there is provided compounds as defined above for use as therapeutic
active substances.

In a sixth aspect, there is provided compounds as defined above for use as therapeutic
active substances for the treatment and/or prophylaxis of diseases which are modulated by LXR
alpha and/or LXR beta agonists.



| evel s, increased cholesterol levels, |ow
HDL- chol esterol, high LDL-chol esterol,
at herosclerotic diseases, diabetes, non-insulin
dependent di abetes nellitus, netabolic syndrone,
dyslipidem a, sepsis, inflammatory di seases, skin
di seases, colitis, pancreatitis, cholestasis of the
liver, fibrosis of the liver, 5macul ar degeneration
and/or Alzheiner's di sease. Unl ess ot herw se

cat ed ol Low ng definitions are set forth t

he
| | I BEPraP a%PﬁE‘ %%rﬁ ﬂsrPé"‘fl%"é“ %*Sﬁ%ﬁ‘@nl%?ﬁadssaé &ﬁ%ﬂe&fab?‘f?efor the
prepagtionpd medicarsentpsforithe shegwsetid dod/ot hreplnmoen treametrarf disgases which

are hiddhile® bE DER lafph® #td/ @M XRWetd Lobes| ower” is used to
mean a group consisting of one to seven, preferably

f our arbon S he ter halo
P or B8 B pit, FiYs R nirThete of Gima g o AR ve for the
prepgratipniof weditaveents dor the therapeutin andéor prripheadie imegmenteff @rcreaskd lipid
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SeP§ élﬂla@nllamml%;as(% ,sblaﬁhsgqsmollus,ma@qr@apg% Icholestisis pbthe liver, fibrosis of
the Hivet] ile@nlac degoomativh and/pr AMRh@mprisefigiabl y one to ten

carbon atons. Lower-al kyl groups as descri bed bel ow

j SRicay &h@\h@é iﬂﬂlEzlﬁgd ﬂle'ﬁMﬁqvﬁﬁé’d&ﬁﬁmo&Q@e ste?fomtl ;[10 111usr11:rate and define the

al one or 1.1 on.w er

mea n%\gﬁ& sc‘félé e(%{‘e g Jarious éer%l? gsrgag III%‘ %:s%} et tl?vgptb(ﬁ]the{l?ﬁ]al n

E‘?T\E(“al ent_al kyl radjcal of one to seven carbon
S Spredtcaionihe fogh dovy” B to BSIHoHOw GRHSng R ape to seven,
pret@bmqfsneftmﬁmearbexanqu(sbf| ed by such radicals as

met hyl, ethyl, n-propyl, isopropyl, n-butyl,

s- g gé{m "Ha}o@&ﬂ' ydfer@ ﬁdﬂﬁdﬂlﬁe IchiéBne, b@ﬁﬁfe'aﬁ«li teMine 341 @URRBrif Bhlorine

d% il ubstltuted e.g. by hydroxy Such
o st{]t ﬁt%pé&ﬁa%/\ier al kyI gr oups are referred to as

7 Unsubs uted | ower - alk
gr Eﬁﬁ ptgn% raéky f %If”éer ?Iérd CORBIRATION W OPES . P%’Whed or
strajggf-ghain mqsmmiw@ pateriied plighatie b@nmbom raglical qu)nc)to t@enty carbon atoms,
prefBiabllyiopd ¥ sixfddh Sdrbdribdi@ s ‘ﬂlot'ébréfetésl&'oﬂ@to tEXAMRL 8BRS Lower-alkyl

gro@&gp&gcrlbgtﬁ%o% Ai gl%‘%g‘g? ﬂ%ﬁ CF;:EI.I_QCFZ CF%:'e ?gfs ’m

”alon / I n co tlon nifies a
or i AR BUES gfs? O R By rothes ot Biiteeck branched or
Stfa@ﬁ*acwqiﬂpﬁfl@@ ellylradipg! ofipncto sdven saomratiamsy paferably ape cafour
carb®A kfoyhls MhisxBreib mﬂher @&m@ﬂﬁéd@'sﬁc\ﬂ raditpss |n¥e%1§f[1 'éth?ln g—pﬁo’ﬁﬁ

o1 b0l 5 AR OS] 0 ) S0 L g gt
e.2. PRBYHEPYr Sgd ﬁu@ﬁtﬁ?@ |1Q"Kﬂféﬂ<tﬂsgfl°é@@fﬂrféfm¢fbiomﬁ Phey deoxy il ovegr- alkyl“
Unsghstituteddowdratkyl @umannateprefeidd?, net hyl am no,

et hyl arni no, di et hyl am no, dethyl am no,

ey emne t sty BOalky lpVéTérQ{d lgvbv&—zlllgry g;% s WliQelrt HioAQ Oérnulmpiy

subsﬂucfed’wrx:lauorg Géx%.glg)fés f) 05% on\E% -%%a glé)luéstaﬁ%/e[ %%Fﬁ%e% EF3CH2,
CFg,(Féng)! [(}gpp% qn9, CI,H-CF,

The term "amino”, alone or in combination, signifies a primary, secondary or tertiary

amino group bonded via the nitrogen atom, with the secondary amino group carrying an alkyl
or cycloalky! substituent and the tertiary amino group carrying two similar or different alkyl or
cycloalkyl substituents or the two nitrogen substitutents together forming a ring, such as, for
example, -NH;, methylamino, ethylarnino, dimethylamino, diethylamino, methyl-ethylamino,
pyrrolidin-1-yl or piperidino etc.,



di met hyl am no. The term "cydoal kyl" refers to a

nmonoval ent carbocyclic radical of 3 to 10 carbon

atons, preferably 3 to 6 carbon atons, such as

cycl opropyl, cyclobutyl, cydopentyi, or 5 cycl ohexyl.

Wl eob8s7e” al koxy” refers to the group R - O ,pciagh6isRioas7

R is an alkyl. The term "Il ower-al koxy" refers to

the group R-0O, wherein R is a |lower-al kyl. The

t %Eéfbra]ﬁlb\rﬁ%gjh‘}hﬂ' £486; Bk GoMMind BlRdhylOniob ang patRularly

erein R is fluoro- |ower-alkyl. Exanples of

fldl‘B?tBYlf’%%or al koxy groups are e _g. CFH2-O CF2H-O

CF3-0O _ 10 CF3CH2- (CF3 ) 2CH O

CF2H- CiEhe @rnrr“ﬁ!éclqa%}w%refsqs ﬁe% %’ﬁé‘” 2Jest raoqydicgadie af 3910 carbon

Chados, prefditiing heglcalborsdi@nd, sisdhtas atopdopyB ey didtaiyil cyclopentyl, or

hydr1 car,bon group of 1 to 20 carbon atons, preferably
carbon atons, nore preferably up to 10

carbon atons r- alkylene groups as descri bed

ol ow APSETEY aloPr FEr it SO, ratpE FTRAITE by

" “tomee-alkloky refass' to tlefeesi® R a-awhtreiai R k2 loweat-aikydr

“branched 15 dival ent saturated aliphatic -hydrocarbon
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9 roup he derbn® fhoroPbRbelRX Y relerd @ the QbupRt ©-OwkaERR™ is fluoro-

o ns. S ne or | ower

i) ﬁal?lafﬁ@?ff@&m-%wsy HERS Pl T BERYCEPR a1 0, cr 0
C GEB::)CH&Q €5 (Gith) @ d €F1ECH 4B apfh@ﬁz,H-CBi-Dn apht hyl group,
preferably the phenyl group, which can optionally be
substi trut &ﬁimb'ﬂkﬁeﬁe@ réfers toIQI .ﬁfa%hﬁ&iaﬂl ok bedhchéll divalerit saturated
S 4 g aéx(clflﬁgrog?l {)]Ige O%Sdf E |0§ % 0%% él‘rfﬁer thletﬁqrpgareou atoms,
hymrs pyefer@lNy ugkglo qn@tonahifmaaﬂﬁbm Erouﬁaasbbs@yxbe ow also are

e%ltcbﬁﬁs e térfxﬂ’[cmeﬂ-@lk?leﬂe" réferld @NZ SeHigh% Yhain or branched

cﬁxg/a? t s e1d B ﬁ)ha%c Eyt{r a¥ an aﬁ'ra%]lc?n&ﬁ l1!0f7 prxtlex‘abiyqvke 6 or 3 to 6 carbon

Cai®h Swerlark

| @S- éukxgh@pmﬁvlenm loW@fv%kﬂeale Wywﬁ petigrred-
fluoro-1ower-al kyl, fluoro-Iower-alkoxy, cycloalkyl,
pheny Th¥ Yeraitdrire ﬁlbyé ordX acknbinedof, relatre flerphedy! or naphthyl group,

%B%f%rggw%m %ﬁ%@&é%gﬁ[éﬁrl C%J%Eﬂ%lblé ¥1|1bst1tute2d by 1 to 5, preferably 1 to
grotiystitants ideptdsrinaleder Gam dhespmmasirtipg of épwer-alkvl lower-
desiGky, ﬂfalo@al bhedevy, CN) €5, amiio, Aeinerabsnl, caibet g INO,! dioanlower-

b R W A e e s e
ata&wlscaéwl@elo@ar flkﬂﬁﬁrhwloef@éﬁwer- wgru?”&ﬂ?ﬂbonﬂ
S Uhidrabwertalkyl, ﬂmudwméﬂkoxﬁwdl@bﬂm pyényiq:xy ahdrir@thylbxadiazolyl.
p)ﬂr%%ﬁgé/ %ub[sttltgerﬁpy eha %ﬁ%o%%lo L ﬁlu%}(@f'owey lland CN. Furthermore,
oxadl azo azo rr pyTrazo

Y SEs10Ops cartleetsrlbszﬂélll z‘g‘T éﬁsmnt@atb owzol yl |

1 2, 3-t hi adi azol yl , benzoi m da_zol yl, indolyl,
i ndaz akglterm ﬁetezmﬁrﬂétdﬁéramcahwqmdwﬁmﬁ afzeoibﬁedmmhocydic ring or 9 to

b%m&m&m Lc Og@m{ E£Go g‘n@p%yk aRUBSH fom nitrogen,
pyridi nyl | SOX

t rqwapwﬂor Aulﬁ]éltl‘e§ Ia&,!iuryé,rpém %mdm?l pyrazinyl, thienyl,
s Uastdolyit daxerolpathdinmlhsmitasdyl) ﬂz)ewlyé.qutazdyl, frimzolyl, tetrazolyl,

CORASANT KOnWED, 1,98 thiSE R0l b¥hzoimiBadBh Sh M 1Yihdazolyl,
benzoisothiazolyl; benzoxazolyl and benzoisoxazolyl. Preferred heteroaryl groups are
pyridinyl, pyrimidinyl, isoiazolyl, oxazolyl and triazolyl. A heteroaryl group may have a
substitution pattern as described earlier in connection with the term “aryl”. A heteroaryl
may further be substituted as described in the description below.



may further be substituted as described in the

descri ption bel ow. WO 2006/ 037480 PCT/ EP20051010237

-7 The term"5 to 6 nenbered nonocyclic heteroaryr'
refers to an aromatic 5 to 6 nenbered nonocyclic
wongeasagiescri bed above in context with the permpoos010237
"heteroaryF" , which can be supstituted as described
above or as described below in the. description.

Exanpl efhakrm % tod xﬁeﬂ’ﬁﬁ&ﬁﬁzfﬂodﬁtﬂgﬁ%drﬁ" RO ST OA ¥bmatic 5 to 6
gr g, ridazi B
Pyr et alaeﬁl n%ﬂgﬂéc%/’clrhg ??%a% cgesc!}ﬁ)ed a cf‘rr Ef (200 )t(%ﬁg wft{; %he term "heteroaryl”, which

d ahave gazssiesaribedblow h.ryﬂhe description. Examples of
py 6 aiﬁ)hmhn.bkfed amﬁiowd;t E&t&x@i@l grbupsmr@ﬂleﬁy byridS6t,

bAZAY,
b R TR
noﬁH wemmléﬁi@%ngﬂ ﬂgmbrb ispghiazolvhemed h2,3biedintalfli Ryefered are
pabtesis, eo@zolasandeﬁﬁo;yb e ﬁ&T&xé{ﬁberécDm@ﬁ&ﬂr@@ct He@é}o%wg?oup may

t hﬁa\;eir uﬁ(t}’ 13 gatt%xp & f‘e.p ed &ur 2?%%%[&%@)11 Wx¥h the term “aryl™.

ther be s u SCrI
| d eE@fqr&m & hetselaphmay @u‘qhq:eb@ abptitugd geddserted i theydebdription below.

heteroaryl" refers to an aromatic 9 nenbered
10 bi cycl i Thertermng"IwheaberediicRBeneterdryll refers 86 ar3a:€£r@ﬂ§9 membered

seh
e o TR R B
RPBes firscribegrabone ingantsd wsiibbe tarm beferoas]'debich rdpdet substituted
abm&ksdﬁtbediﬂ)cd'e scas deedibbebaow iothe A8 cHRTET Eﬁtnh;ﬂ& of 9 membered

@ﬁet@xfo %P@ﬁr?&nﬁ&#ﬁ%&ofy axl?ie aff a%zXIyl genzm{s)othlazolyl

are enzol m

15 hebErarREeHia &F%Olso’i@o%’eﬁ%éw 8|19¢m¥aﬂﬁ@i bicyclic heteroaryl groups are
Ee‘ﬁﬂﬂ@miﬂjﬂ)ﬁhd b&z@fsﬁaﬁﬁﬁ A 9|iﬁ1mt hﬁf’dﬂd:il Cﬁtylgiltérgaryl group may havea
e i sot hi az .
SRR o Y08 BHGRTRALER D RERS Wi fpi "o Prcterably,
gr DERsEIREY Iﬁa)oéﬁéerbwsgﬁwséw @4 r@rthe desgriptin below.
descrl bed earlier in connection with the terni
"aryl " Thetefreliabing groug” feéteoaarylp tatymiytiddiglachBby a nucleophile
20 S L@%t 4 k‘é&rﬁﬁrﬂﬁmﬁ@ﬁ @ﬁh&?ﬁa\hﬂ% él%ﬁpsda?csgé | 8f Bp R (?%I(f)o%wer-alkyl

DA S S sph e orvelathedin G § gﬁ% =0T, 0-

arﬁ@nee)ryl (Whpiegakhdrda B-$Q-golylip O 1), ©-Gagp-hitBpherBl),
O SO2- | ower -al kyl  (wherein O SO2-CH3 = QOWs),

O SQ2- ITawedrnd kA @iRk kdbhupt REY @ieh %ag:lﬁed&f: blect functional

AT T ke R NG e

25 %H“@le Wslmb@wldmthﬁeﬂlmtﬁnmlehmheﬁﬁmh onal
groups particul arly hydroxy groups, tenporarily.
Ex anpl @nfoupdsaif@sririvy(Ipea ¥Hsn p}saemaéubednw&ceptable acid addition

-d th

R e ——
£ dPi champguléé e e 9Fids, aedhaks Apdiotilomc acid, sulphuric acid,
s ablphuroﬁx m‘ﬁb bﬁphc@ﬁhcﬁ"it@ﬁdpﬁ&ﬁfﬂiﬁgé&htt £ds| shcR %%ﬁ%ﬁphomc acid,

30 ﬁJyEo?u Es%lpﬁl%Hc%a@facgu %Il,‘lﬂgtlc aad ugi;’craa%tm(ag{tilcﬂtr§§ad fumaric

SI O Ogl ca
Aleisarid ta% acghmﬁlamaéidaxs IS@CYhCSiGidp'ﬁhﬁ tous "pheirdaceutically

0 rac@babhhﬂtsf‘ eefac tabnclosaltWidobpd 8@ it GordfllA) inSHGth AGOOH group is
n%tragﬁlcecﬁrlﬂ hﬂbn%pfogm%glltsqhth bases. Examples of such salts are alkaline, earth-alkaline
and ammonium salts such as e.g. Na-, K-, Ca- and trimethylammoniumsalt. The term
35, :"pharma.ceutica]ly acceptable salts” also refers to such salts. Salts obtained by the addition
of an acid are preferred.




30 p-toluenesul phonic acid, acetic acid, lactic acid,
trifluoroacetic acid, citric acid, fumaric acid,

mal ei c acid, tartaric acid, succinic acid or

salicylic acid. The term "pharmaceutically

wWo sRphosiate salts” refers to such salts. ConpauRgsoesionisy
formula (I) in which a COOH group is present can -
further formsalts with bases.‘ﬁXaanes of such salts

are al 1ePS B hdaRedl- SRl ORI UM sal t.s syeh

as e. &ﬁé&%ﬁ - Eg?eghgjF%?wbgﬁgﬁgnnonﬁﬁﬁé%%Y Yﬁfﬁém

te F??Fg%mﬂg REformia {bi leav%sh aaféﬁlng’ﬁl’ 508 hashoen conykred to an ester.

r eleve-dlglsydtvxgddvwes:aliGh ldver-alibry-hedr-alyl £#8inddedrl M8, mono- or

of aar, i I < v iding
T —
> ac RESTEBP e 12s PRSFSIacewerrdiillavervadlyl-piperammo-lower-alkyl and
ﬁ 0 npgghdgr@ire Epplds af {uithble eeryTibe Fnethyl, &lﬂ'E'Q Yor!, BU and benzyl
a I [ | r- 8
sty i 15 S\ glon B P gy s e,
arm HETRarREcally ngta%%gs diprthermore embraces compounds of formula (I) in .

di whishéydrakkgroupsrianobdenwetiverkd&yd the correspondin% esters with inorganic or

no L, R®s r-al-kylk i di no-l.ower-alkyl, | .

10 D SRR s N i, BN R et BRSBRAR g Gl acd, formic acid,
| 0 1°:i‘F‘Ey?C-eB‘f 15ish s5KCHeR 2 tagf kg maserneadptiokidacid, p-
estobresesiphoeikanihed tafliksuitidhlrenestoricso ivile oyl
ethyl, propyl, butyl and benzyl esters are preferred
esters. The nmethyl and ethyl esters are especially
preferred. The term "pharmaceutically acceptable
esters" furthernore enbraces conpounds of fornula (1)
in . which hydroxy groups have been converted to the
correspondi ng esters with inorganic or 10 organic
adds such as, nitric acid, sulphuric acid, phosphoric
acid, citric acid, formc acid, nmaleic add, acetic
acid, succinic add, tartaric add, nethanesul phonic
acid, p- toluenesul phonic acid and the |ike, which
are non toxic to living organisns. WO 2006/ 037480
PCT/ EP20051010237 -9 In detail, the present
invention relates to conpounds of formula (1) OH
CF3 CF3 RL R3 2 (1) wherein Rl is hydrogen,
| owner - al kyl., or hal ogen; 5 one of R2 and R3 is
hydrogen, |ower-al kyl, or hal ogen; and the other of
R2 and R3is -OCHR-(CH2) (CHR5)n RG;




R4 is hydrogen, |ower-alkyl, aryl, aryl-Ilower-alkyl,
heteroaryl, or heteroaryl-lower- . alkyl; Rs is
hydrogen or aryl; io R6 is phenyl or

aryl -1 ower-al kyl, which phenyl or aryl-lower-alkyl is

wobeeslasdy sSubstituted with | to 3 substit uaRisproeosm010237
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sel ected fromthe group consi §I(9i_ng of am no,

hal ogen, |ower-allcyl, fluoro-Iower-alkyl,

hydr oX Y HQYE 1 pe¥dent iREnCoftdBtes,to cHARIONCObrmula (I)

R11-O-C(O -1l ower -al kyl , R12R13NC(O) - | ower - al kyl ,

| ower - al koxy and aryl -1 ower©fd koxy; 15 or R6 is 5-

to 6-menbered nonocyclic.het 4 yl which is

optionally substituted idhil Yo 3 substituents

sel ected fromthe group consksting of |ower-alkyl,

fluoro- | ower-al kyl, hal ogd aryl, which aryl is

optionally substituted wt 33 substituents

sel ected fromthe groupRconsiySti g of am no, hal ogen,

| ower - al kyl, 20 fluoro-| owers IIcyI

hydr oxy-1 ower - al kyl , R8-O ( , R9R1 O -
"-O-C(O- |ower-alkyl; R12R13NC(O)-I over - al kyl,

| ovdereial koxy and aryl -1 ower-al koxy;. or R6 is

9-menber ed bicyclic heteroaryl which is optionally

supst i tiyhRiogeh 1Bwir-4110/1,%r heleat i t uent s sel ected from

the group conS|st|ng of | ower-al kyl,

fluorenbo 1. BRed) @ml% whi ch aryl
'songp?Rona &%L utgdﬂi\?\aﬂt 0 3 subst ituents

sel ected fr,omthe s, am no,

halts GET Og%mﬁ%arskgr&% E@?é ﬁé"ﬁ@% I kyl

hydr oxy- | ower-al kyl, R8-O C(O)- R1ONC( O

Ri K% O Q¢ ydrogsaaewat-Hl, arﬂméﬁiam@é@ Tetsgaribetc kgteroaryl-lower-
| owner - aﬂlug.pxy and aryl -1 ower-ai coxy; WD 2006/ 037480

PCTf EP20051 010237 -10 or R6 is

h £r oa[ e‘%!)%ﬁ%% %ikyl which is optionally

stitu 'to 3 substituents selected from

T B ol Al 9t sierlap rignaly

opt i onadubstitstadwithtl e 8skbwiituants sdeyted fomp e igtayersprsising of amino,

lsel ect gdyd 'TE)\H?%HSJ gu&oqg{:}a aam §dRfy MRy HAt-00€(5)-,
ower

hydr oxsﬂ#{o o 'I’ C@?@V&‘@w R&&W {gvrer-alion, Lower-alkoxy

R'-O C(ﬁ)dakﬂMeraﬂl{o;c}r ‘R12R13NC( O) - | ower - al kyl ,

| ower - al koxy and aryl -l ower -al koxy; or R6 is - O R7 or
QLSRR R AL S N
the grwitipl cohsbsttheygs efecadino thhgloop ernsistiogwidowdrialiyl, fluoro-
fl uor o'lloQA@g]kﬁ,l ﬂ%YAgen g}i/dja{rﬁz(%hlch aryl is optionally substituted with 1 to 3
substituents selected from the group consisting of amino, halogen, lower-alkyl,
fluoro-lower-alkyl, hydroxy-lower-alkyl, R*-0-C(0}-, R°R''NC(0)-, R'-0-C(O)-
lower-alkyl; R*RP”NC(O)-lower-alkyl, lower-alkoxy and aryl-lower-alkoxy;

or R® is 9-membered bicyclic heteroaryl which is optionally substituted with 1 to 3
substituents selected from the group consisting of lower-alkyl, fluoro-lower-alkyl,
halogen and aryl, which aryl is optionally substituted with 1 to 3 substituents
selected from the group consisting of, amino, halogen, lowez-alkyl, fluoro-lower-
alkyl, hydroxy-lower-alkyl, R®-0-C(0)-, R°R"NC(0)-, R*-0-C(0)-lower-alkyl,
RERPNC(O) -lower-alkyl, lower-alkoxy and aryl-lower-atkoxy;



| ower -al kyl, Rs-O-C(O -, RORI ONC(O) -,

R'-OC(O-lower-al kyl, RL2R 3NC(O) - | ower-al kyl,

| ower - al koxy and aryl -I ower-al koxy; 15 or R7 is

het eroaryl which is optionally substituted with 1 to

Wo S0sbBiugouent s sel ected fromthe group consi&bksshshorss
| ower -al kyl, fluoro-Iower-al kyI10 hal ogen, am no,

hydr oxy- 1 ower-al kyl, R8-0O-C(O -, RORIONC(O) -,

R'-O C(O) -1 ower - al kyI R12R13|\IC(O) -1 owner - al kyI

| ower - al oywerr al ko and whi ch_aryl
is optl ongs?/!?etgc’%-ﬁnow?r— WEREX F‘ Bgﬂysg bitsisated wighi o 3
sel ect e® r%rﬂt% Jelectgd 5o tbwgps txpmgtmg of 1@er} albiuph fruad Kiphver-aikyl

and halloggs) ambaryRehi cBl@l 1s Rpmorﬁll s R RE3vith 1 10 3 substituents

)

'5 ' n depe VLQE&F& ﬁ'of;xrtge %? O%mnsxs &%g%glggen?gwer-aﬂcﬂ Buoro-lower-

16
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20

phar rra(f’élﬂ%/ Owl@@éewlam -@- @@)té{gar%mé@] eR'S-Q-UEO B Ofwer-alkyl,
25 ConIOtRItSC)-1baemarkyd, 1ovidr-aBdky kit Hial iy ,
preferred and physiol ogically acceptable salts

thereof are indjvidually preferred and

phar macel iscRRyordevapliabD&est ers thereof are

g nd| vidually preferred, with the conpounds of formula

g 1% b le |13‘1?y1pﬂ11£h i€ Bbtadrlally pbaield /ghThe 3§%Eﬁgﬁﬂg§elg{;ted from the
or mu re a ric

and can™ Fireh ettt SRt oo SR Mot B kil lyarony

di ast el ¥EHEHYh Rmc%f:ﬁﬁ?)e %Bﬂ)&@(@b{: RC aDIG{Optirveer 3lkyl, RZRPNC(O)-
c onpou halger-aByk fuever-alko oAU dSw f atif B! rrul a (1) as

descri bed above are those, wherein hydr ogen,

chlorine_or nethyl. drogen, chlorlne and nmet hyl
i ndi vi QuRI ¥ erw whish & opgipedllesvistteabeidh hem Slbsﬂtﬂnts selected

2006/ 0&oatibe BOTH CHR08504 OHOWE Lalkyl Jhofd-RSVer RER g%ﬁi amino,

t ﬁggguﬂ%ﬁ“%te%"fﬁ&'%a%fb%&@n%@%gﬁb?%@b %‘E?rp%rewer-anwi
| owner:- %N {rdowaraligh lasier-atkom aryhtbwRB alkexy-40d @RAvhich aryl is
(CH2) nbﬂlorﬁﬂﬁ substt@tedWh@rab B sitkuRaes sBoted B AR @;e%r&[p consisting of

as defifed.gba) e preferred are those
corrpour?gE %e}églhﬁ% is -OCHR4-(CH2) m (CHRS), R,

- and bS.ihyero wherein R4, R5, R6, mand n are
3 c}%ﬁ’i‘1 ZRd i‘b 8% Andepsrdently Gparqaghiotbensoeiydevien of lovke alkyl;

25

30

present invention relates to conpounds of fornula
(P asis@ésdri bed above, wherein R4 is hydrogen,

| ower - al kyl, aryl, or aryl-lower- alkyl, nore
pneferfab-loyl,v\her ein R4 is hydrogen, |ower-alkyl, or
aryl -1 ower-al kyl, nost preferably wherein R4 is

h}{zﬂi’[ﬂﬁ%aceﬁﬁ&hy Lccgﬁtallﬂgw hnd 45%9; e et hyl and .

Compounds of formula (I) are individually preferred and physiologically acceptable
salts thereof are individually preferred and pharmaceutically acceptable esters thereof are
individually preferred, with the compounds of formula (1) being particularly preférred.

\

The compounds of formula (I) can have one or more asymmetric C atoms and can

therefore exist as an enantiomeric mixture, diastereomeric mixture or as optxcaliy pure
compounds.

Preferred compounds of formula (1) as described above are those, wherein R? is

hydrogen, chlorine or methyl. Hydrogen, chlorine and methyl individually constitute
preferred embodiments.



10 individually constitute preferred enbodi nents.

O her preferred conpounds of fornmula (1) as descri bed
above are those, wherein n is 1 and Rs is aryl,
especially wherein nis 1 and R5 is phenyl. Conpounds
WhEoeex 486 1 s phenyl which is optionally sulpetridebiogtiezs7
with R8-O-C(OQ-, or R6 is 5- o 6-nmenbered

nonocyclic heteroaryl which is optionally substituted

Wi th 1 @theBprefebred abrspitndent orisah €0 bedbsfritRaubiR 28410880, wherein
copsd Str*agd 8 ish &%Fgénaérlié’wlreréﬁc%l,%ﬁ&/ the ot § %rn}éltRé’lisS-O-CI—IR“-

op al su I fut.ed,wst 3 substituen
S e{égg{}‘é’éhmt?h‘gﬁ%% 3:03:15 sﬁns"P(F)lﬁg“ o defizgda§ere. More preferred are
| othese @inippiupds, Wheror R G- CRIRLY CH, RY@HREY,- ROWRT RS K)rogen,

5 Ren QL LQHraRd o BOFIONG B WGE 01 1 RE, RS and RIO

are as defined above, are a eferred.

Particu) ar referred, are ose conpounds wherein

R6 is ﬁ%ﬁ%ﬁ‘ ?‘%?‘"ﬁé“?bgg%%{ ‘Q‘F PTERE BRengioatelpips to compounds of
s ulosmita b ed described abwes whérkinlR® atyydpigen Yoweratkyt; Bry e Myl lower-
ol b el A Broge Oty M B El okl most

t h%rgfe%r%gr%q&aﬂlag 13&@1%5,06?% mﬁgny{ x bﬁ ﬁy’drogen, methyl and benzyl

10 2-ipdivichillyr ongitateyinfeagedmttivdimoxazol - 4-yl ,

15
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5-nmet hyl -2-(3- trifluoronethyl-phenyl)-oxazol -4-yl,

or  2- ( Dthydrensy BBt ouRRESTYd hruds H‘?&Mcﬂ&@%‘vé e thldse, wherein n

2 ot her eferr enbodi.nent. .of the present

i ﬁ\slen (lignmft@f*gfpﬁl oV ESHR B d "sffh&f-‘ﬂgl a (1) as

described above, wherein R6 is -OR, wherein R7 is

pheny! SRmROHniswhesep & istpherdiwhick ks optiguly silstibried with R-0-C(O)-,

ﬁe:iré?f isesd té Gmmﬁteed?ﬁﬁrmy 740 B&Eﬁéhh]n@hmigl‘; is olptio?allg sxébstituted with 1 1o 3
R grfg%'ymlt“%?f%‘agl?%‘a‘f’f e %ﬁg‘g‘i@i}g? s°‘%eé't"§?'t%ﬁd¢rﬁ’ which aryl is

s SpEenadly sphsghted wish éFcb{Jﬂ‘lbétﬁH@t%Qeleﬁtgd from the group consisting of

ofhk;,tlznlg_9 hm [I(dr}eirr-&ﬂiyh iﬂﬁ_ﬁl@Lgl%Wﬂﬂﬂﬁj_L%ﬁ&ﬂ)&ya . jdsdq}egétgg?ﬁzga@t@){ am%[ :

s i : itu

g RO PRk R R RE PR ot 05T s b et e ticutany

ofPTeiERRet are thogg gompaunds Bharangr isahryil, oaRYisphenil, whidhioxhzolyl is

plrebyiutedwinhlowenalidand ghatyl, W@k hl i sDBeg& with halogen, fluoro-

[ j def i ned. ab . .
I AR L L e
| SYREFEnR kisRYenyh Ptfdrplorgsphenyl)-5-methyl-oxazol-4-yl, 5-methyl-2-(3-

| mi_ﬂ!leradnletﬂlsalxgbeﬁﬁb'bﬁityﬂﬁéiyl)wl—(ﬁhﬁbxm%@'Eﬁpﬁérﬁzﬁ)eﬁ—Qm:ﬁle-oxaz-o]—étu
Rryl_l s 3- met hoxycar bonyl net hyl - phenyl ,
4- met hoxycar bonyl net hyl - phenyl, or 4 35

nmet ho%%%bon%é -g&enpi/l . WD 2006/ 037480
PCTI E FPrefersd emboslimens of e PriseTt drieatiorerhiésditnempounds of
ofortivd () @slentibedabemt, wharetnel “dt 3R, avie P RUB gBerdBwhich is

- daidsneeBRaY LeubWGERIsBeRd f?o‘ug gﬂe% h c%%glgt%rzﬁ%luog ﬁ%ﬁl.ré}ﬁ'dlower-alkyl,

30

35

RO BN L A
etisquéupernsstoR of henzpfddsethiazoljinue bz [i]is6kaR8l], which heteroaryl is
Po Sl PEbGRIRAWAAS BRSul iR R ASLAL I, Bl g%m% consisting of lowex-
ralkyl, fluoro-lower-alkyl and phenyl, which phenyl is optionally substituted with halogen,
wherein R", R dnd R are as defined above. Preferably, R” is phenyl substituted with
lower-alkoxy-carbonyl or lower-alkoxy-carbonyl-lower-alkyl. More preférably, R is 3-
methoxycarbonylmethyl-phenyl, 4-methoxycarbonylmethyl-phenyl, or 4-
methoxycarbonyl-phenyl. '



5 1n a preferred enbodi nent of the present invention,.
mis O to 2, nore preferably m is 0 or 1. Conpounds
of forrmula (I) as described above, wherein nis O

al so constitute a preferred enbodi nent of the

whReRRRisd Nvention. I n particular, preferredpepipRvisisrsy
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_exanpl es as individual conpou

are the conpounds of formnula % ) described in the
ds as well as

phar n%fdﬂ%ér Pélfélri/edaﬁﬁﬁﬁit&%:t Bf the féen@%v@ﬁidn re%@es ]?&compounds as
p eu a a E S her erer

g%ﬂg% g%‘% oseereléle & ?"erc} %o?rh% wherein
gma,u@ ambﬂhﬁrem inmiy lgfxdlvadually consutute: preferred embodiments of the presenit

2inléiton: cb&e& ﬁre%&woﬁp&mds Lfekiﬁ&z afd}dis atidv azol - 6-yl ox
y| - propoxy}-phenyl)-171,1, 3, 3,3
hexafluoro ro
3-(3- { f ré nbc%unﬁ(t of the greisexﬁ mdfrerét)l&n Im 1ts r()lt? ? re I;I;Eeiferably m
hip Iﬁﬂeﬂrwlp%wéﬁ ofdproph &36%‘}#}391 ahwgnvbe)rels PgpP ol gonstitute a
apidfetled ¥inbe& Rt of tAEpresent invention. _
(4-{1- Phenyl 2-13-(2,2,2-trifluoro-I|-hydroxy-Il-triflu

oro mﬁ[‘ﬂ E}eﬂ@%{‘r}ﬂoun&tﬁ% }ZOIHpm ))f ﬁgﬁtﬂacﬁ) described in

acid ne
( ﬂllﬁ{q rndz‘ﬂf'sﬂ eompounds a5 well 75 pPharmarspdicalypeteptaplestlis as well
0ﬁq&aﬁﬁykmﬁhnyhiqnhﬂaamyg&mﬁbmoxy} phenyl ) -acetic

acid, 20 rac

4 {1- IPIQFHX(I.I ctg:nﬁ oZformnilh '(If) LGRS kéla:‘l'éjir% ’tlll ﬁéd}f AoHQstmc of:
{TE I{3 3~ (4? % hc}/m pﬁenyﬂ%e}{nlo[d]esotghm%i yF ingop%%}lr —phenylr¥ 1,1,3,3,3-

4h¢aﬁ@&eﬂﬁbﬁmakﬁklfluoro | - hydroxy-1-trifl uoronethyl -

eE ?y 318 @f?%ﬂh@“ﬂp){ﬁ&roﬁﬁ@ %ﬂﬂﬁ‘omﬁ@ﬁhﬁ &Eﬁ lﬂherfb%ﬂe ropoxy}-

-Benzyl' o) c -3-c Ioro phenyl) - hexaf | uo
rB@%W ﬁ%ﬂWQ@%P ester
2:a(c444819iﬁ‘h9ﬂyb2y[3 :{zﬁattlmﬁheq@hleh);drymyﬂ -triflno8e:8¢tBylhatindf pheopxy]-

