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HEXAFLUORO SCPROPANCL SUBSTI TUTED ETHER DERI VATI VES

wa bmeiosiMent i on i s concerned with novel PCT/EP2005/010237

hexaf | uor oi sopropanol substituted ether derivatives
of the formula (1) OH C~-CF 3 R1L/ R3 R2 (1)
wherein 5 R is hydrogen, |ower-alkyl, or hal ogen; one

O or%, R AAIRT, o QUL MmO BORY and

R4 is hydrogen, |ower-alkyl, aryl, aryl-lomer al kyl ,
heteroaryl, or heteroaryl-lomer- aIkyI; 10 R5 is
hydrogen or aryl; R6 is phenyl or aryl-Iower-alkyl,
whi ¢ hTlphiemgrtionris esnderdedweth miviehhexpBumpispproghhgl substituted ether
&&Rﬁﬁb&%&ﬁﬂﬁ%&%ﬁh%)to 3 substituents selected fromthe
roup consisting o% am no, hal ogen, | ower-alkyl,
quoro -1 ower - al kyl , hydro&x | ower - al | cyl
R$-O C(O) - @mmuq BQQJWHaww,
RlZRlSNJ()-Iomer aIkyICH ower—Gif koxy 15 and
aryl -1 ower-al koxy; or R6 is b- to 6-nenbered
nonocycl i c heteroaryl which ' r=optionally substituted
with 1 to 3 substituents s¢|ected fromthe group
consi sting of |ower-al liforg-3 | ower - al kyl ,
hal ogen and aryl, which'aryl|is dptionally substituted
with 1 to 3 20 substituents sel ected f{lyom the group
consi sting of am no, hal ogen, |ower-alkyl,
fluoro-1ower-al kyl, hydroxy-I|ower-alkyl, R8-0OC(O)-
ROREONC(O) -, R11-0- C(O)- | ower-al kyl ,
RlZRlShKXC»-Iomer al kyl, | ower-al koxy and

Rtyl kg%@ﬂﬁﬁﬁKQWM}dMﬁ)&QQ@#Q§7480 PCT/ EP2005/ 010237
IS 9-nmenbered blcycllc heteroaryl which is

aII I tut stituents
g{i A anoly SR Bl el Pebfagms P over ol kyl
fl uoro- Iomer aIkyI halo en and ryI which aryl is
Bptatomalf Ry asdi B3 isi- -OuCHR \Aﬁi‘h)nl(@TdR%ndhbst i tuents
sel ected fromthe group consisting of am no, hal ogen,

kover @l i¥dgen [ILWOL AxIOWBI, aryl-lower-alkyl, heteroaryl, or heteroaryl-lower-
alkyl;

R’ is hydrogen or aryl;

RS 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®-O-C(O)-,
R°R'*NC(0)-, R"-0-C(0)-lower-alkyl, R*R¥NC(0O)-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®-O-C(O)-, R°R'°NC(0)-, R*'-0-C(0)-
lower-alkyl, R“R"’NC(O)-lower-alkyl, lower-alkoxy and aryl-lower-alkoxy;



5 al kyl, hydroxy-|ower-alkyl, R8-O-C(O-, RORLONC(O) -
RI-OCO-Ilower-al kyl, R12Ri 3NC(O) -1 ower -al kyl,

wo owen37agkoxy and aryl -1 ower - al koxy; or R6 i s PCT/EP2005/010237
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heteroaryl -1 ower-al kyl which is,optionally substituted
with 1 to 3 substituents selected fromthe group
consi sgintgs fmdrgyveéd Bilck¥ik hefetdseylaviidniopabially, subsdtfiuted with 1 to 3

hal d - t
R L A
consi shalaygnahdari,nedichalybigeptiohdipsnbeltikiet w1th 1to 3 substituents

{:glglpjg%o o@"‘ﬁrﬁoﬁl hl@(g %?&{sﬂéxa t)f)é[/i‘%[nl} aflzhb’ée’n, B%Jepaﬁ%/p}luoro lower-

R12R1 36D ydr omelowat - Rl}klyl R?Q/t@fob'bé NQ&@) R'-0-C(0)-lower-alkyl,
aryl -1 BF@&?%er:‘aﬁk}@rlo% hlﬁonynﬁ7arﬁflower alkoxy;

| ower - al R7 is aryl which is optionally
substituted with 1 to 3 substituents selected fromthe

group &OxfSk ﬁttbfwr;@ilmamml whhadhag eptlortdlimﬁbmltthte& fith 1to 3

ng léggo it rentgsé%ta gm tg%\%ﬁ,oulg%\é’gitsn h&%ﬁé}@ HBhs- -lower-alkyl,
| ower - Mhlxgtln and aney wiaikk @Wytsa)rpdom:lyl subsjvtg’reda'{'ttln}(yo 3 gubstgtuents

R7 i
1 to | s 3se§elcj El?laotrr% g}]@bgéférélsﬁgé b?ﬂﬁ %a@ Idv&e&"taﬂg'l Whabib-lower

consi s%lk}rlgh}@lﬁOXYol\%/ieI'aﬂWW -G- pl(l@ha %V\Ep '-0-C(O)-lower-alkyl,
hal Lnk R w@:
A RSR?%ﬁRIC(%) m(ﬂ@) lo@%dﬂw%dgtv\e@ﬁf@ﬂg?}%}y@ arylR® @(k@ky

R12R13NC( O iy ower - al kyl, | ower-al koxy,

aryl - | vefTis abkidy lanet-ArglORwhi ch aryl is 25
opti onaIIy substituted with 1 to 3 substituents

bected f t. o
81 ogelt iy Sp A <Rl e trﬂ%f%ﬁns B2, o e
from eawhp@mmtmamé aﬁy@m belegero lowavilerl dfueye-1 owqﬁaﬂgy 1, hydroxy-

i sQ 03, 'ﬁZPR@rO (030 RATENEBS nﬁée@tct@ulower alkyl, RRPNC(0)-
acceptable salts an esters ereo Further, the

i nvent } Oé\ﬁf1aH<YbBﬁ\‘FéraHi§HW\?wPiiﬁrY for the

manuf acture of the above corrpounds phar maceut i cal
pr epar at

t he ug% ﬁffécgéy éf\fg'ﬂg‘bla ﬂa‘gm%agly s otlécrild%halsto%slu#astﬂﬁents selected
phar magei ﬂhe gtoupraepaistaty Qfdswertaﬂwérﬂwmé@wmdkg KalogRs)amino,

are me aerrﬁyptmetq%q@'@% (JRIERECHERERIAD. D) Iower-aly

superfa are act’jvated by endo enog
oxyst eRoiRs @)rleyen-alid, lower-por0 @6/ d@versgkoxy and aryl, which aryl is

PCT/ Epg?@é{a‘ﬁ% Q&%ﬁtuté@»ﬁtﬁ ans olshipdtit@dhtdiel @RAGEom the group consisting of
contr ol e netabolic pathways. Two subtypes,

LXRal plarers wi‘)@iﬁ?ﬁé‘tgn’ have been described (WIly et
al ., Genes Dev. 1995, 9:1033-45; Song et al. ‘
R, R®, R R",R"?and R” 1ndependently from each other are hydrogen or lower-alkyl;

m 15 0 to 3;
n isOorl;
and pharmaceutically 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

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



Proc Natl Acad Sci USA. 1994, 91:10809-13). LXRbeta is
ubi qui tously expressed, while LXRalpha is

w@emeosismnt | y expressed in chol esterol netabokdmEPRYS/010237
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tissues such as the liver, 5 adipose, intestine and
macrophage. The LXRs nodul ate a variety of

@ﬁ}‘@dr tiQﬁ'cE %Enes ESPONSE faultfislé Hdtabglic pglivays. Awddubtypes, LXRalpha

8 &ﬁ@; 2‘% %{»ﬁrgbetdr(gﬁl@%sgﬁle oh@ﬁ%ﬁw&%ﬁ gﬁofbpﬁb' | §ong etal,

I’P%d Nb¢raid S¢1$.BSAE]S994J 9 :}0I86% D). LXBbpract ebigsitowsly edpeessed, while

&g(:f{&{?&a-ggﬁﬁe é%?lf) alﬂe al r?.&ec!i {nvchl }/eﬁgréll?ntggwgﬁj% t1ssues suchi 218 the liver,
ddfpfoeqr énteitateiand mzm@phagef | ngnodtﬂ@twvapﬁ@sﬂé ﬁh}'ﬂologlcal

roﬁggs g@cfh?&l}{o hal.fatieh oflholRakbiemtSpibh rhh%%@ﬂﬂre}immatlon (bile acid
ery SeaS ﬁhve [ ow concentr. 1o0NS O

ﬁy@qhe@@nm ansppE ot ShafsiereHEIB SEEP ?ral(tﬁéitescfa plesie lipoproteins to
QB@W&DT L IBCR are alldl BEblved irdfluddok mwsbolibmis¢holdsghnbli gétbieelism in the
stinulated exploration of the

nost . 2 ears. a
}éﬁ@t?e&l dgﬁ%e‘é%}@g?ﬂfglﬂggﬁm} UPors that influence HDL-C

levels (MIler NE., Lipids 1978, 13:914-9). The
pr ot ecAtipresefiy appriosimasély BB ofidpariestsfwignaoremary efteryidisease have low

]C%aper ?&?%ﬁ?]&ﬁ?l%‘i’a Hl@(%%ﬁ&l‘ﬁ% 8 ﬁﬁ&ﬁ rcHJ)legtEI"{‘)p&@QUC HEple

rennvaF 0 ero% mcells in
péhqrpm%cm fusstien of HRLweg |ﬁﬁ°g§ bighdighish aB*eosrt 83W%éﬁg%q%tlmulated
‘F‘lo@ithﬁf SFSRé g«!r@ht gnd érﬁ&ﬂoﬁﬁfenﬁﬁ fadchigs at Biffuahce¥dDIL-C Hikls (Miller

{ to.t
Wr pdrae 2B T 5 o6 Peptre LB b e se Bomdisgil -
Gﬁrbfﬁsﬂ&frﬂn@dﬁl rdvrsk elielsstersl tma‘hspSrthféDé sébatas thieatmbipll ofcholesterol

vel é‘}fglé %ﬂp 9§ lcttssale% Oclu& %}a%{(%/ph%gé Rh %ﬁ 1S GARE afdeSdSclerotic

OMF en
dbmdusslfelumrte(rigbwalt) HDé\d@h'ger( m@dmtee@l ta |the hwmgd Negpl-metabolizing

ézns J@izco% Qo bﬁE akd Qﬁﬁﬁ‘ltatloﬂ Reregst Bf{ﬁﬁ&%ave shown that HDL-C
USte preva ence anong L % 9
w@rarmwdﬁave Of-mzo’é?%ﬁftﬂé(éjésef%’?éﬁ 3%5 iy k@%gmw

lwﬁe@t)emaih@le'éte?ol%Dtma&@&)(coﬂdomIastfamtpméd i18ZT,62567-14).
DL-C is currently achi eved by treatnment with

t
gluglglt g%tlth}gﬁveg{l ﬁ}? Bplggeid%g %é)lugteﬁ ]prevtayvgfe am?n% ﬁmencans age 20 and
t chédfxa/dmjhavte HRE Gaitlen thaatl 35ahg/this 4 6%dprabess and b % &females). A
%Eltagg'fi gﬂ%gﬂe Egﬁb JRenfly a&%@e@fb?rmgt%t idH IhQ(HIl in various

a nose etic patients

Soemehtiane %v*évz\weutgmubéqanavée@éavom%e Sadwféqftsgk% &ha thefgpeutic

Ofoterd yADBF thicHphSichC patients have abnor mal
concentrations of |ipoproteins. Studies have shown

t hat f tot

T N T Mo e

f dinbdtilpatersts btherdpich Sates 234 Sbeawel ghtaNmobasedafida higblprgpertion of
?tggggld%albetlc[aéa%eél s{%@?%rﬂo}ré%l éo Ic%lt?a@%hk 61 ﬁt@ﬂls\’\@{ﬂ?ﬁks have shown

. ptht @mpr@abenpct ofitptat chodestarelot 249 melshs 3|7%4w@4 @abeﬁlcm@oadld 44% in

'er(%ﬁilg% r ?ﬁ?%es%ﬁﬁy?-@ 9f16d§)§1r ghdl %fe 3 1ohRad 44%n£nd i@r HDL C <35 mg/dl
Se 0 a i on of nsu in.
(‘4"2%& % and |14, i g}ag%tbc rﬁsrhan WemER ﬁesag%gglae h\éﬂ:& eébsei élgease in which a
tieht’&l&nﬁtbﬂtmm&i@ﬂld@%leﬁﬁaﬂ b&sdml\nm d¢weaaéd béaatiseBFpaialo
%alﬁeéé b%lf]eg? ergaS{e %tal t? nr} St il ufmtln VIg;%Fo] Hecﬂab ?&Qﬁ‘ﬁb?% alsballed non-
insulin dependent dlabetes melhtus (NIDDM) and has been shown to afflict 80-90 % of all

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



continue to produce insulin. However, the target
organs for insulin action, mainly nuscle, |iver and

W@aiopo3Est i ssue, exhibit a profound resi stancePtDEP2005/010237
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insulin stinulation. The body WO 2006/ 037480
PCT/ EP2005/ 010237 -4 continues to conpensate by

RE8 ﬁ&ésfegc ngaa/sﬁ &@Qb&?élﬂé’urmhgﬁoﬂogl\éﬁlﬂyshﬁﬁ 1dvBIS Yk i irulin, which

t creases_in'the | ater es of
itsaish, Ceairase &1 BEIGATEHOGAA SRR T pdner g fdtre of
ifAg kHehtic ﬁﬁlﬂﬁﬂpfd&cﬁ@ﬁapddty TH’IEHJ%‘ZDTS’ZDCarémaascular metabolic syndrome
RN Rl E DL AR, RS A b g
%Eﬂt&isdﬁﬂb@dotﬁelf@@ﬂfdr&mn and 1réladmm¢tety| aherdyddrasist | on
and inflanmatory atherosclerosis. The first |ine of

treat 'qlﬁ%tﬁrgt%ne%EJeﬁtB{e ??@r%fyﬁ %Qﬁl@gﬁé @ﬁib@ttes eﬁ%&ﬂ% generally

i'nvol ves a COS di et
emlmsgéowfat andl lgntslicesed 16H§Wé91é€ran %Sﬁc Elqueper, gpmpliance can

TRAGH @rSre, AUhsABe &Ek%séjﬂ)r%?ﬁb‘é@s ﬂfe@ﬁﬁ@ﬁg)@&xe varieat fRtboldé deficiencies
I Cl encCl es eCcones

t he vari ous t
REERTIE] PSSR U aIR g A S Sucd S PR an g e B
fdy*@hlﬁﬂaﬁlaf oid Bfpoglystnizidiegs, ag. satfonyhymeeg nyatfomingn, dr ingslin sensitizers

qu{lﬁiuatzRﬁ%%sﬁﬁ)gﬁﬁf &9%%]1%5? EJ%R’@ gdd istd! f&ﬂnﬁﬁﬂﬁ'e&ktﬁﬁ&s Recent
RARys mguide stidendedhatimedilatarsrad $XEs a’@@hd repeE@rgompounds with

Setnlﬁqihcfee%l tﬁ&ggélﬂ& LP%Y&QQP G8d amltch 'YHQ&HI%QJ& IR slsKRS AWk She the

anced ra eutic

pdesen lipid profie 84 rg%HD% G Gt P4 ARG i Tgromb. Vase. Biol
| 3995 0¥L] 160 €77) PLER B elalspikelofh @6 Edrtrol ﬂi&kfﬂﬁi sfchidistefd] from the

a%gcgrggbavegggr&%%lbggﬁg é%sa%éleroié egllrogba amms{:s%%%ﬁ(%s%‘ ?4 been shown
tﬂ@%ee]fdidrdp(rooefctmhﬁbe@hendﬂ"ohtamm,t&m Qior Biphrangeolf 2 3:192-7).
Cﬁl}\%s, Hmdhﬂ?or?%hﬁiﬁ?&bﬁﬁ%te'e?feétf%ﬁ 'trgﬁmeﬂﬁckof‘ﬂférytﬁérésc%frotlc disease

pbeén sh rotectlve Jose

awblicF ontletiey the Candiovagyyilay mcphglptmgg@ Fnorga(ljl@;go sro ggnd]geart disease.
Tﬁé@nh%g%t%&r ﬁso‘%ﬁg%%{?lamaeqs beindbp&lehtVEXR | hﬁa@iﬁ@lﬁf&c’c on

f'or the at heroscl di sease _which under]i es
e eioRS R HORBI ) 18AGE AT REOPIY B PEkE ol Chem.
hegyst 2716 88258, TROs BER efidubhss kydilsosidwaduperistiggepeytic efficacy on

t th d
i ﬂﬁ}l {W?lgc:‘ﬂ'gf 3Her nglﬂno & ﬁ%ﬁ ‘ggl‘al (#' | on ditf&tksg ndy af;gtgg cOfpared to

atiresraphicot@ed i on (Cao et al., J Biol Chem 2003
278:1131-6). Thus LXR nodul ators can al so show

superi gf. Lhel @(ﬁﬁ}%drﬂs oF {Hegﬁ%nﬁﬂvenﬁ% “Ha@é BédAdFo@Mlto bind to and

atheroprotectlon ti onal effec
cusiisiy G sttt aibs EHCRAbPES o S hIBAP RN TRet
oEohig uiél{tgffgml?skéimai{bfsd)@ﬁoﬂ @s\&@dm&{]HDQLthdlett@r(ﬂ) igifcriessed, and

, sel ectiyve

cBarTRioe AR BA SR Bt T D e CE AT gimed dyslipidemnia
ched esdletad] lnnsansabis ore addrased by d&ER rleiulemzt,ethf@rcotansnds of the
I nC L&ased t1 A0d.yd te!n%?ﬂ&%ﬂﬁ&a@éu%? %géﬁltlglr&%farécﬁto the compounds

UCG | Nce nu nbi ned
dy1$¢a|dp keew an therat. Ehe»r @@ttbw@for%wsé iy tedreggrpent and prophylaxis of

agdegeseRicYrelXFRdd bRt RRSIpHAAK 8/ or EXRIEN s, Shiéh diseases
include increased lipid and cholesterol levels, particularly low HDL-cholesterol, high LDL-
cholesterol, atherosclerotic diseases, diabetes, particularly non-insulin dependent diabetes
mellitus, metabolic syndrome, dyslipidemia, Alzheimer’s disease, sepsis, and inflammatory
diseases such as colitis, pancreatitis, cholestasis/fibrosis of the liver, psoriasis and other
inflammatory diseases of the skin, and diseases that have an inflammatory component such

as Alzheimer’s disease or impaired/improvable cognitive function. Moreover, the novel



30 present invention have an enhanced therapeutic
potential conpared to the conpounds already known in

Wa we/asus0 They can therefore be used in the trEel/PEA05/010237
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and prophyl axis of diseases ch are nodul ated by
LXR al pha and/or LXR beta agonists. Such di seases

| nﬁlltp%gg?ﬂ %gﬁisegglt 11'1\1%&1%01@@&1 G@@e@fférﬁféhltmle@t\/a%ldﬁarophylams of age-
par ti cu

arly ol ester
Chotcdsndamiolte i5er SSeseR i tcoth SUTIEL gD desggeration.

particularly non-insulin dependent diabetes 35
mel | i t@{get b ldk €has bﬁﬁlrt@mﬁd actyald X Rlelphaand LXR beta have

Al zhei i sea s 0t | SOTRLQL ¥, ot
Cgrg\gggsg)gbﬁaéﬁg%gea g? gtlﬁf;&b%g% 2 e%n £i %we% ¢2L % still a need for new
Cd@ﬁ{pe&haswshﬁmbrmd prafertidseThd present pverticrsprovides thetriesel

i ntla ét%rrghﬁﬁgsv@}%cggmtdqg 1 haaé?ﬂ/&" 1368688, THompounds of

HRVE AR 18 ammatory conponent s E&§
s persentOmvaRHpa RS i SYRBI BB PR OIS PbFopertics
'\%}'irgﬁ\[&f ) thp @orﬂﬁc‘ﬁﬁids%@o&g%'ﬂ%z& BOnREAhEP20R2(203102:ability,

ounds of present invention can be used for
ﬂﬁ@ﬁ@ﬁﬂﬂhW&ﬁéaﬁ?ﬁﬁhylaX|s of age- related and
inherited (e.g. Stargardt's disease) forns of macul ar
degenaydkis@itherGiss ¢idicoed) cnidowhatdehnitidns areaptdforth to illustrate and

e o LA D B R e

still a need for new 5 conmpounds with inproved .
p r operlnithis speaificagipr Seartert nlpwist | 16 M558 VRGBS STARP FYPisfing of one to

gglpgpé%éfam@offeww RBuf Labyhhem®.nd to LXR al pha

LXR bet a he conpounds of the present

MR TG ERE i —
kﬂﬂ@ﬂnéﬁuﬂﬁﬁnﬁﬁébm@pﬁmﬁiﬂﬁng e.g. nmetabolic stab|||ty
b|oavallab|llty and activity. 10 Unl ess ot herw se

di th | u s ¥®Pa branche
i ndi C?ﬁ% erhn8 1‘9 Jfls’%%e&gﬁ@%*bmahbﬁ%thacrtﬁerSg% ;BSOFetfé} §®a branched

illus € nean 531 Sco
vaxrstmu@t{cemngn@uge/élenbsa@eétqdl ajjphat Fﬁféthnéﬁ ’ﬁelroé |°ﬁe to twenty

| Barb&i ﬁoﬁﬁe@eﬁe‘rﬁﬁﬁ bRt shBednClafBonl AWBE, mbre éfeﬁnyCbrﬂE&alﬂen carbon
a grou n ting of ,on ven,

o HomsoL e LA oS at Srpghed Pel 188 FHe B f‘af?%@é%%lrgé?ue'% S

to fluorine, chlorine, bromne and iodine, with
f1 uoriTRe terhS l@lfﬁrcnﬂl'tyﬂfe aland ob‘rrmrdrmtenzttejrngitlp peHfee groaigs, refers to a

Pt Fafaict eyl i Ao PTG ol cBfbRHaioms,

r anc ral g al n
rrpmﬁaralble ote gafour etrbon auonphshus termyid furthar BWPlaﬁﬂdcban sugl radicals as

ggfégﬁgﬁ HWEH-¥ro r@%@ %D‘%tylpg shs, Qkﬂdtylgﬁﬁ tlﬁ@lﬂ&l K&@&ralkyl groups

at’ons

R HE COR A NN [ —

p E&ér%cf ®0hs ahydbxyBlonepSikyR OURbibstittat 1o Womeliylarbyps are preferred
al one or in conbination with other groups, refers to a

branch or st t-ch no t .
one t o’lageev:érﬁls‘ élgpﬁcgﬂowetr 8@%[’ rn}% Vglr)xg I- all@}tl lgyclu @?ﬁ&?’ire %ono or
c ardbply antonisated With fuerine. |Tscafr1p>iels néﬂu@@elnwm alk@lcgrwpwe pg- CFH,,

rodigaks, 8%,CH,, CFs(CHy)s, (CF3),CH and CF,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 cycloalkyl 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, ethylamino,

dimethylamino, diethylamino, methyl-ethylamino, pyrrolidin-1-yl or piperidino etc,



met hyl, ethyl, n-propyl, isopropyl, n-butyl, s-butyl,
t-butyl and the like. Lower-al kyl groups can

wWo@piob/0sTagd y be substituted, e.g. by hydroxy. SechEP2005/010237
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substituted | ower - al kyI -groups q@are 25 referred to as

"hydr oxy- I ower-al kyl". Unsubstituted | ower-alkyl
PEGERBlyHEn Ry AERAS, Qﬁimeﬂil?l@rmﬁé gd diethgTonihowed pattkulatly
refers taq | ower-al kyl groups which are nono- or
APeBiAnEbsti tuted with fluorine. Exanples of
fluoro-|ower-al kyl groups are e.g. CFH2, CF2H, CF3,
CF3CHThe @3¢ G2yl GFa) 20 memdvarRHadmzyclitiredicarofd to 10 carbon

h
ST AL R R A s LS B, o
ﬁydoh@@h atom wth the secondary ami no group

carrying an alkyl or cycloal kyl substituent and the

tertigmy tamh f“eﬁk&é’yo H&er@ @(F i@t ROO- S#HErdiaR’ @ an alkyl. The term

| fferent ;;tl ol C | Kyl ;substituents the two
et gtipedestn e e KogboEro b iag ey, such

as, for exanple - NH2, nethylantno ethylantno
di met hF)Heaunm 6ﬂuatoé0hgﬂ-aihoxyé ;refnttattchshe-f’reltlmm P, wherein R” is fluoro-

A PR ot B PO .o
dif6thyP saFshcHand. &y k@ﬂa@n%@é gI SkrEcul ar |y

~di nmethyl ami no. The term"cycloal kyl" refers to a

nonov ag }ﬁ%ptErfrﬁ %m&%b | CLdf&s fcﬁéjétﬁﬁ*ht Qﬁalﬁ olr ®rakidheddRelant saturated
rerera 0]

Yo B Sdonnt) & SoronAb Rt 8N R e woms

Theretpeefarabisl ooyl dagforasomhe ltomer-g]ﬂ@]upe Roufs as ddsentedrbelow also are

darrgtlerre%aﬂ(aeng &ﬁ)up? ok gﬁ:ﬂ "loerV\ﬁﬁﬂgHek ?iﬁ(rs t& §E§£1§htt Baf§ branched

dlt&ll@tt@aﬂummed alanh@mwdrp@q‘rb@xs gltO@PtOIﬁé t@) Mmfetabbd 0 601 3 to 6 carbon

d LIOTeRe of 1BWEF-aRYIKNE groBydamR IpRsreRéd.
(E%r?o %Cﬁalﬁ %213? Eéjcr)ogps grg e. grOEEF 5 ,eCFZH-O

O ey O Sy LN o EDETHS gt

Cﬂ}@ﬂefhbw thie iphiBeN gEbug, Wﬁicﬁ Rhn 8ﬁlﬂi¢ﬂaﬁ? bel Slit&tltl.ﬂéﬂib}’ tto 5, preferably 1 to
on._a

rgyts%bsil e&gsr %gepegﬁg% sele%d E: @]Fg o%n§f1?%5@%%£ra%‘glhlower-

adllorxy, hdlogeas hadrkoph, € Cfs, @upso,aa@me@a:b@rb’éftam,\/N@b glapxo-lower-

a%]%'le (?(} Er( ]Fxgggazl %g{lgx;? g%? 10tulealkﬁgtm)nyl aminosulfonyl, lower-

irlsfmoony Sows vl deEb e aouar-3 115?%9{1@ I]‘dﬁ)d%?éraﬂi?ﬁmrbonyl
%MQ—I%erla]kﬁ fluorpN& &L AkDRY, dycIo@ll&l 9hen?y1c$)@ addeadthfroxadiazolyl.

ht chai.n al kyl e
el b F BE P BTG o GO GRS - Furthermore,
caapiiroapd @n, bersebsaitiesd doddsdrebed e thel descmmw;nlﬁehw group,
preferably the phenyl group, which can optionally be

subst T{lé’l{e I?l *?%teépag)q fers FJ A z?rroﬁﬁlnx Sl? ke ered monocyclic ring or 9 to
subst i tuent's T ndependent y selected fromt gr Qup
chmembered bgqyclpcoqmwbtpkyz}n cqrapyese 1, 2 or 3 atoms selected from nitrogen,

oxygen and/or sulphur, such as furyl, pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl, thienyl,
isoxazolyl, oxazolyl, oxadiazolyl, imidazolyl, pyrrolyl, pyrazolyl, triazolyl, tetrazolyl,
thiazolyl, isothiazolyl, 1,2,3-thiadiazolyl, benzoimidazolyl, indolyl, indazolyl,
benzoisothiazolyl, benzoxazolyl and benzoisoxazolyl. Preferred heteroaryl groups are
pyridinyl, pyrimidinyl, isoxazolyl, 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.



20 al koxy, hal ogen, hydroxy, CN, CF3, am no,
am nocar bonyl, carboxy, NO2, dioxo-|ower- alkyl ene

wd@ toosm3Tagp e. g. a benzodi oxyl group), PCT/EP2005/010237
| ower - al kyl suf onyl, am nosul fonyl, |ower-
al kyl car bonyl, | ower-al kyl car bonyl oxy,
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| ower - 'ﬂhekbéhﬁa'ﬁ b@B)‘ﬂxenﬁ‘ﬂdred Iﬂbﬁﬁécyd@d KRBV 1o an ar?matlc 5t06

fl uoro-|.oner - alk fl wer - al koxy, cycloal k
pﬂlgﬂ{? eg);n%%cy éﬁ ﬁ%&(} olm;qe in ccp?té%éyxg Y e term heteroaryl" which
scinstiel subgitiedas deshﬁbagﬁn)ve boamiesa[ﬂeyllb,elow in the, descrlptlon Examples of

A A e T s
b@rruw dirghepyrazimyl. thisnyls xsaxa;bl‘yl peizeb)i axadiazolgls oniethiatyl Spyrrolyl,
@zcﬂﬁn@ﬁﬁ@@l f@?ﬁ?&ylcjcﬁl&o gﬂ @Q)tlgfizo?yltagd 1%% %?@ %o%q Prefered are

bIC crin can C rse
%elﬁ'ie &01‘%28?}11 ﬁmﬁ Hégahy rm Sorgafmbrad sronagydisieterearghgroup may

aISavfe Wrsybstitipydr pdteerh e. gpaérded:@iéb@lézirherﬁ)ircbﬁhé’dtfc‘))’llmth the term “aryl”.

%bg%la)}'}etteqP%gﬁrgé%w EZ o \éﬁlgwte ﬂ%%@eg} fn the description below.

trlazolyl tetrazolyl, 30 t hi azol yl, isothiazolyl,
1 2, 3-Thd tarth 49 oleyiber ddén(z}&lmhdmfﬁl refelrmdnoinydromatlc 9 membered

daziehy whlé}xe{éﬁcygﬁ%%ﬁé £20 d&rﬁ atoth§ 04 yc{f@dzig!)% n19roigen, oxygen and/or

ben20|so azo err’ed het eroar
}mrn%ﬂ esqy ﬁrﬂ)@feﬂy contexgwigy dley¢rm d)céﬁ’ZGiIinl" whigh can be substituted

t :{sl @Z@ib}éﬂ ab é\'el”tﬁtag aeafidéd K GM R R Y2 E0f. Eﬁﬁ&ﬁés' Jf l9tnll<91[}bered

scribed earlier ip. co ctlon
A B oa T R e S Sy iz G A @by asteb o biszolyl
dsi'nde!snollykmdi benzoisexadalglc Piefiriedrp xb@ﬂanedMyZl@ch@ét&%ZﬁBQroups are

mnocy&ﬁﬂ%lﬁﬂ%&ﬁ)emmgﬁ@& tegg oM %g%?{e%ggﬁg%tegoirg group may have a

rehtiéhten petigoyed. podesiripdzerlidesomonbediombeivlethertenn fdrgKt Preferably,
W fdledbliS] ERY Mrtne be kol ted asvlfms%kb gd Fhe\?vc?es%&i{%ﬁotrf Fepd

as descri bed above or as descri

descri | es 5 to 6 nenbered nonocyclic

het er &gﬁﬂmﬁ r%ﬂ"&g‘gp%rpépf‘lifeﬁ to 3 FPYRY Iy may by ldFS@b?fPChW a ngcleophile
py i aiedonddry amyﬂeazrmdal 1ea\hnggmhps s @Ay ml I @)S@?zqw&mmyl

z Y rro
3%3%60 6| é/d) tetraz o#’P :) o SRDi %?fy‘?(‘mff’%lg%’lﬁ@?&{rw ${q CFs = OTH), O-
B8yt hachlrawbblyslin OF&QzFLan’bI a'B), OXazatyitrophanXazol yl
and triazolyl. A5 to 6 nmenbered nonocyclic heteroaryl

gr oup THRYernh a@é@te@ﬁ %Ex%hh’t NF- OB rgqgﬁ}%sev(dﬂﬁﬁ% a%eusgé to a}grofept functional

descri bed ear ier |1 necti o
BrefRsy Bpfigulagy h@r@%&rwps) ﬁwpcffa?lb’h@@nﬁéess@fmvﬁe@mwoags are

deagylj patthdybaeyesati- mmaﬁylaﬁ,ﬂ ond t-bAtyT RS HeRYIBy19
menbered bicyclic heteroaryl refers to an aronatic

menber, | C whi.ch can co
at ons Cgéﬁl %(R} dé ¥ roé%unl ) %‘ﬁéﬂrm BEVé‘éﬁnigthcdﬁB?“egﬁplgﬁﬁé addition
asltdExamplosef Sabbpbarmconwa]é}xiccwttﬂie sl ategatts of compounds of formula

(D%% Bﬁ)‘si/dloglca!kg csﬁggﬁtgepﬁw SGHRSLd eslt%ﬁ d h?(ﬁ'?gﬁgﬁg llc?c? sulphuric acid,

e or as Int
ERIQ T g g NRarRheFis @cidppreyigh mgaméta@dwpyh agmetpsesalphonic acid,

W@n&lﬂ%ﬂﬂu}/&md laB&R! Hd, labthdRTD |tMﬂuoroacet1c acid, citric acid, fumaric
]ﬁzo%% gg%ohxc 5 benzox%ﬁg g
[AFFaricpids gl 2519 ReRlieyBa 26 kg tegm "pharmaceutically
Iaectepta(bhzrwlts"geﬁtsns saehesalth e]?bl’:qicﬁmﬂhbﬁtbﬁh)ﬂa (@niet which a COOH group is
g@&éﬁ’ﬂ c%ﬁ%@%ﬁéﬁfbrm 18 V\q&%%seﬁlxamp 1?4 51(1:chhseaﬁt(se Elrcfeaarllyahne earth-alkaline

roup ma
and ammomum salts such as e.g. Na-, K-, Ca- and trimethylammoniumsalt. The term

pharmgceuhcally acceptable salts" also refers to such salts. Salts obtained by the addition
of an acid are preferred.



substitution pattern e.g. as described earlier in
connection with the term"aryl". Preferably, a

waawensrasy| may further be substituted as descrdhERR0D3010237
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t he description below. The term,”| eaving group” refers
to a group that may be displacéé'by a nucl eophile 20
(e.q. } . ' ' LOUPS. ar
e 0. o %Ogﬁf IR SN ey LR I RIS G
=Ry undsoftsrmuligy-ir Whirhoatarkaxy @it ks he@ Sarert@E® an ester.
QLbyer-Alkyl; loweVAR B L dvethBIoR loveer ljower- _
O&s‘%]; Ola}é;g?;ﬁyiy O;N(g hﬂ??{%%ﬁ ]Qﬁg ter%d%n?ggtl,?ﬁ%r alleyl, mono- or
grbifer Epain B E‘&E@’f feholgfoélowé-ghvﬁpwele@eﬁ ower-alkyl,
Ipipctidmndbwelgalkyippi,pem inb filowbxanlkyl_, loywdt-abkyl- gibetiio-lower-alkyl and

r i Nng_groups, are -
pEag] Bt tee FAARL BEs o LA S ML IRHRS, PibrEmy! and benzyl
t esbert gle-paplorred giters) The mabyipodrtiy! efters eremsparidlly)prefamed. The term
{ OSHRPOBBAR UL o R0 AB R Eh D AN 00l S8 Emute (D in

EX es of such_ pharnaceuti ca accept a sa

Syﬁ?cg h@érww algveokfeep SPmvertsd tg %./1'963 cmrle?ponding esters with inorganic or
pbiganialacigs swedhlay, raangeaid, bhighdl i@ bha§ihdsic aSHCAtRSacid, formic acid,
h %ﬁ?%&i EE%j%CHds guhfh%%lc aci d, ngEhu us.acid or
pROSPHOIT 8RS BRI PRI ¢ “doPadahesyphogic acid, p-
nelirasedphphomic aat the k8 Ovigelt alewenesxit phivrihg ogah@ms.

acetic acid, lactic acid, trifluoroacetic acid, citric

acid, funmaric acid, naleic acid, tartaric acid,

'succinic acid or salicylic acid. The term

"pharmaceutically acceptable salts" refers to such
salts. Conpounds of formula (I) in which a COOH group
is present can further formsalts with bases.
Exanpl es of such salts are al kaline, earth-al kaline
and amonium salts such as e.g. Na-, K-, Ca- and
trimethyl ammoni unsalt. The term 35 "pharmaceutically
acceptable salts” also refers to such salts. Salts
obtai ned by the addition of an acid are preferred. WO
2006/ 037480 PCT/ EP2005/ 010237 -8 The term
"“pharnaceutical ly acceptabl e esters” enbraces
derivatives of the conmpounds of forrmula (1), in which
a carboxy group has been converted to an ester.
Lower - al kyl , hydroxy-I| ower-al kyl ,

| ower - al koxy- I ower - al kyl, am no-1 ower-al kyl, nono- or
di -1 ower - al kyl - am no- | ower - al kyl ,

nmor phol i no-1 ower - al kyl, pyrrolidino-Iower-alkyl, 5

pi peri di no-1 ower -al kyl, piperazi no-Iower-al kyl, | ower-
al kyl - pi perazi no-1ower-al kyl and aral kyl esters are
exanpl es of suitable esters. The nmethyl, 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 forrmula (1) in

whi ch hydroxy groups have been converted to the
correspondi ng esters with inorganic or 10 organic
acids such as, nitric acid, sulphuric acid, phosphoric
acid, citric acid, formc acid, mmleic acid, acetic
acid, succinic acid, tartaric acid, nethanesul phonic
acid, p-



t ol uenesul phonic acid and the |i ke, which are non
toxic to living organi sns. WO 2006/ 037480

wOeDDsEPA05/ 010237 -9 In detail, the present PCWEPRDTION0237
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relates to conpounds of fornulg (1) OH CF3 CF3 I\

