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optionally substituted w t@FS substituents
selected fromthe group cbngisti#ng of hydroxy, am no,
hal ogen, |ower-alkyl, fluor ower - al kyl, CS/
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wherein
R'  ishydrogen, halogen, or lower-alkyl;

R? is lower-alkyl, fluoro-lower-alkyl, cycloalkyl-lower-alkyl, or heterocyclyl-lower-
alkyl;

R is hydrogen, lower-alkyl, cycloalkyl, aryl, or heterocyclyl;

R*  ishydrogen, hydroxy, lower-alkoxy, aryl-lower-alkoxy, or heterocyclyl-lower-
alkoxy;

R® is hydrogen, lower-alkyl, aryl, or heterocyclyl;
R® 1s aryl, heterocyclyl, or

l“' N .
I S—1—g®
O .

R’
R’ is lower-alkyl or flucro-lower-alkyl;

R® is phenyl which is optionally substituted with 1 to 3 substituents selected from the
group consisting of hydroxy, amino, halogen, lower-alkyl, fluoro-lower-alkyl,
CS/ 19.04.2005 '



-2 hydroxy-|ower-al kyl, RO-OC(O -, RlOR"NC(O)-
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c hidke EstreTlod LXRs are also involved in glucose metabolism, cholesterol metabolism in the
brain, cell differentiation, and inflammation.

At present, approximately half of all patients with coronary artery disease have low
concentrations of plasma high-density lipoprotein cholesterol (HDL-C). The
atheroprotective fupétiou of HDL was first highlighted almost 25 years ago and stimulated
exploration of the genetic and environmental factors that influence HDL-C levels (Miller
NE,, Lipids 1978,13:914-9). The protective function of HDL derives from its role in a
process termed reverse cholesterol transport. HDL mediates the removal of cholesterol
from cells in peripheral tissues, including macrophage foam cells in the atherosclerotic

‘lesions of the arterial wall. HDL delivers its cholesterol to the liver and sterol-metabolizing
- organs for conversion to bile and elimination. in feces. Studies have shown that HDL-C
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foamcells in the atherosclerotic |esions of the

a HDL delivers its cholesterol to the

I %)e Ob%&}\g?t erol - met abol i zi ng o gans for conPETEPHS006397
to bile and elimnation.in feces.” Studi es have shown

t hat HDL- C WD 2006/ 000323 PCT/ EP2005/ 006397 -3 | evels
are predictive of coronary artery disease risk

i ndéyrerfaerrefiyivof cornagnstomdisepsepishindepindentlyalf bst-dersity

( L Dipopyotkia\¢RblestdrSQLIDICHEveR (Gord¥i ef alVagh T ﬂa%& 977, 62:707-14).
62: 707-14). At present, the esti rmt ed age- adj ust ed

reval e ol der ,wha have
IF-)|DL mq%é%ém{kﬁaél@%kgﬁ%gﬁaﬁ&e% BB;V en 3ngmgﬁa1e§cafns 3ge 20 and
(€ ?ré\gh)o baye HDU1fhaklats i35 me/dkiat@% Ghalsiiand5i79% (females). A
f@ ursubsttrtial mchh@\weHIYCliy @adeiay §cth§d'b)lfﬁeiﬁ’?§ht|v\ﬂthvrlﬁﬁcﬁrpiﬁsvanous
or S i al v.or e .
oo oG b5 AYIRLSEL LRI e
apps Sepdinl of dus sppgoashen observed t hat as many as 90% of

the 14 mllion diagnosed type 2 diabetic patients in
t he Uni {tidds Bteatobseraxlahanae masiy gd00%06f tﬁb%@dh@ﬂ&a@nd@é@t@pe 2

pr AVt Pldielts intle Uﬂﬁ@d gtagéfs a%ec}v'eﬁwe fhERS: 3 dae §h RSP, 8rtt0n of

tirons o elns S

or concentr
| 1§h EW&B‘{’MPC PNt Wbé‘ﬁ%alc&f’mieéifﬂfmé rblipepreteips. Studigohave shown

g Akt th@rav'é%ltemfdommt)le@teﬂ% 1 240 ehefdt % 3706 iniBRAe mER8nd 44% in

| .La%ﬂ:%%i:‘rhb%g?ﬂ A R el %ig}i}% 2A0 a0 bl AN X < 25 mgral

%nﬁle]‘ll % {regligh et‘&“%?@épéé”ql%ena'e&ﬁ’ﬁfégdgeDnabemms@hhsea;e in which
patkipetitit’s alailifylth tontiod glosse levels gl bl6ESE db@¥RESbdciust bOPMtial

19 S nﬁﬁﬁffﬁ&ﬁ %gre%%%m%hg L; ro i 15[‘}?;‘%61&12}1)'@%& %@tléﬁlso called non-

action O

res tO t
?%}*Plﬁl § 4t digbetesmellipes (NH%IQM) andibasdneresitowi tabiflia §0-90 % of all
rre Id[albtem@a(uéﬂtﬂal\devaﬂpédfb@ﬁmbﬁﬁ mnsﬂmetpgn atddd1ates %&ﬁgeﬁﬁm

of [ vel ope ountri es,
T2 B@Mﬁ?ﬁ W n§§%§?ﬁq’?51 E'F SR E%%F gfgﬁ% r msplin 3HgR gyl musde,
pr BW@@ re{BoMe tissueqahibitarprofoad ttaxstgete toirgalis stironlation. The body

20l ns&ﬂtlrﬂileﬁﬁfcbmpensﬁlﬁlb? bYodﬁéﬁﬁhﬁ hys dldg‘?d'aﬂ}aﬁgh M&lpeﬁﬁsuhn, which

nsul 1 n

glt Iﬁﬁn%mtel}?&élrea% matlljmg &?eri%gcé qfﬁ?eh%ggsgc eCtB ﬁ’f}@llﬁtéﬂnear’&)faﬂure of

pr Bmaﬁgmaﬂphyr@demgmamyy Thiug IT2Ddv & tsdiofastulstirienbolic syndrome
V\/nas@ditlat&ﬂ Wit BuRipYe &eﬁbﬂﬁ&ﬁ&, iddl th@hRL StA0ES 9 1cfeﬁlqa,
ﬁ}ﬁ:'%ﬁgnldue %H" Xlé@ tion ?’Ql’r‘&é“ ure o?s ancr ;5’
I Re prodife E E‘é‘{ew mIaspyy, aéhfaosderosw
cardl ovascul ar - net abol i ¢ ndrone associated with
25l ti plleedisst kpe pf teeatnent fox %/mllmdﬂ:nmg anpdhdiabétes at psdsattgmoeally
dyinvolpésdesir-dat and Jgae s E58 IR aex&@ﬂé)m%é ﬁt 1d1¥ SlfIUQF\Iei‘ QQm}phance can

{ | t
216 AL AR Y IEL 2L L85 o S i i s

gePREPRES I}FcesﬁqﬂiY/tﬂfb dpidamiodylafing agants stchws sphtiresasd fibiraes, for

-exdyshipidania it dM9h N cen®SErugd, 0 YENEE nyh &AL @O C Insulin sensitizers

30

35

of the thiazolidinedione (TZD) class of PPARy-agonists, for insulin resistance. Recent
studies provide evidence that modulators of LXRs would result in compounds with
enhanced therapeutic pote{itial, and as sﬁch, modulators of LXRs should improve the
plasma lipid profile, and raise HDL-C levels (Lund et al., Arterioscler. Thromb. Vasc. Biol.
2003, 23:1169-77). LXRs are also known to control the effiux of cholesterol from the
macrophage foam cell of the atherosclerotic lesion, and agonists of LXRs have been shown
to be atheroprotective (Joseph and Tontonoz, Curr. Opin. Pharmacol. 2003, 3:192-7).



be noderate, and as the di sease progresses, treatnent
of the various netabolic deficiencies becones
nege3cumids t h i pi d-nodul ati ng agents such as statins
and fibrates for dyslipidenia, and hypoglycenifETdmIg5/006397
e.g. sulfonylureas, nmetformn, or insulin sensitizers
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have been Shown to be at heroprot ective (Joseph and
Tontonoz, Curr. Opin. Pharmacol. 2003, 3:192-7):
2006/ 00082 SrPEPLEEOS B/ [006EH7 compbuidsus formBylat or s of
LXRs woul d be effective treatnents for the y
atherosclerotic disease whichgunderlies the
cardi ovascul ar norbidity 2; rtality of stroke and
heart disease. Recent ob§&sva &5 al so suggest that
~there is an independent LXR i ated effect on
insulin-sensitization in ad toits role in
- atheroprotection (Cao et at. iol Chem 2003,
-278:1131-6). Thus LXR nodul atg¥S tgh al so show
superior therapeutic efficacyion_,HDL-raising and

at heroprotection, with additi &haﬁ effects on di abetes,
‘conpared to current therapi egHR®™ a first aspect,
there is provi ded conpounds off I_Iorrrul a(l) O CF3
CF3 R NR2 CHR3 1CH2)m1CR4R$ 2)mR6 (1) wherein R

i s hydrogen, hal ogen, or IovveTcﬁ rk“;;rl'

R® 0

wherein
R! is hydrogen, halogen, or lower-alkyl;

2 )
_ R%  islower-alkyl, fluoro-lower-alkyl, cycloalkyl-lower-alkyl, or heterocydyl-lower-

R®  ishydr
LR ydrogen, lower-alkyl, aryl, cycloalkyl, or heterocyclyi;

4 .
R :;lilydrogen, hydroxy, lower-alkoxy, aryl-lower-alkoxy, or heterocyclyl-lower-
oxy;

R®  ishydrogen, lower-alkyl, ary), or heterocyclyl;
R® is aryl, heterocyclyl, or |
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., Is lower-al kyl, fluoro-I|ower-alkyl, .
Escl’ oaISkyI - ovver-gtl kyl, or heterocydyl -1 ower- alkyl;
R3 is hydrogen, |ower-alkyl, aryl, cydoal kyl, or
heterocydyl; R is hydr ogenj4ahydr oxy, | ower-al koxy,
aryl -1 ower - al koxy, or heterocyclyl-Iower- al koxy; R5
i s hydrogen, |ower-alkyl, aryl, or heterocyclyl; R6
is aryl, heterocyclyl, or N 11 ~ --L-RB Rl p -4a- R7
is dower-al kyl or fluoro-Iower-alkyl; R8 is phenyl
whi'ch i§5@ﬁ’ﬁ‘6‘#§ﬂrﬂ“§(ﬂobv’iet-eﬂ<ﬁd with 1to3
subgtituents sel ected fromthe group consisting of
hy d¥ oxy is heapliwidch ia apugelly suteueicahiy] o 3 s%,stit&eréf fj}ected from the
-1 Ik grox-.lo r-al kyl; - =
0 N O _cofﬂ;%%ﬂgo&%iﬁ: fyo\?\%'fﬁoa gen, kgwer-glkyl, fluoro-lower-alkyl,
2(1 %)R-' hy JFOR5T- gl Ry10- Gk RRSRIIO[0)-omero-ai(loy lower-alkyl, RP-0-
R16R NCC@} -hydibﬁ}x' low d’-@“%r; RHRWO(OW(YW{I:W %5%;71\](:(0)_11)( dr oxy-
aryl -1 owgr.s XYower RnS:,0- ) - | ower - al koXy "an
R ORPONGLS et T ATRPET I%WM&OXRR, -R10(O Rib¥er-Rkeéiy and
R5 MN%%)W(QHORB@ME i ndependently from each
othér re hydrogen or lower-alkyl; L is a single
borth R RileR!aRRyR 'S mds, o, R A& IR unt R0 Bl Sncieril ftGhn Cach Bther are
3 n i SBRIbgendRiowha rril,ceuii cal |y accep aeB 8 TRy
e’sters' ther%egf n a_agjgc’ond aspect, there is provided a
precess. far the nufacture of conpounds of formula
(1) as Q&FPRS 05%39 er-afkiiens grlowesikeadaps i ses a) N
re%ctinisgog)?gon'pound of formula (H) '(]—| C3 CFR3 ~ ((

n isOor 1;
and pharmaceutically acceptable salts and esters thereof.

_ -In a second aspect, there is provided a process for the manufacture of compounds
of formula (I) as defined above, which process comprises

a) reacting a compound of formula (1)

OH

CF;——CF,

H1
-
H (n

with a compound LG-CHR?-(CH,),.,-(CR*R®),.-R%, or



NR2- 1 H(Il) wth a conmpound LG CHR3-(CH2) m
(CRAR5),; R6, oOr ------- - ---- -4b b) reacting a
conpound of fornula (111) O-Fb-CF3 CF3 R NH CHR3 |
1CH2) m /CR4R5),, RS (111) wth a conpound LG R2,
wherein R, RZ, R3,R R5,R6, in and n are as defined

above and LGis a leaving group. In a third aspect,
thehf i s. provi ded conpounds as defined above, when

mantif %et4n8 a gompoundnideranda @H) def i ned above. In a

fourth aspect, there is provided pharnaceutica
conpositions conprising a co@found as defi ned above
and a pharmaceutical ly aggept b carrier and/or
adjuvant. In a fifth aspeét,{therfe is provided
conmpounds as defined above { use as therapeutic
active substances. In a si $pect, there is

provi ded conpounds as defi albove for use as

t herapeutic active substances[for R he treatnment and/ or
prophyl axi s of diseases whi chyaje nodulated by LXR

al pha and/or LXR beta agonistis. In a seventh aspect,
there is provided the use of?ﬂﬂﬂpounds as defined
~above for the preparation ofcmp?icanents for the

t herapeuti c and/ or prophylacJ}cf'geatnent of diseases
which are nodul ated by LXR al{pfaRapd/ or LXR beta
agoni sts. In an eighth aspeci$ there(hﬁ provi ded the -
‘use of conpounds as defined above for* the preparation

with a compound LG-R?,
- wherein R',R*R*,R*, R®* R, m and n are as defined above and LG is a leaving group.

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

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

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

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

In a seventh aspect, there is provided the use of compounds as defined above for
the preparation of medicaments for the therapeutic and/or prophylactic treatment of
diseases which arc modulated by LXR alpha and/or LXR beta agonists.

In an eighth aspect, there is provided the use of compounds as defined above for the preparation
-of meédicaments for the therapeutic and/for proﬁhylactié treatment of increased lipid levels,
increased cholesterol Jevels, low HDL-cholesterol, high LDL-cholesterol, atherosclerotic
diseases, diabetes, non-insulin dependent diabetes m'ellitus, metabolic syndrome,
dyslipidemia, sepsis, inflammatory diseases, skin discases, colitis, pancreatitis, cholestasis of
- the liver, fibrosis of the liver, macular degeneration and/or Alzheimer's disease. '




of mediciinents for the therapeutic and/or

prophylactic treatnent of increased |ipid |evels,

i ncreased chol esterol |evelg,. | ow HDL-chol esterol

hi gh LDL-chol esterol, atherosclerotic diseases,

di abet es, non-insulin dependent diabetes nellitus,

nmet abol i ¢ syndrone, dyslipidem a, sepsis,

i nfl ammat ory di seases, skin diseases, colitis,

pancreatitis, cholestasis of the liver, fibrosis of
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In this specification the term"lower" is used to nean
a group consisting of one to seven, preferably of one

t rbon atom(s). WD 2006/ 000323
P%%B@?&%?O%BQ? -5 The term "hal ogen" ref eP§TEE2005/006397

fluorine, chlorine, bromne and iodine, with fluorine,
chlorine and brom ne being preferred. The term

“al kyl ", .al one_or in conbination wth other groups, )
refers toPedet dilasers reisrs tedipatipnehlerieg, hrqmn@mleﬁpe, with fluorine,
sat ehlatirecind birgxhiak beinfpctfe@radr bon radi cal of one to

twenty 5 carbon atons, preferably one to sixteen

carbon atism MLe, REES & iaRbMERE0 ﬁlﬂtl S%e{%%@[%nrefers to a branched
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br afiehed.oWer- sk Slps 2604 | of
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car bon ons. J4his term.is further. exenpljfied by such
radi cal s 53@ rfb-{%?rh E ’%]'Pﬂ?/?r,mﬁ9‘ﬁ};’6‘ﬁ9‘i’nm1t}l§ﬁﬁ‘reb$f9 ps, refers to a
n- Diresythed ot raight-chain penpvalentdlkylredicil oéond towsren edrkn atoms,
591;/ %tﬁ&rabﬁ%gﬁ@gdﬁg B?Hnyu %tblglsfltolg%hg F&tfgﬁ;ﬂﬁher%%q HEdd léy such radicals as
10 fasth Idet?tlsi’ I&‘gmﬂxg HrBRyY ngﬁarmw’-t:b%lﬁa Je Lgper-alist groups
opt4epwationaliy be substitnted, ag. &y bydroxhdhdgmbstituldd aves-bikilugrodps are
| oweferrdll ky/ds "By RBBSloFECalRYIC ' ' :
" :: §'tl otxr/\?giz aﬁ%' raélggr Eﬁ{m?%ﬁss\;\%?%tfo&y B?t‘éﬂlfé‘és are e.g. halogen.
whi CR URFBUIEE HRyrer-gfvl ereunsare prpfetred ubst i t ut ed wit h
fluorine, Exanples of fluoro-Iower-alkyl groups are
e.g. Cpriheterprfimorocioger-gikg Uréfers OHBWEHR2 groperahigiOrte amho- or
15:thh1ﬂ§3;.sgﬁdﬁa1té@wnlll fensRakiamh 'ka&hs&%-lbﬁfﬁalm BRY:PE RBE.g. CFH,,
car, i Cradi car at ons,
pre é?%gki}%ga@%‘ g%%ﬁb&%@%& ,mggg&ggz-cycl opr opy! ,
cycl obutyl, cycl openty or cyclohexyl. 20 The term
" al koxy The &rey " sydesllyR aelgrsda p nRnoglentykrboeictic rdicilof 3o 10 carbon
al kiydms, pheferblsty Bito & LOMEY atGnk Qudh as'cPASHEpYL LytiBSutAl L
R 'c%:loh%géglerei?‘ R is a Iower-alalfy .(ﬁ;glghlc)e}I ?:(}e'rm . §dBpentyl, or
"t hf o-al'koxy" refers to the group R-S-, wherein R is
.an al kyl, The term "thio-lower-al ko;%" refers to the
Yroup R hS’-‘e,rmwFr]zP’@f fefres tg the groupderQ-awkerein R figanialifyinThe term
" f I"leoven-alkoxgErrefatsko ®ie' grougf BrG-, ibedeheR’gE OMeRalifd: |
wherein R' is fluoro- 25 | ower-al kyl. Exanpl es of

fl uoro- = & ) ) : H
[ o TRt SO S 0 oo g 2 i v
cr2Brieoweallpe” refepstp the arei K=S-» whessia Ko s 4 lawer-alkyl.
conbi nati on with other groups, stands for a

The term “fluoro-lower-alkoxy” refers to the group R”-0-, wherein R” is fluoro-

25 lower-alkyl. Examples of fluoro-lower-alkoxy groups are e.g. CFH;-0, CE,H-Q, CF-O,
CF3CHz-0, CF3(CH,),-0, (CF;),CH-0, and CF,H-CF,-O.

The term “alkenyl”, zlone or in combination with other groups, stands for a
straight-chain or branched hydrocarbon residue comprising an olefinic bond and 2 to 20,
preferably 2 to 16 carbon atoms, more preferably 2 to 10 carbon atoms. Lower-alkenyl

30  groups as described below also are preferred alkenyl groups. The term "lower-alkenyl” .
refers to a straight-chain or branched hydrocarbon residue comprising an olefinic bond
and 2 to 7, preferably 2 to 4 carbon atoms, such as e.g. 2-propenyl.



strai ght-chain or branched hydrocarbon residue

conprising an olefinic bond and 2 to 20, preferably 2

‘? %@Wﬁ rbon atoms, nore preferably 2 to 10 carbon

are 8ﬁkr alkenyl 30 groups as described beCoRPHNIEWs397
are preferred al kenyl groups. The term "1 ower - al kenyl "
refers to a straight-chain or branched hydrocarbon

resi due conprising an olefinic bond and 2 to 7,

pr ef er abieferm fadkyhyl aal irordt comabinstiehwils oeggroups, stands for a .