‘l Jicetxc %qd methyl ester |
2ra(§|( heny? 223" (Z%r%ytr uom 1 ﬂiy&%oxf I?'trp_t“?u)é?omg Y-e r 0 %:gmxy]—
ZeQAxﬁﬁﬂmymbmyuaa&dd|nethyl phenyl)-1,1,1, 3, 3, 3 hexaf
! Hi r4 BZ'— -&'2 2- tnﬂuoro 1~hIdrox§ 1 tnﬂuoromethyl ethyl)-phenoxy]-
enz OXYV- t%nlyest) - hexaf'| uor o- pr opan-
aZO{CSECl me €T,

[ z-{mung/,t 2 Ex{fRph-2-hydioky-Garifudrompdiploothyl)-pheidy ighoybbenzoic

hx& ﬁﬁ,&ughenoxy] 30 propoxy}-phenyl)-acetic add
ster

42{( %meﬁw*ﬁ%‘)(@e%ﬂ)zl%ﬂﬁﬁ bPalrRPIPRARE PRt ri £ 1 uo
r eﬁetﬂayiylcﬁyhym}&xphﬁmxlyﬂl L34, ﬁ}ﬂn@x@ﬁ}ledyempuelaﬂd

Qﬁ ’henyl) -1, 1 1 3 3,3 hexaﬂuoro propan -2-0
T by
pwmw}yim@ﬂ\ylh})l)-p,mmmhmﬁrdﬂommmﬁ -gster, 35
( )b }
e
aBTQﬂ’Oﬁét vl §‘f‘:§‘F acxd me
4-{3-[2-Methyl-4-(2,2,2-triflucro-1- hydroxy—l—_triﬂuoromethyl-ethyl)~phen-oxy]—

propoxy}-benzoic acid methyl ester,

3-(4-{3-[2-Chloro-4-(2,2,2-trifluoro- 1~hydroxy- -trifluoromethyl-ethyl)-phenoxy]-
propoxy}-phenyl)-propionic acid methyl ester,
{4-{3-[2-Chloro-4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-
propoxy}-phenyl}-acetic acid methyl ester,

- 4-{3-[2-Chloro-4-{2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl}-phenoxyl -
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4-{3-[2-Chloro-4-(2,2,2-trifluoro-I|-hydroxy-I-trifluo
romet hyl - et hyl ) - phenoxy] WO 2006/ 037480

PCT/ EP2005/ 010237 -13- propoxy}-benzoic acid nethyl
ester,

wioh0bédoshado 6- Di met hyl - 4- (2, 2, 2-tri fluoro-| - hygcomyzdosiiizy
i fluoronethyl -ethyl)- phenoxyl
propoxy}-phenyl)-acetic acid nethyl ester, 4-13-

[1?1»0 o }I[;é{,ﬂ)ydgcﬂ}&&h%e&efrl fl uoro-1-hydroxy-
p@ {;{;ﬁ‘ﬁ isiieras g¥du)0fcﬁi‘%9 1~m§'uommethy1 -ethyl)-phenoxy]-
. 4poBofy2- Hiiémﬂkimem é@d@e@’hﬁeﬁl uor o | -hydroxy-l-trifluo

r @J@gmimtema wbe&aﬁ«drg 1{1&@%&3&&%&@@@1} -phenoxyl-
ri uor o-

I P Wé)b(??mlc ﬁq Wgrz%tﬁ%t hyl - et hyl ) - phenoxy] -
pédMﬁ(-Meﬂmhér{)M)Z ~triflapicc1-h QXY-h@’lﬂﬂomme’thl-e ¥h- PhenOXY]
(?r ajegzol;};;‘gg{hyl 4-(2,2,2-trifluoro-I-hydroxy-I-

|

é W%ﬁiﬁﬁ%g é?‘g‘ elnlgy%‘lxy 1-trifluoromethyl-ethyl)- Phenoxy]

4p]{®0{qﬂ heDilvetetiyhcid- (2, 2, 2-tri fl uoro- 1- hydroxy-|-tri

f t#gf- bt}}{éthﬁtilédj 2- Bﬁlﬁi&%ﬂhydﬂ@kﬁMﬂ&mb@@&@l-ahﬂppﬁemxy]-
4-{2- fe -(2,2,2-trifluoro-I|-hydroxy-1-tri
f PLPBP Ta I"‘Sl 'phenoxy] - 15 et hoxy}-benzoic acid
rm-t{MB 6@tneﬁx,yl -4-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-phenoxy]-

F ?, @engon{gm{\/bthyl 4- (2 2,2-trifluoro-I-hydroxy-1I-
t I
g serare L e phenga R Il
(4&1{)(;}Es)beazc[1éacwhmh§]nbf£e4te(2 2,2-trifluoro-I-hydroxy-I-

1 !i'q 9@{2 L@X&izﬁﬂ&&kﬁéﬂhﬁm -1-trifluoromethyl-ethyl)- henaxy]

E r\béi I%u cn d nmethyl ester, 20

4P§ P’E’P FPEPYP ‘f‘?t}‘ Y8t o- | - hydr oxy-1 -tri
f I(Mﬁﬁbﬁ{{ﬂﬂyiéthﬁtmgﬂ 2,2+ phqumjﬂh-y@mxy -1-trifluoromiethyl-ethyl)-phenoxy]-3-

)&M’l}enﬁ REZBk Qc1@g1@th')7{%ﬂ¥’| ester,
1

{L‘é i%ﬂq vl %T( 12 ms‘g(gﬁéxéyjdmxy—l tr:%qlgfdniewy‘iifega))cfﬁ:plhértiorxy]—}
pphpakpiopphgrheh)oiaedd methgoiswr, met hyl ester,
TPl o it oSt
n@prcy eg}d)—acet{ca id
( 4-[{$)S)-PRerfyR21{A{ BWgR AR oA Wedraxiy fiHgif noromettyrthedyh)-phenaxy]-
% LA DL 284 ety Rgnoxy] - 3-
£ c‘é§—22ﬂ2{’»§°cﬁém§4“f%¥re%v S5k dopromyvbr o>
f Iphetybpedpoyy]-gtehyl) pegbesidxy] - 3-
PREY.2- P AR L -(PENZRHRoRANydroxy-1 mﬂuoromethyl—ethyl)—phenoxy] -3-
phenyl—propoxy} ~benzoic acid,
(4-{(8)-3-Phenyl-2-{4-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy}-
. propoxy}-phenyl)-acetic acid,
4-{(5)-3-Phenyl-2- [4-(2,2,2-trifluoro-1-hydroxy-1 atnﬂuoromethyl ethyl)-phenoxy]-
propoxy}-benzoic acid,
rac 1,1,1,3,3,3-Hexafluoro-2-{4-[2-(4-hydroxymethyl-phenoxy)- 1-phenyl-ethoxy]-
phenyl}-propan-2-ol, :
1,1,1,3,3,3-Hexafluoro-2-(3-methyl-4-phenethyloxy-phenyl)-propan-2-ol,
rac 1,1,1,3,3,3-Hexafluoro-2-[3-methyl-4-(1-phenyl-ethoxy)}-phenyl]-propan-2-ol,
2-{4-[2-(3-Chloro-phenyl)-5-methyl-oxazol-4-ylmethoxy]-phenyl}-1,1,1,3,3,3-hexafluoro-
propan-2-ol, '



30

(4-{(S)-3-Phenyl -2-14-(2,2,2-trifluoro-I|-hydroxy-I-tr
i f1 uoronet hyl -et hyl)-phenoxy] -
propoxy}-phenyl)-acetic acid,

wo 100603780 Phenyl - 2-[4- (2, 2, 2-tri fl uor o- | - hydeextrbeokniozs7
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fl uoronet hyl - et hyl ) - phenoxy] - _ 14 pr opoxy} - benzoi c
acid, rac

1, 2[4 (35 DiBethigkiadiamriodne ethaxf) Dhed Ry, diﬂammﬁhomt;ﬁapm-z-ol
Xyﬁ 1 1-'3 3Bhﬁ&¥ahu&tot@[%l S'-mgé }p@{%&ﬂi’&b g@j%ﬁ%gg nyl& )E)ropaﬁe .-01

f
nyf} ,B‘%é f?cagb %(ﬂ% ,‘J qu-és-meth 2-p en 2H Lh 2,3 tnazol— ~yImethoxy) -phenyl]-
1, frop3:82-8}, 3- Hexaf | uor o- 2- [ 3- net hyl - 4- ( 1- phenyl - et hoxy

) pb?g 3]‘ B{&BQ - IT1EC OXAZOl- I Topan-
; ,YS H G021 Lls thyl3ﬁlénﬁ1s I4r143 qxﬁ)e?lhqup p

Chl or o- phenyl ) oxazo

B enyl} 1,1,1,3,3, 3- hexafluoro ‘propan-2-ol, WO
2 OB (72 BB ARGHH EBEﬂG@thﬁEﬁ?ometﬂﬂ-ethyl) —phenoxymethyl] -benzoic acid
2- riléthg'll%stér Di et hyl -i soxazol - 4-yl met hox) r) - phenyl ]

ettty i e BT RN 2. O foromethyl-thyD)-phenoxy]-3-

[@l(eﬁ)drmmbwdy}beﬁmaaﬂ 3-yl met hoxy) - phenyl | - pr opan- 2- o

1 4L e e S T R A 2 e
2, %TP‘FM 8&’61 Upceficigtdnoxy) - phenyl.) - propan-2-ol, 5
1 31(41 (B)- B—WM%@L(ammﬁﬁlubﬁr (~5Y<if3ﬁ3¥1tnﬁadibﬁx€6h|yr -etBFXPBenoxy]-

2- ol
f%ﬂ%ﬁ%@%ﬁﬁgﬂﬁx&?%&% &&I ?r i fluoronethyl-eth
y|(§‘* bé-?e% &%Mﬂ*ﬂ% %éﬁ%‘?f&" -a@ﬁgﬂwérﬁgﬂuom@h}fbethyl)—phenoxy]
A-plr6iSyy Pphédyiretdiglaeid-ofey@ eded i f 1 uor o- | - hydr o) cy- | -
Ipf4|eny Qrﬁ{e |2n[}qt(2£:,]2)zgfﬁf}ggbgl -ﬁ;drgﬁy-%gnﬂuoromethﬂ -ethyl)-phenoxy]-
(@0@%%@%‘3 fl methyleste, i f1 uoro-1-hydroxy-l-triflu
orse(rteﬂthyB-Phtﬂ?W) (4 2ouhoropT-DRRYH} 1- BRI brhe@FIeth)-phenoxy]-

he“ﬂﬁvﬁf?}”?m‘éa 9 (2, 1 | - hyd 1
%j{r m% s ye% ﬁglgquﬁ-éﬁaﬂy%cryl —tnlé?lgroomethy)l/ etr:h())d)ézprhenoxy]

prpoqquy}}p}phﬁwte)ncpmdpl oni ¢ acid nethyl ester,

( fqdé)g% ggg t,hlggrt 2L§11'iﬁ(1ﬁr nogﬁx&qﬂ %%iuomm@édx e%,);f pheénbuy]-

p PSR eﬁﬁ‘éﬁﬁ‘l‘ -acetic acid nethyl ester,

424 {eRp-(3-CRieoyphedyl |- 4-nte2hy2-oRazbl- 4-lnb®l By]-3-methyl-phenyl}-1,1,1,3,3,3-
I h@aﬁﬁ@i&y}gh Jnrifo ] uor onet hyl - et hyl ) - phenoxy] -

on 20|c “add _net hyl ester,
2( 1% eNaro-phpad)- HE&HPPF%ZM'%WMWWh@W)}FLI 1,3,3,3-
- h&xaﬂhmrpﬁpﬁnhyb} et hyl ) - phenoxy) -

1,1,1,3,3,3-Hexafluoro-2-(4-phenethyloxy- phenyl)-propan-2-ol,
2-(3,5-Dimethyl-4-phenethyloxy-phenyl)-1,1,1,3,3,3-hexaflaoro-propan-2-ol,
2—(3-Chlor-o—4—phenetllyloxy~phenyl)—1,1,1,3,3,3-hexaﬂuoro—propan~2-01,

- rac 1,1,1,3,3,3-Hexafluoro-2-{4-(1-phenyl-ethoxy)-phenyl] -propan-2-o},

1,1,1,3,3,3-Hexafluoro-2-[3-methyl-4-(5-methyl-2-m- tolyl oxazol-4-yimethoxy)-phenyl]-
propan-2-ol,

2-{4-12-(2- Chloro—phenyl)-S—methyl—oxazol—ﬂi—yhnemdxy]-3-methy1—phenyl}-1,1,1,3,3,3»
hexafluoro-propan-2-ol,

1,1,1,3,3,3- Hexaﬂuoro—?_ [3-methyl-4-(5- meﬂ:yl 2-0-tolyl-oxazol-4-ylmethoxy)-phenyl]-
propan-2-ol;

1,1,1,3,3,3-Hexafluoro-2-{3-methyl-4-[ 5-methyl-2-(3-trifluoromethyl-phenyl)-oxazol-4-



20 propoxyl - phenyl)-propionic add, (4-{

(R)-3-Phenyl -2-[4-(2,2,2-trifluoro-I-hydroxy-Il-triflu
oronet hyl - et hyl ) - phenoxy] - propoxy}-phenyl)-acetic

aci d,

W 0437480 Phenyl -2-[4- (2,2, 2-trifluoro-| - hydb@i‘fhﬁpioﬁldlbzw

10

15

20

25

30

35

fl uoronet hyl - et hyl ) - phenoxy] - PJ opoxy}-benzoi c ad
25

2 ﬂﬂe@&gﬂ%@ﬂﬁpp@p&he@yl )-5- mat hyl" - oxazol - 4- yl met hoxy
??B Igyﬂ{aggﬁl?orxlzl{%—l[g](tijﬂuoto B—methyl—phenyl) -5-methyl-oxazol- 4-

Uoro- pro
T%mﬂthflzﬂl(es)ﬂbm@ﬂ@ﬁpﬁenyl ) - 5- net hyl - oxazol -
yIZHBPdﬁlﬂ&i}b)é—mBﬁ{&ﬁiy} 2 Ié-lmﬂu&m%eﬁyl-phenyl) oxazol-4-ylmethoxy] —phenyl}-

afi'l’ %‘gsh%%poaﬁoﬁor 0- (% -(4- phenet hyl oxy- phenyl ) - pr op
ar% fé %ﬁlﬁro'%@-methﬂ 2-m-tolyl-oxazol-4-ylmethoxy)-phenyl]-1,1,1,3,3,3-hexaftuoro-

2pk&hab=2blret hyl - 4- phenet hy] oxy- phenyl ) - 1;
I - 2-0l, '
2?2@%&??%%?%?% LS S0 Rl et shaafi 1535
B?@pﬁﬁ?@-&fﬂ rac
1;24{340130@4’3(9“&%&&1 ﬂ@ft&ylzé)faﬂol(éily{%&m@) ;ﬁlteﬁﬁqry)l lwigenlaﬂuom-

Bio%%g% 3 Hexafluor02[3 met hyl - 4- (5-nethyl -2-mto
| 91{3@@@@% iﬁIylleﬁhﬁlth&c@ﬂlptmwh}}l—phﬁm)p@ﬁzé!%@ﬁme&@xﬂ -phenyl}-
21,{14 iﬂ?ﬁ—ﬁ&:ﬁﬁbl@[ piﬁemsi) - met hyl - oxazol - 4-yl met hoxy

33 uor 64'%?@%‘2% (ﬂmﬂ})ﬂ Pi‘eliy:f)s'-r’@’eﬁg’ﬁ@&a&f’ll ‘%I&SIF@’JIEKY] -phenyl}-
[QJ#E?’GMhE)@ﬂ(l@'Of[EOMZ 2L o-t ol yl - oxazol - 4-yl met hoxy) p
heﬂsd[i (3@}&:9@%&3@5 mbthd-dxaFol - FideBN L HREAL-2 11, 183.3 3- hexafluoro-

gﬂ;eﬁg?% (3-trifluoronethyl -phenyl)-oxazol -4 WO

29@6{3 E%@aﬂp@fwzmaeae&yszanolyl-aﬁmm -Yimethoxy)-phenyl]-propan-2-
ybitret hoxy] - phenyl } - pr opan- 2- ol ;

ny%,}»%g% 131& Sﬁtlg%%#g-ﬁ?e ;ﬁ_"(i % u%;c]:rzllebtlgytl %ilgxiyrlr)?gga)z/él:ﬁhe
yrmethesylyhe8ylirprappi-2pileny| } - pr opan- 2- ol ,
22 {33{2‘302! Ghlér&%)ﬁ&?ﬁ%tmﬂhyﬁw&ﬁﬂ L bMOLA! 'E%E:E‘,Xi 1 PR ) sxattvoro-

(i zol 545yl met hoxy]
1P P % ]3 3- hexaf | uor o- pr opan- 2 ol ,
2L{ 33@ﬁ5| Hmﬂno:@% fﬁetf'hlyxlethil-m ajwoxmlazglmeﬂmlyyrgw@n Yropan-2-
-@henyl ]1-1,1,1, 3, 3, 3- hexaf | uoro- propan-2-ol,

or enyl ) -5-net hyl - oxazol -
%I f‘re 2%*119?0 ﬁ%%1t§xglior llh)%.rcgtysal 1ﬂ)uoromethy1—)éthyl) phenoxymethyl} 5-
Hastarltarerd-2pd bpamoiz acd ;neﬂlﬁl ester, '-

2 {ﬁeﬂb&@@z 43. ﬁgdrﬂ%'f%ﬂ g»}plghgi)o% Mea X BB A BRSOyt
1919?9 X 34 hexéfiliwro—propa.mz-o

4-{5-Methyl-4-[3-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-phenoxymethy]] -
oxazol-2-yl}-benzoic acid methyl ester,
4'~{5-Meth§1—4—[3-(2,2,2-triﬂuor0-l—hydroxy—1—triﬂuoromethyl—ethyi)—phenoxymethyl}~
oxazol-2-yl}-benzoic acid,

N,N-Dimethyl-4-{5-methyl-4-{3-(2,2,2-trifluoro-1 -hydroxy—l-triﬂuoromethyl-emyl) -
phenoxymethyl}-oxazol-2-yl}-benzamide,

(3-{2-[4-(2,2,2-Trifluoro- 1-hydroxy-1- -trifluoromethyl-ethyl}- phenoxy] -ethoxy}-phenyl)-
acetic acid methyl ester,

(4-{2-[4-(2,2,2-Trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl)- phenoxy] -ethoxy}-phenyl)-
acetic acid methyl ester, -
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prop an-2-ol,

2-{3-Chl oro-4-[5-nethyl -2-(3-trifluoronethyl -phenyl) -
oxazol - 4-yl met hoxy] - phenyl } -

1,1,1, 3,3, 3-hexaf |l uoro- propan- 2-ol,

w@z0p&e2mdoor 0- 4- [ 2- (4-f | uor o- 3- met hyl - phenyl )pcayrretdspiozs7

oxazol - 4- yhnet hoxyl - phenyl } -
1,1, 1, 3, 3, 3-hexaf | uor o- propan-2-o0

23{{3{&2'2 £3- ﬁtlﬁu?rrcgi gi??a’ﬁj’ )fﬁmtﬂyﬁybmpbh&omn&h&@}%henyi)«
en. exa uor o- ropan

fc‘%cfc r%et%’ﬁlgl;exélfl uor o- 2- Prop
[(M%*ih&%&ﬁyinﬂzwm-w@mwéﬁéwammhﬁleethﬂkyyeq@nﬂrﬁhqu}—phenyl)—
-aBétRpeE; 2- ol ,

i#-?%, Jf4 gﬁgﬁj‘ ;ﬁ X)a(lfaz L?xy X{mﬂl.[lororrx'gg{hhyetﬁﬁj £>§ento§q'r]fe o Pnimenyl)‘ R

tandxy] - phenyl } - pr opan- 2- ol ,
Za& =1 2RI D22, PheIE) 1%&@&@%&%@5@1@4} éz‘rhﬁ)“—bﬁ@ib*y]

exaf | uoro- propan-2-ol
fﬂ%x{epéh%wé aﬁ%&fﬁﬂdﬂ%%hoﬁ )%Tf 3- u5 met p I |02 mt olt%/x oxazo
|rac4(3y)]1r}§16nﬂngj3-@;%muor?yﬂéw iBugremethyl-ethyl)-phenoxy}-
1%@&tﬁ222tr|fluorol hydroxy-1-trifluo

g%gfi“?_@:l? nox]%gjg; E)/ ac It%ﬂurré? ﬁﬁydro&( a- h‘lﬂﬁoromethﬂ*

{eﬁ;yl}hplwpg)qzl-ethoxy}—phenyl) -acetamide,
[2ca( 3= ﬂay(qrn}zsmﬂaﬂm-m% 1kothiaBR g beyP%aoRy - ﬁxexs&mtm 3,3-

exafluoro propan- 2-

, 3, 3-
}Pé""él?l%cf‘ Pallf’z‘%’ (2 2,2-trifluoro-I|-hydroxy- I trlfl uo
rzdnm h,waectaﬁlwr)) ZpHelﬁdimmM’rt}Iﬂuwmz@Wl beogb ] iemnzaiteyloxy)-

Lttt

aEWbXYNPMnm}fmom-Z—aL{ 5- et hyl -
[(B% 322 %mﬁffdowlm Hro&y‘iftﬁﬁ\){frbﬁﬁﬁﬁd‘—édl}qpf)%kﬂYﬂrt)%‘(ﬁxt}}’

eno [ 1-oXxazol | }-benzam de
[J&e‘c S Rt ek o)
(MMMMMTdﬂWOfd ldwy Sroey-fiytifearhpethylptibribrsnont  Horydxy b
%ﬁa%hhcea@s&a ﬁwfa% éiﬁeget hyl ng er, (4-f
T e HRAeo Wr‘a Qﬁt&ﬁs ety RS PRBtaR pioposy-
Pbenylkpapichiqmidpethdsster, and\D 20061037480
EC{”EL{EEI%QQ@%Q&%% l—ﬂygxtiﬁ 1{-I¥Iﬂu0rome -ethyl)- pheno ]-propoxy}-

Trifluoro-1-hydrox -tri Iuororreth - ‘et hyl
g"%ﬁé?ﬁ}ng’)‘m‘méct y}- phenzl) y d

and pharmaceutically acceptable salts and esters thereof.

Particularly preferred compounds of formula (I} are those selected from the group

consisting of

(3-{2-[4-(2,2,2-Trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-phenoxy] -ethoxy}-phenyl)-

acetic acid methyl ester,

tac 4-{1-Phenyl-2-{4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl- ethyl)—phenoxy]

ethoxy}-benzoic acid methyl ester,

2-(4-Benzyloxy-3~chloro- phcnyi) 1,1,1,3,3,3-hexafluoro-propan-2-ol,
(4-{(8)-3-Phenyl-2-{4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-
propoxy}-phenyl)-acetic acid methyl ester, '
1,1,1,3,3,3-Hexafluoro-2-(3-methyl-4-phenethyloxy-phenyl}-propan-2-ol,

rac 1,1,1,3,3,3-Hexaﬂuoro;2—[3—methy1-4—(l-phenyl-ethoxy)—phen‘yl}-propan—il—ol,
2-{4-[2-(3-Chloro-phenyl)-5-methyl-oxazol-4-ylmethoxy]-phenyl}-1,1,1,3,3,3-hexafluoro-
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15

acetic acid nmethyl ester, (3-{2-
[4-(2,2,2-Trifluoro-1-hydroxy-I-trifluoronethyl-ethyl
) - phenoxy] - et hoxy} - phenyl )- acetic add, 5
(4-[2-[4-(2,2,2-Trifluoro-1-hydroxy-I-trifluoromethyl

“Kﬂmth%mphenoxy] et hoxy}-phenyl ) - acetic acighraf@éosn10237

1 Phenyl 2-[3-(2, 2, 2- trifluofdlf- hydr oxy-1-trifl uorom
%?%%glgbhyl) phehoxy}- ethoxy}-phenyl)-acetic acid

LB 2@ mfegr | PR iy B v b
rpnp@b&mhenﬁwwinph@ﬁmmﬂwl%R® et hoxy} - phenyl ) -acetic
af?\f(?hfo?&li—{z (3- chloro henyl)-5-methyl-oxazol-4-ylmetho }phenyi} 1L1.3,3,3-

%héf phenyl 2- [3 (2,2,2-trifluoro-I -
3@?6&%“?£T1?P omet hyl - et hyl) - phenoxy]
- E(ﬁﬁ:hgo}e-pﬁmqydst)lylggep}ngﬂd 1,1,3,3,3-hexafluoro-propan-2-ol,

1 R 43{323 ﬁ&a@lﬁoﬁr @@n&hﬁwg}s nb&ﬂﬁﬂi @l irsabiinatpl phedyiOcazol-4-

n
i s plr'kg g‘?ﬁa?]%f]’l 15 1, 1 1, 3, 3, 3- Hexaf | uor o- 2-
(2. QBloré 4 Briofy 5 il uomisimbchpisTbosmgor fragor shenl-
'f'g%?%? %&gﬁé&éﬁ)m aq.rpepm -phenyl } - pr opan- 2- o,

3-trifl
oy Chlsenda2y ]yﬁgqs%gw e R ety -
nln,embl 3-hpafparn-pitopd-2-64 - {3-
cfﬁn?-m dfidatll ﬂle@ltgﬁﬁcl(é’stérsﬂa'éfet)kuoronEt hyl - et hyl

enoxy| - propoxy}- 20 phenyl)-acetic acid nethyl

; est er,

(3 Iﬁ@l USSR e
) mphbadsciyhtisod @p@myt}onabmnm tp pryeste dsrigtives w@tclh gile capable of
e&dfkrsioR bhd th3he parent compound in vivo.

[3-(2, 2, 2- Trlfluoro | -hydro)cy-1-trifluoronethyl-ethy
| ) - phenoxy] - pr opoxy}- phenyl)-propioni c add net hyl
ester, and 25 _
3-(4-{3-[3-(2,2,2-Trifluoro-I-hydroxy-I-trifluoroneth
yl - et hyl ) - phenoxy] - pr opoxy}- phenyl) - propioni c acid,
and pharmaceutically acceptable salts and esters
thereof. Particularly preferred conpounds of fornula
(1) are those selected fromthe group consisting of
30
(3-{2-[4-(2,2,2-Trifluoro-I-hydroxy-I-trifl uoronethyl

- et hyl) - phenoxy] - et hoxy} - phenyl )- acetic acid nethyl
ester, rac 4-{

1- Phenyl -2-[14-(2,2,2-trifluoro-I-hydroxy-1-trifluorom
et hyl - et hyl ) - phenoxy] - et hoxy}-benzoic acid net hyl
ester,



2- (4- Benzyl oxy- 3-chl oro- phenyl )-1,1,1, 3, 3, 3- hexaf | uor
o-propan-2-ol, 35 (4-{(S)-3-Phenyl-2-14-(2,2,2-tr
fluoro-1-hydroxy-I|-trifluoronethyl-ethyl)-phenoxy]-
propoxy}-phenyl)-acetic acid nethyl ester,

wdyoke/37803, 3- Hexaf | uor o- 2- ( 3- et hyl - 4- phenetdogierPzyospives?

16

15

nyl)-propan-2-ol, rac ~18 - _

1,1,1, 3,3, 3-Hexaf |l uoro-2-[ 3-net hyl - 4- (1- phenyl - et hoxy

) - pheTiyd ihvanriop finélizr allates to a process for the manufacture of compounds of
; s T AL Qe RERY blochs BBbBiles 0xazol - 4-yl met hoxy

%‘%ﬁﬂe%@ {‘S g b g hgxoé:f |Suorgﬂ\}°\i) 20061037480

PCTI EP2005/ 010237.. -17- nropan-2-ol, (4-{
ehf)ef-*%*‘-nﬁﬁéH?PQ‘E%‘f%—f?‘?}é?@t rifluoro-1-hydroxy-l-triflu
or onet hyl - et.hyl ) - phenoxy] - progoxy}-phenyl)-acetic
add nethyl ester, 2-{3-Chl org<4-

[ 2- (3-chl oro- phenyl ) - 5- net hy|] - oxazol - 4-yl met hoxy] - phe
nyl}-1,1,1,3,3,3- 5 hex&Buofo“propan- 2-0l ,

2- (3-Cnhl or o- 4- phenet hyl 0) cy nyl )
--1,1,1, 3, 3, 3-hexafl uo ro- n- 2- ol ,
1,1,1,3, 3, 3- Hexaf | uor o- 2- i hyl - 4-[5-met hyl - 2-(3-t

3

yl met hoxyl - phenyl } - propan- 2-o4, 2-{3-Chl or o- 4-

[5-met hyl -2-(3-trifluoronethyl - phenyl ) -oxazol -4-yl net
hoxyl - phenyl }- 10 1,1,1,3,3,3-hexahhuoro-propan-2-ol,

and 2-{3-Cbl oro-4-

[ 2- (3- hydroxynet hyl, - pheny] ) - 5- ‘hyl - oxazol - 4-yl nmet ho
Wﬂharﬂﬁ’ﬁw}l?‘ilylﬂ‘@, fégg?)@(ﬁ%ipg?ﬂpﬁro-propan-zol, and
pharmaceutically acceptable salts and esters_thereof
Ithewiint R', B& RAFEr mcind ek tsidafinadhbotsompoi R snd R’ i@l aafl the other -
fPRMULART [ hylfdgdd) towek ANGINES 1o ped 2nABY DBy &L vak baRetting group
at functlongl groups to prOVIé% derivatives which are
capabl e of conversion back to the parent conpound in
vivo. WD 2006/ 037480 PCT/ EP2005/ 010237 -18 The

invention further relates to a process for the

bo e ties A fogrornd ehiosuas bt formula (1) as defined

above, which process conprises,a) reacting a conpound

of formula (11) OA CF3 CFy-f*/ R3, ;

CFy—+—CF,

(i
with a compound LG-CHR*-(CHa)m-(CHR®),-R®

wherein R, R%, R®, R®, m and n are as defined above, one of R* and R® is OH and the other
of R¥ and R¥ is hydrogen, lower-alkyl, or halogen, LG is 4 leaving group (such as I, Br, Cl,
- QTf, OMs, OTs) and A is hydrogen or a protecting group.

The reaction of a compound of formula {IT) with a compound HO-CHR*(CHy)p-
(CI—IRS)H-R‘5 or with LG—CHR“-(CHz)m—(CHRS)n-'RG and cleavage of the protecting group A
ifnecessary can be performed under reaction conditions well known to the person skilled in

the art. Such reactions of a phenol {II} can conveniently be carried out either under
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RR- (1 1) 5 wth a compound HO CHR4- (CH2) m ( CHR5) p
R6, wherein R, R4, Rs, R6, mand n are as defined
above, one of R2 and R3 is OH and the other of R2
and R3 is hydrogen, |ower-alkyl, or halogen, and Ais

wioyéamgemso or a protecting group or b) react ipOWER2005/010237

conpound of formula (Il) OA ;£F3 CF3 Rt R3 2 10

(I'1) wth a conmpound LG CHR4- (CH2) m (CH ﬁ%

ViDEXs @i dhu RandifRdns Wik, anRfcohoh RO ECHR 2 (@EH As-(GHR &Y iethe pessence of
nd 1 € !

g@ roge?mﬁ Bﬁg;ﬁa%&%ﬁ&{‘a@'{@m@%s Bl F%gmgg}gmfé%rman

ower or o}%e avli n
dllodgingseets EGeOHR 71 3 CHEGRIS oD aS¢9PRgh st RCOs
h(v (SHRGBin Ghe I&e@h&tcﬁm bﬂgagnammt solBnElaach R actdr@TIAE, DME or

|_@g%)%und of formula (I1) with a conpound
R4-(CH2)m (CHR)n R6 or with LGCHR4 (A2)m

(CHR5)n R6 and cl eav f the rot rQup i
necessHEPIEEH IBETHLR 55 ﬁ Wgﬁes g p‘?{“‘gﬁ) ﬂ@ Pt ‘ﬁ"gﬁg‘l above,
\A&hén;&ﬁpﬁﬂdlﬁ}mprheespzerdsmb&kaﬂdved |n the art. Such

reacti ons of a phenol (II) can conveni ently be

C?ﬁé' &o‘?%o?xﬁ&s S RGNa UNEQTHe R By Qe known in the art or

7 -19 .M.t su i 5 56 o7
edlééiq q{tﬁ%‘ g?ege é‘a’gEf’R’R’m’

DEADaﬂfeaDﬂaQﬁﬁ&:d@b@l&SP in a sol vent such as THE at a
suitable tenperature or with an al kyl ati ng agent
LG CHR4- (CH2) ,n (CHR)p R6 with bases such as .Cs2CQ3,
K2C03 optionally in the presence of Kl _or Nai in
inert solvents such as acetone, THF, DMF or 5 DVA
The present invention also relates to conmpounds of
formula (1) as defined above, when prepared by a
process as descri bed above. The cornpounds of fornula
(I') can be prepared by nethods known in the art or as
descri bed bel ow Unl ess otherw se indicated, the
substituents R, R2, R3, R4, R5, R6, R, m



10 and n are as descri bed above. WO 2006/ 037480

PCT/ EP2005/ 010237 O\ 0. / per, U/ OLL LL ~91

~ vaav/ \ "a~so O2m=/ as C u T- calLL LL

~~ 0 O-a OQN O1/ G 0 ~adx/ d TYitm
WoEaROHE4037480 PCTI EP2005/ 010237 21 O u S QrSi/kru0s/010237
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o O
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cc OUatr ' QNm x9nc O0~m~ 11 QO O
Lt Ua QQ Qo QVtot~l oQTE Qaa*s NXx
X\\ gqUu /O h W 2006/037480 PCT/ EP20051010237
-23 The preparation of starting materials for the
wo&bﬂﬁiolmsds of compounds of formula (1) is pthmstwséiezs?
in schenes la/lb. Bronophenol derivatives la or Ib
are transforned into the suitably proteCted
derivatives 2a or 2b by treatnent g)tctlw
silylating agents such as t- BuMe2 or t BuPh2Si Cl
in solvents such as DM, or THE in the presence of a
base such 5 as imidazole or triethylanne at
. tenperatures between OC and roomtenperature (step
a). 2a or 2b may be converted to the derivatives 3a
or 3b by treatnent with n- BuLlo:or t-BuLi in solvents
such as THE or ether, foll owsd by reaction with
hexaf | uoro acet one at | ow t erature, e.g. -78C
(step b). The cgnpounds 3a qQr may ke O-protected

by a Mtsuno reaction wtjfereagen such as benzyl
al cohol or 4-jrethoxybenzyl gl cohol ﬁ

o
[
[+

108

b
R &

=
Sy x

o<
<




10 (PMB-OH) in THE in the presence of

tri phenyi phosphi ne and DEAD or DIAD to give 4a or
4b, respectively (step c). Ceavage of the protecting
group PG nmay be achieved by treatnment of the

weapeHng 3a, 3b, 4a or 4b with TBAF i n THE mire86esaie237
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HBr, KF in DM to yield the ggsi red buil di ng bl ocks
5a, 5b, 6a or 6b, respectively’(step d). Schenes

%;?é% ré%)%ﬁ'tl@ﬁ of @Whgﬁ%? g%f thtel‘\‘:ﬁmilbﬁﬁj)f wr%ﬁﬁw of formula (I) is
HERED 2 BEDF e o bRt s T g feistorined nto he
I\/kltxﬁbimtrutect@dl detivagives 2af or 2Hb-trStmaitt Witle eg. sifh8Ry agdmADuch as -
orsuﬂeﬁs@tv & +BuPhlsr@h: ssau&ﬁs eh Iﬁ&w ¥EPHF & B %Zéa 48 L8P base such

Al ternatively e treate
aﬁ%wéwhog ’%mPef‘t ﬁxmaﬁaﬁe‘re%ﬁfeﬁnmwxxomstewmm (step a).
| 2awi 2igmgy iegonsare tathe@erivaBives 3b,0r M by tré@fentowithlA-Buli or +-Buliin

Thesse 8R6tIsORTE ArCerRE! FQlRd o eta&ﬁm m&%@&%&f %tone at low

base such as Cg C?z o% ert solvents

aETPER e ¢ Bd1/ GXanteP Db éwccmﬁp P oRralory brerptpﬁ@ected,by 2
pMisende chctidn with Nedgeb® sgilvas Benayl aldbhd] st epmlsdhoxybenzyl alcohol
CaNa9e) ﬁl_.fmi: hneth@ §9éss&ée'o@@- eﬁﬂph{g%n IBya BRAD qr DIAD to give 4a

acconp i shed é rgenatl Int resencel 0
c o %‘P yeetpestiely (ep ey Elpavags Adbe ertedins grae By omay éF achieved by
atrenhehsof{ tht Ghippdled-a, 36y 4dGE24-with TBAF iPNBIF #AN48% aq. HBr, KF in

R oy L

hli hnel rese eof H20O_at tenperatures
2 %5 Fuid %&&ﬂﬁﬁwtﬁﬁﬁ Qe el Hedt o SEAERETOG ifnol 5a or 5b with
c B XcommErimithn Bii arrRite GHR d €8k en{GHR).eR°®) underdvlittumobu conditions
g;o\fgc Say ﬁf«?ﬂ?@ ®h3P IDEAPPEDLES 5 Joﬂ%t@?ﬂ%%t’f VS F7§ bpﬂ) (step a).
(0] a or (0] ectl v
oAl 2ot da %r kgt B SO R o SRR G R Yol B XS i X i
Rka%lg) groRB 'suclias (A B dnkisOy &G, ortTHO: Thavakeaptiod wed parfoymed in the
Ere?e%%@ ebL %Qse sg‘rﬁ ggéemb S @o I GRHBAEOsudt'& acetone, dioxane,
B S WA aﬂgfr}‘e’ﬁn A Rebenice %leé N B & o R Gepgy. Cleavage of
T&l@)prpttcmngpmeg geayobe baomplignd by dydQg2GO8non th GfBence of a
I &tws% EdchS9 w@ﬁﬁa SHeht &8h a@ﬁ@AQQ)@ alcOhd H, PMbfor PG? = B
sence |V
{ ARt reblie B S5RACE. A Bl O L0 MES et o 70
t o;r Zb) avithr DD@binb§Hr@a ot idihlompdtimoariy [tho prebeace ob &k at temperatures
g%t%yﬁ Jz%‘?:ABYd Qﬂu%g gﬁ%@&&%%ﬁ&%ﬁ%&ﬂ%@%@m acetonitrile/
AVHER e fa E%}"P Bhﬁ SRMESHE? tbéﬁ‘&?t GV ‘5& 6?8&%11“ 8a or 8b
t wspectively, eopibe kildeved nodet Miswwobs tortditdre vithethe tlcatmls R*-X or R~

weth R2-Z wherein Zis a |eaving group such as F, Br
or I or to atransition netal catal ysed coupllng

Cr%’lit?\?zly S@Eg tpr uv<\:€ nr eOQ fisﬁemlf%eg u segf% ategst [[‘rciagmglrt of the phenol
| $aoorrﬁéwwﬁe‘f- ST b h EeHR .- O80T T ednyoopo8hesa s 8d, Br, 1, MsO,
PE0, Fe?ﬁ@@ﬂrptlx encedfA b&&@&ﬁhbﬁ’ dayaby;egened! Qﬂn‘/eft%ﬁlvents such as
P 0_?16, ox%ne, bl\B‘Y optg(olngﬁ‘t in'the grles%%}:/eao%‘i(l v Ry 31% alcohol 9a or
9b (step d). 9a or 9b can be converted to 10a ar 10b by reaction with aryl or heteroaryl
derivative R7-OH using Mitsunobu conditions (PhsP, DEAD or DIAD) in a solvent such as
THF (step e). Alternatively, the alcohol 9a or 9b can be subjected to a nucleophilic
aromatic substitution reaction with R’-Z wherein Z is a leaving group such as F, Bror I or
to a transition metal catalysed coupling reaction with R’-Z wherein Z is Cl, Br, I or OTf
(step f). Deprotection to the final product 11a or 11b may be accomplished as described



with DDQ in CH2C12 or dichl oronet hane, dichl oroet hane
and water at tenperatures between -20C and reflux or
with ceric ammobniumnitrate in acetonitrile and water
(step c¢). 5 Another procedure consists of the

wo tabiveget of 5a or 5b with an ester of the p@mEish@oferss

10

15

20

CHR4- (CH2), CQZ- B under M tsupobu conditions for X =

.OHwith Ph3P, DEAD or DIAD in a solvent such as THE

Eﬂoﬁlb\ﬁw&?@eﬁuoﬁ Zfa,r Pst eBngr-PMBY @fbyabdd&ﬁ{fydea%\gec{for%z PMB).