Rl / R3 R2 (I) wherein Rl is hydrogen, |ower-alkyl,

or halpgeni, the pRSerR finVRAtian elitSs tocompduadest formula (1)

| ower - al kyl', or hal ogen; and the other of R2 and R3

IS -OCHR4- (CH2) m (CHR5) n- R6pHR4 i s hydrogen

| ower - al kyl, aryl, aryl-I|ower-al kyl, heteroaryl, or

het eroaryl -1 ower - al kyl ;CFRE1T5 @f@rogen or aryl; 10 R6

i s phenyl or aryl-Iower-alkyll, which phenyl or

aryl -1 ower-al kyl is optiong substituted with 1 to

3 substituents selected frq e group consi sting of

am no, hal ogen, | ower-ai %Bo-lomer-alkyl,

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

RI-0CO-Iower-al kyl, RI2REENC(O)-I| dWer -al kyl,

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

6- menber ed nonocyclic heteroaryl which is optionally
$Ptuted with 1 to 3 substituents selected from

t he group consisting of |ower-alkyl, fluoro-

IFwer -ighydtbgerh Rivegeatkygod haoydn; whi ch aryl is

optionally substituted with 1 to 3 substituents

sel ected ) c i Sty f_am no, hal ogen

e Koty RO i P SR, Sl ar®

hydr oxy- 1| ower - al kyl , R8O C(O) - R1 O -,

Rtyw otherp} - aqdd%ef :%1%Rf‘(@iéﬁﬂ%%‘3§g(mr - al kyl ,

| ower - al koxy and aryl - | ower-al koxy; or R6 is

Rimeniehpdlo it kshdr allB eyl caylylowahhlihl, hatetyatyil andleteyoaryl-lower-

substituted with 1 to 3 substituents selected from

t he gr B consi sting of |ower-alkyl,

fluoro-1lower-al kyl, 25 halogen and aryl, which aryl

i® optis bpdrbogsn sndrgli i tuted with 1 to 3 substituents

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

l g“ er- gﬁé/rly'l of 1901l QUET, whadhkdHenyl Bt GE-AXYwEONRY1 186 ptidnally
o ési%stithteﬁgwl:gho{\'% 3Ogub'stit§ents éiic(t:c(eg grornI t%\évgrroupaclogyilsting of amino,

halogen, lower-alkyl, fluoro-lower-alkyl, hydroxy-lower-alkyl, R®-0-C(0)-,
R°RNC(0)-, R*-0-C(O)-lower-alkyl, RIRPNC(0)-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-
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-alkyl, hydroxy-lower-alkyl, R%-0-C(0O)-, R°R'*NC(0)-, R"'-0-C(0)-
lower-alkyl, R”?R¥’NC(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®-O-C(O)-, R°R'°NC(O)-, R"'-0-C(0)-lower-alkyl,
R”RBNC(O)—lower-alkyl, lower-alkoxy and aryl-lower-atkoxy;



R12R13NC( O) - | ower - al kyl, | ower -al koxy and
aryl -1 ower - al koxy; WO 2006/ 037480 PCT/ EP2005/ 010237

WO 1@6087486 i s heteroaryl -1 ower-al kyl which i s PCT/EP2005/010237
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optionally substituted with 1 t 3 substituents

sel ected fromthe group consisting of |ower-alkyl,

f1 uoro-1 ower - al kyl , halogen and aryl, which aryl is
option

ubstlt ted to 3 su uents 5
o0l ot SR BRI Skl Rt P g ST s rgerco 3
| ower - sblsituentsiselected fromethe gl&:lulp}tbnsxktyrcgroﬂtywér%k’)ﬂ f&ldfbdlower alkyl,

222313%@%3) 13% '\@fuk Iaryl ﬁ%&é&%}r@hbiﬂvﬁg Wth Y d 3 substituents

aryl - 1 gl gr@up rensisging of Aninophalpgame tovedk ajlyl, @Roro-lower-
7. 10 Réylj eydby-loni 1, R%-entionakPyogebst i jut -
l1to 3%?5%@?@@? nts %gelct ed f(r%mthe P? R édc(\@ lgwer alkyl,
consi s Wff aliody lgyemalkppiand %VIRIQWEI akOXY,

fl uoro- Iomer al kyl, hydroxy- |ower-alkyl, R8-0OC(O) -

R9R10N<§%(L§)i§’o% 0olo cr)@l((y?_ ~al kyl , R12R13NC( O) -

| ower - al Fower & g aryl -l ower-al koxy; 15 or
R7,is heteroaryl which is optionally substituted with
Rt o 3s subwhichiepptionsly sdisttited wishnl tth a8 sgbsityents selected from the

consi sgrbiig c&ﬁsmltl%@’%f aldey Balo%Ma lr( aﬁ&f Eg@éﬁéwcs)r alkyl, hydroxy-

hal ogen, a [ OX

Rgmoﬁ@l"@) MR&IO&%{)Q Kg 10 (_Cé)| k%’%{ 0-C(0)- lower-alkyl RZRPNC(O)-
R12R1 3bigt Qi) lphever-alksyy and ﬁweromf k% .
aryl -1 ower - al koxy and aryl, which ary is optionally
substltuted with 1to 3 substltuents selected fromthe

gr oup @diiss ketenogrydivhichGs omivenHpddbgtituantivhil g8 BubdBBients selected

R9, RId, mla#l%rr gé%or?sqk(ém ?10"\«)@9 ﬁc?i" %&t”ol %we%%pggfjgcﬂﬁen amino,

ot her are en or Power-a

i sOor Ihydsesar- SW@TﬁﬁﬂeEtﬁhQ(Pk éﬁ@@%)eR%aﬁﬁﬂCﬁddwm:ﬂkﬂ

est er R tierend)-IdR: GagRaAGSIRf ! Wf XPAE aryl, which aryl i

i ndi vi dual | géeferr ‘and SIO |ca k% accepfgl

salts Otpﬁl@ %%ﬁ‘ pffedarith i ? S%ﬁ”é!“éls? egiecafiem the group consisting of
phar mdceutilkdlahy halogept abl e esters thereof are

i ndividually preferred, with the conpounds of fornula

8)oh 1pAarnrt 1 f d. s _Of
(Ii R ll(ﬂgl ?ﬁ‘; ahﬁ#aﬁlg d%% eﬁgr}tfy:,rf%?e% egc-s%/e & oz?}e) g @oz?rgﬂ%lower-aﬂcyl;

and can_ therefore exist as an enantioneric m xture,
diast &t @EMric nixture or as optically pure 30
conmpounds. Preferred conpounds of forrmula (I) as
descr iipedr pbove are those, wherein R is hydrogen,
chlorine or nethyl. Fydrogen chl orine and net hyl

L,Ag] 'pK rma%eut)fcaﬁ}(f) chctefattagle Saltsh feseterrsetgeregp odi ment s.

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 (I) being particularly preferred.

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 optically pure
compounds.

Preferred compounds of formula (I) as déscribed above are those, wherein R! is

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



WO 2006/ 037480 PCT/ EP2005/ 010237 -11 Ot her preferred
conpounds of fornula (1) as descri bed above are those,

wonvberesmso one of R2 and R3 is hydrogen or | owerCEER20D5/010237
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and the other of R2 and R3 is -0 CHR4- (CH2) m
(CHRS) n-R6, wherein R4, R5, R6, mand n are as defined

above Ovhéreprpfeaté tdﬁzﬁﬁo@rﬁcﬁ of (drasiga AP H@dﬁdﬂ‘iﬁed AMaGE %’e@h(ﬁg wherein

g 8B e TS S S e

Aﬁ@Hbl)&i‘(@ﬂE el edhereaibddi R Rf , bnd harepersebﬁﬂéd almﬁeanoﬁHpreferred are
" Btk esmbuSAIRALRASRL of @t a0l ) ity eﬁﬁ g%‘ ighydrogen,

above, erein R hy drofgf
ﬂWWN@R%&@MWW@ﬁ @@wwmwmw1M|s
hydr ogen, |ower-alkyl, or aryl-Iower-alkyl, nost

prefer ahbmey\:tiﬁlf@tdﬂl éﬂﬁ‘bdﬁm@ﬂt@ff@lg@ ese@iﬂrﬂ%hu&{ rel?ﬁ&zt}{)lcomgounds of

rarafe O - SRsethssioes et ﬁpﬁ&a&%%&' kRGP aryllovier-
f alkphy breoré pz)efasblyimerembﬁﬁls abd)mgerﬁﬂ@/vdrmblsﬂ,, orW‘Bﬁﬂ@W@r 8lkyl, most
' Er erd gv}ﬁ% éor? Ra{smb{dro £ erﬁétﬁi/ll% benzyﬁ % n)}'?ge\lﬁ;fr}%ﬁlyﬂ gncf%enzyl

pﬁ?@ﬁwlwogﬁﬁgteunraﬁe@ad mnbndmz&ncs. C( 0) or R6 is 5-
to 6-nmenbered nonocyclic heteroaryl which is

opt i on@lhet pearbgtd &‘Hﬁﬁ&hﬁ@s bhfotmiu® @) aslﬁs&ﬂ)@atabf)ﬁeeef}g 'fhoae, wherein n

sel ect fro the consi sti ower - a
aPyli 20 AhiiE Y Fiﬂeclﬁ nge{s*rﬁiﬂl;ﬁné&%m}tew]ed with 1 to 3

substituents sel ected from the group consisting of
haI ogefipmipowsds-ahdeyin, R5fid p}mn@mmms-@luwhuy substituted with R®-O-C(0Q)-,

ko s ISl mofa AT aall R I) siaped with 1103
pribritacats selpeed frem the Byoupmonfisingad lawe- kb sed enipictdayl is

' V@;ﬁ’icﬁiaﬂir Rbstitut@emK 1 to grsu%tlhéxt@s)éﬁ%@mﬁl \fl‘{% g@gudp con31st1ng of

20
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35

zoly bst tuted ower
pﬁ@ o T+ eﬁ% loveer <l PY‘%@?%&PWHM#? 0ge®(O)- and
f RIRdhoe d)py\ﬁheraﬂn?l}ﬁ R?Jz[nchB(Ia léft@%)é deONEIr bk & )éke alb@ﬁx%ferred R%artmularly
par ar rerer re HSe. COo
i8¢ eﬁléeﬁ e tohs 3] SRS W@lﬁrgﬂyﬁ S@hwﬁmrwfﬁ S5PEPY 4 Wpich oxazolyl s
5%1{?@‘111!1113?&(1-\21{1@ Bwer-allfyl arat pirenyth which pdayl Js mk@ﬂt@kedélwﬂt hal@éen, ﬂuoro-

210(()«1?% it f%}@ﬁ%w nfgglg%(l Mo?e g%{l?%ﬁﬂ}p ﬁ%ﬁeerﬁetd a,r%%}éoﬁ% fo&ﬂpounds

rehereik tlé)P]é@fo@u(ﬁd@ﬂ@P PffeeYlMI-@ei(liWOWOHéstﬁrMedmyl 2-(3-

a2 ro B y1eh HeniR0-dx8201 2 R/ or MR AR BxRnethl- PR t -
|§ subst|t5¢ed5§nth 1 éﬁ stltuéﬁ?.gé%%c on1?%}ﬁmomu014
gfoup consisting of - hydroxy-| ower-al kyl ,

R11- O C(O -1 ower - al kyl and RlZRlShKXC»-Iomer al kyl, or
R7 i s Awmdtberqarfeired emboteeknt bbiie pték&t@ﬁ@&iﬂoﬁ&@l&tes td &npounds of

%n}ﬁﬁﬁz(?) ;ls %]esérl%gcﬁ QIB% Jvﬂérfn% b%lﬁ@ u\%}é%rflpﬁ{} %%Lwalch is

het er 'ona 1y~sl
tSGbgltgtﬂééfflﬂt h@khsgu@ét @@F@d ffomo thetgheupemuitivg nEhgtroxyglower-alkyl,

qi“J@n@%oa 1@1«&3{41@1%& www@') 18hvE b1 nﬁr 5@*1@ A¥erodfls@Bted from
E y i S QE % Y. gr bstituted wt
the group consi tmg ot benzo[d]1sothiazolyl and benzo[d 1soxazolyl 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 above. Preferably, R’ is phenyl substituted with
lower-alkoxy-carbonyl or lower-alkoxy-carbonyl-lower-alkyl. More preferably, R is 3-

methoxycarbonylmethyl-phenyl, 4-methoxycarbonylmethyl-phenyl, or 4-
methoxycarbonyl-phenyl.



wherein R', R12 and R13 are as defined above.
Preferably, R7 is phenyl substituted with

w0 zonen37agkoxy- car bonyl or PCT/EP2005/010237
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| ower - al koxy- carbonyl -1 ower-al kyl. Mre preferably, R7

_is 3- nethoxycarbonyl net hyl - phenyl ,

4- :TEI mwg&b gléﬁéﬂ&hb?(dmﬁv%ﬁdg}tge ?%%%rﬁ élg@ntion relates to compounds as
met_ hoxycar bonyl .- phe . . . .
P eEAksS,Ygaisin 70 15 D1t 2Rt Fﬁwﬁfrgm s /b bdfr AEReUI}s wherein
trh & (4RSS Rdreinty et individiellptestitwte posfproedasbadimedsfdf tecbresent
above, rein.mis 0 to rti . mwherein mis

G on OFRE B ekidnamarnds pR o rALn BEr I T TS

i ndividual ly constitute preferred enbodinents of the

pr esedt a preforsed pohodidientef the presentdey BHAPOTATS tag.gnore preferably m

tiﬁ@%ﬁ. (‘Ml'ﬁ?@l:hﬁls B bsindila @) ddUelertedlaBbvee hhersogig®ilto @nstitute a
the present invenfion, mis 0 to 2, nore preferably m

ipgeferred embodisnans ahde PEFSCRGRTRAIST (1) as descri bed
above, wherein n is O also constitute a preferred
enbodilapatticafar| prefeped sempoumisant theromippupds ¢fi forthala,(I) described in

ferred . th :
deSermidts £ nee ge o b ey SR B Rt QT Apfble als s wel
vis iphaasagehtealipeeupiablelestyrsabereph abl e salts as well 10

as pharnmaceutically acceptable esters thereof.

Pref e5teded Qwﬁym_&ﬁorﬁﬁﬂﬂ?b are(thdsedElectbd 656 GRS nsisting of:
fromthe group :‘:@‘2& 2

ng.of 2-(4-{3-
(04 B (BT ey P L bFED e E Bt Ao prgp Ry eheny)-L1 133,
- kMY Ipropanylol,- 1, 1, 1, 3% I3 3- hex?fl Eor 0- pr opian- 2-ol,
3- (3-.13: - 2.2 T (o - 1 - -
S iRt - Bt S5V hopg-propo-
pttenyl) jprppiopicanidetlat esteret hyl ester, rac (4-11 - Phenyl -
2o 22532(2;2, 3 14 10 ydroxylY iR - -phen -
“rac I(L¥_I{ %gpgrlg'?étzﬁg?_l—(-z’?é% Eﬂ)}({h&&? p}ﬁ%)ﬁdo?(?}l’]yg{ fi0se} onlethyl ethyl)-phenoxy] |
etthowyiphehdhpédricacidmpethdestgnnet hyl ester, rac

(Aa@ﬁ] Piogay 028l 854 2 el Rorb ! 1-hi di6ky0 1 liriishosneyhil -etiiyilf-bhihoxy] -
;% @%ﬂ‘zﬂl‘a{eg%lg& tic-a%q,enoxy] - ethoxy} -phenyl) - acetic
Araf 4-{Priateyhl- 2{442,0 2;tBiflRoto- 1 -hiydionp-1H triflydr exgthit-ethyl iphemoxy] -
g%ﬁwlb?fg%ggggid&%ﬁ%&]’_ et hoxy}-benzoi c acid net hyl

[ 4 1-24-22,227Fiifluarorlehyddrbyd t-esiffudromettfyl-eBrybnphampicylegthgxy) -benzoic

ﬁry%’leﬁﬁ hoxy}-benzoic acid nmethyl ester,
y

'P{fﬁ%
2-(4-Benzyl oxy-3-chl or o- phenyl
-2 i—,szgf,lcac,Ysi%lészarplﬂréWB: Léﬁﬁéﬁs&é@)@ﬂ}mr%y@a@'%@a B

e%l@/JBf@nyio;é}-3-Hﬁttﬁwlph@;hﬁﬁy,I1)1,3,3,31heiaﬂubrc3psop&n-2-01,
- X% uor o

24 ( ZDERAY: W&S&}%’ﬁéﬁ’?’f% tl??llfxif,hf‘sp,rg:pg?ﬁaéji 4 %uor o- pr opan- 2

- D14-BentylexBeh 7 dliroxtiyl3pitengl) nist, hji3;3pheafthyro-propan-2-ol,

-y En Sy Spiaya U5 85PEARAs 5 Rbpan-2-ol,
(4-{3-[2-Methyl-4-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-
propoxy}-phenyl)-acetic acid methyl ester,
4-{3-[2-Methyl-4-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-
propoxy}-benzoic acid methyl ester,
3-(4-{3-[2-Chloro-4-(2,2,2-trifluoro-1-hydroxy-1-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)- phenoxy]-
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2- (4-Benzyl oxy-phenyl)-1,1,1, 3, 3, 3- hexaf | uor o- pr opan- 2
-ol, (4-{3- [2-Methyl-4- (2,2,2-trifluoro- 1

WO boodiosxge | -trifl uoronethyl-ethyl) -phenoxy] PGDEP2005/010237

propoxy} - phenyl)-acetic acid nefhyl ester, 4-{3-
[2-Methyl-4-(2,2,2-trifluoro-1-hydroxy-1-trifluoroneth
%h&&?yhém&f&{myﬂhyres&&opoxy} benzoi ¢ acid net hyl

150 6%@@ (223 15ifpqrerstydr pat Sifue ot e dRhgpoxyl-

, pko;ﬁbcbybhenyﬂ)hamﬁxydldmeﬂMpﬂmy} phenyl ) - propi oni ¢ aci d

G e £tz earguore L pvsaay - Epm s ey pha
lpmmbdylybenmdgdc) me bcrstﬁX,y] pr opoxy} - phenyl ) acetic
| {ﬁ [&nﬁtemﬁ -488h8L r1fﬂ10{§'1 }[ﬁ% %pfrmtfbré%eg)y?—eﬁfyl \&)Héﬁf))@y

roxy rlf uor onet phenoxy]
EOQIBJXM m1¢md EP2005/ 010237 13 pr opoxy}-benzoic

Q@J{ﬁi— m&)‘lkl -£33 0. trifldodo3t-h ?Idroxy 1-trifluoromethyl-ethyl)-phenoxy]-
2-trifluoro-

IPIWDLP erfDX} ?Clef‘[g Eﬁi&’omet hyl - et hyl ) -phenoxy] -
[64-0 P43} Dl H4)- (a2 2ttiiffu@oi dhydrbiay L -te§ terometh fl3thyl) -phenoxy] -

%é?}hoﬁ% gﬁ%?@—acﬁn %a& 2-trifluoro-I-hydroxy-I-trifluoro

enoxy pr opoxy}-benzoic acid
r4e{t3h 6-Bémethyl-4- (2{23_tr{ﬂ]gonmﬂﬁydrmc/(lztréh@r@mﬁﬁwbéqh@l) phenoxy]-

%cg{y )B¥n2101&{c|1ci| uor onet hyl - et hyl ) - phenoxy] -

e A bhmetiy Chnfad g tebr bt g By 00 henoxy-
ﬂ'\'lﬁ? P¥¥hzoic &[@J@l@ﬁh}ﬂ estd@heg)ﬂz) a;llebl (r: aci ﬂ 10

(éﬁf 2)}}% tgﬁﬁ%; 2% %@8%]{%%7%1}06%&(% ﬂ]flolggmeli%?y élt) henoxy
gbiedlyl-probxyHphe byl Dpregitnik add nfe2hy? eet r i f | uor o-
64gg%r? ;fﬁ/ %é tH;l 4f i@ﬁ SHEM}%' T- ﬁ%cﬁwé)) %)ltﬂhﬁ&‘?))fﬁ(éthyl ethyl) Ehenoxy

nzoi ¢ aci
pthnenflrru@p@xy phepyliraestig.acid methylfeptghr onmet hyI et hyI)

@{(Sp@mlmm%ﬁﬁt quwﬂue&nzmxa @cgudtrrfmtohaﬂne@@t-etmyl -phenoxy]-3
Met.h trifluoro- 1

H%’;?HYloBéf?PO’FY-} th@?@&%‘f%fﬂ?f‘ﬂ%“%‘t hyl) -phenoxy] -3-

gaqw)l 3-Phedxy 4~ (Enylifludb aphplioxy- aeiiflusmeiivyhyl ety phenoxy] -

[%ﬁ%’é"ﬁ)ﬂheﬂylk -3cegic 3cid methy] §pten hydroxy-1-trifluorometh

- staywt)enylphéﬁé&,gz]z Hlﬂuomhbflnyﬂwpwdp@»fﬁy/lprqméthyll-?th‘d&@bmoxy]-

3’%?@5‘? %E{Nl iAo E metgh eSter ri f1uor o=l - hydr oxy i f

(Gdf Dl etbrlrﬁzﬁZ %ﬁ@ﬂwﬂl i}y drgREhyTiEP ‘385})?1 %{%ﬂka gnoxy]-3-

3SHeHylOBloBYky) §sHeBY1)-acetic acid,
4-{(S)-2-[2-Methyl-4-(2,2,2-trifluoro-1-hydroxy-1- trlﬂuoromethyl ethyl)-phenoxy]-3-

phenyl-propoxy}-benzoic acid,

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

. propoxy}-phenyl)-acetic acid,

4-{(S)-3- Phenyl 2-[4-(2,2,2-trifluoro-1-hydroxy-1- tr1ﬂuoromethyl 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, '



(4-{ (S)-3-Phenyl-2- [4- (2,2,2 - trifluoro- 1
-hydroxy- |-trifluoronethyl-ethyl) -phenoxy] -

W@ R@POXWEe phenyl )-acetic acid nmethyl ester, 4-BCT/EP2005/010237
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(S) - 3- Phenyl - -14 -
[4-(2, 2, 2- trlfluoro | - hydr oxy- 1- trifluoronethyl -
e?.ﬂgﬂf(y 5 l@hmb)(lya]soxazdl& plmogpioony ) -phemibil 4,168 3,4- i fydro- propan -2-0l,

PR iR 5 [4-(5-methyl-fsopazal 3-vimethoxy)-phenyl-grogaty 2-o
yi»lelﬁaz»jal Bt %r%‘l é%ﬁbiﬂﬁéﬁyphqnybw&}zqdnml )-yhnethioxy)-phenyl]-
n4e- - y
| - hyd |-trif] thyl - ethyl)
e rons i uorominyt ety
(5)l,3- Phenyl -2-14-(2,2,2-trifluoro-1- hydroxy [ -trifluo

r9 rfEt 9, ,|2 '?11(1@13(&2331—&7{%]oxx]énﬂggr%?r?e)ﬁ%}bet yrl])egl‘\{enox;fr%%te}fyl Cbenzmc acid
[mf(lg’lgtqrt rifluoro-1-hydroxy-1-trifl uoromethyl -ethyl)

Ao m“%%g(?’%%ﬁfﬁ%?? RvAE R gt iatseo =
BheilYI BreeeyY -eegeiedFid. 35 phenyl } - propan-

p}” i {éﬁet b oxy- rghen% )0 b oélarllmromfthyl ethyl) -phenoxy]-

1Prfp‘ixygy@e§y %Hclal‘i 0- 2- [ 3- et hyl - 4- (1- pheny! - et ho) Oy
) 3-phéR)FI-Phergpani42o0,2- tﬁﬂlf(ﬁo 1-hydroxy |—1 Acrlﬂlllorotn?]ethyl]ethyl) phenoxy]-
ne oxazo nmet NoxX
Zg égfﬂh%hgo%bgﬂé % EléixatF%lo?tS pr opany2 ol , V\{)
ﬁ@ylpé‘[’ﬁ@@,@e@/ﬂgmwghydroxilﬂ ﬁiﬂuoromethyl ethyl)-phenoxy]-
[BopSxy- ')Jﬁ}{énc'a%ﬂxrﬂgtﬁlél'e%feyl met hoxy) - phenyl |
41 H? exaf | uor o- pr opan- 2- ol ,
iR 133 %ﬁ a(@}%férglug)ro 1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-
[pckop&fyr}rejehydm bEOXRE) estery| met ho?ly) phenyl ]
%4 {) g(%l)m?’z E%d_y&Zéﬁng}PZ 5 uor(')_—ki— drcle)gfr—lo tr1ﬂuor0methyl ethyl)-phenoxy]-
Prgpmmhazﬂb?ﬁoyémehhdxy) phenyl] - propan-2-ol, 5
]{’(ﬂ) ﬁ ﬁregyl’-_%zﬁq ?9 Stg)f(léc%rgl[flkydrlor)% i ﬁggiom?}h%vh)jl)—phenoxy]-
%95@%{ ph Qn)df)—acetlc ac1d
3 [(R) B2PKengt-T1if(h yor r t
A){( 3(3? ng i- (i (F]Q‘Qbfe?lrggaglf%’ qa A5y ItfzjhffL}olfQﬁ@ﬂi? I@rylkrl')ep ha¥oxy]-
f?}(‘%)y % %hyl 4- (2, 2, 2tr|fluoro | - hydr oxy-
12- {4r |2 (3uGhloz@phyhyl B 5 Hivd thyl-dxa s 0 yihredhoxd . 3- methyll phenyl}-1,1,1,3,3,3-

PRSP RI hrCoP  ary ( ( PreE

I2- B Phlorwd ddeBhaploretihgh)l) -Sphethpixydazel- pybpeakydy] -pHeenyi,1,3,3,3-

h@ﬁﬂuo?o %ﬂm Bol 4- {(R) 3- Phenyl - 2-
trlfluoro hydr oxy-1-trifluoronethyl -ethyl)
lplh]eﬁé -Hexafluoro-2-(4- phenethyloxy-phenyl) -propan-2-ol,

2-(3,5-Dimethyl-4-phenethyloxy-phenyl)-1,1,1,3,3,3- -hexafluoro-propan-2-ol,
2-(3-Chloro-4—phenethyloxy~phenyl)-1,1,1,3,3,3-hexaﬂuoro—propan-Z-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-methy1—4—(S-methyl-Z-m-tolyl—oxazol—4—ylrnethoxy)-phenyl] -
propan-2-0l,

2-{4-[2-(2-Chloro-phenyl)-5-methyl-oxazol-4-ylmethoxy] -3-methyl-phenyl}-1,1,1,3,3,3-
hexafluoro-propan-2-ol,

1,1,1,3,3,3-Hexgﬂuoro—2— [3-methyl-4- (5-methyl-2-o0-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-



propoxy}-phenyl)-propionic acid nethyl ester, 15
(4-{(R)-3-Phenyl -2-14-(2,2,2-trifluoro-I|-hydroxy-21-tri

wo bavensmet hyl - et hyl ) - phenoxy] - pr opoxy} phenyPQF/RE®D3/€10237
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acid nethyl ester, 4-{ (R -3-Phenyl-
[4 (2 2, 2 trifluoro- | - hydr oxy- I-trlfluoronethyl et hyl)
hestosy] - pheyl Ppopyh-PeInzoi ¢ acid methyl ester,

%‘*&%—5 E Ty LT SN SR ——
pylgpdxyc}z -3phethyl-phengl} apiopari-e- cﬂ,Cl d, (4-{ (R -3
f I?? 'ﬁ%{lox% -4- E[énf]e%]?yg&z%t Bffuoy%[n @e?lglﬁz(c}ﬁzol-&ylmethoxy] -phenyl}-

uor o
ﬁ?élwrg-pw@pr?cohcud 4-"t (R) -3 -Phenyl -

[24-[3((21,1&024 3k b@1207-thlyl-oxazol-4-ylmeth ]
, h]ydr o? Ol -grl R hyloxaéztohyly)mepﬁ)ecy) E(hejnyl }-1,1,1,3,3,3-hexafluoro
1O 3

prOBd% % benzoi ¢ acid, 25
2 #JhPoro34- Q‘#K:otkiloﬂhph% )) ﬁnﬁﬁﬂwxaﬂ%ﬂzﬂbeﬂuo&&]lﬁh&@l(}ﬂ 1,1,3,3,3-

hen , 3, 3- hexaf | uor o- propan- 2- 0l
Zg.exnﬁég% rBB zéf}l 2- -chI or o- phenyl ) -

52- [hbﬂhyqrodbcéimetlwlﬂkmﬁﬂﬂm}ol -dpflerestiaey) -phdnyl]-1,3,138,83-hexafluoro-

h;%ﬁl&ﬂ 4o410- pr opan- 2- ol ,

3, 3- Hexaf | uor o- 4- phenet hyl oxy- phenyl ropa
n2 %3 S%forogb (5-methyl-2-(3- trlﬂugromethyl phegyl) o¥cazrc))l 4- )}im)eth%xy] -phenyl}-

2}13»35'33hﬁﬁtﬂh&$fcfrro@ﬁﬁfle&hy| oxy-phenyl)-1,1,1,3, 3, 3-hex

?% %?Eﬁigqx g r42&2&eﬁlé?rﬁﬁ'83?§hy&flﬁ’é‘ﬁwla 5- rnethyl oxazol-4-ylmethoxy]-phenyl}-

-111 1,3,B, Bh&saBubexpfolpanoelpr opan- rac
-(.1-
%3 &2 ﬁ %‘ i3 g‘gﬁ%ﬁg}j rget%?[l— af’glgz%-% tl'{%vgyim% 16)%% 14,1,3,3, 3- hexaﬂuoro-
IEOH@IQVI 4- (5-met hyl -2-mtol yl - oxazol - 4-yl met hoxy) - ph

ey 3301’—1&9% £6-9L[3-B3meth
D Rt By G 2 oo ezl A imsthop)-phesylrpropan-2-

- mst hyl - phenyl }-1,1,1, 3, 3, 3- hexafl uor o- pr opan- 2-ol ,
]1, 01,3 335, BI,eﬁaﬂd@Xc&le{lC{BQnamyl 2-(3-trifluoromethyl-phenyl)-oxazol-4-

o-tol yl - oxazol - 4- yl net’hoxy) - ph
%n X’é eé’&ﬁzvr@l)arx%'i 1, 3, 3, 3- Hexaf | uor o- 2- { 3- net hyl

-24 3 25@2ﬁ€h}wd> thH)(lBS{methjlltmcraDcﬂm Wyﬂethcpd?]':‘—@hbﬁylpl( A2%,3,3-hexafluoro-
%Ql ?/ 037480 PCT/ EP2005/ 010237 - 15- yl methoxy]
propan-2-ol, 1,1,1, 3,3, 3-Hexaf | uoro-2-{4-
[12LJ( 2: f3l H@ﬁﬁusrq@t Brytp-rpéthylyl-yn-Eolyfetxayol- %ﬂamdhoxéz} -phenyl]-propan-2-
wi,met hoxy] -3-net hyl-phenyl}-propan-2-ol, 2- { 3 -Chl
(4-trifluoronethyl - ph nyl )
g’x{%z ércgl y’ﬁe@éo?xg;}ﬂuo&] érﬁﬂd}roxy Etriflucromethyl- ethyl) -phenoxymethyl]-5-
pethyl; al3-fisbahidcioicdd eyl aster2- ol |
2-{3-Chloro-4-[2-(3-hydroxymethyl-phenyl) -5-methyl-oxazol-4-ylmethoxy] -phenyl}-
1,1,1,3,3,3-hexafluoro-propan-2-ol,
4-{5-Methyl-4-[3-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl) -phenoxymethyl]-
oxazol-2-yl}-benzoic acid methyl ester,
4-{5-Methyl-4-[3-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-phenoxymethyl]-
oxazol-2-yl}-benzoic acid,
N,N-Dimethyl-4-{5-methyl-4-[3-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-
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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2-
[ 3-Chl oro-4-(5-net hyl -2-mtol yl - oxazol - 4-yl net hoxy) - ph

weopbp37hsd, 1, 3, 3, 3- hexaf | uoro- propan-2-ol, PCT/EP2005/010237

2-{3- Chl or o- 4-
[ 2- (2-chl or o- phenyl ) - 5- nethyl'éxézol 4-yl met hoxy]
(@nﬁmﬂ bzlz inﬁugm&l 3 dﬂ&mfﬂnlﬂqwm@étﬁﬂa&hﬁ) ?hen&é} gthoxrl -phenyl)-

hyl - 2-0-t ol yl - oxazol - nmet hox
éﬁ%ﬂ‘]aa rile Y efte@ 3 3- hexaf | uoro- propan- 2 ol ,

234(3- @IQQEZJTﬁﬂuoro 1-hydroxy-1-trifluoromethyl-ethyl)- phenoxy]-ethoxy}—phenyl)—

[ 5- meth | -2-(3-trifluoronethyl-phenyl)-oxazol -4-yl neth

35§ 2%henyl }- 1,1, 1, 3, 3, 3- hexaf | uor o- propan- 2-ol , 2-

{(8-{ (Ef‘[lﬁld@d % Trifl@ero41-hly doxp-13triflebiyohethylestlyyl)-phenoxy] -ethoxy}-phenyl)-
- oxazol - 4-yl met hoxy] -phenyl} 15

féitrgeac ’3, 3-hexaf | uoro-prop an-2-

[r2c (%{leﬁhwb-?dﬁe(ﬂﬁ 2 I@‘%ﬁé@ﬂyﬁl}’%&)@fzb[tmﬂ,ugfpm@fhy&,fgqyl) -phenoxy]-
a@fﬁﬁ?}’?}leﬂyl)lac]etl@aﬁd%’iéﬂﬁ?‘l%ﬁtwor o- propan-2-ol,

| uor o= 2
csie iphent oo e LSty e hoagyoropanyefh)-phenowy -
h2ny1phcet126c1al 1,1, 3, 3, 3- Hexaf | uor o- 2-{ 3-

[ sﬂgfelﬂ%e%{}é% ¢%ﬁ { } }g? Pf'ﬁg zy 5 ZPtqgln%égc} %é(%%o% f"trlﬂuoromethyl—
(efhyﬂhpbﬂmxmhetﬂnybk}) P}E—nﬁbtah;&hmm@azol 4-yl met hoxy]
fotll@[lwgé g41 g;lt?_xéo gyﬁénﬁ; B@a%f 5R1R220R kARG Ztx} -phenyl)-1,1,1,3,3,3-

uor o- 2-
[BxgfbioretgPan29bt ol yI - oxazol - 4- yI met hoxy) - phenyl |

'lpf OB3IB- IZI'exéﬂilo@J) -2-{4-[3-(7-propyl-3-trifluoromethyl-benzo[d]isoxazol-6-yloxy)-
& ’;Y%g?)% gjg?IZZtrlfluorol hydr oxy-
IPTPPOR ROEBEPRR & AY1 ) - phenoxynet hyl ] - 5-
riIEI h,‘ji)]3 s Kazadluoe-HB- Be(Tzmbpylak trifluved inythykbéren [ d | &oxqzol-6-yloxy)-
hy dy oxynet hyl - phenyl)
HgoPre)fy _hén&lgf (igpaﬂry?%et hoxy] - phentﬁ
(44343322, BTriéxafd- hxbwdmwdptrélmlom ylhyl)-phenoxy]-propoxy) -

gﬁh{eﬁ IW%EQ}Qacf&rB@th Pester2-trifluoro-I- hydr oxy | -trifluor
‘ﬁ | -eth - pheno yrmth%d- oxazal - yp - benzoi c

6( 8 [FQ?E(I Hyd- %g@p@w- LI hydipxydr Fijuoremethyl- et €noxy|-propoxyt-
phel )%c@:rctarcidf hetBFester hy dr oxy -

L%f 1508 PPt o KERE SRR -} -phenoy-propoxy)-

iahﬂfﬁtlh—yirephon{cacx@ﬁnﬁhﬁ estei,fahdor o- | - hydr oxy-

|
LGP ST B o R R R pheppypporon -
Ph@?ﬂlﬁﬂgplﬂznlcraﬂdl» uor onet hyl -et hyl ) - phenoxy]

a%wmesy&m&ha g)atce@@a%lé ltds LesteRd iybeoest er,
(4-{2-] Trifluoro-I|-hydroxy- I-trlfluoromsthyl

ethyl )Partp cu?ar?yxgr]eferre hox&)uﬁﬂ or%¥or;nula (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,

rac 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—phényl)-1,1,1,3,3,3—hexaﬂuoro—propan—Z-ol,
(4-{(S)-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-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-
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acetic acid nethyl ester, W 2006/ 037480
PCT/ EP2005/ 010237 -16 (3-{2- [3-

W@ 2008/021430 i f | uor o- 1- hydroxy-1-trifl uor onmet hyl - B¢ hEP3005/010237

- phenoxy] -ethoxy} -phenyl) - etic acid nethyl
ester, (3-{2- [4-(2,2,2-Trifluoro- 1-hydroxy- 1

g}éiﬁgyggogethyl ethyl) - phenoxy] -ethoxy}-phenyl) -

5
44«(1@ 32Pbeﬂl$’;112f 4u@r202 wrifaap dskprdrony- 1 viriflsersmetingretatiphsnoxyl-
§ nyBt {reny hcid Ryl psteracet i ¢ acid, rac

o{lare%lﬂ? %—ﬁh%?)ch?’ors{}] @ﬁ‘Sﬁ%’a l;)_rl { oé;?azlf)lhf &g—ﬁ%ﬁg)@gtphen 1&%81,1,3,3,3-

tretdflybre ptogran-2-olac

Ph it fl
PR ook patpl L1 phie *}ﬂ"‘lx‘jigi‘%f’af e
adi 43,3 Badexafluoro-2-{3-methyl-4-[5-methyl-2- 3 tr1ﬂuoromet yl phenyl)-oxazol-4-
ghﬁbﬁﬁ thehv1? Qébﬁﬂzghenyl 2-[3- (2 2,2-trifluoro-1-hy
r ox :ﬂﬁtrlfY é}

2erickigye-piamye %rritég%ra%wq?gge'@)y& RSB0 o1 4-yimethosy)-pheny]-
h&ﬁﬂs@tm&ﬁm bparbent,andd] | sothl azol - 6-yl oxy]

f5{t318£;1 %[ _g_l‘tg n(é @%&yﬂ% ?er{yipgxafth%o Sy Bﬂﬁ'etﬁwg) ]:phenyl}-
[131 1.7 35Fhmyﬂu®otpmpﬁm@fcrbnet hyl - benzo [d]
géﬁé@%a&&gﬁ%ﬂgz ¥%ﬁe8ﬁ5fég91¥5y2]nd BRENYEJPr Opan- 2- ol ,

oro-2

' flu
|3$ (() )Zagﬁr)op eﬂ%@;{{?l)atedp&ébtge §Tmp3ﬁ%%}gL%qr%}gg{p%la (g) in this invention

(rﬂfa}{k?e'derlvatlsed at functlonal groups to provide derivatives which are capable of
é % I$ bu r o- t 6¥ §¥ %wtrlfluoronethyl et hyl)
CBH HIRY PR PIPORIF DFRMWERYE YV O2cet i ¢ acid met hyl

ester, (3-{3-
[3-(2,2,2-Trifluoro-I|-hydroxy-1-trifl uoromethyl -ethyl)
- phenoxy] -propoxy}- phenyl) -acetic acid nethyl

ester, 3- (4-{ 3- [3-(2,2,2-Trifluoro-I -hydroxy-

[ -trifluoronethyl-ethyl) -phenoxy] -prop oxy}-
phenyl ) -propionic acid nethyl ester, and 25 .
3-(4-{3-[3-(2,2,2-Trifluoro-I-hydroxy-I-trifluoronethy
| -ethyl) -phenoxy]-propoxy}- phenyl)-propionic 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-1-hydroxy-1-trifluoronethyl -
et hyl ) -phenoxy] - et hoxy}-phenyl) -



acetic acid nmethyl ester, rac 4-{ 1-Phenyl-2-
[4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromnethyl-ethyl)

WO plvenaxy] - et hoxy}-benzoic acid nethyl esterpPCI/EP2005/010237
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2- (4- Benzyl oxy-3-chl oro-phenyl )¢ 1,1, 1,3, 3, 3-hexafl uoro
-propan-2-ol, 35 (4-{

(S)- 3‘%%@ ?rﬂl)éhtiign Eﬂ't}&ﬁ raatgi foral grb&k@s ﬂ)rlhdamdﬁllﬁ)XMufe dfidotdpe@nds of
r onmet -e - phenoxy] - propoxy}-phenyl)-acetic
é%ﬁnbul?rﬁ) ﬁyﬁ%&)@é’}’&ﬁﬁﬁ Pf?‘%,ss\i%)oéngr:‘—%gaf | uoro-2- (3 -

met hyl - 4- phenet hyl oxy- phenyl ) -prop an- 2 - ol, rac

1) deattifg Bc@npiexaf dfifornoul2{JI3- et hyl - 4- (1- phenyl - et hoxy)

- phenyl ] - propan-2-ol, 2-{4-

[ 2- (3- Chl or o-phenyl ) - 5- met hyl - @azol - 4-yl net hoxy]

-phenyl }-1, 1, 1, 3, 3, 3- hexaf | uofb WO 2006/ 037480

PCT/ EP2005/ 010237 -17- pf@pan
(4-{(R)-3-Phenyl -2- [4-(2,2& 2-
1-trifluoronethyl- ethyl) -phe
propoxy} - phenyl)-acetic aci
2-{3-Chl oro-4- ,
[ 2- (3-chl oro- phenyl ) - 5- R yI-oxazBF-4-yInethoxy]

-phenyl }-1,1,1, 3,3, 3- 5 hexaf | .gor o- propan- 2- ol ,

2- (13- Chl or o- 4- phenet hyl oxy- phéhyl )-1, 1, 1, 3, 3, 3- hexaf | u

or o- pr opan- 2- ol , )

1,1,1, 3,3, 3-Hexaf | uoro-2-{3-nmet hyl -4- [ 5- et hyl - 2-
(3-trifluoronethyl-phenyl)-oxazol -4- yl nmet hoxy]

-ypkte 0 yothppuobHO-CHR™ (CPL) - (GHROMBSY 0- 4-

[5-nmethyl -2-(3-trifluoronethyl -phenyl)-oxazol -4-yl neth

%%Jriih exg :R}g,;}zg,l% aqu%n dre 35 BofPed G¥e! S SFRET /A N DIPhnd the other
(FRiyanddX by drpgem ke rallob.ardelogen. grd Adp hidrpprRephbRipfecting sroup
-phenyl }- 1,1,1, 3, 3, 3- hexaf | uor o- propan-2-ol, and

phrar maceutically acceptable salts and esters thereof.