ﬂfzﬁ’glﬁl&iim oy\@ra%QlQe@/ erQQ?eZL%oE Cekf %QH?AQIQ@E?%& l%cﬁxd 98 up to 20,

e%l%/%f? %Doneor nco I nat
gr% ZAOhER OIS prfon gtoras The F e omsr-akem! iselsridh e giraight-chain or
h ybﬁaDdEd bydrocabon weidpe npnpsding @iplatopdend 2 nsl7,aRefedblyRao 4

20 arbd 6 ¢ r &
5 5 ; Vréﬁ_ t?f N Lﬁxflgy!l:ﬁ’asté %?’S o?lai'(g?ér; aaﬁéﬂ?isg}:%%lg%aﬁ §d Thstituted, e.g. by

A hydr ocar bon resi due conprising a triple bond
and 2 to 7, preferably 2 to 4 5 carbon atons, such as
e.g. 2-Thespynialkylensineterstblaymibhtyhaings beanhdddivalent saturated

S Uhﬁ)lzhﬁ&ﬁyﬁﬂocaﬂaoﬁ grdip of NGO KMbonTQGrr;g ggg?araﬁfghytl) 9B €arbon atoms,

str.aight, chain
3’ amgléﬁ“rpﬁﬁ é? Wb%ﬁ%’ég‘r%ﬁg@w WBFPSPS@SSCEbed below also are

loca? redialbylene gewfsethadesm Nower-dbylant ifnﬁeﬁs a:tamm;ght diireor branched

p rtﬁf’ﬂé’n@- bdtitrabed ahﬁham H58fRaBoR of!l- &Mﬁg@ 6 or 3 to 6 carbon

RURE sRsHESSL fieg Dol pi 5o

Al & eé‘f’é Gpfes-p ?eapkmaéﬁ%veerréfiers to a

strai ght chain_or branched dival ent saturated

al i phatlibe tespdialkemenstreforotom sohight ¢tain/or byarehed divhlyntthytimcarbon

6 gﬁbuﬁc&@rﬁu@%b@%ﬁnlﬂo@a&mr b g@%ﬁ;@b&@r&x&ﬁ%p % 16 carbon
\@%[-. 3 rrror(Y gr.elgerrréigg ugptp &8 garg oﬂﬁt quﬁeé a.ﬁ( @heq;rgé% @t described
‘@lho ang preforred @&qnylgre@mmpsoﬁm feanfiigwanaliéeldnat efers to a
bQ&dlgﬁf&aﬁfbrtH?ar%ged:ﬁﬁfQ% faBlc bgf P ad BleftBic bond and

f SpyigHPa gl .
o %9 IESQ%E%EYaW’é’ er gl% E i ke et Ipurotikenyisge groups

araéeme@fl’edred al kenyl ene groups The term
"l ower - al kenyl ene" refers to a straight chain or

20 br anch@He erviah §iM refayd Ec%h@ 1 8¢ &?Bﬂﬁipgﬂaﬁﬁ ?’r@fgraﬁj} the phenyl
Jn ond and
CeElpn bfic QPR oty B wgmf:g%ms o i enyiasats
g ﬂl&ﬁ?ﬁgldeaﬂxesegncteﬂmme gAGIp oesisttingf foavey-alkyk, Rivai-atkefyd, lower-
t eidlo-RiveR alRAtAY( Yivdr
gg}'ﬂ)ﬂ oﬁh 1 ga?&»{ g. foxgxlf I %9% ?Elm (ﬁﬁcﬁ?{%—eﬁﬁehﬁgg& L}’él oxy, CN,
pre ’% 1'%6 %ﬁéﬁ Lﬁ@‘?’f"f&%‘ﬁﬂéamﬂ%ﬁé’ﬁﬂeﬁf §xys NOg, lower-
25 lsélkél% &EO-ﬂm@maﬁkc@fY,dowmlk)dmﬁnﬁi, amdna3filforylowealdiglcarbonyl, lower-
lear8,
s ey A S e
o ey SR PRy foper ko
amrhwaylﬁomi‘ralkmr lbdxgmy 10¥EY alhﬁﬁﬁﬂ,elﬂHrIower»alkoxy, N(H, 10wer-alkyl)—
lower-alkoxy, N(lower-alkyi)z—lower—alkoxy, and benzyloxy-lower-atkoxy. Preferred
30  substituents are halogen and fluoro-lower-alkyl.

The term “heterocyclyl”, alone or in combination, signifies a saturated, partially
unsaturated or aromatic 5- to 10-membered, mono- or bicydlic heterocycle which contains
one or more hetero atoms selected from nitrogen, oxygen and sulphur. If desired, it can be

~ substituted on one or more carbon atoms e.g. by halogen, alkyl, alkoxy, oxo etc. and/or on
35 asecondary nitrogen atom (i.e. -NH-) by alkyl, cycloalkyl, aralkoxycarbonyl, alkanoyl,



25 al koxy, thio-I|ower-al koxy, |ower-alkyl sufonyl,
am nosul fonyl, | ower-al kyl carbonyl, | ower-

?%&éb@%ﬁ@%nyl oxy, | ower-al koxycarbonyl ,

-carbonyl -NH, fluoro-Iower-al kyl, PCI/EP2005/006397
f1 uor o- | ower - al koxy, -7-
| ower - al koxy- car bonyl -1 ower - al koxy,
car boxy- 1| ower - al koxy, carbanoyl - | ower - al koxy,
hy (ﬂ’h@)@i o MVIGH{VM)W! 2 tédH2ry Intivegen alokeo(k y.~NNf bl oxido, with halogen,

foslioft arddANRLy K{}E{ ferred. Ex mples of such heterocyclyl groups are
1yl

N(I ower aI k | ower,-
belli’XrV\e% %W«)ﬂ%ﬂ P}Pé*rﬂélrl%ealosél@aﬂs&hmwh@llna} pyrazoyl,
halb@a}ehl aﬂmzﬂbﬂumo‘fbmtaﬂyienmﬁzbﬂ)(é g. ifhbdazdles- 'ﬁlland 1- benzyloxycarbonyb

5 h%ﬁlﬁﬂﬁﬁcﬁl)’ lbenzoﬁlnﬁ%lﬁ gi—ag?}ﬁ }?Hgi[ﬁglt {:ﬁQZm 119}% 3151, 19rimidinyl
d et P {PEide2 ’?&’ b
T oM aRuEPraTar g R ey i Hetarelnl bpesalh B (eg. -
comcbimsmdméyloquumlee @et@mmha,taoqmna@l Bt 186kifl¢-QGuinolyl),
m §oQEaH 1@@%@ ﬁﬂ@hﬁ%h@%{: uirlo ﬁd?e%#aﬁn,E&qumoxg@@.gHig,4-

Fg‘jjéﬁj r‘i@?" | ideredy tetigRpsirasequingh (o8- loh3,S5eteghydro-1-0xo-
105 egggda@lylg, tetnaltydmgenngll uindaligd, oxbiFrolidinyihidbenzo [b]thloghenyl
C ep
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JVERS sml{t}ogéyéﬁerg%ﬂ?sg1 cd eanlier) m@ym@f:@pq@thWthqferm ‘aryl".
haho:gmu;cheafdcyd:lylgw@k@mlp@fémﬁnd al koxy bei ng.
preferred, Exanples of such heterocyclyl groups are
pyr r ol iTiergn "leaying gkopip!' refirpiera gloupythat ma)pber digilaved byanucleophﬂe
1srm(e£gh9kécaﬁ(d &rhingﬂ%t!aﬁ ;laaax B a@??é c1, Be'1, 8% Mbwer-atigl

| h
t efr azo ES z;gcgﬂ: S%;a OJMﬁeé Z%Zdﬁwﬁﬂ‘@m @vheremO -50;- CF; = OTf), O-

i n$(bha:2r9ll (whetin wh€@RTRE0)-FREPLITs), @/(ﬁ’&glﬁ keropB¥hisli Nyl
pyrazinyl, pyridazinyl, pyrimdin

heahydr o- pyri m di nyl, fury], thi enyl t hi azol yl

oxazol Womposwgsekfpimula (1 dal fytm pbarglaca}ncallmtqplta)ble acid addition

| nERg Qkéﬁm leibHisRE] arrﬁfoegucaﬁ &Héé};ﬁﬂﬁé’ dalts Ae Mksrbq céfl!nﬁa{h(af of formuia

i OGN e S b LS TR e,

t eulphnyas acid-og phesphgrioacitl; 8 Giflergeiic adigs sihse mﬂt}mﬁés)alphomc acid,
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25 MiesBhtSAn BYER fR SRS Hﬁésoﬁxaﬁﬂatlés%'f Q;cﬁssﬁl%ezﬁ& ﬂ.\(gmqtearth alkaline

earlier in cognectl on Wt

hPH PORAFYIR Sefs SBchsas &8Ny Kt &rar el Tmﬁéﬂlb’bmwm}ll@agqltn’éhe term
g1 papinacestieally st@pablsatpalidwaiersd yudttsalls. SRkasR4n&byahe addition

NYEhL R hleSrefdded € J- a secondary am ne). Typical
| eaving groups are e.g.: d, Br, |, O SO2-I|ower-alkyl

m € CCC =4 e
g wher g:he t afehiReriic pgbﬁo%% 15 @‘éﬁfbfiéﬁﬁ&%&‘;ﬂ bt th

\Aﬁg’i’IBP?f’d&é%zman@ n “ﬂné’rssﬂ W@Fﬂi’rpdlaﬁ begnconeeried)io an ester.
Chopeaikig, lqﬂré:mlwéraalﬁﬂ,)loﬁémﬁo&y%v&?m%ﬁﬁﬁé f¥el-Ylkyl, mono- or

AGE R ij% grg%o ower—all?ylf morpholino-lower-atkyl, pyrrolidino-lower-alkyl,
piperidino-lower-alkyl, piperazino-lower-alkyl, lower-alkyl- ~-piperazino-lower-alkyl and
aralkyl esters are examples of suitable esters. The methyl, ethyl, propyl, butyl and benzyl

35  esters are preferred esters. The methyl and ethyl esters are especially preferred. The term

“pharmaceutically acceptable esters” furthermore embraces compounds of formula (I) in

......



salts. Exanples of such pharmaceutically acceptable
salts are salts of conpounds of fornmula 20 (lI) with

iolo |caIIy conpati bl e m neral acids, such as
3%$§@HP #3c acid, sulphuric acid, sul phurous RO/ 20175/006397
phosphoric acid; or wth organitSaC|ds such as
nethanesulphonic add, p-toluenesul phonic acid, acetic
a0|g CL%(LJC add trlbluoroace ic add, citric aC|d
f unBPice DS eXErot hay cbogh qonverird torthe copterpndingcasiers with inorganic or

aci ergemic gadlsisogH ascnitréd attid, ?lﬂphlir&raﬁ‘ﬁd" ﬁﬂlﬁplf&fé%@fd' éiﬂgcl a)éldf formic acid,
acc ers such s ounds. 0
forﬁ%‘e%g%ﬁ AR B IR B P e SR
f ur forHsi ﬁiills a't:ld snd«\ﬂwh&bade@ arEnmrmbcmO bfing ughanismal t s
are alkallne eart h-al kaline and ammoni um salts such
as e.g. Na-, K-, Ca- and Tri net hyl ammoni unsalt. The
term "pharmaceutically acceptable salts" also refers
to such salts. Salts obtained by the addition of an
add are preferred. The term "pharnmaceutically
acceptabl e esters" enbraces derivatives of the 30
- conpounds of forrmula (1), in which a carboxy group has
been converted to an ester. Lower-alkyl, .
hydr oxy- | ower -al kyl , | ower - al koxy-1| ower - al kyl ,
am no- | ower - al kyl, nono- or

di - | ower - al kyl - am no-1| ower - al kyl ,
" nor phol i no-1 ower-al kyl, pyrrolidino-Iower-alkyl,
pi peridi no-1 ower-al kyl, piperazino-I|ower-alkyl,
| ower - al kyl - pi perazi no-1 ower -al kyl and aral kyl esters
are exanpl es of suitable esters. The nmethyl, ethyl,
preopyl, butyl and benzyl 35 esters are preferred
esters. The nmethyl and ethyl esters are especially
preferred. The term "pharmaceutically acceptable
esters" furthernore enbraces conpounds of fornula (1)
in WD 2006/ 000323 PCT/ EP2005/ 006397 -$ whi ch hydr oxy
groups have been converted to the correspondi ng esters
With inorganic or organic adds such as, nitric acid,
sul phuric acid, phosphoric acid, citric acid, formc
acid, maleic acid, acetic acid, succinic acid,
tartaric acid, nethanesul phonic acid, p-
t ol uenesul phoni ¢ add and the Ii ke, which are non toxic
to living organisns. WO 2006/ 000323 PCT/ EP2005/ 006397
-9 In detail, the present invention relates to
conmpounds of formula (1) OH CF3 CF3 Rl NR2




(CHR3 1CH2)m 4CRRS)a 6 R (lI) wherein Rl is

hydr ogen, hal ogen, or lower-alkyl; 5 R2 is

| ower - al kyl, fluoro-I| ower-alkyl,

Ya3e6#94323 ower - al kyl , or heterocydyl -1 ower - at¥¥biondARe397
I's hydrogen, |ower-alkyl, cycloe&l-kyl, aryl, or
heterocydyl; R is hydrogen, hydroxy, | ower-al koxy,

aryl - | ower - al koxy, or heterocydyl -1l ower- al koxy; 10 R5

I's hydr pgedail, HRWeEsedd ik¥dntiod kdfhtes 10 LoBS B0 S ot Mbila (1RO

is aryl, heterocyclyl, or N R7 OR/ is |ower-alkyl or
fluoro-lower-alcyl; Rs is phegy which is optionally
substituted with I to 3 s ?stitu ts selected fromthe

is group consisting of h)é DX m no, hal ogen,

| ower - al kyl , fluoro-I|ower-all

hydr oxy- | ower - al kyl , R9- O C{
R12- O C(O - | ower - al kyl , R13
C(O) - hydroxy- | ower - al kyl , R'RFENCED) - | ower - al kyl ,
RL6R17NC( O) - hydroxy- | ower -al Ryl 2 | ower - al koxy,

aryl -1 ower -al koxy, R 8-O-C(O 1l (ﬁ\/er-al koxy and
R19R20NC( O) - | ower - al kyoxy; WOCRed6/ 000323 - 10-

PCT/ EP2005/ 006397 R9, R10, Rl yfL2, RI3 R14 R's RI6,
R 7 R18, R19 and R20 independgﬁtﬂl5 fromeach other are
hydrogen or |ower-alkyl; L is{@GR$hgle bond,

I ower - al kyl ene or | ower - al kenyé ene; , isoto3; 5 n

i sOorl; and pharnmaceutically acceptabi‘e salts and

esters, thereof. Conpounds of fornula (1) are

i n¥PFHual |y preferred and physiol ogically acceptabl e

R! is hydrogen, halogen, or lower-alkyl;

5 R is lower-atkyl, fluoro-lower-alkyl, cycloalkyl-lower-alkyl, or heterocyclyl-lower-

alkyl;
R’ is hydrogen, lower-alkyl, cycloalkyl, aryl, or heterocyclyl;

R? is hydrogen, hydroxy, lower-alkoxy, aryl-lower-alkoxy, or heterocyclyl-lower-
alkoxy;

10 R is hydrogen, lower-alky}, aryl, or heterocyclyl;

is

R® is aryl, heterocyclyl, or

l"‘ N
I H—1—g?
0 .

3

R
R’ islower-alkyl or fluoro-lower-alkyl;

R® is phenyl which is optionally substituted with 1 to 3 substituents selected from the
group consisting of hydroxy, amino, halogen, lower-alkyl, fluoro-lower-alkyl,
hydroxy-lower-alkyl, R’-O-C(O)-, R'R!'NC(0O)-, R'2-0-C(O)-lower-alkyl, R3-O-
C(O)-hydroxy-lower-alkyl, RMRISNC(O)-lower-a]kyl, R*RYNC(0)-hydroxy-
lower-alkyl, lower-alkoxy, aryl-lower-alkoxy, R™-0-C(O)-lower-alkoxy and
RYR™NC(0)-lower-atkyoxy; ' |




salts thereof are individually preferred and

pharmaceutical |y acceptable esters thereof are

individually preferred, with the conpounds of fornula

(VP B 2barticul arly preferred. 10 The conpeondsoedioosser
formula (1) can have one or nor&-asymmetric C atons

and can therefore exist as an enantioneric m xture,

di astereoneric mxture or as optically pure

corfgoriide’, RB; BPer'f e, COTRE WY R fnd R iAWpan ddntly &S m each other are

describ )se, wherein R is hydrogen or
hal ogen?l?dl% %‘eraﬁuﬂrg drogen or chlorine. Hydrogen and

chl.ori ne |nd Vi IIy 15 constitute preferred

emfodi wéﬁﬁsé“g %Q%HF%M?@@&Mme formula (1)
as descri bed above are those, wherein R2 is

| oer - abs@fb 3pr fl uoro-lower-al kyl, particularly ethyl
or 2,2,2- trifluoro-ethyl. Ethyl and

2, &y 2-t isiofdrupr oet hyl individually constitute preferred
enbodi nents. Anot her preferred enbodi nent of the

pr %ﬁgﬂhar}d&}:’&nﬁbﬂ% {)g a@fe%ﬁl tagdesqrrrgglun% of 20 formul a

as desc erein I'S"hydrogen or

aryl p rt| cul arl gen, Q phenyl, especially
hydr oge %é?é&@&f%’&%@ﬁl&@rsﬁer% errﬁw}gsploslca%y acceptable
de§adts |ﬂmwfam«émdndlytmefsn¢d afigihainiackdicaliysachypttdgaterOthereof are

hy e ¥uali FRraRQIHACR R

preferr ed%A furt her prcef r?ﬁdg 0%%‘8%%' Sg @mgipglftﬁhﬁgypmfemd
resent ntlon rel at ounds of 25 fornul a

O?I ). as g eescc(:) RS8R %@?f&i"?ﬂﬂfef‘*&ﬁﬁ%e OF MpregRypmetric C atoms and can
py Hiegrtorg existias pa sreAnfiomerie midnzeofibteredrhaizhairitire ofvsioptically pure

optémpedndy, substituted with hal ogen. Each of the these

groups can optionall y be substituted w th hal ogen,

pref er . b] er ab
Ro. | o reEdEporilas oF s }v{ﬂ (Bt PRTRGH oomas Py whgein R
chhyteemes palpsg: Brefs rogenor chlprimf Hydioken mieuh;drmea@dmduany
SAn edds&fut@refeﬁ’éd ?ﬁg@dlﬁ@ﬂﬂs r@ﬂﬁﬁr }?'Ffefrgtfcd?ﬁ;sﬁﬁﬂg of'eﬂr}}eiﬁﬂg &12 Bs described
%9%53%95&8%‘%5%“ et s 0] o batsy ower sl patigalely ctpg or 222
Hieea-ethp7Ethy] qné\ﬂé’rl'a’iﬂ(lpkqeﬂﬁ&nﬂmdmhhndnsmﬂnaﬁieﬁe&ed
op&ml@cnﬁlnhmssubst ituted with a substituent selected
fromthe group consisting of hal ogen,

f 1 uor o-4 Qufer b@éfé‘rygd’ em%%?i%e%(t 9} thé present invention relates to compounds of

20 formula (I) as described above, wherein R® is hydrogen or aryl, particularly hydrogen or
phenyl, especially hydrogen.

Other preferred compounds of formula (I) as described above are those, wherein R?
is hydrogen or hydroxy. Compounds wherein R® is hydrogen are also preferred.

A further preferred embodiment of the present invention relates to compounds of
25  formula (I} as described above, wherein R® is phenyl, pyridinyl, thiazolyl, or
benzo[b]thiophenyl, which is optionally substituted with halogen. Each of the these groups
* can optionally be substituted with halogen, preferably phenyl or benzo[b}thiophenyl.

Preferably, R® is phenyl, chloro-phenyl, pyridiny], thiazolyl, or chloro-benzo [b]thiophenyl,
more preferably phenyl.

30 Another preferred embodiment of the present invention relates to compounds as
described above, wherein R® is ' '



RIOR'NC(O - and aryl -1 ower-al koxy; R9 is hydrogen or

| ower-alkyl; RO and R', 5 independently from each

ot her are hydrogen or lower-alkyl; L is a single bond,

|RS5/0UBIQ | ene, or Lower-al kenyl ene. | n suchpcT/EP2005/006397

conpounds, R preferably is netldyl. As preferably is

phenyl substituted with fluoro-I|ower-al kyl, hal ogen,

carboxy, or (lower-alkyl)2NC(O-. More preferably, R8

is 3-4rifl uoronet hyl - phenyl, 3-chl oro-phenyl,

4- caf Bpxyyphenyds, or 4- (CH3) 2NC( O - phenyl .

Fu%%h e, L preferably is a single bond. 10 In a

pré&ferred enbodi nent of the present invention, mis 0O
mor.e preferably m is 0. Conpounds of fornula

to ¢, | : 8’ -
( 1)’”ﬁ%f§mc}gé§:1PWB‘éﬂk)éﬁb vephapilerhisinis aptienally substitutedneth 4 substituent
a setiyt&ﬂé:rohedle gfd&@%ﬂ%mnnghﬂ@npﬂlﬁﬁ@-tmw&ﬁﬂﬁﬂRP-@;C(d)ﬁ,
pag o} T i rred gonpawnds .are the co s of,
s e G SRR S e
cotdersadantlidragerach athep arehydrogen odawiryallgtdeipe single beid, laver-
taSal](ﬁédfe, or]&%?l‘éﬁ@“i%ﬁlﬁd&@@ﬂn Murgiripnlg rﬁraggx:a)ﬁly?srs%@tgl ]bRsepreferabIY is
LAy ih AR Rl e Doy, br lower sl haNC(0)-.
2-Yarmelpaply. Rtinjito edranithyhpiepyl) 3 thibydpBengl, 3-daghoaf-phienyl, or 4-
I o{QRPA0{O2-pBbnyl. Furthermore, L. preferably is a single bond.
2-{4-[(2-Ch|oro-benzyl)-ethyl-an1no]-ﬁ%enyl}-l,l,l,s,s
, 3- hex = nr - 2-Ql . . .
5 5 4.5 B BRI bf the present invention, s 019 2 mare prefecably m
32 & R%ﬁ%@ﬁ?%&ﬁ YIQ 2gflescrbgd above, wherein n'is 0 also constitute a

2-fréfefrédlertbddimentat tze/drpsett iydntionl no] - phenyl }-1,1,1, 3,3
,3-hexaf|uoro-propan-Z;oI, 2- .
E 4- g_ E& @%b%ﬁg‘_g&z gh% Iﬂeg:ggﬂlg}%tgdal%%@% I:om%qunds of formula (I) described in

[ zlﬁil‘z %@H’f’ﬁ? aF V‘Ir]l_ Wug Opgfﬁulqét) asrjyﬁ:g ﬁypl}a’rmaéeuticaﬂy acceptable salts as well |

15 - Jas pharnBcytidallyocadptabby esteprthgast: 2- ol , 2- { 4-
[ethyl -(thiazol -4-yl methyl)-am no]-phenyl}-1,1,1,3,3,3