&F%yﬁ?tq %ﬁgﬁ p5 & r%lx oFor- %&“&C@% ng ;grg oadlgldWrater At femperatures

ée@veexc}zo"@rand ireflugrpowithgeric émmpﬁlmmtrﬁ%as@emmeh aalé water {step
32CO3 or K2CO3 in acetone, 10 di oxane, DMF or DMVA in
t he presence of KI or Nal to give 12a or 12b (step

E)n gwlf‘&c 519@ co Sflstst (errhg ﬁ%ﬁﬁl&%@@f L4 orlf?obwi%taﬁ ﬁé‘f&dbﬂiﬁk formula X-

e In a solvent suc %l , Jret ha
_ - Candt PR MR Préfiges @5 Br= §B1 (iby PieB, DEAD or
}ﬂ)IABt 80 sojventAutie s TEHF wedive 12kl 1818 (sedp gypalterhaively, 5a or 5b may be

d
R T
ahdetiyeie Gabr bMEd dsRppt SR:uithibasss spal 36, CseC oma8Al 1o acetone,
@onbﬂe, dDME SHDM O theprkienthef 1l @ ahdlo fiye EZagar 1|2b Aedpdh). Reduction

o?gh e =9 u%f %2}; %9% égcﬁ'&xlg%r&grdliﬁg 8% g&péﬁg %uchTﬂeI'I?F methanol or

reaction o
RénpiEr ravturs. theyeal Yéfllds(? ~§& 8 (ot RY @ik ﬁ@ﬁg)e ﬁlteIRBU‘LEﬁY, the ester may
Bl \LESveeh@f ity a&ﬂv\é&veg)i @19 Yfor (F @1, RBep4) H-twdt @xhiek steP@ Reduction of

?Rf%/ es?? tg P \:/alecf’equdd b%%c%gmgpsh%% au@&ly b?'ee g ﬁéﬁ)&q (%%g\:/al:ﬁducuon to

shm@cqhobbue@gd@%ﬁed Bypsequeny veﬁflatsoeéﬁ dhysde Tbe rqapion of the
QldeRfleOMh iaMGAdiRrDiagan Ré-b@gBrbﬁSESSMgﬁbbr a&SIZKE0E Rhgent R*-Li

er mec Ve,sC S I
SR AT o S P T0o  h Aoy y e
dawnbedéwv@ﬁqpeacpb 90a or 10b and | la or lib (with

me0 and R5=H) respectively, using the reaction
ertSb(iﬂ&eatﬂb&df 4 Redibgiteted oxisdoy id osohehepsh es dindhne, BVF or

f I\?L%g'h% %1“}%%{ %Qfsz(gﬁmggﬁ {néder n’ucrowawrr]e conchélons (step
%) algghoé,léa ﬁélab&’alé I%\)@eseéic@ als b d 53 e converted to 10a or
avBiahdbleor 116 (xmit =D Im&R?ﬁyhesg@ctmhr wihg themaeation conditions

LA S RONTR L AL AR A, st art 1o materal such

: est er ?’giﬁﬁ %26&%3%36% C&?zigquﬁi é,?f-‘ cargggﬁ)ﬂ {ocRﬂ?ndgn and X

30

35

|aig @ﬁatil rsbpreo eedomesrdadimrpihbledAvwntiepmanbserepared from a
$Hhdeh @&nhﬁrc&zlﬂ? affilhble Rﬂnﬁg Bskdriatd@H a a@ %hdmidl@CHR )-

g f eat me a, c o
EBERLERRUR. e ol LR ED 30 2+ SRRTRR hooc
((CHEM,}( N@ﬁ@iw stinéudiliterRaire fReceduids cqmd:oﬁ!@‘ known to those
LT QAhY L MREEFRREEL mATRE %JDH:Q bZQreLﬂrﬁe%E BHICEI=CH, with
procedures .Bi nggel i et "al é%llg?

o D S R s
\CBBOROBIZR2CHRBGR( Wheodin af RA = H\pa 00 406680:2y] nMytk pecpeted
accordmg to literature procedures {e.g. Binggeli et al. W02004031162, W(G200292084 and
WO97019311, Boehringer et al. W02003037327, Bouillot et al. W(2004006922; Morita et
al., JP9095482; Cynkowski et al,, J. Chem. Soc. Chemn. Commun., 1995, 2335-2336;
Kodama et al., US6472386; Faul et al., Heterocydles, 2001, 55 {4}, 689 — 704, Ackermann et
al. W0O200236584, Adams et al. WQ9728137).




al ., JP9095482; Cynkowski et at, J. Chem Soc. Chem
Common-, 1995, 2335-2336; 35 Kodama et al.,
US6472386; Paul et al., Heterocycles, 2001, 55 (4),
689 - 704, Ackermann et al. WO200236584, Adans et

w@hoosHP9028137) . WO 2006/ 037480 PCT/ EP2005/ Gaoatspbonsrotids7
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After preparation of derivat iz\ée_s 7a, 7b or 10a, 10b
according to the synthetic descriptions above,

;Alfﬂf de Mﬁoﬁq&ﬁ%tﬁém%tor ilﬁa,ﬂ? a@dﬁonﬁhtg PP Syt RN edBiitions

r ror O Cl eavage e pr ectLl I.O

ek ias ol B YR A b RSP eEr: DiruRr Do B deavageof
fthinprbieotiag grgupdscamptes fe dymet ranstpripafiony of suebtfemctional groups are

MRLELes womype hydrolysed to the corresponding acids
by treatnment with LiOH, NaOH or KOH in solvents such

s THF, et hangl .or e ol . The i N o] g
ABppaoierer rar bl AR it b e Liow,
N#HRERor KO iheolprssank es BF.anctlnngl erreghanpdberrsulsng #ridsgnay be
No N eficg Yo SRR a0 ithiad @k ROBIRR" in the presence of a coupling

N- ( 3-di net i nopr N - rhodi i de. N
HW%W%@%E%@%%&%&L&M&%E&B.,%(?P—gunetﬁglamtnopropyl) -N’- |
Gtfylcaghodiitmdirbyd@cbierds (HRED aydy(1& dhyRrZicgo-1-pyridyl)-N,N,N,N-
U8k L Bre M YA ORI B3 rhR (TR apaatigdtokiFddzo afigkole (HOBT) and
UK R R e e
SBlE,efiter sudithleromeTtidie. Retlinsion of th ers vith aeduisimsegents such as
Egﬂig&t, 1ARTIOh sSiRG eS8 MO LITbr MRS Iy Ml e ABESrfos ¢as

B ,ﬂt)l'A i n,sol vent sucvh as I\/bOF c(:)a.rrr';:q_lout%&the
JPIEHHEN costoes AlsRae Y-ﬁ&?&?%i%f‘ﬁgf” SSIHELE
Alrpestaaitd dezivytives $ve 8b.driv or Bliborespadeselye carried out with

the 15 unprotected derivatives 8a, 8b, 1lla or |Ib,
NBSRES tHe\ielivatizione bf the ftdeGorherow@bh R&sd FSnenefivd fasctional groups

functional, grou n s Pt ' L
G LR Bl 1AEDE D RS GER o
adebiyair @xyaveed (s desribiediop int Rreteeire Syannt ihaginicyaibedy by T.W.
O rebROMATPECE M. 3%uteleStEd oo, aviley N.YL)." Pr ot ect i ve G oups

in Organic Synthesis" by TW Geene and P.G M

Wt s, T%I;: gor%%r ion]t)%?:l:mgirg%w& %rgnﬂa (I)%Qtoﬂ%aﬁﬁﬁﬁéﬁﬁéﬂf Beceptable
of a con‘pouncf_ of tornmul a (I%1 Into adgh_g{ maceut 1 cal .l Y
ael 6t bslamriedouf by BeimpRt of SHhasarBRRR byt FLRPTRBRI 26 for
séehph atgapbantcd, tdthas formeaugplaihydackldric {ad or lepdashpbmic acid, or

2o AEBRALL i AGh h as flliAR, hiBkc LURHRIBhorDIRDI R itk an
aci d _or ~hydrobrom c acid .or ot her, |g}g@gam c, adds d :
seretpinacid spehiasifer eramgle #etc1dd: gEIcidpRBles o frmppe geid; tartaric
eictd, metHanwulfbniascid of gasliaeatiodic asdTheasiredpondiey earpglate salts

acet}c I ' j o ¥ ' i o
G ) 40 ot
peopeitatibls&8s¢s-f oni ¢ add. The correspondi ng carboxyl ate

IERC IR N NI R TR
catgaadah bk eariades.e.g. by treatment of suited amino or hydroxy groups present in the
molecules with an carboxylic acid such as acetic acid, with a condensatihg reagent such as
benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate (BOP), N,N-
dicylobexylcarbodiimide (DCC), N~(3-dimethylaminopropyl)-N’-ethylcarbodiimide

hydrochloride {(EDCI) or O-(1,2~dihydreo-2-oxo-1-pyridyl}-N,N,N,N-tetra-
méthy’iu:onium—tetraﬂuorborate (TPTU) to produce the carboxylic ester or carboxylic

amide.



The conversion of conpounds of fornmula (I) into
phar maceutically acceptable esters can be carried
out e.g. by treatnent of suited am no or hydroxy
groups present in the 30 nolecules with an

woRMsyes C aci d such as acetic acid, wth apcrep2005/010237
condensati ng reagent such as_%%S

benzot i azol - | -yl oxytri s(di methyl am no) phosphoni um

hexaf | E%*Ptzi‘b %&*ﬁ% méﬁe 5 no ,eﬁﬁn%e in the %xgmpleg. the compounds of

ﬁll_fﬁlﬁhlgh X f’dh‘@]ﬂliﬁ al ﬁﬂtffhﬁ&ilafemm calll be prgpaég:d aqcc()jrdjng to analogous

h)}%ﬁ%%% {B‘g ﬁ%ga"i‘%“%%%{%% r%gi%/lo&s s'eg foretﬁ Q!yov%.a&axgné lng]cerigls are commercially

0-afdilabledi hyavioindhoxo- | - pyri dyl )=N, N, N, N-t et r a-

nmet hyl uroni umtetrafl uorborate (TPTU) to produce the

carboxylic ester or carboxylic 35 amde. WD

2006/ 037480 PCTI EP2005/ 010237 -26 Insofar as their

preparation is not described in the exanples, the

conmpounds of forrmula (1) as well as all internediate
_ products can be prepared accordi ng to anal ogous

nmet hods or according to the methods set forth above.

Starting materials are conmmercially available or

known in the art. WD 20061037480 PCTI EP2005/ 010237

-27 As descri bed above, the novel conpounds of the -

present invention have been found to bind to and

sel ectively activate LXR al pha and LXR beta or

coactivate LXR al pha and LXR beta- Consequently,

chol esterol absorption is reduced, HDL chol esterol is

i ncreased, and inflammatory atherosclerosis is

reduced. They can therefore be used in the treatnent

5 and prophyl axis of di seases which are nodul ated by

LXR al pha. and/ or LXR beta agoni sts. Such di seases

i nclude increased |ipid and chol esterol |evels,

particularly | ow HDL- chol esterol, high

LDL- chol esterol, atherosclerotic diseases, diabetes,

particularly non- insulin dependent diabetes

mel litus, metabolic syndrone, dyslipidem a,

Al zheinmer's disease, sepsis, and inflammtory

di seases such as colitis, pancreatitis,

chol estasis/fibrosis of 1o the |iver, psoriasis and

other inflammuatory di seases of the skin, and di seases

that have an inflammtory conponent such as

‘Al zhei mer' s di sease or inpaired/inprovabl e cogni-tive

function. Mreover, the novel conpounds of the

present invention can be used for treatnent and

prophyl axi s of age-related and inherited (e.qg.

Stargai dt's disease) fornms of macul ar degeneration,

is The invention therefore .also relates to '

phar maceuti cal conpositions conprising a conpound as

defi ned above and a pharnaceutically acceptable

carrier and/or adjuvant.



The invention |ikew se enbraces conpounds as

descri bed above for use as therapeutically active
substances, especially as therapeutically active
substances for the treatnment and/ or prophyl axis of

woi28®AasRso Whi ch are nodul ated by LXR al pha apgi@erdesfbionss
20 beta agoni sts, partlcularl¥ as therapeutically

acti ve substances for the trea?nEnt and/ or
pr 0 p h)ﬂs@ékélb@ci aﬂoﬂ'@ BaseAl dohﬂiodnﬁﬁdf@lheﬁpredeﬂﬁhﬁa’izﬁ@d have been found

ter \Y} h I I |
gts‘éf%lvgy 5%3?%%& %talgc %ghs e%s0 356 ebL}t(R glphaand
nblﬁR bqume@:ewén dealestegplaborpton lﬁeqdpfqdugDLrﬁbﬁlaﬁ@M ig increased,
SYRO LA B maYPith@bdeabss is &ﬂﬁ&ldSThdyI&ﬁrL SRTERIrObYused in the treatment

5 d;lﬂﬂe ;ggg}gg 3 k I leg%gsewﬁpgﬁre H%O%Bjraéeglsog L%grf]a&h e at ,!]_/t or EXR beta agonists.
nhuchl diseasdeigelnde mriearrd %l@@dﬁb@lesﬁ@rzlﬂéiehew@c‘%h@é% EDL-
Ir !é!fo?é}&}él %g}:me, %ﬁ&@ﬁarsn‘%éﬂombmc &i@sek, MpBtek, ?ﬁrﬁculaﬂy non-

_ te hod or th eut i,c
PP eReRicat R R oI SER iy LU B oS Abheimers
miidens@ bepdis by d inRoahghy dismsdy vich @@thgpanqg@ﬁ{s,gb@}estasxslﬁbmsm of
10 pﬁ{etﬂv&uhﬁﬂaé{s Lﬂroﬁﬁ%ﬂéﬁ%ﬁQ@uﬁéeﬁse%ﬁH@M ﬁﬂ@&i}l&a@& Tﬂhzﬁ have an

treatmeht of increa

RSSO PBRAITE St G g GG B P B bl poenitive
c hiniction. & @koven threnasloapotids dilsaaees, mtﬁﬂablet:@sbe used for
QIFH}E[}Q BRALAS iRl 48 StarfBRERIINeh€) forms of
synJhﬁﬁHkmgys |p|dgﬁ?§ﬁ;sep3|s |nflgnnato$§ :
2endi3tiongi seases, colitis, pancreatitis,

cholesta3|s of the I|ver fibrosis of the liver, o

15 nac ul aFhaciewetion didrdorealid fdttes taPhprIasetical campegtiens comprising a

Eom:iig Qe A ARbVeS88 a%ﬂ%ﬁt&tﬁﬁﬂyﬁgc@mﬁﬁlfﬁﬁﬁﬂ $hdAsr adjuvant.

defihed above to a human being or animal. 35 The

i nvent ’gﬁ)a]‘rggv Por &ﬁbr&&? c&ﬁﬁolfﬁds Mﬂg&l%ﬁé for use as

defi ne i ¢ and

p rtmp Y active @g’(s‘ﬁ‘éf’ﬂs e5pe ggpe‘mFa&lﬁ agj.\ré substances for the
nmwn@heﬂlm ﬁ;myaﬂxmadmammncmmnbéMmd@pm tlpha and/or LXR

PSS A Bl oy A LR st
i peopdualsns of ingieesed dpidllevelsi ReFE st ple 5"§T]1 2191 H Pé\fg*r’kesteml high
| Q,WLHEb}eStBﬂﬂ QfteafsolerotibidbrstsDlliabardsod asinelial dependent diabetes
. he%_{ G e?a%gfnlb &{Agllo%-?eaﬁ)ﬁﬁ{nd%ﬂb%ﬁ? 1nﬂra]91@na't<§}§'tﬂs!e£es sldn diseases, -

dépe IC'S
B CALCAM MU RS PN —

2de§&@Sﬁﬁhﬂﬁ@£s&m@we pancreatitis, cholestasis of the
liver, flbr03|s of the liver, nmacul ar degeneration

an ;j/ ?r e gfe@&fed%u@oaﬁt?e%? tﬂhﬁv&nﬁ%ﬁ‘ Adt&no aln%‘ﬂ:xod for the
r e at es

use ounds,. as_des rlbed
SheraHREic By AR AT DGR G o TR 41 GodAaied By LXR alph
thﬁ&@mEHRbemagﬂhnappnmphyyﬁmﬂwﬁhﬂmgaunenﬂmu#0ﬂn§easegmnﬂnof
gﬂ%ﬁ%@@ﬂ% %&Aséay E%éﬁat@hﬁg%t %g%@i—aft&?@téi@ﬁ Bigh LDL-
R U T R N TION

| nedtskatie shndhohe gy diplemia, sepsis, inflammatory diseases, skin diseases, colitis,

pancreatitis, cholestasis of the liver, fibrosis of the liver, macular degeneration and/or

Alzheimer’s disease, which method comprises administering a compound as defined above

t0 a human being or animal.

35 The invention also embraces the use of compounds as defined above for the
therapeutic and/or prophylactic treatment of diseases which are modulated by LXR alpha
and/or LXR beta agonists, particularly for the therapeutic and/or prophylactic treatment of



10 level s, | ow HDL-chol esterol, high LDL-chol esterol
at heroscl erotic di seases, diabetes, non- insulin
dependent di abetes nellitus, netabolic syndrone,
dysl i pidem a, sepsis, inflammtory diseases, skin

wohose@sRs, colitis, pancreatitis, chol estasiwmairzidd@iorsy

16

15

liver, fibrosis of the liverg nmacul ar degeneration

and/ or Al zhei mer's di sease. %uch medi cament s conpri se

alcreeﬁﬁmpidﬂekreasmd&sﬁﬂlcbﬁektﬁlﬂdmls 10% HIle vieodstens], kaigld LOL-
LSRR B DI ERRE,, B, bEY BlHlin B0h AR Bflbetes melitus,

herosclerotic di'seases

thetsbplis sydrome, &l ipilemmiet BESi wfiapaaiorg dispasesskin diseases, colitis,
bRk &aakid, Ofolespafs of iéllived, fbrofis efRalivepmantit dégehsreddommdtor
Sgylncne ed lipid levels, increased chol estero

BFETSU2PR%r oscl eroti c di seases, or dyslipidenia
especi al ly prevention and/or jreatnent
at her Bredpisogen alsgrdugdathegyse a@*‘-?mPBPa@ﬁf gﬁ“&ﬁﬁd above for the
BRP605Y 480 dR€aTd B Othk BpPSTtic anﬁ%rﬁh@ﬂy}attﬁmmgent of diseases
w%ci:%revﬁ&ﬁ}lft@%ﬁff Eﬁg% g}p&ha L/ 196 beiLaddtlsh fﬂﬂrﬁl%l df%or the

ounds of _the g es invention

qrwmhar&%ﬁsea&ﬁeetwé%ﬁ evg&slayrgaseéﬁhﬂesterol
Reelt, WHDUhhoNbﬁéhﬂ JighlIDbthadsterSDeliabalnsittdisedseq diabetes, non-

SCI athlla r o
el el B LY, AARRN bR g g@%‘%ﬁ P
mﬂmmﬁtormﬁaase%ﬁl%% Hispases, & ﬁg Q’sn%a?mi’f bol

EheIives GlabilanvdrgiESionane/ot Abrhtiiect diseabo Sechpn@l@ments comprise a

full- le@%%mch&ﬁﬁﬂxE%R al pha and LXR bet a.
BACYer expression vectors were constructed to

pr oduce glutathlone- S- transferqﬁ) T%ﬁ% d HQ tqﬁ Is,
| i ganBreBtign ABY/ab Her et Aty e2si TRitires Rerearep rbolpisol leve
16drdsdlerddd lisand, dystipiderhiXRrhlitbates @shelp&etrel 6@ tion] particularly

BEcv R Sl Bt S RAE PR R vl Mo RROKARGE Rvels
e hrRedernyc dhessairer MR engwaefﬁéﬂw PrRYSUphen P gent of
vgetadeotiEdnakesor dpdipidamie veri fied by DNA sequence
analysis (WIly et at, Genes Dev. 1995, 9: 1033-45;
Song et at, Proc Nad Acad Sci USA-1994, -
91:10809-13). Induction, expression, and purification
of GST-LBD fusion proteins were perforned 15 in E
colt strain BL21(pLysS) cells by standard net hods
(Ref: Current Protocols in Mol ecular Biology, WIley
Press, edited by Ausubel et al). Radioligand Bi nding
Assay LXR al pha and LXR beta receptor binding were
assayed in buffer consisting of 50 nM HEPES, pH 7.4,
10 MM Nadl, 5 nmM MyCl 2. For each 96-wel |l reaction
500 ng. of 20 GST-LXR al pha-LBD or 700 ng of GST-LXR
bet a- LBD fusion proteins were bound to 80

$is,
di'n .
Jéﬁar asis of




g or 40 g SPA beads (Pharmaci a Amershan
respectively, in a final volunme of 50 p.1 by

shaking. The resulting slurry was incubated for 1 hat
RT and centrifuged for 2 mn at 1300 X g. The

woeupgosas@nt contai ni ng unbound protein was pemRERNs010237
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and the sem -dry pellet contagjning the
recept or - coat ed beads was re-$Uspended in -50 pl of

buf f etThel?@IHMQﬁ @ﬁ!ﬂﬁ‘eré @&kried 36t iAQRIL DI Aamind the acmuty of the

( W unds otI t{ne presen thercteu oln) Bac m(xgin%c’:rmatmg}x ‘BL 8 IQer% gcfj assays can

t bé fonurbmmhny Teettay [Peystapmyant ofresinsHetion dronmitydespy for

At roRRatdrhetivRatltphor gaeiilthedbiabinEKlofdain” 1Akl Biochem.
29 h%eﬁ,/,pg?slgﬁce of test conpounds and then
s?ﬁt proximty counting was performed. All
bi ndi ng assays were perfornmed in 96-well plates and
t he iT BTN TackantierhaR SRSt iaprss BllPengkiaheman LXR
TopE0 M 18 bag. BpfetiilleRpresicilietiBaokas d:)n.strﬁh&Etor;Q&Fm:B ghitathione-

th

mm?ﬁ GBS TIRSH By Nl Bafiol 2085 ORI B xR Mpha aa

Ré@otpféé?) agd hamas S ZPdeBd by FdrstQr Tﬂk?‘cﬁﬁ@?h@é@ssthe BPipss of the
164 eh0d diM@THe 18D Warel atn pfRiEM-omdidiHBng B0 is By POR 10d4hen

% %
A a%aedgm%s%g?afm%%@m? e @%%éﬁéﬁ%ed‘*%fﬂ%é@‘&w analysis
CEWilly/etvell, Gerasdev higAS: @d@éﬁﬁcﬁwsgﬁg et Bige aM%qi PALISAIRR,
f yl-ledoengs. h WO 2006/ 037480 _ PCT/ EP2005/ 010237 - 30
LXR al pha or fuI | -1 engt h-LXR beta expression plasmds

pl us ﬂfil'%ﬁﬂﬁr L@?H{gﬁﬁfx‘%ﬁ% St &Or- hﬂ?&sﬁéx{ FrloBeifs were performed

under € con onse e f 8(6 e
I'QrOCOIs 1IN

r
Tifa%ﬂfb%’ta}no{ﬂ'?\k@%% colipy sienddd meth
r safeilhr fichehovidl fees| editedBboadehtleadls) accor d| ng to
t he suggested protocol. Six hours follow ng
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Luciferase Transcriptional Reporter Gene Assays

Baby hamster kidney cells (BHK21 ATCC CCL10) were grown in DMEM medium
containing 10% FBS at 37°C in a 95%02:5%CO; atmosphere. Cells were s¢eded in 6-well
plates at a density of 10° Cells/well and then batch-transfected with either the full-length-
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Usual stabilizers, preservatives, wetting and emulsifying agents, consistency-
iraproving agents, flavour-improving agents, salts for varying the osmotic pressure, buffer
substances, solubilizers, colorants and masking agents and antioxidants come into

consideration as pharmaceutical adjuvants.

The dosage of the compounds of formula I can vary within wide limits depending
on the disease to be controlled, the age and the individual condition of the patient and the
mode of administration, and will, of course, be fitted to the individual fequirements in
each particular case. For adult patients a daily dosage of about 1 to 1000 mg, especially
about 1 to 300 mg, comes into consideration. Depending on severity of the disease and the
precise pharmacokinetic profile the compound could be administered with one or several
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At -78 °C, a solution of 16.57 g (57.7 mmol) of (4-bromo-phenoxy)-tert-butyl-dimethyl-

silane in 140 ml of THF was treated with 43.6 mi {69.8 mmol) of n-Buli(ca 1.6 M in
hexane). After 30 min at this temperature hexafluoroacetone was bubbled int6 the solution
(very exothermic reaction). Stirring was continued for additional 30 min at-78°C,and a
solution of NH,Cl was added to the mixture. The phases were separated and the product
was extracted with EtOAc (3x). The combined organic phases were washed with brine,
dried (Na;SO,), filtered and evaporated. Purification by flash-chromatography on silica gel

 {n-heptane/EtOAc 97:3 to 9:1) gave 8.5 g (40%) of 2-[4-(tert-butyl-dimethyl-silanyloxy)~

phenyl]—1,1,1,3,3,3—hexaﬁuoro«pr0pan-2-ol as a yellow liquid, MS: 374 (M)".
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2-Chloro-4-[2,2,2-trifluoro-1-(4-methoxy-benzyloxy)- 1-trifluoromethyl-ethyl}-phenol

In analogy to example 1.1-1.4, from 4-bromo-2-chloro-phenol was prepared 2-chloro-4-
[2,2,2—tri.ﬂuoro-1—(4-methoxy—benzyloxy)—I-triﬂuoromethyl-ethylj—phenol as an off-white
30 solid, MS: 414 (M, 1CD™.

Example 4

2,6-Dimethyl-4- [2,2,2—triﬂuoro—1-(&methoxy—benzyioxy)—l—triﬂuoromethylu ethyl]-
phenol
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hydrogenated in the presence of 60 ng of 10% Pd/C.