It will be appreciated that the conmpounds of genera

farmula (1) in thisc.inv ion 15 may be derivati sed
é%l?ﬁﬁ@%%&%gwoanﬁggﬂ gﬁgﬁgvide derivatives which are
capabl e of conversion back to the parent compound in
vivo. WO 2006/ 037480 PCT/ EP20@$7010237 - 18 The
invention further relates to process for the
manuf act ure of conpounds ©f; fasa (1) as defined
above, which process conprises| a) reacting a conpound
of formula (11) OVA

| 1
tr?FPuoro- 1- hydr oxy-

(1)
with a compound LG-CHR*-(CH,)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,
- OTf, OMs, OTs) and A is hydrogen or a protecting group.

The reaction of a compound of formula (II) with a compound HO-CHR*-(CH,)m-
(CHR®),-R® or with LG-CHR‘L-(CHZ),,Q-(CHRS)H-R6 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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CF--CF3 R --gR3 R2 (Il) 5 wth a conpound
HO CHR4- (CH2) m (CHR5) n- R6, wherein R, R4, R5, R6, m

warem37ase as defi ned above, one of R2 and R3 PGI/EP206516H0237

the other of RZ and R3 is hydigegen, |ower-alkyl, or
hal ogen, and A is hydrogen or a protecting group or

Mrtsru%@ﬁﬁ c 6YEH i 8o ROWTRIR b Qlc@liolfI-IIDI@I-HE4 (CH) , DOMRGFRS @Rh8 presence of

QZD@?)“#%(}‘Q—I%E) %’ﬁ\)/ll t W%gragﬁ.%ﬂ%q a stﬁablﬁgempﬁéature or with an

anaﬁ}laﬁngmgerﬁiadéHRﬁQ@mmo@HRa)mél ofitlRBasanchc R8s Cs00H, KrfeDs
F 8&%& 1nEla§ resenc gg[\(/l:%égﬂ]agrxgzrge'}p%%ﬁts 5939}?55 ﬁlﬂ.&&ﬁl& T}@F DMEF or
@IMA Ovs, OTs) and A is hydrogen or a protect| ng
group. 15 The reaction of a conpound of formula (I1)
W th g %‘ERQHHQV&Q‘O%B@THQ@?M&OI&W of Reme@la (1) 4slefined above,
LG CHR4- )m ( CHRS% RG, %@g cl eavage of the
PYSOREERa; HBEPoRss 35 fespraredabaVs can be performed
under reaction conditions well knomn to the person

SIr‘he| dogtpoiunds diferratla .(1)Sus be pempatdddrysmethods Joteemoln the 4ry or

Qe 057 3BUS PP Ne3uiaN i BEPHE T MR BERER O RO R T RS R o

camdd1 dre endeswiibdd aovel cohol HO- CHR4- ( CH2) m ( CHR5) n- R6
in the presence of DEAD or DI AD and Ph3P in a sol vent
such as THE at a suitable tenperature or with an

al kyl-ati ng agent LG CHR4- (CH2) m (CHRS)n-R6 wi th bases
such as Cs2C0O3, K2CO3 optionally in the presence of
KI or Nal in inert solvents such as acetone, THF, DWW
or 5 DVA. The present invention also relates to
conmpounds of fornmula (1) as defined above, when
prepared by a process as descri bed above. The
conpounds of fornula (I) can be prepared by nethods
known in the art or



as descri bed bel ow. Unl ess ot herw se indi cated
substituents R

[ t he
, R, R3, R4, R5, R6, R7, m 10 and n
waemems74siescri bed above. WD 2006/ 037480 PCT/EP2005/010237
PCT/ EP2005/ 010237 0 (~ Na U! \ N~In 07 O U/ \ O-
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a. roQUOO0OOU XeOOO ~as UO~r 4=k v
~O WO 2006/ 037480 PCT/ EP2005/ 010237 -23 The

w@empas7asi on of starting materials for the synedEEP®0T10237
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conmpounds of formula (1) is iJ%u§trated i n schenes
l a/l b. Bronmophenol derivatives Ta or |b are

| a d . . .
t Tﬁ@%frgdaﬂ%cﬁ)d bt &alttﬂl% mﬁtéthﬁl@%y Y QIrRds K oidced'n'lg%cﬁ%n'éﬂggcfﬁrmula (I) is

2 ) t t t h e. silylating a _
28l BRS¢ by Sl LB gt o o
Dbdrtabbr pfﬂt&tédndérhatiﬁdlfse&_e‘mﬂ) tEff tt@a@@&ﬁtﬁtl? @.g.gsitﬁé;atinrg] ageélts such as t-
g t t amne a e a ) wee
RSP SLpboh S04k o . Sl LemaE g PRLUEE] 0C
canvedimi: ootrietiglagene viateinpesitiBas betwdin gf‘ﬁ dddeRoifefmperature (step a).
i - i - {1 ! 1 ch _as _THE or ) ..
U105 B il O LIRS 5 SN BT B g ot
| lventeapey at JHE; o, qgher, fdlowedt lep risiction hwitle drepaflinds @Betone at low
n r-ga ]
ek b, TPOLEG Bk RSBy 0 O by
- EBHBPOU GoEBRE oK) TR h 2 (RETBH cleaod b4 methoxybenzyl alcohol
t (BIyiBeDH) ph @5iFhinrtke prededdEADHOFhdl of]phiﬂé élrtﬁi BEADO6r BIAD to give 4a
FEIECH R SUERE) A0, LA S B ey be e o
corpount oBthe Gmpotadcta, ab, 4u 4T BAR TRATHE THIF 4896%uq. HBr, KF in
HBE 165418 ond WL Pb i ah SbG st e d Eg') HSLAS By 05Ka)

5a, 5b,” 6a or respectively (step

i th thesis of _the fjnal roducts.
-Zf f/ééftﬁ?g ﬁ@%?ﬂeﬁﬁfgﬁhggyn%%es&of ¢ il Prodpstspbreaynent ofgherl 5a o 5b with

( M thoRR* 0T (vWReh R? GHRE-:? CHxY M%R@Hﬁ%)Rq)' ﬂxgﬁfrr MitlsDuEIX)l]DDu conditions
t sun condi t, r = w.th e.q. ..
o By ABH WG L PUSAD R Ry BT Eitabe Sodd s pbiyean 7o Gep ).
ahlternAtivedy, nEat onadl may batredtedtyithralkybeing neatte R’ | 6MR*-X in which X is a
a at ' - X A ich Xis a .
| ﬂgi&é#ﬁgf%oﬁgﬁghg,%é I,éyl’?bB}RgO,lé .'kg)o’ gedea%t%onffa(rf performed' in the
TPRESRECE @getba@mucatr@ PerPoorddClh inteert golssmneectods acetone, dioxane,
bBSF SUDRAASpsRIR e KGR JFRTIASLAL t& gllvy 95]513712 el @S Cleavage of
acet one, .di oxane, 20 or Dwﬁ optionafly in the
p&gspgﬁgétlﬁg gmupolr’GNg?ayt gicomp glegrbyyby(érgg%rﬁtl@?_m the presence of a
Glaedysagechods Pd/Gen prsolvest sutlga gE i RGlcdis (BeOH, MeOH) for PG = Bn
a&rcm%l. }\EQﬁgrnQMVCthgﬁl%g%ra (t:llea%ggel cl;]f T.BQ gl\/ﬁir gr%%gcrrelayoge t%e treatment of 7a
o
or 7b with DDQ in CH,Cl, or dichloroethane in the presence of H,O at temperatures
between -20°C and reflux or the treatment with ceric ammonium nitrate in acetonitrile/
water to give 8a (step ¢). In some cases the direct conversion of 6a or 6b (A=H) to 8a or 8b
respectively, may be achieved under Mitsunobu conditions with the alcohols R?-X or R?-

X

Alternatively, the final product may be assembled in several steps. Treatment of the phenol
5a or 5b with Y-CHR*-(CH,) m- (CHR®),-OH (Y = leaving group such as e.g. Cl, Br, I, MsO,
TsO, or TfO) in the presence of bases such as Cs;CO3 or K,COs in inert solvents such as
acetone, dioxane, DMF or DMA optionally in the presence of KI or Nal gives alcohol 9a or
9b (step d). 9a or 9b can be converted to 10a or 10b by reaction with aryl or heteroaryl
derivative R’-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, Br or ] 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



catal yst such as Pd/Cin a solvent such as Et OAc or
al cohols (EtOH, MeCOH) for P& = Bn or PMB. An

w@bdoensmso ve nmet hod for cl eavage of the PMB gr BUPEPREYS/010237
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15

20

be the treatment of 7a or 7b_yith DDQ in CH2C12 or

-di chl oroet hane in the presence of H20 at tenperatures

%éoxbee& e#foR s Pef {;Lah @xrmlmmze) ok b @kma?ve Wezldﬁg@(éfbi BG? = PMB).
n| Um ni on rile
o1 7 R T N R T —

@étvée%n HpotDaRBradiux &b withespie ahintehiym niatdm achingtwidadand water (step
u51de Mt sunobu conditions with the al cohols R2'-X or

X. Alternatively, the final product nmay be
assenbl ed in several steps. Treatnent of the phenol :

I oBlerqrrosdsiugg £onsistsCpiRhe ((EpEy§RL (oéﬁpggr rﬁb@qt](x An-esfes A ﬂ#’gformula X-
PR (SHO-@8), e gnde@ Mltﬁﬁnoblu cd¥iidions THO X & O Qrith rPh3P DEAD or

(e esece 8 ooy such, o, PO o0 KO L0l L 5y

apbtddnalth JK-IOHhEHY) e eB wlleKhikglatiNakogditieas &rcXioleaving group

9a ,or e n,. be conver t

S ok Lo AP 6750 G K0TS B Koy actone

RZeﬂde,L@MFgorl\H)lvfs%umdbcl pxmmhe of Khsr N@hBJFgIVdDEZMD)rermetAD}l )- Reduction
? ﬁq?{&t xsyﬁ)hwﬂ sgéu;ggo %3 deel)n Aivernati Yerrur, methanol or

a or can ] ecste

mgleqn@bphmmteres éh%ﬁ%ftweéd%mﬁbt 5iorF HeéfeP%n‘\lWItaﬁWﬁ? the ester may
Weelhal &t ted doSdedivh®RWang %V(WS&HHW s@§ jFin#o & thkeeOdtepsI Reduction of

%17}3 rzsatgﬂitléi alé}oﬁdg tdglcal t al 51? %Cﬁfecﬁ? ér eaC%IgAHM or by a reduction to
ep ﬁl@bl&@ltby&ﬂg.t[ﬁ)&ll—henﬁ Ismlaleqmﬁhode.coddaltlloa torthd 4lBehyely. Dlee reaction of the

shed as described, A

Bo0de b 83 TR MERCORIA s porplibempegeent B
:gl‘Bn d@rlvm) 92001 BY (fxi Riz iFsestepd ﬁav%?gmayfb@rcom@rted favi)a and 1la as
et iHRQ L (gggg 2oPfc)di chl oronet hane, di chl or oet hane
and wat er at nper atur es between -20C and reflux or
wi t h cerlca pitrate in acetonitrile and wate
(50 Sty besteatBitior %lﬁvat&t@&&roéﬂé%gﬁ Celyept Syt dfand, DME or
tlDl@I@I ineRE pedserrd ofbastdsush bhCaTO8 ok ELCOE uhdee rhiorawivacofditions (step

b TR A SPTA S05058 o nor
tmbgunvlel 122a 1l (MiZomStaep RiFH) Alspeativelyi werg/the S@thn senditions
F’Deed ptrg\ggﬁsﬁgfo%t%as Q%n%df flafthiz) m CO2- B under

tirn itro eaV|ng group such as

i bRBCh RSO SR 6 Al b DR “GHTRAS By m 3 and X

25

30

35

t;ﬁé dpfiesien GBon:f aﬂﬂcoﬁh&neﬁ*ﬁhﬂﬁ aﬁ'a@lb\ll@ IfliZa, t(hl‘ey iy be prepardd)from a
uction L

Faar gl AdBry ShroEanend S G BRE b o cRY-
etOHNQICIER) iR K bruesees atkyBD@GH( %M@H@a)nar 09&; c(aﬂmyl%aaﬂ HOOC-

’_LOCI%;?RC R’ b{ﬂé g?gopcﬂhggeg(t ndaM‘ﬁtegﬁﬁx%rprQPeHurég%oﬁWrﬁ? k&8vn to those

a or tep-)

tdrilked lsﬂmt Rﬁe@hﬁ@mt@i]omanei ey be pEspared bamrearra@w&é{ CH= CHa, with

Caa{brgﬁoﬁwgﬂpbﬁoﬁlﬁﬁng hgBEbUK abW-EPBA. MlaBAGE e 30y a

r(eCCII-lIJIS I(S)I-rilz)m?CHRS -R® wherein R%, R® = H, and R® = heteroaryl may be prepared
according to literature procedures (e.g. Binggeli et al. W02004031162, W0200292084 and
W097019311, Boehringer et al. W02003037327, Bouillot et al. WO2004006922; Morita et
al., JP9095482; Cynkowski et al., J. Chem. Soc. Chem. Commun., 1995, 2335-2336;
Kodama et al., US6472386; Faul et al., Heterocycles, 2001, 55 (4), 689 — 704, Ackermann et

al. W0200236584, Adams et al. WO9728137).



15 the al cohol by e.g. LiAlH4 and subsequent
reoxi dation to the al dehyde. The reaction of the

wabmehyde) with a Gignard reagent R5-MBr or RECTVERA0085010237

10

15

20

25

30

35

organol i thiumreagent R5-Li giyes derivative 9a or 9b
(for RS # H, step j). 9a may be converted to 10a and

Abf@r 2156 18860 BESBREVA, 7bdraps, 16b Sccofdihig €) the |sflntﬁét1@cﬁescr1ptlons
g%ﬁd with a R4 sybs ﬁ;tut d oxwtaﬁﬂ_ cavace of

S ¥re FICH OB CHAIRIPBSEEHa" RORER ORoB B BURCTIRT LHehep PESE IR deavag

Phe PRSRENE Pupas BESAPISS faanyp{206ansfortetianis of ewdnfenctional groups are

condi ti gc?g %step k) al cohol 13a or 13b can be

PUTARES P¥R%se al cohol's 13a or 13b can be converted

to 10a or I and | laor I Ib (with m=0 and R5=H)
Ee’epeunetwekryiy ba diyduplyshd ta tha coiresponding reido by tregfareai Wé&lOH

kpﬁ-l Erpgol\?elh cl? a@ﬁﬁF Cm%aﬁol%? @tlﬁnolATh@ Eélﬁltmg ac1ds may be
of co rrp o u n CH2)

Ran‘mte%o appides, by arsatrent 50 ai’Pem&éF bl %w?en%ﬁ%f oupting
fscalcﬁlaé Nmyhc;ﬂekﬁcarbes ditetide (@), May3-din@heparisspropyl)-N’-

S TR AP LIS 0

(t@&—h?)riﬂtlﬁ&llﬁ‘bhnﬁﬁ tetmﬂwsbc&ateéIFR"ly“UaJa)Ei (- Ovgyaxy b RSy inrde ( HOBT) and

I
s SRBAPR P B O AR AR R 2 st such
tHdEethes o dichtbrpmethiage. A?feeiuctm csf@wstetrwgb r%%acr%nﬁ%ﬁych as

DML Pﬁaﬂﬁ? up%l\teﬁ%ashel? Rd M‘é’@}mﬁ@ﬁ@ y\WiviehhS€br@esponding

common use epoxi | | ent such as, m CPBA. n
drvarng byl rentipes) LS SHECH ) RECTRAR B R DRI oul Bt the
altpr&ected tiextlﬂmasrael SHH)labelﬁf egataivelyaccor di ng to
Iiterature procedures (e.g. Binggeli et al.

URSATER VBRSPS, OIS o

Moy baswﬂablyairotec@@g@gsdﬂzﬁor@fmklmw gspumland depraterded again when

Sgglze]cggﬁ%h % Bescngggg gg%‘t@c@S@Gr 80@1@ 1@S\§ esis” by T.W.

ter
e@mnemPGAMk‘é\f%ﬁn%% §ﬂ %ﬂééfe 36584, AdarrB et al.
W9728137). WD 2006/ 037480 PCT/ EP2005/ 010237 - 25
Af ter THERavakioant @fcompmm/caasﬁfueﬁulm)mompmmaae@mcany acceptable

dj to,th het
SR e e L UPLIEL S ASREE AR A Y i, o
f exatrpér a Joydrohalicacidl whagéomxanmtﬁehphgt:}g@nt agd gF Bygyopromic acid, or
o) ngzPlingi?igaF\ﬁracde RLG&s shIF@RSIHY, 'ﬁ?thk 988 ;Sl{osﬁl'i&lﬂc acid etc., or with an

groups are _sumari zed

St
nevigenic esidnwph Be forarpeples agts acidiric 6F’1?ie§]|3]<5§ffo@} hcg fappprigacid, tartaric
by.id meah ARG foMid ﬂld—b@dlolqu&ﬁc 6 Tihe cSﬁké{ﬁﬂHﬁw&jdﬂ:fbxylate salts
a

s THF, nethanp] or, et hanol re n
Bn SGTREG R GO P EESTBY IS EARRENTE W PRy nRbhysiotogically
ibldbdsése presence of a coupling reagent such as
N, N- di cyl ohexyl carbo-di i m de (DCC),
N- (3-dT m&dmybmmnﬁpompym)dsmfformdhy(I@ artb pHisiopdcgetically acceptable

?e&g %I%ﬁz%?gree Et)cig) bf {rﬁeiltrrne t (I)Ssuﬁeci\flrwrﬁ or hydroxy groups present in the
molecules with an carboxylic acid such as acetic acid, with a condensating reagent such as
benzotriazol-1-yloxytris(dimethylamino)phosphonium hexafluorophosphate (BOP), N,N-
dicylohexylcarbodiimide (DCC), N-(3-dimethylaminopropyl)-N’-ethylcarbodiimide
hydrochloride (EDCI) or O-(1,2-dihydro-2-oxo-1-pyridyl)-N,N,N,N-tetra-
methyluronium-tetrafluorborate (TPTU) to produce the carboxylic ester or carboxylic

amide.



10 tetra-net hyl uroniumtetrafl uorborate (TPTU) and

1- hydroxybenzo-triazole (HOBT) and a base such as
wokm@nosmEsbase, Et 3N or NVWM (N net hyl nor phol i neRCT/RPA05/010237

sol vent such as THF, ether or_%§phloronethane.

Reduction of the esters with redycing agents such as

NaBH4, [SPIAF Rithel PERajAsings Beictesaberbminegrampies thy cefpeunds of

t RRmGQs (TR&OOADANY infaHEQX ¥ 3k ddlcts @5 iHd d :
Al ternatively, the convers?ons maybe ?g%afeecfl%%rtm%ttoﬁnalogous

t MEtRPSS QhpTest dipg eithg arsthadsisstelart abosy Stagtingmeerinlsiate, commercially
r 8RSk bYRhYwn f ihehrit 0 t he derivati zati ons of the
functional group on R6 or R7, sensitive functiona
groups may be suitably protected (e.g. silylation of
a hydroxy group) and deprotected again when desired
or required (as described e.g. in "Protective G oups
in Organic Synthesis" by TW Geene and PG M Wits,
2nd Ed., 1991, Wley N Y.). 20 The conversion of a
conmpound of formula (I) into a pharmaceutically
acceptable salt can be carried out by treatnent of
such a compound with an inorganic acid, for exanple a
hydrohal i c acid, such as, for exanple, hydrochloric
acid or hydrobrom c acid, or other inorganic acids
such as sulfuric acid, nitric acid, phosphoric acid
etc., or wwth an organic acid, such as, for exanple,
acetic acid, citric acid, maleic acid, fumaric acid,
tartaric 25 acid, nethanesul fonic acid or

p-tol uenesul fonic acid. The correspondi ng car boxyl ate
salts can also be prepared fromthe conpounds of
formula (1) by treatment with physiologically
conpati bl e bases. The conversi on of conmpounds of
formula (I) into pharmaceutically acceptable esters
can be carried out e.g. by treatnent of suited am no
or hydroxy groups present in the 30 nolecules with an
carboxylic acid such as acetic acid, with a
condensati ng reagent such as

benzotriazol - 1-yl oxytri s(di met hyl anmi no) phosphoni um
hexaf | uor ophosphate (BOP), N, N

di cyl ohexyl carbodi i m de (DCC),

N- ( 3- di et hyl am nopropyl) -N -ethyl carbodii m de
hydrochl ori de (EDCI) or

O (1, 2-di hydro-.2-oxo-1-pyridyl)-N,N,N, N-tetra-

“methyl uroniumtetrafl uorborate (TPTU) to produce the
carboxylic ester or carboxylic 35 amde. WD

2006/ 037480 PCT/ 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 conmercially available or
known in the art. W 2006/ 037480 PCT/ EP2005/ 010237



-27 As described above, the novel conpounds of the
present invention have been found to bind to and

wazloeotMsel y activate LXR al pha and LXR beta oOPCT/EP2005/010237
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coactivate LXR al pha and LXR beta. Consequently,
chol esterol absorption is reduced, HDL chol esterol is
I ncr eag Qdscribad ghdvef thamewdl Qérhg;ﬁﬁlﬁrdf?al@é Efe@sit fnviestion have been found

o e LS Bl R SR b BRI s and

Eﬂmtﬂmﬂn@e’qule?ﬁ@ bhblasta@babsst;mon iSrrcucet], é—g&lgdg)ksmph}@jglcreased

g\%uﬁ%ls_ed%t:gbf ré)rsco ?r%pﬁr: S%E&Lﬁtrﬁﬁl Tl#1 g\é% ﬁfler&?f tHeQHERIH the treatment
aahﬁ@qud'qllmsoi‘f |dcse@heswhgb§re wpdpated by %@waqﬂ%heta agonists.

ISQI%% ll sQasgseigaﬂqg {Hcréikéﬂ?ﬁl@ §nd"§11ciléstté%§la lewl"@st phx@icilarly low HDL-

em a

av{ldlebtﬁlfql»ah%ia]ahﬁh@l été@;;éé %?fé r%\%c %maﬁlﬁs@abete% PaI%C‘ﬂaﬂY non-
RARERCRDE et dﬁb&l&ﬁﬁl&]ﬁ&ls$fnfetabbbéiyﬁdﬂ:fmé, @ytlpeddniveklzheimer’s

P S%;I%ﬁageéglé Zagﬂt n el%éklpgy gﬁ%&gpﬁ ﬁ%,mo?lgr ,>})ancr%]zcitn!lsh ?l%cﬁ&'t:ﬂhs/ fibrosis of

a;ﬁe H&f&h}ﬁﬂoﬁﬁfls sndlotheminfammaitorpaliseads ofhe @k,aakﬂnél diseases that have an
gnl H g ﬁ&txé QQUchI\Qr}S&g,%er stch?ea&oé/rel lpéﬁ?&[’/%?ﬂﬁaﬂ@ cognitive

REVBFESEht P RVERt i on can be. used at men
puo iy, Mcirso s, thepoveb remperngs @f F}rﬂﬁl@%eﬂéﬂ“’%l&“ﬁl A be Haed for
S%&%{%@ﬁ%d?f@#ﬁ%@@&f abQr fRte@bind MAMeHter( (edesren@rdlsidasase) forms of
e I1nvention therefore al so relates to
phasREckeaeneEaionconposi ti ons conprising a conpound as
defi ned above and a pharmaceutically acceptable
car ri erheaanfér®onabirdfoanilso refhe tb phembdcentidal kenpssétions cornprisin0 a

ewbrace cr|
o )

therapeutlcally active substances for the treat

an d/ or Thy ispentiomdikewise eanbsasasempinds andscibigiabare b‘f;e as

taﬁle@ttﬂéllﬁ R R subskRces OspREhIR AGRB P RicalDpddtive btlbafalnyes for the
as

er apeuti cal act e subst nces f,0
aﬁeﬁtwnb%%%mfaﬂ*‘é%?o 2R %fﬁfnd@u@&eéjﬂ%y LA ABBE Maror LXR
' B&E @g’fbﬁﬁﬂs @Hﬂicﬁﬁﬂ?ﬁ@theh@)éﬁh&lly heniveldDhstaives fos tler toéatment and/or

dP%’@QYlé*?S o lgﬁreiaﬁg llp[lCLTe&e { t11necr cgaﬁé Ag{o?%lce olqle&éf‘saﬁ)@\sHDL -cholesterol, high
NEDahhblestesy),rufeavne]er dhsq@sﬂs,edmlaﬁtesw@lsn@uhn ﬁﬁwm&@@wes

dis Qg‘se%ietzﬁbl&l ﬂﬁ?&?é Q@shpﬂ&ﬁﬂat depsis, @ﬁﬂ‘ﬁﬁﬁ@'@oﬁ HiSeases, skin diseases, -

ch§ esfas S o siIs o Pe liver
1

medlitisapandeegtifie caelpB#rios tfaﬂavebr EPS e the HVed> adHydegereration

anot/BeR1-REE]e% dRehsenbodi ment, the invention relates to
a method for the therapeutic and/ or prophylactic

treatnent of dis e nodul at
and/ or q_%ﬁﬂbeétpée ?rgtgm&mﬁgr’t PRvarSy O% fg ﬂte@{%&é&}%m@me
t fergpratit amd/anph/o(phylpqztwhgaltramu of disesas Wbﬁh agg modulated by LXR alpha

I NA/5E. ﬁﬂbl ?mrstg;/}%l ﬁcul%%ﬁ%etﬁeﬁgaltﬁﬁhayd?lpr!)ﬁ'\/}ﬂ%cﬁc treatment of

cho [ est er.ol
aurrceera@qi:lnped e, isrssad eBolesgrabietebs lovw B ehsiistagol, bigh LDL-

@&Q&Bt a@e%@%%cm@eﬁs‘& ld&beteﬁﬁio@b@lslhlﬁl @Qpﬁﬂdi@ﬂﬂ;abetes melhtus,
Pl dem a, | anmat

Se
O e e ohal o LS G seasit, LB cone
| bﬂﬂreatftiskﬂh@&lsﬁs@bf tha&ivér, filetosis whthelliaer, degelaedegenenation and/or

a%izhelmer s disease, which method comprises administering a compound as defined above

to a human being or animal.

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



Al zhei mer' s di sease, which nmethod conpri ses
adm ni stering a conpound as defined above to a hunman

wheiong3@so ani mal . 35 The invention al so enbr acEGT/EP®05/010237
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15

use of conpounds as defined abgyve for the therapeutic
and/ or prophylactic treatnent of di seases which are
Mé«ﬂsai E[ﬁid els XIRc ek pld @ holastelioblevdl X Row 111 -algsiaitabl high LDL-

BRGS0 S £ 00 LSRN G418 metis,

mmhzﬁs eyhdropieddyisbyidesia, sweaﬁmmy distaenkkih gisehsss, colitis,
crea 150&%|1et%§atsﬁr ?h‘le 11%% Iﬁbggs of ehal Ver, tn%cﬂlazr degeneration and/or
eroscl er di seases, betes, Ron-insuifn
d@ﬁ@nd@ﬁﬂhﬁﬁﬁbetes mel litus, metabolic syndr one,
dysl i pi dem a, sepsis, inflannatory di seases, skin
|d| S ea%@ 1n\féﬁ{1b1t1 hl%o relﬁ@d"t@rtﬁahdetdfﬁom boh&sds dsicsibed abdive for the
i ver,

i o e S TRSH AT SGSREE L O hent s
it &8 n’i(ﬁluﬂahed bI)SEXRfalp(hG apdion X Rastakesoisishpatiatdenhefdr dine

gﬂ%ﬂ%ﬁ e%%&f" ; :p(r)crgp{hy acp‘«.s %E%Cfﬁ{lﬁféﬁ?&g&ea Ii‘igldt lg\eé\il\iﬂﬁ#as&i cholesterol
nodls) IaWédDb;cthéReajl,d‘hgh bRb/bplestxR], @éhqog@g@,mcsdlgeases, diabetes, non-
Qﬂlﬁlh%léhél{de%{t bQbett et ieh2RBY s‘}n@ﬂﬁ%@ ey%;m:m aehdis

treat ne I ncr eased I|p|d levél s reased
SHGITEBEOFBISECS ByBFSeasFo P PUREREL SPOfEstay gffhe liver, fbrosis of
LEd 1 el Oh 861l AT dRben epdthr @drdrevlteirtierth digase Sucttinadieir@snts comprise a
non- insulin d? ndent di abetes nellitus, netabolic
SORECBRE 25 dePsT %f sepsis, inflammatory
di seases, skin dlseases colitis, pancreatitis,
chol e@raghtionfind/be tieitwent ofintreasil Qprdflevdlsh incrdagask cholesterol levels,
r!)s%fer&fgcﬁ&%ggt Aﬂﬁplﬁ&g Br A}Lg%‘?s' i S %i?);@@ cat1§H Cﬁﬁr’acularly
Iﬁe\ﬁngve and/on traﬁme@ﬁ of m@r@@wé hlpldiﬁvqlsn erﬁé%ilg%chcweﬂeaol Tevels,

a@lYe?l)s%ler(')tﬂp&%% doxccﬁ@lll[ﬁéérﬁfaoéspé%' prevenfbh 8hASE kR4taien€ of
di seases, or, di abetes is the preferred

|aﬁléﬁr€%{eif%tﬁ E&F%Sloégp’%’ﬂ%f’mlﬁr evention and/or treatnment
of increased lipid levels, increased chol estero

| evel s, atherosclerotic diseases, or dyslipideni a,
especially prevention and/or treatnent of

at heroscl erotic diseases or dyslipidema. WO

2006/ 037480 PCT/ EP2005/ 010237 -29 The followi ng tests
were carried out in order to determne the activity of
the conpounds of the present invention. Background

i nformati on on the perforned assays can be found in:
Ni chols JS et al. "Devel opnent of a scintillation
proximty assay for peroxisone proliferator-activated
receptor ganma |igand bindi ng domain", Anal Bi ochem

5 1998, 257:112-119.



Mammal i an expression vectors were constructed to
express full-length human LXR al pha and LXR bet a.

w@dBawb/e3Msl , expressi on vectors were construct eRCT/PP2005/010237
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produce gl ut at hi one- s-transfePgse (GST) fused to the
I i gand bi ndi ng domai ns (LBD) of "human LXR al pha (aa

164 t@J]‘h‘le‘kglloxﬁB o [tRRe é&fﬁe@@aﬁn(@aer%aeﬁe&nﬂ@%e adity of the
acconp

Ish thisS, the port he. 10 seq
esoeRRIvRgs eHee E@@%Yeenaﬁpﬁcigr@&n PRI %ﬂtﬁmrfomed assays can
deBasd by W&H@lﬁlﬁdt hlhﬁDeveBiph&ln@ bedscimttlativh @rcpchmstmaskay for

b ey T A SRSEEIGS o ke

S99, 257: Bl2-119r oc I\Iall Acad Sci USA. 1994,
91:10809-13). Induction, expression, and purification

of GShy L.'X%Blaﬁluﬁ 'e%}egfcﬂlt\%kﬁ)?s %re%oﬂseﬁfc&rdrf@ ‘éxpr%é ful-1&gth human LXR
coli strain BL2 %éstan ard et hods

(kelpa axcg LXBrhetapBectt@% @gprlewonmsfp UVERF CRROTUSER, to\nr?%%ﬁe glutathione-
Y88 8sferg e (t;%cr RyeAustedlbarel biating doadial (L§BN@f Bumdh DYR alpha (aa

AS say égﬁ Eé‘]—aﬁg% hﬁ';} d %e t8?}%§)811“ qgﬁgggqmsﬁ%? partlons of the

&qﬂMcNaﬁicpdﬁlgnM MBOY Rerefarplifiad frogtfulldehgth choes b)nPCB @0d then
gibofolr_lé%qg%;r oﬂ‘lﬁla va&@rsLﬁQalocﬁ%neQ gﬂagve?ifﬁe@; ﬂ?@ﬁsequence analy31s

rotelrns were oun U%
INilyends erhaDmadP%S Ar%@ﬁ%ﬁaﬁongééﬁe&%@P@AC%S% A.1994,

fonadgoyakyme of 50 | by shaking. The resulting slurry
was I ncubated for 1 h at RT and centrifuged for 2 mn

at 1300 X g. The. supet nat. co unbou
ot of eI G CERIBHT P BUTHEIGR AT CaFy IRERoBR: PFOteins were performed
CﬁﬂEawﬂuﬂ@nBheMpEﬁﬁpt@kby@ahéddbﬁahsémﬁsfKh&&msﬁandadnn

(’R& ?ezu% %1%1?% Vil SRR BT Re0 82130, T Bor ol hyar

adibigandrrpnding as4ay| ) - phenyl ] - benzenesul f onani de)) was
added, and the reaction incubated at RT for 1 h in
the presrARAaahd LERbeeORROSindia @eié’kﬁﬁhys@ inbuffdrabhting of 50

e HHE P h%%g‘%@@fs%&i@&‘;w et REHBERASE 300 g of

bQ}lS'rlTCLXR gahs LBBsormeasigroé GSTALXR Pere K BUfukmpQourinsusirabound to 80

%IQE%} §Pg%e£c{3 gﬁﬁargﬁja)aa Afl%(’?g‘rghin% I{%%lﬁ%ﬁvecf)ulﬁﬁ gﬁn%ﬁf gudne £50 ul by

W thin concéntration
t Shal(Oig4TM reﬁuﬂ@ng ehuagfevawrggub@qed bari dnat R Rendbeengrifugedfor 2 min at 1300

Aisganﬁe Ynﬂmt)ﬁ{auhhgﬂﬁyo&ﬁl r§teﬁﬁbﬁ@%@nﬁ?@a§@kﬂe@em1 -dry pellet

were me contalnl at.. 3
.ﬁorgalgme e o b 85 R e 18 S iciotigana (g
619€bdo dp® o MI(ES 2atrifl@oetResi - - [@f Zmﬁt@idrsﬂmﬂrdroﬂmﬁ-

t he batch sfect Wt h ther e fu
gofgq%%r-ylﬁ% @g?eﬁﬁ*f ona dei_;he\; cH%a aangtBQ I‘eV\QIOI’l
f u'ldubahtedhgttRfF EofR thit the preperes of et q@lnasmnds apﬂmherascmtﬂlanon proximity

Ort}n%rwalg lp@xsfg}rgecf mrb?écﬁhggssays were performed in 96-well plates and the

amount of bound ligand was measured on a Packard TopCount using OptiPlates

1 : -10
(Packard). Dose response curves were measured within a range of concentration from 10

Mto 10™* M.