- hexaPkifarar RhpBaRd o Wrmuld(1] e bR ¥lected from the group co isting of
Bt i b e
22t - [(2-Chidro-bpyayl kit Imiheleeny]) -1 A, 303 -heb@aytd-prbpin-2vol,
(St ot S PRI e o o)
20 - %— *ﬁ- 69%@@% F%l@:l-@fn’ino]~pheny1}~1,1,1,3,3,3~ exaﬂubro’-—pr’op:’m—’.?—ol,
22{(4-(EBerhphéne(y)-2mird)HbthdoL,0: 3138 hoxa Ao Prophiemyl, } - 1,
EI- ’2%:4?%6517%&%@%&6 ?-'bﬂ&@*ﬂ - 1%1',Eg,S,S-hZekifflﬂoro—propanJ—ol,
[ é} ¢ F%‘ﬁ{ﬁéhiﬁ?ﬂ“ﬁlﬂ%‘tﬂﬁyp)m?}@@nﬂhlfll:h%ﬁaé-}@ﬁﬂm)o-mﬁmm-]?-ol,
-Zﬁzizﬁ{ﬂl}r; (ﬂ-}irﬁirﬂ-ila'lrﬁetﬁylbl@iiﬁfhd]L&Fﬂyl?'l,@ﬂ%,?—h&kaﬂu@%—pm}:an—2—01,
- hyl=:62- 4. - 2- nyl - - nol - phen -
25 1;]{, %g&ﬁ?ﬁé}(ﬂ%ﬁe%_ %nglgg—ﬁg%yﬁaﬂﬂ%ﬁ)%%mﬁugo— rgpa}m?.-ol,
221 l-ptbyn(pyridin:4rylmeshoy)- amiphkplyényt ik} Sdehaxefuqrhguypan-2-ol,
1 24{4[Benz31- & hpxatdoieetryl) inRSIpIenfl 1,13, 28 R4 ORRBL Bropan-2-ol,
135{4365[651%?&%?&2%H)qﬁggphenn2~y1rnethy1)-(2,2,2—triﬂuoro—ethyl)-amino]~pheny1}-
1,1,1,3,3,3-hexafluoro-propan-2-ol,
30  2-{4-[Ethyl- (Z—hydroxy-?.-phenyl—ethyl)-amino]-phenyl}— 1,1,1,3,3,3-hexafluoro-propan-2-
ol,
(R) 2-{4-[Ethyl-(2-hydroxy-2-phenyl-ethyl)-amino]-phenyl}-1,1,1,3,3,3-hexafluoro-
propan-2-ol, )

th




(S
2 {4 [ Et hyl - (2- hydr oxy- 2- phenyl - et hyl ) - am no] - phenyl } -
3, 3, 3-hexafl uoro- propan-2-ol, (R
ZWPZi?O‘{“Q@G% Chl or o- phenyl ) - 2- hydroxy et hyI] etely hep8yah/Hbs397
o}-phenyl)-1,1,1, 3,3, 3- hexafl ubdo-propan-2-ol, 5
2-[ 4- (Benzyl - et hyI -am no) - 3- chl or o- phenyl | - 1, 1, 1,3,3,3
- hexaf | uor o- pr opan- 2- ol ,
2- (S - E:Bthaflztz{l@ﬂwk 2(ﬁﬂahﬁ2e@hyn4aminapbnaﬂyn BT B8]3- RReM¥6ro-

I} , 3- hexaf | uor o- pr opan-
;JQ %WZ C%ﬁZZtrlfluoro ethyl) amno] 3-chloro-p
é % 4112-3-Qlaropheayl a2t hydraxy- etirytipeihyl 2ngho}-fi@nyl)-1,1,1,3,3,3-
2 {llﬁxaﬂhbmpmﬁal{ 2toy! - (3 phenyl propyl) am no] - phenyl } -
§- :h (2:(Be rﬁlgﬁetﬁﬁyal%mﬁf 05?] yﬁ 1, P 3, 3% he[xaﬂu%?cl)-%;gpaﬁ 2-0l,

1 g.%'f r‘%“?‘i-{e‘ll?élxﬁm%ﬁoﬂme fﬁl@n(a]—phenyl} 1,1,1,3,3,3-hexafluoro-propan-
1, 2;dl, 3, 3, 3-Hexafl tioro-2-{4-]

[ lsl:'r@t gyf%)'lz( 77 H%ugggo@ﬂEt hLX%]n,? ﬁlgl?yo zrheny 21?1|,1,3,3, rgz‘; uoro-
Pr opan-2-ol , 15 2- {4 [
| 1([ 22{ 3—C§Etﬂr6-r49[-eﬂﬂﬁ(\34bfher§l- pwlahﬁﬁﬂzﬁ{enﬁ}-ﬁllr@i 5% Hexdf0f0-propan-2-

Lrifluoro-ethyl)-amn

phey{%l 1,1,1,3, 3, 3- hexaf | uor o- propan- 2- ol ,
0ﬁ9.—|4 (ethyl- phenethyl—ammo)~phenyl] 1,1,1,3,3,3- hexaﬂuoro-propan- -ol,

[ 51 R B HexdfiBoid- 4 0oL A0y 3 BhRRYS heiiaARhyif oYl BBE Mimethyl)-
1, qlﬁ}\i%}‘)é‘g) ﬁ&%gf”l)"ﬂﬂ?]opliﬁ“&léd’ﬁ‘-’%"oq oL 2. (4-{
15 92+ d%l[@l'{ﬁdﬁléoq@mwﬁ%mbﬂhgﬂaz@)éaﬂnie&#} Iyszet-tisflubreetthyl)-amino)-
aﬁieﬁ?’l} 1 A0183)%,B JrexAhoro-propan-2- ol
%&41 @l@ [g rﬁgf?gt%& o u%ioometﬂyl-phenyl) oxazol-4-ylmethyl]-amino}-phenyl)-
[51 hbB gt hexafi@ropirépanet-ohet hyl - phenyl ) - oxazol - 4-yl et h
y13-(4-{[2-(3- Chloro—phenyl}_S m%thgl %xazol- - yIB re1:h 1- aménoél phenyl)-

n](’gg)gq%gf é{zc{r o-propan- 2 ol, SR e

[ 2-{38Ctlhfot-detbilefSyin}thil-1s-bylucoxnedyl: ;ﬁreﬁ&mnakmﬂ k-yimethyl}-
%hﬂb -}1 lppfﬁ lﬂexaﬂuoro ro ~ol,
uor Q- g p2""021 25

2 Z}Q? & Ef ‘;hl%?)rr Eﬁﬂbﬁypsﬂlﬂmtqiwﬂm@zﬂremdwnm} -phenyl)-

Twlq l,éﬁ,ﬂﬂiexzdiuom]?rqﬁmmbl) ol

PaAN- £- ’ 5 ¥ :
B S MRS 5 i oot
IP 3 3 HO&TBFF}PIE'?
1 21(41{[B(@B&adybﬂc@fﬁhuﬁmpsﬂﬁaﬁﬁfbx&oilk*yhﬁemh‘} -eHyFh ¥l o} -phenyl)-
[ ‘i 1(123 ?3 %c ca uoI crgrog)an -2~ ?lh
yl -ethyl)-phenyl] -am no}- 30

né’t[l%lf%thsl 4e2RA-trifluprertl -tdydxy- Iowifinoramainyl ety phehyl]-amino)-
30 eseeliyl)- 5I-methy1 oxazol-2-yl]-benzoic acid meth lester

E % lﬁi(?,nﬁ%/‘ll [4 %2(2211 2 t-r:l H{}J}i{"‘ % Ql tr1ﬁuXrome)t(j¥yl eth)rli)I lﬁllelfi(y)llj %rrLemo}
me thyl)-5- methyl-oxazol— -yI]-benzoxc acid methyl ester,
3-[4-({Ethyl-[4-(2,2,2-trifluoro-1-hydroxy- 1- ~trifluoromethyl-ethyl)-phenyl]-amino}-
methyl}-5-methyl-oxazol-2-yl)-benzoic acid, '

35 4-(4-({Ethyl-{4-(2,2,2-trifluoro-1-hydroxy-1- -trifluoromethyl- ethyl) -phenyl]-amino}-
methyl)-5-methyl-oxazol-2-yl}-benzoic acid,
3-[4-({Ethyl-[4-(2,2,2-trifluoro-1- -hydroxy-1-trifluoromethyl-ethyl)-phenyl]-amino}-
methyl)-5-methyl-oxazol-2-yi]-N-methyl-benzamide,




met hyl ) - 5- met hyl - oxazol - 2-y] ] - benzoi ¢ aci d net hyl
ester, 3- [4-({Ethyl- [4-(2,2,2-trifluoro- 1-hydroxy-
1-trifl uoromet hyl - et hyl ) - phenyl] -am no}-

Py082%et hyl - oxazol - 2-yl j - benzoi ¢ acid, 3BPCI/EP2005/006397
4-14-({Ethyl-[4-(2,2,2-trifluordt-hydroxy-I- trrfluoro
nmet hyl - et hyl ) - phenylj am noj -
nethyl) 5- met hyl - oxazol - 2-yl j -benzoic acid, 3- [4-

({ E-Dar({BiHyH {4- 2, B2-2riftdor 611 Gyl 1= i 6:@%dethyli-ethyl)-phenyl] -amino}-

t h I
rreil#rlg 2‘?&0%{@ xa%))l(gy ?Ngﬁl%ln%é é‘&’r"?ﬂ%“ﬁ@%‘ ’b enzam de, WO
20061408805 b@r%EPzﬂ}%Mde@m 1-ttiugromethyl-ethyl)-phenyl}-amino}-
[ 4-faédyInglmé EK(%?;QOL% #]-bédzsk@ide; 1- hydroxy-1-trifl uorome

h
SRR 8 A3y eyl pdeemine
3- [metbyl )-5- methy1~oxazol 2-yl]-N- methyl-benzam1de
Et hay [ 4- [ {#ehyR [2(22, - mﬂdow@nqwardiydtmﬁmlmie{ﬂyi b9 PRRAANAmino}-
et t?ﬂfF’E I BRI N ipetibearmide.

4- [44 {Ethprly [4- {24’-»?( Ei@omﬁrhyﬂtomldnﬂummeﬁwyemyﬂrphfeﬂaydﬂoammo
wgtdae,trlyrptslwénhylmﬁub;ll amnﬁmuﬁe ngt hyla)m ;
[f* e R s A I RRE S
rret yaﬂnetqnproparpamyr ] -anino}- nethyl)
rmlyupscamiyi—% b)) styehl) Nl oMa i R R B2 YRendly-114:3,3,5-
%fxe}ﬂuf) ?ﬁoﬁ%’? 8 (11 aﬂ9dr oxy-1-trifluoronethyl-ethyl)-ph

153 ny’-!rﬂ4 Eeﬁrri (Fomthylt 2 phestetiyil-Joxazbl-trgtoeyhyd paxaimol -pReyyil -1, 1,1,3,3,3-
berazmbﬂﬁ opad-4-ol,

%sﬁyﬂr%fcerm?ﬁ% ISR R B

2 (4-{ Et hyl
[ 5- met h?kmzulel(ha)re&nyd yhinpoalz of fodmyle (8 tatethbsearlierted frpdnehe group
ny|c)m51.5t1;aﬁ@,f3 3, 3- hexafl uoro- propan 2-ol,and 15

net h he oxaz 4-yl met hyl )

o4 %ﬁ{]“ @ﬁ'ﬁr&réﬁ aping)- % él o Bl hh%v’*&r%%rwrepmpm-
pharitedBennyl-5, I-yrxfhmeptlarbrmmal $-shlardplesyrisl, t Br,ersdceﬁcaﬂuoro

: Pa bhdpaHlR61 Y preferred conmpounds of fornul a (I) are

R S0 AR B S G555 mengfy o i i
hépldf,il Hdthexafinapapropaob-ol,
22~ Mﬂg@ﬁﬁhﬁ@g@g@ﬂ lnfePJugFIgazglt41 Pl A-atsifl Hsh-
- vy oro-propan-2-ol,
4-[4-({Ethyl-[4-(2,2,2-trifluoro- 1-hydroxy-1- trifluoromethyl-ethyl}- phenyl] amino}-
~ methyl)-5-methyl-oxazol-2-yl]-benzoic acid, and
4-[4-({Ethyl-[4-(2,2,2-trifluoro- 1-hydroxy- 1-trifluoromethyl-ethyl)- phenyl})-amino}-
30 methyl)-5-methyl-oxazol-2-yl}-N,N-dimethyl-benzamide,
and pharmaceutically acceptable salts and esters thereof.

It will be appreciated that the compounds of general formula (I) in this invention
may be derivatised at functional groups to provide derivatives which are capable of
conversion back to the parent compound in vivo.



2-(4-{Eth)r|-[5-nethy|-2-(3-trif|uoronethyl-phenyl)-ox
azol -4-ylnmethyl] -am no }-phenyl)-

1,1,1, 3,3, 3-hexafl uoro-propan-2-ol, 25

2”?3“?@%5%% Chl or o- phenyl ) - 5- nethyl oxazol - 4- y&ekhnddossor
- et hyl - am no} - phenyl ) - ~14 -

1,1,1, 3, 3, 3- hexaf | uoro- propan-2-ol, 4- [4-({Ethyl-
[4-(2,2,2-trifluoro-1-hydroxy-I-trifluoromethyl-ethyl)

- p henyl 'I‘heamreﬁhﬁ})n fureeh #lateﬁb 'I%hh‘y.is f%% féﬁ:angfa%ﬂrx%e_c}? %%Bb&ds of
E(qgjr o@ & de uorgﬁbcpﬁ%?cesé%ﬁ?ﬂ“eﬁhenyl ] -anmino} -

ne%&‘i?“)ﬁﬁs@ﬁ%‘%iﬁwndo@féawﬂﬂﬂw ] - NN- di et hyl - benzani de,
and pharmaceutically acceptable salts and esters
thereof. It will be appreC|at’o that the conpounds of
general fornmula (1) in thepg =o¢|on may be
derivatised at functional : provide
derivatives which are capabl e~ conversion back to
t he parent conpound in V|vo| WD 2006/ 000323

PCT/ EP2005/ 006397 -14 The i~uwerti gn further rel ates
to a process for the manufactdre conmpounds of
fornula (1) as defined above, NwRch process conprises
a) reacting a conpound of forpfula (II OH CF3 CF3 Ri
NR2 | H(lIl) 5 with a conpdund LEICHR3- (CH2) m
(CRAR5)n R6, or Db) reacting a conpound of fornula

5( 1With a @hpdiddCBCHR' - (SHh),,,- CHR8°),-RS, or

b) reacting a compound of formula (III)
OH
CF; CF

3

(il

with a compound LG-R?, -

wherein R', R%, R%, R%, R%, R®, m and n are as defined above and LG is a leaving group.

10 The reaction of a compound of formula (II) with a compound LG-CHR>-(CHy) -

15

(CR4R5)H—R5 orofa compdund_of formula (III) with a compound LG-R? can be performed
under reaction conditions well known to the person skilled in the art. Such reactions can
conveniently be carried out in a solvent such as e.g. DMF, THF, acetonitrile or acetone,
optionally in the presence of a base such as e.g. DIPEA or K;COs, at a suitable temperature,
e.g. in the range of 20 — 200° C. Suitable leaving groups are well known in the art, e.g.




(CH2)m 1CR4R5),, R6 (lI1l) wth a conpound LG R2,
wherein R, R2, R3, R4, R5, R6, mand n are as defined
above and LG is a | eavi ng group. 10. The reaction of a
cBRFOWI8038? formula (11) with a conpound PCT/EP2005/006397
LG CHR3- (CH2) m (CR4R5) -R6 or-é%-a conpound of

formula (I1l) wwth a conmpound LG R2 can be perforned
under reaction conditions well known to the person

s kiHalogenide(It Be Car, &rlﬂaﬁumﬂ,e@@ﬂmr@emmosyﬁwm@) BNbary

be nqgg HeSdleut in a solvent such as e.g. DVF, THF,

aceto trile or acetone optionally in the presence

of a base such as e. DI PEA or K2C(O3, at a suitable

t enper at 'gf 8resey “&’e’@uoq HsoprRlates H}WR?PHQSCPHO%@F @) as defined above,
Suiviteb|peeas@tiyrgproteap sesarieedidble. known in the art,

e.g. WD 2006/ 000323 PCT/ EP2005/ 006397 15 hal ogeni de

(I, Br, d) , triflate (OIf), mesylate (OWs), tosylate
(Ors), or para- nitrophenol ate. The present invention
also relates to conpounds of forrmula (1) as defined
above, when prepared by a process as descri bed above.

WO 2006/ 000323 PCTI EP2005/ 006397 -16 The preparation

of conpounds of forrmula (1) as defined above, is
illustrated in scheme 1. Schene | OR CF3 CF3 2a
R=HORI | 2b R=PGOR CF3 CF3 a) / R CF3 CF3

HNR2I | 3a R =H 30 R PG Ro Rd) RHHCF3 CF3
N R2 _




1 3 CHRto RRHIb R=PGL/ i f CHz)m O R (CRAR5)n

RS HN4a R =HR6 6 CHRB 4b R = PG R3 5 R |

f % fCRAR% R6 Treatment of an aniline la/b (PG =
%HZ 64938t ot ecti ve group) with LG R2 (wher ei RCL@Pioss/me397
5 | eaving group such as e.g. C®Br, |, MsO TsO or

TfO or with an acylating agent (a carboxylic acid
anhydride or carboxylic acid chloride such as e.g.

t r i'THepospamtion iofcampohndasf Tyaiildl @) & deiaerMbhve, GullOfHaed)in scheme 1.
and subsequent reduction of the internedi ate am de
(e.Rhem th BH3) leads to 2a/b (step a). Alternatively
the formation of the internediate amide may also be
carried out by treatnent of Jga/b with a carboxylic

acid in presence of e.g._ EDJl and 10 HOBT or ot her
typical reagents used foq‘Fa""ﬁ Grmation of anides from
carboxylic acids. The " ( CeR prHCR4AR5) NR6S- nDi ety

is intmgduced in step b b jre ctl?-ioﬁ'=d’f~3 2alb withyg

corgaund "EJ_G—( R3) Aternagively
2al b’c Wh an acy atl ng ent‘EE:Uc 553
C1OC( e 4R5) nR6 i n pr pte of a base or wtl a

car bd c aC|d HOOC(CH2)n(CR4R5)nR6 inthe p
O &' and, HOBT or gt typical 15 reagenpt

- used fd the%&uﬂig:gqu iggs fromcarfOoxyliclt

aci dst” The resul tingwanm dé& |intérnpdiate is redufed

(€. 94, WLh BH3) to give derfwgtives with R3 = H.CHA®

.2a/b1b$1i=1ﬁeeat ed with oxir 5, optionally int 2)m

presence of .a Lewis acid sogf ag'e. g. CR'R")
[ 'ithiunper orgte or Znﬁ:l_(ln anal ogy to e.g i

n

Chini et 0 O g. Chem , 1§,)914a g§0) 59309- 5@42
Duran PathariRet al., Tet. Cﬁ@tt 44(32)
6025-6027), derivatives withchap= O, n = 1 and RS = 20
OH can be obtai ned. The rret::’ sed for the

i ntroduction of the "(CHR3 ?CH;;“Jn(CR4R5)nR6"-nDi ety

- can also be applied to la/b (step c). The Rz2-
suBssatrnent of ani il laGd e o@thﬂmsbpw&ﬁfﬁ\}e)grdﬂli) QvithdllB-R? (wherein LG is a

Sacfegﬁgé B3up GudhhEe Q‘?é}hﬁ’xd§ I\Qs%? %b r%fép 8Y¥ith an acylating agent (a
carboxylic acid anhydride or carboxylic acid chloride such as e.g. trifluoroacetic acid
- anhydride or benzoyl chloride) and subsequent reduction of the intermediate amide (e.g
with BHs) leads to 2a/b (step a). Alternatively the formation of the intermediate amide may
also be carried out by treatment of 1a/b with a carboxylic acid in presence of e.g. EDCI and
10 HOBT or other typical reagents used for the formation of amides from carboxylic acids,
The “(CHR*)(CHa)um(CR'R%),R*"-moiety is introduced in step b by reaction of 2a/b with a
compound “LG-(CHR®)(CH,)m{ CR*R*).R®”. Alternatively, 2a/b can be treated with an
acylating agent such as CIOC{CHa),(CR'R’),R%in presence of a base or with a carboxylic
acid HOOG(CHy)(CR'R®),R° in the presence of e.g. EDCI and HOBT or other typical
15 reagents used for the formation of amides from carboxylic acids. The resulting amide
intermediate is reduced (e.g. with BH;) to give derivatives with R>= H. If 2a/b is treated
with oxirane 5, optionally in the presence of a Lewis acid such as e.g. lithiumperchlorate or
ZnCl; (in analogy to e.g.: Chini et al,, J. Org. Chem., 1991, 56(20) 5939-5942; Duran
Pachon et al., Tet. Lett., 2003, 44(32) 6025-6027), derivatives withm =0,n=1and B =
20 OH can be obtained. The methods used for the introduction of the
“(CHR?®) (CHz)m(CR‘*RS)nRG”—moiety can also be applied to 1a/b (step c). The RZ
substituent is introduced subsequently into 4a/b according to the methods described above



WD 2006/ 000323 PCT/ EP2005/ 006397 - 17 (step d). If

step d is inconpatible with functional groups present

in 4a/b, these may be suitably protected prior to the

i WP2WE080n of R2 and deprotected again t hereed/tenosoos3e7
0- protected derivatives | b mayli7be obtained fromla
according to standard literature procedures used for
the protection of alcohols (e.g. treatnment of la with

a $ddpyd)allyi lst@ gwﬁmﬁtﬁmmn@ggﬁ@é%gﬁrﬁ %%? Ctﬁes@fnay be
e T BE Gk DR ptiion pHE g dlpcied geain et O-

O BEicadaderivativag tthmielrepitdnafrae 1 :n:corpll.r@e naedof literature
Kzﬁﬁaa&dlﬁamsémy U{eq)récl@&m%f%om% 3[{ gb%tﬁ Pfiating agent
We) %

TefiBeeledd Rhemaiedr °”e¥”f@%ﬁea errions for the

gr Bigpductitimeof ﬁ@n@@awrowtmhwtm;& (e.grMbhhzplative eith rbgn@ﬂmrpﬁle in
- pfesdﬂx&ibf??@(ﬁ)’ mﬁ?ﬂﬁhﬁ@ﬂﬁer ggxz &?eééér?& ﬁgérjétflﬂng £&§
{ PhEBRLRR I Horh AR ?g’f?téctﬁjy R i ARydroxyl group.

pr '&%W@@V@fof reth QranfiNipRitdcihagioops -wif tlésuIdBéﬁ)equffw ig &drried out
10C Oitﬁbxtdir@’cﬁ appropribth Sah -4 Bﬂid@cfdnfqguﬁég %%}ﬁ tlﬂ)fse skllled in the art

t
2 B S St ol T ek esion
Wifos the rtrodadtion 48Dremovillo€yrokécling grbeps nadit ¢4 &8 fouinidhin FBkorective
hydfoayy mr%aﬁi‘é‘ Sﬁﬁﬂééﬁr’ Eﬁ@ W %xqg{e'aﬁaﬁ?'dﬁf Wi, had¥s 5 , 1991, Wiley NLY.