Bfa ﬁ{g 695’1}{1%1 of3. tﬁ@ronﬁaﬂ}@h}i‘ﬁ—beﬁﬁm @a@a@aad-bp(mmfmm-ss 1,

LA TR DL O
Em@@x)bﬁu@manﬁudmsl -byelrdxy3l-triflupicabethyb4thyl) -pigneldexmpds 6), 76
ﬁ?é @t%x%fxg)% o%%ﬁ gax -doli @ﬁdagl(@ro@ nhmaggfﬁ%a&slhm%m& u%E Q&Eﬁéh

Sghe Ve B reae: ST GRS L\t 30 p iy Hon s dluted
[i)ﬁ&fthtlﬂor@nredmm The organic phase was washed with water an brme, dried

(()#%rrlgt' Eﬂﬁﬂé@ s ated e chadd ;pffd'duH AR @flﬁEdWoﬁﬁlYn brbhhiolthphy on
NI D SRR T BRI IRRE O et

SrbEn@]-ghdayl)fl, UDBﬁ,SLhﬁéiﬂﬂWBQ"hmpynﬁexh 234 epkarjessisoliei N(§:66¢ (M-H,
ollﬁe)t -hyl -

Example 8

3-(3-{3-{3-(2,2,2-Trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-propoxy}-
phenyl)-propionic acid ethyl ester

8.1
1.12 g (2.9 mmol) of 3—{Z,Z,Z;Hiﬁuorodv(éwmethoxy—benzyloxy)»1~triﬂuoromethyl-ethyl’]—
phenol (example 5) in 20 ml of acetone were treated with 0.51 mL (5.9 mmol) of 3-bromo-



et hyl ] - phenol (exanple 5) in 8 nL of dioxane were
added 1.0 nL (8.8 mmol ) of 2-phenyl- oxirane. The
reaction was split in 2 portions. To each of those
was added 4.28 g (13.1 mol) of Cs2COB and each

woeawiosog m xture was treated for 30 nmin at 230Eries010237
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the 35 m crowave- The m xtureg.were conbi ned and
wat er and ether were added- The aqueous phase was

exbrfah8dn metﬂaeseﬁé@@f 18dsd hﬁn&paiacoedndawaﬂg OL.PhasBSof

wer e wash ine. VWO 20
NSt Dar s s ool Sisiae Sad e A B gyermighy, Slpred ana
empgnaaﬂl Bire cofdetpireduso weenedisselved i@ prdal Mlﬁ{% selution, the
EAb B EseP¥rate@ QhUFHR n‘iki} EQRB Rk With HO\A@. BeQoRbined organic

@BS&F‘%%%@V%‘H%W & 6fif 4&1%5004%%'51% SO PR Sk Cotumn

etivametogaphy pmsilicage] iddedoi1 g (84%0) of éd@ ¢ Wl‘f&lﬂum@nb('ﬁ‘s@thoxy"

NYerke H8%) - RfriffuBfomethyl-ethyl]-ph }- 1-0l as a colorless liquid, MS: 438
-ﬂgiﬂn’;@- S P b e oy B

b@ﬁ yl oxy)-1-trifluoronethyl-ethyl]-phenoxy}-ethanol

as light yellowoil, Ms: 500 (Mt. 9.2 In anal ogy to

efdnmple 8.2, fromrac

11561% ¥.3 Mciﬁ}c{ff%lr@ [2 2t icfilubh@r Di4- medoREbaRysx ) - 1 -trifluoromethyl-
1
SR ?ﬁ%ﬂ% biopr 330 SRE M (e iob P AT B PLRASG propionic
| 4@@ mﬂmyama{@q Qf 5) ot oA K Were Lpatehith kg o6 Ag mmol)
s Imlle Tltl?] squtmn rx]evas cooled to OLC and treated with 88 pL (tO .44 mmol)
t r nme - e eno (0),4 e I
é@#ﬁﬂmf N ol M A S ke
9 gvapbrateglreafl dgafrmlﬁ rempWes irigied by eoffmmehromatography on silica gel
[ Gmﬁla bfﬁ@{ﬁf@!’n[—gepzanz 'ltﬁrt‘b iB lﬂ@ﬁadli@é Fh EBR0008= [3-(3-{3-[2,2,2-
Il uo
B S T AT T s S 857 pheni-
( FFO{ploqm@thhyi e:[t@ a6 2 cczloéew Hawid. 065 614 dr oxy- | -triflu ;

oronet hyl - et hyl ) - phenoxy] - et hoxy] - phenyl ) -aceti c and
mehyl ester as a colorless oil, Ms: 527 (M-H)-

(Eéﬁigg?qenmfn%g o[fé (32(323 2, t?. I@; uoro I_(«li_rﬁetgo —benzyl? T
WTPO Pb‘f?é?fW 3c1%/ ester m 0 mL of
aﬁthAa?ﬂeréﬁ yd¥g eﬁa@teﬂ&x 19 Dkeperné (f)if 6Bang of 10% PA/C. After remox}all ?Jf the
(L0 RIE B ohcl e 218 SRR e
aélilf@ﬂﬁﬁ?tgﬁ%ﬂhif as flé?a gee Bféfhg gt QA é to vield 64 mg

(&Jafb)eﬂ 3vBi{B-[8(7,6,2reifladrol lMl}ldIrcﬁyl- lamﬂmommdlgrméiyatphkﬁoxy
f g;togox,f} G@Mnggggja e% WEd QfV1 o985 20868 LR ReS A Here

I norgani c one was extracted w
Et OAC The conbi ned organi ¢ phases were washed W|th
blEi"%Ph’-an ed (Na2SO4) and evaporated. The 25 crude
product was purified by colum chronat ogr tEhy to give
2 Saarty-{{-Phedy-8f{31(28,2(iflfrorp-1-hydroxy-1-trifluorome yl-ethyl)-phenoxy}

ethoxy}-phenyl}-acetic acid methyl ester

9.1

To 1 g{2.6 mmol) of 3- {2 2,2—tr1ﬂuoro 1-(4-methoxy-benzyloxy)-1-trifluoromethyi-
ethyl]-phenol (example 5) in 8 mL of dioxane were added 1.0 ml, (8.8 mmol) of 2-phenyl-
oxirane. The reaction was split in 2 portions. To each of those was added 428 g (13.1
mmol) of Cs;CO3 and each reaction mixture was treated for 30 min at 130°C in the
microwave. The mixtures were combined and water and ether were added. The aqueous

phase was extracted with ether and the combined organic phases were washed with brine



phenyl - 2- [
3-(2,2,2-trifluoro-I|-hydroxy-21-trifluoronethyl-ethyl)
- phenoxy] -ethoxy}- phenyl)-acetic acid as a
colorless oil, Ms: 513 (MH)-_ Exanple 11 rac

wohnbdosPhagny| - 2- [4- (2, 2, 2-tri f1Uor o- | - hydr oxrhmehiobhioss
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romet hyl - et hyl ) - phenoxy] - 30,ethoxy}-benzoic acid
nmethyl ester 11.1 |In analogy to exanple 10.1, from

%qummy ZHef e@ﬁbﬁtz&?@ﬂﬁé sob&hfthe atde pAflulrs MaRNY¥parated by

EIE DR RYT L DURB: RS dnbealr s A o
egthoxy-biMiyloxP)? Bt foromatiyls 480-cthanol as light yellow oil, MS:
g&T (/1\%"’2 99&&%9;@3%) 0B 2%egﬂl2n{3aﬂ2@| DH0LE- SRR Eoxy-

herfzzl‘)ﬁ?)zl Cirifoporapasthrt ety Fhep ek e 2 Fghtyrplops oil MS: 500 (M)

trlfluoronethyl et hyl ] - phenol and rac
8-2( 2- hydr oxy- 1- phenyl - et hoxy) - benzoi ¢ aci d net hyl
?@ohﬁﬁcl phenyl-2+{3- {22 2-trifluoro-1-(4-methoxy-

Bg%;ﬂogﬁ] )gnﬂuorcgmet{:q?l e%iy% -phrelncfnlcyl}l %Eh%nol ag'lé mn%hyli] gﬁd%%z}}ényl-

neetdté wav Bt diac B-Hyphenple folda.2-ifnexy | -(Beretbie-eardoxy)-1-
@?ﬁd?)‘f&m@ﬁﬁef&lln)@}ipl?enﬁﬁ}ﬂe@%x?) -bhenMPacOR4cid (Mityl eskdr. a8 a cdlBrless ol
mo 0 Irac

= -% nyl-2-{4-[2,2,2-trifluoro-I-(4-nethox)r-benzy
| oxy) - 1- :
©3i f1 uor onet hyl - et hyl J- phenoxy} - et hoxy) - benzoi ¢ add
e hh¥deyes &;@fnplern 3 fiim Bt [a(phdny- B {B{2,4,0-trifludro-1-(4-methoxy-

?Cet gn%lﬁ;[% f?uo];omgtl;l}fl(e%gfl‘nz]%m 0 - erth%ag)egh wgltl QC&%QCIHQHEY}IYI ester
wﬁp@pas@ ras (& Epheayhe-(An2 &adﬂnﬂwﬁﬁ—hsﬁ@w@ﬁ(fbwmmhﬂ -ethyl)-
oy PEth 661 ipheRBiittd MEthylaser aareloaldded, M8527 (M-H)"

g%{ﬂ”]gg mggpggntl nued for 3?11 Elt’ QAc and 1M KHSO4 -
yere added and the phases were separated. The
imorgani c one was extracted mnth EtCﬁc t he conbi ned

REFUIEIL S LA T T AR A —
kﬂiﬁﬁﬂﬁhdﬁ&kﬂxﬂﬂﬂ@&m th a gradi ent of Et OAc/ n- hept ane
to EtCAc gave 30 ng (48% of rac 4-11

4P hﬁ:rm |03 Zm[aa) 612132 (42{1t Phebiun [06202 hyriftuoxyd Tyt 1upiflosm@methyl-

g@%{(@ rphggo Cl(:)lfc))xﬁ }I}) & elﬁg ﬁ%& n%?&ﬂ%bf Fﬁ%&g&gﬁhi’*ﬂd o{ 'Zl‘HF
avefexteqated(vth0. zﬁmhof IM&%Hlat pet Soperature for 2ot %Sﬁ%also lution
lab¥dded PRE PRAYI wekt Bpxipled NOIAZRE orgdic aflehwisitiydtePRiREtOAC.

e Combined organic phases were washed with brine, dried (Na;50,) and evaporated. The
crude prodﬁctm purified by column chromatography to give 29 mg (74%) of rac (4-{1-
phenyl-2-{3-(2,2,2-trifluoro-1-hydroxy- 1-triflucromethyl- ethyl)-phenoxy] -ethoxy}-
phenyl)-acetic acid as a colorless o1l , MS: 513 (M-HJ".

Example 11

rac 4-{1-Phenyl-2-[4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-
ethoxy}-benzoic acid methyl ester '

11.1

In analogy to example 10.1, from 4-hydroxy-benzoic acid methyl ester and rac 2-phenyl-
oxirane was prepared rac 4-(2-hydroxy-1-phenyl-ethoxy)-benzoic acid methyl ester, MS:
273 (M)™.



In anal ogy to exanple 8.1, from 4-hydroxy-benzoic
acid nethyl ester and 2-brono-ethanol was prepared
4- (2- hydr oxy- et hoxy) - benzoi c acid nethyl ester as a
colorless oil, Ms: 197 (M+H)'. 25 12.2 In analogy to

w@&wmbﬁs‘il 2 (8.2) and 11.3, from PCT/EP2005/010237
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4-(2,2,2-trifluoro-1-(4-nmethogy-
benzyloxy) 1-trifluoronethyl-ethyl]-phenol and
4+ (52- hydroxy et hoxy) - benzoic acid nethyl ester was

b B8t srasnade b, fom &322 UG L Cmethory beselom iy
enﬁwrpmegmeptbxlwph@tqh andtac éé%%&@r@%aw hegl-g(hoxg hegpoigasid methyl
sﬁé@hﬁﬁ:r@&?&cﬁ@l‘, 1}-@1 Weiyl-432- (4.0 Hhifluord-1-@0mEhatpbazddiy)- 1-

d:n ff%rg e 8t?é¥l] f&eﬁ?x%%h %? Pélz%xc]a\:&i] rs’l'etg’yi %stg’r aL] g§§fo'w%%r MS: 634

dM*chl or o- 4- [2,2,2-trifluoro-1-(4-nethoxy-benzyl oxy)
-1- trifluoronethyl-ethyl]-phenol (exanple 3) in 4 n
afi.zacetone were treated with 47 ng. (0.3 WO

06/@;317480 ReTERO% mng{%?z&g- B2, (Bl 18R Mpgyiony 1

mﬁuqromethyb wberh%f W@icraéléeﬂtl%ﬂ eﬁ«Fw G ofya mixture of
S&Etbﬁﬁﬂleﬂiate&; G0 v@éd‘@t’rfhit@ﬂ‘-hﬂl T50 @hee(@.46 anrh AP BT ceric ammonium nitrate

LR TR BB L BLERE 8GOS S HET mgaﬁmﬁvo@ea{c pin

ot gl e
s tﬁ@“gﬁ i P fr%n‘énwﬁ%sga‘})):g@gmsm&ar@aﬁ: "
Od”gad'i.lc as§é«rere wg?z‘r{% ¥ ang

1chb@mztyg:@n1;ca@lé EHz withagradicns pIOtPACA-haptaRe IQELOAC
9@3( gY&S%)JGfﬁ'idtf 1UsHeayTed- Piy(2;263-Biflupro- Dépaere L -tdfuc?omethyl-
ey TRk Bg SIS mety gt leope gy MR (AR
I 0 b%%fll oxy)-l-trifluoronethyl-ethyl]-benzene were

2ith 3 m, of a mxture of dichloronethane/
trlfluoroacetlc aC|d (1:3) at roomterr?erature for 1 )
| 4-{ZF He(2s%1- Vs fleorpalshydeesgyplotrftuetpragibyl ey Dt heftré-ethasy} -benzoic
e Se@V&d:in a mxture of diethyl ether and a
solution of Na2CO3. The inorgani c phase was
eﬁ éact ed wth diethyl ether and the conbi ned organi c
ases were washed with brine and dried (Na2SO4

Alﬁ)taelﬂlogi’ toreraroplo - 1aﬁﬁ@médgﬂwmb%wpdtrﬁ%hﬂsst§r@W@rhwm -ethanol
108 préphel@l PORMIGSxyVaiSoxP)Hbinizbie deild yne@l ¢408 as a colorless oil, MS: 197
&zgﬁgtography to give 7.3 ny (12% of
2 enzyl oxy- 3-chl oro-phenyl )-1,1, 1, 3, 3, 3- hexaf | uor

2pr opan-2-0l as a yell ow gum I\/S: 383 (MH 1d)-

In analogy to example 11.2 (8.2) and 11.3, from 4-{2,2,2-trifluoro-1-(4-methoxy-
benzyloxy)-1-trifluoromethyl-ethyl]-phenol and 4~(2-hydroxy-ethoxy}-benzoic acid
methyl ester was prepared 4-{2-{4-(2,2,2-trifluoro-1-hydroxy- l—niﬂuor'omethyl—ethyl)-
phenoxy]-ethoxy}-benzoic acid methyl ester as a white semisolid, MS: 437 (M-H)".

Example 13
2-(4-Benzyloxy-3-chloro-phenyl)-1,1,1,3,3,3-hexafluoro-propan-2-ol

13.1
100 mg (0.2 mmol) of 2-chloro-4-[2,2,2-trifluoro- 1-(4-methoxy-benzyloxy)-1-
triffnoromethyl-ethyl}-phenol (example 3).in 4 ml of acetone were treated with 47 mg (0.3



Exanpl e 14

2- (4-Benzyl oxy--3-net hyl -phenyl )-1,1, 1, 3, 3, 3- hexaf | uo
ro-propan-2-ol 20 In analogy to exanple 13.1-13. 2,
from2-nmethyl-4-12,2,2-trifluoro-1-(4-nethoxy

whmoegdzescy) - 1-tri f | uor omet hyl - et hyl ] - phenol fexarpdsmio2s7
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2) and benzyl . brom de was prepg ed
2- (4- benzyl oxy- 3- met hyl - phenyl 3-1, 1, 1, 3, 3, 3- hexaf | uor

0-pnopafbarflbraside, 157 @i (0)5ahhndly of 8500, ¥5d 4 38300 ko) of
E’i’?é@%‘éﬂa%%%ei% eaction mituge ys stired af 30 °C overnight cogled to room

2 tespperiuren el andihe salvest wasiyanoraed Thefresitne was dissolved in EtOAc
3-a[1& wated, thd pHakds et Firéwﬂﬁﬁmmé)in&w&'rﬁwak ektracted with EtOAc. The

l)l&i)%%ﬁ gﬁﬁlc%has%}. ‘!3 %ra%\fgn o%h b(neu)f(:,a&d? aZSOi) an e?fzr;]pzorated to give

bé%zrga (6%%) Mq ) bepzzlon 3cBloge-HdR AR mifinaropt-Opartdxpbenzyloxy)-
a9 -teiftuShrel-b@yl3 MehBne MS: 349 (M H)-. 30 Exanple 16

2- (4- Benzyl oxy- 5-dinethyl-phenyl)-l,1,1,3,3,3-hexaf

| ygK0- propan- 2- oI In analogy to exanple 13.1-13. 2,

fron1% 6- di thyI trifluoro-1-(4-nethoxy-

b&AR %ﬂmp of ﬁ:rflflfa GWW gt 2 gRemibiuoroe k-dtrplehoxy-
4))elmyhhxja ehnyﬂaabﬁﬂfﬂaﬂ&thﬂﬁb@fz&&&#@étrwcﬁmé B3/ hixture of

=)

% Ee nz y ox%@z’?a&é’% atqtc)i);ll 3{;) HERYT )P efatprefornl b Thesalvent was
| GEPedoRd ticxeguggasedissghved ipedt iisiwre oflietityl eNr aB¥ 7 solution of
( Maff)Os. ThéxaifahR phdse was extracted with diethyl eﬂder and the combined organic

2 phaeFEOEVL %Y wﬂﬁ%r%o%.néldnedljﬂ\l?’aisg)f?f%t 5 Blaiof nd evaboration of the

n anal ogy
4511‘26112 the 4rpdle progu was Bmﬁﬁétbnr@szvnbeqhzqmmgr)apw to give 7.3 mg (12%)
t of i—wbérﬁ?ﬁetﬂ‘*wchbtwh&nynhengb 3(3eheaamofo-bropalRd- HEDZ Wiow gum,

by, epared 2-(4-

benzfﬁﬂky pﬁgﬁyl) 1,1, 1 3, 3, 3- hexaf | uor o- pr opan- 2- ol

a off white solid, MS:- 349 (M H)-. Exanple 18 10
fé‘*lvmhw 4-(2,2,2-trifluoro-1-hydro)cy-I-trifl

uoroneth | -ethyl) - phenoxy] propoxy} - phenyl)-acetic

a&i(#B, -3agethyl-plgngl)- 1 0L hdafhegaflubo-propampb el 8. 1,

from

2bilogy todexhApl 13:18 13 %, KOS Drdetffla B b%ﬂaa%nzw z%xl))x,l

- b_{zn'%gl%u qr %B% ﬂ%}l I@M’lyi %@n&ggm%}p?%lng bex)zyﬁ)rormde was prepared

I-propan
4-benzyloxy-3- methprhenyl) 1 1,1, 3 3,3-hexafluoro-propan-2-ol as a light yellow
gum, MS: 363 (M-H)".
Example 15
2—(3-Benzyloxy—pheny1)—1,1,1,3,3,3—hexaﬂuoro-pr0pan—2-oi

In analogy to example 13.1-13.2, from 3—[2,2,2~triﬂuc'>ro-1—(4-methoxy-benzy16xy}~1—
triflaoromethyl-ethyl}-phenol (example 5) and benzyl bromide was prepared 2-(3-
benzyloxy-phenyl)-1,1,1,3,3,3-hexafluoro-propan-2-ol as an off-white solid, MS: 349 (M-
Hy. :

Example 16
2-(4-Benzyloxy- 3,5-dimethy1;phenyl)- 1,1,1,3,3,3-hexafluoro-propan-2-ol

In analogy to example 13.1-13.2, from 2,6-dimethyl-4-[2,2,2-trifluoro-1-(4-methoxy-
benzyloxy)-1-triftuoromethyl-ethyl]-phenol {(example 4) and benzyl bromide was prepared



15

met hyl -4-[2,2,2-trifluoro-1-(4-nmethoxy-benzgl oxy)-1-t
rifluoromethyl-ethyl]-phenoxy}- propan-1-ol as white
solid, Ms: 452 (M+. 18.2 1In analogy to exanple

wo. 280683380 f r om PCT/EP2005/010237
3-{2-nmethyl-4-12,2,2-trifluorgyl-(4-nethoxy-
benzyl oxy)-1-trifl uoronethyl - e? hyl ] - phenoxy} - propan-1

pt4 -“B&ylody- hsdﬁﬁé&ypmw) N34G35, B breBud - prope-Byol as a light yellow

L%@A%\%%Fr@{dﬁe@ 4-(2,2,2-trifluoro-I1-hydroxy-1-

t rifluoromethyl -ethyl)-phenoxy]-propoxy}-phenyl)-acet
i Bl fret hyl ester as a yellow oil, Ms: 479 (MH)-
Exanple 19 4-{3- [2-Methyl-4-(2, 2,2-trifluoro-

| 2-by Beropioxy-phenyl)f 1, LdSGPehdrgfluapipybpanphehoxy} - 25

propoxy} benzoic acid nethyl ester In analogy to
5 Eyt%&mg B13firoem, from4 [23.,2 trifluoro-1- (4—methoxy benzyloxy)-1-

bg{ﬁg‘? 06’%%'1 ftAthﬁ ﬂ%l (t Rt fléﬂzﬁ’] Ié-’lrlfgexy prerpgrﬁd 2-(¢-

- odnzgngy-ghdayllcxi3, héﬁmﬂ@omnropmeims B hikgalid, Ms: 349 (M-

pggpar ed
TS (2-methyl-4-(2,2,2-trifluoro-I-hydroxy-Il-trifluo

r et et hyl ) - phenoxy} - propo) cy} - benzoi c acid
ng’famqgi%ter as a white solid, Ms: 465 (MH)-. 30
npl e 20 WO 2006/ 037480 PCT/ EP2005/0

10 SUE oM o iR ro- gy E%f?mﬁgér%‘k@) Pheponl

OpRIFEkIPhetfiPyde}ic plié aeihy] estger opoxy} - phenyl ) - propi oni c
add net hyl ester 20.1 |In analogy to exanple 8.1,

2 ﬁ 4-{2,2,2- f h I -
L e B b b s TS By

SHEﬂimm}ﬁdthﬂfedpﬂqﬁienwdgxqm;é@@mgd 3§;r{)12106hp1§}[p@u(11 was prepared 3-{2- .
15 [ ;t ﬁbfz' tﬁﬁﬁ&ol I Anﬁ&to;apmz?@saﬂyﬂ &mﬁ)oram&ﬁﬁfemmrmm;

I\/S‘OP&?‘é‘g JI]EE SQPS% "3 2 Iﬁ anal ogy ?g ngre}lp: gw ort

8.2-8.3, f

314.2- chl or{)ozfn [2,2,2-trifluoro-| -(4- met hox) | o
bﬁﬂlﬁélcgjiyc) Erela‘i -Bioy PR By makivl-D;phatinoyd-1 1 optioxy-
egfrgpr OMS éﬁlélsg %KM E%ﬁnlyhe}xoxy? p%)ﬂa%nf 51 a%ﬁ% @?axjaw-phenyl) acetic
20 3adidedhy] &tec appugpared Y- 18- R-methyl-4r6d. 2 teifhyerp gxBpdroxy-1-

1 tﬁﬂ’do%rﬁ&hﬂ%ﬂlbﬂ)h&hﬁb] Lprofrenpienyt) pcetRaxidim fihig T&sdzr)as RHellow oil,
& +c(§ .methyl ester as a colorless oil, M 513

* Exanpl e 21
Example 19

4-{3- {ZnMethyl—fip(z,Z,Z-triﬂuo-m— 1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-
25 propoxy}-benzoic acid methyl ester

In analogy to example 8.2-8.3, from 3-{2-methyl-4-{2,2,2-triflucro-1-(4-methoxy-
‘benzyloxy)-1-triflaoromethyi-ethyl}-phenoxy} -propan-1-ol and 4-hydroxy-benzoic acid
* methyl ester was prepared 4-{3-{2-methyl-4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-
- ethyl)-phenoxy]-propoxy}-benzoic acid methyl ester as a white solid, MS: 465 (M-H)".

30 Example 20



15
(4-{3-[2-Chloro-4-(2,2,2-trifluoro-1-hydroxyl-trifluo
ronet hyl - et hyl ) - phenoxy] - propoxy}-phenyl)-acetic
acid nethyl ester In analogy to exanple 8.2-8.3, from
WO {086/@34s0r 0- 4-[ 2, 2, 2-tri fl uoro- 1| - (4- met hoxy-PCI/EP2005/010237
benzyl oxy) - 1-trifl uoronet hyl - g§hyl]-phenoxy}- propan-1
-01 and (4- hydr oxy-phenyl)-acetic acid nmethyl ester
@hﬁﬁo—cl—(z 2, 2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxyl-
(4- oro-|-hydro)cy-1 20
PF%1§@ ﬁﬁyfﬂéﬁﬁ ??dahaﬁié%% pr opoxy} - phenyl) - acet
ic add nethyl ester as a colorless oil, M 499
(RPH, 1Cl)-. Exanple 22
4-1ﬁ M&gy% baﬁqﬂefls (,Frody 2-chlpick4-(B2.8~tHiflgrdr lofdymiethoxy-bénggoxy)- 1-
h I -
5 2 yqrxme g éﬂi@] Pg&;&ggﬁm 195%‘&%1}{%»%3?%5@8&% ‘Qas pgpareds 2
3&@9&-@1[%2@ tgiflpgroot - o e P - SRy bty Phenonc)-
b%ﬁﬁ%h@x&k&awdmﬁw&]Nﬂk@nﬁhhycnéthyl] phenoxy} pr opan-
| -ol" and 4- hydroxy-benzoic add nethyl ester was
pE?%ared
[2-chl oro-4- oro rOXY- rifiluo
r Shrerdigay.to gramply 8 é%e”nﬁf??} % 6’%’6%7‘} zﬁg‘b@é’%’g‘ g Vil
10 € HeBIylag)- i trifiidremsbli-dhyt Mphend 88 - b4 - 1-vbynd 3-(ERahpiyephenyl)-

(i) %1%0?15:1%(1 Beﬁhgl ster as repared 3- t{%-l -[2- chloro 4«(2 2 2- tnﬂuoro l—hydroxy—

fl
i £l @@P@W@TW -efhy] yﬂ HW ﬁEBPﬂcy} phen }ﬂ prOPlOl‘ll CP mxthyi es{er asa
preotebes ot PSIBAB X MaEIRICIY. aci d nmet hyl ester WO
2006/ 037480 "PCT/ EP2005/ 010237 -42- 23.1 In anal ogy
t g exammhe 8.1, from
2,6-dinmethyl-4-12,2,2-trifluoro-I|-(4-nethoxy-benzyl ox

,y)% & &ch{mofm 495 rfa%mei H%&prh%ﬁmmsﬁeéa&v 26y phadtity]-

{ ZPYGP@Y}I'EI?W) 94*‘{1?“21 e Ylleﬁtle{lor o-
| - (4- met hoxy-benzyl oxy)-1-trifluoronethyl -ethyl]
phaRaxyy tpeepaple B20l.3, iomes-{lethlow-5[2.2,2-Miflnot64- (flmlﬁfbom

Z)g&g?@%ﬁgﬁ}(m a:g héxo%y}s Bpark-i YMhnd 4-hydr0xy—phe:nyl) -acetic
e e e R e
20- Q&lﬂa&@n(eéryhy(ﬁ&k)wmhyhpomgﬁmmﬂ) -aetidagig tiethyl ester ga*a colorless

(4§%§&f%@% dlnetHyI 4-(2,2,2-trifluoro-I-hydroxy-|I

tr?ﬁqqﬂﬁ%gnethyl et hyl ) - phenoxy] - pr opoxy} - phenyl) acet

ic-acid methyl ester as a colorless oi
( M“H'[E]dm @(22,2411{1goro—1-hydroxy- —tnﬂuoromethyl—ethyl) phenoxy}—

[ 2p:B8p5hyMBL ARGk #bid RetByldstet i f 1 uoro- | - hydroxy-|-trifluor
onetﬁyl et hyl ) - phenoxy] -

25 In analogy to example 8.2-8.3, from 3-{2-chloro-4-[2,2,2-trifluoro-1-(4-methoxy-
benzyloxy)-1-trifluoromethyl-ethyl]-phenoxy}-propan-1-ol and 4-hydroxy-benzoic acid
methyl ester was prepared 4-{3-[2-chloro-4-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-
" ethyl)-phenoxy]-propoxy}-benzoic acid methyl ester asa white solid, MS: 485 (M-H, 1Cl)".

Example 23

30 (4-{3-[2,6-Dimethyl-4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy}-
propoxy}-phenyl)-acetic acid methyl ester



propoxy}-benzoic add nethyl ester 15 In anal ogy to
exanple 8.2-8.3, from
3-{2,6-dinmethyl-4-[2,2,2-trifluoro-I-(4-nethoxy-
benzyl oxy)-I-trifluoronethyl-ethyl]-phenoxy}-propan-

woob®nd7sde hydr oxy- benzoi c acid nethyl ester peageroos010237

10

pr epar ed i
4-{3-[2, 6-di met hyl - 4- (2, 2, 2- €11 uor o- | - hydr oxy- |
| uor onet hyl - ethyl) phenoxy] - propoxyl - benzoi ¢ aci d

44,

rret ylogsst}t:,ei;rm?lg 8[12 oI oréﬁfx&gﬂ?ﬁ'ﬁﬁﬁ AT9 ﬁ'c\{iﬁethoxy%enzﬂoxy)-

| 14 &yﬁlfdﬁrxmethyltdﬂh}ﬂ] -plrmoh@khyple é) dnd &bq@h@hb&pyc}panol was prepared 3-
r}gi—r[é ,Zcm?ﬁx %—9%4 %&({)Qy%e - meﬂuorometb -ethyl]-

rﬂiﬁg@%ﬁﬁh}ﬂ“&ﬁ ﬁ‘a‘k?‘; l\ﬂé&g‘%&&l Bgﬁgglo)éyacln f}lrl o

net hyl ester (exanple 19) in 2 nL of THE were 25
t2dated with 2 nL of 1M LiCOH at roomtenperature

O oGy to a%ﬂé@ﬁ@& fodth gifh @%&@&ﬂa@l@mﬂz thﬂsoxatla@asethoxy-
oL ﬁ%gapmﬁ%ﬂ ol AR Pl i
wadidirsthiyhster grs pep{rvd S4fR, éd?:ét%@lﬂuflfﬁel"htfkgml‘

= € is E ac
leﬁg%%g&n ngi) Sﬁﬂ ggggipe@ﬁxgpph&?wmmm&uﬁw ths a colorless
4°"{§’If 42 ) 4-(2,2,2-trifluoro-I-hydroxy-I-trifluo

romet hyl - ethyl) 30 phenoxyl - propoxy}-benzoi c acid as

- aExdngile 24el | ow solid, Ms: 451 (MH) Exanple 26

15

20

30

(4-{3-
[Z-F][Mﬂ bry}unéﬁﬁ&pzz,zaztmﬂﬁd)mdmydr?mﬁmﬂm I )bmtﬂhiyl_‘~¢thﬂz;élm\1/16xy}-
et ropoxy}-phenyl)-acetic a
B Pﬁg%’%%‘)‘%%#‘f%%%%%‘f%lo%?y -23 I% anal ogy to
I 25
(PRl e RR-82, S i FrdmeP A dre - (metory-
t berfziyhmf)e]nﬁftﬂmpi‘ommxﬂe)hYHHMW} -ppepolxylandremdrgxydeatoic acid
(ga tem%b e £348113 %Q{iﬂ%& 1@221&@%@@3&& foxy-1-
-trifluoro
faens LR oo A Tl v
aefu(Mgla colorless oil, Ms: 435 (MH-. 5 Exanple 27
(4 {3-[2, 6-Di et hyl - 4- (2 2,2-trifluoro- I-hydroxy l-tr

ﬂggﬁggﬁt hyl - et hyl ) - phenoxy]
propoxy}-phenyl)-acetic acid In analogy to exanpl e

2
-hyd 1ethyl-ethyl)-ph -
(B e TR Rt
t PFqHo r‘tﬂ‘?ﬁlﬁw et hyl') - phenoxy] propoxy} - phenyl ) - acet
ic acid nethyl ester (exanple 23) 10 was prepared
(44 frig-(p2 nmol) ne4- 03[ 2-theR]-2-( 22 2rtrifiharor lohdrhypd t-osBuokorgthyl-
Ehﬁﬁ%‘ﬁ@?&?}%ﬁﬁ)@%ﬂmeﬂmk acid methyl ester (example 19) in 2 mL of THF were
treated with 2 mL of 1M LiOH at room temperature overnight. 1M KHSO, solution was
added, the phases were separated, and the inorganic one was extracted with EtOAc. The
combined organic phases were washed with brine, dried {Na,5O, ) and evaporated. The
crude product was purified by column chromatography with CH>Cl,/MeOH 95:5 to give
60 mg (65%) 4-{3-[2-methyl-4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
phenoxy]-propoxy}-benzoic acid as a light yellow solid, MS: 451 (M-HJ".

Example 26

(4-{3-[2-Methyl-4-(2,2,2-trifluoro-1-hydroxy-1-trifiuoromethyl-ethyl)- phenoxy]-
propoxy}-phenyl}-acetic acid



phenoxy) - propoxy}-phenyl)-acetic acid as a |ight

brown oil, Ms: 479 (MH)-. Exanple 28

4-{3-[2,6-Di nethyl -4-(2,2,2-trifl uoro-

| - hydroxy-I-trifluoronethyl-ethyl)-phenoxyj -

b apedasobenzoi c acid 15 I n anal ogy to exanplcgrEdSo0sm010237
from

4-{3-[2, 6-di nethyl -4-(2, 2, 2- t7#41 uoro- | - hydroxy-1 -

1 of AR PRE b1 6 hzya&l %@?ﬁ[ﬁﬁﬂéﬂh DL?P?,%J@%‘R?Q%%Y&O%' 4

est

[ 2“5%8%‘% 16&3&33 Rr@ﬂ%xy EEQRORY B 2ty e Pty eser (example 15)
- t waf preparehidefBHgtmehiiyi-§2; 2,;}3héluouyl—hpdxeﬂox-y&}1ﬂthﬁﬁfixgthgloethyl)
ac T o c Tl C

A PSPy R BRSPS g O ) VRERIRUESSE )
fI oro %Pyl ethyl) phenoxy] et hoxy} - ben20|c add

ter 29 1 In anal ogy to exanple 8.1,

2 6- dlnethyl- - 2-trifluoro-I-(4-methoxy-benzyl ox
y) (3 &Zﬁrlprws&%ﬁﬂtréhhm I-hydrewol-trifoammpttbylagthphphenoxy]-

2- propboy} gihbanpiceiagcipr epared 2-12,6 25
di methyl -4-[2,2,2-trifluoro-I-(4-methoxy-benzyl oxy) -1

;g{dl Iénlah‘) ¥]|e 2§t% 4- E’:h@rl’)oélx-iethy?a 2?99 tn?f?oro- A Idltngxy 1-
tzlﬁuf)f%thyl- l() -phenoxy]-propoxy]}-phenyl)-acetic ac:d methyl ester ( example 23)

102 V& paethir L HPH(2.6- ({nﬁﬁtﬁ}rﬂé-(z'l 2-Itrumroea-|1 h&éroﬂ‘fﬂlhﬁﬁﬂommetlhyi ethyl)-
aﬁ%*%ﬁ:?f SRR R o ER bR OV 0TI
pr%%?ﬁé?%?(ﬁ nmet hyl -4-[2,2,2-trifluoro-I-(4-nethoxy-be

| oxy)-1-
(LA Divaethyits @ity jaghe b w116 ygrolbethybithyagenoxy -
nE@Bﬁ&q@&b@buﬂﬁna colorless oil, MS: 604 (M-NH4) -
WO 20061037480 PCT/ EP20051010237 -44- 29.3 To 105 ng

15 O[nzan%p)l' le 2‘}31 fﬁom 4- %mt) yfllfia(%,ng tlnﬂl(lﬂro 1- P%droyu 1-
pl@gﬁb}d@ﬂlﬁ' jpﬁlwbﬁg{pm bepggin acid methyl ester (example 24) was
gheme’cyf}—-{B{m&m)edhéﬂz(GQQ ﬁﬂdlozrasel -hydrofst- &iﬂdoPodrﬁetnstl efﬂf
§%%g a drop o
\Aﬂé}nk&\%@?é@%e‘%]j ﬁsgg&‘?%sgac%ﬁ%&fhd m xtur S stirred
at.. 70C, oyerni ght, cooled to roomtenperature and was
diP3M8E 4% th  di chl or onet hane and Et CAc, dried
(Na2SO4) and eva orated Col umm chronatography on
20| el 2SR Pireethylie (2,24 -wriflusr oy drote ptaferdmdthylearbyl Rphangxy]-
( ?&H@Xypﬁex&n{camﬁi%ﬁe@l}dbﬁ&t hyl -
4-(2,2,2-trifluoro-1-hydroxy-1-trifluoronethyl -ethyl)
- plygnoxy] - et hoxy} - benzoi ¢ acid :

U}

In analogy to example 8.1, 2,6-dimethyl-4-[2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-1-
trifluoromethyl-ethyl}-phenol (example 4) and 2-bromo-ethanol was prepared 2-{2,6-

25 dimethylné—{2,2,2-triﬂuoro—1-(4—meth0xy—benzyloxy}-l-triﬂuoromethyl-ethyl]~phenoxy}—
ethanol as a white solid, MS: 470 (M+NH,)™.

29.2
In analogy to example 8.2, from 2-{ 2,6~d_jmethy1—4-[2,2,2-triﬂuoro~1-(4~méthoxy‘ _
benzyloxy)-1-trifluoromethyl-ethyl]-phenoxy}-ethanol and 4-hydroxy-benzoic acid methyl

30  ester was prepared 4-(2-{2,6-dimethyl-4-{2,2,2-triftaoro-1-(4-methoxy-benzyloxy)-1-

trifluoromethyl-ethyl]-phenoxy}-ethoxy)-benzoic acid methyl ester as a colorless oil, MS:
604 (M+NHy)".



met hyl ester as a light yellow solid, Ms: 465 (MH)-
10 Exanple 30

3-(4-{(S)-2-[2-Methyl -4-(2,2,2-trifluoro-I-hydroxy-1-
trifluoromethyl-ethyl)-phenoxy] - 3-

WER0s37oopoxy} - phenyl ) - propi oni ¢ aci d nmet hycrashesnio2ss
.30.1 To 1.27 g (4.9 mol ) of

(R) 2- hydr oxy- 3- phenyl - propi oni ¢ add benzyl ester in
1941 of 15 THE were added 1.5 g (3.8 mmmol)
- of 2- net hyl - 4[222tr|fluorol(4 met hoxy

1- |
DEBTAL Jbd) 0T AP Rl OREOR AT scrony
niamﬂm@om@yhﬁbﬂb@h@r@m}cﬁh@mﬁ%@qu@ ?#rstﬁtm(szsn@ of
MaRhibr @thanPEARA0 nShbl) bEODAYanda@dy efVaRératdi &lded. The reaction

5 'r‘?n\r/rg%tn ' egvlf,‘t Ah ed a‘}bé’ e%lvef)vsg%b‘f%\é%% ﬁo()gn?rtae%: gra E anc? %gsdcﬁluted with

LT
s diCbbaorg@ham anf E@@dm‘h EYefe apd evpparat 991@9@ @mﬁogmph‘f on
( TSR0 DH Flash NH, with BtOAc/n-heptane 1:1 gave 21 mg (25%) of 4-{2-[2,6-dimethyl-
(3055 GBI Y b dokr Brhad bR kol RH BERVA: acia

t methybmt@ne@hghWe‘iWO}ldfM&ﬂé&ﬂM}HE phenyl - pr opi oni ¢

add benzyl ester as alight yellowoil, Ms 632 (Mt.