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%0,:5%CO, atmosphere. Cells were seeded in 6-well
plates at a density of 10° Cells/well and then batch-transfected with either the full-length-



| uceriferase under the control of LXR response
el ements . Transfection was acconplished wth the

wa-owens7480 r eagent (Roche Mol ecul ar Bi ochem cal BQT/EP2005/010237
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15

20

according to the suggested pregjyocol. Six hours
follow ng transfection, the cells were harvested by
XSRS bl @ﬂﬁlﬂQEhﬁHQ)@ Wd@dessmn PEsuidd plpd afepsrtat plasmid expressing

1?({%21&%%56 d8rf t4he (Jggﬁrél/ V%?#R I nEpé;ng elg‘rrAierlﬁg uﬁ"fc'ansfo ct%n S accomplished

renov
vefi the EFdganietreddat [ (Razhe phdermlar Beqrhﬁmecelsﬁreehomdma to the suggested
%g%@{)lng%%&m%ﬁ&% 9%&{5&6&;@%@&&&% Fxgllveétw@m%smmtmn and

cent

iseasigl an Poiwelplateseat @ éllen%ton(ﬁ |10425$Hﬁ891|1 g 2h h§lgﬂ‘§§t> ahewattachment of
F&Qﬂsmfméiiﬁnﬁﬂﬁe&ﬁ@(r@fﬁn a@@d&ﬁﬁ[ dedTghtne Red@efmRfium

Luci ferase Constant-Lig | ecul ar 1

BPBEHANG i S5 SRRSO 0| JRB0T HE DEND T {arapd %)
tHoH o Wiy 1f1&fba$16n édrtcklrfor 24/hpure sAthnabstanas, 58 ureAtherepernatant was
%{' | l{%ﬁf Rd ans CJFIIOY?I %ﬂlf% %Jog E.%‘ﬂt Rgac%?ﬁ@‘bléﬁg R/Iolecular
cB‘lodletregiiS)wbsdé&d:te 1)osasheec>¢b$' egislectmatsthfe éwfemarfgétwrn Luminescence,
| A 1
aﬁ %glgx% C%g Fuo ]lfgﬁ e&g}u 4 Evgﬁ E:igt"é&te%gn()&ggdkgrd T&ﬁ}iﬁfn@ drrhfscriptiona

Pﬁ?’(ﬂoﬁtlé dhapresrgce pla tretrspbstics gras AYRTEBe BT glgange in luminescence

ak&f‘t% thithf céﬂg)lncub5te-cﬁh§ tHeQIEp@ILB d8thRGGstEHBOECH values were

TN

preferably 1 nMto 10 M nore preferably 1 nMto 1 M
F—'El‘re cexgrpinds adchadifiptd fomnnlg (]i‘)dw@@m@mivim qw\@tdeatshene of the above assays

?ﬁ%ﬂ%g&b%?é‘ %&ngfﬁﬁlgm %%ﬁ%? Phigs 1[ o Qﬁc‘gfe% taMrol

Uﬁﬂl/l] 11 0.093 0.014 13 0.237 0.236 57 0.033

0.0227 20 These results have been obtai ned by using

the kah 0B GolloRihg cINDARHAS SKLWVAGHe FIUBWERICHHALELB the binding
-31 The conpounds of formula | and/or their

it maceutical |y acceptabl e salts can be used as

nmedi canments, e.g. in the formof pharmaceutica
preparations for enteral, ¢ topic

adni ni st r Bkdr@ple They can be Z%%ﬁ%%gﬁéPg% for Ekad?Buuhng
perorally, e.g. in the form&pOtiapiodtls, coatedKBO[MﬁwVU
tabl ets, dragees, hard and soft gelatlne capsul es,
solutions, 5 emul sions or suspensions, rectally, e.g.

in the formlbf suppositories, padi@derally, e.g. i®0l4

t he

13 0.237 0.236

57 0.033 0.0227

These results have been obtained by using the foregoing test.



formof injection solutions or suspensions or infusion
solutions, or topically, e.g. in the formof

wm2mtmEases, creans or oils. Oral adm ni strati oFCT/EP2005/010237
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preferred. The production of thg pharnaceutica
preparati ons can be effected in 'a manner which wll

be fanirhé adimp@urﬁi%)bfﬁﬁhﬁﬂﬂ ﬁlﬁ/bﬂ tﬂé@lr ﬁaﬁrﬂ&e@ﬁ@aﬂ?l{cceptable salts can be

brlﬁ. %gﬁfhe d scrlbgﬁ { %$ fornmu

ahtf é‘iaFneB af FreCelt 6’5%‘1 %ré’&"‘éﬁ‘t‘té Breé’éllaflgns or enteral,
opticoreadl loy tomcat eddnimsttation. T\hetyftambb edmtﬂlﬁéﬁﬂeﬁﬂ‘ Ieﬁaﬁlﬁﬂﬂb’, perorally, e.g.
/oL L SHSK R0 406 B0 S0 AL cotuions,
t FERlsaSOF sePPysiownestallpl eeg. Sothiedotan of smpdtocas,rpaeanteraﬂy, e.g. in the

Medr&{ bﬂhﬁcﬁ(ﬁﬂ%luthcfns de shdpesbiontH dhruRBASHREEHL bE 8 ically, e.g. in the
ﬁ% t's. Suitable carrier terials are not $

oligtmeRty FeAmvat ol Srdl adgips R BPgeipired. 15
carrier materials. Thus, for exanple, |actose, corn
st ar chThbe pﬂnellui:u@t bﬁ/tﬁz phh@’i&éﬁt;cal ﬂepéraﬁblﬁ]aifah Ge effEdtéll Bra manner
sed _as_canrier al s :
¢ ARt B SRR B0 SR Bl Rl B Pgingdhdisprdbed compounds
cabfonmals. I agdiar amlephaamapemcam arépditde fats, gofonalfelnabimténation with
C@@éHHﬁ%ﬁﬁﬁcﬂl&@ﬂu%@%sﬁncé@eﬂxﬁ QQ%%@M mlmﬁ%%ifo%%ogether

and sem -solid and ependi ng on

n4tHeBaie pRa- toéléth%CLPﬁréP@H}Cé]ﬂﬁ cqmepatile oli or Hngidtcarrier materials

hewd ifedesiril ubedl phirgshcbitidaheljease. of soft gel atine 20
capsules). Suitable carrier materials for the

f
R R R v O R T —
Seﬁrtlatbdnetemahsrﬂexs ftmtmldé dadtere, cornptaedh @nlesiodtives teseof, talc, stearic

aﬁ&d of B¢ saﬁgézgpl% sedgl %ﬁ'neraxjgﬁtgﬁc% Bor. tRALY oéo§ted Q?l}fgtg rd?agees and hard

veget abl e carrier nmate
B %ﬁull%s&maéle cpyter eederinllor prft gnl@nne@apswéns deenén‘ example,

OVégStable\MﬂX 8faxed, #tS adénH868lid hh digeld %E)lylolsq%ﬂznﬁm Y2 Be nature of the
Iable%cﬁarrler mat-eri.al.s for gﬁ%l prep aratlon

e ecedifioe Sl g taterts hfrasyad o o of sot gelatine
g¢aspsldes)d$amabfeydrr&g emm&rmlis fot tige, protindidinthf el €6ns driddtibs are, for

TN T e
SWFIPH’I Q@FQOHW é§@1r axamplﬁesratew»@ﬂctohnkg oipbls glylceriot yndigegetable oils.

AYENALE car AR ShRLENCHHT SWQ&I Qrea?(ﬁ':&%xgple, natura% or hardened oils,

fl avo roving ,

o‘gw\éﬁ’%&ts ,3?@ §§{\3/ﬂ|r1é<1m% qf papd PSbO&uEgtahkéeérler s@qtsmls foz gapical

Cp)itepiraﬁbﬁs aga gﬂytﬁifﬂéb @@nﬁ@}@ﬁlﬁe&xc&ﬂd S)'z}ﬂlhé aéglf@ﬂﬂe?s Eﬁﬂ%genated oils,
nt 0, consider.atio ceutica

JRba 583, SRLE bR C i R GRS S BB el and

vweﬁelomdnrtvstIMpendl ng on the disease to be
controll ed, the age and the individual condi ti on of

h d
the anéu%mta’tﬂHQe& ??eéet atives tﬁ:g,fg['ll g lﬁﬁ%a%eﬂ& c%%smjtehcy-

of course,
IBRIGERS ﬁéf’rﬂﬁ a\roaaf lwé@ma%enﬁd@lt@ fogaeiveng he asmati¢ yressure, buffer

dabagecedfsoRdditkrslcdloradld QQd PthskiBS Qgéﬂtﬁiﬂd/ant@;l@dﬁts LobR into
COITE I nto eration. [bpen I nNg on
‘?&859?908P5P §§§§€déﬂﬂn?he preci se

phar macoki netic proflle t he compound coul d be
adni niSteatosegewi the wnecondseffermila\ea2 06 MG T 8Me limits depending

ReAThERZONRADBOR rolled, the age and the individual condition of the patient and the
mode of administration, and will, of course, be fitted to the individual requirements 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



-32 daily dosage units, e.g. in 1 to 3 dosage units.

The pharnaceuti cal preparations conveniently contain
w@bwan3usb00 ng, preferably 1-100 ng, of a corQDEPDOD010237

formula I. The follow ng Exanpkes serve to illustrate

the present invention in nore detail. 5 They are,

hWe MBfage GBits, k3t BNd®d dd3add uHits. i t S scope in any

manner. WO 2006/ 037480 PCT/ EP2005/ 010237 -33 Exanpl es

Abbr evj,at ions;: n-Buli_ = n- [ Lithi : 12, =

i oni B e R eraoRt e hh i Ml bael 500 me, preferably

11,- 80 hmg zafquiongproend PDEADmall. et hyl azodi car boxyl at e,

DI AD = di-isopropyl 5 azodicarboxylate, DV =

di et f . ve to i resent i ion i ail.

N (5 PR Rempoplr T QG e sy nfengon n more detel
5 RUREY 6Eh hEVEES, notittapded talipyl itEC@PEINADYERENICE et hanol

Et 20 = diethyl ether, MeCH = nethanol, HOBT =

1- hydroxybenzo-tri azol e, Hueni gsbase = i Pr2NEt, N

et hyl di i sopropyl am ne, NW = N-netyl norphol i ne, TBAF =

tetra n-butyl ammoni um fl uoride, TBDVSCI =

tert-butyldinmethylsilyl chloride, TFA =

trifluoroacetic acid, THE = 10 tetrahydrofuran

General remarks All reactions were perfornmed under

argon. Exanple 1 4- [2,2,2-Trifluoro-1- :

(4- met hoxy- benzyl oxy)-1-trifluoronethyl-ethyl] -pheno

15 1.1 At 0C, to 10 g (57.81 mmol) of 4-brono-pheno

in 100 M of DWVF were added 4.33 g (63.6 nmol) of

i mdazole and 9.58 g (63.6 mvol) of TBDMSCI in 30 m

of DMF. The mxture was stirred at roomtenperature

overni ght. A saturated solution of NaHCO3 was added,

and the product was extracted with diethyl ether (3x).

The organi c phase was 20 washed with water and bri ne,

and dried (Na2SO4). After filtration and evaporation

of the solvent 16.57 g (99% of

(4- br ono- phenoxy) -tert-butyl -di net hyl -sil ane were

isolated as a <colorless liquid, Ms: 286 (M 1Br) +.

1.2 At -78 C, a solution of 16.57 g (57.7 muol) of

(4- br ono- phenoxy) -tert-butyl -dinethyl- 25 silane in

140 M of THE was treated with 43.6 m (69.8 mmol) of

n-BuLi (ca 1.6 Min ,



hexane). After 30 min at this tenperature
hexaf | uor oacet one was bubbled into the solution (very

w@mbhEusd c reaction). Stirring was conti nued POI/EP2005/010237
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additional 30 min at -78C, andsf. solution of NH4CL

was added to the m xture. The phases were separated

and the product was extractBdmpldsh Et OAc (3x). The

conmbi ned organi ¢ phases were washed with brine, 30

drlbed Na2SO4), filtered and evaporated. Purification

B\POF A hr omat ogr aphy on silica gel

(n-heptane/ Et OAc 97:3 to 9:1) gave 8. (40% of

2 b ettty ivanyt o B8 £ 53 hicRloro-5,6-dicyano-

Byllaz]oq%/rg%ng E, 3 Jl@aa [LUBLARREAREDRIOL @d:oprdifl | oW
2006/ 80 P 20 0237
_aqulcalrngym%{)]g[& rrgaq_n %T%msgl aminopropyl)-N’-

h@@@{bﬁﬂéh&d@k}q@h@é Btana.thma@&ata'mEoms ettaddedt,O = diethyl

, (egf"rel%ﬁ‘ﬁ%f)' anihaznc% ﬁ{)?t lpﬁeJ}XX}%eg%) ?ﬂlar}%le?ﬂ%emgs%aseg— iPr,NEt, N-

ketiyydiizsdbroplytayting iNMVy = Neyr)etxhﬂmergho]lmi,, TRAE 3 t8y83+-hekgdrhmonium
B g TR TSI DR i -

detrahydrafpydrazo di car boxyl ate were added. The sol ution
was stirred at roomtenperature overnight, a sol ut| on

G m¥ag added and the inorganic |ayer was
extracted wth ethyl acetate. The conbined | ayers

\é\{ﬁje washed vvit? bri,ne,, and dried (Na2SO4), filtered
reaghatsdyess BY orBsH iRHerHEBtrat ogr aphy with ethyl
acet ate/ n-heptane 1:99 as eluent yielded 10 8.39 ¢

Fraplot
t(er?ﬁpbﬁtyl di methyl -{4-[2,2,2-trifluoro-I-(4-methoxy-b
o1l (4f XY J-LXritlug B
SEr Pt OB e
(17 0 mml) of

tekt-butyl -dinethyl -{4-[2,2, 2-trifluoro-I-(4-nethoxy-b
ey CoidA0 g (57. mrmﬁxbu@f@rmbﬂnwpmhwh]mo e ROOME wieteaadeed 4.33 g

di I d
R emeD atrisiod ndreBy (FHE A ST ER Sl B oGet Sepme. The
ninidtureavasasred atrmoeth anprwome Ot/@rqgét a’t sateatpdephitightof NaHCO; was
I t i
& nglga(% d’.ﬁg éﬂ%dhlg{\wﬁyaeﬁng%gr?gitg’aig@ %thgf1 gﬁ%%}g\r’]@'gan ¢ ghase was
visasheg withqvagriand @nnlqean er fiftratiop g evmatlon of the

es‘bﬁl%ﬁf?é?ﬂe (@% 4 BR6 AT BIHeSE 3P -8 tySidhrh e yld@lanwiviet isolated as a
n e

49 ‘2‘?625 51 I{%lﬁﬁ%ﬁ’f 611232) rretlhgiy gleﬁgglt oig/;el ?e?rl fluoro

nmet hyl -ethyl] 20 phenol as-a yellow liquid, Ms: 379
(MH) - Exanple 2 2-Methyl-4- [2,2,2-trifluoro-

A{f‘zs “ﬁt J‘?&%&%F@%‘ 59@’)57 7%&1% 5&@6%}?}6 B}ﬁknﬁ&mr} butyl-dimethyl-

4sﬂl@nonnl4@ mb@fﬁﬂ%wwmat%@ﬂpﬁ%@aﬂé@ﬁ § maelhpf n-Buli (ca 1.6 M in

[ RexZnd: hfebd 30401 Latlthik &ﬁﬁéhﬁf@he&mbﬁmﬁeﬁﬁ bubbled @{tefhe solution

et hyl -"et hyl henol as a white so
(ver%f exome¥m]1c reEctlon) Stlrr?ncr was contemueci %or additional 30 min at -78°C, and a

solution of NHCl 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,SOy,), 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-hexafluoro-propan-2-ol as a yellow liquid, MS: 374 (M)
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25 M5: 393 (M H)-. Exanple 3 2-Chloro-4-
[2,2,2-trifluoro-1-(4-nmethoxy-benzyl oxy)-1-trifluorone

o byoostaBy| ] - phenol I n anal ogy to exanpl e 1.RBE€1WEB2005/010237
from 4-brono- 2-chl or o- phenol wag prepared 2-chl oro- 4-
[2,2,2-trifluoro-I-(4-nmethoxy-benzyl oxy)-1-trifl uorone
thgl -ethyl] -phenol as an off-white 30 solid, M 414

B o T i M T R L
p#ré:i¢dl7 G @B%hﬁ@)m@nﬁ@b/y}fﬁaqﬂﬁﬂmm% g {858 hitnol) of 2-[4-(tert-

B‘ﬁ’t#r gﬁfnétﬂ)gesg%!)ﬁ) ]ph%ﬁy;llkzi 1,139 g]hexaﬂuora Pjopan-2-ol at room

ono- 2 prepare
diememmrmTPQrezctzort mmumfaé rqoleoh tn@ i@ eny 5 Fenk (2%06n)mdl) of

t dilhsfo MWHM¥b&§BW were QJ&HOTh@%hﬁlor%’\%J e bsbhm lcYe%xpera‘cure

10‘("& %&v ﬁé?&“ﬁ% ﬁsgwas aflde% rnd Ilﬁewmlﬁ%ye@wmx}racted with ethyl
apiaemco IThk mombﬁiedgayefsﬂv@é(afﬁme& withlbrine4and 8880 (Nast ), filtered and

‘Bégﬁ{"edg gﬁgl S m% y%&b%é¥lﬁ§?ta@{rh£)than$hg%% elugat yielded
a8 mg(@%)m tg@{hu@yl dmethslsm (2.2- tnﬂ@mnpl(enﬁetmoxy-benzyloxy) 1-

(t%ﬂ%o?orﬁéﬂhifll é{ﬁﬁ? p_hértl(ﬁé{f? %ﬁ’eﬁ‘% as a 1g}1tdlepow liqu MS 494 (M)".

| -trifluoronet no

exanple 1.4, from
f(?4 (tert-butyl-dinmethyl-silanylo)cy)-phenyl]-1,1,1,3

, B3B8 (Immﬁrhdlpbﬁl-eﬁ%mfdiﬁmﬁﬂyl (@E mzﬂtﬁﬂ&ox%h A@methoxy-benzyloxy)-1-

f
R A AL BB PR P 0Tl eF fFand 2 mi (25.4
sofriod), ofNBL TBBF spMtikln in TEFawgsladdad e&-O(’@ Tk mixture was stirred at room

!tgrrngg%lgﬂrg @Eﬂﬂﬁ@ﬁ %{VIW %mﬁlon Qldgezda and6 thX proc%dct was extracted
&gk £ thy taﬁ?r@ish zﬂaanmamﬁsovazhedmnh priog, dried (Na;SO4), filtered

3mid4vis &H@d%&ﬁﬁidch@@rﬁ&t%%ﬁbh? oh |§ﬂ1@a7-§’41 Weehal- hgggxge | acetate 5:1

4231 epar ed a ed”’ I n éggé ate ot as
T LR o 5 Saton v g fomemei ]

l'ghehﬁ)l afa yellow liquid, MS: 379 (M H

4-(2,2,2-trifluoro-1- hydroxy 1-trifluoronethyl-ethyl)

(exanmple 6), 76 ng (0.2 mml) of Cs2CO3 and 8
I&Q?@&J% mol ) of potassiumiodide. The reaction 20

m xture was stirred at anbient tenperature for 2.5 d,
2 Mathyk 4 (312, % Hriflugre- It Hemethasy-Benaylaxy)- Lviiiflnoromethyl-ethyl]-phenol
di chl oronet hane. The organi ¢ phase was washed with

FRkedlogng é&ﬁﬂn@&,l o idefom(dNBRA S p-ARd 1%16@:&9 e ek agela% methyl-4-

t f t
% E%gtrﬁfu% e (4-m thg)lc'lyr eﬁz?gxy%yl %ghtlflorpgm%t yl-et y(l) Igheno}/as a white solid,

MS: 393 (M-H)".
Example 3
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—triﬂuoro-1—(4-methoxy-benzyloxy)—l-triﬂuoromethyl—ethyl]-phenol as an off-white
solid, MS: 414 (M, 1CI)™.

Example 4

2,6-Dimethyl-4-[2,2,2-trifluoro-1- (4-methoxy-benzyloxy)-1 -trifluoromethyl-ethyl]-
phenol



silica gel to yield 40 ng (28%
2-(4-{3-[3-(4-Dbrono- phenyl ) - benzo[ d] i sot hi azol - 6-yl oxy

wQ 200p08@8XY} - phenyl ) - , 1, 3, 3, 3- hexaf | uor o- preQEERPD0T010237
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as a colorless SO|Id I\/S 604_{MH 25 1Br) Exanple 8
3-(3-{3-

3 ﬁﬁeao ®ekhrn el'lolr 04! frHMA-Bre¥nd- ZBEdlfﬂe&@ﬂ@ﬂSﬁchWas Pdpated 2,6-
é{i@St%ng—iZ,gé 61@2 1yl %;&wggﬁﬂg )Cl %rlhgor%gnwhyl eﬁ}yﬁ -phenol as a

ellAv Plid; MS: BOUQIAH) - (4- met hoxy- benzyl oxy) - 1-trifluoro -

nmet hyl -ethyl] - phenol (exanple 5) in 20 m of acetone

%@ Eflﬁated with 0.51 nL (5.9 mml) of 3-bronmo WO
BPF37480 PCT/ EP2005/ 010237 -36 1- propanol in the

presence of 1.9 g (5.9 mml? Cs2CO3 and 245 }(;

rBri2) 2,2 GFrifluone-addimethpadbeneylorr )elmﬂwowﬂaﬁlﬁlwl phenol

stirred at 50C overnight, filtered and evaporat ed.
-EH%nQIBgydfb &EQQEECF 1 Wﬁbﬁﬁs BEhy-SHend) wak addB- 2, A, Mtrifluoro-1-(4-
0

osaan e b B BB UG Rule s 30 00y

organi c 5 phases were washed with brine, dried
(Mazp¥d and the sol vent was evaporated.. Col um
chromat ogr aphy on silica gel yiel ded 1.1 g (84 % of

3- 5 [ D1 4 Xy)
[ f i ﬁrﬁﬂéﬁégﬁétwd?&épﬁlﬁ? - phen xy} prelg%éﬁgg | -ol as a
?ﬁ%?l;llogi ?o ixla%lgledi 4 I\érsomdé [4- (tertME)utyl dlmetﬁyl s?lan}ﬁ r;gph(enyl? 1,1,1,3,3,3-

e£(§ﬂ1£&o2pr8pirf pfdl (@cﬁﬂrple' B mtﬂiqj@yecb«e-lﬁzyﬁamﬁ)mﬂo—uhyﬂmxy 1-

ey astesa s b BRRT SEn h o Apr sl a2
ester (CAS 34708-60-6) in 4 nL of THE were treated

VEdampld7 ng (0.44 mmol) of triphenyl phosphine. The
solution was cooled to OC and treated with 88 L (0. 44

%%3 E4 B4ifo- gx%ﬁ?béﬁié'[ﬂ1§6@§a§(ﬁ16[ﬂ§)gyi?roﬁ&@ymphenyl) 1,1,1,3,3,3-

ture ove n t he 'sol vent was evapor at ed
alfn@aﬂh@rocﬁ’f@ﬂ@n'% ture was purified by col um
chromat ography on silica gel wth a gradient of

Ei(Aa Dﬁﬁﬁﬁkﬂ?oﬂs @-bmrﬂ,o@hm/lybeizd ) s0thigzol -5 CAS 423159-55-1,
Rl[epﬁiﬁ ng?sgﬁg W@HQB ?%%%Qﬁelﬂ gxré}aﬁw%e/w@s%%xhewﬁ 67 mg (0.22

- mptpooA( %2, aanﬂuetohylhy@@tcgﬂ taléluarcumtgﬂreéls)d}/ lphqml (ﬂexample 6), 76

9 0 ?O ﬁ'gncll?o s)sm‘i’lfl 10d1de The reaction
? ;%pgiiréﬁt%p{qyp{ iﬁ%&?@é@@ Qrp}.‘é) 0@&4 b %%}&Biwas diluted

O%E ARG S oflefahe et gdhic flasElvadlvashel Wit Wﬂgremd brine, dried
A 1{?{;88? g%tsl\efgpplxg]atte e i en}():r%dgzt v?a% p 3 b):IL 90 umn c romatography on

silica gel to yield 40 mg (28%) 2-(4-{3-[3-(4-bromo- -phenyl)-benzo(d]isothiazol-6-yloxy]-
propoxy}-phenyl)-1,1,1,3,3,3-hexafluoro-propan-2-ol as a colorless solid, MS: 604 (M-H,
1Br)".

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-[2,2,2-triﬂuoro—1—(4—methoxy—benzyloxy)—1-triﬂuoromethy1—ethyl]-
phenol (example 5) in 20 ml of acetone were treated with 0.51 mL (5.9 mmol) of 3-bromo-



catal yst and evaporation of the solvent, the residue
was purified by columm chromatography on silica gel

woneaob/ozr4gr adi ent of Et OAc/ n-heptane 1:5 to 1: 3pADERI0@3/@ 0237
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35

64 ng 25 (80% of
3-(3-{3-[3-(2,2,2-trifluoro- Iiﬁyaro)cy [ -trifluoroneth
yl %r%ﬁata‘é{&)m i Qgéylle oﬂr@g%y}mﬂm%bo %@1@49 B (18 hnthol) of

ester colorless oil %
@o@wgp@ @d*dgCThe reaction mixture was stirred at 50°C overmght filtered and

(6421 okaBAETWd crddd Proddctvad Ttdibsblvd@ iroEIOAvyidaxyMIKH$D f dolaerion, the

”?%; D Mes oty BATRON ot RO BOEMHER ORE Tife Aflined organic
3ph[a?es 3\(6‘26 Wﬁshfeﬂ sathdrine( diri eteNw0XY ) bed tyd sokweht wag evapdratedoColumn

. 9 f a .
siaBy o SHREPS vl RUATY b o ﬁS 2,8 i ANGY methoxy
rb&acstloxyr) warlvopdiet Vhethylﬂwhﬁm@%prq@ne ehasf colqrées %h%ﬁé MS: 438
ﬁ% epl 4.28 g (13.1 mol) of Cs2CO3 and each reaction

ture was treated for 30 mn at 130C in the 35
m crowave. The m xtures were conbi ned and water and
eéther were added. The aqueous phase was extracted -

Vi50hn (d‘l:emx@cﬂyicéfo 38&5 -Cnppithifidor fétinetipdxaystenzylexe - Wwasthegomethyl-
éﬁhpﬁm%%%opaﬁ-gfané‘?ép0%4 ARG e CoEydrodl-pRRED-propionic

cacittlehpresi@u 6TAS WMS108-Hefan dtreld Of@HF asratreated with 117 mg (0.44 mmol)
C&rt q%ﬂ‘ﬁ)?@y F% qhg'sgl%ngl]f Q'a?goc(lgizt@wefanﬂ @eated with 88 pL (0.44 mmol)

2-trifluoro-I|-(4-

D]Té\)@i Tﬁlémzlgﬂugs‘(ws. stirged; at FQRIR mqq?qureeqml]ght the solvent was

&g 25%(§éd}an@ttﬂél&@aﬁe AxtutOWis pieifle@ Wy eblumnMbrom2tdgr{pfyton,silica gel
an

2iha Ao pRECADeBine 1P 3310 Pl CHBR 370 of >(3-(-(3-1222
bteiﬁ]Zl}bkd)Xy()i rhethoif-beraylong)t- h)jlﬂlﬂmtrh;de}hyl ptheH ephenoryiRempbxy)-phenyl]-
as | lq% %c){cglet&l?l\r’%%} %sa%g@orlégﬁq&wl\-}l&ﬂ% (gfi)k.n anal ogy to

1- phenyl 2-{3-[2,2,2-trifluoro-I-(4-nethoxy-
b®azyl oxy)-1-trifluoronethyl-ethyl] -phenoxy}-ethanol

ang r%@(%ér;] nfhadly 8¢ 9{3/ l@il%ly% 2 thﬁﬁh&toe} \(\@sndﬂzh@@raweex 1626 - 1-
ogqﬂ)uoloqggthy]r—?tﬁylﬁj @PDW}IFFOF@)I?CH P? rn?/l] prg)plomc ac1ci( Xthy estze}/m 10 mL of

Eﬂ@Wéfr}e h?ﬂlh)_(géﬁr)/a)teﬂh&hy blesacedf € mgiofl 10mtHiyC. Aff¢repmasal of the
egggﬂ,ﬁ? rgl'lgse\%lpofaﬂ&l:h ol}/%le soﬂvegMﬁe regdt’l:se w&%tﬁ%ld%%éofu%m
[ chrpfnapigeaphly-oR-s{l8a [ng vitlpa gmailfehtiefr SO c{rghepsemrroledy 1o 1:3 to yield 64 mg
8 "PSY)3 13t z‘ik&@ﬂmtmycr@ yhdif thyl-ethyl)-ph
g(?/ér? SN oxg% henyl ] - ac}tetrl %:)hac lduorrrginﬁﬁy %%Y?Mpgfgoxy
VB PO p e@Q{ rpé@plomc acid éthyl ester as a co orless oil, MS:
(4-{1-phenyl -2-[3-(2,2,2-trifluoro-1-hydroxy-I-trifluo
r pRhpl¥ - et hyl ) - phenoxy] - et hoxy} - phenyl)-acetic
acid nethyl ester as a colorless oil, Ms: 527 (MH)-

racr{E {’1:3 P}'x%nyl— [3-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl) phenoxy]
ethoxy}-phenyl)-acetic acid methyl ester

9.1

To 1 g (2.6 mmol) of 3-[2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-1-trifluoromethyl-
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 4.28 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



rac
(4-{1-Phenyl -2-[3-(2,2,2-trifluoro-1-hydroxy-1-trifluo

wo 2we03ngo et hyl ) - phenoxy] - et hoxy} - phenyl) - acEtT/EPA03 /@ 0237
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20 40 ng (0.08 mmol) of rac _35._
(4-{1-phenyl -2-[3-(2,2,2-trifluoro-|-hydroxy-I-trifluo
raﬁgﬁh:@a' kNilz%UZ)(/. | A)freP @\.ﬁ@@i@ﬁbp of m&%}veifﬁhﬁlﬁ_l)&dde&}ﬁedﬂtl&s ﬁtériedeparated by
e ester (exanpl e in e
PR TSRoB PP EeR A T o PEfRsar Iy 5o a2, oro-1-(¢-
EDkYhcySidrizyloRy) - 1 wau@dohethyl-tthel ) m’r&gexy}vﬂh:mod; eplaghatyelthw oil, MS:

t he i norgani e na t . Cr_ (4. )
T T Y e PRt T
(bhaABERY) - lamdfluevapethplt esbiyl)-Phen g} -ethadel asdighticallowepsl, MS: 500 (M)

purified by columm chromatography to give 29 ng (74%
22|rac (4-11- phenyl-2- [3-

2,2-trifluoro-1-hydroxy-1-tyrif r.onet hyl - et hyl
TpiverRylo ceTmy b ORI etPd 2ct b 1 (Mmbhosy-
Z}i@h%{l%ﬁiﬁl-?Eﬂzu_orczf?éthﬂl&hgzltMpih%noL)lcyEetﬁmbbaéxilﬂ]:)r(létﬁﬁ_4-h_ydr|oxyphenyl-
O e e
rfﬁﬂhyﬂoneahﬂretﬂ)zl]_-ﬂzhedop[yhmabggypheoylé-)aam asidimethyl ¢stegas a colorless oil,
@Sy&rﬁgﬁyﬂ- benzoic acid nmethyl ester and rac 2-phenyl -

+

was prepared rac
4- (2- hydr oxy-1 - phenyl - et hoxy) - benzoi ¢ aci d net hyl
gster, M. 273 (Mt. WD 2006/ 037480 PCT/ EP2005/ 010237

'I%E‘cféxal% %éﬁnﬁ)@.@,ﬁ?’orﬁ@aﬂ&&@l@n -2 {342,0/trifluoro-1-(4-methoxy-
- 1Ly &I uor oO-

+ BeREYIOER o IQIQFW}-'%ﬁiﬂE}?’ hg%(%;—ﬁgpoﬁ%%gﬁgr}yl]licetic acid methyl ester
Oeds2prbyeecdiey-{ | piyngl-2e () -tisfwzor ke hpbiody-shetifiybromethyl-ethyl)-
Perop oy PO R8s acidmatad ooy el sre gl Mg 27 (A0
)Cy)-1 5 trifluoromethyl-ethyl]

-Ipherdx 19 - et hoxy) - benzoi ¢ acid nethyl ester as a
yellowoil, M5 634 (M+. 11.3 76 nmg (0.12 nmmol) of

rae i4—{l-Phenyl—2- 3-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-

4%1 'ﬁ)h nyl-2-{4-[2,2,2-trifluoro-I-(4-methoxy-benzyl o
x§hoxy)-Rhepyl)aer ’cqul - et hyl ] - phenoxy} - et hoxy) - benzoi c

acid nmethyl ester in 4 m of a mxture of 10 _
at(eing!1.08 ilreolvaf eic (¢91-Phemei2e] 3t (2ea2-tdflwerohl -RBd omyy 1-trifluoromethyl-

( ! _ | o0i U ni \ .
S4BT 5 G ATREALI 1) B4 St 1 o
nwerle )treafedvath &7 @miotiliyhiIGH efoe Kmpéraé%ggr dM KHSO, solution
s%{;[ 4eg, tlg@?}ﬁggmﬁéﬂalé@&rit@d, adl theah@%gnﬁ:_ln_;ﬁ)e% KHSAedmeitie EtOAC.
adae an e SeS were separ ed. ni
s werEbigiel PHATIBAOAFE HOBORBS FI1G CEBRHTa ol AT g cvaporated. The
phAge prodricewnas Ettdbiytcblubin deomatbgehribgdo giNa2S@Y) (74%d of rac (4-{1-
eﬁ’}?&‘;’rf-il-t [g—CtZ,Z,C}z{r%ro- 1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-ethoxy}-
phenyl)-acetic acid as a colorless oil , MS: 513 (M-H)".

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)™.



15 chromat ography on | SOLUTE Flash NN.H2 with a
gradi ent of Et OAc/ n-heptane to EtQAc gave 30 ng (48%

W@ D006887480 PCT/EP2005/010237
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4-{1-phenyl -2-[4-(2,2,2-triflugyo-1-hydroxy-1-trifluor
onet hyl - et hyl)-phenoxy] - et hoxy}-benzoi c aci d net hyl
ggber as a colorless oil, M5 513 (MH-. Exanple 12

4-{2- [4-(2,2,2-Tri.fluoro= .l -Rhydroxy;
{7 ralediaestaeip s Som by praras T msthyostseade) Lo
adflubroBiethiyl -ethst] ephehal ahd rhp4—é2}éllydgyyilepleo()a}rpﬂl@x®_—h_e,nzoic acid methyl
%{tgr;%%éa_r}ééj%g&(n %al'c qg@e%y%f—&?—é%@& hyiau6S-€r (4%&}1oxy—benzyloxy) -1-
trif @rhyngthykgthet] Heheppxl eqﬁlg@%ba@zoac 34 mpthybesteras ggelipw oil, MS: 634
gpﬂ)qu ess oil, Ms: 197 (M+H)+. 25 12.2 In analogy to

xample 11.2 (8.2) and 11.3, from
4- EZ, 2,2-trifluoro-1-(4-nmethoxy- benzyl oxy)
133t ri fl uoronmet hyl -ethyl] -phenol and
46 oder dmylgrrﬁmi)aifhwyl I-pRazbi2e{48(Qi 2D trifbtdryd 1 - @strethomgdenzyloxy)-1-

r.epare . : .
SEPEp -5 3B P S Papls 2 P G Ry agninere of
batbjitrilephtm @Ry ) wetehoatied viotnzadineg Hb4ammalhgf cedls paymepdum nitrate

W & 18l dlmidR: AA3dditibhdihoo m3Q05%88RRbE oF3eric ammonium
%éé%é%g]ezad@gé gxiggt%?;gal%%rggr?tg%lzgl l_ﬁélﬁﬁ% I]EtggAcs ansd_ ﬂ\%)i&%&? vrvgre added
%h&?l:xe%}&'sék'x{reﬁe i?eparattédi. fThe gfdﬂgallnic((ﬁtdﬁslftﬁﬁyetb@awﬂ%:lmy&),-the combined
trifl uaromet -et hyl.] -.phenol, (e : n
e pasedd tﬁﬁl%?dﬁi&le?g@sw basb BBt Column
REIER2QAPH YA PRTLUTBBlashniH), with dgradipht dfiis@Ader-haanertg EtOAc

0, I ) ao 8. 4, iy “ o )
(&8 e530mr;'19 r%lsl }gfﬁﬁé_g% g%?ﬁiyl‘]z {%%2(,22 téum Ly@rfox¥ 1-trifluoromethyl

assif react m xture was stitred at i
Behy0) - plvemony Jgethoxd dsneic ead msdhil estermpsercataitess o MG gf M-H)"
and the solvent was evaporated. The resi due was
Fixss@leed in EtOAc and water, the phases were
separated and the inorganic one was extracted with

t ) 5..conbi ned or gani hases [ sh | t .
5 20 ool A S BGOSR VB GRR0G o B-ensoi
(aGidhethiy] stende
1- benzyl oxy-2-chloro-4-[2,2,2-trifluoro-I|-(4-nmethoxy-b
ellzzlyl oxy)- 1-trifluoronethyl-ethyl] -benzene. 13.2 82
ng (0.2 mmol ) of crude o
Inperegl wxaampid. bifwa4{ydpoxy-beprqif aed sathyl gstaramlhromo-ethanol

1615 D8 a7YA 0K YD hidrloky fethaey 0@ BY lacidthyth)l-denzeneolegdseoil, MS: 197
treated with 3 ' nL of a m xture of dichloronethane/

tM¥Hor oaceti ¢ acid (1:3) at roomtenperature for 1

h. The sol vent was

12.2

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-1-trifluoromethyl-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-
trifluoromethyl-ethyl]-phenol (example 3) in 4 ml of acetone were treated with 47 mg (0.3



evaporated and the residue was redi ssolved in a
m xture of diethyl ether and a solution of Na2CG3.

wabmweismsgani ¢ phase was extracted with di et hyPCEEPR®DS/010237
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and the conbi ned organic phaseg were washed wth
brine and dried (Na2SO4). After Piitration and

eVARG[ a;frbexmzypf)rotrﬁae 15756 Qo%m&m@f@sﬁ@é 2R i o g% ol) of
urlfled b(yi col.umm chr onat ogr aph % ?’
fpotassmm iodide. The reaction rnlxture was stxrred at’50°C overnloht cooled to room

-téxﬁphaﬂﬂy,lfmeye&-rﬁhhesdlv@h @AYy tya &raledl Tﬁe %sf&u@%@ﬁis&&{r&i in EtOAc

ngpaager,zt{lﬁ pggsses Qveye separateg aIrHi the 1 moroamc ogue was extrCIac%ed with EtOAc. The

( @Bémzeyll wganiSphastdwyire phetmdlWitH brind d8e3(1Sal8 @X)afrid'@ﬁpor@ted to give

o 18 RSB ol
1L1triﬂus>r%¢ ‘tthxlﬂ‘bé@mf—‘] -phenol (exanple 2) and

benzyl brom de was prepared
2-164 benzyl oxy 3- rret hyl - phenyl ) -1, 1, 1, 3, 3, 3-hexaf | uoro

E%gﬁjgga@ % ?of cru ge g Ig n lxly-(?’zwchlgr%ﬂ- 5\/%:2 t?i%%OI(OMi |_(Ql-n"xethoxy-
Zb(eﬁzyﬂimyhll-tmﬂyao jfl)etﬂylﬂrbénzf&n8w3rehﬁéa&lcd| witH ® il efRaAx2ure of

3%[1 51'1% gﬂ% %’ tﬁ%l?l(())?ﬁ%%{@ a%lcﬂ(‘;i é ag' f) n}teln%Bgya)tuﬁe for 1 h. The solvent was
t ﬁV#HQH@P@)h@d Hlresdupys recﬁlbﬁ@h@ﬂ 1§ e xaEmureoS)iethpictennyla solution of

bnentde 'M@Sin&r %91@ &)ﬁgse%vag gxtracted with ethgl ether and the §omF1ned organic
be z %I OXY- exa ro opan

s Yere. Wﬂelf%wgb |bp§e aw@;dngch@\l LRP I fter @gaggraﬁ@ql gvapgration of the

2~solvent the crude product was urlﬁed by column chromatogsra%hy to g1ve 7.3 mg (12%)

T ?%é"é 3%y SW"&%BF‘%)QQ) ﬁgﬁg’éair&ﬁ’éa]ﬂfemrpi@aéh “Hsmyelow gum,

Zhﬁiéﬁhéwmﬁllﬂb[Z,z,Z trifluoro-I-(4-methoxy-
benzyl oxy)-1-trifluoronethyl-ethyl] -phenol (exanple
AxyaRdichgnzy!l bromi de was prepared WO 2006/ 037480
PCT/E 2005/ 010237 -40 2-(4-benzyl oxy-
thyl - phenyl )-1, 1,1, 3, 3, 3- hexaf | uor o- prop
aﬁ (éd%ﬂlﬂg%31mﬁhYl R}?ﬁﬂv’év& 1,583 3hexgBuomprproppa-2yal
Exanple 17 2-
( 4a Beddagyl toxyarpplen$li) 1312, froln 3r§etﬁylh®{<2§ti bugfi@ordr Dl@zﬁﬁ‘xe@h&y

|
PRk P TR AR KBl 8I byt bromice waspreparcd
t 2i(#theordest Brylllf‘—tb)ﬂm}iewl)ﬂﬁehw 3¢ lexafinpire-pkppant-ob enelight yellow

brem IE. ves(\pgpar ed 2- (4-
benzyl oXYy- pgwenyl) 1,1,1, 3, 3, 3- hexaf | uor o- pr opan- 2- ol

ai off white solid, Ms: 349 (M H)-. Exanple 18
xamplel

2-(3-Benzyloxy-phenyl)-1,1,1,3,3,3-hexafluoro-propan-2-ol

In analogy to example 13.1-13.2, from 3-[2,2,2—triﬂuoro-1-(4-methoxy—benzylexy)—1—
trifluoromethyl-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-
H)".