al koxy, ary 15 | ower - al koxy-
40 allc nt.wth r ent
Lgf’%{”%ﬁﬁ ﬂ g ﬂ%ﬁ\xé’.%a?liwe %?rﬂl}e IVTtB’\‘R%?’lﬂé%ky ¥y, aryl-
15 h dowprodlesy f ancbhv@qrocanckgrlowenaikm qcyrte:aem wmh azxedpReel.GBE hwherein

asp'e= E)We@@@iryl%ﬁér Yttty wgrﬁv g-ytﬁ&%%%f a base such

ma di.z R5 i

o bt va&wﬂf% U bgoidspah rietis
BravgveRBd to (6Y) endh trRBed with emergaadriatdl sudr asle. goLi-R® or Br-Mg-R’,
helier G RElsYowerl Byl a4 opﬁertérxalqyy ?osgl | §divEves l‘«&?ﬁf Q)ﬂﬁhroxy] and R*

and R5 et erocyc

r eq‘ﬁ.“"ﬁsi’;&’(’1 %I#c‘if\?’gﬁwCYéﬂo‘iﬁ 5%‘1“(%‘1 HCBP EFRYDE ff- ersent in R°)

i rieempatiblevdthwionditionswelied farnise maaibntd trahifernimiohs Gffednd R®, may be
t rs@ﬁﬁﬂﬂ!»ﬁ?&ie@ﬁﬁd Qbprced SraRrtate C(ngg?géxto% zin{en e.g. in

g z‘&%&d and deBr otected agal n | ater cor od
10 e‘eg%rcg.}p\? & Egaglc Syptheass by LWt Gvén S. Mﬂ uts, 2™ Ed,, 1991,
O‘@M%Ysynt hesis" by T.W Geene and P, G M Wits, 2nd
Ed., 1991, Wley NY.). 25 Derivatives la/b - 4a/b
25 WHeﬁvRives-lalTb H&X[bbﬁt}ﬂ@wﬁr&:@q}e CQT‘Q%& Yda&én\(rgéve\é\%& RIR'- Ealogen by
atment with ogenat | nlg agent
ntw%‘:% thﬁ@é,enaﬂup@agem Sucf ] oS, NS, NS, o N-fhuoro
ﬂm(tr u@toumdmhmlfnwmmmo Dyetiyaiviaia/b -Dea/b wathi R/ eslotvar-ikyl may be
4%alwmmuﬂiemah@e%mqil Il o B
I vat &a%t Fﬁ’%‘ %nxoneesge & Q%teaﬂ gg{]%tmfn or in two
aIs {/”f l;grt 5 agylation ap swemrrp pn of Té\ptcgrbonyl group (e.g. by
30 adydlftHigmenno Gubsequentperedlistbndletndtively dafpreiyd with R = Cl,
OBRUR I by Be Slmfected to a metal-halogen-exchange reaction with e.g. BuLi or EtMgBr
. and then treated with an alkylating agent such as e.g. an alkyliodide. Instead of the
alkylating agent, an aldehyde CHOalkyl may be used, leading to.a derivative with R'=1-
hydroxyalkyl, that may be deoxygenated e.g. by hydrogenolysis in presence of a catalyst
35 suchasPd/C, or by treatment with a reducing agent such as e.g. BHsMe,S or EtSi-H
option_aﬂy in presence of an acid or Lewis acid such as e.g. TFA or BFyOEt; (e.g. in analogy
to Pearlstein et al., Bioorg. and Med. Chem. Lett., 2003, 13, 1829-1835; Mewshaw et al,



30 WI ff-Kishner- or G emmensen-type reductions).
Alternatively derivatives wwth RL = d, Br, or | nmay

be subjected to a netal - hal ogen-exchange reaction with
Vg 200800932 Et MyBr and then treated W th anpcr/er00s/006397
al kyl ati ng agent such as e.g. ai#-al kyliodide. |nstead

of the alkylating agent, an al dehyde CHQal kyl may be
used, leading to. a derivative with R =1-

hy@ﬁmgah&y/ted Chah. uzggzﬁgeﬁzg?ngggg%?aﬁ egal ) nlﬁtt 1996, 163 — 164).
? %%g%%?%)éafsr ea?"1 rl%k %E%P%\Pffﬁeab’a R a@aé?rtm%}’d’éﬁ“'é"’z’ly protected
e grio W@ra'imraﬁ;@rwaﬁvemth B hilygdnror poves etigbamlfdeptotected
aclaghimit alleret Sag .6l aSsallingd fo Qedu;ré: iveh uﬁﬁ’%o Ve Supg; in Organic
e P Al S
/000323 PCT/ EP2005/ 006397 - 18 Bloorg and Med.
rg¢ pippber of geyppoupgls L§dﬂ§§?HCI-Bh.L(§@dh )nR&in which R'to RS, L, m, n,
fSy mELE areHRBfed &ﬁsowl%ommértlaﬂﬁﬁﬁaﬁ)zé }ff ‘not £y Ha'y‘lﬁ@prepared from a
u S a a
%&%mga%ﬂ 5o ko Bl oy Sk - o)
quygg vﬁ 1 30 Rier alkﬂél%éfﬁflﬁm-(m DBl deyal cagbroatylic acid HOOC-
IOd emfam,ectmﬂzs)na@ aacanmg 1) staaafra lisd:AQe Iirscéaureée&%%f}&nwn to those
ectl! ou I N anl
435 5 of CERL St G Rahiee ot B Rt alogen-
W?‘é‘y) hGYGQEhMGTCloﬁ Be anbeithedB’® = aryl or
LGae(téBbﬁ):l@rmnﬂjdﬂt( ﬁ%a)n 82 Ihmw sﬂhéﬁ &&n'@% H%CRz"W(?}ﬂ)m(CR“R )RS by

o VBl ITCY °'ie‘q?ﬁéyspﬁﬁv§152 & 1288 P R it a 200 72 wi94).
15 ¢ SRwEanes sich s 2unay bebiepared by treatgentwdfa rigfin givakiizas ethertys

ar(:(&{}ép&tqla M@ﬂ%ﬁn&@'@% B Durley et
b é%%;@égﬁz@g@?wﬁ%%@ﬁ;%;ﬁaafﬁwﬁﬁm

prijamsi M&L%%ﬂ@%m‘m‘m wbeein BKRY Red H, and RE= heterocydy; 1
arhay Hefp réﬁh&e&&%’fﬁﬁfg't@ueﬁtﬁ'\é%ﬂ l%:\)( g 1%%&['1]1' e\?ﬁls\/\%mb%ﬂ% and

t |
209 g{b@%cﬂb?ucﬁ Q aéﬁg@ogépépz orita i 4l., 9095482; Cynkowski et al., ).
héﬂ@mévcﬁiltmo@orbumh nh9a$1<23$5 2398; Kodande& ahresmaresel Faanat al.,

e}gaterbg@@gsgﬁmg %R treatment with NCS or
respectlvel)(/q(e 95)0 go et al. Syn. Lett., 20083,

7 5 b d b
st LT e Bl S5 e B g
CPHRgrt @ Bz%mey omqnallabc:ﬁlmhurdeywamed Bampled fotitfigcal feidformations of

- 25 Swedh fagctivehl ?%@agesu%ir%dﬁaowal J. Med. Chem,
2002 45, 1 891-3904; Tian et aI , Org. Lett., 3,

ETeis ki i ey s g0 lovr
FONCHD)- lowagfalb@cpr“eQa(E@D - a0 bpddicngethy and HO-C(O);
| HCEC&D)J{Q&‘C‘RPNQ(@I}%@ iﬁ" ggl f 2, \M)e%me e;uft mentioned functional

%‘?883 30 8on g Ape oo part of 43} s wherein R and
30 gR in dgpendetlyrfrorgSeach oOhanre lpdropen or Ioia&ﬂﬁkylZEREed&%i@or these

Kﬁdﬂt’ﬁnﬁhoﬂé are fda@4d ?aggé%unﬁﬁy bn Erafiire and are commonly known to those
skilled in the art.

Formyl may typically be transformed to 1-bydroxyalkyl, by addition of an alkylmagnesium
halogenide or an alkyllithium. The formyl group may be derivatized to a 2-(loweralkyl-O-
: 35 C(0O))-1-hydroxy ethyl group e.g. by Zn(0)-mediated addition of an c-bromoacetic acid



Het er ocycl es, 2001, 55 (4), 689 - 704) After
preparat|on of 3a/b according to the synthetic

cJ @tlons above, functional groups present in R6
wa 8@ itk 1y be further derivatized. Exanpl @6T/EBI005/006397
typi cal transformations of 25 Kuch functional groups
are summari zed bel ow. Benzyloxy is typically '
transforned to hydroxy; hydroxy to | ower-al koxy,

Ra- @eO{Reforhmataky- feaaidnmxytheaqabvmﬂaﬂr@:c@)} | OWRTrD éﬂaylys formed
Ra- fgrﬁ:(a @rmy gi'é: cﬁ %(t@th@c%/ {o & a?yl 0%%er})ﬁfc{yg§a]n mdtdn to the

gyﬁgﬂ) ma}j @)gﬁggec}w Bée(pwg;g:@mn,QIgObﬂeh)@lrogenolysw in
f 0 rmtqgmr:tof o tatayst awcj@s PAAD) 64 byoteakmEHt NP, 2388k ¥Rl BhtRufRas e.g.

n o each other are groe
a jil%%g? f%?ﬁ@?%{g@ %r é)é:gs nee o?ﬁne%éyo tIfeg?fSaF]gl; % rgSTFA or
F%ﬁﬁd&“ﬁnﬁtﬂ% élernﬁ%@rmatwu tottlesrdikaxyeartzomglethyl group may be
c ormnnﬁyoukmmelirmnhﬁtﬁﬁ(e: g §1lﬁnhdt tfbahﬂé‘ut Widu T {ngnrﬂﬂesence of a base

ey, Sy Rirfip »’ang%‘,ll&s% sl R{dTE, natl n daFJiI]Q Xg 1a?é/ Such an alkene

addi ti org’11 an _a rmgne5|
al PRGTRedgats max alsm-‘@ PRERRRSA ’émﬁafﬁ:agf pa thiefor vt derivativeaising

I% %?gwﬂ@dﬁﬁy’fm@ WakbwoktBBmorkY of Pététsoﬁt thvd c;l&ﬁ'xﬁﬁ@nse Pfbcedures for
y on.of an ce i c aci

2006/ 0 ﬁ:’é@ sg‘&gg“’%gﬁ/ﬁéﬁ‘éﬂ%} Bﬂgeﬁ‘{ 5% ESmBehly kiGm 1o

(R &hase Bytheedkt i on). If the

2-(loweral kyl -O-C(O))-1-hydroxy ethyl is forned from

a Poonplthgdauptidiicsaf the fﬁﬁ&tﬁ)ﬁﬂ@odp%ﬂf sh¥itivéfundional groups 3a/b

. lsgeigﬁ&géglﬁiagl Jvet% é;%%fahgﬁ] of aghér Igrou@:) a.m% dtg:)?otected again when
de Wé Afepgred (as %ES“ dggdino éﬁ%ﬂﬂyfsﬁ?@umm @rgenic frrthesfs” by T.W.

a Gateat ystP SUdIWas, PUEL, 199, Wilef K@t nent with a

reduci ng agent such as e.g. 5 BH3 Me2S or Et3Si-H

0 pt b onaf; }Leycohﬁ’erﬁ&rﬁéﬁ%ﬁl %fmAc? Bf ﬂﬁhﬁia W lujftg %Mﬁﬁar?r(faicguusclz{’ﬁyhacceptable

TFA.O t
1 SRt ot YFE@%PRR%KS?}{:QW Milangnesapnipegid, for
tbeexaomler a lydraulic &y, inch-ae) fbf‘ﬁ:xﬁﬂﬁ)leg)hbfd(r&hg)ncﬁl‘:ﬂ@‘h?@robyomlc acid,

r base
o S SRR o S BHion e for e
i Nt c ac% aiyﬁ{é%@c apids tertpicrcid eethapeslfonicteid or p-
pr @ba;:jglf@mc add. The mmspomng wm@la&rsmwdau |alsQ BE pMBhied Brom the
us

R b T TR R P R

or Peterson-type o ocC
ol eflnzfthfons are f.ound in Iarge nunbers inliterature

and ar € "¢ SHRFIAR of rermpotnsts of fosmeladRiiptoghasmacepiically acceptable
25 Prégstgrs dan be trgricthoutet bymédtass: odbuited Qndinh e liydPsdly g6 Present in the

0 "haa@zulé%ﬁl' dnl c%oéiqj%&'d%ﬂ@}l zfsqr %%Q&d% a c% %%}g reagent such as

it abl ecte
gﬁ%ﬂ}ﬁ i iﬁﬁ’%’ﬁ %t&glaﬁlafiﬂr’bmehom‘l@ heeaflupraphosphate (BOP) or

r dﬁ@ﬂ-dl&}dol(ﬁ;ﬂcdbﬁd}hmﬁe (DECD.to brodub¥ @k @eﬁbd})&?ﬁc QtaURarlbBxylic amide.
Organic Synthesis" by TW Geene and P.G M Wits,

2nd  EdInsofe® 9dlthei¥bteBiration ishnot described in the examples, the compounds of
30 formula (I) as well as all intermediate products can be prepared according to analogous

methods or according to the methods set forth above. Starting materials are commercially
available or known in the art.
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The conversion of a conmpound of forrmula (I) into a
phar maceutically acceptable salt can be carried out
by treatment of such a conpound with an inorganic
d&?&mm@@FZ3exanple a hydrohalic acid, such aspcimFoes0s397
exanpl e, hydrochloric acid or ﬁ%ﬁfobronic acid, 20
sulfuric acid, nitric acid, phosphoric acid etc., or
with an organic acid, such as, for exanple, acetic
add, ci Ak decainiddbovaihe Inﬁve&@cbrﬂpmfﬂdﬁﬁf ihe pfh‘s}érflil %nvtelmanq;av&b een found
aC| enesul foni c

CkinlEs 2’3‘{3&%““‘-‘ Ao fbnLand B G cop e 1R Sipha ana
pr éﬁgrt@& PREILEREY, Cb@‘ﬁ%@rg}@gar@ﬁon orrediced, (TDL gaplesterol is increased,
tread h‘ﬁlﬁmnmdﬂ? aﬂiayﬁtleﬂoﬂgis ealulcad. rmagp@h It@ér@fom)%%ed i B8 treatment

o] of fo
AR (OB Aty i e
outug gseagsy inc} ‘E%Wﬁeddwldsmdt@dleaMOthdm phryidulankylow HDL-

gr ehmsst@mea@nLmrthblaaemnaih@ﬁﬁ&1@1—%11%13&3@%9&&&%yﬁduﬁﬂ non-

23 (I}:l‘%uﬁ.ry ﬁg)egaen%ﬁlahtlatgs na}e t%h II\{\ét‘!:lbOhC syn ”gn‘igsa%hp%%mﬁf %ﬂﬁmmr s

be Aiseast isepsis) antLipflasxpateiystishseesush laaeilitis)pehospiis hlestasis/ibrosis of
1dh ex}&fﬁvbko paphss &hﬁﬁtﬁer(lﬂa?ﬁmﬂ l;lr d15eases of the skin, and d1seases that have an

Iohe car roduc
P%oxy ryco onen su élag%%ﬁe

war ‘“&’§°‘i"‘h’§ cpgnitive
Bstion- M‘W e¢‘§rsﬁhﬁ ngyelsompbenkdsi qf thdmegu’anpﬁmn c4hie used for

C Offﬁﬂﬂi&ﬂﬁmﬂf roﬁ@laﬁc@bﬂﬁe&el@!eﬁ A8 iMelited3e aéitel.réardt s dlsease) forms of

r.qed ducts can be prepared according t
Lﬁ&ggd%%ﬂ“ 8ds or according to-the nethods set

forth above. Starting materials are comercially
5avai | ablhe igvenkine irerdfore nlie redates. to Whrr2 613332 Positions comprising a

PCIgdit0d 96 Q&3 dbove 3Rd AShARRELIHRAT LOBYBle hftfer RAVE! ad]uvant

conpounds of the present”invention ha been found

b| nd t%@mv&% ﬁ%{%ﬁm@ c%; yo%ﬁnpgou% S@CLg@eé‘g\m &R use as

ﬁg coacti vate
E%ﬁf@ﬁvch&m é%{‘fé?aG*PeﬁlB‘éSb?Sﬁmr@wuhsaﬂb’eem'@e@bstaﬁm for the
C hutasiest Mdr@rd)ﬂ]ﬁl’aﬁ@&ﬁdisease@ﬂiﬂldhﬁfé RBTaLed }5 LXR alpha andj or LXR

ZOat Q&%%%?As&r ?eﬁ'ha{]&.rgr z{s %g FCSJ %‘ﬁﬁ we srg‘:}sgag g(g- té %%PE?‘F and/or

ar Rroppduinetdecr 63}34_1)931 Veh alcamr/dcqholgxaobbvds, kyoHDgtcholesterol, high
lsuﬂhl-dhﬁesaé‘reﬁ aﬂh%kdd'éi'@ud dl%&%@%e{ek Qiog-lﬁﬂgmqéﬁérﬂ%ﬁﬁléﬂetes

e chol est.er ol

| Bl B Ripite St Sl Rmetonidfeodin dissss
pagolitiy IPPWF%ﬁUﬁdhomtmﬂfltht liver 6huiwistof thediver, emculed degdnasation

25 Mednding Alghesiaadrdeme. dysli pi dem a, Al zheiner's
di sease, sepsis, and inflannatory di seases such as

coliti taS|s/ .1 br 0 .the

Cyer 1 RARELEHA Snpddl Bt ton it Ja mebiagior he

t HéeféR?lﬁlC apder BF@@Q@@@ ttehfamenh af/diseases whmhl sgpomatdatpd by LXR alpha

C TR lﬁdﬂﬁé’goﬁﬁtsf}iaitﬁ&laﬂﬁlforsthg thedpefiti©dnd/or prophylactic treatment of

e agalﬁ%r%s%@%?eékeﬁ%wﬂaﬁawf@nc@@r 5 higa OE
3°f (ﬂhO eftp@btaﬂwmsdach giseastsy dialkites, nén-agelin dépxndaht diabletes mellitus,
| nhasbdlREydRoBe, FFhlaidRTIE serhistinB8RARB ok QlsBReQlkin diseases, colitis,
pancreatitis, cholestasis of the liver, fibrosis of the liver, macular degeneration and/or
Alzheimer’s disease, which method comprises administering a compound as defined above
to a human being or animal.




macul ar degeneration. 15 The invention therefore also
relates to pharnaceutical conpositions conprising a
compound as defined above and a pharnaceutically
5@&@BWQEF? carrier and/or adjuvant. The i nvePEi/or005/006397

| i kewi se enbraces conpounds as descri bed above for use

as therapeutically active substances, especially as
therapeutically active substances for the treatnent

ﬁ ;1( d/ or Phciphetianialo eibeliceBS 8% ofbdrEfbuRl SasRAHEBIR0k Y the

. t onl sts.. ;parti gud ar

o DRl A Hrpbd i QRELR FARDLS Mo R bRy Lok alpha
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i nincemsedipidields tnefaaled| cﬁtﬂﬁ&t&ol llalaw, IR ONeh6184:&6R high LDL-

[ - ol. 2roscl erot | i seases,. .
i Sibebi £00L RS isca B WHERE i s P AP s metics,
nefsibPlicsyadiomendslipidomia, yepeie infammasery idiseases Sl diveasesy aplitis,
di pansasits, sKolestdisDE 8ReFer, bRk bf the IRANRIRBY IdbdcB eration and/or

ch S LS. 0f the liver, fibrosis of the |iver
naghﬁaﬁﬁgggg%%%ation 25 and/or Al zheiner's disease. In

anothenﬁftefenre embodi nent, the invention relates to
- a net hot!rBYeR{iAR lse Fréatesta the we affappeuprses Hyicabed above for the
10t r papavetitn of mellieamnasomthi cleraeatidmdior prashyhytid KR uatmbadiseases

a ' t4 far

ST 000 S0 B LSl o i

| niBFEREUHF ST BrORbY RIS rqaivmens afiareess Hpisilarels) incispsed holesterol

| ohevdHDlowcHDILadhblestedo], highdlDil-Eholedfirsl voh@6dcRF &l c, diseases, diabetes, non-

at S | & i c di.abgtes.. non-ji nsulin .