10 38xadnpld 3@ g (2.7 mmol) of
(S)- 2{2 nmet hyl -4-[2,2,2-trifluoro-I-(4-nethoxy-benzy

| . - 1-hydroxy: '1 triflioromethyl-ethyl)-phenoxyl}-3-

t?l)tp{(sérzo[rzret ﬁﬂlrulé\;zzmémég:gg%lh henyl - prop)lronlyé)P <7

adhe 'ﬁi‘iﬂ“ sﬁ'}ﬁl}' §°H°]? Jon m xture of 11

m, of nethanol and 11 nlL of THE and cooled to OC. To

tBP§ solution 1.0 g (26.9 nml) of NaBH4 were added

l ﬁfom{?tg (QRSamaN df t)e- dibk;f - € pRa§1-5opWnyc dbﬁfb’ﬁﬁﬂylkﬁer in 10 mL of
e re_qvern S

15 evger%%%%&@%traﬁogﬁjﬁ P Ao (o

e bemzytopd -wiftdvroinethylostorte pheaob{exapee mmm r@ml)@f

p m yIPRSShRE. MRIARA - WMrhdLoblell BEO Cllirkel iR g 3%)1” (4.9 mmol) of

AT o5 P Byl B 2 Rt S g s e

( 68 nfifrowdspumlich iy coluhe clgmglatography on silica gel with EtOAc/n-heptane
20 t NiddbyRAoDr T 5 (ﬁ%?&ifmxﬂ{ilmeth 1-4—{2 2,2-triffuoro-1-(4-methoxy-benzyloxy}-1-

enZ%I 0X )- 'ttgpgl gﬁorgﬁ}, yé?t}y?w lc}mcphe %@e%ﬁatsaﬂghtyeﬂowoﬂ
3(M$6BBQ~4TO 320 ng (0.6 nmmol ) of

(S)-2-{2-nethyl-4-12,2,2-trifluoro-I-(4-nmethoxy-benzy
| gyy) -1 V\D 2006/ 037480 PCT/ EP2005/ 010237 -45

L R i
25 3n(1ﬂu¢ry@p@xyetbﬁbn9¢r)o bphewi-eroreany avsk eyl e¥¢roras digplved ina
O.réix@Ghré 6F 18 oS hetBinol bid plhﬁD)bFIJHBSMtdaﬂaed 3 DBC. Moxhisketution 1.0 g

\3’?2% gg:t%lm Foft I\?aBQL Were azfdec? at oq‘ug\ﬂst Ihd%é‘&m@]xe%s §0ma}med to

room temperature overmvht Water was added, the phases were separated and the

inorganic one was extracted with dichloromethane. The combined organic phases were

30 washed withbrine, dried (Na;SOy), filtered and evaporated. Purification by column
chromatography with CH,Cl/MeOH 95:5 yielded 960 mg (68%) (S)-2-{2-methyl-4-{2,2,2-
trifluoro-1-(4-methoxy-benzyloxy)-1-trifluoromethyl-ethyl] -phenoxy}-3-phenyl-propan-
1-0l as a light yellow oil, MS: 528 (M)*.

30.3
35  To 320 mg (0.6 mmel} of (§)-2-{2-methyl-4-{2,2,2-trifluoro-1-{4-methoxy-benzyloxy)-1-



DEAD and was stirred at roomtenperature overnight. A
sol ution of NHACL was added, the 5. phases were
separated and the inorganic one was extracted with

Et OAc. The conbi ned organic phases were washed with

voo boeemp3dgd ed (Na2SO4), filtered and evapor atevepbh@/o10237
crude product was purified by4 ol uim chr onmat ogr aphy
on silica gel with Et OAdn-heptane 1:3 to vyield 330

Z&@n -ethyl] —phenoxy}— henyl-propan-1-olin 5 mL of THF were added 0.14 g
Sb(bﬁ% >p?4 {(3 hngltoh phen I:Sroplomtc Eit’l.‘.lé. ﬁ{ypester(agrd Bnit tw §¥nm01) of

1- ﬂ‘lphédyiphoqﬁmm Fhe mittiyzle rapbrotedXy P Japireatsd wigh & pbryl (0.8 mmol) of
h e}mﬂ% §g& Rl Qe a@%n{@&?wm&%ﬁsﬁ@{t RSl Divhs added, the

| 5 315 (SyEBP ST AP Y Fp2icons YEr PYTREY W BQA bR sygbined

r drgmglphmgs)werc washed with brine, dried (Na,S04), filtered and evaporated. The crude
eﬁraaﬁiét E v cBluth cdhr RRRAR XMy o%sﬂiasgex lmtﬁ’E@(DR&V:)Heﬁtane 1:3 to

ket éf@%@ﬁ%%ws@eﬁ%ﬁ 2 e Grmsibony benaiony)-
Pd!—&lﬂlﬁft{bxﬁeﬂlﬁ&thjé}mmquf3—pﬂ¢eylela'pa¢)v§phmﬂ -propionic acid methyl
wev&&p@ﬂ*&g}wgﬁ the solvent, the residue was purified

by co chromat ogr aphy on silica gel with

Et /I n-heptane 1:4 to yield 116 ng (42% of 3-(4-
{(5)% 2- - | ‘
[ 2330endi0.5 dur(od), of 3A4{{9) 2 (Zomethyl-triaf-Sxgjivore-d it rpetherreenzyloxy)-
hyi. ﬁ%d&bl}xéﬁ e&@ﬂﬁi}he%bxy} -3-phenyl-propoxy)-phenyl]- propmmc acid methyl

RoSiE 7 DR Y /it Biblt i B e g Ao . A

15( 4re{nova1 of the catalyst and evaporation of the solvent the residue was purlﬁed by columi:

( S)hrgmh% %‘gguﬁ siffca(gl v%ﬂ]ZEtUAcfrJ_y@mel«m HeTN 6 gl (4D o BF 3-(4-

LR Y e B RO L Ry AN L
anpheoglypnopo:eokamsé) Bop@aBacid mdmdpster 25 2 ight yellow of,

( Ds2sdodniepyhyl -4-[2, 2, 2-trifluoro-1-(4-nethoxy-
benzyl oxy) -

201 E’rl fl u%orret hyl - et hyl ] - phenoxy} - 3- phenyl propan-1|-o0
ydroxy- 25 phenyl)-acetic add nethyl ester

d (4- 2- 4-(2.2,2-trifl - | ‘
hy@rﬁ EE Vet onanee Ry ook Bkt et e gmosyl >
opgieyx}ykph@nw})pbaﬁﬂt -aetiasdidimetipt 43t ester as a
colorless oil, Ms: 555 (MH)-. Exanple 32 4-{ (S)-2-

L2rd\%t ? to4ex€u;2a 2,383t 30i4, r@(Oy-bAPYgR-b; 2t2[&1ﬁh%k?,tpf@ﬁ1etho xy-
T L) P PRSI DA SBRE RE2 8y
25( Sﬂ’h@’}’l{)%ﬁm"h’ﬂ methyl 25t Vs prephed é-6S)-2(12-mshirdx(p.2.2-trifluoro-1-
' ng?s Y—Xnﬂudrémgt!hﬂchr LR bry@ tptlehylRfie ) bh@yh heait acid
waglegv ??Eﬁré?ja ﬂesso %(Npie_lnzm c acid nethyl ester

(S)- 2- nethyl 4-(2,2,2-trifluoro-I-hydroxy-I-

tr ¢ dhet hyl - et hyl ) - phenoxy] - 3- phenyl - pr opoxy} - ben
zoic acid nethyl ester as a light 35 yellow oil, MS:

- 544-{(SM2HR-Methyl-4-(2,2,2-trifluore-1-hydroxy-1 tnﬂuoromethyl—ethyl)—phenoxy] -3~

30 phenyl-propoxy}-benzoic acid methyl ester

In analogy to example 30.3-30.4, from (8)-2-{2-methyl-4-{2,2,2-trifluoro-1-(4-methoxy-
benzyloxy)-1-triffuoromethyl-ethyl]-phenoxy}-3-phenyl-propan-1-ol and 4-hydroxy-
benzoic acid methyl ester was prepared 4-{(5)-2-{2-methyl-4-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-phenoxy]-3-phenyl-propoxy}-benzoic acid methyl ester as a light

35 yellow oil, MS: 541 (M-H)". )



WD 2006/ 037480 PCTI EP2005/ 010237 -46- Exanple 33

(4-{(S)-3-Phenyl -2- [4-(2,2,2-trifluoro-1-hydroxy-

| -trifluoromethyl-ethyl) -phenoxy] -

propoxy}-phenyl)-acetic acid nethyl ester 33.1 1In
warrabeagyse o exanpl e 30. 1-30-2, from PCT/EP2005/010237

(R) - 2- hydr oxy- 3- phenyl - propi oy ¢ aci d benzyl ester

and

Affagaple & tri fl uor o-1 - (4- met hoxy-benzyl oxy)-1-trifl uor

onet hyl -et hyl ] - phenol (exanple 1) was prepared

(Qlg ?bﬁél?ﬂazf{‘dﬁz b&@m&ohmyﬁw@r1oﬂﬁuwmﬂahﬁ%yﬁ b{ﬁ{bﬁMxy}—
| oxy hyl ; et hyl ] - phenoxyl - pr opan-

ABCOROTS gﬂ’%ﬁﬂ%ﬁeﬂ&% 1‘“" SE14° (M +. 33.2 10 In

anal ogy to exanple 30.3-30.4, from
(5@13 phenyl - 2-{4-[ 2, 2, 2- trlfluoro | - (4- met hoxy-

© 5. DENZNICO¥IJ dkadng feBOfIJ-?JOQ[ LoRiR)L-1eufy-B- ;piaaﬂqxa oﬁE@@@Benzyl ester
gy f;e?g%\;%@& QY BRSIehiR5GH-1 Srin it et B M) SRARE

( ehxzp@ﬂ)e 1 Bwps e eparedXS)-2-phenyd-294t (2202t ifrecct 1-freetheyy-penzyloxy)-1-
t Hffubktﬁﬁé%ﬂﬁieﬁﬁd] *filehtly) -pRIPRAQX 3 bs @ﬁgﬂ@&%]wdﬂm%m (ot

ic acid nmethyl 'ester as a col orl ess 0|I

(54%0 15 Exanple 34 4-{ (S)-3-Phenyl -
2,2,2-trifluoro-1-hydroxy- I-trifluoronethyl et hyl

16 ; phenox%/ . pral%ggéy ﬁtb QégIS)fp %g?rgﬁt y[% 2% Euoronl ~(4-methoxy-

(@mﬁoﬂh@ﬂ&iﬂuﬁrdﬂ&tﬁﬂ-eﬂwﬂ -phendxlybrpropan-~i (el and (Alopdpexy-phenyl)-acetic
ben& }&gewésﬁef H&Jgrfeﬁagga @nﬁs)hygn&t,hy 551 125 inﬂﬂr}{c}r?ﬁ[-ﬂﬁ%kyll-
pp:gblgf%ethyl ethyl) phenoxy -%Irgpogy }gnenyzr\ —acetlc a-¥1d me%hy?ester as a colorless
dof,(\83: 531 Memyl - 2-[4- (2,2, 2-trifluoro-I-hydroxy-
trlfluorodlethyl-ethyl)-phenoxyl-propoxy}-benzoic
15 aghgn thyl ester as a colorless oil, Ms: 527 (MH)-
e 35

(#1{@%).%&?{5% [\ﬁ }rfﬁ gﬁoxé?} %&ﬁ iéﬁ&&ohemﬁj LYY -pheddxyl-

phemykﬁﬁwuyu%y? Eﬁ &@?ﬁacetlc acid In analogy to
exanpl e 25, from

( i {r{af)ey 2o a:amp&tz»bwm framzs)zs{phermmdﬁdz;z,zhylam)ogy@-methoxy.
B%r;zjy S&e)t- ! —leihlyﬂ Fr?bpgﬂgnéilm@ b BRENY-HBIBic acid
20 g%/qg ?%H:r Iw%s grgpamd 4- {{H 3-phe (%)aazngxﬂ%oro—l h\l\groxy—l-
( def{oBYmethfi2tlii phyched] (pZQﬁax)?}—]bﬁnrztﬁlt sod orethyhssthr asa/colotless oil, MS:
tg%{hﬁqionethyl et hyl ) - phenoxyl - 3- phenyl - pr opoxy} - phe
ny acetic add as a colorless oil, 30 Ms: 541
(MH - |
Example 35
(4—{(8)—2—[Z—Meth)_rl-zl—(2,2,2~triﬂuoro—1~hydroxy—1-triﬂuoromethyinethyl)-phenox;’r]'—3«
25  phenyl-propoxy}-phenyl)-acetic acid '

In analogy to example 25, from (4-{(8)-2-[2-methyl-4-(2,2,2-trifluoro-1-hydroxy-1-

trifluoromethyl-ethyl)-phenoxy] -3-phenyl-propoxy}-phenyl)-acetic acid methyl ester

(example 31) was prepared (4-{(S)-2-(2-methyl-4-(2,2,2-trifluoro-1-hydroxy-1-

trifluoromethyl-ethyl)-phenoxy]-3-pbenyl-propoxy}-phenyl)-acetic acid as a colorless oil,
30 MS: 541 (M-H).

Example 36



Exanpl e 36 WD 2006/ 037480 PCTI EP2005/ 010237 -47 4-{
(S)-2-

[2-Methyl -4-(2,2,2-trifluoro-I|-hydroxy-1-tdfl uoroneth

yl - et hyl ) - phenoxy] -3- phenyl - propoxy}-benzoic add In
wanmbagyssbo exanpl e 25, from PCT/EP2005/010237
4-{(S)-2-[2-nmethyl -4-(2, 2, 2- trlgluoro | - hydroxy-1 -
trifluoromethyl-ethyl)- phenoxy} - phenyl - pr opoxy} - ben
zow(sw[nLNnah y&(m QiifloRr-AHY o xy T -BiZlhio VRSt AL SR .

é}("gkfn%m ﬁ -4-(2,2,2- trifluoro- f’-hyec??%xy T3

fl

.ethyl) - phenoxy] phenyl ro oxy benzoi ¢ add as a
colGnplegstogpmplyBS fsezlr"r( @hﬁﬂ@sﬁﬂqm{l -hydroxy-1-
( S&nﬂﬁeﬁh&lﬂ»ﬂfﬂn@%&ﬁoﬁ}% zIHemﬂlpwp }-bEAcQuM: Alaﬁﬁ h:ét!:ﬂ{exmple
AR S PN vt
(4<e Epbenoprletrphetyl-prppoyy éregzquf 394 asgraelorletmyily biSy527(M-H)"
trifluoronethyl-ethyl)-phenoxy]-propoxy}-phenyl)-acet
i cExagiple 3¥et hyl ester (exanple 33)" was prepared
(4-{(S)-3-phenyl -2-[4-(2,2,2-trifluoro-I|-hydroxy-1-tr
i f 0,1y % rN 7 yb fhuoro-1- - rome ex
phﬂgtl{ gg) E%;%%ggw E’)Z;;llyl )Oac}clatdlrcéxyalcfnﬂuo A thg'l ’ld gh oxyl-
- 0i {TOPREEP (7\%;56 “¢ Exanpl e 38 15
4-{(S)- 3- Phenyl - 2-[4-(2,2,2-trifluoro-I-hydroxy-1-tri .
101 | Ia@rléﬁﬁt yprampplagp )ﬁqﬁm@nﬁﬁ)rﬁpherpﬂ@ﬂéxy,}z hfifiznoioe1-hgdtoxy-1-
T rtnﬂﬂélioﬁ@ﬂlyl-@th%é}imh (]l sopoky fﬁheln yl)-acetic at:ﬁd methyl ester (example 33)
uor.
m@‘e WE?R@ g St %Zo%“ﬁféu%&gy% e P er ety ethyl)-
nettyPxyEPEQRoxyle ng@cmya daga ccplméqgawbdfls 527 (M-H)".
4-{(S)-3-phenyl -2-[4-(2,2,2-trifluoro-|-hydroxy-I-tri
f |ExamphesiBhy| - et hyl ) 20 phenoxy]-propoxy}-benzoic acid
as a colorless oil, Ms: 513 (MH' Exanpl e 39 Rac

151 41{ (g)-ﬁPﬁet%"IJZq)iq& |2 Qo&igugrc{ﬂh%cﬁ'oﬁ% 1- ﬂ[&é%g%gp{thﬂg gﬁcfnoxy]ﬂ

XYy oxy]- phenyl propan 2-0
ﬁ%?%ﬁ@psﬁ% e 9.1, fromrac 2-phenyl - oxuane
andp- cresol was g%epared rac 1-

pHBAYLeLY.1p xamnBlE 8% yroat hél§bP;phivmyl-228(2(2)- trifluanm 1 hadroxy-1-
2 -tiledphreiyPeth@) ﬁh&i@kyﬁﬁﬂ&@ﬂﬁl} -vbe%m ackPBethMelter é%ugple 34) was
BT TR T e p———t

20 enoxy]-propoxy}- benzom acid as a colorless oil, MS: 513 (M-H)".

~Exarmnple 39

Rac 1,1,1,3,3,3-Hexafluoro-2-{4-{2-(4¢-hydroxymethyl-phenoxy)-1-phenyl-ethoxy]-
- phenyl}-propan-2-ol

3%9.1

25 Inanalogy to example §.1, from rac 2-phenyl-oxirane and p-cresol was prepared ra¢ 1-
phenyl-2-p-tolyloxy-ethanol, MS: 228 (M)", and rac 2-phenyl-2-p-tolyloxy-ethanol, MS:
228 (M)".

39.2 -

In analogy to example 9.2, from 4-[2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-1-

30 trifluoromethyl-ethyl]-phenol (example 1) and rac 1-phenyl-2-p-tolyloxy-ethanol was
prepared rac 1-(1-phenyl-2-p-tolyloxy-ethoxy)-4-{2,2,2-trifluoro-1-(4-methoxy-
benzyloxy}-1-trifluoromethyl-ethyl}-benzene as yellow oil, MS: 590 (M)®.



30 trifluoronethyl-ethyl}-phenol (exanple 1) and rac
1- phenyl - 2- p-tol yl oxy-et hanol was prepared rac

1- (1- phenyl - 2-p-tol yl oxy-ethoxy)-4-[2,2,2-trifluoro-
- (4- ni et hoxy-

wesybHge) - 1-trifluoromet hyl - et hyl | - benzene y@g0dokmi0237
oil, Ms: 590 (M+. WD 2006/ 037480 PCT/ EP2005/ 010237.

-48- 39.3 90 ng (0.15 mmol) of48rac
E&% phenyl - 2- p-t ol yl oxy-et hoxy)-4-[2,2,2-trifluoro-|

w(eaomgw Wergl) ofapr 141 mberyGor hReRyha il $2pdrduere 1-(4
| Mnéhdly- &hz;aomoxtmiﬂeoxaﬁlemt sethyihbtuzededn Batlef 2 p@xtiye of
neLs ahib9al eggrg fg%e%eog 0B il 108 pBIE nBfiolF6¥ defic gmmogium nitrate

roomt en%er at ur e Overﬂog
5 adad mqn@tmrpem@re Rgerpight dosAdiipn 400mg (G184nmpHiof firic ammonium
n'rhfrﬁ% %eﬂﬁtﬁﬂecﬁdﬂ Slcohtiouad) BroAc A Kisd, wete@aded and the

| M KHSO4 e adge d
UG R Fmé’ﬁ? oﬁlé”%%%"“%xt POy EEP R e combined organic

Etm@s wereevagadoyitheler sy grass NaSehbadsvincraedyi sy dirematography
br dr\ftica gEligaet AN EO%) ot 4e(v,qmsme(d (2.8 triffBoro-1-{4-methoxy-

o G ATl B AR, 9 s0n

benzyl oxy)-1-trifl uoronethyl -ethyl]-phenoxy}- ethoxy)-
béﬁ%hldehyde MS: 663 (MrOAc) 39,4 To 44 ng (0.07
m"de» 14 @ (6.8Cmmol) of rac 4-(2-phenyl-2-{4-[2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-

é%ntp ororXethﬁ e{h%d]Lghe%ogy'}teMOfJ&)uﬁ’ernQaﬂehgnffe B1 e )LAaPRBL ¢ hane 33

1 B (0.1 iomoReal JIC abehy fom SR EREs e et ERSH O i s stied
15 e it Merfhtfiooltes apnhanpedtire iyl WO dildtedrmith dicblor@D@hane and

G AR &ffgw L6 QQP&QtecLHb@urﬁﬁ BbIABepK) Ui Glicagel with

rrre ove

" t ehcht-hensangrieh SAMSZAIRR L@ﬁ ﬁt‘:ﬁ* ﬁopg‘ﬁ‘l“g rzaﬂ%ré({zi%%nté‘ﬂ&ﬁﬁ’“l“
Et fi6oxydl-trefliof MR BDAylE peh ety ditand-tevapihpdeeMSCHBUNMAH) "

chromat ography on silica gel with EtOAc/n-heptane
1 izgave 22 ng (62% of rac

)
2oy b B YOI PP 51 R TS RSy | BBt s fagpomett-
yA aktﬁﬁhjjﬁﬁgoxﬂseﬂldi&&b(%ﬂta}d)ehﬁ@ iB2 mi 4 gmﬁfgre(o@ TH® ()1 1) were
Eﬁgdh ]’;1 mg (0.8 mmol) of NaBH4 at O°C Thc mxxture was stirred at room
d
i AR SR
anh)ise eandxhatedwioh BT, EidObe cdmlipedwgamic qneewers dvagliedyith brine,
Egt aflk e(g\% & eed hd 'él@%blﬂate@! COmn Theniatog: é#h? OM@SDLUTE Flash NH,

r te d
b Bk b A “Juaiit b Ty A g drosymethyl
phab@owps]-phdnyhethed]whtiyliEOpo-2-ahd atchlerleo nbi Médrsﬁ (M-HJ".
organi c ones were washed Mﬁth brlne 25 dried

( d4qofiltered and evaporated Col um
chromat ogr aphy on | SOLUTE Flash.NH2 with Et OAc

yi el . .
iﬂ%% St g EPRERTER

: 3({?2%12%)( t:bngggg et hgégh% gthyf? 40[8@} tnﬂuoroaf (tfl methoxy-

benzyloxy)-1- tnﬂuoromethyl ethyl]-phenol (example 2) and phenethyl bromide was

prepared 1,1,1,3,3,3-hexafldoro-2-(3-methyl-4-phenethyloxy-phenyl)-propan-2- -olasa
light yellow oil, MS: 377 (M-H)".

Example 41

35 Rac 1,1,1,3,3,3—Hexaﬂuoro—-2-[3-meth71—4—(l—phenyl—ethoxy)—phenyl}~propan—2—ol



Exanpl e 40

1,1,1, 3, 3, 3- Hexaf | uor o- 2- ( 3- net hyl - 4- phenet hyl oxy- phe
nyl)-propan-2-ol 30 In analogy to exanple 13.1 and
29.3, from2-nethyl-4-[12,2,2-trifluoro-I|-(4-nethoxy-
wepmyhange) - 1-trifluoronethyl-ethyl] - phenol p¢ermogsiogozs?
2) and phenet hyl brom de was %ﬁepared
1,1,1, 3,3, 3-hexafl uoro-2-(3-net 4- phenet hyl oxy- phe

ny 3 arafopp acnemeple B9 aad 29139%:11%%&@3?1 011,2,2 Mifuodd-1 -(4-methoxy-

{ Bty SRS gHleoh B0 phenel (rample P ngitas g orampcsiiy) benvene
) - PREPyPArehras édriﬁzi ﬁhemv@lm%l?egmbebé (1-phenyl-ethoxy)-phenyl]-

PChtdplR 001204 @23 Tess oif $49: B7AMMRIDGY - t 0 exanpl e 13.1 and

29.3, from2-nethyl-4-12,2,2-trifluoro-I|-(4-nethoxy-

peﬁ Xy)- 1-trifluoronethyl-ethyl]-phenol (exanple
rac (1- bronD ethyl) benzene was prepared rac

hex oro- - (1- phenyl - et hoxy :
%ﬂé@ 313 Cﬁ’ﬂrfbg eyt Sragoh by mediegi b I-pheng: 1,15%%3,5-hexafiuoro-
NPF&HHQBﬂExaane 42
‘2 {4 [ 2- (3- Chl or o- phenyl ) - 5- et hyl - oxazol - 4- yl met hoxy
tolangmﬁleaﬁ 3.23d hexafdhiar [@,2,2%9@1'2) A (@h\e{h%xy—benzyioxy) 1-

A RLRGA PATHL bl atith A%t oM 2 5 hloro-pheay 5

10( r mﬁl\yb«p@ﬁ@g HyAS €158§1-97-pirermired @xadivgeo WO202092084) was prepared
4' OITERIBNLpren{iB s CGhLRN QxRRRAY Iﬁ-xetioxy}g:g nyl}-1;1, .3 3 hexafluoro-

8ﬁ@zoL§%§g§§§%%$§%%p§&{%fﬁfrepar accor

2 4 12- 3 chl or o- phenyl ) - 5- et hyl - oxazol-4-y|nethoxy
3.1:1,1, 3, 3,3-hexaf | uoro- propan-2-ol as a
mhlte solid, NB 464 (MH, 1Cl)_. Exanple 43

2- %%(iﬁumthﬂtwmlﬁﬂﬁm%xﬁ Blﬁﬁﬁﬁhﬂm 3,phelubrolprbpan-2-ol
1, 3, 3, 3-hexafl uoro-propan-2-o01 15 In analogy to -

Sexﬁl%lﬂ@ 13- | ekarAptd 129 axd 29. 5 (ﬁ@m 4-[2,2,2- tnﬂuoro—l) (4-meth0xy -benzyloxy)-1-
%D%]haz'gpg: gWﬁ é’?’ﬁ?ﬁi% 011? a%%g é’% efg -a”.,{iddunethyl-lsexazole
4 CHISGP BRI NGl wa P5€Edrq‘i@tﬂ4yﬂ3rﬁ-®uw&wbisexaz(>@ﬁmethoxy) -phenyl]-

19178833'6 IRk RS0 BEGRAES hite solid, MS: 368 (
2-[4- 3 5- dlnetﬁgl-lsoxangwﬁ ;“het hoxy) - h%enyl]

Nfﬁm%%é%éi 3- hexaf | uor o- propan-2-ol as a white solid,

MAW Dmmﬂe4420
3- Hexaf | U0 nethyl-lsoxazol 3-ylne
201 hla%ew 3ﬁhréﬁ§?ﬂ}‘°rﬁr?o§‘aﬁ CoebiL et Baythosyebtanpl-propang-ol
and 29.3, from
4- Ipzn@o@ toekdohpiot bl dnd 20.3r60hok {2, he mafioes } (4 dmethoxy-benzyloxy)-1-

?3 rthﬁ{l&@ﬁﬁﬂﬁi_é’ﬂi %ﬁhmdllq lexRiifR Q) ar(c??:( QHPCJR%&J:QY} @r}geth}rl—isoxazole (CAS
3%%60 iP Esewas%répaiergeit ly!$ 3 35110 a%ﬁmroa 4—(5 -methyl-isoxazol-3-ylmethoxy)-

phenyl}-propan-2-ol as a white solid, MS: 354 (M-HY)".
25 Example 45

1,1,1,3,3,3-Hexafluoro-2- {4~(5—methﬂ-2—phen)d—2H— {1,2 3}mazol-4~yhneﬂzoxy)-phenyl]—
propan-2-ol

In analogy to example 13.1 and 29.3, from 4-{2,2,2-trifluoro- 1-(4-methoxy-benzyloxy)-1-
trifluoremethyl-ethyl]-phenol (example 1) and 4-bromomethyl-5-methyl-2-phenyl-2H-
30 {1,2,3]triazole (CAS 13322-02-6) was prepared 1,1,1,3,3,3-hexafluoro-2-[4- (5-methyl-2-



35166-37-1) was prepared
1,1,1, 3,3, 3-hexafl uoro-2-[4-(5-neth)rl -i soxazol -3-yl m
et hoxy) - phenyl]-propan-2-ol as a white solid, NS
354 (MH". 25 Exanple 45

wh 7hpdig33488, 3- Hexaf | uor o- 2- [ 4- (5- met hyl - 2- phemyirsEbbofo10237
1,2,3]triazol -4-yl met hoxy) - phgeyl ) - propan-2-ol In
anal ogy to exanple 13.1 and 2 , from

il 2o B[l i3 E’Jﬂdﬁl—q_ﬁm@ﬂmﬂﬁtﬂﬁéﬁﬁ} -pRipaN 2003 a dolorless oil, MS: 430
| fI ﬁgr orret et hyl ] - phenol (exanple 1) and

nmet hyl - 5- net hyl - 2- phenyl -2H 30
[1 2 3}triazole (CAS 13322-02-6) was prepared
1Etamplg 48, 3- hexaf | uor o- 2- [ 4- (5-met hyl -2 WD
2006/ 037480 PCT/ EP2005/ 010237 -50

phAO3,3, Blskedfiudr 3Pt ti(5Dekhyl-3yhvesiievy)olgdmytihxp mbpayil-propan-

522°|1 as a colorless oil, Ms: 430 (I\/H—I) Exanpl e 46
1711, 3, 3, 3- Hexafluoro 2 [ 4-(5- et hyl - phenyl-lsoxaz

el %g%/ﬁllg}t g%}fﬁl b ]291%? %Sff‘q [252 f tIcHuor0~l 45 e%gxtytbenzyioxy) 1-

4't1[1ﬂuC&O!ﬂelﬂlV]l~éth)dbpb&dol (edamﬁt: hoanghA-bromopatig p-methyl- ~3-phenyl-

trdofh AR el t1§y5'97 25 gk 16 823Mhéerdlor3d[4-(5-methyl-3-
%r ommtﬁgg W}g%eﬂb%% hperQB’an 2 ofﬂ’%éilgﬁl En& oD Ms: 430 (M-HY".

111333hexaf|uor02[4(5 net hyl - :

10 phiaampleidg oxazol - 4- yl net hoxy) - phenyl | - propan-2-o| as a
light yellowoil, Ms: 430 (MH 10 Exanple 47
3 i[é(@,z&rﬁnﬂﬁdrammﬂﬁaﬂy -Thyifiueromdehl eyl Hpien eyt K dnyoic acid

ngxymnet hyl ] - benzoic acid nethyl ester In
aﬁ’é gchyo exanpl e 13.1 and 29.3, from

4-12 2-trifluoro-| t ho | o
rli[nﬁped@w&ﬂmk Ie’t’hgﬂdj( 29&“5&6’12‘@\/@%(2‘#%%’“1 y%‘r%f"h"”'bemﬂw )-1-
3 -tbﬁﬂmmﬂﬂyyé&lﬁkphmcﬂ: (emainple A4l 3-beostanethyl Hefa@ixgcd methyl ester
%‘S 22 ?3 %d 4-{2.2,2- tnﬂuoro 1-hydroxy-1-triffuorome El ethyl)-
t.ri-fl uor dro tri et
T R,
V\,hlte sorl [ d M5: 407 (MH)- Exarrpl e 48 Lithium
4-Example28[ 2- met hyl -4- (2,2, 2-trifluoro-I-hydroxy-1-tri
fl uoromet hyl -et hyl) -
phangu i-(E)phErukeh i DX rithenaa diydr A- RO oy @hyd4thyD-

?ﬁ‘f%ﬁ’%’ ‘@*’f%”ﬂr’é’ei’%"’ﬁy} BB o trifl uor o. | - hydr oxy- | -
20 RO e OB 502 PG G e AR

W ﬁ;lﬂu&ro@tliyﬁeﬁjﬂ)-lpﬁﬂk)xybﬁ phértyhipupokyldrandid ecid ®remple 36) in 3 mL of
S Ohlfﬁ %&’é@aﬁm&%ﬂ%ﬁé R)qM mmol) of lithium hydroxide. The solvent was evaporated
to give 21 mg (quantitative) of lithium 4-{(8)-2- [2-methyl-4-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl}-phenoxy]-3-phenyl-propoxy}-benzoate as a light yellow oil, MS:
25 527 (M-H)".

Example 49

Lithium (4-{(S)-3-pheny}-2-{4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
phenoxy]-propoxy}-phenyl)-acetate

In analogy to example 48, from (4-{(S)-3-phenyl-2-[4-(2,2,2-triflaoro-1-hydroxy-1-
30 trifluoromethyl-ethyl)-phenoxy}-propoxy}-phenyl)-acetic acid {example 37) was prepared



to give 21 ng (quantitative) of lithium

4-{(S)-2-[2-nmethyl -4-(2,2,2-trifluoro-I|-hydroxy-1I-

trifluoromethyl-ethyl)-phenoxy] - 3-phenyl - propoxy}-ben

zoate as a light yellowoil, M 25 527 (MH'.
WOCAHGH324849 Lit hi um PCT/EP2005/010237

(4-{(S)-3-phenyl -2-[4-(2, 2, 2-1%j fluoro-1|-hydroxy-I-tr

i fl uoronethyl -ethyl)-

phlahuquérmbb@hyl}}dﬁﬁéﬂyﬁp tafeerat lebydnognblrifyyorémethyl -ethyl)-

ex a
(ﬁ%s?ﬂ? o RBhepyl-acetse 5o o ight vellow oil, MS: 927 (M)

flugg t hyl - et hyl) - phenoxy] pr opoxy} - phenyl) - acet
%ﬂganple 37) was prepared WO 2006/ 037480

PCTI EP2005/ 010237 -51 |jthi um
( 43-{4 BR-3FhmeryA- LoCpRe-priflupropl-hydmpr btdfarygthykythil phenoxy)-

51 f hraps:aphénl - glopitnicacid methyl ester
phenoxy] pr opoxy} - phenyl) acetate as a light yell ow

1 M5 527 (MH)'. Exanple 50 .
f éé R) - 3-'Phen I-2 [4 2,2, 2- trifl uoro- I-hydroxy-l-
ncan ﬁyo'i‘fﬁ‘mﬂ’ eé -&-W}gy»%pheuyl-propmmc acid methyl ester and

pr@pm@ ]tnﬂ)imemm()il-zpetbqgtydmnfyka@} -a- tﬂmdiyhae&n?}e&lﬂ@@hénol {eRample 1)
e
10 5 fgifluoromethyl-ethyl] -phencxyl-propionic acid methyl ester as ayellow oil, MS: 676 (M)™.