Example 16
2-(4-Benzyloxy-3,5-dimethyl-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-trifluoromethyl-ethyl] -phenol (example 4) and benzyl bromide was prepared



10
(4-{3-[2-Methyl -4-(2,2,2-trifluoro-1-hydroxy-I-trifluo
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methyl ester 18.1 'In anal ogy_ jg. exanple 8.1, from
2- nethyl 4-12,2,2-trifluoro- I-%4 met ho) cy- benzyl oxy) -1
rBJn&ﬂ@ﬁ)Q%tJlHetlﬁUﬁﬁEﬂylthﬂ‘y 3 ﬁ%&ﬂfﬁﬂo@o%}op’tﬂ@ ol as a light yellow
anol” was prepared 3-{2
ﬁé@%945@7fé ZH :trifluoro-1- (4- net hoxy- benzyloxy) 1-tr
i fluoronethyl -ethyl] -phenoxy}- propan-1-ol as white
$th@k]NB 452 (M+. 18.2 In analogy to exanple
8.3, from

é @gﬁnz?if%{‘y Pt bt R fppdiRL b0

- phenoxy} - propan-1-ol and (4-hydroxy- phep acetic
10 andlpgy ivehmpledStlet3. ewfsoraﬁe[aa’lr?ealﬂuoro 1-(4methoxy-benzyloxy)-1-

t(tfklﬂﬁr@%f% rre{ehwllr - Phdndl ?exgmg{]elolﬁ ) b?nzly} lbm;amaé s ,trepared 2-(4-

X -
DeBE BT b e e éﬁwof%]w% T oo BOS e fif i 349 0w
Exanpl e 19 4-{3- [ 2-Methyl-4- (2, 2 2-trifluoro-

| - hydroxy- |-trifluoronethyl- ethyl) - phenoxy] - 25
g&pﬁgﬁyh%ben20|c acid nethyl ester In analogy to

2-8.3, from
3-{2- net hyl - -£2 2,2-trifluoro-1-(4:-me é
Héri3y[Rdgthyl-4-( ?42ftrllﬁlspm7éthﬁ9mf¥t1h§ﬂqu0rome yl-ethyl)-phenoxy]-

;@Pg@ﬁ)};ﬂneﬁﬂwa&chmm&aﬁlef;tehydr oxy- benzoi ¢ acid

ester was prepared
4-{3 [2-nmethyl -4-(2,2,2-trifluoro-I-hydroxy-I-trifluor
hyl - et hyl ) - phenoxy] - pr opoxy}-benzoic acid neth
d&tz@ﬁlo@ﬁtcﬁemhipﬂeefi s,dtam 2-ivBhyld6 52,2, MtHﬂuochtD— E)(aq‘rboy-é@lzyloxy -1-

V\D 200061'1116 %lefﬁ[én%?%&gyp%]ﬁ 234 3-br8hod1 (péfo;{a%ol was prepared 3-{2-

(rz¢my124{ ,zrzrtmﬂmgrotlﬂg«dn@hymbanzvlpmolr aigmegiyingthyl prhenoxy}-
%}egaﬁl 1-01R§ @H%yc}hdpmnm ﬁr\@ropl onic acid methyl ester

I'n anal ogy to exanple 8.1, from
2-chloro-4-[2,2,2-trifluoro-1-(4-methoxy-benzyl oxy) - 1-
518%i 1 uoromet hyl - ethyl] -phenol (exanple 3) and
3I'nh{n@ {o papdnfb-ig sropt BfzanedhB-4 2,5 toflgerd- 1-(4-methoxy-

_ lientzjzlmqf %Exg?#;({rﬁmfthg F{&LE r{)%%ﬁ(%?f% )&??ﬂm { Qﬂ(X (4 hyq.rO)gf phenyl)-acetic

yazid mathyl ésterMBs pnemre( e&rz)methzleet £2, 2,|2rtrlélﬁarq;@;hymxy-l-

t%ggigl'cﬁ-f@thgl éh?% pflér%?ly F;cipuo?)qrr op}ieneri ar%ttlc %c)ic)ll mf’éhyl ester as a yellow oil,

7419MEDL- t ri f1 uor omet hyl - et hyl ] - phenoxy} - prop
an-1-ol and 3-(4-hydroxy- phenyl)

Example 19

4-{3-[2-Methyl-4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-
propoxy}-benzoic acid methyl ester

In analogy to example 8.2-8.3, from 3-{2-methyl-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-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)".

Example 20



propionic acid nethyl ester was prepared
3-(4-{3-[2-chloro-4-(2,2,2-trifluoro-I|-hydroxy-

wd 2d06/031480r onret hyl - et hyl) PCT/EP2005/010237
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-phenoxy]-propoxy}-phenyl)-prpﬁipnic acid nethyl ester
as a colorless oil, M5: 513 (MH 1d)-. Exanple 21

5(4 {g 2- Chloro 4-(2,2,2- tr1ﬂuoro 1 hydroxy-1 trlﬂuorornethyl ethyl)- ?henoxy
oro-4-(2 |quoro | - hydroxy-1-trifluo

E@Wﬁﬂﬁ'? %?ﬂ%PTHﬁW@HGQQPdeﬂS Foky1 - phenyl) acetic acid

nmet hyl ester In analogy to exanple 8.2-8.3, from

30{12- chl or o- 4 [ 2, 2 2-trifluoro- I-(4 nethoxy-

gﬁ NG Xlg XY) eéﬁala‘lg ehé {lsH08 9 rEﬁ}ol?g Itlllﬂ idBen P@( X}e’tﬁg)@ﬁa enzyloxy)-1-

roxy- tic acrd
eaﬂeorowmhxifee‘tpé} phienol example 3) and 3 bromo 1- propanol was prepared 3-{2-

. Ioﬁlf o 2'2:5‘ ltﬁﬁa?or%-l%?ﬁl -Gnedidd itehH96:9) 1= (kb fonMethyl2&hyl] - phenoxy}-

Iﬁh@ﬂbk Bﬁ@%V?L 3473 Mald i ¢ acid methyl ester as
a colorless oil, M5 499 (MH 1C)-: Exanple 22
Ho{B3- [2-Chl oro- 4 (2,2,2-trifluoro- I-hydroxy-

Tere et Ry 2 30 el BP0 £ LB 3602 B hoxy-
ftrennylaxy{) z-ukﬂm@ndthylzetﬁyli pﬂnpm@ﬁyh@r@m ¥- 411 et M&Wdroxy phenyl)-
no%%é d mgfhgf dstdr %5 gf%taﬁw?) @t Byﬂﬂ—chloro 4- (2 2,2-trifluoro-1-hydroxy-

dr oxy-benzoi ¢ aci d
@trmor@@p@yl mgl mh@pg)gyécpropoxy} -phenyl)-propionic acid methyl ester as a

Aol Frdsoit Miorsas 4v( R, 2cB=tri fl uoro-1-hydroxy-I-trifl uor
onethyl- et hyl ) - phenoxy] - propoxy} - benzoi ¢ aci d net hyl

ter zc,av\/mte solid, Ms: 485 (MH 1C1)- Exanpl e
a§5)1e

(4-{3-[2,6-Dinethyl-4-(2,2,2-trifluoro-1-hydroxy-1-tri

f (4eiGF [ar@hilogd- 4é2,ﬂ;ﬂ-t;1ﬂuph@de}iI°XYp1rU§bxy mgthehethyl)aphenpy]-

6&%&)90 Iﬂ}%}uxﬁ coa\ggla lt%o g%?n%frgospg/ Frpg(r)nOS/ 010237

2, 6-di th|-42 trifl 1- (4- et hoxy-

)In apa{og iq %/WR%%?M frorélli i‘r;ilFJ]% %b%ég[&r’-”??gk i S‘Qﬂ‘ﬁﬁiﬁ%’

[30&1&91@,7 )Lt- ?Fﬂlﬁﬂﬁﬂif&&{’&éthm %Fhaﬁ@d/ Propad- Brodilimfé(mwdréxy phenyl)-acetic
| uor o- en

) e s RGOy P oy B AR Ly AT

Nﬁﬂu@ﬁﬁnéﬂ@l’[—ethym Phendxy] -@r@mrg}yph@y@ng;wm @c1¢$ rrg:ﬂgfl gster as a colorless

fr. hyl -4-[2,2,2-trifluoro-1-(4-nethoxy-
bég ?é%%) f?? I"uor onet hyl - ethyl] phenoxy} - prop

an-1-ol and (4-hydroxy-phenyl) -acetic acid nethyl
eBxasplods prepar ed
(4-{3-[2,6-dinethyl-4-(2,2,2-trifluoro-I-hydroxy-1 10
tlJ{f)-l AThYBLAY) 2, 21tAfthdro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-

hggg¥y pgg@gé%%dghﬁg%L) acetic acid nethyl ester as

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 as a white solid, MS: 485 (M-H, 1Cl)".

Example 23

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



oil, M5 493 (MH)-. Exanple 24 4- {3- |
2,6-Dinmethyl-4- (2,2,2-trifluoro- |-hydroxy-

WO 20068480 onet hyl - et hyl ) - phenoxy] - propoxy} - beCZBPI05/010237
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acid nmethyl ester 15 In analog¥ to exanple 8.2-8. 3,
from3-{2,6-dinethyl-4-[2, 2, 2- #if1 uoro- 1- (4- met hoxy-
ngzyloxy) 1-trifluoronethyl-ethyl] -phenoxy}- prop

an-1-ol and 4-hydroxy-benzoic acid _rmethyl esz &F

pn epdpgato example 8.1, from 2,6-dimethyl-4-[2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-

:‘1 ﬂr%ll'u[o?orﬁetﬂ lnﬁlhﬁwtphéncﬂ%)?an%ié £) dfdd@btbnho-hy;ﬁ'b %ol bras prepared 3-
rifluoro eno r X Z0i C

Bl oon ST D S L PASIOAN RE OB sl Bl L
EBheAPtS-p2bpah{-3t af 2ydibivivyl, Mb: 46R2(NR)"2-tri f uor o-

I'-hydroxy- |-trifluoronethyl-ethyl)-phenoxy] -

qugoxy} benzoic acid 94 ng (0.2 mol) of
[2-methyl -4-(2,2,2-trifluoro- I-ﬁ§drox -l -trifluor

drrenhlygy tochpple h o kg I Dibpoiy et bR e- Giffaronk hypethoxy-
eo%k?ﬁo;(ﬁ"@ﬁ?ﬂu%r@rgéth 1Det? mﬂph@ﬁoﬁﬁgrdﬁm oPnd (r4eﬁz;t&51xy phenyl ~acetic

of 1M Li 0 e ov
ey e T SISt 9140 QUL Oty M
afidubitendtR! gaN)-shaivgy MBsopexiF pleneld-asetidacd fachyl dshe as a colorless
(ﬁgggggg Qﬁggglc phases were washed with brine, dried
vaporated. The crude product was
purified by colum chromatography with CH2Cl12/ MeOH
FExamplo24gi ve 60 nmg (65%
4-{3-[2-nethyl-4-(2,2,2-trifluoro-I-hydroxy-1-trifluor
TBf le¥y)-4- 3@ zotimcyh E&@omﬁﬂmﬂ EG no
wﬁg%mﬁll Jis Ry e (@?ge- ol
[ProPRst TRFPZQFC a‘(‘a n?’-ﬂ?Ylleftﬂ‘ | uor o-
I-hydroxy 1-trifluoronethyl- ethyl) -phenoxy] -
FIIthﬁhQK) ple 8. 2863, fronas i 216 \Mn 2096403, 248G1fluoro-1-(4-methoxy-

%%/% o 8915[%{ 237 t&xﬁﬁ%h&lﬁ] p%n&#)ﬁ/g p.ianhi( %Wﬁfﬁl %?drofx{f BThzoic acid
tmethlylesteo mas pgdpar@’dﬁyb) [2,6-dimethyl-4- (2 2,2- trlﬂuoro 1-hydroxy-1-
tﬁﬂ%@ﬁf@f&th& Qﬂﬁyg}le@écgpy%oﬁﬂe&ér&oﬁ%kﬂ HBhPYdste@ 8§ £€olorless oil, MS:

4479{ fD-met hyl -4- (2,2, 2-trifluoro-1-hydroxy-1-trifluo
romet hyl -et hyl ) - phenoxy] propoxy} phenyl ) -acetic
aEtaghpls2m colorless oil, Ms: 435 (MH-. 5 Exanple 27
(4-{3- [2,6-Dinethyl -4- (2 2, 2- trifluoro- | - hydr oxy-

[ -tri r Qe hyL ) phenexyl )
oo SR 2 A RS heTporamerthyl sty phengic -
f progoxy}-benzoic acid
(4-{3-[2,6-dinethyl-4-(2,2,2-trifluoro-I-hydroxy-I -
94 mg (0.2 mmol) of 4-{3- [2-methyl-4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-

ethyl)-phenoxy]-propoxy}-benzoic 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,SO4 ) 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-H)".

Example 26

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



trifluoronethyl-ethyl)-phenoxy]-propoxy}-phenyl)-aceti
c acid nethyl ester (exarrpl e 23) 10 was prepared

W@ 20068342 6- di net hyl -4-(2,2, 2-tri fI uor o- | - hydr eXy/EP2005/010237
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fl uor onet hyl - et hyl ) phenoxy] - poxy} phenyl ) -acetic
acid as a light brown oil, 9(|\/H—I) Exanpl e 28

4h{ ar?éicl;g% 18 eQrHﬁE byl & sn Q‘g »{Zv’Z 2 rﬁ x‘ .5.)2 tnﬂToro 1-hydroxy-1-

OXY- yor onmet hyl - et
b%&(?l}“e%hﬁ@vlé -PRENFVIPIORPRA TR P@Uéﬁ@dm@hﬂsster (example 18)

fW@iTIore ared (4 { [2-methyl-4-(2,2,2-trifluoro-1- h dro;/; 1- tr1ﬂuorornethy1 ethyl)-

rlf
RN @iﬁnﬁﬁr#%ﬁ%ﬁm S HaR i Wi o
net hyl ester (exanple 24) was prepared
AEX8uplR 28- di net hyl -4- (2,2, 2-trifluoro-1-hydroxy-1-trif
| uor onet hyl - ethyl) - phenoxy] - pr opoxy} - benzoi ¢ acid
ag- 8. -&/h-lljh =S

2,2,2 y r
@125 b‘?m%ﬁ{gl 2&@ #prd meEf(m% 5\ }@Qe?ytl) ]Ia}fenoxy
IHHH@ﬁ%&EW?Wgﬁﬁﬁ 9aq%henoxy] et hoxy} - benzoi c aC|d

met hyl ester 29.1 1In analogy to exanple 8.1,
ZIrﬁaxtiﬂdg@ttblyiaxﬂplE 25,2v0tn (4-!{ 3 u@rdﬁxnlaﬁlgzm@tz I:zoefﬁﬂuaffdlz M'{y@i‘décy 1-

tr]ﬂuorom 10 rt?l?ﬁ \BEL LS Fgg IJ &‘ggPF‘iﬂYé)( %UC c1g me)th)g ester (example 23)

rono- ano
dwneprhyeltr-ed(‘{ 230, Qdumﬁtlhlyhbr(ml - teilaret-hdwyizdxgriz stiftuoydmathyl-ethyl)-

AR PR R Rt

2, fraom
ZE’{aZnIéeafgrrethyl 4-12,2,2-trifluoro-1-(4-methoxy-
benzyl oxy)-1-trifl uoronethyl -ethyl]-phenoxy} - et hanol

and342, ByDinexlyylae(22201-€rifi€drd- 1nRidiyky- BRrif 66 R B-ethyl)-phenoxy]-
4pr(°%%¥§d%mamc f]ﬁiyl 4-12,2,2-trifluoro-I-(4-nmethoxy-ben

T ol omrne 2%, ) iRt it ey -

S B P el B

(lrepay imethyl-4-(2,2,2- trifluoro- 1 hydroxy-l trifluoromethyl-ethyl)-

4pKedo &o@bﬂﬁtﬁéﬁkméa&a ada whité dlduMP15 (M-mret hoxy- ben
zyl oxy)- 1-trifluoromnethyl-ethyl]

d@henqx%-et hoxy) - benzoic acid nethyl ester in 5 nL of
ERITOF 6et hane 61 ng (0.3 mmol ) of DDQ and a drop of
wat er were added. The reaction 5 m xture was stirred

- 127 00 Bimerivgtit (2,280 bifarwre-d-frydoeryt v aourethydrthyhashenoxy]-

déth %el‘i&&@acﬂh&‘e‘ﬂl‘xy@%&@&et hane and Et OAc, dried
) and evaporiated. Colum chromat ography on

(%UTE Fl ash NH2 with Et OAc/ n-heptane 1:1 gave 21 ngy
N of 4-{2-[2, 6-dinethyl -

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-
dimethyl-4-[2,2,2-trifluoro-1-(4-methoxy-benzyloxy)- 1-trifluoromethyl-ethyl] -phenoxy} -
ethanol as a white solid, MS: 470 (M+NH,)".

29.2

In analogy to example 8.2, from 2-{2,6-dimethyl-4-[2,2,2-trifluoro- 1-(4-methoxy-
benzyloxy)-1-trifluoromethyl-ethyl]-phenoxy}-ethanol and 4-hydroxy-benzoic acid methyl
ester was prepared 4-(2—{2,6—dimethyl-4-[2,2,2-triﬂuoro-1-(4-methoxy—benzyloxy)-l-
trifluoromethyl-ethyl]-phenoxy}-ethoxy)-benzoic acid methyl ester as a colorless oil, MS:
604 (M+NH,)".



4-(2,2,2-trifluoro-1-hydroxy-I|-trifluoronethyl-ethyl)
- phenoxy] - et hoxy}-benzoic acid nethyl ester as a

wo e@ho3ped | ow solid, Ms: 465 (MH)-. 10 Exanpl BCBBPB05/010237
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(4-{ (S)-2- [2-Methyl-4-(2,2,254rifluoro-I-hydroxy-
| -trifluoronethyl-ethyl)-phenoxy] -3-
ggnyl - propoxy} - phenyl ) -propionic acid nethyl ester
1 To 1.27 g (4.9 mol) of

o 196 58 (0 & St e DT {20 e - G fhokfbensyion)-
21 Hﬁlﬁlbydmé&lﬂrlzetﬂ 12- -phémd)dyl}l-(at}mxﬂ.)—b@hznﬁtahxdxrylethyl esterin 5mL of
%21? %1 LT uor 3 otfm%%&ﬁ]x hlg W&Lr &&?@H@édﬁ TR? reaction

enyl pltosphi ne
mnxtu:e Wammrabaméﬂ: bmer@@ht ep@led tropitt tenperatuspandqvay diluted with

IHT&J())IO% thB%Agd% ABLdr{aqaHO,f M%Em%@mhﬁnn chromatography on

over ni sol'vent was evaporated an

TS QLUITS Hiash \dr with S60 b/ e PIARR 1o Ul B BBTY o6 - 15.6-dimethyl-
Y- 112 f@-tﬁﬁhoﬂMI Rydlopa/ tiflaeRinddiky] 26hyl)-ghérmxy] -ethdxjl)-Fergoic acid

(@St@@ estr apt hightyallqvs sodidy MS; £63 D61 ( 4- met hoxy- benzyl
oxy)-1

tExafdplo3®net hyl - et hyl ] - phenoxy} - 3- phenyl - propi oni c
acid benzyl ester as a light yellowoil, Ms 632

(3Ng %(s?_g- % M%ﬂﬁ?l—%(%,g,?.?trﬂﬁgw 1@1fydroxy-1 trifluoromethyl-ethyl)- ﬁ)henoxy

2-triflaoro-1-(4-methoxy-benz
cplrwwhp@@omrphw} arrepIepic-astprthyl ester
- phenoxy} - 3- phenyl - propi oni ¢ aci d benzyl ester was
dspol ved in a mxture of 11 nL of methanol and 11 niL

riu%ﬂT)E'7E624 %é%%g \Bgl(lg) agxggxa)-l)_c? ﬁ%t %oernlylsgroﬁénqg %&%1 ﬁergz%l és@e@ u'cx) 10 mL of
VBT stepsrdddedarsne .8 mmal polid-methybid2di2etrifivor o 1gHtmeth0XY-
Vﬁ%l%lg)q{ Cl ?r%{?oqute 3/1 Qtl'l]x?flﬁ gjgle}q@lr @xazﬁﬂéﬁ)aaﬁcgl 9%44 t9r}§mol of

one was e [ 'oronme ane

coipbemdphesplinsi Thpmiders wis ceolsdtafShBeatei vHM /el 1 8 mmol) of

dbbﬁﬁ) e{n'éias%ﬁ%)at rddoh E&ﬁ&gataﬁ%ve%rmee@weﬁumi d:vapbﬂaaaa and the
by columm chro Wi .t h /| MeOH 95;

yq:répi@ %X@B@WWU([ yfggemg_n ilgowémggap ¥ Of’flhfa §e1 thh EtOAc/n-heptane
t L4 hd YRIOE.7 g (71%) of (S)-2-{2- methyl -4-(2,2,2- trlﬂuoro 1-(4-methoxy-benzyloxy)-1-

fﬂéﬁ?%?tgéyﬁtﬁglm ﬁxeno%% L{)r%g{o%? n%gh%é C](l; asa }1%ht yellow oil,

I\/MS 62BNV +. 35 To 320 my (0.6 mml) of
(S)-2-{2-net hyI 4 [2, 2,2-trifluoro-I-(4-nmethoxy-benzyl
og(y% 1 WD 2006/ 037480 PCT/ EP2005/ 010237 -45

tri

| 75 (1 DmoRE it U RIBE oL 4 RGO MBI ber ) -1-

3tr(ﬂ“crdi‘?iﬁ@@9§'}¢etﬁ fp}ﬂe}lo@f} Gpplwmybpﬂ)@hcdud’m&lbénwlsﬁmr wandissolved in a

ngxtgbeoq)felg r{q{)m &E&OI: aHgﬂtqenIYl %%Ha g&?‘rﬁ&— EI)SO‘? )ﬁ)lqg § solution 1.0 g

0£26.9 mmol) of NaBH4 were added in portions, and the mixture was slowly warrned to
room temperature overnlght. Water was added, the phases were separated and the
inorganic one was extracted with dichloromethane. The combined organic phases were
washed with brine, dried (Na,SO,), 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-ol as a light yellow oil, MS: 528 (M)™.

30.3
To 320 mg (0.6 mmol) of (S)-2-{2-methyl-4-(2,2,2-trifluoro-1- (4-methoxy-benzyloxy)-1-



DEAD and was stirred at roomtenperature overnight. A
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Et OAc. The conbi ned organic phases were washed with
brine, dried (Na2804) filtered and evaporated. The

gh a
C&IHQS,ionPJ Wr?ﬁ %C I/pﬁlgrﬁ eyptrggiéﬂ Mol 515 HIBSFOTIR e added 0.14 g

8 8?1";1971;2(;:)& (4 -hydroxy-phenyl) prop1on1c ac1d1 methyloeste¥ ld(a 2 gs(% 8 mmol) of

3t1' ﬂer(yﬁ@asgh&la et Akburd wa? cdol@t for(of wasaraatdd-widh 0BL hax§0-8 mmol) of

[Sﬂéﬁ M)fag SW%%% r%b%%%a?%ﬁ 8verr1¥éh]£ Ar S(?hil%onr% %f IgH,;%l was added, the
k@slwe]:é)s@ﬁtaﬂaefd asl the yeirgaone arid was eg’@aatedgﬁgh O A0. Bhe combined

SQIF%LE F%iseﬁw 18 wasltuhd wnl}rb uie Snsd Nazfslol‘,il ) rﬁgf:refi(azxd rgr:gaporated The crude

k;gndy¢toy@%)aur1§1€d by £4 pm@r@n@pﬁygmpb‘f Ay pl}lca gel with EtOAc/n- Xeptane 1:3to
'3?6}&} (39%'3%93 4R(SBDP Nhte )2, 2-pifRireni ¢- ﬂfétlﬂ)xy benzyloxy)-

erlndg_1 3 Ebw vverehdro enat ed . 4 methvl

then geRteSPBTERER 13 ROBW PAIREOTRr b HPrOBI 1 methy

ofstdrRA@a ¢dloM o8t and evaporation of the solvent, the

resi due was purified by colum chromat ography on

S‘;zé ca gel with EtOAc/n heptane 1:4 to yield 116 ng

of 3-(4 { 2-
[ﬁOmag (033 nmglvéli ob3 :EZH(fS)fz (Pomsthyl- ﬁy[arze%(ylﬂlwtr@wlf%@ﬁémﬁenzyloxy)

Sﬁ binet YBhenBgy}-3-phenyl-propo henyl]-propionic acid methyl
ény@éor gp}yp f I%arf)rlll X}fprgpl f P PaC):(IY P Y gst

aeqtqrgxml é,c |werq\)gz rgggaie fhe PZGSC% @‘Vaﬁd/ C. After
(Rl &ﬁh&@tﬂwt afd e(a%o?at%ntdf ithd sobieat, tHe rebigde m(g/purlﬁed by column

;) tr h{;{a%%r S’lf;fﬂ gM il‘? latgg?c%& %g%gag gé tt%g; eld 1]16 mg |(42% ) of 3-(4-

a{’(&}—QQ[)Z Ihethglea-l(m,IZ,é -Bifu8eB 0-bgdrofxy dntrifluoromethyl- ethyl) phenoxy}-3-
h
b% eny é % ¥i{1en§')[;ﬁmﬁtooﬁ%<%a£ycf %g@kg&?s}er(i 2 [T eRRNYw oil,

M&?eh@(@}l -I3) phenyl - propan- 1-ol and (4-hydroxy- 25
phenyl)-acetic acid nethyl ester was prepared
(ﬂiﬁpﬁkgg-[z-rret hyl -4-(2,2,2-trifluoro-|
hydroxy-1-trifluoromethyl -ethyl) -phenoxy]

G BRE e BRPH s EAU LG R58h o Aol D £80 Bphenony )3
( Pherdd-pk@pdvipl-plényd)-adellc 2ci@ netliyllester o- | - hydr oXy-
| -trifluoronethyl-ethyl)-phenoxy] -3- 30

P é/alchggw Qg%%%l gg@?b'zg 736 @) BebhyknsELgD 2100 #Rr09Y(4-methoxy-

exa
( EWZLCW) ﬂrétlﬂy@mme[dwlzﬂ@l tPl?@FlPiﬁﬁr%Pber{YkPﬁ%R%}(yl and (4-hydroxy-
@IWI é(dé)lc dcill Eﬂ&ﬂl}ﬂ'@ﬁ@ﬂﬁﬁislﬁfépa@éd‘lml-{](s -[2-methyl-4-(2,2,2-trifluoro-1-

ben
E rc])g:z-t htﬂ u )dgeéh}gfglﬁ%ogg]l 3- prl]len)ﬂ ngx%)f%hegﬁyégétﬁ acid

4 n{eftS) es&ex{a%ametdﬂ})elss-o@} MA: 352(MfHY | uor o- | - hydr oxy- 1 -
t ri fl'uor onet hyl - et hyl ) - phenoxy] - 3- phenyl - pr opoxy} - benz
a Ri%)zrrethyl ester as a light 35 yellow oil, ME:
i T WD 2006/ 037480 PCT/ EP2005/ 010237

4-{(S)-2-[2-Methyl-4-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-3-
phenyl-propoxy}-benzoic acid methyl ester

In analogy to example 30.3-30.4, from (S)-2-{2-methyl-4-{2,2,2-trifluoro-1-(4-methoxy-
benzyloxy)-1-trifluoromethyl-ethyl]-phenoxy}-3-phenyl-propan-1-ol and 4-hydroxy-
benzoic acid methyl ester was prepared 4-{(S)-2-[2-methyl-4-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-phenoxy]-3-phenyl-propoxy}-benzoic acid methyl ester as a light
yellow oil, MS: 541 (M-H)". '



-46- Exanple 33 (4-{ (S)-3-Phenyl -2-
[4-(2,2,2-trifluoro-1-hydroxy-

wo 2d06i081480r onet hyl - et hyl ) - phenoxy] - PCT/EP2005/010237
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propoxy}-phenyl)-acetic acid npthyl ester 33.1 5 In
analogy to exanple 30.1-30.2, from
dxngIeh%droxy - phenyl - propi oni ¢ aci d benzyl ester

i 1.1 f
B R BBy
&cyplﬂ’ﬁelyyﬂ}—ace{ué-abﬂ rZetByltestef | uor o- | - (4- met hoxy- benzyl
oxyg - trifluoronethyl-ethyl]-phenoxy}-propan-1-ol as
nght yel |l ow oi |, NB: 514 (M. 33.2 10 In anal ogy
o3 exanpl e 30. 3- 30. 4
(Spndoghershmple(3.1-30.2, fzom KR} P dwdendy-3-ehepsl-meogjonic acid benzyl ester

%an Z%i}rlﬂlgorbfl' §4 Hﬁﬂﬁﬁ?lblaﬂi b‘-)ll-ﬂnﬂuoromethyl ethyl] henol

(braiiet Lyhs wepdrd (- Bﬁ@ﬁﬁ?—égyﬂr YRR o 258K Seniylony)-1-

(tAf106:Dmehyphdny]-pReroy)- Bropa-1t sliak b lightopellotnyodls biby514-(M)™.
trifluoromethyl-ethyl)-phenoxy]-propoxy}-phenyl)-aceti

%Q%Exd nmet hyl ester as a colorless oil, M5 541 (MH)
anple 34 4-{ (S)-3-Phenyl-2- [4- '

(2,2,2-trifluoro-

IInfapdlogy o dxample 0BG AR I(Sed ey ph En Bs}- trifluoro-1-(4-methoxy-

g'f)g:ggyg?)é}) lbﬁm&&n%?ﬂetﬁﬁquoﬁkn&@}%oﬂaﬁ BRBA QDM ByRlroxy-phenyl)-acetic
iberiar was ?wpﬁlzedé‘lz{ﬁ% ri-Pheryl G- (- @ Frititiggg 1 -hydroxy-1-
blﬁﬂ&Ml’(ﬁ%ét}lYl ethiil}-bhéreay ppripoyy -~ shidnyl) jacetihenibrythypest as a colorless

hydroxy benzoic acid 20 methyl ester
PRI TALA)

4-{(S)-3-phenyl -2-14-(2,2,2-trifluoro-I|-hydroxy-I
tExafdplo34enet hyl et hyl ) - phenoxy] - propoxy} benzoic acid
methyl ester as a colorless oil, Ms: 527 (MH)-

Ed(g(@? eprin f—f—'[/{ 4, @Z téiflubfo- f‘@ltyﬂ'%' A-=tr(ffiofordeth ?rl Etﬂlypgihenoxy]-
rox - ri romet hyl yI) phenoxy

ﬂﬁ@ﬁ9¥Y 6@%??dﬁﬁﬁﬁﬁF§eécetlc acid In anal ogy to

exanpl e 25, from

(4r-analky 2o é;anrp&aet $oy3-38.4( 2o, (8)-8phehyled-4-[ 2, B etrifngror 1-(4-methoxy-

t%;ﬁlfé I¥1lyuor O{TEIA'] : omtég%r %F‘ﬁ@ %ﬁgﬁé{,é@ g?pm?%%ﬂ %g@;ﬁk%\genzmc acid

ihatt estker was prepared4 )-3- phenyl -2-[4-(2,2,2- tnﬂuoro 1-hydroxy-1-

(tfhﬂé:](o@mgt nglzetHﬁ gﬁgn&}?f %r(?po%y}tﬁéﬂ‘zbié%ﬁl thetRYIHs@X ¥s 4 colorless oil, MS:

trifluoro phenoXxy] - 3- phenyl - propoxy} phen
viY- &b -c aC|d as a colorless oil, 30 M
(MH-. Exanple 36 WO 2006/ 037480 PCT/ EP2005/ 010237

Example 35

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

In analogy to example 25, from (4-{(S)-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-phenyl-propoxy}-phenyl)-acetic acid as a colorless oil,
MS: 541 (M-H)".

Example 36



-47 4-1(S)-2- [2-Methyl-4- (2,2,2-trifluoro-
1-hydroxy- 1-trifluoronethyl-ethyl)-phenoxy] -3-

Wbwegd7gr opoxy} - benzoic acid In anal ogy to exeCmER202:8010237
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4r?zn3) 2-[2-methyl -4- (2,2, 2-triti uoro-1 - hydroxy-1 -

t l -3¢ I
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trlflgpronethyl et hyl ) - phenoxy] - propoxy} - phenyl ) - acet i
c Exgpple thyI ester - (exanple 33) was prepared (4-{
(S) - 3-phenyl -
[ - ((8) -3;Bhehyl- 124 (492,02 LtrilfyiBF P X frytir dxyl - {rifﬁfd?&%%ﬂﬁﬂ-eﬁityn)ﬁﬂenoxy

oﬂp %%xf%ff?' %fﬁgl Rgig%]lol) eaggt | ¢ acl d as a colorless

4-{(9) - 3Pheny| 2-14-(2,2,2-trifluoro-1-hydroxy-I-trif
| Irosnsiagy iy Exasnply £, frqah é0666)13- plpmmybax# (2Beh il wradi oy drawy-1-

afﬁﬁlﬁgb{n’&@l}’ﬁé@ 1 : egéxy T S’gﬁxtyr IPPFILIJYI aceltlc ac1& methyl ester (example 33)

(i mmrsﬁ&%)’%pmﬁ A2y OB OAYHr BNk 6 Bsatomathyl-cthy))-
hdnoky Bt & WS

B A Tt et M2 MY

rgxa rlx ethyl) 20 phenoxy] -propoxy}-benzoic acid as

a cor :3%55 oil, Ms: 513 (MH)- Exanpl e 39 Rac
1,1, 1 3,3, 3- Hexaf | uor o- 2- {4-]2- (4 hydr oxynet hyl - phenox

y} {@)ﬁhghﬁm’l'ét Hd2y2]2-trifhenyl ihydropahuifiedrog@ttiyl-c &yl phenoxy]-

apRIp B -benzBal e 9.1, fromrac 2- phenyl oxi rane
andp- cresol was prepared rac 1- phenyl-2 -p-tolyl oxy-

iRy 19 HrREr 7 ey drhedrophenis2- (453823 #iloragl-bydrpgy-1-

anrifluegyméthylesthni pheoxa] pf(ﬁplmy -benzoic acid methyl ester (example 34) was
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Rac 1,1\{?3,3,39916&Mu0r0-2—{4- {2-(4-hydroxymethyl-phenoxy)-1-phenyl-ethoxy]-
phenyl}-propan-2-ol

39.1

In analogy to example 9.1, from rac 2-phenyl-oxirane and p-cresol was prepared rac 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-
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)*.
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Ss ‘ol Exanpl e 40
1,1, 1 3, 3, 3- Hexaf | uor o- 2- ( 3- et hyl - 4- phenet hyl oxy- phen
yIBraplsfn-2-0l 30 In anal ogy to exanpl e 13.1 and
29 3, from2-nmethyl-4- [2,2,2-trifluoro-I-(4-nmethoxy-
banzyb 08y Medafluntd-D4(dmoethylhybhetetyldxy-phearidipropamdel e
2) and phenet hyl brom de was

In analogy to example 13.1 and 29.3, from 2-methyl-4- [2,2,2-trifluoro-1-(4-methoxy-
benzyloxy)- 1-trifluoromethyl-ethyl]-phenol (example 2) and phenethyl bromide was
prepared 1,1,1,3,3,3-hexafluoro-2-(3-methyl-4-phenethyloxy-phenyl)-propan-2-ol as a
light yellow oil, MS: 377 (M-H)".