GeaenRp Sl oA TR, AR Bt e Ridrfy s
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aﬁﬁﬁg¥m£RP£ %Fﬁggﬁg&plsease, whi ch net hod conpri ses

adm ni stering a conpound as_defined above to a hunman

bei ng dre%afpmrnd/ qpraupeniod gressepdpidiprbomrasdgholesteal levels,

Thathérosdndtitiseades elysHpideat & or BiABetbkS € e fprF@RDM s AS particularly

def | I e -.therapeutic ané?or p | actic
0 Beefiao R0 bl ot SRR et s Bie B SRl e

arfdrespsclexgtiqsliseases go Arstipisiemyva eape@ally r¢vpnticar artdfer treatment of

t heliapeletdti dRaveosr Pepfbyhact i c treat ment of :

increased lipid |evels, increased chol esterol |evels,

| ow HDL-chol esterol, high LDL 5 chol esterol

at heroscl eroti ¢ di seases, diabetes, non-insulin

dependent di abetes nellitus, netabolic syndrone,

-dyslipidem a, sepsis, inflammtory di seases, skin

di seases, colitis, pancreatitis, cholestasis of the

liver, fibrosis of the liver, macul ar degeneration

and/or Al zhei ner's di sease. '




The invention also relates to the use of conpounds as
descri bed above for the 10 preparation of nedi canents

for the therapeutic and/or prophylactic treatnent of
dVOLAA0325hi ch are nodul ated by LXR al pha angcompriofieossor
beta agonists, particularly for2z-he therapeutic

and/ or prophylactic treatnent of increased |ipid

| evel s, increased cholesterol I|evels, |ow

HDL- cholrge fofib@ing ttGherd Ederi&hQlt 85 5:Q6.00 deRE NI 081 BV dfthe

.non-.

di seases, ; di-gbet es sul i n dependent di abet es
nlslcﬁfniﬂ‘ér}dsr?g CBFERt ‘%’i‘&?‘épﬁé&%‘g}&%l ﬁ%&'aﬁfiwg{ Onlstgﬁ,g?r rmgpd assays can

~ i nfoe Senndtiorlyichigls Bas els | Deyielopmeitad a s@stillatioh ptdxsmity assay for

paperabink peolifSHQL | ' ' | Sai ;
g h%;é YES, %%wl ar ggiﬁgﬁg‘?ég ﬁo%)%ﬁgﬁr%y%&dkﬁd zﬁqo%en?a Ig > Anal Biochem.
di Séasér "

medi canents conprise a conpound as
descri bed abqve. Prevention and/or treatnent of
i ncr easMRoimaiag exprpssion vestors Msgexedstolvtidds examess fullleagth buman LXR
?L laiphe SBH KR Heta. g;a@t@;s@@resﬁyﬁ i/écﬂirgjﬁ&}e QonsBuctdi ﬁpﬁlbtﬁﬁce'gﬁltaﬂﬁonea
| 0 rticul arl event i
an g ApeBL (T R B enBBipepsicrart FD) Bl datfpipha Ga
c héfktorddy band huypeand XRobdtefag 4 8 wr460). To dicvendislsthisothe portions of the

1ady Sdqlupr @€ &H B ding SRABIRIvheve DHAWRA oS BN 1bil B PBRnd then

157 eeh et $

S oBFISIES S35 1 sttt Bse Sones Y erpBribe iy hnid e gnalysi
we kWillygk ali, &gneaPevi 195y YEI33146; Thag et ali, Reocitadl Aved Baiilion. 1994,

t hei:1@oppeunds of the present invention. Background
i nformati on on the perforned assays can be found in:

Ni chol §gdSit " Deval { Crill at
or ox gy aj‘?%‘?ge 43 pRRE e S o ST PLMuriop BleiiRrs pertormed
I plyahicrelis hygtandard omethods (RefnGirrdit Fodternls in

5 MRSIABTiolgh; Wil P4 @B BPAGKBHEER) ON VECT 0TS vier e
constructed to express full-1ength human LXR al pha

-anﬁa&i&%ﬂ&hﬁxdgﬁgg&g[i al expression vectors were

constructe 0 ce glutathione- s-transferase

(GST) f to t i gand bi ndi ng domai ns (LBD) of
human LI%? %P’b%%{l bejgrpcqpiorbadmgwere ssked in Rydfasspmpisting of 50
(aaM BEPES pdbDY.. 10 TaMadadpinMsMgChi Sor dableo@aell eattfon0500 ng of

o I e

full-] th.c)Jones I )

pl ‘&HE @l\g/‘é"e% arm A mershysespestvely dpjafingbivoliymepf£0 pl by

3 efd}a]snaﬁlg;é' he mesujtinigslurdy\Wids Er)tubdtedifo: 1 hEERgﬁg@e%L%%%&iiﬁgg i min at 1300
. = . . [ ', ca Cl £

o7 Rocsanertft Ehealing ullelfia Mbein WERGeSEa anfihespi ey pele

of CBETIRBHFESPIvE-cptted bads wssesupendeadripsel il afbuffer. Radioligand (eg.

25 ¢ al00,080 dpinrof BNA 2Ly EIB)r oo tiyl) VDY (52,816 86 ¢t o NEAFIRENS -1 -

30

( Rﬁﬁhorglﬁe%ﬁf—sﬁ&?zﬂl—bsénlzeri]lesulfonamide)) was added, and the reaction

incubated at RT for 1 h in the presence of test compounds, and then scintillation proximity
counting was performed. All binding assays were performed in 96-well plates and the
amount of bound ligand was measured on a Packard TopCount using OptiPlates

(Packard). Dose response curves were measured within a range of concentration from 10
Mto 107* 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%02:5%C0O; atmosphere. Cells were seeded in 6-well



Mol ecul ar Bi ol ogy, Wley Press, edited by Ausubel et

al ). Radioligand Binding Assay LXR al pha and LXR beta

r r binding were assayed in buffer consisting of
5@8%%%9@%8 pH 7.4, 10 nM Nad, 5 mM MyQl 2. PEHEPR8196397
96-wel | reaction, 500 ng of 20° #5T- LXRa- LBD or 700 ng

of GST-LXR beta-LBD fusion proteins were bound to 80 g

or 40 g SPA beads (Pharmaci a Amershan) respectively,
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o Qb En e f Bt L X reneinekanaptsp GFangieciion was aceomplished
convith thi Rggenh € raagane pR@:he dMxdecabir Bakisnindg at@rdiug pethe eggested
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ad Q:ggtauﬁ&q;h& &?t S[lﬁMCESO& coh&glagﬂﬁggg%l Il’]D'lq\%VSCg g‘lgnﬁt%llltll?&fdo 0. l%

resence, of test co
pr %ﬁﬁﬂ‘i‘”ﬁ‘ﬁ ncpbationof 51%5&9 BEt4 hnuiwith sybstangen O ofibe agz@matant was
e rthscgded ardrtheh 50nul %meekaspbaﬁwﬁlt-aﬁ@tﬂh@enﬁ(mum MOfecular
bO m %? ?}5@ %&)S a%d ?ﬁﬁh@&g 11]-(9@%& &%C&éﬁll CSCCHCE,

Opti Pl at es 32 cﬁtP e- response curves were
me &8 B FEEFUG Afhy SEra&H@éY > BRs ddercesiip p Reskard TorSypund Transcriptional
t 0 adtrafionn theipiefeReaso 3t aﬂist‘dht@ims QRpessERE BAOIdEthafid 18 luminescence

As H

or e AR ind i b Spo e bl ot T s were

15 n cglogstog psing heX LAt progisredp. Bl@@ms§om@ms Isddded i n

6-wel |l WD 2006/ 000323 PCT/ EP2005/ 006397 -23 pl ates at

a Jdnsompowfds 142brdGe) tofbramblh (I hehetah @ctivixgic it Iéarsaﬂfefcé dieatlove assays
Wi t 2 f

e assran Qe B el e At e
‘i ferase under the control of LXR response

eI enents. Transfection was acconplished wth the
Fudenexagipleethg éollowirgnong oo ieduivad thBifalovény ICAD sjlues in the binding
22CeQLfli ng to the suggested 5 protocol. Six hours

followi ng transfection, the cells were harvested by
trypsinization and seeded in 96-well plates at a

density of 10 qul Is/well. AfLXRalgth Bioding t o alLXRbeta Binding
at t achment E@™Ple gl | s, the nedi iemoved a

replaced with 100 pl of pheno;[égrae[g-ﬁ?or e]e medi umnﬁ!:50 (ol
contai ning' the test subst ances or control |igands

(final DVBO goncentration: 0.1% g 440l | owi ng 0.031

i ncubation of the cells for 24 hours wi t h substances,

50 Al of the supernatant was 10 di scarded and then 50

| of Luciferase Constant-Light Reagent (Roche

Mol ecul ar 18 0.017 0.0034

30 0.0027 0.0057

These results have been obtained by using the foregoing test.



Bi ochem cals) was added to |lyse the cells and initiate
the luciferase reaction. Lum nescence, as a neasure

of luciferase activity, was detected in a Packard
TOPC8UM032Yr anscri ptional activation in the peesen®eonco7
of a test substance was expressga#-as fol d-change in

| um nescence conpared to that of cells incubated in

t he absence of the substance. EC50 val ues were 15

% g: cul atmed c@k&p&ﬁl}g& Bﬁf_clg?ﬂgﬁ]gg aﬂ/@gggmaggﬁlag&{%igc i cegtable salts can be
|

(I )lﬁ c!la 28 em%dr; ca.g&epp % n? églg_[m%ﬂqlét](a; prfshaéa%)é enter

as sayanterplpriepient adi@@(;yra@in TheyMande 2@Rirfterpd, dbraxadably, ﬂerorally, e.g.

NMih @heh@rﬂ\/lof fIBFe@ ek enakd Mralréég l\ﬂa&&" arld sgﬁlg%laggé Talpsules, solutions,

? ulsxnosse oo‘é"'”%ﬂf ds. Sho ﬁ th
PR SHR RGNS G e T eaf@fsﬂag) SURROSYATiEs PAFBIE3HY €8 in the

Bi rfatm gf injeRben slBiondpngspenGas drinfusioh sél@56hs] srabpikdlly, dg. in the

0. (éfm Of 83dnentd cRaflddr fis. Qg)xgﬂadn%gmg'alg%z %&&57 These

resul ts have been obtai ned by using the foregO|ng
t est 03 / EP2005/ 006397 -24
oux?hggg R Pikimmaps %ﬁePafaWﬁa%‘é%%efgf‘ f/2 manner
Willdbe dagnibiar te 4ny prosonskilled gsthaedtiby bringitg thealegribedcompounds
~ n:) Q?ffcefrmafanam Hfé&c}ﬂﬂl : Iﬂl&@ﬁtﬁﬁ%}fﬁ%}lﬁ&lﬂ@% fogﬁo&m&% & mbination with
Dot BleliocRicaid Pale B dontit nsp a pflpical agahiniatio form together
f oMfitboitatde nep Joxip duerie thetapbiteBy cainpagiblesoliharldjuichchrrier materials

s 0fahd 3Pdediréd) Qs eRPSEGutiSPAY LIRS, S5 emul sions or
suspensions, rectally, e. g in the form of

Supposi S&Ea!b(f)fefcag&? ;necl%'igfs ald o glyqnh%rgzzﬁlc faﬁrfuag?%ﬂqa?s, but also organic

i njection s i 'ons of “Suspe
1% ocpriepmaterigls. Thys feh@mlypleéa@}osq epralstarchfon denivatives thereof, talc, stearic

oi ﬁzlﬁea itSsalts mﬂﬁalsgf astQkﬂri‘ér meIetﬁhJs LIS, %ﬁ%& &BktsSdmgées and hard
pr uct.i on o ar naceut i cal

or A e DR e Gt B s G ATEF Copee ooy pample
be VF@F’Plblel adls, Waxesa fiys qod serninsodikiehdl Gguid polybls (dapendiyig on the nature of the
br b&gie Il&récﬁﬁxt%@%@t&ieﬁ Fﬁpm@xd Ber 91r9<§ inftBE EQ&J: 8 soft gelatine

har maceu abl e salt
0 p%%%‘af)r SRR RaEToh R B RGna, sal3Rss e g are,for
vakxsattle “@tﬁaﬁloéméﬁe@crqsn imvert sggdrend dallikactuitabls taraitd @aterials for
f Ofrﬁéch@ﬂ %lﬁﬁéns ¥4, P edth I@Wa?er Mcfsol?ﬂlfols, gl? &bl and vegetable oils.
gutlr?e ﬁrg){e a?l}gratl e 301 id g]g carrie
g WPRE et ptertf SUPPHOTIE g forswam raaghardened ol
ad]’@@%rf@tﬁ and semi-liquid or liquid polyols. Suitable carrier materials for topical
25  preparations are glycerides, semi-synthetic and synthetic glycerides, hydrogenated oils,
liquid waxes, liquid paraffins, liquid fatty alcohols, sterols, polyethylene glycols and
cellulose derivatives.

Usual stabilizers, preservatives, wetting and emulsifying agents, consistency-
improving agents, flavour-improving agents, salts for varying the osmotic pressure, buffer
30  substances, solubilizers, colorants and masking agents and antioxidants come into
consideration as pharmaceutical adjuvants.

The dosage of the compounds of formula I can vary within wide limits depending
on the disease to be controlled, the age and the individual condition of the patient and the
mode of administration, and will, of course, be fitted to the individual requirements in

35  each particular case. For adult patients a daily dosage of about 1 to 1000 mg, especially



Suitable carrier materials are not only inorganic

carrier materials, but also organic 15 carrier

mat erials. Thus, for exanple, |actose, corn starch or
o¥Pi20%(00¢%8% t hereof, talc, stearic acid or iPGI/EENE06397
can be used as carrier material?$-for tablets, coated

tabl ets, dragees and hard gelatine capsules. Suitable
carrier materials for soft gelatine capsules are, for

exabplig, to 3ue g} @.lbdee irfdb &oslsigw@s. Debat(ﬁn@mseséﬁ ofaBt digkase and the
an S ndi ng. on t nature of .t
STy Ph RO RR phSFERE A crite it 84 e one or severa
r e@aily desagennithee g isketogfdosge wnitge| ati ne 20 capsul es).
Suitable carrier materials for the production of
sol ut i otrbe pindrrayutipd pep&atidm coneX AT ntalableout 1-500 mg, preferably
pohygb§m,%pggégw%unkgyghhmgﬂgar and the like. Suitable

als tor

carrier teri I njection solutions are, for

exanpl e er, al cohols, polyols, glycerol and. )
veget a b?@%ﬁlf’g’f’“g %ﬁﬂ‘ﬂ%*b‘f“é’e g%’w%t’é#e ﬁ?g?gﬁs‘?“é paveptygn in more detail.
suppesiredriveseranda intérgled eodanip itescopainumgimannehar dened
oils, waxes, fats and senm -liquid or |iquid polyols.
Suitable carrier materials for topical 25 preparations
are glycerides, sem -synthetic and synthetic

gl yceri des, hydrogenated oils, liquid waxes, |liquid
paraffins, liquid fatty al cohols, sterols,

pol yet hyl ene glycols and cellul ose derivatives. Usua
stabilizers, preservatives, wetting and enul sifying
agents, consistency- inproving agents,
flavour-inproving agents, salts for varying the
osnotic pressure, buffer 30 substances, solubilizers,
col orants and maski ng agents and anti oxi dants cone
into consideration as pharmaceutical adjuvants. The
dosage of the conpounds of forrmula | can vary within
wide limts depending on the disease to be
controlled, the age and the individual condition of
the patient and the node of adm nistration, and wll,
of course, be fitted to the individual requirements in
- 35 each particular case. For adult patients a daily
dosage of about 1 to 1000 ng, especially WO

2006/ 000323 PCT/ EP2005/ 006397 -25 about 1 to 300 ny,
comes into consideration. Depending on severity of the
di sease and the precise pharnmacokinetic profile the
conmpound coul d be adm ni stered with one or severa
dai |y dosage units, e.g. in 1 to 3 dosage units. The
pharmaceuti cal preparations conveniently contain about
1-500 ng, preferably 5 1-100 ng, of a conpound of
formula |I. The foll ow ng Exanples serve to illustrate
the present invention in nore detail. They are,
however, not intended to limt its scope in any

‘manner . _




WD 2006/ 000323 -26- PCT/ EP2005/ 006397 Exanpl es

Abbr evi ati ons: AcZO = acetic anhydride, CHC 2 =

di chl oronet hane, "BuOH = tert-butanol, DBU = 1, 8-
d8Z45{%%%P8 o [5.4.0] undec- 7-ene, DI PEA = N- ebdwkr2005/006397

d| i sopropyl anmine, DVMF = 5 di rret216yl formam de, EDCl =

N- ( 3- di et hyl am nopropyl ) -N -et hyl carbodi i m de

hydrochl ori de, Et QAc = ethyl acetate, EtCH = ethanol,

Et 20 = diethylether, eq = eguinakent, HCLl=

hydrochl oric acid, HOBT = 1-hydroxybenzotriazole, MOCH

= Aﬁﬁltebiaﬁ%s NHAC1= ammoni um chl ori de, NaCH = sodi um

hydr oxi = sodi um net hoxi de, NCS =

hl or osucc |mde =.roomte erature
P e SO T GIERP IS RAABUOH 2 fert butancl, DBU = 18-
tr dlratabmydatﬁet 0)ondaukireire, DEPEAT-E Syl dusopropylamme, DMF =

sch Hﬂxﬂéﬂﬁ fofh iR ltil]?@lez NT quneth& FH%%f N Qﬂ?]car%cﬂierﬁi%l
: eg%?éﬂTlngE %a;fc I O’-Eﬁac\{c\gie?f‘l OH = ethanol, Etzo dJethylether, eq =

2- tquialpan H(Cl=ehlydchhmicaa)l; OB ]]-hﬂdr&nxybc@z.o&nﬁol@ eMabHuo

.r CrRaRaINEL Sl al%fn%lllﬁin? ﬁlﬁ%ﬁdeo}g! ﬁexa (1%1 or oY pr opad }339%? = sodium

7 SRR Eey
oxide, isrnighe e B rogre Fegperatyye, TBAE 3 tetrabutyl
10nn@hr)looﬁmcﬂ®ndéhﬁm * ttifhv @ rovRetic @hydﬁ(ﬁdTmCIG:Oc_GlérQ{ne&y]sﬂane THEF
hog[eiraﬁ %esol vent partially evaporated. The
reS|due mas Istributed 20 between a dil uted aqueous
g&el n of \HCl and Et20. The conbined organi c phases
vvere FFed “dver Na2SO4 and evaporated to yield 5.7 g
of crude N-[4-(2,2,2-trifluoro-I|-hydroxy-
ﬂmmwmmﬁomdrmd;rgg@nyl] acetam de that was
dlssolved in 100 nL of DWF, treated wth 3.4 nL (22.7
mmidajmpbd 1 DBU and t hen dropvvi se at OCwth 3.8 nL (223
rnnol) of TESCI. The mixture was stirred at RT for 10
15hou S_aqueoys
oI Lﬂ%ﬁg%%hﬁl?—m %g rE)il]tzig)l :il’? ’%{slglgmvyéo%&s‘g pgr ated
the aqueous one was extract ed wth Et20 The
con{)l ned organi c phases were dried over Na2SO4 and
eVapdetined 5 g (39 §inshal) 8f B(@amfnoephﬁdﬁ) 1,1,1,3,3,3-hexafluoro-propan-2-ol

N-ih 45 G2, of: P;TIEII]'C Wayﬁéa‘?edlmtd{i § d(|2§ \Aﬁﬁ'ﬂﬁl 8%)((:2? '&‘é% {nluﬁllgrre%as

e b enyl ] -acet am
E‘T%ﬂ) ﬁ-ﬁtf) %]fg ﬂ*fé’ eesgf vept W&lq%lyquyomed@fl‘ gresigue was distributed
20 BI-HQEWIHGFa sidhet ngueobnsolition of HIC] ahk EWO LT NE® @R odfanic phases were

F frlel bvdr N §0.{7=t91+éﬂ eva ggﬁﬂgé Qﬁn&? 5 \f% r%ge Ela@t dgabl 3. &ﬂisuoro 1-hydroxy-

evapgqr at ed. Fira
s:/}r'g ug;pan:thm “Rhsayl E—@%mlfiﬁ g-xat was dissolved in 100 mL of DMF, treated
with 3.4 mL (22.7 mmol) of DBU and then dropwise at 0°C with 3.8 mL (22.7 mmol) of

TESCI. The mixture was stirred at RT for 10 hours and then poured into a saturated

25 aqueous solution of NH,Cl and Et;0. The phases were separated and the aqueous one was
extracted with EtyO. The combined organic phases were dried over Na,SO, and evaporated
to yield 8.3 g of crude N- [4-(2,2,2—t:iﬂu0ro- 1-triethylsilanyloxy- 1-trifluoromethyl-ethyl)-
phenyl]-acetamide which was dissolved in 100 mL of THF and treated with 3.4 mL of a 1M
BH,*THF-solution in THF. The mixture was kept at reflux for 4 hours and the solvent

30 partially evaporated. After addition of a saturated aqueous solution of NH,Cl and Et,0, the
phases were separated and the aqueous one was extracted with E6O. The combined organic
phases were dried over Na,5O, and evaporated. Column chromatography on silica gel with




phases were separated and the aqueous one was

extracted with Et20. The conbi ned organic phases were
dried over Na2SO4 and evaporated. Col um

ch? AEPYd P aphy on silica gel with WD 2006/ 000BA3EP2005/006397
PCT/ EP2005/ 006397 -27 n-hept aréfEt QAc 9:1 vyi el ded

7.59 (96% ofethyl-

[4-(2,2,2-trifluoro-1-triethylsilanyl oxy-1-

t 1 hillepran@REIATYd: 1 witldyd 7.5 9980 lof <tByTi [2€2,2 i gihode] -brdhylsilanyloxy-1-

OI ﬂ) Igﬁ%m%ﬁ)}g W Bhen%ld] amu-ire?hgeht ygjom I]lo IQ/ISOLOZ ('N?H% (1.24

2,2,2- trlfluoro 1-triethylsilanyloxy-I 5
F | uoronet hyl -ethyl) -phenyl]-amne in 2 nL of DW
vveife a aelugch .03 il . A42nmolywbbthylef- (2 hgrziflhbroolvidahysldnyldxeg-1-

sm U OOy %Hiy[) nﬂY %ﬁﬁﬁ&ﬁtz A of TR “Ne #ded 0.3 gl (2.5 mmol) of

queous sol ution

n
%ﬂdl‘é prtpﬁzeweg é%?dn@’ﬁm(’ﬁhé aec gh%%’ distghpgipn between a
Namweandsoh\mpmfmamhand g0, rdeging 6f th@cagibilel wvgsnic phases over

di ﬁ§ @bY %Qi évg%ografi%n %é %&5 Jr%t?e%ag gx ¥k41$e9%% nm‘otq\fde@H 2Mated with

Irre

R L8 P NAIME RGN PaTiEORan HiFeeddn i mis Evaporation of the solvent

tr| Utl

10c harrmlrmbmgr eimhylamgra@hjr 0 siligedel With A-hepthePEEYR/ 5t: ©Reve 33 ¢ (70%)

20

25

30

S SAve
2 (9@ %B% ﬁgg ?h )mel ry'l] pll"l LL, ny hfxa]f_flufr%pgopén -2-0l, l%g"ht yellow
eﬁﬂl 813 ght yellow senmisolid, MBS 378 (MY .
nple 2
' 2- Emn{p(ez’— chl or o- benzyl) - et hyl - ami no] - phenyl }-1,1,1, 3, 3
, 3- hexaf | uoro-propan-2-0l1 15 In anal ogy to exanple

1. 2{4-{(2@1ﬂbr0-benz y1)-ethyl-amino]-phenyl}-1,1,1,3,3, 3 hexaﬂuoro ropan-2-ol
ethyl -[4-(2,2 27¢ri 1 or o I~ triethyl'siTanyl oxy- 7

R A U2 e

trifupropety] —9%5%@@219 “pmistelap 1ahlonop- cpmwbqlwlibep@eavaswepared
( @mxafmm Bemnmm%ngﬁojlplﬁﬂﬁ} 1,Y 813, 33Vh&talflucMSprofak2-ol, light
OT%ng)ISm or @ ) et hyl -am no] - phenyl }-1,1,1, 3,3

3 hexaf | uor o- propan 2-ol In analogy to exanple 1.2,
f ﬁyl-[4(222tr|fluoro1tr|ethyIS|IanonxyI-
trifluoronethyl -ethyl)-phenyl]-anine and

1 -2eiAt [63-chlBroclnaylpettybyiniddphemd)- Wag, 3% B hexaddoro-propan-2-ol
2-{4-[(3-chl oro-benzyl)-ethyl-am no] -phenyl }-1,1,1, 3,3

%b@ﬁ |tb’@)fa‘?ﬂﬂ)£ PRARsA eg'lyl (4- LY - trifH Rl aneaa'ﬂsﬂal\@ioxfllZ

2 Q;ﬁ’%z’%’ﬁﬁz%tfﬂg‘fwgﬁ'}@ mineadd L-shiorrsP-cploserpethylbepzepe yagprepared
, 3= Ethlom-benpyldsthyl-2mido] -phan@in hl.0§)3, 3-beafaompHeropan2?-ol, light
Zem“%m&s 412 MH* 1C1).

trlf uor o- |-tr|ethyIS|Ianonxy | -
Example 4

2-{4-[(4-chloro-benzyl)-ethyl-amino]-phenyl}- 1,1,1,3,3,3-hexafluoro-propan-2-ol

In analogy to example 1.2, from ethyl-{4-(2,2,2-trifluoro- 1-triethylsitanyloxy-1-
trifluoromethyl-ethyl)-phenyl]-amine and 1-chloro- 4—chloromethy1-benzene was prepared
2-{4-[(4-chloro-benzyl)-ethyl-amino]-phenyl}-1,1,1,3,3,3- hexaﬂuoro—propan— 2-ol, light
yeHowoﬂ MS: 412 (MH", 1C1).