4-12,2,2-trifluoro-1|-(4-nmethoxy-benzyl oxy)-1-trifluor
mﬁﬁﬁwl et hyl ] - phenol (exanple 1) was prepared

( Rh-3alB ; -1&%&%0%, bk o bz 4.4 J}Q&ubﬁaiz
bR o R T T
50R2-3tpheaylel- {ﬂg&,?r,btrd}mrmllé%&&ﬂﬂ)xﬁoemﬂoxy) 1- tnﬂuoromethyl -ethyl]-

15 PRl it d=dids L Bt vachs if a0 - et hoxy-
benzyl oi cy)- 1- trlfluoronethyl ethyl] phenoxy} propi on -

'%m%?'d met hyl ester was prepared (R)-3-phenyl-2-{4-
2-trifluoro-|-(4-nmetho)cy-benzyl oxy)-Il-trifluoro
néphyﬂomthy*ﬂ]mmgﬂbh@rﬁﬁ% frpmd Bad=tthenyl-2ast- (2,3,3-gftuoro-1-(4-
yfihétﬁ&ky%ehzyld\@) 15t§1ﬁu&erIeﬂ1y1 &fylB phéhoRPab:AEYn-i D1 S3PATY-Bydroxy-
e%ﬁgﬁroﬁlﬂmdfcffzfnr%ﬂfﬂﬁr yas |P1telpa%eld 8 (|4 {6131) 3-phenyl-2-{4-(2,2,2-
20 n”érlﬂ'éﬁefy W@(Wﬂf-\@rqm#th}ﬂwﬁwﬁ ridiehapy]-rdppicy]-phenyl)-propionic acid

- BhaRAX}trde b 0l3flest o M&%Es Qv (Hfy hydr oxy-
phenyl ) - propi oni c add nmethyl ester was prepared

: TQ%PE B)- 3-phenyl -2-[4-(2,2,2 20
tr or o- I-hydroxy I-trlfluoronethyl et hyl) - phenoxy]
d net hyl ester as

R LN N S K-

propoxy}-phenyl)-acetic acid methyl ester

25 In analogy to exaraples 30.3 and 30.4, from (R)-3-phenyl-2-{4-[2,2,2-trifluoro-1-(4-
methoxy-benzyloxy)-1-trifluoromethyl-ethyl]-phenoxy}-propan-1-ol and (4-hydroxy-
phenyl)-acetic acid methyl ester was prepared (4-{(R)-3-phenyl-2-[4-(2,2,2-triflnoro-1-
hydroxy-1-triftuoromethyl-ethyl)-phenoxy] -propoxy}-phenyl)-acetic acid methyl ester as a
colorless oil, MS: 541 (M-HY,

30 Example 52

4-{(R}-3-Phenyl-2-{4-(2,2,2-trifluoro-1-hydroxy-1- tnﬁuoromeﬂlyl—ethyl) phenoxy}
propoxy}-benzoic acid methyl ester



(4-{(R)-3-Phenyl -2-[4-(2,2,2-trifluoro-I|-hydroxy-I-tr
i f1uoronethyl -ethyl)-phenoxy] -
propoxy}-phenyl)-acetic acid nethyl ester 25 In

anal ogy to exanples 30.3 and 30.4, from

wORpocR3piRenyl - 2-{4-[2,2,2-trifluoro-I-(4- PCT/EP2005/010237

nmet hoxy- benzyl oxy)-1-trifl uo[EEn_at hyl - et hyl ] - phenoxy} -
pr opan | -ol and (4-hydroxy- phényl)-acetic acid
&l REmPRSI0S SRPIEL from (R)- 3—phenyi~2 {4 [2,2,2-trifluoro-1-(4-

T

elmplzguc agéniethyhestat wee prophred $t168)-a8 eatyi Eot-62-L 395 teprp- l-hvdronw—

: I\@tn%m(l% Ylethyl ﬁ@h@éﬁﬂﬁn@pé&} BedzolcRYdIndtha Rtkr 22 a colorless oil,

i0

15-

20

[4-( rifluoro-I-hydroxy-|I

Wrﬂ ﬁyfsﬁet hyl - et hyl ) - phenoxy] - propoxy}-benzoic

acid methyl ester WD 2006/ 037480 PCT/ EP2005(010237
-Bample 3hal ogy to exanples 30.3 and 30.4, from

(R) -3-phenyl -2-{4-12,2,2-trifluoro-I|-(4-
m@mau&fmyll—z;wgzz,zwﬂddmmhydmdmutnﬁuhgdn}eﬂm@ﬁxyﬁyglmoxy]-

mg%%@@ﬂ:g?&g)”‘&doplmﬁygwxy benzoi ¢ add nethyl ester

s pr

R R IS ity
adtﬂunaﬁhqxhyledtyéwl&soa}’] aobprsyeplenpl) {propienilve:id GRYhyl ester (example
g L(g {@ﬁ) 3- phenyl—2— [4-(2,2,2-trifluoro-1- ¥droxy— —trlﬂuoromethyi—

t 1‘241410-@1) FWJ } Pne n%)f}ﬂ% gnf(]i?) %EWW atc1rdI ats la cgloﬁess 05 )ﬂg %Y (M-H)~.

propoxy}-phenyl)-propionic add In anal ogy to exanpl e
2Bxanfiplopd

3-(4-{(R)-3-phenyl -2-[4-(2,2,2-trifluoro-1-hydroxy-|

10 {(R)-3-Phenyl-2-[4-(2,2,2-trifluoro-1 —hydroxy—l -trifluoromethyl-ethyl)-phenoxy]-
trllmf IDu Pg‘qgn%?_ﬁiﬁngtagxl) phenoxy] - pr opoxy} - phenyl ) - pr op

ni ca ester (exanple 50) was prepared

f’ I %aip%%ﬁ%yf W%, il i Fpentt - [4-t9 21an S R
etrif;ﬂo)exphhﬂ@ﬁﬁ}ph@pﬂ%yk}wmhyhe)lmwcenﬂcnﬁm ety (grample 51)
(%5?1%1] §d !(R) Mi) FMJZ g}ﬁg i fI A ~tr1ﬂuoromethy1—ethyl)

i PFWﬂn%‘PBW %kﬁwi a%ﬁ%%b%&]w ess o1l %5 Sy

propoxy}-phenyl)-acetic acid In analogy to exanpl e
2Exarfiplo At
(4-{(R)-3-phenyl -2-14-(2,2;2-trifluoro-I-hydroxy-I-
t Al {{R)PRaRl- hfuaf h%?u%él%c}sﬁﬂ)er ﬁmﬂmﬁhﬁmﬂgﬂ}mwy
| ster (exanple was prepare
I(qp()ﬁa @Eﬂy C1L

eny -2-[4-(2,2,2-trifluoro-I-hydroxy-|I -

' HRAOAAT E el s, B (R Tpbemi 244, &2&3‘:"&“81‘&‘0]1?’%8’9"1“

0 hhﬂuokﬂﬁnetﬁﬂ?eﬂ(yﬂ)j—pl)enoxﬂ OprExasypbenzbi6 acid methyl ester (example 52) was

25

30

prepared 4-{(R)-3-phenyl-2-{4-(2,2,2-trifluoro-1-hydroxy-1-triflucromethyl-ethyl)-
phenoxy]-propoxy}-benzoic acid as a colorless oil, MS: 514 (M-H)".

Exémple 56

2- {4-[2-(3-Chloro-phenyl)-5-methyl-oxazol-4-yimethoxy]-3-methyl-phenyl}-1,1,1,3,3,3-
hexafluoro-propan-2-ol

In analogy to examples 13.1 and 29.3, from 2-methy1t4—[2,2,2—triﬂudro-l'-(4—methoxy—
benzyloxy)-1-trifluoromethyl-ethyl}-phenol (example 2) and 4-chloromethyl-2-(3-chloro-



4- {(R) - 3-Phenyl -
[4-(2,2,2-trifluoro-1-hydroxy-I|-trifluoronethyl-ethyl

) - phenoxy] - propoxy}-benzoic acid In analogy to

exanpl e 25, from

WD $0p&3780phenyl - 2-[ 4- (2, 2, 2-tri fl uor o- | - hydPexiEPRe05/016237
trifluoronethyl-ethyl)- phenoxy] pr opoxy}-benzoic acid
net hyl ester (exanple 52) was %5 pr epar ed

4- PRyl S-mbtglibxazelf 4CAS 425481 074 ﬂmdp&ré& m&mﬂw& Wb2002092084) was

fl g&pgegggnz'[zg & moéo—ﬂ&%gﬁ%i Lﬁﬁn 812t Bhearl)-
[ 2Lt g?’@ BrarRFPpanct-ghd Yelowisa M%@%&Mﬁ 18him
thyI phenyl} 1,1,1, 3,3, 3- hexafluoro propan-2-ol 30

| nExamailody .t o exanples 13.1 and 29.3, from

2-nmethyl -4-1.2,2,2-trifluoro-I-(4-mnmethoxy-

b eﬁlI{sLbﬁlb)f& 41{21(@.:510&9?1%% 2@&&9!3&!& %Q&o&ﬁi%%ﬁh?—l,l,lﬂﬁ,&

2) chloro 3-chl oro WO 2006/ 03
Bgfﬂfﬁfge' 53 phenyl ) - 5- et hyl - oxazol e ( CAS

475481 97-1, prepared according to W2002092084) was -
pr %walépay to examples 13.1 and 29.3, from 2-chloro-4-{2,2,2-trifluoro-1- -(4-methoxy-

2- 1{)@412{'lagﬁfimﬁiﬂh6fcﬁxeﬂi}$ﬂﬂiym ~phefid {B3hpR¥AZA 4-hI¥RASLINDNV(3-chloro-
T ﬁh 3{\?@ hy 5&121 éﬁl & (GAS 475483-97-1, prapared accoding to WEPPIR92084) was
10g queaare%{?» 41718r0( HEG- Fl@px)u Phegdérﬁpn@hﬁ “pxgol-4-ylmethoxy]-phenyl}-

2- {,81.61 DR thuda- p&&paﬁhj 6l ey st vl oxayol - 4-
yl met hoxy) - phenyl }-1,1,1, 3, 3, 3-

hepat,] Ep-propan 2- oI In anal ogy to exanples 13.1
and 2 from

gegm'?'gkyé %%P?’f"ﬁ“t‘%ﬂb%{?ﬂ&w é’E‘TﬂY ]I}rgﬁgf’)é(‘n%fﬁ (exanpl e

3) and 4-chl or onet hyl - 2- ( 3- chl or o-
phigriprlpgnstopsrmpirs Bxloand| 28.3¢ s 44[268481i97r011 - (pmefmmptenzyloxy)-1-
15 aCeida eion @ tHyD-«OIR GhH204 Zéﬁﬂ'lblewaﬁntﬂ#lmﬁétﬁﬁ%&&glde was pre arcd

2 ii‘)’l ?,‘I,%lSohe%affihoLo 2((§ %ené%fxygfmg' yl pmpam Hasa cr%tye;llcm oil, MS:

15¥ {MaH}: 3. hexafluoro propan-2-ol as a white solid,
MS: 498 (MH, 2Cl)'. Exanple 58
1,memﬁh59,3-kbxafluoro-2-(4-phenethy|oxy-phenyl)-prop
an 2-ol In analogy to exanples 13.1 and 29.3, from .

52D%néth M kry #pﬁ&lybokxyl UL YA e, VAN ﬂ,mi) 2ol

tr| Iuorone phenol (exanpl e

SN e e —
aheb bRy taﬂmqrgwﬂlyleﬂbﬁhpbmol (euple D62 (Pl éhyiEkammpHewas
59}3repared2 (3,5-dimethyl-4-phenethy loxy-phen%l) 1.1, 13 3.3 hexaﬂuoro—pro%an-z-olas a

1§ﬁu%mow”§H&§' b(§¢ﬁfethyloxy eny 1,3,3

I 0- proopan-
Example 60

25 2-(3-Chloro-4-phenethyloxy-phenyl)-1,1,1,3,3,3-hexafluoro-propan-2-ol

In analogy to examples 13.1 and 29.3, from 2-ch10r0—4—[2,2,i—triﬂuom- 1-(4-methoxy-
benzyloxy)-1-triflaoromethyl-ethyl}-phenol (example 3) and phenethyl bromide was
prepared 2-(3-chloro-4-phenethyloxy-phenyl}-1,1,1,3,3,3~ hexaﬂuoro—propan 2-olasa
light yellow oil, MS: 397 (M-H, 1Cl)".

30  Example 61



20 In anal ogyto exanples 13.1 and 29.3, from
2,6-dinmethyl-4-[2,2,2-trifluoro-I|-(4-nethoxy

benzyl oxy)-1-trifl uoronethyl-ethyl]-phenol (exanple
4) and phenet hyl brom de was prepared

wity J006/83743b et hyl - 4- phenet hyl oxy- phenyl )-1, 1, ;Cqmgm@5hﬁmn
xaf | uor o- propan-2-0l as a Ilggi yeIIOM/0|I VS:

(MH) -. Exanple 60 25
2-X 101, 95.0-Heh Bt D Qxphe RRMMY - Bhehyil- fi ofhriz fexaf |

uor o- propan-2-ol I n analogy to exanpl es

benzyﬁo%@%@fg ﬁ%féirr%faﬁﬁg 4{%%# 8 I¢ j‘(‘g}?%ﬂ‘%f’('ﬁ’mbxﬂ I-

)tnélﬁgr apg e dl U:nmo-ethyl) benzene was prepared
2 -1e31 thiﬁ&héxaﬂh&@e: th@wym&wj -phekiyi}- p%o%éﬁz-%r RMBhet yellow

as a light yellow oil
W@%ﬁ’@f}éo Exanpl e 61 WD 2006/ 037480

P / EP2005/ 010237 -54 Rac
q%“?“%“% 3- Hexaf | uor o- 2- [ 4- ( 1- phenyl - et hoxy) - phenyl |
propan-2-0l In analogy to exanples 13.1 and 29. 3,

f rhm,4,3[32H@£a§u0m~1-[%medwl—&((ﬂmwﬁtyh@-mytddﬂrbxyicdeayg)hnlﬁoxy)-phenyl]-

t?kgbﬁpggpethyl et hyl) - phenol (exanple 1) and rac
( br ono- et hyl ) - benzene was prepared rac

3- hexaf h
et e T L L
10 E)bgﬁ:ﬁfl@{yﬁ-g-tuﬂuommeﬂxy ethylj-phenol {example 2) and 4-chloromethyl-5-methyl-2-
I1 r%t&l,yﬁm&z@e Heasd1u66-922; ﬁr@pmalaydrcrhg (&W@bbyd37?z7Mprepa:ed
A et AL PR o Fochon s

2 marqw2~ohas[azvlgtezohdr MS: 4% @4 4- et hoxy 10

benzyl oxy)-1-trifl uoronethyl -ethyl)-phenol - (exanpl e
2)Exangled3chl or onet hyl - 5-nmet hyl -2- mtol yl - oxazol e
(CAS 521266-92-2, prepared according to W2003037327)

15 \é\@g{flpfze(@ﬁflﬁéio-pheﬁ I% 53neth -oxazol—ti»yime O}T}'] 3 tPBII %/]Ten%li(l 1,1,3,3,3-

S uor o- met h 4- (5-"met
= OH%PﬁﬁﬁVf*ﬂhenyll- propan 2-ol as a white

SO|Id M5: 458 (M H)-. Exanple 63 15

21{14nflegy(t2£mni¢sol3pm@d;29)3 Bomatihgth-éxi2 20 ufluprorit(haeyhoxy:

JRCY ] 'tﬁﬁ'&ﬁbfh)}eﬂﬂdwéthﬂi] -BhehoBtexample 2) and 4—chloromethir1—2—£2«chloro~

h eg{a}f?g)ug ! oefd?ygo olez(C%S 4%’48'1 rbﬁ %”S}.!e&%d accor%ng to VSSZOO%OS)ZOSIL} was
20 Z-Hﬁﬁftahﬁ)dll - [22(2cbporp rpbehyloF-onethyi-dxarelt hrphayethoxyl - 3-methyl-phenyl}-

banzys,9, bfd-bldpah s l e
0 e, Z;b)gﬁﬂgr td ngtdﬁbsl Qrataiwhleet Bu& MPaenQ-1 XRP

Example 64

1.1,1,3,3,3-Hexafluoro-2-[3-methyl-4- (5-methyl- -0-toly}-oxazol-4-ylmethoxy)-phenyl}-
propan-2-ol

25 Inanalogy to examples 13.1 and 29.3, from 2-methyl-4-{2,2,2-trifluoro-1-{4-methoxy-
benzyloxy)-1-triflucromethyl-ethyl]-phenol {example 2) and 4-chloromethyl-5-methyl-2-
o-tolyl-oxazole (CAS 671215-81-9, prepared according to W(02004031162) was prepared
1.1,1,3,3,3-hexafluoro-2-3-methyl-4-(5-methyl-2-o-tolyl-oxazol-4-ylmethoxy)-phenyl]-
propan-2-ol as a2 white solid, MS: 458 (M-H)".

30  Example 65



phenyl ) - 5- et hyl - oxazol e (CAS 475481-96-0, prepared
accordi ng to W2002092084) was 20 prepared
2-{4-[2-(2-chl oro-phenyl ) -5-net hyl - oxazol - 4- yhnet hoxy
| - 3- net hyl - phenyl } -

wb.2d06h3 783, 3- hexaf | uor o- propan-2-ol as a whi per&Phdosler0237
M5: 478 (MH, ICl)-. Exanple 64 A
1,1,1, 3,3, 3- Hexaf | uor o- 2-

[ 3rﬁ?,§ Byl Héxaﬁéofaez p\zine& pﬁszln%{}g%@i%ﬂébrx{ng%ﬁgg%)ygpoml_‘;_

aﬁ’g‘%% @qrﬂg‘ﬁﬁﬁi-propan— 2 ol n anal ogy to exanp

2-methyl -4-[2,2,2-trifluoro-I-(4- rrethoxy benzyl oxy) -
-IP @nﬂpyotp @mﬂ’lssl 13dtdmd|29 3 pfem @I‘mftéwrféz'@ﬂmd-l -(4-methoxy-
TR ihith orBrdeRly mfth P2 phéirol QhpR %A% %%eth;a 5-methyl-2-
%5:% %]c%%meﬂlypgf&%f) oxazofe (93?&'69&64(278\%012)9&%%0 ]ég'c%% gto

1 W020®0311§2hm6@frtmdohm B,3.3rtetckfltiorat 2 ({5-omeb fiye [S2methiloz-(3-
| hinesdzR R pNdyB tdac%y )'E ym.aﬂ%% ph%mpﬁfap&é% @Sa Bhite solid, MS:

id,~ MS! 458
%6%%%@280 PCT/ EP2005/ 010237 -55 _
1,1,1, 3,3, 3-Hexafl uoro-2-{3-net hyl -4-[5-net hyl -2-(3-t

r iBxpwpledfet hyl - phenyl ) - oxazol -
yhnet hoxy] - phenyl } - propan-2-ol | n anal ogy to.exanpl es
10 13,111,5848-P&aBuorhy B {2-(4-fluoro-3-methyl-phenyl)-5-methyl-oxazol-4-

ggﬁ?&F J)‘?é—ife&ﬁ)?fg? 8@%# lc(at4h;/nls§ hg)ﬁghm (exanmpl e
2 4
4o 3leqy 16 ot %ﬁéﬁ??)é%&az"e‘f%ﬁﬁd@ s wifiiono-t g gnethoxy-
p rhemzykoas)- &mﬂ’lqiomgthvbetﬁﬂE@Ea&@B(btﬁﬁgle Apandps- éﬂ&roﬁdzthyl 2-(4-fluoro-
; ar."}lmtl.th ﬁle %&ﬁéﬁgﬁfxﬁz)&e ({(13&'28@?&;9'842 %: rgm 0
BRI 0 R e G L

6 6-rhéthyl-oxazol-4-ylmethoxy]-3-methyl-phenyl}-propan-2-ol as a white solid, MS: 476
1y ;1“11%3 3, 3-Hexaf l uoro-2-{4-[ 2-(4-fl uoro- 3-net hyl - phe
- nyl)-5-net hyl - oxazol - 4- yl net hoxyJ

% tp L/, phenyl } - propan-2-ol In anal ogy to exanpl es
%29 3, from

2- met 2,2,2-trifluoro-1-(4-ne

b Stf;? L-tp-fog FFpetatipieny ﬁé‘ﬁe -4 phenyi}-

P iy bR LD 1 &phenyl}

20 21,1533 4-hebdflob avpidpyh-221 ( 4- f | uor o-
3- et hyl - phenyl) 5- met hyl - oxazol e (CAS 475481- 98- 2,
pli@%ﬂ t@&&ﬁf 19, 14LRd 293 WQQ%&%?@@@ 2,‘9@%&8&%99Ff ethoxy-

exafl oro-3-neth

n;I?Fx}zyloxy) -1- tnii]uorometﬁolre%;y%_ éhen%lz(ejgam le 3) and 4—chloromethy{)5 -methyl-2-

5{4retiftuproroathglgihedyly-orble ¢X)$ 18268 899)] prepaed/dcofalirgan-
2vet 250820808 pPhted o- RN G 5 (M -2Ee&§tgiﬁlllgro§geﬂ1yl~phenyl)-

25  oxazol-4-ylmethoxy]-phenyl}-1,1,1,3,3,3-hexafluoro-propan-2-ol as a white solid, MS: 532
(M-H, 1Cl).

Example 68

2-[3«Chloro—4—(5—methyl—2 -nm-tolyl-oxazol-4-ylmethoxy)-phenyl}-1,1,1,3,3,3-hexafluoro-
propan-2-ol

30 Inanalogy to examples 13.1 and 29.3, fromn 2-chloro-4-{2,2,2-triffuoro-1-(4-methoxy-
benzyloxy)-1-trifiuoromethyl-ethyl}-phenol (example 3) and 4-chloromethyl-5-methyl-2-
m-tolyl-oxazole (CAS 521266-92-2, prepared according to WO2003037327) was prepared



2-{

3-Chl oro-4-[5-nethyl -2-(4-trifluoronethyl -phenyl)-oxa

Zo I 4-yl met hoxy] - phenyl }- 20

1,1,1, 3,3, 3-hexafl uoro-propan-2-ol In analogy to
“mmmmmbﬁm013 1 and 29.3, from PCT/EP2005/010237

. 2-chl oro- 4- [2 2,2-trifluoro-I- %4 nmet hoxy-
benzyl oxy) - trlfluoronethyl ‘%yl] phenol (exanpl e3)

and[Hedo - GIREMYL 2 2r- 183 b zoR 2. y']methoxEAghen_)’Jz L gl 93 30hexaﬂuoro~—

éﬁgéélf ug h%@“fgﬁp%®%3§§gé§b84) was prepar ed

2- chloro-4-[5-methyl -2-(4-trifl uoronet hyl - phen
§ plesg_ [ y ( yl - phenyl)

oxazol 4-yl met hoxyl - phenyl }-1, 1, 1, 3, 3, 3- hexaf | uor o- pr
ofea{3-Chioto-a§2- az-&}ﬂbxb%ﬁ&ﬁﬂ)-d—mdhﬁrl—o’i%l«fl(yhﬁéﬂho%@p}lemyi} 1,1,1,3,3,3-

> 5. %gm&i’f‘%mpﬁn(zs"lnet hyl - 2- m t ol yl - oxazol - 4- yl met hoxy)
R0 5 B e 5pd 4 e Shls ol a2 eifuoro-1- (S methory-
_k@htydm@}-4—t{iﬂutﬁpﬁetblyl-éﬂ1}d§}phedol (edarrpit BDasyk4-chloromethyl-2-(2-chloro-
b%@(ﬂipﬂﬁeﬂﬂﬂ to&ézfoiel't @%9543! '%Q)t gl}éhlre@ﬁkl‘%ﬂxl‘limét%’ﬁﬁﬁ%(ﬁo9zos4) was

3 a4 t
(e oo Lofte ﬁ’g?f@cP o aehy b 0lamdapab Phenyl-

10 Wels1, 15,8 p ctredlid®-3OR6H 03T AOWREHLERMO 2900 3, 2Cly 56

2-[3-chloro-4-(5-nmethyl -2-mtolyl - oxazol - 4-ylI met hox) r
) ‘RAeRM7b- 1, 1, 1, 3, 3, 3- hexaf | uoro- propan-2-ol as a
white solid, Ms: 478 (MH, 1Q)- Exanple 69

yﬁ%ét(%l B—Eﬂéfézné_yfg -tfiyf %zglh%%}%lhoxy -p en ] l?ffﬁg,913:hdéicaﬂuor0»

hé%%ﬁ#ﬂ%ﬁ - pr opan=2- ol I'n anal ogy to exanples 13.1
and 29.3, from

2 Idiahdiogy-t4 efadnples A3 ranfl OO feord 2{cAlorBEHRR P -trifl@dDY] -0k thoxy-

15 1Y gﬁyi&egﬂ% §Jn Griby gﬂe@,@ﬁ ﬂﬁ@@jﬁiﬂa 2 8Bhetiyl-5 methyl2-
S

(@A@Y BHL 671 ?é&:ﬂ %‘ifpaé&%i‘ﬁ:a‘i t?BV @ﬁ@g@mprepared
V\HS[?S -qhi@par@ecmethyl-2-o-tolyl-oxazol- %ﬂmethoxy) -phenyl}-1,1,1,3,3,3-hexafluocro-
éga& aQa%vhitgfcih% A3l efsQnpheti)) - 5- et hyl - oxazol - 4-
oxy]| - pheny
1, 3- hexaf | uor o- propan-2-ol as a white solid,
Nég‘h’ﬁbé ?m H 2C)'. Exanple 70
2-[3-Chloro-4-(5- neth | - 2- 0-tolyl -oxazol - 4-yl nmet hoxy)

20 - BHidriyigrotd-5, 1]33@}’%2"33"@@?4’19@@3 rhoadpexazol-slmethoxyl-phenyl}-

30

afliﬂl}i]}',ﬁiﬁxﬂﬁ@fmg &pad3bland 29.3, from
2-chloro-4-[2,2 trifluoro-I-(4-nmethoxy 15

beRZYh PO exhilds 5 QA8 : AT € ethoxy-

DERZHL S Ebidlds 1?%3{1_ gsg *hvc!hm? g:xl&; %ﬁ@%ﬂ&&oﬁ]ﬂg Bethoxy

éﬁ@' %@r@me s Wﬂ@@%?}'ﬂﬂhﬁ 2

V\lés—tlﬁﬂlﬁﬁahetﬂyl-phenyl)—oxazoie (CAS 678164 78-8, prepared according to
W(2004031162) was prepared 2-{3-chloro-4-{5-methyl-2-(3-triftuoromethyl-phenyl)-'
oxazol-4-ylmethoxy]-phenyl}-1,1,1,3,3,3-hexafluoro-propan-2-ol as a white solid, MS: 532
(M-H, 1ClIy.

Example 72

2:{3-Chloro-4-[2-(4-fluoro-3-methyl-phenyl)-5-methyl-oxazol-4-ylmethoxy]-phenyl}-
1,1,1,3,3,3-hexafluoro-propan-2-ol



2-[3-chl oro-4-(5-nethyl -2-0-tol yl -oxazol - 4-yl net hoxy)
-phenyl ]-1,1,1, 3, 3, 3-hexaf | uoro- propan-2-ol as a
white solid, Ms: 478 (MH, 1Cl)-. Exanple 71 20
2-{3-Chloro-4-[5-nmethyl -2-(3-trifluoronethyl-phenyl) -

wWOReEs74py hnet hoxy] - phenyl } - PCT/EP2005/010237
1,1,1, 3, 3, 3- hexaf |l uoro-propan-2-ol In analogy to

' exanples 13.1 and 29.3, from- 57-

b IR RAGE ) it PP RLTT 2R g) S petor

Sbamyhbxyq)-b—mmmmtthylretmﬂ 4@9 mple oromethyL-2 (4-fluoro-
(3 kil Oﬂmﬁﬁ%gﬁ% FIRReRY ocmmazm@sé%&pﬁﬂea:h%ﬁﬁs

repare ordin
p @ 4w s@r%}é‘l{cﬁﬁgféﬁ%g liafgur%%?re tﬁﬁgﬁ@ﬁﬁ ;—methyl
5 omml-wlméthEtyﬂwhyn}ﬁ}phbﬂaw 1—h@qﬂ110r3 psowr?emﬂau@rtesw MS: 496
gg@p 21@@.a5 an white solid, Ms: 532 (MH, 1la)-

an%‘r >

2- g Cplgro 4-[2-(4-fluoro-3-nethyl -phenyl ) -5-net hyl -
ylnetboxy] phenyl}- 30

1 1,1, 3, hexafluoro 0
Pt S P ATk TS ERARIRL, 4 eatluore-
2%rSpant1-6M 2- chl or o- 4- [2 2,2-trifluoro-1-(4-methoxy- _
benzyloxy) 1- trlfluoronethyl et hyl ] - phenol (exanple

10 3in E@thﬂnd&? @4ﬁ$ﬁl§£Q2 tnﬁuoro 1-(4-methoxy-benzyloxy)-1-
Z0

81-
pr@ﬂﬂ?féﬂleg‘é’gﬁ%ﬂﬁ‘r? e ﬂ%@‘?%ég vvaes }giéepatr% (3
2 tfiBusibrariyl-phéndt)(ekafdle/SiAS-63 8 et Ty8, ppavernliaycosdipgtohy |
W02P04£31 6%%“7% O};(rg{-‘aredz -{3- 2—(3 chloro—phen )-5- methyl—oxaml 4-ylmethoxy]-
oxazol -4- hen X
ol 411 1s55 4 gwf;ad}%éasa Ay AR L R 0.
Exanple 73 2-{ 3-
15[ ZBsadpliidor o- phen) | ) - 5- net hyl - oxazol - 4- ylnethoxy]-phe
nyl}-1,1,1, 3,3, 3-hexaf |l uoro- propan-2-ol 10 In

anﬁi 08, 1Heﬁ9ﬂ&8ﬂi B$3- (53mathghzh o 28lyBoxazelofryimethoxy)-phenyl]-propan-2-
&2 2,2-trifluoro-1-(4-nethoxy-benzyl oxy)-1-
fl uoronet hyl - et hyl ] - phenol (exanple 5) and
4_cbl oronet hyl -5-net h )
t—lnfqna]@%Wé’E‘ﬁ‘?PlebF’th{%zgéx%?’S’I S AL PB4 4 PRty benmyloxy)-1
prﬁﬂlabﬁﬁhemle}d&ﬂdi}@end (exp 05} 384 16Rloromehy r%pﬂaﬂ:@{jl o-tolyl-oxazole
6{6%’1% ghb b Yr s PRIERYdr NS t@deM@,zsm@LmApryﬁﬁ&t hoxg,3,3-

fI

i Wﬁwpi;ow Gort Yl‘%tﬁﬁ)s(%‘% PP hf%ﬁfgﬁf%sa? g-olasayellow
740il, MS: 444 (M-H)".

1,1,1, 3,3, 3-Hexafl uoro-2-[ 3- (5-net hyl - 2-o-tol yl -oxazo

| - Az piesdroxy) - phenyl ] - propan- 2=

1,1,1,3,3,3-Hexafluoro-2-{3-[5-methyl-2-(3-trifluoromethyl-phenyl)-oxazol-4-
25  ylmethoxy]-phenyl}-propan-2-ol

In analogy to examples 13.1 and 29.3, from 3-[2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-1-
trifluoromethyl-ethyl]-phenol (example 5) and 4-chloromethyl-5-methyl-2~(3-
trifluoromethyl-phenyl)-oxazole (CAS 678164-78-8, prepared according to
WO02004031162) was prepared 1,1,1,3,3,3-hexafluoro-2-{3-[5-methyl-2-(3-

30 trifluoromethyl-phenyl)-oxazol-4- ylmethoxy phenyi} propan-2-0l as a white solid, MS:
498 (M-H)".

Example 76



01 In analogy to exanples 13.1 and 29.3, from
3-12,2,2-trifluoro-1-(4-nmethoxy-benzyl oxy) - 1-
trifluoronethyl-ethyl]-phenol (exanple 5) and

4- chl or onet hyl - 5- net hyl - 2-o-tol yl - oxazol e 20 (CAS

v 108d8578%h- 9, prepared according to W200403FLGAR2088510237
prepared 1,1,1,3,3,3

hexaf | uoro-2-[ 3- (5- nethyl 2-0- ?%Tyl oxazol - 4-yl met hox

y) 0 1 . i
(N%Ji’*& (’ﬂ d:meo %’ﬁ i 161§1é&§¥(g &r@ﬂ 5?%&%@7 ! %’fiﬁ’g"g"s hexafluoro
[5PW@Ph%P 2 (3 trlfluoronethyl phenyl ) - oxazol-4 25

yhnet hoxy] - phenyl } - propan-2-ol | n anal ogy to exanpl es
131;ﬂanahgy ®RxBnples Bl and 29.3, from 3-{2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-1-

# m%letrﬁ ﬁhﬁ&ﬂ qulhh Sl BealBAdY &Md Q-QHK))‘&Q&M))LZlemhlom -phenyl)-5-
52 ' ;I(:)mhg ﬁ %475;%%](-# —E Sep2 d a?:c):(oa}'ggg to %)02%02092084) was prepared
tr J‘H{EIS-lLEG(bdébﬂwyﬁhepﬂbﬁ;ﬂhéthﬂm@ﬂé-mﬁﬁ&h&ﬁ}?81,8.3,3 3-hexafluoro-

pr%g?&ﬁé | RECHT i oM W2 004Q31EF2) was prepared

3,3, 3-hexafl uoro-2-{3-[5-nethyl -2- (3 30
flu rQﬁEthyI phenyl ) - oxazol - 4-yl met hoxy] - phenyl} p
%ﬁﬁ“ as a white solid, MS: 498 (Mwﬁ Exanpl e

76 VO 2006/ 037480 PCT/ EP2005/ 010237

2- L3P Ee@ﬁlweﬁbzﬁréﬁwshﬂaZﬁﬁfﬂﬂroxe%&éﬂmﬂhm@bm}ypmpm-z—

10] - ghenyl }-1,1,1, 3, 3, 3- hexaf |l uoro- propan-2-ol In

analogy to exanples 13.1 and 29.3, from

tr |l% g’é{ﬁ';ét"%‘%ﬁi M@ngtméﬁ& ) (4 methoxy—benzyk)xy) 1-

I h
4- Hif “8?%‘?%%3? fhyh: P(hé’g%’]ﬁf”gf’g’ éﬁ§ L@rfsm 1??5/1“’6‘%1&81 folyl-
( CASzd7 BAR 5066492~ p,r;egamthcaadmgm WD2063000200 2092 0843d

Wa§ ﬁr‘o‘%pﬁfé%gﬂmﬁobg (5 methyl- 2 m -tolyl-oxazol- 4-ernetilor){:g }Tenyl]—propan—z—

ny azol - 4-yl et
ﬁ pﬂ%ﬁ?VﬁOTST Iﬁé%gfluoro- propan-2-ol as an
orange oil, NB 464 (MH 1Gl)-. Exanple- 77 ,
1, Exais B 3- Hexaf | uor o- 2-
[ 3- (5-net hyl -2-mtol yl -oxazol - 4-yl net hoxy) - phenyl ] - pr
Opamﬂz CARr o 1-(2,p,2ari8ioQY1 -hRirexaplifmrddethylastithl 2hedoxymethyl]-5-

AL Y )
5 2Rl Og?znteotzexgli}?‘éﬁhﬂg dla@éog}a{”%g efovﬁég?g%ﬁ 207} (fraethoxy-

20pr bopayledy)- 1-trifluoromethyl-ethyl]-phenol (example 3} and 3-(4-chloromethyl-5-methyl-

arol -8 EaY08 2otk 33 6IBLBY5 33 Wik Lidbtkd XRTR chloro-4-
éf( E-tnﬂ%l?g)rg%% ﬁ%xy— -tr ugrggn% yluezthyl)—phenoxymethyl] S-methyl-oxazol-2-

yl}—benzmc acid methyl ester as a light yellow solid, MS: 522 (M-H, 1Cl)".

Example 79

25  2-{3-Chloro-4-[2-(3-hydroxymethyl-phenyl)-5- methyl-oxazolu&yhnethoxy]-phenyi}—
1,1,1,3,3,3-hexafluoro-propan-2-ol

In analogy to example 30.2, from 3-{4-[2-chloro-4-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-phenoxymethyl}-5-methyl-oxazol-2-yl}-benzoic acid methyl ester
(example 78) was prepared 2-{3-chloro-4-{2-(3-hydroxymethyl-phenyl)-5-methyl-oxazol-

30 4-yimethoxy]-phenyl}-1,1,1,3,3,3-hexafluoro-propan-2-ol as a white solid, MS: 494 (M-H,
1Ch.