Example 41

Rac 1,1,1,3,3,3-Hexafluoro-2-[3-methyl-4-(1-phenyl-ethoxy)-phenyl]-propan-2-ol



pr epar ed

1,1,1, 3, 3, 3- hexaf | uor o- 2- ( 3- net hyl - 4- phenet hyl oxy- phen
wQ@kdospsapan-2-ol as a light yellow oil, MS: 3FFT/EP2005/010237

(MH-. Exanple 41 35 Rac '

1 1,1, 3, 3, 3- Hexaf | uoro- 2-[ 3- rre't‘f‘?y] 4-

?m%i &g;%ki}ﬂgbé)wﬁfh%mébb RORD- alug1al W0 %%%9% géxguethoxy—

n. ana o t'o. exampl e
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' E&opan 3-8FasGl ol 2B DL, M W ZM Ip&nzene was prepar ed

1,1,1, 3, 3, 3- hexaf | uoro- 2-[ 3- net hyl - 4- (1- phenyl - et hoxy)

5 -Emsmylle]‘ll propan-2-ol as a colorless oil, M 377
(MH 5 Exanple 42 2- {4-
[ 2432 ] Dll;}%)a(r )) X ]
E{eﬁ{y@ﬂ(ﬁf 8ol )35 ﬁlgx fﬁﬁ%zopﬁa%?g%giﬁy Zﬁ"?ﬁtnt}ﬁ ]y ,1,3,3,3- hexafluoro
aRHP3g7-?h exanple 13.1 and 29.3, from
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(5 met hyI I soxazol - 3-yl met hoxy) - phenyl] - pr opan- 2- ol
y to exanple 13.1 and 29.3, from
4'5‘]’[3%@ %gtrl fluoro-1-(4-methoxy-benzyl oxy) - 1-
trifluoromethyl-ethyl]-phenol (exanple 1) and
20 3L &A13eh biexpijiors=21H (hyinethybisaxaiob 3 (yGASho$H1Gen$l-fppan-2-ol

was prepared

1n n a o e a o .
Inla &Lo%y&) & H@I@ii P%&zéﬂs [%&@a%%l%eﬂdsggﬁa@% &o%%%@ﬁzyl xy)-1

%)ﬁﬁfron[?%g)q %ﬂg ng (q?(a{lpie 1; an dg- @%gfqeggfl-é methyl-isoxazole (CAS
[365-1(36—3Welt hsyihpi’eppftdmyl 1,2353-hex{l@or3-1- [4-(5-methyl-isoxazol-3-ylmethoxy)-

tﬁﬂeﬂﬁ? propa)ﬁ Er%tl 'QSONPM&O%QVM]S 35 4p(liv? @%n 2- ol
25 Example 45

1,1,1,3,3,3-Hexafluoro-2-[4-(5-methyl-2-phenyl-2H-[1 ,2,3]triazol-4-ylmethoxy)-phenyl]-
propan-2-ol

In analogy to example 13.1 and 29.3, from 4-{2,2,2-trifluoro-1-(4-methoxy-benzyloxy)-1-
trifluoromethyl-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-



In anal ogy to exanple 13.1 and 29.3, from
4-12,2,2-trifluoro-I-(4-nmethoxy-benzyl oxy)-1-

wa 2dobhsmsonet hyl - et hyl ] - phenol (exanple 1) aneCT/EP2005/010237
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4- br ononet hyl - 5- met hyl - 2- phenygO 2H 30 [1,2,3]triazole
(CAS 13322-02-6) was prepared

byl Ff88A AR ok et apkn R, 2006H3 ARV 430

{M-ERol - 4- yl met hoxy) - phenyl ] - propan-2-ol as a
colorless oil, Ms: 430 (MH)-. Exanple 46

Eximblene3, 3- Hexaf | uor o- 2- ‘
[ 4- (5- et hyl - 3- phenyl - i soxazol - 4-yl met hoxy) - phenyl ] - pr
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tri fluoronet hyl -ethyl] -phenol (exanple 1) and
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was pr

BanJJé’(@teZ 2-trifluoro-I-hydroxy-1-trifluoronethyl -ethy

) - phenoxynet hyI] benzoic acid nethyl ester as a

Whi dn@losPkd Ekary 1807nd M. H)from EXappl-erifi®ré-1t (@ mathoxy-benzyloxy)-1-

|tﬂ&l§’g?‘ﬂﬁlﬁb}% %FHI;H’CH% eéﬁ%m;)? lt)rI E3U§J0%13m£{){ﬁf1%¥o& azlalniethyl ester
@ﬁﬂﬂﬂﬂw%ﬂ% omwéwb@i&bﬁsz 20rifiao12- hpy d@xg4 -wifiwoyorpgthyl-ethyl)-

1 - I VEH
h#?%@%thngl?rksﬁ%cg%/ %}c}# s-r‘ealy‘l?eger A5 b W HHQ SO, NS oo X HY .
henox - 3- phenyl - pr opoxy}-benzoi ¢ acid (exanple 36)
a(gnrﬂft‘lf THE were treated with 1 ng (0.04 mol) of

I i thi um hydroxi de. The sol vent was evaporated to give

ZI]:ltl'ﬁﬂn{ HYEnt LFZ%&&&?])-AL-M 2,|21thﬂutim-1 -hydroxy-1-trifluoromethyl-ethyl)-
{ ( %ﬂSf éﬁ’ 2 gtrlfluorol-hydroxyl-

tP}i“F}O B f‘ﬁTpr W) IE‘)Zhgnoxy] 3- phenyl pr opoxy} benz

oate as a light yellowoil, M 25 527 I\/H—})

490 .2 imtghi0Wrhmmol) of 4-{(S)-2-[2- methyl 4-(2,2,2-trifluoro- —hydroxy- -

thu(o%mtg%%]@tﬁ?lh );)%el[xcélxyq—% +hefy, ltﬁﬂofnbiéﬂf&h%mh‘ﬁﬁﬁ(w%nﬂplé 36) in 3 mL of

é%trvgqrng treated with’l mg (0. (5)4 r%?noo)YOf htfll) Tum hyc%/rjomdg hﬁue so?vent was evaporated

to give 21 mg (quantitative) of lithium 4-{(S)-2 -[2-methyl-4-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-phenoxy]-3-phenyl-propoxy}-benzoate as a light yellow oil, MS:
527 (M-H)".

Example 49

Lithium (4-{(S)-3-phenyl-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-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-phenoxy]-propoxy}-phenyl)-acetic acid (example 37) was prepared



I n anal ogy to exanple 48, from
(4-{(S)-3-phenyl -2-14-(2,2,2-trifluoro-I-hydroxy-1 30
wa 2aobh3msonet hyl - et hyl) PCT/EP2005/010237
-phenoxy]-propoxy}-phenyl)-acg%%c_acid (exampl e 37)
was prepared WO 2006/ 037480 P ]EP2005/010237 -51
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FHER e 10,6160 () PIRREY, et G o1 i pte-L & methony-
( anyh’»&ﬁf%l-ltﬂﬂlﬂnal'rﬁ@yyl ‘thyt Xpﬂﬂ?]?})ﬁy %ﬁ}ogloaﬁ%cﬁprréthyf és@was prepared
n@) 3 )EB egnzg;}l E) riﬂl%drrl fll {JIOPS )plené{[lw -1-trifluoromethyl-ethyl]-
15 ] Pmmb(yl}oppndp@ims b light yaHow 3il( MEShyidr (L) -
phenyl ) -propioni c acid nmethyl ester was prepared
35¢.4-{ (R -3-phenyl -2-[4-(2,2,2 20

trifluoro-I-hydrox -trlfluoronethyl th phenoxy]
p IpRemals 3?))?{615‘# dnidromei(h)- 3naéneaw2 é%&a Datsilloro-1-(4-

cmlegfobcmn@nd )Nﬁnﬂﬁ&%nﬁéﬂlﬁbeth I]EiSHéﬂQJx? -proplaft=-ol and 3-(4-hydroxy-
AP agEEols ﬁCﬁ PO IR Bichgio Rt 2- 4222

20 pirdlvoxe ) -hydeoxyt )- tlﬂlmromgﬁnyl dhmé{plhyhcf))?%trﬂebp&&}4plheny1)-propionic acid
(g s FAIBRLSD s BINR 1 Ol

nmet hoxy- benzyl oxy) - 1- trlfluoronethyl et hyl
]E%%@ﬂ6§§}-prop an-1-ol and (4-hydroxy- phenyl)-acetic
acid nethyl ester was prepared

(é4- {{(RRB Iﬁreﬂ’ﬁlellﬁ- 23, [24r1ﬂ3012>.—?-h§«ﬂ1*o k11 O Bubromethyl-e fl) phenoxy]

or o I yl) - phenoxy] - propoxy
né//rlo}m%&hegyl%@l 1575t %’é{]s?stel’ as a colorless oil, I\/IS:
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25 In analogy to examples 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-trifluoro-1-
hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-propoxy}-phenyl)-acetic acid methyl ester as a
colorless oil, MS: 541 (M-H)".

30 Example 52

4-{(R)-3-Phenyl-2-[4-(2,2,2-trifluoro-1-hydroxy-1- tnﬂuoromethyl-ethyl) -phenoxy]-
propoxy}-benzoic acid methyl ester
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sgﬂnfe Hed @mej pﬁ:édwb) zuqb emo¥ifuoro-Rriodessy} thelzabmethyl-ethyl)-
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APheRYY 33%%@0 rthn[fl ‘aceh Eizisraucf’ logiscih Mg a2p Q- F)

trifluoronethyl - ethyl) phenoxy] propoxy}-benzoic acid
NEkdiyple 65t er (exanple 52) was 25 prepared 4-{
(R) -3-phenyl -2-14-(2,2,2-trifluoro-1-hydroxy-I-trifluo

r%:‘{gﬁ)ry bhgry]}ﬁl )4I\%Q ﬁ‘?ﬂ&% roﬁb mg)éilkﬁﬂﬁ&ﬂoﬁaéﬁﬁ@ﬂ%ﬂ) -Phenoxy]- |

le 56 2-{4-
( BraDiokpr eenghisgid) - 5- et hyl - oxazol - 4- ylnethoxy]
- 3-nmet hyl - phenyl }-1,1,1, 3, 3, 3-
In analogy to example 25, from 4-{(R)-3-phenyl-2—[4—(2,2,2—triﬂuoro-l-hydroxy—l-

trifluoromethyl-ethyl)-phenoxy] -propoxy}-benzoic acid methyl ester (example 52) was
prepared 4-{(R)-3-phenyl-2- [4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
phenoxy]-propoxy}-benzoic acid as a colorless oil, MS: 514 (M-H)".

Example 56

2-{4-[2-(3-Chloro-phenyl)-5-methyl-oxazol-4-ylmethoxy]-3-methyl-phenyl}-1,1,1,3,3,3-

hexafluoro-propan-2-ol

In analogy to examples 13.1 and 29.3, from 2—methyl—4—[2,2,2—triﬂuo'ro-1-(4-methoxy-
benzyloxy)-1-trifluoromethyl-ethyl]-phenol (example 2) and 4-chloromethyl-2-(3-chloro-



hexaf | uor o- propan-2-ol 30 In anal ogy to exanples 13.1
and 29.3, from

WQ200e08M80 4- [ 2, 2, 2-tri fl uoro-1- (4- net hoxy- beneyl/pR2OYS/010237

10

15

20

25

30

-1-trifluoronethyl-ethyl] -pheng] (exanple 2) and
4-chl or onet hyl - 2- (3-chl oro WD 2006/ 037480

P L9~ 3 |
gﬂérgnggééltﬁﬂloc%é&g? é@ﬁsr&hg@dl 975 J?ézldooc%gd%% %02092084) was

ppglggﬁeéldl oro- pheny - -megl 1- oxazo ~-4-ylmethoxy]-3-methyl-phenyl}-

21{14-3, 23(1&5(@@1(@6@‘[@15&)93/40] 2ba HEhthllow¥slzh M4y 8 et HOXYI) .
-3-net hyl -phenyl }- 1,1,1, 3, 3, 3- hexaf | uor o- propan 2- ol

ag %nﬁk%?t yel | ow solid, Ms: 478 (MH 1Cl)-. Exanple
5

2-{3- Chl or 0- 4- [ 2- (3- chl or o- phenyl) 5- et hyl - oxazol - 4
| Ard8Hago- k3 chlogo-phanyd)- Sn&th)ﬁe»xaidlﬂeylmemmhphé’n)d} 1,1,1,3,3,3-

IHa@ﬂqbgggnkgngggmples 13.1 and 29.3, from
2 ch or o- 2,2,2-trifluoro-1-(4-nmethoxy- benzyl oxy)

fl h et h | 3

AR ERTEISY (5T TH i AR araploro o ok frgh b ezl & methoxy-
(Eﬁﬁyl@iﬁ)‘l8-1r19176rbmdﬂiﬂr&&ryﬂdpmw(redmﬁglew aM@2QB2H88REA)-2-(3-chloro-
BRest P praR O[d‘ém;%(%% P REdy PrePEeRariRIing L YEP20pAP92084) was

| presphissy’ Bpetdenpt-4- 213¢hbn8p3gsdhéxmmhﬂﬂnmyﬂﬂbﬂaﬁﬂﬁng I-phenyl}-

1
1§%qu@B}ﬁX§Egtg %ﬁ% gﬁ? }Etﬁég ) oxy phgnyl) propa

n-2-ol. | n analogy to exanples 13. 1 and 29.3, from
4Ef32n@le§ trifluoro-I-(4-methoxy-benzyl oxy)-1 15
trifluoronmethyl- ethyl] -phenol (exanple 1) and

phejied H§{Hdxa oo de2-(aphgteepdssephenyl)-propan-2-ol
1,1, 1,3, 3, 3-hexaf |l uoro- 2- (4- phenet hyl oxy- phenyl ) - propa

gglzin%ogéﬁo @xa!n]xpggst 13ylealrld°2’¥§? iﬁlom m,Z,Z-Sf(?i%lugM-ll_l)(zl—rg?e(t%g)%l'-genzyloxy)-1-
2trifmosomethgh- ¢thyll phpnd deramplo kyandirdegethylbromidawss geprxd

f h 9@333-@1@%%@2% phéfethPoRfL ﬁhé}g/}’) bR paX- CIVS A 1137 t };lellow oil, MS:
2&@ hyI 4 [2,2,2-trifluoro-1-(4-nethoxy

benzyloxy) -1-trifluoronethyl-ethyl] -phenol (exanple

4B xaamgle phenet hyl brom de was prepared
2 (3, 5-di net hyl - 4- phenet hyl oxy-phenyl )-1,1, 1, 3, 3 3-hex .

(%Er%@qq)eﬁegg&ig)%y$hehﬁghtl ) .L» |3q1exaﬂudro propan } ol

2- (3-Chl oro-4- phenethyloxy pheny -1,1,1,3,3,3-hexafl u
nesmgles| 13- lawd 29gy from bkalimetbgl-432.2,2amdlupgn-3- (4-methoxy-

flféi)xﬁiflgxﬁ bi @ﬁﬂhcﬂ'c»m[e@my? etByl) f}ihfehélq E)Qamﬁlle ﬁ)"’arﬁpﬁm}é%yl bro[mlde was

benz triflyoro enol (exa

HreR ac? éﬂéﬁe‘ihﬂﬁflthyﬂ)# eag%gy pb F%},é&? 3,3,3 hexaﬂuoro -propan-2-ol as a
dighBydhivwosih-MS: gae (et Hyl oxy- phenyl )-1, 1,1, 3, 3, 3-hexafl u

or o- propan-2-ol as a

Example 60
2-( 3-Chloro-4-phenet}1quxy—phenyl)-1,1,1,3,3,3-hexéﬂuoro—propan-_2-ol

In analogy to examples 13.1 and 29.3, from 2-chloro-4-[2,2,2-trifluoro- 1-(4-methoxy-
benzyloxy)-1-trifluoromethyl-ethyl]-phenol (example 3) and phenethyl bromide was

prepared 2-(3-chloro-4-phenethyloxy-phenyl)-1,1,1,3,3,3-hexafluoro-propan-2-ol as a
light yellow oil, MS: 397 (M-H, 1Cl)".

Example 61



light yellowoil, Ms: 397 (MH 1Cl)-. 30 Exanple 61
WD 2006/ 037480 PCT/ EP2005/ 010237 -54 Rac

wd 2037888, 3- Hexaf | uoro- 2- [ 4- (1- phenyl - et hoxyhephrIwg$/H10237
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-propan-2-ol In analogy to exany es 13.1 and 29. 3,
from4-[2,2,2-trifluoro-I-(4- nEt oxy- benzyl oxy) - 1-

t Raé Iqurmetfméé&aﬂamyi J4- PPRAGA- R4 Ph &yl ) ppdn 238

(1 bronD ethyl) -benzene was prepared rac

Ib%réarkogaf t8|ex§§1)>( s dgﬁ ,|AE6 12 ép[g%lny tr to@%—é%? %{1 %o&y ]b_enzyloxy -1-
Emaﬂnﬂrerrﬁﬂlyl ethyll; @eﬁolﬁ%{ekﬁxplé L yeidra? {1-bromo- ethyl) benzene was prepared
[ ?’ac ,f E]¥~|3 £ hé)aﬂgg Q’ | [4- %%:}?h% 1% }%O%géglﬁﬁ’ﬁe roi)gn%-())(ly%a%ght yellow

291 rﬁlvﬁfHethw 4[222tr|fluorol(4 met hoxy 10
benzyloxy) 1-trifluoronethyl-ethyl] -phenol (exanple
2kxandle42chl or omet hyl - 5-nmet hyl - 2- mtol yl - oxazol e (CAS
521266-92-2, prepared according to W2003037327) was

pﬁﬁ&%ﬁ Iiel’iaé‘lﬂ%% %31” Hze%ﬁ- 513 eﬁyﬁza{ﬂ-ta%?w%smeﬂwxv) -phenyl]-

-pfrqnm -ol propan- as a white solid, MS: 458
-. Exanpl e 63 15 2-{4-

%tgr i?arﬂﬂ@pgj % xgd %@5 tﬁﬂm )ﬁ'ﬁgtﬁ 4 i’ b 'EE&@%%Q 34 rrnrr:‘ethoxy-
ah avagyy

-g—tgﬂam@rrggh}igtlgy aﬁlgﬁ);gg(eggrglp}e&}]and 4- chloromethyl 5-methyl-2-
2Tﬁ1ﬁﬂ§’1§’dxlaﬂolé ZCA’S & FZGG@'Z@@EEﬂareG‘htEB‘%HH@’%M W@@WBW} was prepared
uo
AL b ST S 4 - BRI (5 BRI S Bl sthoy)-Bhenyll-
(ﬁﬁﬁmé%EéBﬁaQﬁn&sobdéﬂ&nﬁﬁ(Emﬁbrdlng to Vw2002092084)
was 20 prepared 2-{
4el 2- (2-chl or o- phenyl ) - 5- met hyl - oxazol - 4- yl net hoxy] - 3-
Ekﬁn§@6§enyl} 1,1,1, 3,3, 3- hexafluoro propan-2-ol as

e solid, Ms: 478 (MH 1Cl)-. Exanple 64
12-14121§2—§}@oqqe92@py1)§r@3 yl-oxazol-4-yimethoxy]-3-methyl-phenyl}-1,1,1,3,3,3-

[ BexBubYd-proplah-2081t hyl - 2- 0-t ol yl - oxazol - 4-yl met hoxy) - ph
enyl ] - propan 2-0l 25 1In analogy to exanples 13.1 and

Zgh%%l 35) eiar?? Itesfh1y ]o?rb‘{é%ﬁ Oné% #5(’1 ‘%{éﬁértrlggt I 1)(% -methoxy-

Zberwyhbm)—thtlﬁumateﬁwﬂ—eﬁ}yﬂep}l‘eylbl (Zéxampltedb yhd éxchrabeethgAS (2-chloro-

GEH%/B %@%}Q@%ﬁ%\fexa fBg%bﬁr%pvﬁag%oin%%)f\f(‘%%zwzosél) was

[ Bremeﬁﬂ {44(2 &- el etoyphenyld- miethiyl-oxarebi-yimgthawy Hoxyerhybiphenyl}-
eny1]3,3,3 MeQERId: & pPdpads2-8] Wi iEteS8lid dvisMas (#B81, (MhHH) -

Example 64

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

In analogy to examples 13.1 and 29.3, from 2-methyl-4-([2,2,2-trifluoro-1-(4-methoxy-
benzyloxy)-1-trifluoromethyl-ethyl]-phenol (example 2) and 4-chloromethyl-5-methyl-2-
o-tolyl-oxazole (CAS 671215-81-9, prepared according to W02004031162) 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 a white solid, MS: 458 (M—H)'.

Example 65



30 Exanple 65 WO 2006/ 037480 PCT/ EP2005/010237 -55
1,1,1, 3,3, 3-Hexafluoro-2- {3-net hyI -4- [5-nethyl -

w@ obn3HBuor omet hyl - phenyl ) - oxazol - 4- yl met hoxBGT/EP2005/010237
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- phenyl } - propan- 2-ol 1 n anal ogy Etro exan‘pl es 13.1 and
29.3, from 2-nmethyl-4-[2, 2, 2- 7?11 uor o- 1- ( 4- met hoxy-

b@rizlyi géymﬁ,ga tllubld- hl{@ egezﬁ%wt] ﬁ,tegwx 2l 3RBE0B ork EX AP iy1) -oxazol-4-

or onet hyl
(3@#946{]&15%1&1?}7?1:%@%) oxazol e (CAS 678164- 78- 8,
prepared according to W2004031162) was prepared
11:1aﬂa18gy&o%xm ’§ 1310664 29.§ ’q*rdmtzthylb&xf}} Hz,matmﬂluo?o (1 3%-methoxy-

T D O -

( M -Hifluorkretipl-@hed/l )t Gxakolk (CAS 638 Mk@(&fﬁre@me& ZechAding to

éﬂ%délogff&\}sarayﬁ]g?xjed@qeﬂ %,)3 }%x%}(ﬂél f)jxxl%%ﬁlglﬂ (5- rnetthgl -2-(3-

0X ropan

ekraﬁﬁgrggl%ﬂg I-phemid) -oopzal-4-y. gxy] pphenyl} -propan-2-ol as awh1te solid, MS:
2setmyly4-12, 2, 2- trifluoro- | - (4- met hoxy- benzyl oxy)
-l-trifluoronet hyI et hyl ]-phenol (exanple 2) and
4Echl 0 %%Bt hyl - 2- (4-f 1 uor o-

fEPRYIphenyl ) - 5- met hyl - oxazol e (CAS 475481- 98- 2,
pr epar ed acco‘r ding to 15 W2002092084) was prepared
1,1;11 113,333 Sxafleraf- 2o {£4l{1drd- 2-nfeth ¥l phengl) 3-methiyl bxqloba-

%neef ())/)fy o3xr§1§gfylhgherfyr11}e?wg v~ %’1 met hyl - phenyl } - propan- 2
-oI as a white SO|Id M5: 476 (MH)-. Exanple 67
21q anatpgyde sxamples B h@l@c}])}? 3,4rom 2-methyl-4-[2,2,2-trifluoro-1-(4-methoxy-

( Beﬁz;ylcfxlymrtﬁﬂabﬁyﬁ ) plosRE (—'Hxaﬁhphé'Z’fﬁhH Xl orBRREYA L (4-fluoro-

t 8 rggé}z[lp?]léeély%ﬂ% Tegwgggngo%%%cﬁ%‘sgﬁa& % prepzlrgd 2cr:1c%|rgxgg to

2022092081 pwas Prepared 010 H3,B-Hedaftretrraxip~[2-(4- ﬂuoro 3-methyl-phenyl)-

b?gﬁ%@@h )zaz&l 4 &kﬁ%&(ﬁfyﬁe@xﬁxhﬁ){x&gsﬁ%}lp%g%‘@ ol(ag e soha MS: 476

or one
BMt¥)F | uor onet hyI phenyl) oxazol e (CAS 174258- 39-0,
prepared according to W?2002092084) was prepared
ZE{(;}nﬁllgI@ro 4-[5-met hyl -2-(4-trifl uoronethyl - phenyl)

0235?%? b TRt GFitol e i pheny e iy oy | phenyl)-
Eiaﬂp?! 83aRx2udr8- p@mbm 2)—04-
(5-met hyl -2-mtol yl - oxazol - 4-yl met hoxy) - phenyl ]

exanp%oe@t%ﬁafﬂgé@f L8P0 PIEORRD:RIb-430.1 DRG0 () Brethoxy-

2berylowp)- &- t{lﬂuczozleﬂw.lﬂlw&r@qnok (expreplex gnd 4-chloromethyl-5-methyl-2-
(4-trifluoromethyl-phenyl)-oxazole (CAS 174258-39-0, prepared according to

W02002092084) was prepared 2-{3-chloro-4-[5-methyl-2-(4-trifluoromethyl-phenyl)-
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-m-tolyl-oxazol-4-ylmethoxy)-phenyl]-1,1,1,3,3,3-hexafluoro-
propan-2-ol

In analogy to examples 13.1 and 29.3, from 2-chloro-4- (2,2,2-trifluoro-1-(4-methoxy-
benzyloxy)-1-trifluoromethyl-ethyl]-phenol (example 3) and 4-chloromethyl-5-methyl-2-
m-tolyl-oxazole (CAS 521266-92-2, prepared according to WO2003037327) was prepared



benzyl oxy) -1-trifluoronethyl-ethyl] -phenol (exanple
3) and 4-chl oronet hyl -5-net hyl -2- mtolyl-oxazol e (CAS

wo2AD2B6BHAR- 2, prepared accordi ng to W20030373XT)/EREES/010237
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prepared WD 2006/ 037480 PCT/ EP2005/ 010237 -56
2-[3-chl oro-4-(5-net hyl - 2- mtoﬁfi oxazol - 4-yl met hoxy) -

pb-quéhloro ]4 &s. ;Irrealy? 23! thP&PBJ(e{%gf %yl%tﬁﬁ%ﬂ e;%]égyl 9%1,23,3,3-hexafluoro-

478 (MH
2p{039_ag;hq glrzﬁ a4yyh1te solid, MS 478 (M-H, 1Cl)".
[ 2- (2-chl or o- phenyl ) - 5- net hyl - oxazol - 4-yl met hoxy]
- BRafiplelool, 1, 1, 3, 3, 3- 5 hexafl uoro-propan-2-ol In
anal ogy to exanpl es 13 1 and 29.3, from

B R Sl SRS 11055

4hc;7hlﬂgpmﬁfptdp}h-2291(2 chI oro- phenyl)-5-net hyl - oxazol e
(CAS 475481-96-0, prepared according to W2002092084)

V"Pr?‘%nzaﬂzg: Fgrre%gn 65{1?3' Pimc?ﬁr?;% %rolnz 76 Xclélzog? -4-[2, % ,2- tlil%uor)(?]l (4- methoxy—

mrl&uqromlef;h}é*e@wﬂmph@mnpkébamd 4-chjorgmethyl-2-(2-chloro-
hé 1)smmédhyll&ﬁazc486:AM#ﬂ482%b, rep@éé@@éo@d%g t8w02002092084) was

3 ChI r.0r4- oxazol t hoxy

BVP]“CQJ? - ‘f‘(l%mgf %%%iéﬂ% Bﬁﬁ%’ ot &tfébvl?xa%olwylgwgr%@i}phenyl}

t hlémmxaﬂlﬁrd—pmnmo&s afwldrasolid, MS: 498 (M-H, 2Cl)".
2-chloro-4-[2,2,2-trifluoro-1-(4-methoxy 15 '

bg%#lg)m) -1-trifluoronethyl-et hyI ] -phenol (exanple

3 d 4-chl oronet hyl -5-net hyl -2- o-tol yl -oxazol e (CAS
671215-81-9, prepared accordi ng to W2004031162) was

pg- ?)- 0-4[5-methyl-2-o-tolyl-oxazol-4-ylmethoxy)-phenyl]-1,1,1,3,3,3-hexafluoro-
[ propah@r6l- 4- (5- met hyl - 2- o-t ol yl - oxazol - 4-yl met hoxy) - ph

enyl 1-1,1,1, 3, 3,3-hexafl uoro- propan-2-ol as a white

lid , - . | .

2ftdtog) B sCRte o w05 e TR Gt gy ey msthon-
xmyloﬁy)yl-mreﬂmﬂyﬂet}ghedlyl }phenol (example 3) and 4-chloromethyl-5-methyl-2-
Lo-dol lhg’xa%ol% (?ﬁ% %H%lg % -8 Q%ﬁ?edzac%rdu% t%%b%@éféld?;?l&) was prepared

exa
22-¢H CBH%O 4 <[52m2thzl @wrmlybeﬁml 4(ylmntém6>@henyl J-1,1,1,3,3,3-hexafluoro-

b?@émhaxm)asawmﬁtbfswpmww Htfmb - phenol  (exanpl e
and 4-chl oronet hyl - 5- net hyl - 2-

tri fzijor onet hyl - phenyl ) - oxazol e (CAS 678164-78- 8,
’5"}5’3}1 according to 25 WO2004031162) was prepared

g chloro-4-[5-nmethyl-2-(3-trifluoromnethyl-phenyl)-
oo Ghlotoyd fhetmktvg)p-(3-trifluoromethyl-phenyl)-oxazol-4-ylmethoxy]-phenyl} -

phqug;hgmhg%rgmpan@e@af| uor o- propan-2-ol as a white

1) Exanpl e 72 2- {3-Chl oro-4-
(4-fluoro-3-nethyl -phenyl) - 5- net
&%ﬁaﬁogﬂtcw)ﬁ,g}%)@]l angﬁzgﬁ}y;yr})mZ chloro 4 2 2,2-trifluoro-1-(4- rnethoxy-

benzyloxy)-1-trifluoromethyl-ethyl]-phenol (example 3) and 4- chloromethyl 5-methyl-2-
(3-trifluoromethyl-phenyl)-oxazole (CAS 678164-78-8, prepared according to
W0O2004031162) was prepared 2-{3-chloro-4-[5-methyl-2-(3-trifluoromethyl-phenyl)-
oxazol-4-ylmethoxy]-phenyl}-1,1,1,3,3,3-hexafluoro-propan-2-ol as a white solid, MS: 532
(M-H, 1Cl)".

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



30 1,1, 1, 3, 3, 3-hexaf | uoro- propan-2-ol WO 2006/ 037480
PCT/ EP2005/ 010237 57 In analogy to exanples 13.1 and

WQ@2008/031480m 2-chl oro-4-[2,2,2-trifluoro-1-(4- ne¢hBr3005/010237
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benzyl oxy)-1-trifl uoromethyl-ethyl]- phenol (exanpl e 3)
and 4-chi or omet hyl - 2- (4-f | uor 097 -

g}l g%};@ g pheg%ge? I’}g d5%2%8%£§@gl( CAiaﬁaw}ﬁl:bo?éaz(ll methoxy-

Zyeﬁ&@lj’l)dlﬁﬂiﬂitoﬁ'@mét‘ﬁylf éthﬂﬂ@h@aqfét)tayrhplph 4 dg\omgpﬁi;yl X (4 fluoro-
%Xr%%gnﬂ ﬁhé&?ﬁ%ﬁé‘t}{g cB!AFJw ¢A§471541;a 383, %rép%ﬂfdca&rdmgj%o
E}(@%@OI@%Q&Q -Wag prepared 2-{3- chloro 4- 2 (4 ﬂ(uoro-3 met%;rl phenyl)-5-methyl-
[o%aic?r h%)?h?’ﬁ}ﬁllﬁl}' 51|16, 31 e @afRio@d -plopanrBbhavaybhite solid, MS: 496

sﬁfny hexaf | uor o- propan-2-ol 10 In
Xo exanples 13.1 and 29.3, from

3-[2, 2 2-trifluoro-I|-(4-nmethoxy-benzyl oxy)- 1-

tEdafdplordnet hyl - et hyl ] - phenol (exanple 5) and

4- chl or onet hyl - 5- net hyl - 2- ( 3-

t% g Lﬂ -eHPOtl’Q?‘/déLCHg? @yxlné X BRI m71§3.181 1,3,3,3-hexafluoro-

acco 2004031%62) was prepare 2-{
lpzamgtdhloro phenyl) 5- net hyl - oxazol - 4- yl net hoxy] -
phenyl }-1,1, 1, 3, 3, 3- hexaf | uoro- propan-2-ol as a |ight
&l draWy §§% éﬂbmﬂ‘l@ 13416411d(2|‘§4'3|'|fr0311(21)[2 2,21tiflmesovpd (¢-ridethoxy-benzyloxy)-1-

f
sty TP ETg e Bl R R 2 O
- Rifepadin&hylephdnyl)anatde mm&swamﬂ%e&s pn_epanedamprﬂgloso

t{;\&ﬁo@é@% %ﬁw%.srﬂrgéaﬁgc?? -g%—g ? ell?ﬁﬁ g}ﬂx&ﬁﬂloiﬂol 4-ylmethoxy]-

plmlytyr loh Bhiy3- hsxarﬂeprwpmza@- r@myphélszta)ze&w solafg MgAgs (M-H, 1C1)"
671215-81-9, prepared according to V®2004031162) was
pﬁﬁgﬁﬂgg4l,l,l,3,3,3 hexaf | uor o- 2-[ 3- (5- met hyl -

2 o-tol yl -oxazol - 4-yl met hoxy) - phenyl ]-prop an-2-ol as

11, ,elll.’! g%vé{%ahgg(rgr% u30f5 n-%k%y?z—oE%(oef}rproxazol—él -ylmethoxy)-phenyl]-propan-2-

[ 6F met hyl - 2-(3-trifluoronethyl - phenyl)-oxazol -4- 25
yl met hoxy] - phenyl } - propan-2-ol I n anal ogy to exanpl es

1i3rt %na;o% tz%x%’l%leg Pﬁ} a d 29 3 om 3-{2,2,2- trllﬂuoro 1-(4-methoxy-benzyloxy)-1-

P e g} Iyl-oxazol
t triffucuomethyt-atyl] en}wypl](exaéﬁ@ﬁé ar(%% FmEyladgnethyl-2-o-tolyl-oxazole
;éﬁ% 8F @B1d1Y4, p'ée J¥eddwekordidgdo WO2004031162) was prepared 1,1,1,3,3,3-

ph@ﬁﬁﬁé{?ogﬁé gg gfg%f%l )tvlﬁg %%a%lalgi %%%hmﬁ pg*lrerelgi—lpé%pan -2-ol as a yellow

1od, NiS343, (R4-Bxaf | uor o- 2- { 3- [ 5- net hyI 2-(3 30
trifluoronethyl-phenyl)-oxazol -4-yl net hoxy]
-%Qgggk%%propan-z-ol as a white solid, Ms:

1,1,1,3,3,3-Hexafluoro-2-{3-[5-methyl-2-(3-trifluoromethyl-phenyl)-oxazol-4-
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
WO2004031162) was prepared 1,1,1,3,3,3-hexafluoro-2-{3-[5-methyl-2-(3-
trifluoromethyl-phenyl)-oxazol-4-ylmethoxy] -phenyl}-propan-2-ol as a white solid, MS:
498 (M-H)". '

Example 76



498 (M H)-. Exanple 76 WO 2006/ 037480
PCT/ EP2005/ 010237 -58 2-{3-

WO 2606837880 or o- phenyl ) - 5- net hyl - oxazol - 4-yl nmet he&yEP2005/010237
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-phenyl }-1, 1,1, 3, 3, 3-hexaf | uoro-, propan-2-ol In
analogy to exanples 13.1 and 2§m§ from

321$ %o(?#gr% ﬁiﬁhm &%&%ﬁéﬁ%ﬁy?-ﬁ%}%ﬁgﬁ%‘m-1,1,1,3,3,3-hexaﬂuoro-

4P6KP6ﬂdNethyl 2- (2- chloro phenyl )-5 5 met hyl - oxazol e
(CAS 475481-96- 0, prepared according to W2002092084)

QdS ethmpled B1 and 29 3 from 3-[2,2, 2 trlﬂuoro 1-(4-methoxy-benzyloxy)-1-

: ﬁ#&wﬁletﬁﬂ? tﬁfyl@ Hedo et o) o1 da e ?ﬁ@trzh $lhjgro-phenyi)-5-
omattye ogazole (MBS 4648 1(-Bb-H, prifirpd kocandihg toW02002092084) was prepared
(%%%\]?f% 32 %hl%) g%%)brgorggﬁg chi%gl{ 4- mg]tnlll thO)Sy Igﬁgng} ]1 »1,1,3,3,3-hexafluoro-

- proppan- @ﬁsmooap FrilaMal 4gyM-6l,8%lnpl es 13.1 and 29. 3,
from3-[2,2,2-trifluoro-I|-(4-nethoxy-benzyl oxy) - 1-

tEkﬁﬁM@v¢nethyl et hyl ) - phenol (exanple 5) and
4- chl'or onet hyl - 5- net hyl - 2- n}tolyl oxazol e (CAS

Sfiég”?e?f%{%aqg g? E?e% '&UB‘?‘BIYES’X%P%B’%H% 27)) r\ﬁlaeiyl}prownd-

2eIm t ol yI - oxazol 4-yl met hoxy) - phenyl ]-prop an- 2 15
of as a yellow solid, Ms: 444 (MH)-. Exanple 78 3-{4-

| f t : %ng & e)élm}f\lgﬁ 1, lzzﬁk{ %J | ﬁr%ErP b 2'1%9{}])%{5}/%1 (4-methoxy-benzyloxy)-1-
rores?tazloﬁhzl whfnﬂémam e 5)c4rx§1 anm@bﬂ&meﬁlﬂ -2-m-tolyl-
abb&z@ngCAQ 521@5‘6@295r S laﬁecﬂﬂ:@or%@ﬂ W@U@3037327) was prepared
L bR 21 SRR Tt T e eRenphen ) propan-2-
addsay@n»mhﬂmkbﬁhnhyﬂ&ﬂiﬁethyI oxazol - 2-yl ) -benzoic
acid nethyl ester (CAS 675148-35-3) was prepared
é@ég ghloro-4- (2,2,2-trifluoro-1-hydroxy- |
uor onet hyl - ethyl) - phenoxynet hyl |
-5-met hyl - oxazol -2- yl }-benzoic acid neth ester as a
| 3-4r(2-Gblarevi-Seb 1-ariflfaso- Shpdroxy-it trifl@ago ﬁpﬁtbylmh%)xmethyll
2rn%§\XCBJc&6Dz AN Berlz 3V iR pRs Ry | - phenyl ) - 5- et hyl - oxa
zol ylnethoxy) phenyl} 1,1,1, 3, 3, 3- hexaf | uoro-prop
n anal o e
aPe KB gt 3 TR AjaPdcyifuoro-1-(4-methoxy-
tbdrﬂ’zylum)r olmﬂgdremtﬂyl )athpﬂqﬂxanylrfeidmy;blk 3 parte3-lgHchloromethyl-5-methyl-
033@4%(9 Z- %ﬂe z&g D48 Er?ed?ﬁ esCéernf%,tAlgyéﬁ?zg §5. 3) \(vg nBllr%dgs{)zl 2~chloro-4-
il unre- thctomlﬁyﬂuwmwmybhmb)cyraemm yinethyl-oxazol-2-
'ﬂ%@@r@mc acid methyl ester as a light yellow solid, MS: 522 (M-H, 1Cl)".