Example 5



trifluoronethyl-ediyl)-phenyl] -am ne and

1-chl oro-4-chl or onet hyl - benzene was prepared 2-{4-

ér chl or o- benzyl ) - et hyl -am no] - phenyl }-1,1, 1, 3, 3, 3-he
1200/%8933% opan- 2-ol , light 30 yellow oil, MeerdiRoesooszor

(M+, 1C). Exanple 5 WD 2006/ 009323 - 28-

PCT/ EP2005/ 006397

2-[ 4- (et hyl - phenet hyl - am no) - phenyl ]-1, 1, 1, 3, 3, 3- hexaf

| - -am t 103
R rahe s ey cane
et Ihﬂl: BB R ) Mo BISDI 2 £ R kel e -

he rF“ uqromﬁM@*ﬁMafyﬂbw pndp@hedd ehylbiangli¢ wysgirkmmed 2-[4-

oi |(ﬁtb|)@phen5ﬂ1 :ﬁmﬁMﬂEﬁenyﬁXlaﬂPb@ 36hexaﬂuoro-propan 3 ol 1 fht yellow oil, MS:

ﬁwg zhydryl an1no) phenyl ] -171,1,
Iuor pr pan- 2- ol In anal ogy to exanple 1. 2 from

| -[4-(2,2,2-trifluoro-1-triethylsilanyl oxy-I-
trlé%qﬁﬁ thyI et hyl ) - phenyl ] -am ne and
br onodi phenyl net hane was prepared 2-[4 10

( beniAnPpenapiydert-bthyl-eninnpphaiyBinyl,},3,5,3lhekaBiodo-grdpanat sluor
o- propan-2-ol, pink oil, M5 454 (M#). Exanple 7

2- {Iﬂ-analogy to example 1.2, from ethyl-[4-(2,2,2- tnﬂuoro 1- t?ethylsila&}rl%xy-l-

[ﬁté%‘%ﬁ’r %‘Y‘é% iﬁgﬁ’nﬁrﬂf\‘/‘f’% %{%gwﬂl sthflegvas poepared 2-[4-

19 r dhﬁf’éhml"f[thbd(aﬂu@)ar—henyﬁ—Iluwm,maaﬁeﬁfoyﬂrspdrﬁnw @iak-dil, MS: 454
15 (pme')] uor omet hyl - et hyl') - phenyl ] - ami ne and

4-chl oronet hyl -t hi azol e was prepared 2-{4-

[ ety #1 hlazol 4-yl met hyl ) - am no] - phenyl }-1,1,1,3,3,3
-hexa uor o- propan 2-ol, light brown oil, MS: 385

2- {4 t hyl
( p);r{i‘l"c[FEExb@P {hapmpobﬁmyll}al J141,313,3-hexaglugi drpsoghin-2-ol
uor o- pr opan- 2- oI 20 In anal ogy to exanple 1.2, from
et hy badloky (@ e@pipld 1.2 fﬁioutoetbyll[#‘t-(lzmel-ﬁmhstd Bhydipigtahyloxy-1-

14T 'ﬂflﬂﬁ&&lg%?% 1?#15&%% Eﬁlﬂg -4l %r L-chlor meﬁg(fj thiazole waé grepared 2-{4-

th
2. ?‘2{—8{[3 thyl)- ammo -phenyl}-1,1,1,3,3,3- hexaguoro -propan-2-ol, light
( phravdi ail, MWBWT)) am no] - phenyl }-1,1, 1, 3, 3, 3- hexaf |
uor o- propan-2-o|, white solid, Ms: 379 (N+H). Exanpl e

9 BRample o ,
2-{4- [ethyl (pyridi n-3-yl et hyl)-am noj - phenyl} 1,1,1,

3, g—{%[gﬁﬁ? zpylfli 1 gi-%xgceﬁﬁ)_-gﬁnollo -pLQn nflll ?g% l?exaf)iuoro -propan-2-ol
2Oethyl £2 2,2-trifluoro-1-triethylsilanyl oxy-1I- :
In analogy to example 1.2, from ethyl-[4-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
triflucromethyl-ethyl)-phenyl]-amine and 2-bromomethyl-pyridine hydrobromide was
prepared 2-{4-{ethyl- (pyridin-2-ylmethyl)-amino]-phenyl}-1,1,1,3,3,3-hexafluoro-
propan-2-ol, white solid, MS: 379 (MH™).

Example 9
25 2-{4-[ethyl—(pyridin—?o—yhneﬂ*nyl)-amino]-phenyl}—1,1,1,3,3,3-hexaﬂuoro—propan—2—ol

In analogy to example 1.2, from ethyl-{4-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-phenyl}-amine and 3- -bromomethyl-pyridine hydrochloride was

prepared 2-{4-[ethyl-(pyridin-3-ylmethyl)-amino]- phenyl} -1,1,1,3,3,3-hexafluoro-propan-
© 2-0}, light brown oil, MS; 379 (MH™).



trifluoronethyl-ethyl)-phenyl]-amne and

3- brononet hyl - pyri di ne hydrochl ori de was prepared
2-{4-[ethyl-(pyridin-3-ylneth)l)-am no]-phenyl}-1,1,1,
@nggkﬁﬁ%%ﬁluoro propan- 2-ol, |ight brown oi bCT/M005/006397
379 (M#H). WO 2006/ 000323 PCT/-E920051006397 - 29-

Exanpl e 10

2-{4-[ethyl-(pyridin-4-ylnethyl)-am no]-phenyl}-1,1,1,

3, ¥xampeyaf | uoro-propan-2-ol In anal ogy to exanple

1.2, from

t fo I I -] -
tGr Pf{:écJ gl&@iyﬁdnl% L{rlhm P}l‘f(ﬂ eny })Ben xléIS%.lr}fglg}ile%(ﬁ(mro-propan—}ol
sy f?a%? Xwﬁﬁf 5o T g B gy
Srlﬁldﬂelxlfﬁhﬂtﬂth)d)—phanpﬁmmﬁe ald 4-biogivmddiydphridint hyd}/&hionde was,
7 -{pyridin- e am en - upro-propan-
ﬁ ?e@éﬁeﬁ@ 8 {lt:i'%l (prdin4-yimethyl)-aminol-phepyl} 1,113, 3-hexgfiupro-prop

i t
[l%ﬁﬁtgg‘}éwg 11}4&38 {QIV% 2ol V11,1 10 A Sol ution

of 3.0 g (11.6 muol ) of

2- @mnaﬂrhb phenyl )-1, 1, 1, 3, 3, 3- hexaf | uor o- pr opan- 2- 01

in 40 nmL of CH2Cl1l2 was treated with 3.0 nL (17.4 nmol)

of 2DiPRAzaANd, 20 @b EL:th l)Jamnyu tphedyiB1, T, 3(312 h ScaMHBYo) prfan-2-o0l

TFAA. After stirring 1 hour RT the m xture was

di $f.fi buted between a saturated aqueous sol ution of
Hﬁ é'and 20 The cgnmbi ned organi c_phases were

1°dr SaluBoR T Mg 8 mmaeDef A dreminet phepyi ol bi3.2:3shegafluoro-propan-2-ol

( quedtrind. af CHe)l, wis tomated avith, 30 ALY 57.4 mmol) of DIPEA and dropwise at 0°

t r {vfthfig{rﬁl: ng[‘f]iﬁﬁl%l) $EAR] z“telllg{lgmgll%ﬁ{ a(&)ﬁ/l‘ the J(ﬁulreuwﬁgodﬂin tributed

I enyl | -acet
E TPRAR 5satu1¥6éaq%owpmoe o BHGL apd g0 Ihg ccrm*mngd @fganic phases
2 ﬂrer%-dﬁed bidd 0TagbOahd e(a%o,?a,t%tb ry;eid AP g;ulmmaav? %Y ciude 2,2,2-

15 rEM“%% RO Sl S AR el
K Orpresdl 6% 336 @FH D THE. The nmixture was stirred

for 72 hours at RT and then refluxed for 2 hours.
AftB? cooling to RT, the m xture was distributed

b eﬁ‘é@lﬁﬁ I‘?Of 4%:%3&% Jﬁ R iR O A lé ﬁgbr%t N34 é? g,rZ I}%ngoroafl glydroxy-L
amhy,

phenyl gcetamlde,

Et 2 anic’
theed] a@ﬂﬂﬁiﬁﬁ inchrohrat BEF wphiyeatgd with 24.2 mL ofa

208 i IM Bﬁj EHFvdobdplax-sblapibRReTIEF QAR midinle Wisatifed fo3 70 hours at RT and

1§ st thanr esconpg g BT bomipens vt e
0) Sa3atsdh agiepys ohueion of NHGL! andi By, The conbived orghic pBases were dried
( Mer NazBD, 3nd evaporated. Column chromatography on silicagel with n-heptane/EtOAc
4:1 yielded 3.0 g (74%) of 1,1,1,3,3,3-hexafluoro-2-[4-(2,2,2-trifluoro-ethylamino)-
25  phenyl]-propan-2-ol, light brown oil, MS: 342 (MH™).

11.3
A solution of 100 mg (0.29 mmol) of 1,1,1,3,3,3-hexafluoro-2-[4-(2,2,2-trifluoro-
ethylamino)-phenyl]-propan-2-ol in 0.5 mL "BuOH was treated with 0.1 mL (0.84 mmo})
of benzylbromide and stirred at 100°C for 10 hours in a sealed tube. Evaporation of the

30 solvent and column chromatography on silicagel with n-heptane/EtOAc 8:1 yielded 10 mg
(8%) of 2-{4-[benzyl-(2,2,2-trifluoro-ethyl)-amino] -phenyl}-1,1,1,3,3,3-hexafluoro-
propan-2-ol, blue oil, M$: 432 (MH™).

Example 12



A solution of 100 nmg (0.29 nunol) of
1,1,1,3,3,3-hexafluoro-2-[4-(2,2,2-trifl uoro-

et hyl am no) - phenyl ) -propan-2-ol in 0.5 nL ~BuOH was
tVOHEAWEh 0.1 nl (0.84 mmol ) of benzyl br optgeprabgoosser
stirred at 100C for 10 hours i+n3& seal ed tube

Evaporation of the 30 sol vent and col um

chromat ogr aphy on S|I|cagel with n-heptane/ Et OAc 8:1

y' QLﬁe{‘(iS &BloFBbenk hen—Z -ylmethyl)-(2,2,2-trifluorp-ethyl)-amino]-phenyl}-
trifluoro- e”w f’ “am no -BP(eny‘T“}“-ﬁF Y
413{ gg’gz%ggé*omg’f“ andidlnan-2-ol, blue oil, MS: 432

anple 12 WD 2006/ 000323 PCT/ EP2005/ 006397
- 365\ 92’1Ut{0& of 19Gme (-3 wmigbref &,1[153,3,3-hexafluoro-2-[4-(2,2,2-trifluoro-

t hiethpheiina- P'Hldff?m %Y%kn@zolggﬁlntplér 11,2965 052kl O raM s ated with 115

53 gl lon o b% 6%5 chloxzoo.'l qt?ylg:\fgzo?g]?:hl 2hene azfa stirred at 120°C for
1, 10hoarsin gsqaled élfheuEJ’r&BOIZtl{)mgfth? Klfent and dohnnIOehmmatography on
et bﬂﬁk@m Wih n-@z@ﬁﬁﬂé!ﬁt@?fc@?laﬁelaedgo &%g g@ 0?2 :H' [@3)- Hl(ﬂ'o
r
ﬁ‘%%ﬂjfhé?@h i BpRvsp 2 e ritspty i bpREte ”g?rw RIREPES
vafeotoopropgnfiodilight yellawodaMed520Ud-HEMGor at i on of
t he sol vent and col um chromat ography on silicagel

oM Ekamplhept ane/ Et OAc 8:1 yielded 30 ng (19% of
2-{4-[(5-chl oro benzo

[ bbl{@[&ﬂﬂe(ﬁ'}%d}’d %%ﬁl’é)}%}?fal%n{ol pfhI ,3}3 i ?ufxaﬁ ?r%]-propan-Z—

hfn yl}-1, uoro

yeP ow oi |, I\/IS 520 ((MH"', 1C1). 10 Exarrpl e 13
2-{4-[ et hyI - (2- hydr oxy- 2- phenyl -et hyl)-am no] - phenyl } -
1,131, 3, 3, 3-hexafl uoro-propan-2- ol 13.1 A solution

of A?qgﬁu()ﬁ of Qmozlgg:?gl} OF &4 let &‘/212 2—F1ﬂu0{o 1- tnﬁthyi%lanyloxy-l-

15} eigh Bt bty A in 12 el €ctonilepfgs treated
12with 2Gfma 28 romiot) o taeemasphtmé@hﬁde anid 1.12 2(28 nfithol) 36

- MR er&a&%{@ PhaaRKt QXL L3N8 0y ot (A0 Jbﬁofhe crude

li t erchl orate
at™ tPh g%’F@cFaf“&iﬁéd a%@ﬂchHa@ andééochndtthﬁ mléaed organic
b ephwsewesadicddverNa§Opa vt aled a0slukh 202t y on silica gel with

20 BRSSO CriaROES %p@ggfggégg#gé%ﬁg@&gﬁf ith -
otnﬁ%argfhraf#@wem&eowrﬂw@memnﬂ {10882 phenyl-ethanol, light yellow
of &k, {MS: BY2 (NI Y dD, 425 g 996) BOZ-Qetl I—[4 (2,2,2-trifluoro-1-triethylsilanyloxy-1- |

P AL L S ) B0 s S o

e% and 0.475 g (9% of
2 hy [4(222tr|fluoroI-trlethyIS|IanonxyI
25 Asolutlon of 300 mg (0.58 mmol) of 2-{ethyl-[4-(2,2,2-trifluoro-1-triethylsilanyloxy-1-

trifluoromethyl-ethyl)-pheny] -amino}-1-phenyl-ethanol in 7.5 mL of THF was treated

with 1.5 mL of a 1M TBAF-solution in THF and stirred at RT for 1 hour. Evaporation of

the solvent and column chromatography on silica gel with n-heptane/EtOAc 9:1 yielded

153 mg (65%) of 2-{4-[ethyl-(2-hydroxy-2-phenyl-ethyl)-amino]-phenyl}-1,1,1,3,3,3-
30 hexafluoro-propan-2-ol, white solid, MS: 408 (MH™).

Example 14

(R) 2-{4-[ethyl-(2-hydroxy-2-phenyl-ethyl)-amino]-phenyl}-1,1,1,3,3,3-hexafluoro-
propan-2-ol -



trifluoronethyl-ethyl)-phenyl]-am no}-1-phenyl -ethanol
, light yellowoil, Ms 522 (MH). 13.2 25 A solution
of 300 ng (0.58 mml) of
YO 2ROp03234- (2, 2, 2-trifluoro-I-triethylsil anylarxgeze05/006397
trifluoronethyl - et hyl ) - phenyl } 3&ni no} - 1- phenyl - et hanol
in 7.5 nL of THE was treated wth 1.5 nL of a 1M
TBAF-solution in THE and stirred at RT for 1 hour
Evap@faa)tgy mx@ﬁlpletlbefr&ﬂle ?pu @nch- &muufmmh&ﬂﬁara
6g Jolrocir?eﬂgﬁ etthl)-the:nylj1 egxmaena%{i %) pheny?oma)éle \e\rlasd [%gpare (i) 3'9{4 [ethyl-

Of £2- by pogyt hphenybethyldhamino] hoidi A ét}%fhgxaﬁmrpfgrg];ﬂne}}y], light
}- ;}anz,wl,dSMQ,,ﬁyg (Rfirhexaf | uor o- propan-2-ol, white solid,
. Exan'pl e 14 (R
§2- | - (2- hydroxy-2-phenyl - et hyl ) -am no] - phenyl } -
%%Igégys hexaf | uoro- propan-2-ol WO 2006/ 000323
EP2005/ 0063 -3%1 In analo to exanple 13, from

et | -[4-F% ?1(? N7 drgBy- g-Phens F&Yampp PREnE Y 1pL3,3,3- hexafluoro-

t r pfopam2-@het hyI et hyl ) - phenyl ]-am ne and (S)

phenyl oxi rane was prepared (R) 2-{4-[ethyl-

( 2IrJ h‘iﬂllo@ Wagnlﬂi%qg)ﬂ'onﬂeﬂﬂ?ﬂl = @@Tﬂﬁu@*@[‘ﬂﬁtﬁyﬁ%ﬂ%nﬂ%

)@orogxgergé()yépr ?rgap?ygn IE mme%né {R)yp%en)ﬁgvxgne Wwas prepare S) 2-{4-[ethyl-

102 {24hyjdeadyyd- pl(@yhgtﬂy}bmymﬁlwhaqu}u &1.3y8, 3 han fuod-podyenyd-pl light

1 ,ldlgwgﬂq‘,@@g%ﬁfﬂwor 0- propan-2-ol In analogy to’

exan'p e 13, from
46(2 2,2-trifluoro-1-triethylsilanyl oxy-I -
tr| or orret hyl - et hyl ) - phenyl ] -am ne and (R)
phenyl oxi rane was prepared (S) 2-{4-[ethyl- 10
(2Wydr oxy{%4 Bh@rr&aforwhwﬂ) -Tahydrety ﬁh@ﬂryﬂ}ﬂ amino}-pherylisl.1,1,3,3,3-
he%ﬁﬂmﬁ@rﬂfa@pﬁﬂl- 2-0l,light vyellowoil, M 408
(MH). Exanple 16 (R

Sl S L g
antﬂ qu&h é—)g tphenyi] |-amping gnd (S) (3- chloro—phenyl)omrane was prepared (R)
et:hyti { [pz(s(cmozo@h&ryl)tj hyaﬁ@xyleth J-etdiydrfinb PPHEGRYL,1,1,3,3,3-

(3 c%@?@%%‘?@rane V\gémp @\ﬂpéaapd (S)

4-{[ 2- (3 chl or o- phenyl ) - 2- hydr oxy- et hyl ] -et hyl -am n

o} ) 1,1,1,3,3,3- hexafl uoro-propan-2-ol, yellow
oil, M5 440 ((MH-, 1C1).

20 2- [4~(benzyl—ethyl-amino)-3-chloro-phenyl]—1,1,1,3,3,3-hexaﬂuoro-propan—2—ol

A solution of 20 mg (0.05 mmol) of 2-[4-(benzyl-ethyl-amino)-phenyl}-1,1,1,3,3;3-
hexafluoro-propan-2-ol (example 1.2) in 0.5 mL of 2-propancl was treated with 7 mg (0.05
mmol) of NCS. The mixture was stirred at 80°C for 10 hours and the solvent was
evaporated. Column chromatography on silicagel with n-heptane/EtOAc 9:1 yielded 17 mg

25 (82%) of 2-{4-(benzyl-ethyl-amino)-3-chloro-phenyl]-1,1,1,3,3,3-hexaflucro-propan-2-ol,
colorless oil, MS: 412 (MH", 1C1).