Example 80



15 of as a yellow solid, Ms: 444 (MH". Exanple 78
3-{4-
[2-Chloro-4-(2,2,2-trifluoro-1-hydrox)-1-trifl uoromet
hyl - et hyl ) - phenoxynet hyl ) - 5-

walbdsr@¥azol - 2-yl }-benzoi ¢ acid net hyl est arciir00s/010237
anal ogy to exanples 13.1 and 29.3, from

2-chloro-4-[2,2,2-trifluoro-1-P4-metho)cy 20
beﬂ?’ gfé%flﬁl( b é‘ﬂhﬁﬁei gycll:o?*l tﬂ%llu&lagllgﬁlyl-q(: ﬁngcnomnemﬂ

ox‘a‘ﬁ%‘P byozsispcidh reethyl egterret hyI ester (GAS
675148- 35-3) was prepared 3-{4-[2-cbl oro-4-

( 2Zn2ndlogy td daaples 13.1 hyﬂwcﬂ(ﬁmm 3-{2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-1-
| Hﬂh&dﬁ?&ﬁ’ﬂ%ﬂ%l p&hgl bat QA BT oromﬁthprl 3-methyl-gxazol-2-y1)-

met h M Xk%s enzol ¢_aci
A ‘rﬁn@w %éme S ‘&A 14855-6¢ K{Q400£q24705) “Exw@i 445-methyl-
254-[3-(2,2,2-triflnoro-1-hydroxy-1 -tnﬂuoromethyl—emyl)—phenoxymethyl] oxazol- 2-yi}-

2- ﬁeiﬁﬁb 58{1 % &idrds EM%J 9MLH,MS R8P gry>- met hyl -

Xazo xy] - phe

1, i %bs hexaf | uor o- propan-2-ol In analogy to -
, from
2-chl oro-4- 2,2-triflooro-I-hydroxy-1-
tr%i?&@

Herd Byt Zétmﬁuqmphbmﬂwtﬂ@lnqm@em ¢iyh)-phameymethyl]-
10- 2obdi-PAPBeiwicadd met hyl ester (exanple 78) was
pr epar ed

2- 1&&@%&?&%&1@2& Frdh 2Ty Y (s AN Ao R TR ALy X

2 Sifletormsdn-cprRrhep ey methyl pxazad-2ndichenzgisreid resiyhester (exaraple
ol 804 svaspmspired 4.9 B ohetlhyl MH3- (224 -(idublo- 1~h§ﬂﬁo - XA r8m&Qy1-ethyl)-
V‘%{%ﬁ%@%ﬁ%‘*ﬁ%@éﬁ?@% HEEE 2R, M3 T4 AR o

- et hyl ) - phenoxynet hyl ] - oxazol 2- yI} benzoi c
a ? | ester In analogy to exanples 13.1 and
29.3, from _
3-F.)N-Dimpethyl4-[Syeedyl-4-{ 34 {32 tiflgerbd nizidromyyd-trifluoromethyl-ethyl)-

t rgHeh s Ytz 6L DY bemAtmhed (exarrple 5) and
4- (2 cblorongthyl Sy%efhyl oxazol -2-yl)- 5 benzoic

Sr ecgzﬁg If%d)S{ @ﬁ-}n@r f Q%%‘lqu)ﬁ ]44§> (%82 fmé"%%? Qﬁgé%g)?)trlﬁ@ommethﬂ—
85@ hegiopypgthyl] %azeu Thypereisacd example dhdnd Syllof SHpCL were

20y | addpheaegy(0et Mdl) ofdkaab)ladimeHCl -hanz ol ©.1a86hMBEIVIM. The

esshﬁl'i.]oﬁ%@%‘cédl&% X ELAPY 58k (8lo7 MRiot, 18Peqh MEDCT and 1.4 me (001

WOM BT wqrg 2added Tl rpieiure Way ijed peoaxigmperatird gugenight.

r mhyhs adbdind-thbioegayitphiyeivas edifhcted with EtOAc. The organic phase

f ok wisl%g%i}lfb%@z(%e? %OIQP Eﬁ?r%d g%%\{agor%éﬁ lle al‘lromatography
SR AU ER EIE A o RN RS A

nzfiflcoradidhydebyyl- uﬁio@dmétﬁ?iaﬂmﬂ)ephenoxymethyll oxazol-2-yl}-benzamide as
a colorless oil, MS: 501 (M-H)".

15

Example 83

(3-{2-{4-(2,2,2-Trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-phenoxy]-ethoxy}-phenyl)-
30 acetic acid methyl ester

83.1 .
In analogy to example 18.1, from 4-{2,2,2-trifluoro- 1-(4-methoxy-benzyloxy)-1-
trifluoromethyl-ethyl]-phenol (example 1) and 2-bromo-ethanol was prepared 2-{4-{2,2,2-



80) was prepared
4-{5-methyl-4-[3-(2,2,2-trifluoro-1-hydroxy-l-trifluo
ronmet hyl - et hyl ) - phenoxynet hyl ] - oxazol - 2-yl } - benzoi c
acid as a white solid, Ms: 474 (MH)-. 15 Exanple 82

wid Adedsmamb hyl - 4- { 5- nethyl 4-[3-(2, 2, 2-trifl uecemr2doycinsz

oxy-1-trifluoronethyl-:ethyl)-
phenoxynet hyl ] - oxazol - 2-yl } - bef%anide To 25 ng (0.05

rm@iﬂhﬂh 4-methoxy-b )-1-trif} thyl-eth i
0 ( methoxy bensgiogy)-1-rifiuoromethylethyll phenpxyl ethanol gs a white

%@Pﬁrﬁ@‘%‘ éﬁ%ﬁb)@phenoxynet hyl ] - oxazol - 2-yl } - benzoi c
add (exanmple 81) in 1.5 mM of CHzZCl2 were 20 added
8.8Ahy (0.11 nol) of dinethylam neHC and 23 p1(0.11
mol ) of NMM_ The sol ution was cooled to 0C and 13 1

MOz kald mimpl& 83 -axp), froi AR, 26 i flhofo-TH 4 bikibly nzyloxy)-1-

R A B 1% A o il o i

i n'ﬁ%sgﬁ?ﬂaéeddﬁdﬁé4\%§ zéSGﬂ"Ffﬁét]e’@YdF\@’WI‘ﬂ -Eifoacomerhy-etiyl rbiesoxy]-
}phsnyleshechcidl thithillebtBeas a White goMa AT 51 (M-H)".

flltered and evapor ated. Colum chromatography 25.

Wi 12/ MeCH 98: 2 gave 22 ng (83%

N N- di net hyl - 4- {5- net hyl - 4-[ 3- (2 2, 2-

ciie PR gl e il bt e e

10 N&cet&()itxt-’(rhkthlyl-esteﬁx anpl e 83

15

2 eé@e?al%t@@m @1%@9@3

30

(3-{2-[4-(2, 2,2-Trfluoro-1=hydroxyl -trifl uoronethyl -
t mlahalpﬁaaempwtslwm fohenyd-)2;2 §%M&J1Q4ﬁﬁéihé§§tdaﬂiyloxy) 1-

r 83. | o t
ﬁr Bty TR SR AT SEAT i S0 -phean-scic
t r3c m@hﬁﬁﬁswmmwd](éﬁm& 2, 2-¢sirpb€ hy)irmd»mﬂuoromethyl-
2 -eetiy)nphr adtedcid mefiiyl st ada Wikte pon -
2 6/ e R Rans Lid i) Wl powder, M5: 51, (M
| uor o- 1- (4- met hoxy- benzyl oxy)-1-trifl uoronethyl-e
]-ghenoxy}-ethanol as a white semsolid, M 424
In anal ogy to exanple 8.2 - 8.3, from
2-{4-[2,2,2-trifluoro-I-(4-netho)cy-benzyloxy)-15
t Ifﬁ-ﬂ?ﬂ[fbfmmmﬁhem-hilt’dropﬂﬁbhﬂﬁ;o}embtﬂtyhﬁhympﬂenoxy] -ethoxy}-phenyl)-
(Sehide@tyepieayl ) -acetic add nethyl ester was
prepared

{2 [4 (2,2, 2 trifluoro-1-hydroxy-I-trifl uoronethyl
-e? ) - phenox ethoxy% pheﬂgmg acetic acid nethyl.
r¢-(EhmethdmyeteptypxB)1-
I( %ﬂﬂ&?méﬁﬂ(&hﬁ} hebol (fe:kdiﬂél@S) drasloRYethanol was prg:f aged 2-13-2,2,2-
1 tﬁuoro MLSHE be%tzylr'l]d/)qr} Lrl](%')éXI-lethYF &}Qﬁ( %imrﬁ;xy} éthénol as a

colorless oil, MS: 424 {(M)*.

85.2 :

~ In analogy to example 8.2 - 8.3, from 2-{3-[2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-1- -
trifluoromethyl-ethyl]-phenoxy}-ethanol and (3-hydroxy-phenyl)-acetic acid methyl ester
was prepared (3-{2-[3-(2,2,2-trifluoro-1-hydroxy-1-trifiuoromethyl-ethyl)-phenoxy] -
ethoxy}-phenyl)-acetic acid methiyl ester as a white powder, MS: 451 (M-H)".

Example 86

(3-{2-{4-(2,2,2-Trifluoro-1-hydroxy-1-triftucromethyl-ethyl)-phenoxy}-ethoxy}-phenyl)-

acetic acid



10 acetic acid nmethyl ester In an alogy to exanple

8.2 - 8.3, from

2-{4-[2,2,2-trifluoro-I-(4-netho)cy-benzyl oxy) - 1-

trifluoronethyl-ethyl]-phenoxy}-ethanol (exanple
woIoede)osalsl (4- hydr oxy-phenyl)-acetic acid ne¢igb2005/010237

ester was prepared

(4 {2-14-(2,2,2-trifluoro-1I- hjﬂToxy [ -trifluoronethyl

lﬁtaﬁyll)%ytgr&ﬁ}&%ﬁ@‘s %tvcv,gfpesv{b h;%fts a>52' linRGeti ﬁ,ﬁ?ggy.ggm Lomethyl-

ester
goethyl) —phenoxyvlv ethoxy -phenyl}-acetic acid metl‘sylvetster (example 83) was prepared (3-

( 32{[2-(p3;2(DflRord~ I'thnirbhjeI-&aﬁuoh;tdﬂh)pheﬂiﬁ)tphehbMIeﬂimpyﬂenﬂ)-
-quxh%%ﬂggqggg%mﬁ‘ﬂﬂ?wﬁ B%QNH - acetic add neth

este al'ogy to exanple 18.1, from

trlfluoro | - (4- met hoxy- benzyloxy) 1-
5tr$?F@krgnethyl et hyl ] - phenol (exanple 5) and

2- br ono- et hanol was prepared 2-{ 31&2 2, 2-
t rEf{RUddB2,2-Lrflugree- hdwromehasifleprgpe yhethyl)-pbemmel- @b%phenﬂ)—
thy%ﬁcﬁmpnoxyl ethanol as a colorless oil, Ms 424

85.2 25 1In analogy to exanple 8.2 - 8.3, from

|
trl %fl $)2[ %ﬁt{% 1@5%’%% - 34:;)%5'?%%1%%0 M cﬂg}\[) 1 %nﬂuoromethyL
eV P %’étﬂp@caﬁlﬁ enetiirt e (g pple 84)\irss prepared (4-
10 pr{eqar(ed Z-mﬂuoro l—hydroxy- ~trifluoromethyl-ethyl)-phenoxy]- ~ethoxy}-phenyl)-

r roxy-1-trifluoronethyl
C%&I %q% a%éﬁ%lg%sg géhf‘h%%%y 76@81 )-acetic add nethyl
éx samﬂtepmﬂm MS: 451 (MH)-. Exanple 86
ample 8
(3-{2- &4 (2,2,2-Trifluoro-I-hydroxy-I-trifluoromnethyl
- erahw L Bitearickif 2at hbi@orp hpddoyy- - &tdromatgl-wibyl)-phenoxy) -

2006:08p4E0) REXIFRR0ARKALAZST 61 I n anal ogy to
exanpl e 25, '

2 2 fl
=% é“‘/ Ghstodzsond U TR LD (R L
@rgxgl)ethﬂa ggq@p 01 (example 9.1) and (y 3-hydroxy-
{ 29h[ex4711 chﬁc Z&id mb{HyLkaeBwhs skl DN l‘act[BJ(UpH@ﬁwlIYhQ%ﬂuoro 1-

gg(lrr?n%&fﬂ %%%%%ﬂog(&g 3 %ﬂ%f%%@e&%éﬁg Ce{tgo f gﬁen% ~ac§t1c acid
[ avgtbyl pster, which wasfeprotedicdicencging 19 pampledBanist $iyd rae {3l phenyl-2-
20) -[plep Q&)ﬂiu(ﬁbHOH)%}roﬁhBﬁiﬂu)oron@éﬂ%meﬁly@%ehwréﬁioﬁﬁypﬂeﬁyl)—a cetic

(f“?rpf‘%‘a’%?%ﬂi‘sic?lﬁl?sf oM P2 %y 1 -t rif1 uor omet hyl
Example 89

rac-(3-{1-Phenyl-2-[3-(2,2,2-tzrifluoro-1-hydroxy-1- mﬂuoromethyl‘ethyl)—phenoxy]
cthoxy}—phenyi)macetzc acid

25 In analogy to example 25, from rac (3-{1-phenyl-2-[3-(2,2,2-trifluoro-1-hydroxy-1-
triflucromethyl-ethyl)-phenoxy]-ethoxy}-phenyl)-acetic acid methyl ester {example 88)
was prepared rac-(3-{ 1—ph'enyl—2—_[3—(2,2,2—triﬂu0f0;l-hydroxyalfuiﬂuoromethyl— ethyl)-
phenoxyl-ethoxy}-phenyl)-acetic acid as a colorless oil, MS: 513 (M-H)".

Example 90

3¢ - rac N,N~Dimeth§rl—2»(3-{1—pheny1-2~[3-(2,2,2~11’iﬂuoro—I—hyd'roxy—l-tiﬂuoromethﬂ—
ethyl)-phenoxy]-ethoxy}-phenyl)-acetamide



et hyl ) - phenoxy} - et hoxy} - phenyl ) -aceti ¢ add net hyl
ester (exanple 84) was prepared (4- 10
{2-14-(2,2,2-trifluoro-1-hydroxy-I-trifluoromethyl-et
hyl ) - phenoxy] - et hoxy}- phenyl )- acetic acid as a

wekeydsese solid, MS: 437 (MH) -. Exanpl e 88 pcafip2005/010237

(3-{1-Phenyl -2-[3-(2,2,2-trifluoro-I-hydroxy-Il-triflu
oronet hyl - et hyl ) - phenoxy] - et h8%y}- phenyl ) -acetic add

T%L%%ly%?%%ﬁ‘ﬁ% A R R e A S U
bemsirBkherziony i i biflsemreethytetylinghepominsfoxy) Phanidetic acid
( ebeanmple 9. ab)l danethflminediObwyas ppdperey kdctabediine084-243-{1-phenyl-2-

th?a ( ':zbzﬁ %Bgo\é\?-?%g{o%?-g r tg_ﬂ{l%/ x{oﬁe@?— gt_hrl} -phencxy]-ethoxy}-phenyl)-

5( sachierrdnay 2p efMhisppyrde M9 p42FTREt hyl - et hyl ] - phenox

y} - et.hoxy) - phenyl ]-acetic acid nethyl ester, which
wakxadelr Ut ect ed according to exanple 13.2, to give

rac (3-{ 1-phenyl-2 20 _

[ 32-(L224 ﬂgrbﬂolﬁfeﬁylk—bgﬂi@[&}&tﬂii%f-&wq PLARBLMheRiY 1,3,3,3-

) -phenoxy] - et h -phenyl ) -acetic acid nmethyl ester
as‘P ‘%ﬂ%‘ F%g%%/ , M5 527 (MH)- Exanple 89
rac-(3-{ ' A

1-PRenyl - 2-[3-(2,2,2-trifluoro-1-hydro)cy-1-trifluoro

10 Melnhiyihlo gt to)ekdmplb e N ofcy-3- @t e} pHeRARBinzo RGBS théaz &C4-61 (CAS

15

2 t I _
(3 F%%E’S%%%!Pff%?fg,ﬁ%;% EF PP ol g gibpnglves prepared 2:-
t ritfhrompaheriiberap lisythitselnodpkyl catirorlds a ightmellyw sadieh MS: 350
Cc @gid, meihyl ester (exanple 88) was prepared

-(3-
rl?g%h)_((anyl{-Z-[S-(Z, 2,2-trifluoro-1-hydroxy-I-trifluorom
et hyl - et hyl ) - qhenoxy - et hoxyi -fhenyl )-acetic acid as
a JB3PEPEE Sagpples igsands293, frop 4-[2.B%-ARyloso-d o4 Fpethery-benzyloxy)-1-
N, thifl Dbromtethyl-e@yl| phedol phample 1) 2h 32 2/(LbRorid-phénybr 0- I’ -h
e A SRR e bome ten.
PCRP W@P%éfﬁ’xi’l'G@OFH“I&W&Y%@}:IQ&%JE%%P@;‘,"?2’5?3138%01 asa

anwhife3ol2d, M$: 690 M1, 1Br)".
[3-(1-phenyl -2-{3-[2,2,2-trifluoro-I|-(4-

20 -gpenzyl oxy) -
1-t ri@%§

| uor onet hyl - et hyl ] - phenoxy} - et hoxy) - phenyl } - ace

ti L anpl. nd_di | amine., HC S

B L 2B B O ot o
[ 3xepoxy}-phenylltiraprmo2iol hydr oxy- | - t-ri f | uor omet hyl - et hyl

) - phenoxy] -ethoxy}-phenyl) 5 acetam de as an

ofTh andlbdyero prointiaes, 8. Moid H3 ZrofaM-f,2,2 i fngeb-2 - (@ Imethoxy-benzyloxy)-1-

it ol MBSl DA Bt

30

trifluoromethyl-benzo{d]isoxazole {CAS 194608-95-2, prepared according to W(09728137)
was prepared 1,1,1,3,3,3-hexafluorc-2-{4-[3-(7-propyl-3-triflucromethyt-
benzo[d]isoxazol-6-yloxy)-propoxy)-phenyl}-propan-2-ol as a colorless oil, MS: 544 (M-
H).

Example 93

1,1,1,3,3,3-Hexafluoro-2-{3-[3-(7-propyl-3-trifluoromethyl-benzo [d]isoxazol-6-yloxy)-
propoxy}-phenyl}-propan-2-ol

In analogy to examples 8.1 and 8.3, from 3-{2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-1-
trifluoromethyl-ethyl}-phenol (example 5) and 6-(3-bromo-propoxy)-7-propyl-3-



hexaf | uor o- propan-2-ol 95.1 10 In analogy to exanple
8.1, from 3-(4-Dbrono-phenyl)-benzo(d]i sot hi azol - 6- ol
(CAS 192443-17-7, prepared according to EP778271)
and 2-brono-ethanol was prepared 2-] 3-

wbO4edsroamme phenyl ) - benzo[ d] i sot hi azol - 6- y| oxypkepEbmnsi10237
as a light yellow solid, M5 3 9 (M+H, 1Br) ~. 95-2
15 In anal ogy to exanples 8. 2 and 29.3, from

41&1%1&03:(3&1{ yi-bhiio [cqﬁaxaﬁéle (tempmesbaslzwr@aya&akmrmng to W09728137)
t2r Iag Pgora{ﬁﬁgln]gy%ﬁghﬁz’duo 0- qu {3 Q? m;ﬂ £ tr]ﬂiuoromethyL

bémz;{[d]wm%ﬁai@y) proposyitheaylhrriphnied apa enperesdioil, MS: 544 (M-
-{2-{3-(4-brono- phenyl ) -
benzo[d]lsothlazol 6-yl oxy] - et hoxyl - phenyl )-1,1,1, 3,3

%—hex f uor 0- pr opan- 2-o0l as a white solid, Ms: 590
( %% 20 Exarrpl e 92 :

1,1, 1,3, 3, 3-Hexaf | ugr o- 2- { 4-. '
[ 35 K%%%Trgﬁ)@m’u hoe a&ilrtﬁl&rwrﬁmﬁw -fltyl)-phenoxyl-propoxy}-

| pheafbhedicutid xethyl prapoxy] - phenyl } - propan-2-ol I'n
anal ogy to exanples 8.1 and 8.3, from

t ;I[qf%lnﬁor %reszﬂa & 9%&1&34)’ 4%19103& ?@ﬁ?ﬁda?&ﬁf)(&—%raethoxy—benzyloxy) -1-
6 tb@u%r?)mgggri) F%ﬁ%ﬁaf‘f‘%}](ﬁgﬁlﬁ&l cgéla 3- romo—propoxy) phenyl]-acetic acid

10t maéthyl@stcn(élﬁt%ﬂOMiEH@eDd&asympamdl(eﬁ AR AD4EDRr&3-1gdroxy-1-
PrERR6SthefyE O ﬂ\g Fvg%% %)e%yl)@éncp&%pﬁéﬁ% ester as a colorless

1, 3 xa uoro propyl -3-trifluorom
Lo fasPack (.26

benzo[d]lsoxazol 6- yl oxy) - propoxy] - phenyl } - pr opan- 2- o
| Exemple®sl orl ess oil, Ms: 544 (M H). Exanple 93 30
1,1, 1,3,3, 3- Hexafluoro 2-{3-[3-(7-propyl -3-trifluorom

et(ByB-{benz ol THuspxadgliroRy T Hefydrompigbetbylphenoxyl- pmpﬂ)g}
15 Q@Sﬂ%#iaﬂ&a&@nﬁﬁn%aﬁ& In anal ogy to exanples 8.1
3§%2 2,2-trifluoro-I-(4-nmethoxy-benzyl oxy)-1-

fluoronethyl et hyl ] - phenol (exanple 5) and
616 3ndogno-eprgpo’ ) fratn 3 {88y rBud- 2006 B3 ¥ Béhzyloxy)-1-

Pgﬂﬁ%ﬁ% E her:lnzcg i ple 5) and3 -bromo-I1-pro anoI was prepared?) {3-
’cyrr%’&“a?cﬂ{ PGS %Ié’?}fﬁm 5“0; CDOXY}-propan-l ol

20131@1d3ﬂ353@hé&ﬂ$#@6(h92 {3-[3-(7-propyl-3-trifluorom
et hyl - .
b@@ao[dlisoxazol 6- onxy) propoxy] phenyl } - propan- 2-o
In an:ﬁoé:yotlo %}r:iu?p & 84 anid. 3'8% fro A3 63'\/[5 2'3.0 trifluoro-1-(4-methoxy-benzyloxy)-
1-trifluoromethyl-ethyl]-phenoxy}-propan-1 1-ol and (3- -hydroxy-phenyl)-acetic acid '
methyl ester was prepared (3-{3-[3-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyi)-

25  phenoxy]-propoxy}-phenyl)-acetic acid methyl ester as a colorless oil, MS: 465 (M-H).
Example 96

_3-(4-{3-[3-(2,2,2-Trifluoro-1-hydroxy-1-triflueromethyl-ethyl)-phenoxy]-propoxy}-
phenyl)-propionic acid methyl ester

In analogy to examples 8.2 and 30.4, from 3-{3-{2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-
30 1-trifluoromethyl-ethyl]-phenoxy}-propan-1-ol and 3~(4—hydroxy—pheuy1);propionic acid

methyl ester was prepared 3-(4-{3-[3-(2,2,2-trifluoro-1-bhydroxy- 1-triflucromethyl-ethyl)-

phenoxy|-propoxy}-phenyl)-propionic acid methyl ester as a colorless oil, MS: 479 (M-H)".



5 Exanple 94 (4-{3-[3-(2,2,2-Trifluoro-
1- hydroxy-I-trifluoronethyl-ethyl)-phenoxy]-propoxy}-
phenyl )-acetic add nmethyl ester In analogy to
exanples 8.1 and 30.4, from :

w(B20p62032488- t ri f 1 uor o-1 - (4- met hoxy- benzyl oxy) -BEI/EP2005/010237
trifluoronethyl-ethyl]-phenol. (exanple 5) and
[ 4- (3- br ono- propoxy) - phen7l ] “acetic add 10 net hyl

RRicbgAS 203071-48-1) ves pr epar ed
54:!-«[1 “[3-(2,2, 2-trifluoro- I-hydroxy |

r'f r
e e S e
(pmm)l}—pro@mqﬁcei 95 |
(3-{3-[3-(2,2,2-Trifluoro-1-hydroxy-1-trifluorometh)r
ITn Qﬁﬂ&éy)tol&k@ﬁ}ﬂ&(yﬂ £ 08 {8- [3- (032, D hrifiuory -1 diydtdxg- ladiluoromethyl-

5 %E}yg}.’%hegﬁ%)ﬁ Pr%g )%} Pﬂ%ﬁ:@éﬁg%c %%cé Wn 1 Ls@er%tggampﬁé' 95Mwas prepared
it el - o OB e Al 08 PR propory)-
AR PrdpidiiRalBla coldtes bBSa185 BM{ )"

2,2,2- trlfluoro 1- (4- nmet hoxy- benzyl oxy)-1-trifl uorom
et hyl - et hyl ] - phenoxy}-propan-1-ol 20 as a colorl ess
liquid, M5: 438 (M 95.2 1In analogy to exanples 8.2
and30. 4, from
3-{3-[2,2,2-trifluoro-I-(4-nethoxy-benzyl oxy) -
1-trifluoronethyl-ethylj-phenoxy}-propan-1-ol- and
(3- hydroxy-phenyl)-acetic acid - nethyl ester was
pr epar ed
(3-{3-[3-(2,2,2-trifluoro-I-hydroxy-I-trifl uoronethyl
-ethyl) 25 phenoxy] -propoxyl -phenyl) -acetic acid
met hyl ester as a colorless oil, Ms: 465 (MH)-
Exanpl e 96
3-(4-{3-[3-(2,2,2-Trifluoro-I-hydroxy- | -trifluoroneth
yl - et hyl ) - phenoxy] - pr opoxy}- phenyl)-propionic acid
met hyl ester In analogy to exanples 8.2 and 30. 4,
from3-{3-{2,2,2-trifluoro-I|-(4-nmethoxy-benzyl oxy) -
30 1-trifluoronethyl-ethyl]-phenoxy}-propan-1-ol and
3- (4- hydroxy-phenyl )-propionic acid nethyl ester was
pr epar ed
3-(4-{3-[3-(2,2,2-trifluoro-1-hydroxy-Il-trifluoroneth
yl - et hyl)- phenoxy] - propoxy} - phenyl ) - propionic acid
methyl ester as a colorless oil, M5 479 (MH)-. WO
2006/ 037480 PCT/ EP2005/ 010237 -64- Exanple 97
3-(4-{3-[3-(2,2,2-Trifluoro-|-hydroxy-Il-trifluoroneth
yl - et hyl ) - phenoxy] - pr opoxy} -




phenyl ) -propionic acid In anal ogy to exanple 25, from
3-(4-{3-[3-(2,2,2-trifluoro-I|-hydroxy-Il-trifluoroneth
yl 5 ethyl)-phenoxy] - propoxy}-phenyl)-propi oni ¢ add
met hyl ester (exanple 96) was prepared

wo-2006/0p88¢ 3- (2, 2, 2-trifl uoro-1-hydroxy-|-tri fricempreretivsy

10

yl -ethyl) - phenoxy] propoxy} NE nyl)-propionic acid
as a colorless oil, % WO 2006/ 037480

PERAERRO05/ 010237 e Exan‘pl e A Filmcoated tablets
containing the follow ng ingredients can be

manuf agi ep i e

Pertab#ﬁ&geﬂngm&%b %#%%%wﬁgﬂl &e ?“ﬁ%%ﬁ%&mmﬁﬂma

2 gnErrgnal WW@P@brystalllne cel | ul ose 23 5 my 43.

Lact ose hydrous 60.0 ng 70.0 ng Povidone K30 12 5 ng

19ngredigntsSodi um starch gl ycol ate 12.5 nyPkftblefy

Magnesi um stearate - 1.5 nmg 4.5 ng (Kernel Wi ght)

12€rRetitg 350.0 ng  Fi hn Coat Hydr oxypr opyl nethyl

c S 0 mg Polyethyl ene glyc 6000 0.8

%éfy%o%n%éﬁmfnc 1(63 my 2.6 ng |ron oxyde PyYers ovdl0-0 mg
Wmélweﬂlﬂﬁsﬁan di oxide 0.8 ng 1.6 n@35rie 43.5mg

aqhumaﬂnﬂg&ﬁdlent is sieved and m xed W thgpqgmg 70.0 mg
%% line cellulose and the mxture_is

granu wWith a solution ofponV|nyIpyrr3Pdﬁ% i 150 mg

mé@éwmﬁﬂhéthﬂﬂﬂtate is mixed with- sodi umestag ch 17.0 mg

ghgg@kg&gsaﬁgknage5|unstearate and canpres %qm%O 4.5 mg-
| th%r E) of 120 or 350 ngy respectlve %

érne §P&" acquered with an aqueous sollgPPéps | 3500 mg
sJ@p@ﬁ@ﬁon of the above nentioned filn1coat. 10 WO

200Rr 8FPARY! Rk} EERAGe1010237 3.5mg 7.0 mg
Polyethylene glycol 6000 0.8 mg 1.6 mg
Talc 1.3 mg 2.6.mg
Iron oxyde (yellow) 0.8 mg 1.6 mg
Titan dioxide 0.8 mg 1.6 mg

. The active ingredient is sieved and mixed with microcristalline cellulose and the
mixture is granulated with a solution of polyvinylpyrrolidon in water. The granulate is
maxed with sodium starch glycolate and magesiumstearate and compreésed to yield kernels
of 120 or 350 mg respectively. The kernels are lacquered with an aqueous solution /
suspension of the above mentioned film coat.



-66- Exanple B Capsul es containing the foll ow ng
i ngredi ents can be manufactured in a conventional
manner. | ngredients Per capsule Conpound of fornula
(1) 25.0 ng Lactose 150,0 ng Maize starch 20.0 ny

waakenE4® ng 5 The conponents are sieved armirtedo10237
and filled into capsul es of S~i6é? 2. Example C
I nj ection solutions can have the foll ow ng
c £ on: Conpound of fornmula (1) 3.0 ny
Pol yet hyl ene G ycol 400 150.0 ng Acetic Add g.s. ad
$ H 5. %gﬁﬂkﬁonfdﬁgipg ﬂje@@lolwg[g iﬁgjrdﬁkﬂalﬁﬁﬁu ba:dn@nu@acmmi% a

ctive ingredient is dissolved in a mxture o

Pgﬁ?%/vge?%%ag%aén%“ycol 400 and water for injection
( pkddienssThe pH is adjusted to 5.0 by Acetic Aci Th
vol umenltss adjusted to 1.0 m by addition of thg'iriap%—‘ﬂ—e
resi dual _ apount of water. The solution is filtered,
f Fergqurdetdowrsld @) using an appropriate overage alfddmg
St gkl zed. WO 2006/ 037480 PCTI EP20051010237 -GZS-OOm
Exanpl e D Soft gelatin capsul es containing the g
f Maizgdfardy i ngredi ents can be manufactured in a 200mg
cepventional manner: Capsule contents Conpound of
formula (1) 5.0 ng Yellow wax 8.0 ng Hydrogenat & ™8
Soya bean oil 8.0 ng Partially hydrogenated pl ant
oils 34.0 ngy Soya bean oil 110.0 ng Wi ght of

5 cabsulneponertt ersevalonhdGnirmgl and filled into capsules of size 2.

Example C

Injection solutions can have the following composition:

Compound of formula (T} : 3.0mg
Polyethylene Glycol 400 150.0 mg
Acetic Aad _ q.s.ad pH 5.0
Water for injection solutions ad 1.0.ml

10 The active ingredient is dissolved in a mixture of Polyethylene Glycol 400 and water

for mjection (part). The pH is adjusted to 5.0 by Acetic Acid. The volume is adjusted to 1.0
ml by addition of the residual amount of water. The solution is filtered, filled into vials
‘using an appropriate overage and sterilized.



Gelatin capsule Gelatin 75.0 ng G ycerol 85 % 32.0

nmg Karion 83 8.0 ng (dry matter) Titan dioxide 0.4

ng lron oxide yellow 1.1 ng 5 The active ingredient

is dissolved in a warmnelting of the other
wagedizent s and the mixture is filled into mofkr2005010237
gel atin capsul es of appropriate _size. The filled soft
gelatin capsules are treated Fcor di ng to the usual

pr Les. WO 2006/ 037480 PCT/ EP20051010237 - 68-
Exanpl'e E Sachets containing the foll ow ng

i ngredignts,can_be, manyf.act yred..in a.conventi opal .
nmanner : §°g)%a%'ﬂr%p Sfes £ ﬁﬁ‘;‘j’“‘%ﬁ%%&%&% gmanufactured ina
f i aenvgoimiel maoud%: 0 ny Mcrocristal line cellul ose

(AVI CEL PH 102) 1400.0 nmg Sodi um car boxynet hyl
celthpdubis@niehts0 My Pol yvi nyl pyrrolidon K 30 10.0 nyg

Magnesi unstearate 10.0 ng Flavoring additives 1.0 ng

5 H6p86hd ¥iRaLggi ent is mixed with |actose, -
i rlgﬂgri stal line ?24 | ul ose and sodi um car boxymet hy?*" ™8
celFtIYO¥¥ and granul ated with a mxture of 8.0 mg

poHydioggdaped Sogh bebarili n water. The granulate is m x&glmg ‘

W Bl LR RSE gakae and the flavouring additives
and IO Rodh R BEEE AN 2006/ 037450 5£0.mg

L1 ed
- PCYP¥ePst0%} 010237 -69- Clains: 1. Conpounds. of 110.0mg

f oWdigha of dapsuliton€@n® CF3 R R3 165.0 mg
Gelatin capsule
Gelatin 75.0 mg
Glycerol 85 % 7 32.0 mg
Karion 83 8.0 mg (dry matter)
Titan dioxide 04 mg
Iron oxide yellow 1.1 mg

5 The active ingredient is dissolved in a warm melting of the other ingredients and the

mixture is filled into soft gelatin capsules of appropriate size. The filled soft gelatin capsules

are treated according to the usual procedures.