Example 79

2-{3-Chloro-4-[2-(3-hydroxymethyl-phenyl)-5-methyl-oxazol-4-ylmethoxy]-phenyl}-
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) -phehoxyrnethyl] -5-methyl-oxazol-2-yl}-benzoic acid methyl ester
(example 78) was prepared 2-{3-chloro-4-[2-(3-hydroxymethyl-phenyl)-5-methyl-oxazol-
4-ylmethoxy]-phenyl}-1,1,1,3,3,3-hexafluoro-propan-2-ol as a white solid, MS: 494 (M-H,
1 Cl)~.

Example 80



30
4-yl met hoxy] - phenyl }-1,1,1, 3, 3, 3- hexaf | uor o- propan- 2- o

wo 2m6/03748hi te solid, M5: 494 (MH 1 d)". ExecmER20890010237
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WD 2006/ 037480 PCT/EP2005/010237 -59 4- {5- Met hyl - 4-
[3 (2,2,2-trifluoro- 1- hydroxy

t I he ] -
S S T S ARRHBbronrgpigormeny-
eparrpl-dsyl Bernzoml@ge@tyl dstesm
3-[2,2,2-trifluoro-I-(4-methoxy-benzyl oxy) - 1-

tnﬁﬁﬂ)a@qu&%ksm reﬂiwhﬂxdzm% .Bf % 1ﬂ9uo'§2§ e-m‘éfhoxy benzyloxy)-1-
g— 4

hl oro Eh - -
a{:rl1 et éé’[ygrfi'(e e%%liﬂé 3 9@9@4'17@5516%503(3201 -2-y1)-
pbemnceahcﬂm{eﬂrym&’i)(CAé-mﬁlé@ 38(3, WOZO@AIOZ@V@B)W@S repared4 {5-methyl-

trlflu h et

gaz o%x%trlql}oro b h zr%)fyc 5%‘%1%0 ﬂE{ h'g)' @é’f)e?%% ?t;“lj%‘toxaml 2-y1}-
ybEIIlZ«m i mmhyh@tem%hgmwemew selichviS: 488 (M-H)".
4-{5-Methyl-4- [3- (2,2,2-trifluoro- |-hydroxy-
| ghkdy kq@ronethyl-ethyl)-phenoxynethyl] - 10
oxazo -2-yl}-benzoic acid In anal ogy to exanple 25

rom 3-(2 2-trifluoro-I-hydrox

{ﬁlﬁgi‘%hgﬁ%g%z,é tﬁbp?x(o 1 %ydroxy-l trlﬂuorometh%/rl-eth ?S phenoxymethyl]

ph&nbzﬁmpbhybkﬂ@ﬂazol-2-y|} benzoi c acid nmethyl ester
(exanple 80) was prepared

one?“hﬂ?éynx'e’**w&%zgﬁfé%%% e da g sl LT
amﬂjwe‘i@mat ﬁ@éﬂ)ﬂmen@xyﬁm}’lh@)ﬂawm-ﬁﬂ}——bent51c xidnpethyl@Rter (example

NS(NWQS Lhnrbd ff'{a %?e‘é 14hDG| (2422 trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-

| P}tl?f}OFfV%Yhé{heQ"HW ?eYll}ly}PIeI)‘ml‘b#é@]é&%/Wh’tfmﬂh]d MS: 474 (M-H)".
-'oxazol - 2-yl }-benzam de To 25 ng (0.05 mol ) of
AExdmpteBDdyl - 4-[3- (2,2, 2-trifluoro-I-hydro)Cy-1-trifluo
ronmet hyl - et hyl)-phenoxynet hyl ] - oxazol - 2-yl } - benzoi c

s s e
IBOXWCWOWH@ % pllbenemidas cool ed to 0C and 13.1
nmg (0.07 nmmol, 1.3 eq) of EDCI and 1.4 ng (0.01 nmol)

OTO bRy (‘OQTS%&@BQQ«l gt}ﬁetﬂ'ylel U5 @@Strﬁ'ﬁbfcf ?%ﬁ{]oxsfolomﬂuoromethyl—

EPEALS S L e ML e S O T i e

pmme 8.6nmg (Mvas hed) ofidifetylantne HOL 864 23\@2(5@4)mm61)|om1@1d1 The

Cﬂglgi%a‘f%gr at %g t%% %@%Pr or{p@g%rggfw 3 eq) V\HéSCI and 1.4 mg (0.01

Norhad) ot QIT-wier¢ Edd:r:ét lyd mibetfu3-wag s@;r2d at room temperature overnight.

Eatdr 9 Qdéed%qrtﬁé(}fxolr altnfd éﬂaﬁi!\' we% %éﬂ»ﬁtbAc The organic phase
te

-pheno E% oxaz enzan
ngsoqu %WB& rmﬁ/sinegdﬁ:la(&@‘; red and evaporated Column chromatography

with CH,Cl,/MeOH 98:2 gave 22 mg (83%) N,N-dimethyl-4-{5-methyl-4-[3-(2,2,2-
trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxymethyl] -oxazol-2-yl}-benzamide as
a colorless oil, MS: 501 (M-H)".

Example 83

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



Exanple 83 (3-{2- [4- (2,2,2-Trifluoro- |-hydroxy-
[ -trifluoronethyl-ethyl) -phenoxy]-ethoxy}-phenyl)- 30

w@ewbis74saci d et hyl ester 83.1 In anal ogy to BXERP1065/010237
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18.1, from
4-12,2,2-trifluoro-1-(4- rrethoxy600enzyl oxy) - 1-

t Eﬂbﬁ%ﬁg rlgﬁhgyﬂ %QX%JI xggqet??lg jn(?gﬁz%};lil@genoxy} ethanol as a white
26008801553 MY 4PEMVEP2005/ 010237 - 60
trifluoro-1-(4-nmethoxy-benzylo)cy)-1-trifl uoronethyl -

t Byk] - phenoxy}-ethanol as a white semsolid, M. 424
(M+. 83.2 In analogy to exanple 8.2 - 8.3, from

O G r e B S B At gD DY ard i hethosy-benzyloxy)-1-

( Bifhycotomeshybhighl | pheacet iethanel chdBt ipdross peényl M@sStic acid methyl ester

4% ?9% 3-” Fil e Reea SR s By gy mlgnony -
I? nehepyl) aéﬁﬂfroa)éy} mpﬁ@hgﬁte)aa@mtc pawiler, M Byl (MsHEr
as a\/\hlte powder, MsS: 451 (MH)-. Exanple 84 (4-{2-
[ BxarhBleB842- Tri fluoro- |-hydroxy-
| -trifluoronethyl-ethyl)-phenoxy] -ethoxy}-phenyl)- 10

a&g ﬂ Fzﬁ, @‘% 9 'Ig}affuo}(o 1- S}ftd?(gxy-Ptr?fTua})lrggx%thy? e&x % le%mscy ethoxy} -phenyl)-
Zaqemcﬁiﬂd:ine"thylrestfef uor o-| - (4- et hoxy- benzyl oxy) - 1-
trifluoronmethyl-ethyl]-phenoxy}-ethanol (exanple 83. 1)
aﬁgar(a‘fbuglfg EOXYIPReNYE 3| £ 68 (w2, 2L Lk [TRb riyt4 i {hoxy—\f\)a enzyloxy)-1-

pre

(mfF@r?rnetélzl -cthyl] tphergxybredano{yyrronty 8819 pind (41bydomt-plényl)-acetic
eidiy ethigh esnnersyds peéfieedy (- 2 '\%0&@2—@9@1&8 laﬁ;cgometl htyzhvoromethyl-

8%&‘?1% P?‘ﬁno’f)’gﬁt@"gpgdny | qqeglcoe}cb(? mel(,hyl ester as a white po%er, MS: 451 (M-

| Hiydr oxy- 1-tri fl uor omet hyl - et hyl ) - phenoxy] - et hoxy} - ph
enyl )- acetic acid nethyl ester 85.1 20 In analogy to

48.1, from
gﬁ‘ﬁ%ﬁg % tri fI uor o- I-(4 nmet hoxy- benzyl oxy) - 1-
trifl uoroneth I -eth phenol (exanple 5? and
20piolit2e 212 poggad” %ﬁr@m leigifmor@ngthypethyl) tphienbxpdreghoxy}-phenyl)-
lacefidaci@Biclo ¥stbr enzyl oxy) -1 -trifluoronethyl- ethyl]
- phenoxyl -ethanol as a colorless oil, Ms: 424 (M +.
22?5 25 In analogy to exanple 8.2 - 8.3, from
{3-12,2,2-trifluoro-I-(4-nmethoxy-benzyl oxy)-1-
In analogy to example 18.1, from 3-[2,2,2-trifluoro-1-(4-methoxy-benzyloxy)- 1-

trifluoromethyl-ethyl]-phenol (example 5) and 2-bromo-ethanol was prepared 2-{3-[2,2,2-
trifluoro-1-(4-methoxy-benzyloxy)-1-trifluoromethyl-ethyl] -phenoxy}-ethanol 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-trifluoromethyl-ethyl)-phenoxy] -
ethoxy}-phenyl)-acetic acid methyl ester as a white powder, MS: 451 (M-H)".

Example 86

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

acetic acid



trifluoronethyl-ethyl] -phenoxy}-ethanol and
(3- hydr oxy- phenyl) -acetic acid nethyl ester was
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(3-{2-[3-(2,2,2-trifluoro-1-hydroxy-1-trifl uoronethyl -
et hyI) - phenoxy] - et hoxy}- pheny@) acetic aC| d rret hyl

%&ah?g} ?f%@jéﬁ‘lz (%?I%é?’ (;5@1 ﬁég# ot%gd‘ﬁbl}? i |l-fydl5 ﬁé‘l’tﬁ‘iﬂmmethyl

e?‘ﬂw’l ypPhephsn] cﬁtb?xyétplhsuxl}-a@hle nylkl)me @tter (exemgle\dd) was prepared (3-
20064 @ﬁ é&@lﬂﬁ% W@%nggﬁ%rom@cﬂyll Sh AN %lhglgé/xyﬁ Rthoxy}-phenyl)-

exanp
(3“?2394362“@“§59P§P1@34%4@7ﬁyhﬁéxy | -trifluoronethyl -
et hyl ) - phenoxy] - et hoxy} - phenyl ) -acetic acid nethyl
eEkanpled@fanpl e 83) mas prepared (3- { 2-
[4-(2,2,2-trifluoro- - hydr oxy-

I ' t
RIS T T O
Eseetislaeidd7 (4- {2- [4- (2,2,2-Trifluoro-
| - hydroxy-21-trifluoronethyl-ethyl)-phenoxy]
- B oXogy-tBReMmplk 25 a8&hi(§- (8¢ 42 bn-ARAbRYY- Hyﬁrmfﬁloromethyl

(ath{(é b £thoy}-phemdl esctic Agid PRk ester (expmBlecth iRy prepared (4-
e{hyd-)2, mh&nﬁxyﬂ&Bfnlyd)myt}rrlpﬂﬂﬁlm&fdmaﬁﬁtdtl@ylﬁ@hgndi@]-labHoxy }-phenyl)-

C3he o8 BB A MR TR 11 1711 wor ot hyi - et

yl ) -phenoxy] -ethoxy}-phenyl) acetic acid as a
cBxanpled8 solid, Ms: 437 (MH)-. Exanple 88 rac

(3-{1-Phenyl - 2- [3 (2,2, 2- trifluoro-I- hydroxy-1-trifluo

r EHEE(BJ”{YJPTEEM }53‘ Pﬁ‘?MHLoroef Rpaky- @Qﬁ@ﬂlb}orﬂ&ﬁg &hﬁ? 'pﬂenoxy

naoyto exanple 9 mrac
t&)‘ﬁéﬂyﬂ%e@y )Bacftf af‘ ?T’%‘Hro | - (4- et hoxy-
benzyl oxy) -1-trifluoromethyl-ethyl) -phenoxy}-ethanol
( Bxampigy t8 eddmplaél.2( Somyrde Dyphenydizefdy]2)2,2¢6flucroal (£ methoxy-

n’géx{}i/ xﬁsi %Irlﬂ ﬁgﬁ%ﬁ é’ﬁe?f»ﬁ}g Ceth&1nol (example 9. 1) and (3-hydroxy-
phenyt hmt;c mmt gSferwas prépatasnaareachipl Cleplieply)-2- {3-[2,2,2-trifluoro-1-
ROV HRhRRRY) - ‘lptgﬁlﬂﬂ'(}méﬁﬂtétﬁylﬁﬁhgmﬁ E@%!{y eﬁﬁe%gl -acetic acid

h was deprote accordin
g{n& i %‘séer(v\g Ivaﬁagﬂyrec@ zecordmg to example 13.2, to give rac (3-{1-phenyl-2-

[ B~(22,2-tAfltisriof 1- h?dl@xﬂrlhhﬂ[l@ﬁbk’néthyl -ethyl)-phenoxy]-ethoxy}-phenyl)-acetic

Tt Tk s it 0 ety ester

acolorless oil, M5 527 (MH-. Exanple 89 rac- (3-{
1ErimayplgB92- [3-(2,2,2-trifluoro- I-hydroxy-
| -trifluoronethyl-ethyl)-phenoxy] -

eltahqm{l “FHREIYI-)3-BCE b ith 18600 - g?dr‘o?y fi‘&ﬁlﬂ‘ag}’oxﬁ&h??(@mﬂl) Phenoxy]-
(%h?’iy-}pi’ﬁ’]éﬁ% asetiecid 2 o trifl uoro- 1- hydr oxy- 1-

In analogy to example 25, from rac (3-{1-phenyl-2-[3-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-phenoxy]-ethoxy}-phenyl)-acetic acid methyl ester (example 88)
was prepared rac-(3-{1-phenyl-2-[3-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
phenoxy]-ethoxy}-phenyl)-acetic acid as a colorless oil, MS: 513 (M-H)".

Example 90

rac N,N-Dimethyl-2-(3-{1-phenyl-2-[3-(2,2,2-trifluoro- 1-hydroxy- I-trifluoromethyl-
ethyl)-phenoxy]-ethoxy}-phenyl)-acetamide



trifluoronethyl-ethyl)
- phenoxy] - et hoxy} - phenyl ) -acetic acid nethyl ester

w@ eooanoplseo 88) was prepared rac-(3-11 PCT/EP2005/010237
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-phenyl -2-13-(2,2,2-trifluoro-1-hydroxy-I|-trifluoronet
hyl - et hyl ) - phenoxy] - et hoxy} - phenyl )-acetic acid as a

AR (S P el sor SB[l gy
d Feskiyaxy = banr pXior Jorfeﬂwpmeéwhy @84} jethoxy)-phenyl]- acetlc acid
% ﬁ?r Qﬁﬁ)ﬂhﬁaetﬁ?ﬁhﬁﬂé Hel e 3&9%@%3&8% d1methgl -2- és {1-phenyl-2-

fﬂ.—ﬁ%ﬁ(gro_x?f-z 1- %r?ﬂu%rr]gggt%% et?xyl? p%enoxy? -ethoxy}-phenyl)-

[ Bee(teimplreamyﬂl of-vfiatd phvle? N6 F4b YRF+H )T - ( 4-
met hoxy- benzyl oxy)-1-trifl uoronet hyl - et hyl ]

- et hoxy) - phenyl] -acetic acid (exanple 91)
a%glggﬁﬁ%hylanrne HCO was prepared rac

N, N- di et hyl - 2- (3-{ | - 2- - 2-trifluoro-
| 2H§dﬂd§3£4-ﬁromphw¥)dnémﬁy§l w@bm}plf -ybbrehe&nyr}cy} phenyl)-1,1,1,3,3,3-
-ggﬁgmxh}EM Fopanldop acetanm de as an of f-white powder,
MS: 542 (M+H)+. Exanple 91 2-(4-{2-
[é-&4-8rono phenyl ) -benzo [d] isothiazol-6-yl oxy]
? oxy}-phenyl)-1,1,1, 3,3, 3- hexaf!l uoro-propan- 2- ol
950 dnalddy tb rxanple (8gy from bXabmrﬁo@)hﬂtnyl)‘ beno[d]isothiazol-6-ol (CAS

1&%&1’3 rl%rrp ??&%Pé(i %lcrC grgi cor g %%ﬂ %ﬁ%%l?léhaa%lwas prepared 2-3-
2 (bearoo-ehhe belwméd odpagobd- )Qoxy[ gﬁhanol as a light yellow solid, MS: 350

(évpnBrphenyl ) - benzo [d] isothiazol -6-yloxy]
-éthanol as a light yellow solid, MS: 350 (MH, 1Br)

98 % 15 In analogy to exanples 8.2 and 29.3, from
f 2,2-trifluoro-1-(4-nmethoxy-benzyl oxy)-1-

t in ﬁxha]xz‘gyanekdmﬂ)leﬁ .byhd p9o. BJ’feditﬁM [ce il eord)1 - edehethoxy-benzyloxy)-1-
& a‘%f?o{h‘%g‘)ﬂ‘?@%“%n%ﬁ euftda it gpmophen):

2b¢ngof dlisothigzpl-Hrydony gﬂ'empl Was preparedZ (4-{2-[3-(4-bromo-phenyl)-

b

Sa’él%@“@%?%m e RiA LR Tty P%%?%Ol plygn2-olasa
(Mhrfrer@rd) 80 Badgbe 92 1,1, 1, 3, 3, 3- Hexaf | uor o- 2- { 4-
[3-(7-propy| 3- trrfluoronethyl benzo [d]

| BexAglel26-yl oxy) - propoxy] -phenyl}-propan-2-ol In

analogy to exanples 8.1 and 8.3, from

Gy L E T —

6p(®orsromﬁnm qp@p@y)l =0l- propyl -3 25
trifluoronmethyl-benzo[d]isoxazole (CAS 194608-95- 2,

PIERRIRY 1860 H b1 hd M%&%QS@Z,Z—Uiﬂuoro-1-(4—methoxy-benzyloxy)-1—
trifluoromethyl-ethyl}-phenol (example 1) and 6-(3-bromo-propoxy)-7-propyl-3-
trifluoromethyl-benzo(d]isoxazole (CAS 194608-95-2, prepared according to W09728137)
was prepared 1,1,1,3,3,3-hexafluoro-2-{4-[3-(7-propyl-3-trifluoromethyl-
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-



was prepared
1,1,1,3,3,3-hexafl uoro-2-{4-[3-(7-propyl -3-trifluorone

wa bnpb/0¥7ase o PCT/EP2005/010237
[d]isoxazol-6-y|oxy)-propoxy)-p enyl } - propan-2-ol as a
colorless oil, MB: 544 (M H". Exanple 93 30
1tr1ﬂJor§m%ttr°y B'@d%f[éz %k&o% (t%s[l@z;é(?g [ QPpﬁle i:ea 5% H@}E;‘P&Wowzslsn
benzq 1|soxazo -6-yl gg prop. ox
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f b&mo%l Bs%xazo?-ﬁtywﬂ%lp%pn&y}Jpﬂem}t_pm@m@e&m |aQ2§er‘e§{oﬂ MS: 544 (M-
f1 uor onet hyl yl ] -phenol (exanple 5) and

)3 br ono- propoxy) - 7- propyl -3 WO 2006/ 037480
PCT/ EP2005/ 010237 -63
t Exdrhple9dnet hyl - benzo[ d] i soxazol e (CAS 194608- 95- 2,
prepared according to W)9728137) was prepared

#1{31{)33(232 3-Thanakb YO8y g2 ?n[léu&rzmlé khy%)% r{o%&g?lg%%xy}

K [d]lsoxa oXYy) prop

aH enybl-acgtic god geshylgster o I VB: -. 5 Exanpl e

94 (4- {3- [3- (222Tr|fluoro- I-hydroxy- :

| d ﬁnaﬂcbgyctb@mh biyd 8. Ehﬂd’ BO. 4pﬁ*@ﬂ@xmzm@m®w}1— 4-methoxy-benzyloxy)-1-

pg}fﬂé é@%@uyg et%x@ %t ?%Mfe nr%'rr?ogﬁropoxy) -phenyl]-acetic acid
3H[eﬂ;y2§:£e1t(|GAfSI 2030D-48- (l)tlwa&apﬂ&pa(rytd bﬁbl{&{/} 0% 9,2-ttifluoro-1-hydroxy-1-

t

AL S AR 0T gy e
e8t.aYIS{4oA 071 48-1) was prepared

(4-{3-[ 3- (2 2,2-trifluoro-I-hydroxy-|

t Exdchplegnet hyl - et hyl )
- phenoxy] - propoxy} phenyl )-acetic acid nethyl ester as

a@ng% gf?ﬁrﬁul%? ﬁ Ydﬂ(?fg'dﬁ g@@ommeﬁg ethYB ;‘hen{oxy 1-propoxy}-

| pheryll-amstionsd methyd eftyt ) - phenoxy] - pr opoxy}- 15
phenyl)-acetic acid nethyl ester 95.1 1In analogy to
eyagple 8.1, from

3-12, 2, trlfluoro 1-(4- nethoxg benzyl oxy) - 1-

t ﬂalRﬁYcS?ré%WH’lﬁ 8t nlyp 3- e Adnilyeealrif-eethoxyrenzyloxy)-1-
Sutﬂm&nkthfr ef 1@%&@@5}(&5@@@@@ Bbiono-1- pr%oianol was prepared 3-{3-

B St 'ﬂg%gw@a%} O 1 T S bl ghid ISR @a Propan-1-ol

| ascpuéadiorldvBliquidaMOEM389B1)2Z. I n anal ogy to exanples 8.2
and 30.4, from
-[2,2,2-trifluoro-1-(4-nethoxy-benzyl oxy) -
1-1rifluoronethyl -eth I(; - phenoxy} - propan-1-ol and (3
- hyaiedngy Lo pemplys 8.2 $G.4 feam §-13-(2,2,2-trifluoro- 1-(4-methoxy-benzyloxy)-

1-trifluoromethyl-ethyl]-phenoxy}-propan-1-ol and (3-hydroxy-phenyl)-acetic acid
methyl ester was prepared (3-{3-[3-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
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-trifluoromethyl-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)-
1-trifluoromethyl-ethyl]-phenoxy}-propan-1-ol and 3-(4—hydroxy—phenyl);propionic acid
methyl ester was prepared 3-(4-{3-[3-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-
phenoxy]-propoxy}-phenyl)-propionic acid methyl ester as a colorless oil, MS: 479 (M-H)'.



nmet hyl ester was prepared
(3-{3-[3-(2,2,2-trifluoro-1-hydroxy-I-trifluoronethyl -

w@bdvgl}74825 phenoxy] - propoxy} - phenyl ) -aceti ¢ apCTEP2005/010237
met hyl ester as a colorless oil, M5: 465 (MH)-

Exan'ple 96 3- (4-{3- [3-(2, 2 2%%Fifluoro- | -hydroxy-
I-tr| ronethyl et hyl) - phenoxy] - pr opoxy} -
;ﬁf n -proplonlc acid nethyl ester In analogy to

exa les 8.2 and 30. 4,
8{3-B-2, zzfnnﬂqoamldmdrm-hgm&wmﬁgwi FityRyphenggyl-propoxy}-
?Heﬁ 1f)J igm%tdad ethyl] -phenoxy}-propan-I-ol and
(4- hydroxy phenyl ) -propionic acid nethyl ester was

n(agg.{ogy cge:ta?pée 2, lﬁiplrrf? L% r{3 %Tz &r%l)g)lllOfO tl hy O 1- tnf%ur%)romethyl-
3 | etieflj¥phnoxypipesymzy) PMW}’WW meﬁvbw@r(ﬁmnadc% Was prepared

r if 7
e Y rny ﬂwg&@eﬂéﬁ ghflwﬂémwmpm
3pHeayl) PropRnic(agidas2-cplorlesspdls HS: #6HM
| -trifluoronethyl-ethyl)-phenoxy] -propoxy}
phenyl ) -propionic acid I'n anal ogy to exanple 25, from
3-(4-{3-[3-(2,2,2-trifluoro-I-hydroxy-I-trifluoronethy
| 5 ethyl)-phenoxy]-propoxy}-phenyl)-propionic acid
nmet hyl ester (exanple 96) was prepared 3-(4-{3-
[3-(2,2,2-trifluoro-I|-hydroxy-1-trifluoromethyl-ethyl)
- phenoxy] - pr opoxy}- phenyl)-propionic acid as a
colorless oil, MsS: 465 (MH-. W 2006/ 037480
PCT/ EP2005/ 010237 -65- Exanple A Filmcoated tablets
containing the follow ng ingredients can be
manufactured in a conventional manner: Ingredients
Per tablet Kernel: Compound of fornmula (1) 10.0 ng
200.0 ng Mcro crystalline cellulose 23.5 ng 43.5 ng
Lact ose hydrous 60.0 ng 70.0 ng Povidone K30 12.5 ng
15.0 ng Sodium starch glycolate 12.5 ng 17.0 ny
Magnesi um stearate 1.5 ng 4.5 ng (Kernel Weight)
120.0 ng 350.0 ng Fil m Coat:



Hydr oxypropyl nethyl cellulose 3.5 ng 7.0 ny
Pol yet hyl ene gl ycol 6000 0.8 ng 1.6 ng Talc 1.3 ngy

WQ@2@@6/m3748d r on oxyde (yellow) 0.8 ng 1.6 ng TiRENEP2005/010237

10

dioxide 0.8 ng 1.6 ng 5 The actjye ingredient is
sieved and m xed with nicrocrié?%]line cel l ul ose and
tR@amplef ure is granulated with a solution of
pol yvinyl pyrrolidon in water. The granulate is m xed
W th sggiun1staﬁ§h gl ycol at e and nagesi unst earate and _
conpr eSEBFopEdyatlets Cotaing ethe flloying 19gredmptyfgn be manufactured in a
r espeationalnyannthe kernels are | acquered with an
aqueous solution | suspension of the above nentioned
fird oat. 10 WO 2006/ 037480 PCT/EPZOOS/O%Q§§£ﬂ_{66-
Capsul es containing the fol | owi mgfF—2>%
i ngredi ents can be manufactured in a conventiona
I ngredi ents Per capsule Conpound of fornmula

(kb uld¥g forkitd @se 150.0 ng Mai ze starchy@ _
TS*g%%{OHﬁgl hgﬁconponents are sieved ang?g$§%gggﬁglng
f PHFEFYS eéglﬂg ®es of size 2. Exanple C |hj-28t§ on 43.5mg
sbhabiedrydr@an have the fol |l ow ng COHDOSitiOﬂlOQQﬁpOWD@Ing
ob .f. (1) 3.0 ng Polyethylene dycol 4 150.
EO&%%%%#goAcid gq.s. ad pH 5.0 Water for iﬁgggﬁﬁonqSD’ng
sobdinimosiarchglytolateni 10 The active ingredient25smg  17.0 mg
di i m xture of Pol yethyl ene dyco| 0 an
h?%?&%%gfh?ﬁﬁ%ction‘(part). The pH rs_adjugkgg%to Sggrng
biXepekWeighpi d. The vol ume is adjusted to 12@0mg [$p0.0 mg
agtlintGsn: of the residual anount of water. The sol ution
is filtered fil{e into vials using an apprgg&iate

oV FEEPLORY e SV W0 2006/ 037480 3. 7.0 mg
PEGly&R2IBOS £19dd) B30 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
mixed with sodium starch glycolate and magesiumstearate and compréssed to yield kernels
of 120 or 350 mg respectively. The kernels are lacquered with an aqueous solution /

suspension of the above mentioned film coat.



-67- Exanple D Soft gelatin capsul es containing the
follow ng ingredients can be manufactured in a

wazngesusonal manner: Capsul e contents ConpouneCoEP2005/010237
formula (1) 5.0 ng Yell ow wax 0 ng Hydrogenated
Soya bean oil 8.0 ng Partially hydrogenated pl ant
oFkamplt B0 ny Soya bean oil 110.0 ng Wi ght of
capsul e contents 165.0 ng Gelatin capsule Gelatin
75.0 : V. o [ L.
i Lot PP i oy e ST R Bt p i o
meeryeriena tanper:i ngredi ent is dissolved in a warm
nelting of the other ingredients and the mixture is
f gredientyi o soft gel atin capsul es of appropriate sPereapsule
The filled soft gelatin capsules are treated
a ' ual procedures. WO 2006/ 037480
P%%ﬁ{ggkzlg%g%foz%ai%- Exanpl e E Sachets cont ai ni nés'o mg
t bactdel | owi ng i ngredi ents can be manufactured in ai150.0mg
copventignal manner: Conpound of formula (1) 50.0 mg
LYAGSE ] | ne powder 1015.0 ny Mcrocristalline  20.0mg
cehj.ul ose (AVICEL PH 102) 1400.0 ng Sodi um 50m
car boxymet hyl cellul ose 14.0 ng Pol yvinyl pyrrolidon Q &
30 10.0 ng Magnesiunstearate 10.0 ng Flavoring
additives 1.0 ng 5 The active ingredient is mxed with

5 | @ht asAponEnty D€ tietddandimiRecald fill @s8toangsBadfdRe 2.

Example C

Injection solutions can have the following composition:

Compound of formula (I) 3.0 mg
Polyethylene Glycol 400 150.0 mg
Acetic Acid _ 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 injection (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.



car boxynet hyl cellul ose and granulated with a m xture
of polyvinylpyrrolidon in water. The granulate is
wOreoed3M8t h magnesi unst earate and the fl avour i RQI/EP2005/010237
additives and filled into sachets. W 2006/ 037480
PCT/ EP2005/ 010237 -69- C ai ns1%4: Conpounds of
ﬂyg@ p!) OH C--CF3 RlL R3 R2 (1) wherein 5 R
|s rogen, |ower-alkyl, or halogen; one of R2 and R3
IS hydro en, |ower-al kyl, or halogen and t he ot her
of R2 aplderatin sapsepsqRiaipingthe followalgRayedigts R be snanufactured in a

hyskvea8bnal ewWeler-al kyl , aryl, aryI-Iomer al kyl ,
het eroaryl, or heteroaryl-lomer- alkyl; 10 R5 is

mﬁgrﬁgen ar aryl R6 is phenyl or aryl-lomer al kyl ,

Sor aryl-lomer al kyl is optionally
substltuted with 1 to 3 substituents selected fromthe
gCoupovodsif §irimga @ ami no, hal ogen, | ower-al kyl, 5.0 mg
f mer aIkyI hydr oxy-1| ower-al kyl, R8-O-C(O) -,
RS O-lower-alkyl, 8.0 mg
Q&ﬂ#Qﬂmﬁ%ﬁ PEW%?UQ kyl, |ower-alkoxy 15 and . 80n@
aPHhmH?Hﬁhb I&Q%NImQRmBG is 5- to 6-nenbered 0 mg

C|Iﬁ eteroaryl which is optionally substltuted

R GQU3 substituents selected fromthe group 110.0mg
c@hﬁyﬁkﬁagmukcbﬁmﬁm-alkyI, fluoro- |ower-alkyl, 165.0 mg
hﬁ&%%eQ an earyl, which aryl is optionally substituted

TR FB 20 substituents selected fromthe group
céhbﬁsting of am no, hal ogen, | ower-alkyl, 75.0 mg
r-al kyl, hydroxy-Iower-alkyl, R8-OC(O) -,
%&Qﬂb?% R-OCO- |ower-al kyl | 520 mg
Rforan C»-Iomer al kyl, lower-al koxy and 8.0 mg(dry matter)
amthHQmﬂmralkoxy, or RB is 9-nmenbered bicyclic 0.4 mg
te&ggi%, which is optionally substituted with 1 to_ 3
el &%t s sel ected fromthe group consisting of-lmg
Iomer al kyl, fluoro-Iower-alkyl, halogen and aryl
5 \Qﬂ Ibé?l ?By .Iacttlv§ 112%%&191?% !i somgs Ia arm mé’idaré%%tgthf: -OHICI brfgredlents and the
amiixtore indlledno s¢fbg@¢tma¢apwles qﬂagpm.rﬂame The ﬁlled soft gelatin capsules

are treated according to the usual procedures.



al kyl , hydroxy-lower-alkyl, R8-O-C(O-, RORLONC(O) -,
R'-O-C(O-Ilower-al kyl, W 2006/ 037480

weEFan6aPAMN5/ 010237 -70 R12R13NC( O - | ower - al KyPCT/EP2005/010237
| ower - al koxy and aryl -1 ower-al koxy; or R6 is
het eroaryl -1 ower - al kyl whi ch i‘s6§)‘pti onal | y substituted
WigL i betgo 3 substituents selected fromthe group
consi sting of |ower-alkyl, fluoro-lower-alkyl, 5
hal ogen and aryl, which aryl is optionally substituted
with 15¢det cophanipg therfpllowsiag mgraddertty eam hermamgufactpred in a conventional
cenginst:i ng of am no, hal ogen, | ower-al kyl,
fluoro-1ower- al kyl, hydroxy-Ilower-alkyl, R8-O-C(O)-,

0] ) . R'-G.C(O) -1 owner - al kyl ,
E@lﬁﬁ%?@ff‘rf%? (Igl( kyl, | ower-al koxy and 50.0 mg

atbydtodeofame pavdeayxy; 10 or R6 is -O-R7 or 1015.0 mg
I Alikiyi: 1R F Al r ich is optionally

su@s‘toict ut@élbev%ﬁtlﬁosfz‘?o 3 s%%s}twlmt uents sel ected fronttRé ms
gPediprcarayemetyl eflludose no, hal ogen, | ower-al kyl , 14.0 mg

R11- O C(O -1 ower-al kyl, R12RI 3NC( O) -
arafeower - al koxy and aryl - | ower - al koxy; 15180 mg
RFlaveriieddligasyl which is optionally substituted withyg mg
1 to 3 substituents selected fromthe group
consi sting of |ower-alkyl, fluoro-Iower-alkyl,

5 hal ogehhe agtivamgredigmiriomyxed ovitrlacibdey mjicrR Bl Deellulose and sodium
%R%@RCF%V@% aglélg%/a[ﬂuﬁ;e%fv\\gi?il} g ﬁ%t)l(l)rl? of polyvinylpyrrolidon in water.
aro¢ g1ag F& ig gsd wishy giagpesjumsigaraip ang he flagsopdng additives and filled into
opich@pal |y substituted with 1 to 3 substituents
sel ected fromthe group consisting of [|ower-alkyl and
hal ogen; R8, R9, Rl, R 1, R12 and R13 i ndependently
from each other are hydrogen or |ower-alkyl; in
is&o3; nis 0 or 1; 25 and pharmaceutically
acceptable salts and esters thereof. 2. Conpounds
according to claiml1l, wherein RL is hydrogen, chlorine
or methyl. 3. Conpounds according to any of clains 1
- 2, wherein one of R2 and R3 is hydrogen or
| ower-al kyl, and the other of R2 and R3 is
-OCHR4-(CH2) m (CHRS) n-R6, 30 wherein R4, R5, R6, m
and n are as defined in claim1. 4. Conpounds
according to any of claims 1 - 3, wherein R2 is
-O-CHR4- (CH2) m (CHRS)n-R6, and R3 is hydrogen,
wherein R4, R5, R6, mand n are as defined in

f buRtRyiovRlide Ko, hydroxy- |ower-al kyl, R8-O-C(O)-1gq e
| pgg‘vfge%



claim1. WO 2006/ 037480 PCT/ EP2005/010237 -71 5.
Conpounds according to any of clains 1 - 4, wherein R4

wo soohpsiuemen, | ower-al kyl, aryl, or aryl -l owePcBER30D5/010237
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6. Conpounds according to any o% claims 1 - 5, wherein
R4 is hydrogen, |ower-alkyl, -8 “aryl-lower-alkyl. 5
7. Conpounds according to an;cgﬁnscl ains 1 - 6, wherein
R4 is hydrogen, nethyl or be_nz_y'T— 8. Conpounds
according to any of clainms 1- 7, wherein nis 1 and R5
is aryl. d-ouBapslRiLTERtYi ng to any of claims 1 -
8, wherein nis 1 and R5 is Cg)henyl 10 10. Conpounds
according to any of clainms 1. 9, wherein R6 is
phenyl which is optionapk hetpt tuted with
R8-O-C(O -, or R6 is 5- T0°6-membéred nonocyclic
heteroaryl which is option! substituted with 1 to

3 substituents selected frd ¢ group consisting of

| ower - al kyl and aryl, whic issoptionally
substituted with 1 to 3R3UbstYtuem’s sel ected from
the group consisting of hal ogen, | ower )al ky
fluoro-1ower-al kyl, hydr oxy I'ower - al ky{ 15
R8-O- C(O - and RORIONC(O -, wherein R8, R9 and R10 are
aghéefd ned in claim1. 11. Con'pounds according to any
of _cIairrB 1 - 10, vvherein R6 is phenyl, or R6 is
ogazol whi ch oxa 1 substit ut ed with

ver - SYHOSERdOB e 0@5 phenyl is substituted
wi t h hal ogen, fl uoro- Iovver al kyl or
hytir ob8/-aAndviris tdcygen, Iower-awh oubrlegeacert ding to any of
claims 1- 11, wherein R6 is phenyl, 2-(3- 20
C]EHeQ)r er%%mlﬂla R@s@bﬂh&—?@ﬂ%{)l ((’5‘1--117\'5)h-R‘S

3 trlfluoronethy phenyl) oxazol 4-yl, or

{3-hy xymet hyl n k)y hy a [ 13, )
OBrrpouﬁg‘é'gﬁa‘t%B’r BWﬁrgElpg’%/ﬁi arg}- c‘ff Qi allqﬁ'?}‘% r??\]/hérr}é?t.enroﬁé’l lower

is -0-RBky; Wherein R7 is phenyl which is substituted

with 1 substituent selected fromthe group consisting

of,s hydr.Q | ower - IkyI R11-O-C(O -1 ower-al kyl and

R%Z Né(é}/o eg\%? alkyl, or R7 is 25 het er oar yl

sel ected fromthe group consisting o

b&Azo[ d]iteorhirazdtlgveraaiiyl, wir Bheiy %aéfaklﬂ“gﬁr allyhys eptionally

het er oghwstitited Rithi1aB3lshystBusd deledie@ @rosh tHe gtoliPcéhsisting of amino,

ot LS s SIS SR

phenyl R"BlOij(oonaFll-@ G@stoiversblig, R [bdewer—aumérlewnr alkoxy
R', é\ 3aaru(eoas defined in claiml1l. 30 14.