Example 18

2-{3-chloro-4-[ethyl-(thiazol- 4—ylmethy1)-ammo] -phenyl}-1,1,1,3,3,3-hexafluoro-propan-
2-ol



Exanple 17 20

2-[ 4- (benzyl - et hyl -am no) - 3-chl oro-phenyl]-1,1,1,3,3,3

- hexaf | uor o- propan-2-ol A solution of 20 ng (0.05
m’ml2))0¢s¢z:::i)03'z":,[4-(benzy|-ethyl-am'no)-pher1'y|]-1,;,,k-:n}ul,Egmg‘,;},OU6397
3- hexafl uoro-propan-2-ol (example 1.2) in 0.5 nL o
2-propanol was treated with 7 ng (0.05 mmol) of NCS

The m xture was stirred at 80C for 10 hours and t he

solvent was evapor at to 0 .
si I c ARLET e haﬁgl'? %e?@?‘&gﬂg&%@@ a‘g Bﬁlnol“phenyl}'
(821%)1:3315 3- hexaﬂuoro-propan 2-ol (example 7) was prepared 2-{3—chloro-4—[ethyl—
2- [(fhidzoeng et athnd A&, pbb@rs%&mm ]K')/fséba;xﬂlol?” 3ight brown
-heﬁ(£k¥§4ﬁﬁ§bﬁpﬁghz ol, ‘colorless oil, o412
18 2-{3-chl oro-4-
%ethyl (thiazol -4-yhnethyl)-amno ]-phenyl}-1,1,1, 3, 3,
Pleddr o- propan- 2-ol WO 2006/ 000323
PCT/ EP2005/ 006397 -32 I n analogy to exanple 17, from
2 Al4] [bedzyl (2 hirifiok o-4thyl)raiiliy]l-3-cldodorsheniiha iyl 3,3,3-hexafluoro-

é(ﬁ, &ﬁ 3- hexaf | uor o- propan-2-ol (exanple 7) was
re % {3 chl oro-4-[ et hyl -

hy| 3- he
uo?‘ba‘ﬁ?%"ﬁ% 1o S e e Lo b ettty onme - phesyll-
1CHLL%B3 E)’(lamﬂheroiig'oﬁar{ 2~of {pzmmple11.3) was prepared 2-{4- [benzyl -(2,2,2-
u{ ZuZﬁ&r&Jem 1L -
fy) 9:!'1190 e‘:t Qﬁﬂwo ﬁﬁ@ngf}’?} lhleg)’( ?é? lhl%arﬂgf)ro Fro}ggﬂ 2 91 ohght yellow
Inoﬂ éﬁ Ie 17, from
2-{4-[ benzyl - (2,2,2-trif|uoro-ethyl)-anino] -phenyl}-
nple 30 3- hexaf | uor o- propan-2-ol (exanple 11.3) was
prepared 2-{4-[benzyl-(2,2,2 10
tr tzf{B%Broﬁw—@i[&wl)(Sépneﬁﬁlpﬁpﬂmxml-]@h@ﬂd@t1} 1 1,3}3,31h&aaﬁu&nbpmpan-z-
: | uor o- propan-2-ol, light yellow oil
, 1d ). Exanple 20
%g chloro 4-[ et hyl - (3- phenyl - propyl ) - am no] - phenyl } -
15 #94 3, 3, 3-hexafl uoro-propan-2- 01 15 20.1 In anal ogy
t olxemmgbreo &dmple 10Nfrom 2-(4- ammo?i henyl)-1,1,1,3,3,3-hexafluoro-propan-2-ol

2- (v%s pﬁ@%ﬂ&?@ ?&XMHOJ'S ]chl%ro pﬁ;énﬁ) , ,Ia{i l.’o g%exa Uo2s %rop%ncﬂ ol, light

2- Pﬂ“ﬁhﬁh@J@3@B¥6Wﬂth%ﬂyl) 1,1, 1,3, 3, 3- hexaf | uoro-pro
pan-2-ol, light brown solid, NB 292 (MH", id).
20.2

20 A solution of 1 g (3.4 mmol) of 2-(4-amino-3- chloro-phenyl) 1,1,1,3,3,3-hexafluoro-
propan-2-ol in 5 mL of pyridine was treated with 0.42 mL (4.4 mmol) of Ac;O and stirred
at 70°C for 10 hours. The solvent was evaporated,' the residue dissolved in THF, treated

- with a 2M aqueous solution of NaOH and stirred for 1h at RT. After acidification of the
mixture to a pH of ca. 7 by adding aqueous HCl, Et;0 and H;O were added, the phases

25 were separated and the aqueous one was extracted with Et;0. The combined organic phases
were dried over Na;SO, and evaporated to yield l.lg.(ca. 94%) of crude N-[2-chloro-4-
(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenyl]-acetamide, which was
dissolved in 20 mL of DMF and treated with 0.65 mL (4.37 mmol) of DBU and then at 0°C
dropwise with 0.73 mL {4.37 mmol) of TESCI. The mixture was stirrend overnight and

30 poured into a mixture of a saturated aqueous solution of NH;Cl and Et;O. The phases were
separated and the agueous one extracted with EO. The combined organic phases were
dried over Na;SO; and evaporated to yield 1.53 g (93%) of crude N-{2-chloro-4-(2,2,2-




20.2 20 A solution of 1 g (3.4 mml)

of 2- (4- am no- 3-chl oro- phenyl )-1,1, 1, 3, 3, 3- hexaf | uoro-
propan-2-ol in 5 nmL of pyridine was treated with 0.42
%OEQP.G’&O%I) of Ac20 and stirred at 70C f orPCHOEP2005/006397
hours. The sol vent was evapor at3@d, the residue

dissolved in THF, treated wth a 2M aqueous sol ution

of NaOH and stirred for Ih at RT. After acidification

of tﬁmﬁro—mtﬁ&tﬁﬁﬁla%ﬂo)?y- P-ﬂiﬂ’tfor@@aethﬁl—Qﬂylﬁgﬁgn‘}g—a@&m,syéﬂow oil, MS:
m450§%1§01§ﬂd H20O were added, the phases’25 were

separ d d the aqueous one was extracted w th Et20.

The conbi ned organi ¢ phases were dried over Na2SO4
an®0-2vaporated to yield 1.1g (ca. 94% of crude

?thgolgﬂgﬂbffi’ll'.% g(3.42 nl}]mgl) of crulde %\I— [2%c|hloro—4-(2,t2ﬁ’),—t|riﬂu01quo- 1- h
[l uQr O-4 - I VAR AN oronetnyl_-e =
SenyfrRIE I Riarr ki e AR A0 Yt ThjiRves reated
antith pSargofn prsobities o BHe FHE 7complrx)in SHFOBN mixthire eskept at
at relfix fod B%Ms?ﬁd ‘fﬁetsglv@nﬂegaﬁﬂfat@& THé réslgﬂle )zvaP&afﬁEtgféH betlagn a
m re,was stlkren | our e 1 .N a .
- it SRR PR BB s DR P8H ShephitpPayperedred
Et 2O Neppds ghd Shesolyent avas ewparatadedolama chivenasogrephyonosiiza gel with -
logxlﬁdp@&ﬁ@()% Ngflss %@Qd gﬁt@g (@m@%ﬂgdchmrg@rqz%,zi@g%@&mg re
rie er and evapar Vi . .
T W R N
PCBOEMERSC006397 - 33 '

trifluoro-1-triethylsilanyloxy-1-trifluoronethyl -ethyl
) -;henyl ] -acet am de, yellow oil, 450 (MH+ 1C1).

VE:
ﬁ)?gqlgﬁ?ngc?ﬂolﬁgl_n%gpg? Eai.lﬁt]c?if?ﬂ&gc 0?:%—42(35',2)-&8{1101@0[P—qgethylsilanylow—1-
15¢ ripidppapmstiyingtiy D apendl-Nr¢thylomerein i G wasltieatoR avith| 080l (0.46
etafioljefTNIPLEAahd ©67 0 M8 thrhd1Pet £ohe W:?Hbi&l dHdeOfhedmixture

n Rl
1M sql.utio | THF- ¢ lex in TH ] re was.
et e BN et TRl o f i TR G108 i T,
eviapperatienof tihetreatimdlmlwas cltiositigtpbe dn kibtagebwithn-
e T 20l (o LA Ry € (SR 2RO L ydrony 1
20 {ifuosetneti® il b N byt et n@aﬁ'ﬁ{ﬂgéfgggﬁ@lowﬂ’ MS: 454
si{(MEalgBl with n 10 heptane/ Et OAc 95:5 yielded 0.922g
(619 of [2-chloro-4-(2,2,2-trifluoro-1I-
t raoest hyl si | anyl oxy-1-trifluoromethyl-ethyl)-phenyl]-N

Yo 150 OIS SR D 80l A1
[ 2rifpgrgmethyl-¢thyl)-phenyl)i Nt atloyl S-phenylimopiphshidamy b oxlyefl THE was
25 1qrehfeld WithOr QIRE D 'B}E‘_tfméo'ngggéﬂ)ﬂ FiEreN it AYed 8110 B0k at 80°C ina
Clglez eldzt\ﬁgvéa.%.vztlpro?'aatgoendof\ll;\‘Iw:t s%lvght andngElugnori (i?Omatography on silica gel with
CH,Cly/n-heptane 1:1 yielded 60 mg (91%) of 2-{3-chloro-4-[ethyl-(3-phenyl-propyl)-
amino}-phenyl}-1,1,1,3,3,3-hexafluoro-propan-2-ol, colorless oil, MS: 440 (MH?*, 1Cl). -

Example 21
30 2-[3-chloro-4-(ethyl-phenethyl-amino)-phenyl]-1,1,1,3,3,3-hexafluoro-propan-2-ol

21.1
In analogy to example 204, from [2-chloro-4-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-phenyl]-N-ethyl-amine and phenylacetyl chloride was prepared N-



mol ) of DI PEA and 0.07 nL (0.46 mmol) of

3- phenyl propi onyl chl ori de. The m xture was stirred at

RT for 10 hours and treated with 0.4 nL of a 1 M
TERRLG@ELI on in THY. Evaporation of the sol y@ﬂﬁpﬁﬂﬁg96397
col um chromat ography on silica4gel with n-

heptane/ Et OAc 4:1 yielded 70 ng (67% of
N-[2-chloro-4-(2,2,2-trifluoro-I-hydroxy-I 20

tr ir[ni me;q 2 e B e SR bR bt e P A RRGo
so[P eYACeFmite) Yﬁlﬁw‘(&)lnl;@’f&rﬁp {MEF, 1C1).

N-[2-chloro-4-(2,2,2-trifluoro-I-hydroxy-|I-
tri2l2Zuor onet hyl - et hyl ) - phenyl ] - N- et hyl - 3- phenyl - propi o

nag 20k t f

i SRR Lo ellnp R0 o 2 nlok £ 2 (50 ok ity .
3 “‘%‘%‘aﬁgﬁ ftﬂ%)ep VH Rhetl-pbenyl-perianaide varierepmed 2-1 3 chloro-4-
colethyl- ;dﬂan@lﬂjﬂ-taﬂﬂﬂi@p[menﬁﬂl- 151,1,3,8,3-hgedfluvdol fropan-2-ol, colorless oil, MS:

C}?gg tane 1:1 yielded 60 ng (91% of
@ﬁpbrgmh [ et hyl - (3- phenyl - propyl ) -

no nyl}-1,1,1, 3,3, 3- hexaf | uoro- propan- 2-ol ,
cgwglggfml MB: 440 (M+, 1Cl). Exanple 21 30

3-chl oro-4- (et hyl - phenet hyl - am no) - phenyl | -1,1, 1, 3,

1 e -hexsfloner b a5 anehyl-2(6- ttifthoronretiiybghenyd)- escantpt-gmethyl]-

1020(2‘}2 25i@8Bro- ethyl)—ammo] henyl}-propan-2-ol
[ 2- chloro 4-(2,2, 2- trlgluoro |-triethylsilanyloxy-I-
trp uoronethyl ethyl) phenyl ] - N- et hyl - am ne and

phen | acet chl oride was prepared N WO 2006/ 000323
pc¥ 1cé02@9qiﬂ@6@gthyl 2-(Z4rifluoromethyl-phenyl)-oxazole was prepared from 3-

[ 2tr£ﬂﬂoe@:ﬂeﬂ4y1(b%n&1&hwd mlauabgrtbtﬁe/ﬁb&&urel debdribkd ypBﬁa Qt al.
ﬁﬂ*%#gﬁﬁ%fnyl] N- et hyl - 2- phenyl - acet am de, Yyel
‘ 1C). 21 2 1In analogy to exanple
]520 52 fron1N—[2 chloro 4-(2,2,2-trifluoro-I-hydroxy-|I
5 2
t r Afchivaroof00 yilg (0128 yAholp lbeny,llb 304 kddaflorg-2paemn)l 2- g FRbaM
Qr o
&hﬁ&fﬁzﬁ’ﬂ%@%&%ﬁ (Raliplt 22,00 64029 manl) phlprgmetiol
l@ @ttriflperomethyt ph gm‘l) oxgEole anfhg 10 mg of N1 jn DMF was stirred
EXﬂvml |v&e12& 125°C ahd3heéh AsthiBURE beiWer Zsatflated aqueous solution of NH,CI

0[ 5; AHE%JH lDr%n% elcgrln megrcr)?gtah clﬁhgsegg%lr *Ia; 4 anll <:cé>llu}41nnet h
( zchzowmﬁaphmm glicatgelwvith a giadisht oftnelptdnefitOpa gave 2ong (ca. 1%) of
221,1,1,3,3,3-hexafluoro-2-{4-[ [5-methyl-2-(3-trifluoromethyl-phenyl)-oxazol-4-ylmethyl} -
(2,2,2-trifluoro-ethyl)-amino]-phenyl}-propan-2-ol, yellow solid, MS: 581 (MH").

Example 23

25 2-{4-[[2-(3-chloro-phenyl)-5-methyl-oxazol-4-ylmethyl}-(2,2,2-trifluoro-ethyl)-amino]-
phenyl}-1,1,1,3,3,3-hexafluoro-propan-2-ol

23.1
4-chloromethyl-2-(3-chloro-phenyl)-5-methyl-oxazole was prepared from 3-chloro-
benzaldehyde in analogy to the procedure described by Binggeli et al. (WO 02/092084).

30 232
In analogy to example 22.2, from 1,1,1,3,3,3-hexafluoro-2-[4-(2,2,2-trifluoro-ethylamino)-
phenyl}-propan-2-o] and 4-chloromethyl-5-methyl-2-(3-chloro-phenyl)-oxazole was




4-chl oronet hyl - 5- net hyl - 2- (3-tri fl uoronet hyl - phenyl ) -0
xazol e was prepared from 3-

trifluoromethyl-benzal dehyde in analogy to the
pYoewdivs2descri bed by Binggeli et al. (W02/0RR86K)006397
15 22.2 A mxture of 100 ng (0.339 mmol ) of
1,1,1,3,3,3-hexafluoro-2-[4-(2,2,2-trifl uoro-

et hy] am no) - phenyl ] - pr opan- 2 ol (exanple 11.2), of 81

5. l[;'ee?)ﬁ% D@IP@% (f’ @P él% § eth¥]1 oxa?cjl -4~ 0& th]ylé (2, 25 tnﬂuoro -ethyl)-
10 2P TPhRBY ilds lmﬂwh@@ g@rprnf@wn $-@} yellopesolid.3¢S: fé%@ﬂ{ 1Ch.
and then distributed between a saturated aqueous

soEutmpla26f NHACL 20 and Et20. Drying of the conbined
organi ¢ phases over Na2SO4 and col umm chr omat ogr aphy

on 25(141{&&?1 E%eﬂ’{?'f-fl ﬁuﬁruaédlﬁaﬁyl%eﬂyl 6RE BN E4 e%‘ﬂ egﬁ%@}-phenyl)—
% Eg[ ,39?3 %‘1 L, érﬂi hexaf| uor o- 2- { 4-
T2 2O Py a&f? thyI phenyl ) - oxazol - 4- yI net hy

(2 2 2-trifluoro-ethyl)-am no]-phenyl}-propan-2-ol,

yell ow solid, Ms: 581 (MH). Exanple 23 25

2-{241[ [ 2- (3-chl oro- phenyl ) - 5- net hyl - oxazol - 4-yl net hyl ]
"(2,2,2-trifluoro-ethyl)-amno]-

phﬁ%ﬂu}mﬂ- ofl1 %(ﬁ&égmﬁm e(Xiaf | 41%91 2l P:Ji 3 34mxaluoro-propan-2-ol

%%%@EXN St v B oviamazal gwa ff - %@fx{éb&m&o and
10 hslrmdcfgefdhrs@t ScThdrolieimywaSevupgeitdd wid thd cruddBstributed between a

_ 02&@&2@ ous s%ﬂm%ﬁ of HICD arﬁﬂ?tlz@ QMeZ Eognltﬁfrﬁl r%gléatgeﬁ eFe,oc!Pied over

%l'a;épé ﬁ?ﬁl ﬁ\eﬁpﬁ'ﬁgﬁgagproga;teda h’Be residue was disso vec? in 5 mL 0¥T§F treated with
4 €A indr efraeiivh BHy S Hi tdhytion2r FBFahH o¢fxpd fon 2 [hys. ke zdlant was

3
% }5\%}%%9%%6 gﬁ{éﬁ&é’@%ﬁ%@@é&g&%’ cﬁ%&% a?gfcﬂif %8?:5&9%1? (NqOH and
( tz@ & 3GUEPYS DS e}laadlﬁed by addition of an aqueous solutmn of HClto a
aan@]f epianyg lejtrdctel, wlithEt3). JFhe exabind® bapic @ﬁﬁés Wer@Hlried over Na,SO,4
i“’f Ry aRase ot aOubyof RSl sin
1A }ITI'_Od?fpm2-ﬁ @gﬂtwyﬂpw wlid, MS: 288 ( H ).
1 1,1, 3 3- hexaf | uoro-propan-2-ol 24.1 A solution of
1g (3 86 mmol ) of
2- (4-am no-phenyl)-1,1,1, 3, 3, 3- hexaf | uor o- propan- 2- ol
20l g2 of THE and 5 ml, of pyridine was treated with
6.44 nmL (4.63 mmol) of Ac20 and

A solution of 100 mg (0.35 mmo}) of 2-(4-ethylamino-phenyl}-1,1,1,3,3,3-hexafluoro-
propan-2-ol and 96 mg (0.35 mmol) of 4-chloromethyl-5-methyl-2-(3-triflucromethyl-
phenyl)-oxazole (example 22.1) in 0.5 mL of DMF was stirred overnight at 80°C. After
distribution of the crude mixture between a saturated agqueous solution of NH,Cl and

25 Et;0, the combined organic phases were dried over Na,SO, and the solvent was
evaporated. Column chromafography on silica gel with toluene/EtOAc gave 91 mg (53%)
of 2-(4-{ethyl- [5-methyl-2-(3-triflucromethyl-pheny!)-oxazol-4-ylmethyl] -amino}-
phenyl)-1,1,1,3,3,3-hexafluoro-propan-2-ol, yellow solid, MS: 527 (MH™).

30  Example 25




10 stirred for 2 his at 60C. The sol vent was
evaporated and the crude distributed between a
di | uted aqueous solution of HCl and Et20. the corrbi ned
owgaspo@iases were dried over Na2SO4 and the Yo)
evapor ated. The residue was dlﬁgolved in5 nL SPE$ﬂ&y“&”7
treated with 7.7 nL of a 1M BH3*THF-sol ution in THE
and refluxed for 2 hrs. The solvent was evaporated
and the residue distributed between a dil uted aqueous
S oPue ol pkersi STt 2arck e mehrbetb waine) masi)-
t hayl,1ga3, sHheta@idofypdgaih-2iddn of an aqueous sol ution of
HCl- to a pH of ca. 7 and extracted with Et20. The

P g P B S B o
Zfﬁ |44 'ﬁli'-lﬂl@ rl}‘lg Y- 2-(3-chloro- phenyl) -oxazole (exarnple 23.1) was

51 Ikre’baf&d?ﬂ -8t-[[ex@fdhload Phpiydpsuiretryd bxazbl-glfimetiei]-&lyl-amino}-phenyl)-
5l 152l of bR HS! B8 (B 9001

2 4 et hy_%am no- phenyl)-1,1, 1, 3, 3, 3- hexaf | uor o-

and 96 ng (0.35 nmol) of
4 chI oronet hyl - 5-net hyl -2-(3-trifl uoronethyl -
phér§ichlorsxtrieshd-[Fenethylt 22(320iftbprametity} Hhetyl p bx@M4-whargethyl]-amino}-

st pn&@g IONES, g;gg{gxamorgq_.g, aaldlgr distribution of the
crude m xture between a sat ur at ed aqueous sol uti on of

N
M %&Mﬂwﬁ%ﬁé@v 8 AP P T R St oben-
it yPheryis i ALildss ?gbqrxaﬂmrh nrgpamzr@l fexanple 24) was
gap&p&ld w3-(25139@—4 {efhyR[s(theth ﬁlf-illd -trifluorometh; l—phenyl)-oxazol -4-
1' h#lnlar?mggﬁﬁen)y l UP { gg%t aﬂtBro-rﬂyolp)an X alz Oe!!low g&mnEfS 561
§)3 3- hexaf | uor o- propan-2-ol, yellow solid, M
527 (M—It) 30 Exanple 25 WO 2006/ 000323

isPCE:taEFiﬂ@ﬂS/ 006397 -36 2-(4-{ [
2- (3-chl or o- phenyl ) - 5- et hyl - oxazol - 4-yhnet hyl | - et hyl -

AMAELBRARYES- chicky bhdnyl) Sl aHRLLAB 2y RhARA fiyPhonlrb-pheny)-
?,33 %i‘ﬁﬁﬁ?f"rﬂ’r’@ﬂ%ﬂ%oll 1, 1 3, 3, 3- hexaf | uor o- pr opan-

2 ol and
4 k!tﬂn@bmmhg’mpﬁ-lﬂeftm lprédafed 2e(4H {2 (B- il ervyphengl) Ezmkthyl-oxazol-4-

—lhumsphe mIPig & £4 L exafluoro-propan-2-ol (example 25) was
202el§fﬁ§,‘1{1‘ ‘%%jg 0I Qr_ggﬂo ecrim)foro -p enylf?ﬂiemyéxgz?;—% y)l/.me;l;r;{ “ethyl-

1 dmihp Bplkngl) Hiek &8 3cliaxafiapprofanal-ol, Rllangexs lidiMSMR7 (MH',
i M+, 1Cl). Exanple 26
2 (3-chloro-4-{ethyl-[5-methyl-2-(3-trifluoromethyl-ph

zol - 4-yl nmet hyl ] - am no} -
"%7\1’? ,1,1,3,3, 3-hexaf |l uoro-propan-2-ol 10 In
analo é to exanple 17, from -
& ?riwnv{yk)w'hyﬂ) ém@hﬂmmaﬂ’bn@WMﬂFyﬂrean}-PhenYl)

25 1 1,1,3,3,3-hexafluoro-propan-2-ol

28.1

2-(3-benzyloxy-phenyl)-4-chloromethyl-5-methyl-oxazole was prepared from 3-
benzyloxy-benzaldehyde in analogy to the procedure described by Binggeli et al.
{WO 02/092084).