R2 (1) wherein R is hydrogen, |ower-alkyl, or
hal ogen; one of R2 and R3 is hydrogen, |ower-alkyl,
or hal ogen; and the other of R2 and R3 is
-OCHR4- (A 2)m (CHR) n-R6; R is hydrogen
wonwedosadsky| , aryl, aryl-Ilower-al kyl, heteroatylep2008010237
heteroaryl -1 ower- aikyli R5 is _hydrogen or aryl; R6
i s phenyl or aryl-Iower-alkyl?; $hi ch phenyl or
ar plandpd¥gr - al kyl is optionally substituted with 1 to
3 substituents selected fromthe group consisting of

s as C —
R'@ELO) - | ower - al kyl, R 2R13NC(O) - | ower - al kyl

| ower - al koxy and aryl -1 ower-al koxy; or e is 5- to

6- Gempereibffonadyd) i ¢ heteroaryl which is opti onalgo)bmg
su@&&k&%gggcwm§th | to 3 substituents sel ected f[éﬂ?o

the group tonsjsting of |ower-alkyl, fluoro- ~mg

| oMistocsrlefine cHlolosg CAVISHE PRI whi ch aryl is 14000 mg
opfadinakdrposyiesiyl tdluleee Wi th 1 to 3 substituents 14gmg

se &ﬁgﬁﬁﬂg group consi sting of am no, hal ogen

I gﬂ)\/\er- 1 y{oﬁ%ékggr o- | ower - al kyl , %-Omg

hy¥rgResiomstiaieteal kyl , Rs- O C(O)-, RORLONC(O) -, 10.0 mg

R'E®oghhdditiaer - al kyl , R12R13NC( O - | ower - al kyl ,’

| ower - al koxy and aryl - | ower -al koxy; or R6 is

9-nmenbered bicyclic heteroaryl which is optionally
Ssubst i tifE ativRiteRedient i yxedsyiffslastesremicsoaistaliine ediufasemnd sodium

t herbgipuahglasthilsdiafd g@hulhtedWith @ lkitare of polyvinylpyrrolidon in water.

f IdQr o- - . I and aryl thc# vyl 1s )
opp R PP et AR AR 8B et aditves aid e e
séfd¢€tsed from the group consisting of, anino

hal ogen, | ower-al Kyl, fluoro-Iower- alkyl,

hydr oxy-1 ower-al kyl, R8-0-C(O -, ROR NC(O) -,
R3'-O-C(O-lower-allcyl, W 2006/ 037480

PCT/ EP2005/ 010237 70 R 2R73NC(O) -1 ower - al kyl ,

| oner - al koxy and aryl -1 ower-al koxy; or R6 is

het er oaryl - | ower - al kyl which is optionally

substituted with 1 to 3 substituents selected from

t he group consisting of |ower-alkyl,

fluoro-1lower-al kyl, halogen and aryl, which aryl is
optionally substituted with 1 to 3 substituents

sel ected fromthe group consisting of am no, hal ogen,

| ower-all cyl, fluoro-|ower- )

1.0mg



al kyl , hydroxy-lower-alkyl, Rs-O-C(O-, RORLONC(O) -,
R'-OC(O-lower-al kyl, R12R13NC(O) -1 ower-al kyl,
Lower - al koxy and aryl -1 ower-al koxy; or R6 is -0-R or
lower-al kyl-OR; R7 is aryl which is optionally
woeLbwmiobisad ed wWith | to 3 substituents sel ect edriopems/io10237

the group consisting of am nqg, hal ogen, | ower-alkyl,

fl uoro-1ower-al kyl, hydroxy-‘ﬁgﬁer-alkyl, R8-O- C(O) -,
RORIONC(O) -, R'-O-C(O -l owercrainky! ., R 2R 3NC(O) -

| oner - al kyl, | ower-al koxy and aryl -1 ower - al koxy; or

R is heteroaryl i i tionally substituted with
lto 3p'subsq I{Pélﬁ?g"s%ﬁ”é@?g‘z fromthe group
consisting of |ower-alkyl, fhuoro-Iower-alkyl,

hal ogen, am no, hydroxy-|ower-al kyl, R8-0-C(O -,
RORINC(O) -, R'-O C(O) - | éxigr
R 2R13NC( O) - | ower - al kyl ,
aryl -1 ower - al koxy and aryl Fch aryl i's optionally
substituted wth | to 3 su uents sel ected from
the group consisting ofg! L ald®yl and hal ogen; Rs,
R9, R10, R', R 12 and R 3 in_gpenden:]dly from each

ot her are hydrogen or | over - Bl kyl ; ¥s Oto 3; nis
0 or 1; and pharnaceutically acceptable salts and
eshtles, t hereof . 2. Conpounds according to claim1,
wherein R is hydrogen, chlorine or nethyl. 3.

rpounds ,accor dj ng_ns .claims 1 - 2, wherein

0 ofm%ﬁdrgﬁ‘al’@efs ﬁ?gjr;%%%fﬁ’ or lower-alkyl, and the

other aof R2,and R3 i? -O 4-&8—%m CHR5) R,

wieas ef iy apd R Rydragen: IoWeatvh CarE oL W i ned in clai m

1. 4. Conpounds according to any of clainms | - 3,

Whisr @her dRR® irsd RUs EMRAR (SR~ (CERRSRY R6, and R3 is

hydrogen, wherein R, 135, R6 mand n are as defined

I R cl aiHpilogVDIARIGIGE 48 ArfPCHwdrREG) h@XAAR br hetébatyl-lower-

Compou .according to any of clainms 1 - 4, wherein

R4 is hydtogen, |ower-alkyl, aryl, or

aryl -l ower -al kyL 6. Conpounds according to any of

clléi s ISHYdIgeR et n R4 i s hydr ogen, |ower-al kyl, or

aryl -1 ower-al kyl. 7. Conpounds accordi ng to _any of.

cIRSi s islphetyl owlaeh-biwer-Rlkyl; whish ghenyber, aryl-lower-alkyl is optionally
substituted with 1to 3 substituents selected from the group consisting of amino,
halogen, lower-alkyl, fluoro-lower-alkyl, bydroxy-lower-alkyl, R*-0-C(0)-,
ROR'ONC(O)-, RM-0-C(O)-lower-alkyl, R”R'*NC(O)-lower-alkyl, lower-atkoxy
and aryl-lower-alkoxy;

3!
el - al koxy,

or R%is 5- to 6-membered monocyclic heteroaryl which is éptionai]y substituted
with 1 to 3 substituents selected from the group consisting of lower-alkyl, fluoro- -
' jower-alkyl, halogen and aryl, which aryl is optionally substituted with 1 to 3
substituents selected from the group consisting of amino, halogen, lower-alkyl,
fluoro-lower-aliyl, hydroxy-lower-alkyl, R®-0-C(0)-, R*R'NC(0})-, R"'-0-C(0)-

lower-alkyl, RZR*NG(0)-lower-alkyl, lower-alkoxy and aryl-lower-alkoxy;

or R% is 9-membered bicyclic heteroaryl which is optionally substituted with 1 to 3
substituents selected from the group consisting of lower-alkyl, fluoro-lower-alkyl,
halogen and aryl, which aryl is optionally substituted with 1 to 3 substituents
selected from the group consisting of, amino, halogen, lower-alkyl, fluoro-lower-
alkyl, hydroxy-lower-alkyl, R®-0O-C(0O)-, R'R'NC(0)-, R'-0-C(O)-lower-alkyl,



met hyl or ben zyl. 8. Conpounds according to any of

clains 1- 7, wherein nis 1 and RSis aryl. 9.

Compounds according to any of clains 1- 8, wherein n

is 1 and R3 is phenyl. 10. Conmpounds according to
wanpoadsrgai ns 1. - 9, wherein R6 is phenyl whipghmErsooswi0237

optionally substituted with Rs-O-C(O -, or R6 is 5-

to 6-menbered nonocyclic hetera%ryl which is

opt i ong{:# ﬁﬁﬁﬂ?ﬁﬂ nts

sel ect gid I%‘r om t hlg%gltr g%w%%%s#%&?aﬁd %g'?ﬁ’}vg%/\e%%’gf kyl

and aryl, which aryl is optionally substituted with 1

to 3 sub® istheendasyldewacdlgliwhich yotibRal g obBinaNG IS | 1

ﬁfyd?i'xggﬁsﬁa“;%&!%?& ?&ﬁg’hsth%f%?%?ﬂsﬁ*%é il fuoro-tower-alky,
wher e.ry%l afegerrandzany, whigh awkis grbonally ﬂ@atxmndomlrm sulfstituents
Conpoundsctatfean dhmgoﬁp)coaﬁijuﬁg‘ ofahihd)Balbgenl Qe Stddro-lower-

R6 g

sublsflt i }§ W|th aﬁi dg?dRﬁh O?mﬁlzg%%ﬁ(ﬂjeﬁ?%e”]k}’]
i's su@st}ﬂ NftER- W”‘Frhauﬁ’él ‘b‘% OPCVWW Hower-alldxyy | or

hydr oxy- | ower - aIIcyI 12. Cbnpounds according to any

of clai, 7 pr.S phenyl, 2-(3-
chl oro- gﬁé%yé) 5 &%ﬁy gg%Zol 4-yl,

5- yet hyl 3-trifluoronethy phenyl -oxazol -4-y
o () A RGO B he ikt sdedd. from the
13. Commxpn:dssmg@f @Immg Iiamogaﬂ,yloeér dﬂbﬂllﬂ‘iﬁﬁroll‘owgnnalkyl hydroxy-

wher ei 1L,,R6_.1181. R hSH 2513
subst | i‘ll#‘? an@ Fﬁ(u’ést i ¢ uergt R egﬁ%{r%%%PR RPNC(O)-
group hﬁw% '?%W%ﬁk%kal,

R'- CtCXC»-Iomer al kyl and R12RI3NC(O) - | ower -al kyl, or

R 1 o shstin
of ben pﬁgi?@%%ﬁbggﬁkﬁf(ggggﬁggkzoﬁg%{sox o¥ &mhumé£5dﬂjﬂi
whi ch B &P CP%S%‘BSP Hayrr3ikdbere cmeéaﬂcw gen tagnino,

2 subshrhugmh&mps&MER‘Gd3KHQWfRHBKEmpup”ﬂﬁﬂﬁ@ﬁkhﬁgﬂﬁﬁ

| ower - gk h@y@( n
_phenylﬁlgygﬁ;g%%g&g sf??%%%%g&? é%bﬁgw-aqi“*“haﬂd“
wher ei AP#eR SRt lipe Saéswwelactﬁmﬁomn@n giPup, consisting of
14. Cohypeualig saddelogémg to claim 13, wherein R is

phenyl substituted with | ower-al koxy-carbonyl or

| fa®; P Kok mﬂceasa@hmh : aTlevle
PCT/ EP2005/ 010237 2IJ egmé?ﬁp%taﬁ% E{Qg%% Qﬁﬁ?ﬁ%@ﬁ?’g fower-ally;
claimil4,. wherein R7 is 3-

n%?hox%?g?égnylnethyl phenyl ,
4- nethoxycarbonyhnethyl phenyl, or 4-

m8t hox§ @& bonyl - phenyi . 16. Conpounds according to
any of clainms 1-15, wherein mis 0 to 2.

and pharmaceutically acceptable salts and esters thereof.

2. Compounds according to claim 1, wherein R’ is hydrogen, chlorine or
methyl.

3. Compounds according to any of claims 1 - 2, wherein one of RZ and R?is
hydrogen or lower-alkyl, and the other of R* and R* is -O-CHR*-(CH,)u-(CHR®),-R®,
wherein R%, R>, R®, m and n are as defined in claim 1.

4. Compounds according to any of claims 1 - 3, wherein R? is -O-CHR*-
(CH2)m-(CHR’)4-R%, and R? is hydrogen, wherein R, ®°, R®, m and n are as defined in
claim 1.



17. Compounds according to any of claims | - 16,

wherein mis 0 or 1. 18. Conpounds according to any

of clains 1-17, wherein n is 0. 19. Conpounds

according to any of clainms | - 18, selected fromthe

\@@ Ap037¢89nsi sti ng of PCT/EP2005/619237
2-(4-{3-[3-(4-Brono-phenyl) - be f

jdjisothiazol -6-yl oxyj - propoxy}-phenyl )-1,1,1, 3, 3, 3-

hexaf | Uor o- gloogmnnds wtqrdidg (BarlyDf FlRings2), 24, rhEfeid RUOhPtrogen,

| - fyaE. y 5{4 LHQLeRi hy! - et hyl) - phenoxy] - pr opoxy}

- phenyl OpIO I C ac ethyl ester, rac
(4-{1- Bheny -tri qu ro I-h droxy-l-triflu
or onet g”-e§ﬁﬁ‘[$ éﬁﬁ% ing 19 d?ﬁﬁe aémﬁﬂ%ﬂh

aclowe yor acptlewer-allgt (4- {
1-Pheny|-2-[3-(2,2,2-trif|uoro | - hydroxy-21-trifl uorom

et hyl - eﬂ;hyl )Co BRdYHccordial oy lor Bliavl ) 6,

ra%% 2 [4-(2, 2g2 trifluoro- %@;BEIPqughﬂhogen,
Foxy rlfluoronethyl ‘et hyl ) - phenoxyj -

ethoxy} ben20|c add nethyl ester, 4- { 2 - [ 4- (2

2, 2- Tr i% | uof8mPrundiAgrasdg 19 any of elpimsrlorie Whkleingt istlapd B is aryl.

- phen oxy] -ethoxy} -benzoi ¢ acid nethyl ester,

2- (4- Bénzy| Exyapdundslaorcadipi ey of daitns -3, Fhaehoxaf bHORS is

fpan- 2- ol ,
%H enzyl oxy- 3- et hyl - phenyl) 1,1,1, 3,3, 3-hexafl uor

g gr ggilgf EU?P%‘P Mé%ﬁc%%&gg 2y of gen sl ) 1 erexn?ii is phenyl which is
2- gptioallysybsite Bi-ReCN-- RS inf-Jo &- nknbe&danaaohﬁmahecmaryz
| Uﬁlﬁ;@h @rogﬁ@:[hﬂ SlQantuted with 1 to 3 substituents selected from the %O%P consxstmg

ower-aﬁéﬁ ebJXh 2:)'111& opnongﬁly sngstu;uteg1 thg% rtc? _3 Subs tuents selected
( 4frt{% thezpr ot dopbisting(of haogent loived-allyl dlulosdrjcoveo byl htdrbsy-lower-alkyl,
or RFo® ) - Sd R RINENENOUHdrein RE ATAXY RPREA A7 AGE Lafn 1.

acid nethyl ester,

4-{3-[ trifluo ydr.o Lifluo

romet h%I‘l et EX'IT?OU eﬁ%‘% g 8ra3 é%mﬁg—glgr‘@g%fﬁ’fig{ is phenyl, or R® s
,@glpg}ox r4s_slu st[tgte th joyeez-alkpl xd phenyl, which phenyl is

2- mbstfnhtu@wnh halbyeal; Bxto llowdrlafly L angaRxpYSwe iyl ) - phenox

y] - propoxy}-phenyl)-propionic acid nethyl ester,

4-{3-2- Ch h
( &E}E [1:2 t%?oé‘n&%mcgrcgn t{)'aﬁtggd)i( L%h}eig 6141 Rlg is gfuznyl 2-(3-

enox
yP oxazol- lyl 5- methyl— = tnﬂuoromethyl phenyl)~oxazol—4—y1

4 -gr3- (szydlﬂxmcthﬂ-ﬂ&nﬁ)—z-mah}fﬂoumom 34.hydr oxy-
| -trifluoronethyl-ethyl)-phenoxyj- propoxy}-benzoic

aci d I'TE3 hyl C&sp&inds accordmg to any of clalms 1 91 wherem Ris P -R”, wherein
r oxy-

| ]ﬁ} iSOP t‘l\ﬁu%h utﬁ%trt)lte &%thi)gzlj»stument selected from e group consxstmg of

hydroxyﬁlower-alkyl RM-0:C(0)-lower-allkyl and RZR®NC(0)-lower-alkyl, or B is
heteroaryl selected from the group consisting of benzo[d]isothiazolyl and
benzo[d]isoxazolyl, which heteroaryl is optionally substituted with 1 to 2 substituents
selected from the group consisting of lower-alkyl, fluoro-lower-alkyl and phenyl, which
phenyl is optionally substituted with halogen, wherein R', R* and R'® are as defined in
claim 1.

14. Compounds according to claim 13, wherein R is phenyl substituted with
lower-alkoxy-carbonyl or lower-alkoxy-carbonyl-lower-alkyl.



propoxy}-phenyl)-acetic acid nethyl ester, WO

2006/ 037480 PCT/ EP20051010237 -73

4-{3-{2,6-Dinethyl -4-(2,2,2-trifluoro-I-hydroxy-I-tri

fl uor onet hyl - et hyl ) - phenoxyJ- propoxy}-benzoic acid
wetobyés7ast er PCT/EP2005/010237

4-{3-[2-Methyl -4-(2,2,2-trifl uglro-'l-hydroxy-l -trifluo

ronet hyl - et hyl ) - phenoxy] - prop %37} - benzoi ¢ aci d,

(4-{3- [ & MetduphpomdR acortidg th lalt® 14 WhehtwiiROxy- | -triflu

Of LSkl R meRb SR KRN b3l 81 4 ©

( avgethoxgeaghopyinghepyl. - 4- (2, 2, 2-tri fluoro-1-hydroxy-I-tr

i fl uoronet hyl - et hyl ) - phenoxyJ-

pr opoxyié: pheloyhpouddeidesrdafyt6 anfloflcBims 1 ~ 15, wherein m is 0 to 2. -
[2,6-Dinmethyl-4-(2,2,2-trifluoro-I-hydroxy-1-trifluor
onet hyl r7et hylohsRREROX s rdingh RENZ 9 id, .
4-{2-12,6-Di methyl - 4- (2, ipegd %?’?%‘5%?1%%‘%%{%??{ 1.
f1 uor O Yk BlBkb RAGAREH] any FRRVE 18 SAERS, 3
3-(4-{(9-2-{2-Methyl -4-(2,2,2-trifluoro-1-hydroxy-1-
trifludfo me{(8PcBpiiAcTeg e ho Ry of glaims 1 - 18, selected from the group
phemyktggyapoxy} - phenyl ) - propi oni ¢ acid nmethyl ester,

17 G PR Ry ol oLt b et 1.5
phlé?fﬂl‘l%?'@b@i‘?}l“b‘%enyl )-acetic acid nethyl ester, 4-{

£R{3- hytifldedo2] -Rydoky-1-bh skl -
o e if;;%rgigd gl(gﬁlrggéy] R R

I est ’

or ﬁ%}é

acq g er )

( 43¢ (s - BlepRlag{3-(D2.pAxifigoro- 1ohydrasyt iniiflgotonteplat-eshyDhphenoxy] -
i fdthmaybfmrwaclai&w@mghm&m] ey )

Pr.QPex Ny k. .6 aci yl ester, A4-
BB 5 B8 A 55 g o
| -hawl-plwsbhaceiaacih hyl ) - phenoxy] - propoxy}-benzoic
addc 44§1-Blényb 3t[eN(2,2,2-trifluoro- 1-hydroxy-1-triffuoromethyl-ethyl) —P _etnrox;r}—

(444 -béﬁhi%aéfﬁ'i Eﬁ 1452, 2, 2-trifluoro-1-hydroxy-

i fluoro t_%llsé-et yI‘) - phénoxy] - 3- X

pﬁ’éﬁy _4_.@?20% faarg yxyak tttueraredtiayl-ethyl)-phenoxy}-ethoxy} -benzoic

4-afidShetByl eVt hyl - 4- (2, 2, 2-tri fluoro-1-hydroxy-I-tri

fluQr eaehbyls- eyl r 3 3 hexafl

phe@y?- pr %ox%l - %cle%f%%?@ q%¥%3’§ (}:l f—ifluf’@)?@f’ BhéiH - 2- [ 4-

( 2 é:@egp)flp}gyr.’ug}eghﬂkphmy@r bleys343,3-hexafluoro-propan-2-ol,

- t2F03ﬁBan®ﬂ@wth&|nﬁ)ﬁtlbb@;?o,ﬁﬂiaﬂm&b]— ropan-2-ol,

PHLORC ONY i ARG ALY U 5% 4.

( %@%@W% _d.frﬂr?tl(%g, ;El,eaﬁf ?’?flr%('(’)r ggxaﬂuormpropan—}ol,

| Zrigkefiarigyrherrl) ek b tesafluethyopaphehoxy -
(4»{3»[2-Methyi—4—(2,2,2—triﬂuoro—l-hydroxy—l—txiﬂuoromethyl—ethyl)—phenoxy].—
propoxy}-phenyl)-acetic acid methyl ester, ‘
4~{3—{Z—Methyl-é—(2,2,2—triﬂu0ro—1—hydr0xy~—l—triﬂuoromet‘nyl»etlwl)—phenoxy}—
propoxy}-benzoic acid methyl ester,
3—(4-{3-{2~Chloro-4—(2,2,-2~triﬂuoro—l-hydroxy—l-tdﬂuoromethyi-ethyl)»phenoxy]-
propoxy}-phenyl)-propionic acid methyl ester,
{4-{3-[2-Chloro-4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-
propoxy}-phenyl}-acetic acid methyl ester,
4-{3-[2-Chioro-4-(2,2,2-trifluoro-1-hydroxy-1 -trifluoromethyl-ethyl)-phenoxy]-
propoexy}-benzoic acid methyl ester;
(4—{3-[2,6—Dimethyl-—4—(2,2,2—triﬂuoro-l—hydroxy—lmtriﬂuoromethyl—ethyi)-phenoxy]—
propoxy}-phenyl)-acetic acid methyl ester,



propoxy}-benzoic acid, rac

1,1,1, 3, 3, 3- Hexaf | uor o- 2-{4-[ 2- (4- hydr oxynet hyl - pheno
Xy) - 1- phenyl - et hoxy] - phenyl } - propan- 2- ol ,

1,1,1, 3,3, 3- Hexaf | uoro- 2- ( 3-
Wi elegP37480phenet hyl oxy- phenyl ) - propan- 2- ol , P&A/EP2005/610237
1,1,1, 3, 3, 3- Hexaf | uoro- 2-[ 3- ne}shyl 4-(1- phenyl et hoxy

) - phenyl ] - propan- 2- ol ,
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3 hexafl uor o- propan-2-ol,
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t h
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PQIZ{EF@ Q%%h@%@(z 227&xﬁusn>e1[1uirdmﬂtpaaﬂan%:ﬁéﬂlyl-emﬁ) -phenoxy]-

1 Hexaf | ro-2

( ?Iﬁﬁ?’wyfh%”yﬁh"éﬁ’%ﬂ *%oxazol - 4- yl net hoxy) - phenyl }
- pt-(ip s-Dmethyl-4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl -phenoxy]—

yligrg 'g %a&o;@aladl uoro-1-hydrox)r-1-trifluoronethyl -
t h
Hap LSO L5 ReBe0L S Bty A I°H§§VF?§W1&P’P?PXY]
f I ezbm:qh:bm))icaetihwtb}d pHemoxy] - 3-
(A PQC{E@; IQQQZ.’PZ ﬁ'lfﬁﬁ)'nfil hydroxy-1- mﬁuoromethyl ethyl) henoxy]-3-

4- -t - hyd ?
Ffﬂ’&%&@?‘ﬁ?ﬁéﬂ@rlg 8
pr(@p{d&)ﬁ—{%h@ﬁwﬂ H-(a2etirifluami- blhydroxy—l -trifluoromethyl-ethyl}-phenoxy]-3-
t%”& E‘EBﬁ&)ﬂ) %etﬁé‘ac(dzmgthﬁ eltkd, f | uor o- 1- hydro) Ly- |

or o he

or B fﬁ e T gtorameyl ethy)-phesoxy]-5-
(4P1{e€1ﬂ}13rﬁpﬁybhy¢zoz’§-a[:ﬁl(x@bﬂeaertr| fluoro-1-hydroxy-1I-tr
i f{ U&S)Q%L -2 Ethliiiz)z tﬁhﬁ&%@lﬂl ydroxy-1-trifluoromethyl-ethyl}-phenoxy]-

Tg‘?’%"‘%i’gﬁ‘é’% etf“[ e I C I estep rﬂ Pﬁlorgslt e[1ydroxy | -tri

f | 46 aettiyyi- aezaamz~pmwyahydropr bakyromethloitlaphedoxy]-
112% $efloic acid methyl ester

t r% Eb i%.gﬁqv? 44@%%&%%%%%%1%{);—{ try uorom dr %—phenoxy

prﬂmxlyl}rﬂpmm)hgny@mpumd: aci d,
z} (R 3:M ﬁMl %zZ,zi Ml?or&lalyhfdﬁhugﬁ&brbm@wr AX)-bhdroxy]-3-

uor onet h phenoxy] -

prB}tFtS‘% ?roBWélr‘] Vi) zoi./f@%‘(drc acid, |
4- {4 Rﬁ)—‘z‘?rl’ﬁmhm[ci 22 2-tEiBuoroRl-hydretydiotdlubrcimyedirbshyl)- pthpmoxsr]-

I Hopofpiavyneilyd daghenoxy] -
4-{(S)-3-Phenyl-2-{4-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl)- phenoxy]—
propoxy}-benzoic acid,
fac 1,1,1,3,3,3-Hexafluoro-2-{4-| 2-(4-hydroxymethyl-phenoxy)- 1-phenyl-ethoxy}-
phenyl}-propan-2-ol,
1,1,1,3,3,3-Hexafluoro-2-(3-methyl-4-phenethyloxy-phenyl)-propan-2-ol,
rac 1,1,1,3,3,3-Hexafluoro-2-{3-methyl-4-(1-phenyl-ethoxy)-phenyl] -propan-2-ol,
2-{4-[2-(3-Chloro-phenyl)-5-methyl-oxazol-4-ylmethoxy]-phenyl}-1,1,1,3,3,3-hexaftuoro-
propan-2-ol,
2-[4n(3,5-Dimethyl—iszazoI-é-yImerlmxy)—pheﬁyl]-1,1,1,3,3,3—hexaﬂuoro—propan-2~ol,
1,1,1,3,3,3-Hexafluoro-2-{4-(5-methyl-isoxazol-3-ylmethoxy)-phenyl] -propan-2-ol,
1,1,1,3,3,3-Hexafluoro-2-{4-(5-methyl-2-phenyl-2#H!-{1,2,3] triazol-4-ylmethoxy)-



pr opoxy}-benzoi c acid,
2-{4-[2-(3-Chl oro-phenyl ) -5-net hyl - oxazol - 4-yl net hoxy

| - 3-met hyl - phenyl }-1,1,1, 3, 3, 3-

hexaf | uor o- pr opan- 2-o0
WD 3086/97488r 0- 4- [ 2- ( 3- chI or o- phenyl ) - 5- net hyl -RSTAR05410237
yl met hoxy] - phenyl }-1,1, 1, 3, 3, 34.
hexaf | uor o- pr opan- 2- ol ,

1, phebyl};@BoBakrhf | uor o- 2- (4- phenet hyl 0) cy- phenyl ) -pro
IO il - 4.
133@03 Hexaﬂ)uofof rg%] & éntehth)y? S et Vo hoy phenyl-propan-

xa 'I°Ijor o- propan- 2-ol ,
2- $-34-Cht, ornifloph m?‘ﬂﬂﬁ'ﬁ"mwﬂ@fheﬁlyﬁﬂ)ﬁ drhill)-phéhodyBeth@X 3khzoic acid

uo n- 2 ol, rat
1, &Qm@fé}&? fI uor o- 2- [ 4- ( 1- pheny| - et hox;;g phenyl ]

- p‘f‘ é@gﬁ ["3 IBFththl- (2,2,2-trifluoro-1-hydroxy-1-frifluoromethyl-ethyl)-phenoxy] -3
1, ghehyl3prdpaeiexmdoidmeld- 2- [ 3- net hyl - 4- (5- net hyI 2-mto

NI b 8 ity

enfiletfgtidacd. 1) 1, 3, 3, 3-
h%%-l{(lﬂ()ﬁ@ﬂ&lh@lgam 22t -triffuoro-1- hydroxy-l -trifluoromethyl- ethyl)—phenoxy]—
| B %g}?)ﬁeyﬁr%éloﬁ%a%d%n{]t'h% i - 4- (5-met hyl'- 2- 0-
- - n propan-2-ol ,
1, {iRlzﬂhsmﬂ@x%r(l Ge’r"é pofo3l -1 AnifEromethyl-styl(-Shdnoxy]-
rlgfrbpmt})@sﬁérhfil)l cﬂﬁtﬁd’t}dﬂle@ﬂaﬁt@f 4f|yl net hoxy] - phenyl
af
o CUOPRRE (e it BER R Rotrenbid g phenom-
yIHfﬁ???@Wfﬂzglcﬁ’éldﬁw Y] ) - propan 2-0l, WO
20061-{1RY48heRAT- ERPROOBAZB T - hydbRy-1- -trifluoromethyl- ethyi? )phenoxyj-

2}3’; qd2(4 erifl uoronethyl - pheny
%&’4 bt é] SR sy
1, (iZ{iR)s-” SﬂYllrtéﬂéf& 3rtév%]s¢r@pfah¥¢zom~l -trifluoromethyl-ethyl)-phenoxy]-

Zﬁrap@y}@hﬁryn debrideidyyl - 2- mt ol yl - oxazol - 4- yI met hoxy)
Rh xaf an- 2-
 ERGah S R ARy T BB R bpbonon)-
ylﬂm%kwnzeﬁé 1} 1,1.1,3 3, 3
heu{aﬁ {2u(GF OhlprooptadylP-5Qhethyl-oxazol-4-ylmethoxy]-3-methyl- phenﬁ} -1,1,1,3,3,3-
]LOE%P n_% nmet hyl - 2- o-t ol yl - oxazol - 4-yl r'net
e i 3, 3- hexaf | uor o- propan-2-ol,
p@»@—@rﬁ -chloro- -phenyl)-5-methyl-oxazol-4- ylmethoxy]-phenyi} 1,1,1,3,3,3-
[Mbgd—pﬂnpélaztdll fl uor oret hyI phen) | ) -oxazol - 4- yhnet

1553 Bl e BB AL 2.0

o%a@'o"l @‘%fhﬂét‘?h}’%ﬂ‘ pHEeRydnyh-1,1,1,3,3,3-hexafluoro-propan-2-ol,
2-(3-Chloro-4-phenethyloxy-phenyl}-1,1,1,3,3,3-hexafluoro-propan-2-ol,
rac 1,1,1,3,3,3-Hexafluoro-2-[4-(1-phenyl-ethoxy)-phenyl]-propan-2-ol,
1,1,1,3,3,3-Hexafluoro-2-[3-methyl-4- (S—methyl—2—m—toiyi—oxazoi—é—ylmethoxy) -phenyl]-
propan-2-ol,
2-{4-[2-(2-Chloro-phenyl)-5-methyl-oxazol-4-ylmethoxy] -3-methyl-phenylj-1,1,1,3,3,3-
hexafluoro-propan-2-ol,
1,1,1,3,3,3-Hexafluoro-2-[3-methyl-4-(5-methyl-2-o-tolyl-oxazol-4-yimethoxy)-phenyl] -
propan-2-o],
1,1,1,3,3,3—Hexaﬂuoro—2—{3—methyl—4-[S-methyl-z-(S-triﬁuommethyl-phenyl)~'0xazoI~4—
ylmethoxy]-phenyl}-propan-2-ol,
L,1,1,3,3,3-Hexafluoro-2-{4-[2-(4-fluoro-3-methyl-phenyl)- 5-methyl-oxazol-4-
ylmethoxy]-3-methyl-phenyl}-propan-2-ol,



3,
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1

hexaf | uor o- propan-2-ol, 2-{3-
o- phenyl ) - 5- et hyl - oxazol - 4- yl met hoxy] - phe

, 3, 3, 3-hexafl uoro- prop an-2-ol,

, 1,3, Hexaf | uor o- 2-[ 3- (5- net hyl - 2- o-t ol yl - oxazo
e6/03mesp hoxy) - phenyl | - propan- 2- ol PCT/EP2095/010237
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s e grify S B heth %1355
%ﬂ%&ﬁ?ﬂaﬂzﬂ } ben20| c acid nethyl ester,
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1

o
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3, 3- |
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1, 3, 3, 3- hexaf | uor o- propan- 2- oI
4 Wﬁyﬂ’{iﬂﬁ%h}(lz (- tpiflpprofriethyt-phebylyatramk -yimethoxy]-phenyi}-
| -31,1,8 Blsckanbidayp x@ia{a)zLaidphenoxynet hyl] -
Z0oi c, aci
X2a§3° {?%‘Zﬁ‘y BRSSPl T ————
Poy PP-Reexiy O)To—pm%ﬂwiet hyl] - oxazol -2-yl}-benzoic

a@*{i [2—(3 Chloro— henyl)-5-methyl-oxazol-4-yime i -
N Pt O S A ool deylmethonl phenyll-1113.3 3 heraftuoro

s fI uor onet hyl - et hyl) phenoxymet hyl ]
dxlalzé,[i,ﬂgﬂg)qaﬂuq;gﬂzﬁnédgethﬂ@{) 2olfloxazol-4-ylmethoxy)-phenyl}- pmpan—?«-
(21,2, 2-Trfl uoro-| -hydroxy | -trifluoronethyl-ethyl)-ph

eﬂ"l*%%ﬁ%%%@ﬁf@% b R by omentiy
‘)XYﬂym’émY%yl}mem@wy} phenyl )- acetic acid methyl

est{er 2-(RhidrodsHenyl)-5-methyl- 1-4-vimeth
A g S it omaok-olmetbo] phenyil-L a3 besafuoro-

noxi - et hoxy}-phenyl)- acetic acid nethyl ester,
( 3.14123.3. 4-Hexafuopo-Pr [Bu(6rmoethyd iRymir tolyl exazblr4- ﬁmmrca;r)splhe,awqmpm-z_
t byl ) - phenoxy] - et hoxy} - phenyl ) WO 2006/ 037480

P 5/ 0 _ tic acid
(2 G LR s s 5 e d P romett i shenarymetyil s

- eteﬂw pxemqému yREnedti¢nid/netbflestet,) -

o 2-{3- ~Chloro-4-{2-(3-hydroxymethyl-phenyl)-5- methyl~oxazol-4-yhnethoxy] ~phenyl}-

1,1,1,3,3,3-hexafluoro-propan-2-ol,
4-{5-Methyl-4-{3-(2,2,2-trifluoro-1-hydroxy- 1-triftuoromethyl-ethyl)-phenoxymethyl] -
oxazol-2-yl}-benzoic acid methyl ester,
4-{5-Methyl-4-{3-(2,2,2-triflucro-1-hydroxy- 1—triﬂuoromethyl-ethyl);phenoxymeﬂljrl} -
oxazol-2-yl}-benzoic acid,
N,N-Dimctltyl-4-{5~methyl«4—[3—(2,2,2-triﬂuow-1—hydroxy-l—tiiﬂuoromeﬂlyl—ethyl)—
phenoxymethyl]-oxazol-2-yl}-benzamide,
(3-{2-[4- (2,2,2-’I‘riﬂuoro—lr-hydroxy—1-u'iﬂuorometh§d-ethyl)-phenoxy] -ethoxy}-phenyl)-
acetic acid methyl ester,
{4-{2—[4-{2,2,2—Triﬁuor0—l—hydroxy*-1—'triﬂuorornethyl—ethyl)-phenoxy]’—ethoxy}-phenyl)—
acetic acid methyl ester,
(3-{2-[3-(2,2,2—Triﬂuoro—1-hydroxy—l—triﬂuoromethyl»ethyl)—phenoxy]—ethoxy}—phenyI)-
acetic acid methyl ester,

(3-{2-[4-(2,2,2-Trifluoro-1-bydroxy-1-trifluoromethyl-ethyl) -phenoxy]-ethoxy}-phenyl)-

< —



acetic acid, rac
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OH and the other of R” and R® is hydrogen, lower-alkyl, or halogen, and A is hydrogen or
a protecting group,
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according to any of clal 3 f%r use as

t herapeutic active suiRtanc¥s & the treat nent
and/ or prophyl axis of diseasgs which are nodul ated by
LXR al pha and/or LXR beta agonists. -79- 26. The use
of conpounds according to any of cldlns 1-20 for the
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24. Compounds according to any of claims 1-20 for use as therapeutic active
substances.
25. Compounds according to any of claims 1-20 for use as therapeutic active

substances for the treatment and/or prophylaxis of diseases which are modulated by LXR alpha
and/or EXR beta agonists.



-79-

26. The use of compounds according to any of claims 1-20 for the preparation
of medicaments for the therapeutic and/or prophylactic treatment of diseases which are modulated
by LXR alpha and/or LXR beta agonists.

27. The use of compounds according to any of claims 1-20 for the preparation of
medicaments for the therapeutic and/or prophylactic treatment of increased lipid levels, increased
cholesterol levels, low HDL~cholesterol, high LDL-cholesterol, atherosclerotic diseases, diabetes,
non-insulin dependent diabetes mellitus, metabolic syndrome, dyslipidemia, sepsis, inflammatory
diseases, skin diseases, colitis, pancreatitis, cholestasis of the liver, fibrosis of the liver, macular

degeneration and/or Alzheimer's disease.
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