Corrpouﬁa ARV 0"to claim 13, wherein R is phenyl
substituted with

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(0)-, R°R®NC(0)-, R''-O-C(O)-
lower-alkyl, R"”R"’NC(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:-0-C(O)-, R°R'*NC(0)-, R"-0O-C(O)-lower-alkyl,



| ower - al koxy-carbonyl or
| ower - al koxy-car bonyl -1 ower -al kyl . WO 2006/ 037480

wWOPD6/EP2805/ 010237 -72 15. Conpounds accor di neCTt/BP2005/010237
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claim 14, wherein R7 is 3-
met hoxycar bonyl net hyl - phenyl , ~70-
4- met hgx I hen Tet hoxycarb o
nyl - phgnglﬁ’%f(%gﬂyi aﬁpg&ﬁdg“gE%%Pﬁf T8 € ai s
1-15, wherein mis 0 to 2. 5 17. Cbnpounds accor di ng
to any,oR¢ ' }

oPR iglhgfe%r);’l TowdRalk 1 C{E P'hbﬁa%@ fgﬁst \/\/P]ted%th 1to3

Conmpounds accordlng to an

is 0. Ybstispisseipeed ﬁeemhaigwglpmnaﬁylgcﬁf l@wmﬁkylaﬂuorqaqwer-aucyl

sel ect ggo erncdﬂdtalﬁﬁ WhRHRA I%Qi%bﬁﬁllyr@lb@:ﬁtuted W1th 1 to 3 subst1tuents

3 Sgr g%i‘)%f fi%?fgrﬁ%rgro@g %Sl%mg% gfg&{?] i’ OgCIL ower a?ky)( ﬂuoro lower-
hexaf | dkﬂoh)pirona}m&rolkyl BHB(B)-, RRINC(0)-, R'-0-C(0)-lower-alkyl,

[3-(2, ﬁ;z *3-1(1@( 3l'i8iv9r- yl%(v%?%ﬂm)g{ z{ncfa uloféonEt ﬁ%l ~ethyl)

- phenoxy] - propox pro oni ¢’
ester, rac

(4-{1- EMLoaf[&l&gerZau@le@p{?fl uoro- | -hydroxy-I-trifluo
ronethyl ethyl) phenoxy]™- et oxy} phenyl )-acetic acid

n?;r Pf : 163}:}7 thch]igg)é& ?sq_ Stlfql?$ m}g ldﬁétslngﬁtu@thiqle)cted from the
;‘Pp?ingg«y)hp coﬁd‘nm)g)df amﬁl’(teg’lylbgerr &ﬁ&triaﬂ( VARG udrol@er- all]g yl, hydroxy
onet hy e{ ﬁﬂ(% wa%rg%;)(yf{ Ko ?@L?Rﬁe(ﬁyﬁog)ﬁﬁgﬁrd l@t huﬁth(O)
est er , lower- a lower- alkoxy and aryl -lower-alkoxy; .

4-{2- [4 (2,2,2-Trifluoro-1-hydroxy-1-trifl uoronethyl -

thyl) -p noxy] t hoxy}-benzoic 20 acid nethyl
ester oranele het g)ﬁwgy@b.lg opkefiady sulskitigd yith 1 to 3'substituents selected

i 3-1 é— 1ﬁ8m3hc.3 ﬂﬂﬁﬁﬁf)hﬂﬁf 'dfﬂdi&@fh‘l]%fl Qiuoro—j?dméerhalk lf}ialo en, amino,

e XY+ o- exarl u
rop anr&?%%?xyy loyer- egyléén%ﬁgéb Bg}%ﬁ@flj 8) R™-O-C(0O)- lower al?cyl
-1,1, 1R R@NE(@G}-X@W&IU@](}O -lpweapdkeds; atyl- lower alkoxy and aryl wh1ch aryl is
2- ( 4- Bﬁﬂ laﬁ%éﬁb%héltgjsw byl 5 0h& lE]ﬁ/ule}lts séletted %x’orri t%e group (lzons1st1ng of

uor o- propan
2- (4- B@H@VP%%Vm§H@h¥$9rl 1, 1, 3, 3, 3- hexaf | uor o- pr opan- 2

-ol, (4-{3-

(125 NBIRHY IRV YRI5, 122 trideprkiRhdy EDWQEH?SM]eilaIter gﬁ} b QP Fhfbr- alkyl
yl - et hyl) -phenoxy] - propoxy} -phenyl) -ac acl

nethyl § tgr 4-{3- [2-Methyl-4-(2,2)2-trifluoro-

I-hydr 3 1-trifluoromethyl-ethyl) -phenoxy] -
propoxy}-benzoic acid nethyl ester, 30

3 (4-{180p2iChl oro-4-(2,2,2-trifluoro-I-hydroxy-I-trifl

uor onet hyl - et hyl ) - phenoxy] -

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 R* and R? is
hydrogen or lower-alkyl, and the other of R* and R® is -O-CHR4—(CHz)m-(CHRS)n-R6,
wherein R*, R®, RS, m and n are as defined in claim 1.

4. Compounds according to any of claims 1 - 3, wherein R? is -O-CHR®*-
(CHy)m-(CHR®),-RE, and R% is hydrogen, wherein R*, R>, R®, m and n are as defined in
claim 1.



propoxy}-phenyl)-propionic acid nmethyl ester,
(4-{3-[2-Chloro-4-(2,2,2-trifluoro-1-hydroxy-I-trifluo

WO 0w bnue et hyl ) - phenoxy] - propoxy}-phenyl) - BCBEEP05/010237
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acid nethyl ester, 4- {3- o
[ 2-Chl oro-4-(2, 2, 2. trifluoro- I]hydro)cy-

I -trifhuor Oagfnlib}éhn@stm&)imgﬁb%H?&Y&la1msq5 4 ‘wherein R*is hydrogen,
p op benzoic acid thyl ester, (4-{3-
B?i%ﬂa jargrylfowenalkyli | yor o- |
-hydroxy 1-trifluoronethyl-ethyl) -phenoxy] -
pr opox¥§} - ph€awippuadeiccardagitd anpbhstiineslt -5, [Wﬁéﬁm R*is hydrogen,
2 2005/ 010237 -73 4-13-
Qggbgﬁﬁf%gﬁgimkggzggg trifluoro- 1-hydroxy-
| -trifluoronethyl-ethyl) -phenoxy] - propoxy} ben20|c
aci d nét hyl Cemperndspcg@ding to any of claims 1 - 6, wherein R*is hydrogen,

[%mhﬁﬂbygmﬂ;ﬂz 2,2-trifluoro-1-hydroxy-1-trifluorometh
| -et'hyl) -phenoxy] - propoxy}-benzoic acid, 5

(4 {3- trifluo 1- hydroxy-I-trif
ronet h I-et§9¥¥ %ﬁﬁ& ’gtBFBbS&g?n“dh ﬁ¥”“36@§iéngR-maﬂd
aci d,
(4-{3-9.2, 6- Compohyds de@rdir, t3-ahy bf daiorsd--18,wtebran y-ib 1 anid R’ is
fFHQI nmet hyl - et hyl ) -phenoxy] -
pf opoxy} - phenyl)-acetic acid, 4-{3- [ 2,6-Dinethyl- 4
- (2,2,2 -trifluoro-
| - hydr b@<y 1Cempp Ry asrerding to eangf glaimsHen®wherein Ry is phenyl which is
pb@tﬁ’&i@l’l}r s@%ﬁﬁﬁb&wﬁﬁ'Rﬂ O @(ba ok &P f- SDtéT@Irﬂéﬁlbé}Ed monoc clic heteroaryl
triflyor ﬁ% gﬁ g trlfluoro E | -eth
h&hd%}qtm Y h‘g%é%ut Wil o Aerbrtifapiy selesit drom @e(gaoqp consisting
Sﬁ low2e-alkil dvidtalayl] which 621 2 o%ﬁbh:hlfyl subftﬂuteli w1ﬁyﬁfc03(§4rbst1tuents selected
f?:,];tjlhggf q%e&é/ ﬁsh%&f‘%&ga} ggxlger la%tfo(go low%r eilkyel,sl%yéllgoxy -lower-alkyl,
}- and C(O) whereln R R and R are as deﬁned in claim 1.
(S) 2 [2 Met hyl -4-(2,2,2-trifluoro-|-hydroxy-1-trifluo

ronet hyj - et by OQH&%&M‘:BI "to any of clalms 1 ~ 10 wherein R°® 1s phenyl, or R®is
pheny] - pr.opoxy} - phen etlc acid X ester f
ph

( Sazokyl, Which aierelyiis st s letezi with Jovper i end Bhery wlef)kgphenyl is
| substiftetORRRABEIRYS, @Lb-loweP ARy dry-lower-alkyl.
phenyl - propoxy}-benzoi c acid nethyl ester, (4-{

I( _SLygr ga;nyb?gmﬂa{mds a%tor{iﬁl)gltt{) Ia{ulﬁgf c)lzums 1~ 1 MjherelrzR is phenyl, 2-(3-
pedproxyhenyh e-rf‘r}ﬂe)hm&l@‘ladﬂﬁHWétYhWGetSIlﬂepromst{wl phenyl)-oxazol-4-yl,

(é)z 3By €thyl-phenyl)-5-methyl-oxazol-4-yl.
g ZVZQ%kaIKo?JﬁY- nw Q&c?%¥1|fluoronethyl ethyl)

: phe”"?%] MECPP %Sza?%f'rél%lgﬁ? FLBH Ayl asigtein B AU wherein
tphyxhy‘l&t}ﬁ\gﬂ i} sgdhﬁ'fme@/ﬂwth 3-substituent selected from the group consisting of
pH)%}X)lq;—Porm(r) -%ﬁéﬁ, _Rm]%r-]&é)_-ﬁo%v%tr-iaﬁwﬁfnidd}{uRBNC(O)-lower—alkyl, or R 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.



25 4-{ (S)-2-[2-Methyl
-4-(2,2,2-trifluoro-1-hydroxy-I1-trifluoronethyl-ethyl)

WO phvensng - 3- phenyl - propoxy}-benzoic acid, (4P¢T/EP2005/010237
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(S) - 3- Phenyl - 2- 7
[4-(2,2,2-trifluoro-1- hydroxy [ %rlfluororrethyl et hyl)

- phenoxy] a%%%n} accgnﬁﬁ]%/ AR WheRf B 154 {

S) - 3- Ph
( “?*%?’8&’; Qﬂiflmeﬂw& @&@Mﬁt%weﬂ@%%%gnymm&wenﬂ,:@@4-

pmmw}:arbeﬂﬂq&&n cid, rac
, 3, 3, 3- Hexaf | uoro-2-{4-[ 2- (4 hydroxynethyl phenox

)1/) 111pé§ny| C‘éé&,gx%ho?%gﬁf%; t}o a% s 1 15, wherein m is 0 to 2.

(3- et hyl - 4- phenet hyl oxy- phenyl) - propan-2-ol, rac
1,1, 1, 373, 3CPEwatndorcoRlifgomay o} tlaitag 11- pherherein i)y 1.
) phenyl ] - propan-2-ol, 35

2-{4-[28.3- Cbh@oﬁn@b&*@b’ﬁdlnéro%&mklaﬁ@z@i’ v&fe}’éiﬂ‘ﬁtipé’.xy]
-phenyl }-1,1,1, hexafl uor 0- propan- 2

[ ;_1' g.3l§% 3n§t %%’QHF& 0xazg %ﬁ}ggtﬁéhgg i(a)l)r(nys)l 18, se)fec]ted from the group

1cd_nsjst13g3f3 Hexaf | uor o-

[ ﬁr g g’{gnn@ Z(Llyl%rohﬁ)oéq&%bﬁegy%&gx %} —gl% ropoxy} phenyl)-1,1,1,3,3,3-

[ hexpBupgst pppan-Zotleny| - 24H - [ 1, 2, 3]

t gi(azel[ | gt L [
Bt SRR

W]m% ‘b‘ﬂgtﬁ%esﬁeéeoxazol 4-yl| met hoxy) - phenyl ] - pr
opar{‘l -Rhlenyl 2- [3 (2 2,2-trifluoro-1-hy: droxytl trlfﬂluoromethtlhet}nyl) tphenoxy
uo oX rifluorone

ftﬁlé’&ﬁg‘%}%hi%f ?1“(1 ﬁ“‘{)%‘ﬁ%%r%g%m é 5 nethyl ester, y 4- {

(3)C (441- P[hCIZ}llr?efhfll 2,2-trifl@omd: ]Z-hydnokjr-l]mrxﬂuofomhhﬂlfaky&) phenoxy]-

e A I h - 3-
&Bb %HH %{Cgindzqglz: agl 3”0?34/]- { (S)-3-phenyl - 2-

[ QPC 4({2 ezlyl_ 3-,{{1-f(|2,@@r@Lﬂu9m-lﬂyde;cny trlﬂuoromethyl ethyl)-phenoxy]-
- éthbd }Hﬁh%{eh&l&'me@ﬁ ¥btkr,- phenoxy]

(23 }@,gﬁhf %rgal(gy o L Wbﬂ’ll)oR@@PXY Jrpthpxgg-benzoic

rmmiatrh;hyl esttehyl ) phenoxy] pr opoxy} - phenyl ) - propi oni c

(3 ! ngHM| ey P{’%n;}’o? K 3% hPmafs R{ﬁPﬁW % hyl)
KEmeRayjoxy- %Jmﬁc)&‘;p}lemﬂ)eh, ll)%%;&étxa:ﬁmm;brmmmmﬁbl ester,

42 (3 B@EQYIO%?’ tr | Pulgll-r %)?Té? }(%agmﬁo rl)lg;lxﬂenox -

p?r 8%%? losrurimeby e Wbl bas hexsﬂwo{propan 3 ol

(R(4- Beﬂy&j’xylplﬁnylb4 1,1,2,3 3 lexaflidrb lg#0p -2 1,- hydr oxy-

|(4t {3 f L2 {h (9)92 tenfﬂ%rg 1 }Pytgiro §Y- lnﬂuoromethyl ethyl)-phenoxy]-

propoxy}-phenyl)-acetic acid methyl ester,

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

propoxy}-benzoic acid methyl ester,

3-(4-{3-[2-Chloro-4-(2,2,2-trifluoro-1-hydroxy- 1-triﬂuoroniethyl-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- mﬂuoromethyl ethyl)-phenoxy]-

propoxy}-benzoic acid methyl ester,

(4-{3-[2,6-Dimethyl-4-(2,2,2-trifluoro-1-hydroxy-1 -trifluoromethyl-ethyl)-phenoxy] -

propoxy}-phenyl)-acetic acid methyl ester,



propoxy} - phenyl ) -propionic acid, (4-{(R)-3-Phenyl-2-
[4-(2,2,2-trifluoro-1-hydroxy-I-trifluoromethyl-ethyl)

WO pivensaxg(] - propoxy}-phenyl)-acetic acid, 20 4r§T/€R005/010237
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- 3- Phenyl -2-[4- (2, 2, 2- trlfluoro 1- hydroxy [ -trifluorom
et hyl - et hyl) -phenoxy] prop oX } benzoi c acid, 2-{4-

|21 BB P15 50 e b M AR oy -
ZPIbﬁeJ@Hb@nmm acid methyl ester,

#—ﬁZ—Wﬂ%ﬁQl %@%\l guéonﬁh% )fatﬁﬁ{lofbrﬂétﬁﬁtém%)/bhenoxy

hexa uor o- pr opan- 2- ol
JPFQPQXK% @namm%éﬂ uor o- 2- ( 4- phenet hyl oxy- phenyl) propa

n(42{'30ﬂ2’-Meafy( 3. (5,20 pretuiyd -1 dmypiexyet -l eoey mptigMethyl) - phenoxy] -

-1 3l exafl dﬁr 0- propan- 2- ol ,

PrPBoﬁﬁer’FBY)laﬁﬁgr?& yl oxy-phenyl )-1,1, 1, 3, 3, 3- hexaf | u
of40{3p 200 Dm2thel-4 (2 L @ctrifluoro-1-hydroxy-1- triﬂuoromethyl ethyl)-phenoxy]-

pI?rggg{cy??zggliepyﬁ%ﬁ g ugf 0- 2- [ 4- (1- phenyl - et hoxy) - phenyl ] -
14 -13-12.8; BipB:thidxaf A tof worp - hedrpwy-1 4rifl gonpsailyyl-ephyb- phynoxy] -
fgé}éﬁ}em& it thoxy) phenyl ]- propan-2-ol, 2-{4-

SR LS m ) xazol e e o).

| 1etﬂ10 }:‘beﬁz&c hlﬁllarﬁd lete -

! %)gﬁ y% é24B£ g}vgﬁt (gyé % %nﬁ)uoro 1%;:&%‘%? ?ltnﬁué/ljolﬂ?ettm)%myl)pghenoxy
[1pr,nd1 Brapoly I-ptxalfyl)tmopromq&dmttlhyl ester,
v l,u
Fﬁl ng?ﬁﬁ [)% Igi_‘h% )SF.? prr?{)ffglgﬁcﬁ gdfm&nﬂ{r}ﬁt@féﬁxgjchyftethyl -phenoxy]-3
1p11eny1 o8y o) s et B et ester,
At U Ry3- tmimﬂ)ﬁtﬁeyﬂ hyBoRet hiyfloveatedhyl 4thyl)-phenoxy]-3
%né?hoxy - 3- ﬁy p ggéz% prgﬁan 2-ol, vmg P >
2BWbBWP%Y}PE@F¥Z 2G5 T, .75 2-{3- Chl or o- 4-
ng E(‘rst)-:c?o}’[bheayl 2- [4 (2 2,2-trifluoro-1- hydrolxy—41—trliﬂuor%mettx]yl-ethyl)—phenoxy]—
| oro azo yl met hoxy
- BRBRSYIYE QE e %ﬁgmﬁﬁyégﬁuoro propan- 2-ol , 2-
[&- @Fbi’hemfl 2¢ a-@émmﬂ@rmltbsrd]bxybkﬁlzﬂmor@nwﬂwéteﬁb%yyhenoxy
B{b%%@qlbenzgyr e?f pexaf | uor o- propan
7 | or'o- pheny! ) - et hyl - Yy
| el ey ip- M |4 @21tra?1l13>rf?;lahy fear 1 caome&giﬁ&zb&r enoxy)-
Ph&ﬁﬂ_ ﬂy' ﬂhgﬁdnakhyhag,o t ol yl - oxazol - yInEthoxy)
AR Pen o Bl 2B SRRy
4 S Y242 Mé yl- 4 (22 trlﬂuoro ydro triflucromethyl- ethyl -phenoxy]-3-
phenyl-propoxy}-benzoic acid,
(4-{(S)-3-Phenyl-2-[4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl) -phenoxy]-
propoxy}-phenyl)-acetic acid,
4-{(S)-3-Phenyl-2-[4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-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,
2-[4-(3,5-Dimethyl-isoxazol-4-ylmethoxy)-phenyl}-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)-



2-{ 3-Chloro-4- [5-nmethyl-2-(3-trifluoronethyl-phenyl)
-oxazol - 4-yl met hoxy] -phenyl}- 10

wd 2637388, 3- hexaf | uoro-prop an-2-ol, 2-{ 3- ChP@QI/BPW65/010237
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[ 2-
(4-fluoro- 3- rret hyI phenyl ) - 5- rr'e?‘hyl - oxazol - 4-y| met hoxy
]p prm;]n }O}P oro pﬁeﬁyls hexaf | uor o- pr opan- 2- ol ,
q[’a,,QTH@;;gQg@qo -2 14( Mq’q}@}ﬂﬂphenyl isoxazol-4-ylmethoxy)-phenyl]-propan-
Qhﬂnyl} 1,1,1, 3, 3, 3- hexaf | uoro- propan-2-ol, 15

1,1, 3 He
2 RS og TRy JxaBproms bikethkphersampty)-benzoic acid

- predpdpst@ ol ,
: %gf o R T S

‘U{Y II?ICZ’Q’JI)’}. -benzpB-acfd2- ~ ( 2- Chl or o- phenyl )
§J3y15he?i¥lai Qk '(f'Z)Ql tﬁﬁ'] ﬁ(ﬂh drox§—01—%}ﬂélgéomithgﬁ-?thyl)~phenoxy] -

1PrPPi>x@ Bt B eAcat o 2.

3- 8Pl 4-0d,yb- L b - _
[Erfgﬁfm JPAhen;a er oi z/%mﬁ@&grro ﬂz&bﬁ&ilhﬁgﬁ%rﬁn?éiﬁ?r@éﬂlyl) phenoxy]

gﬂr%} e“IY )tPrr P’lol%cr H’e‘(‘ﬁé?v’l Sty | ) - phenoxynet hyl ]

- B-{ (Réiﬂﬂ?henyk a7ét(22;ytrifhioen diydr @G OtrifRidiyine85i-ethyl) Fhenoxy] -

%gofggﬂﬁ( %ﬂ acetﬁc a[ad ﬁ’ethy} 3Ste§ met hyl - oxazol - 4- yl met hox
yf.t { Rdh% WI}VI 21 4 212 2- ylﬁuaowehﬁdrbu;eaamﬁum@mﬂzylmthymphqnoxy
ot Lbe41201[c%t1d(rgetg 1%s&f' f 'huor o- | t hhydr OXYy-

[ me enoxyme
o%a%f 2% ?ﬁfﬂ»@%%@ b hrrest-britiucrpmetiurtigi-phenoxy)-
E‘rpropoxy} phenyl) propxomc acid, g trifl t h
ro ri rome

Ry R e T f%ygmbleﬁ CEoRegl-+ 1) Phenoxy)-

Nprip Dk eetrepyl) ;ﬁc{tt‘;—acret hyl - 4- et
r e

e T S
(EXOROYY ’I’C‘reinflq”eé@é* | -hydroxy- 1 -trifl uor omet hyl -

et- W' 2 (3—@1\%@)‘1}Hen71§315r&9¥%h SRRSOV Imeth 35513 fre - ghenyl -1,1,1,3,3,3-

ester,
ri%xf%uc[rﬁ Rr5pan- g br i f1 uoro-1 - hydroxy-1-trifl uoronet hyl -
e-b3¢Chlorphie (o 0yl etohphenyt) hgiity)-oxaobitiytmatiody 0Bt diyl} -1,1,1,3,3,3-

qges( gpgpail%dr’rlfluoro | - hydroxy-1-trifluoronethyl -
43)3 3—bi¢§¢ﬂ»qu» -2=(dt preythylokepht)d) -pophn-alci d met hyl
eﬁtﬁ5 D1£rr%t]{ 4. ﬂ}f&netﬁfl ﬁg?ﬁgxf)ﬂl)f |49 E 03'3 hﬁxaﬂuorq propan-2-ol,

t rif

{% é{ii@%ﬁ@w@z@@wm@k
rZﬁi 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—rnethyl-Z-m-tolyl—oxazol—4-ylrnethoxy)-phenyl]—
propan-2-ol,
2-{4-[2-(2-Chloro-phenyl)-5-methyl-oxazol-4-ylmethoxy]-3-methyl-phenyl}-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-ylmethoxy) -phenyl] -
propan-2-ol,
1,1,1,3,3,3-Hexafluoro-2- {3-methyl-4- [5-methy1-2-(3-triﬂuoromethyl-phenyl) -o0xazol-4-
ylmethoxy]-phenyl}-propan-2-ol,
1,1,1,3,3,3—Hexaﬂuoro-2-{4¥[2—(4-ﬂuoro-3-methyl-phenyl)-5-methy1-oxazol-4-
ylmethoxy]-3-methyl-phenyl}-propan-2-ol,



acetic acid, (4-12- [4- (2,2,2-Trifluoro- 1 - hydroxy-
| -trifluoronethyl-ethyl) -phenoxy] -ethoxy}-phenyl) -

w@zwb0E7480ci d, rac PCT/EP2005/010237
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15

(3-{1-Phenyl -2-[3-(2,2,2-triflu %o-l-hydroxy-l-tri fluo
romet hyl - ethyl) -phenoxy]- 5 ethoxy}-phenyl)-acetic

aﬁlr_gﬁ @fﬁ&ﬁﬂl ?%Q&Byl 7- @@trg%o{romethifl ﬁhedxlygx xaio I}z]fr?ethO)%rljreuhenyl

en¥ 2-tr uor o- uor
ﬁ;l'{ejiafb%?éﬂ‘é’kwm &Phoxy} - phenyl ) -acetic acid,

r aq3 Chloro-4-(5-methyl-2-m-tolyl-oxazol-4-ylmetho henyl]-1,1,1, 3 33.h i
NN DL nethyl - 2- (3 {1- phe};1y| 2- [3Y 2,2, Fr?r%l uor o~ ?1 exafluoro

dPIR0T f’]rl fluoromet hyl - ethyl) - phenoxy]
- 2t{Behiprophdry2-xhloac-ghamgl i6;méByl-oxazol-4-ylmethoxy] évhenyl }-1,1,1,3,3,3-

2 r Qmo- phenyl ) -benzo[ d] i sot hi azol - 6-'yl oxy
hé}é oxyc%gr gﬁ? *1,1,1, 3, 3, 3- hexafl uoro-propan-2-ol,

1213@3013’ -84 Yitibop-8oi3L- 0xaol-§-3imethoxy)-phenyl]-1,1,1,3,3,3- hexafluoro-
aﬁpyby 3-trifluoronethyl-benzo [d]

- ph I 2- ol
I 5‘%%’(%2}30@ & fﬁ-&;%%}fl@g %(u%%omgth)erlnghe}ny )rcg(g?c?l 4- yl?nethoxy] phenyl}
[Bd(lb @B%ﬂﬂ'@ré-lphfﬂau% gpet hyl - benzo [d]

i?}‘%ﬁﬁ -gﬁ g&‘ﬁhﬁol?]rﬁeéﬁﬁoﬁﬁ’ }Wﬁ Ee”yth}yl D OB Fn by -phenl)-

I L3, ﬁldmemf’etowprcmahyl -Ppl, - phenoxy] - pr opoxy} -
PSRN el SR S5k h ey 1 gy bt

B‘W@ﬁ@)@yﬂ’)-propoxy} phenyl) acetic acid nethyl ester

201,1,3,3,3-Hexafluoro-2-[3-(5-methyl-2-o-tolyl- 1-4-ylmet -ph -
3-({3-13-(2,2, 2 - rTRetyl 2o-fol-oxazold-ylmethoxy)-phenyl propan-2
| @2t hyl ) - phenoxy] - propoxy}- phenyl) - propionic aC|d

nBi8,3, edabflu@dd- B-[AmleBryl-2-(3-trifluoromethyl-phenyl)-oxazol-4-

~ [ﬁ{nﬁelﬁ}cﬁjﬁp ngﬁhgﬁ%rbg’t“lhynydrg)ﬁé;}oxy] pr opoxy} -
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phény 22 §ihdproaptieoyld S thetharh dxqzhbt o ethibid apHeyiyl}-1,1,1,3,3,3-hexafluoro-
g@ﬁgb&le sal ts and esters ther eof 25 20. Conpounds
accor di ng#é( of clains sel ected fromthe
P%Ltqrﬁ

bl -6 e metiyl- 2tnz; tokylzo}gazgl “frimetow0-phienyl]-propan-2-
-slydroxy- 1 -trifluoronethyl- ethyl ) - phenoxy]
- = ph t d t h te
EATEEGPEt b B8500s7) Rt ot R hy-a by phemsgymethy] 5
cmtletthlyybxaabh%y) bdﬂh&lﬂ@&}ﬂ]rﬂetBﬁ esehoxy} - benzoi c acid
z enzy L ydrﬂicyorrrl Vl)? Tmithyl- §X%Z0541¥g§38tlhf)ﬁ¥:} Rfenyl}-
-b ééa”rﬁ Qe)@lﬂuoro( Aropas)R- ®7 Phenyl 2-

[44{i X/Ie%hya 4—[3 fa, y@ftﬁﬂuoro 1- hYdrgﬁ; trxﬂu reorﬁneX ))jl ethyl)-phenoxymethyl]-

)f/)‘g B;f{}% 3“%8‘@&? esé%Fr d net hyI est er,

-{5- Methyl 4-[3-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)- phenoxymethyl] -
oxazol-Z—yl}-benzmc acid,
N,N-Dimethyl-4-{5-methyl-4-[3-(2,2,2-trifluoro-1-hydroxy-1 —triﬂuoromethyl-eth)'rl) -
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,
(3-{2-[3-(2,2,2-Trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-ethoxy} -phenyl)-
acetic acid methyl ester,

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



1,1,1, 3, 3, 3- Hexaf | uor o- 2-
( 3- et hyl - 4- phenet hyl oxy- phenyl ) -prop an-2-ol, 35 rac

wd 2437888, 3- Hexaf | uor o- 2- [ 3- net hyl - 4- ( 1- phenyPCBEPDRY)10237
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- phenyl] -propan-2-ol, 2- {4- [ﬁ- (3-Chl oro- phenyl ) -
5- net hyl - oxazol - 4-yl met hoxy] - e
- dcetichcid, 3, 3- hexaf | uoro- propan-2-ol, (4-{

Rt §T§9¥ZFTrﬁfﬁwbl-amw by IRoroP oS IRERBIoXEL bRy )-phenyl)-

nyl }

¢ae1ma - propoxy}- phenyl) acetic acid nethyl ester,

Vgc%gq 2189 rﬁ? ? ? r%g{QnO il%gf Tﬁ&7&§2%§?@%]%ﬁ§f?‘yl) -phenoxy]-

- p ﬁ)y}I-Phellyh) aretﬁg @;dameﬁerkatdruoro propan-2-ol , 2-
(}Sac@l Qf%eﬁglpbzgg%, % ot?lgﬁ?#)gg a#h)fxg-1-tr1ﬂuoromethyl~ethy1)-phenoxy]—
16@019 3phenyDasstig acibr o- 2-{ 3-methyl -4- [ 5-net hyl -
( BrctN,NE Duﬁé@?’ﬁﬂ’@w I-@B JZ) XﬁZ-Qlllﬂlﬁ)rOE’l ¥ dPB qxtyx]ﬂuoromethyL
Eﬁ'ﬂﬁﬂ% B0 P Cphens
5RO Ehexrt-phénsDs fal’ﬂ}lde’phenyl) oxazol - 4-yl net h
o%ﬂ Qﬁhdnyﬂr})molplie,n&l) DeBzd dlieothiabelog-gloRfoRBBx 3= $HeyBNd,1,3,3,3-

[r%exﬁ.g ﬁ%d?{) rret% | - phenyl ) - 5- net hyl - oxazol - 4- yl net hox

qorsp 21 {B[3( EPW@XhMthﬂuQropredpmbeﬁzcdH JisdAzol-6-yloxy)-
LISW&@HI rg&{r{ y.okcceptabl e salts and esters

ti\ﬂrg&r’fhg ff for the manufacture of

c ird 5[ E’Eff‘ﬂ%?-rﬁa 323 A propyigdtiibeeromethyhgnest d isexard-6-yloxy)-

gpropaﬁy p/]ml(l}l bpﬁﬁmlconprl ses a) reacting a corrp\(,)\/lu?ﬂ

<f4 {)3”1‘;;’"{? &2 (*tfg%’ﬁ%ﬁ? ﬁﬁmﬁé@YﬁzﬁhﬁS@ep@wﬁ; -propoxy}-

V\Iﬂmne facmcaCRhmth& esR8, mand n are as defined in any

Nk G e e
P é‘ﬁe"bcraa lestri ng group, or 20 b) reacting a

cR@P sl (nh, ZfMﬂ'ﬁHré‘-ICH}Jd)foxy-l -trifluoromethyl-ethyl)- phenoxy] ~-propoxy}-
phenyl)-propionic acid methyl ester, and

3-(4-{3-3- (2,2,2-Tr1ﬂuoro-l—hydroxy—1-triﬂuoromethyl-ethyl)-phenoxy]—propoxy}—
phenyl)-propionic acid,

and pharmaceutically acceptable salts and esters thereof.

20.  Compounds according to any of claims 1 - 19, 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,
rac 4-{1-Phenyl-2-[4-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl)-phenoxy]-
ethoxy}-benzoic acid methyl ester,
2—(4-Benzyloxy-B-chloro-phenyl)-1,1,1,3,3,3-hekaﬂuoro—propan-2-ol,
(4-{(S)-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-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,
(4-{(R)-3-Phenyl-2-[4-(2,2,2-trifluoro-1-hydroxy-1 -trifluoromethyl-ethyl)-phenoxy]-
propoxy}-phenyl)-acetic acid methyl ester,
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and n are as defined in any of »glains 1 - 20, one of
R2' and R3is OH and the other of R2 and R3' is
hy g oHRRo-4L QV\@[c}@éﬂ@yﬂhen?lf) Sk 0gEbxazoB4iyimathbeavpligyl}-1,1,1,3,3,3-

ou 5 and hydrogen or a protectlng group. 22.
%6 FE A?&fng to any of clains 1 - 20, when

P (B Chlk oHaeshanythaloxpiphesd s 1 AcchHB dihegaﬁlmrcﬂpabpnnzz-ol 23.

&h]ggggr%ﬁglte{(%fﬁlgﬁg QE{BOI%I tﬁngf)?TES %‘PJ{H}Q &S ?1 gﬁfh&@ﬂ@ﬁ?ﬁghenﬂ) -oxazol-4-

phaetmerguphanyl} Pgroam:éml,abl e carrier and/or adjuvant.
g&zéhlo NPGURE RS C@rtﬁﬂﬁ@ro‘h%tl%mf)h@ﬁylWoﬁéz@ﬁ—éljylmet%gxf 1Ophenyl}-

as therap eut| Cc actlve subst ances.
dcbbﬁép%be@éuampwaw Blnd - 20 for use as
th ey apRi#bi4C[ 22 hyRoxyehdibfl teas) Somethiyh okazebtyhnethoxy] -phenyl} -
and/g EQP%I axi s _of 2d| seases whi ch are nodul ated by
xRl Ql’ag %P %%t a agoni sts. 15 26. A net hod
famid phaemt deatieglyut deptableaalts ampt esphiythactof.c tr eat nent of
di seases which are nodul ated by LXR al pha and/or LXR

beta agoni S.‘%éroc@s@rfeﬂ R AR ARE of AEnp e @Pﬁ)‘f‘ltn'uFa (I) as defined in
and/ or pro |actic treatnent, of increased lipid

|yl slaimh b 88 REICESCBIBFISES| evel s, | ow

HDL- chol esterol, high LDL-chol esterol, atherosclerotic
dd)&aﬁ&ﬁgacdir@behdasffomu}a (IMsul i n dependent di abet es

mel litus, netabolic syndronme, dyslipidema, sepsis, 20
i nfl ammat ory di seases, skin diseases, colitis,
pancreatitis, cholestasis of the liver, .fibrosis of
the liver, macul ar degenexati on /or Al zheinmer's

di sease, which net hod con% $ses admnistering a
conmpound accordi ng to any of aims 1 - 20 to a human
being or animal. 27. The us onpounds according to
any of clainms 1 - 20 for the Japeutic and/ or
prophyl actic treatnent oR'di Se@Ses HR/hl ch are nodul at ed
by LXR al pha and/or LXR 25 beta agonists. WO

2006/ 037480 PCT/ EP2005/ 010237 R- 79

(1)

with a compound HO-CHR®*-(CHz),,-(CHR®),-R®,

wherein R}, R*, R®, R®, m and n are as defined in any of claims 1 - 20, one of R? and R¥ is
OH and the other of R? and R¥ is hydrogen, lower-alkyl, or halogen, and A is hydrogen or

a protecting group,
or

b) reacting a compound of formula (II)



28. The use of conpounds according to any of clains 1
- 20 for the therapeutic and/or prophylactic

wo ewansmEst of increased |lipid |evels, increasepCT/EP2005/010237
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chol esterol levels, |low HDL-chol esterol, high
LDL-chol esterol, atherosclerotic di seases, diabetes,
non-insulin dependent di abetgsArellitus, metabolic
syndrone, dyslipidem a, sepsiy, inflammtory 5

di seases, skin di seases, QRS FPancreatitis,

chol estasis of the liver, fibfosis of the liver,
macul ar degenerati on and/ or Alghei ner's di sease. 29.
The use of conpounds accord o any of claims 1 - 20
for the preparation of nmedhcapents,for the

t herapeutic and/ or proptylactic trlBatment of diseases
whi ch are nodul ated by LXR ahpha‘and/or LXR bet a
agoni sts. 10 30. The use of conpounds according to any
of claims 1 - 20 for the preparation(yof nedi caments
for the therapeutic and/or prophylactic treatnent of

I.ngrease i Iﬁ?ﬁ i S chol esterol |evels,

I“El)l\'(/}v1 ﬁ—&rgg%d&dg‘s(ggr ol , dcﬁ?z&’ﬁ (ELEgE{-eg‘h}g?est erol ,

at herose¢l groti ¢ di seases, diapetes, non-insylin ; >
adisesia BntR o aBetBanfalar %sLsigfgn Pt clagphbir g&r@,ﬂ@ of R” and R is
@y hah@iledthe, c_>f5‘R.é RSAR ik hfdragemicwey-allyd eadabges KiGhis a leaving group
di égsgs colitis t$ﬁgcreat|tis, chol estasis of 15 the

Ang &y 1S hydiogeseis? BOGHRE I8 | nacul ar degenerat i on

and/ or Al zheiner's disease. 31. The invention as

her ei Bbef oCengefuindea:cording to any of claims 1 - 20, when manufactured by a

process according to claim 21.

23.  Pharmaceutical compositions comprising a compound according to any of

claims 1 - 20 and a pharmaceutically acceptable carrier and/or adjuvant.

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 LXR beta agonists.

26. A method 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 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, which method comprises

administering a compound according to any of claims 1 - 20 to a human being or animal.

27.  The use of compounds according to any of claims 1 - 20 for the therapeutic
and/or prophylactic treatment of diseases which are modulated by LXR alpha and/or LXR

beta agonists.
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28.  The use of compounds according to any of claims 1 - 20 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.

29.  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.

30.  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
'diseas-es,' 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.

31. The invention as hereinbefore defined.

%%