30 282 _
In analogy to_example 24.2, from 2-(4-ethylamino-phenyl)-1,1,1,3,3,3-hexafluoro-propan-




oxazol - 4-yl met hyl ) -
am no}-phenyl)-1,1, 1, 3, 3, 3- hexaf | uoro- propan- 2-o0
(exanmpl e 24) was prepared

ﬁyp%mgggggf 4-{et hyl -[ 5- met hyl - 2- ( 3- tdfluoroqﬁaa&uag%gng7

yl met hyl ] - an1no} phenyl)-1, 1, 13§ 3, 3- hexaf | uor o- pr opan
-2-ol, yellow gum Ms: 561 (M+, 1C). 15 Exanple 27

2-(3- chl or o- 4-{ [ 2-

( 3-2ctand &-(phenvyloyy-phenyths thlovoaediyl-G-nydt tolydole wedsipydpaeh2-(4-{[2-
' nq} b@lﬁh@l’bﬂ }Jhen]/l)ls %e&yﬁoﬁzﬁ%ﬁﬁﬂaﬂﬁﬂ% -Qﬂﬁ'ﬁb 1%5Hehylh,1,1,3,3,3-

D Rl o S B AR o of enifesof, RS RBL GG (-

yInethyI£ et hyl - am no} - phenyl ) -1, 1, 1, 3, 3, 3- hexaf | uor o-
préﬁﬂﬁ 28l (exanple 25) was 20 prepared
2-(3-chloro-4-{[2-(3-chl oro-phenyl ) -5-net hyl - oxazol -

¥ 2e@HjA-{4-lenigldxy-phenyl)-5-methyl-oxazol-4-ylmethyl] -ethyl-amino}-phenyl)-

am 3- hexaf | uor o- pr opan- 2- ol ,
mgl}vﬁgz’%ag)é?%ﬂmﬂ%&g’%? (MH+,  2Cl). Exanple 28

[2 éé benzyl oxy- phenyl ) - 5- et hyl - oxazol - 4-yl met hyl ] - et
hyR-= (é*rhemy}oxp-ipbnwll))-é'g c@Bromethyl-5-methyl-oxazole was prepared from 4-

1, Be xPbarR8NFHL HOIAIR) ARRD b Q'iurg&sénbedb Bmggeh etal.
u? &@.(gﬂg%égécy phenyl) 4- chloronethy -5-ne [*"oxazo
'd from 3- benzyl oxy- benzaldehyde in
analogy to the procedure described by Binggeli et al.
(We9-82/ 092084). 30 28.2 In analogy to exanple 24.2,

f I DMAnalogy to example 24.2, from 2-(4- ethylammo §henyl) 1,1,1,3,3,3-hexafluoro-propan-

vxo“bﬁ‘é%%%ﬁﬁ&%welﬁéﬁﬁw&e@@w g

8?“‘231?&%3 rdpared 2-(4-{[2-
2- (Bbtrariowt- Piwylﬁrﬁen?‘bﬁ'mweﬂmmylﬂm&;ygmdmhe oA dlI,3.3-

15\ BeRAeRa pRehbad=4-4; i t%ellow solid, MS: 563 (M-HY"
(3 benzyloxy pheny % met hyl - oxazol - 4-yI met hyl ]

EE¥+ no} phenyl) 1,1,1,3,3, 3-
Riot o- propan -ol, off white solid, Ms: 563
) {{{e@ybhkn@&s?zwfbwfa athedgry-Iscifeetegicthyatiol)-phepriieminol-

Y| inedhiyDys-mediyIR@daz 11y binzoic acid methyl ester
1,1,1, 3, 3, 3- hexaf | uoro- propan 2-ol 29.1 -

2-4¢ir benzyl oxy- phenyl ) - 4- chl or onet hyl - 5- net hyl - oxazol e

are rom 4-
2085 (tP chibs rome yE 5-methyl-oxazol-2-yl)-benzoic acid methyl ester was prepared from 3-
formyl-benzoic acid methyl ester in analogy to the procedure described by Binggeli et al,
(WO 02/092084).

30.2

In analogy to example 24.2, from 2-(4-ethylamino-phenyl)-1,1,1,3,3,3-hexafluoro-propan-
25 2-ol and 3-(4-chloromethyl-5-methyl-oxazol-2-yl)-benzoic acid methyl ester was prepared

3-[4-({ethyl-{4-(2,2,2-trifluoro- 1-hydroky— 1-trifluvoromethyl-ethyl)-phenyl])-amino}-

methyl)-5-methyl-oxazol-2-yl]-benzoic acid methy] ester, light yellow foam, MS: 515 (M-

HY.

Example 31

30 4-[4-({ethyl-[4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenyl]-amino}-
methyl)-5-methyl-oxazol-2-yi]-benzoic acid methyl ester




benzyl oxy- benzal dehyde in anal ogy to the procedure
descri bed by Binggeli et al. 10 (WD 02/092084). 29.2
In anal ogy to exanple 24.2, from

2wiokogiosh-am no- phenyl )-1,1, 1, 3, 3, 3- hexaf | uorBC'P/E‘.Pﬁ%?@OG:}W
2-ol and

2- (4-benzyl oxy- phenyl) - 4- chloronethyl 5- net hyl - oxazol e

was prepared 2-(4-{ [2-

(4- benzyl oxy- phenyl ) - 5- net hyl - oxazol - 4-yl et hyl ]

- ety - ami no} - phenyl )-1,1,1, 3,3,3 15

h e>qa4f4thwr@mm1¢1paﬁrea:yﬂbxazbl-gm) -b¥dokutidSRbthfl estBivasifiépared from 4-

g)b?‘ﬁ‘)é’fcr% ipel espesip apiomta theBRgaf et fesibed by Bigpsgt ol
3:!9?%95‘%) phenyl ] - ami no} _

nethyl) 5- met hyl - oxazol - 2-yl ] - benzoi ¢ add net hyl ester
30.31.2 20

3- (Iﬁ fﬁégg 9@5\%\1&% %r% gﬁ)gﬁ?’d %%ﬁ%@ f%}% n%l qggrz,]‘:g%,g h%ﬂﬂq%'o propan-

metzn‘gl fng & dchloppragtaylSogrethyl-enaeol Pr - benspis asid seqthyl egjenyyas prepared
dl{eth)ét[tlaﬁ 2,2-t¢i0\6d10 21-RRR6:84)- trifRidr onethyl-ctlid)-plgdayl] @mino} -
Z“;ﬂ* otk SRz bepecie ey s by rempl: 15 O
1‘25 01 and
3- (4-chl or onet hyl - 5- et hyl - oxazol - 2-yl ) -benzoic acid

nettayhpled2 er was prepared 3- [4-({ethyl-
[4-(2,2,2-trifluoro-I|-hydroxy-I|-trifluoronethyl-ethyl)

- ph - 1 7 -F Infinol-
e
4[41({ethl-[4(2 2-trifluoro-I-hydroxy-1-trifluoro
1:‘\]159 utign |§ % mgﬁ@}@mnpmé)mfﬁd}i ({ethyl-[4-(2,2,2-trifluoro-~1-hydroxy-1-
metuhﬂﬁo}orﬁe tHAL A %a@;r lam%n Lﬂneda %&hﬂ%ﬁzmmibemm acid
Lo

t O 6/ 0 639
PR thof o t’fa*ﬁ;)"lthglﬁ%f’%lééﬁ‘ée"“ LiOH
metah@ $tlraesltaé RT\fml lpTbp ariedre was aridified oy phi - el aquzonch@l and
mﬂﬁﬁibu@eﬁb@ﬁvéeiﬂ?@@n@@lfzd @h é%lﬁﬁ&ﬁﬁgﬂ{ @plﬂiﬁé%érp&%dm(rer Na,;SO04

ng %vlgi:v%r&teg%o (8%’230? 3 %4 ({eth)r]1 [4- (2 2 2- tr1 uorg 1 hy%roxy—l—
22- l@tmﬂhﬁrqﬁuﬂbﬂmnyl] Jaxrfind}; thetBylp-53nttbpaidazdr2oylpbepaiv-acid, light
yellow solid, MS: 503 (MH™).

Example 33

4-[4-({ethy}-[4-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-phenyl]-amino}-
methyl)-5-methyl-oxazol-2-yl]-benzoic acid

" 25 Inanalogy to example 32, from 4-[4-({ethyl-{4-(2,2,2-trifluoro-1-hydroxy-1-

~ trifluoromethyl-ethyl)-phenyl}-amino}-methyl)-5-methyl-oxazol-2-yl]-benzoic acid
methyl ester (example 31.2) was prepared 4-[4-({ethyl-[4-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl}-phenyl]-amino}-methyl}-5-methyl-oxazol-2-yl] -benzoic acid, light
yellow solid, MS: 503 (MH™).

30 Example 34

3-[4-({ethy}-{4-(2,2,2-rifluoro-1-hydroxy- 1-trifluoromethyl-ethyi}-phenyl]-amino}-
methyl)-5-methyl-oxazol-2-yl}-N-methyl-benzamide



2-ol and
4- (4-chl or onet hyl - 5- net hyl - oxazol - 2-yl ) -benzoi c acid
net hyl ester was prepared

Ay daoshatsiy! - [ 4- (2,2, 2-trifluoro-1-hydroxy-I -

met hyl - et hyl ) - phenyl] am no} - qgth yl) 56ﬁ£ﬂﬁ8&8&”7
-5-net hyl - oxazol - 2-yl ] -benzoi ¢ "aci d net hyl ester,

l'i ght yeIIOM/foanl M5: 515 (M 10 H)-. Exanple 32
3-[4-({eth 2,2-trifluoro-I - hydrox) | -trifluoro
nefifglutiep }ﬁ%mg, Mpl]nﬂamf Ad#=({ethyl-[4-(2,2,2-trifluoro-1-hydroxy-1-
rretxﬁﬂdo)rmﬁctﬂﬁtelﬂyﬁl} pheamﬂanznoqt&lemﬁ%%&hﬁ%ﬂzoﬁzw ~Hriz6R acid

f 92
3- L‘ﬂ Wg E“E‘B%‘Fé”%s Frepte 3 9me (Of syop) of methylamine
t r Prdradienidsiang 0- mydo)%mweﬁv (of 4-amrickyiporpbotind andsopled t0Q°. After
5 oxdidiﬁd)n @19 Inhg (0@E20h61) BEFDCT AR hfﬁ% (@%l%mﬁﬁ)&@ﬁ@ﬂ' the mixture was

i feal R T BByl o i goatorated

Wagquggpsuqofqn@g of YHeEl. Zhg coiinbined qrganiu phide} wem dried over Na$Oq and |
di &tapbrhtéﬂe@olbﬁh\&ﬁ%a’fég@%lg% 1Pzl W@ E%@H@Fm% %gqa%%fa [4-
ai?t%?l gs{%el ij;rlﬂ%gmoy %grdroxy ? 1ﬂugr%9ne et?lyl? phenyl] oa:}/xme5 -methyl)-5-

103 1[“4 l[@sanglrz PN @etizxylzbetnzamidmmborlesdrgrm D4 516 GH").
trifluoronethyl-eth)l)-phenyl]
- aiimange 32t hyl ) - 5- net hyl - oxazol - 2-yl] -benzoic acid,
Ilght yel l ow solid, Ms: 503 (MH#). Exanple 33

{éﬁl&m@- [242 &ﬁlu% A1 %hidf:vqf&*ﬂhomwﬁéﬂ%ntﬁﬂekw 19F®no}-

o ﬁ%wl)-fvsmﬁ%ylﬁwﬁﬁx’aﬂbw Bhehybeereidac ¢ 25 |n

anal ogy to exanple 32, from 4-[4-({ethyl-
[ Jn(a@&égﬂtmwmmpla éﬂ,d‘fsdm Bl ¢-i( fetbxyy{ £-(2,2,2-trifluoro-1-hydroxy-1-

15 t rtkifﬂlu I') 1 arﬂﬁl%'}]%équlas thyl-oxazol 2- 8?1 benéom acid and
' mat 1P1§)73§§§ ( ﬂi&ﬁl’gﬁlé ((e.'? LZ’CZ)ItnﬂL?grlo 1-hydroxy-1-
4- tflﬂuél{omeﬂwﬂ-eﬂlﬂ)(phﬁﬁxl]zammoﬂmmhﬂ} b-nieylait @xyzol -2-y1]-N,N-dimethyl-
trHeBkéiﬂH@'EEfoHXJs ﬁl‘hhMIS sal%hgmq]'* am no} - met hyl ) - 5- net hyl

- oxazol n20|c aci ght vyellow solid, Ms:
5 30 Exanple 34 3-[4- ({ethyl-
3§F§P§&% trlfluoro | - hydroxy-1-trifluoronethyl-ethyl)
en LL am no}
20 rrériﬁ‘y(? ﬂ-Hé?ﬁﬂ-ﬁ@%ml-hzdxyk}'-lmlﬂe@mweﬂ%nﬁﬂﬁrmn)dbammo}

2GAGhAPEILAhPRCRARP209EhQRERRE -39 A solution of 22 ny
(0.04 mmol) of

?;1%1 f%Télé BQ% fe 42 F‘{%Ffs % {fe hﬁz;’ 1215 AYSE R Frydroxy-1-

)5 ﬁ’ﬁi h?nm@kéﬁhﬂhsﬂqthyl-lg@gﬂpbzﬂl}émnamc acid and
( @K'ﬂlmh&‘mii:ﬁboride whs prepdrtd M (peasyi4-enp,20riRbdrB- 19hflBoxy-1-

25 ( Qm&@ormh%d %yl%k@r)éi ammo}-methyl) 5-methyl-oxazol-2-yl]-benzamide,
colorless gum, MS: 502, (MH™).

Example 37

4-[4-({ethyl-[4-(2,2,2-trifluoro- L-hydroxy-1-trifluoromethyl-ethyl)-phenyl]-amino}-
methyl)-5-methyl-oxazol-2-yl}-N-methyl-benzamide

30 In analogy to example 34, from 4-[4-({ethyl-[4-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-phenyl) -arnino}-methyl)-5-methyl-oxazol-2-yl]-benzoic acid
(example 33) and methylamine hydrochloride was prepared 4-[4-({ethyl-[4-(2,2,2-




hydr ochl ori de and 0.03 nL (0.26 muol ) of

4- met hyl nor phol i ne and cooled to 0. After 5 addition

of 12 mg (0.06 mmvl) of EDCI and 1 ng (0.001 mml) of

HYB hodshiBozax Xt ure was allowed to reach RT, stirr

6 hours and distributed between Ft20 and a salpﬁ}r%f’@ Hosss7
aqueous solution of NHACl. The Honbi ned organi ¢ phases
were dried over Na2SO4 and evaporated. Col um

chromat ography on silica gel with Et OAc gave 17 ng

( 759dluqrp- I3hydgoxyr I-euflngromethyl-ethyl)-phenyl]-amino}-methyl)-5-methyl-oxazol-2-
[ 41&]2N2n&hy1ruehwﬁa@wmtlay@l{dom dret(Mrrtyuor omet hyl - et hyl )

- phenyl ] -am no} - met hyl ) -

netﬂ}gjf R -2-yl]- N net hyI benzam de, colorless gum

8 Exan'ple 35 3- [4-({ethyl-[4-

(2, 2 ﬂgjuoro 1- hydr oxy- 1- trlfluoromsthyl et hyl ) .- ph.
emﬂ Af-(2,2,2-trifluoro-1-hydroxy-1-triflnoromethyl-ethyl)- pheny]-ammo}-

netﬂwhjl)—s—nmhﬁydxanﬂazﬂ] N2ihethyPbesizarmiday | - benzam de
In anal ogy to exanple 34, from

| t3r I[Ig}aﬁigr 3 |exz{n4plé34 2o 4- F{ieg eﬁgrp;@z Zﬁﬁ@ﬁlﬁﬁyﬂh yardxy o
- o)?g wro n@}}’rgfh}g]ﬁ f’g%/lva] thyg]-ﬂg{eﬁ{;rf )ﬁ‘%/ ﬂ%z yi}- Iﬁnzo¥c acid
hy dexsoipladd) ded dasthylepae h}:tirochlonde was prepared 4-[4-({ethyl-[4-(2,2,2- L
3- [tﬂﬁﬁ&r@llhﬂyld'n{:ﬁ I %dgto?orh&h)tlleﬂﬂr[)ogﬂ )th\srl )-5- metth—oxazol -2~

eafl
1d o, gzlg'&r g“’iﬂﬂ]‘% b_ﬁpﬁﬁgﬁ‘%%wﬂfﬁﬁh??" d’blgg ylélnef:g?/orl ess gum

I\/S 530, (MH). Exanple 36 20

3- [EMIPPJGﬁHyI [4-(2,2,2-trifluoro-I-hydroxy-I-trifluoro
net hyl - et hyl ) - phenyl ] - am no} -

e kil (Jethylfet(hy2-eifiasgel t-Bydtbly- Destharbaethyl-achfilnphog)-idino}-

oL e A
triflu thyl -eth h I - et hyl ) t hyl
BB e v R - ook aRos YR E s
lfpr eyithucedmathiyd eth i@ phiniyl}-4ndind Bmethah 3 tdethiyb .22bk Dyl sbeianid acid
tr I(f];liam ;e03 taﬁd fnmmtolg}i chl?]nde vr:}]s prel%arﬁg}éc [rTE(t{?]thYl [4&2 ﬁ;]m]uoro 1-
SR St -Phe by sk st - Mclsp pazal 31

( Mbkdnzarmideawhite sohid, ¥is[ sba(ethy! - [ 4- (2 2,2-trifluoro-

I -hydroxy-l -trifluoronethyl -ethyl )-phenyl ] - am no} -
le2p et hyl - oxazol - 2-yl ] - N-nmet hyl - benzanm de 30

In ana ogy to exanple 34, from4-[4-({ethyl-

4 ¢ 2t Benerky Bk rre bRt e tominel Ry lsb HbRAsT
- ohexaflno-pidopab@rdoi ¢ aci d (exanple 33) and

met hyl ami ne hydrochl ori de was prepared
4-pdi({ethyl -[4-(2,2, 2 WD 2006/ 000323

PC;/éEPZ(fO h?&%%%ﬁm 5- methyl—oxazole was prepared from phenyl-acetaldehyde in
analogy to the procedure described by Binggeli et al. (WO 02/092084).

25 40.2
. In analogy to example 24.2, from 2-(4-ethylamino-phenyl)-1,1,1,3,3,3-hexafluoro-propan-
2-ol and 2-benzyl-4-chloromethyl-5-methyl-oxazole and 2-benzyl-4-chloromethyl-5-
methyl-oxazole was prepared 2-{4-{(2-benzyl-5-methyl-oxazol-4-ylmethyl)~ethyl-amino}-
phenyl}-1,1,1,3,3,3-hexafluoro-propan-2-ol, dark brown oil, MS: 473 (MH").

30 Example 41




trifluoro-1-hydroxy-I-trifluoronethyl-ethyl)-phenyl]-a
m no} - net hyl ) - 5- net hyl - oxazol - 2-
yl ] - N-net hyl - benzam de, white solid, Ms: 516 (MH).
??gﬁ(?etﬁyl [4-(2,2,2-trifluoro-I-hydroxy-I- RGTFR2015{086397
nmet hyl - et hyl ) - phenyl] am no} -
nmet hyl ) - 5- met hyl - oxazol - 2-yl ] - NN-di net hyl - benzamni de
In anal ogy to exanple 34, from
4- PA4($thylniptmpthyl 2((B) m)ﬂﬁdauﬂﬂefﬂneﬂzyﬂrmye] phenyl}-1,1,1,3,3,3-
trhghgg&gqﬁg yl-2&j hyl ) - phenyl ] - am no} - met hyl ) - 5- met hyl
oxazol 2-yl ]-benzoic acid (exanple 33) and
thlan1ne hydr ochl ori de was prepared
({ethyl-[4-(2,2, 2-
t r Brchlggere Ylhiirmeé)dr-?i((E)fsmlhgxaanbmhypwemsf fpspEeAytienid-propenal

ST B0dmaltRy By ihk pRociBirB Mkt BB Birggdifet al (WO 02/092084).
yI] N, N—dlnetﬁ - benzam de, ?mﬁ%%e sol ﬁd V5. 530( MHt ) .

pl e 39
f4 giethyl [4-(2,2,2-trifluoro-1-hydroxy-I-trifluoro
n}p}f@%ﬂ froxg,ﬁ-ﬁ(ﬂthylammo -phenyl}-1,1,1,3,3,3-hexafluoro-propan-

nemyhr)c}zﬁcm;dmydthmamhym §(E]-sthehsrrblend hrthnﬁ@;hétﬁyi 4-Rethyl-2-

a§41'evj ﬁre ire%Z é4 t[eth‘,fll(a 61?%‘}1)[ -Zh 8} ! oxf%ol -4-ylmethyl)-
1°t r £ing waﬁ%}hgu t%hfamfﬂmqupaaﬁﬂ ighitise s)ali@l%ﬂﬁ@(MH*).
~-oxazol -2-yl)-benzoic acid (exanple 33) and ammoni um
chEmpdked42vas prepared 4-[4-({ethyl-
[4-(2,2,2-trifluoro-1-

hYE’-'{@{%{hﬂ'I-(deléti'xﬂ@tﬁl{EﬁEth Lox@iml})lm%‘?ﬁyalnlmo] Ehenylé -1,1,1,3,3,3

5; met hyl - oxazol - ben
maliqn“t" R‘i"df"l’a"g‘?&é}"‘soz (VHH) . Exarrpl d 40 20
i4 [ (2-Dbenzyl - 5- nethfl oxazol - 4-yl net hyl ) -ethyl -amn
0] & peletgn $£40 mg 0.05 Bmal) oh2:ié{ GZdEnU)‘lfﬁFmp‘@HLQXa@M-%ﬂmthYl) ethyl-
152- BEMEYp héh'y&}hi 011 81%8f hokh frr & Edpih M@K ol We@ﬁ%@&@ﬂed with 20

from Y, ana to t roce .
ocREePRES (69‘9%%‘8@%??365%6%? aUpQRPh e RIS S tpy I ration and

I nevapmlaf@tgygatvo 22 ry(pl%) 2-{3;|ethyb(B-methyl-2- phenethyl -oxazol-4-ylmethyl)-
- 2-4fAm6 1PN 101 Bh%nyéxaﬂu%r Jo in-3..0l; l@xﬁ?{.ﬂo%ﬂobﬁ[ SHARNEH").

2-ol and 2- benz Z4-chl oro ﬁ& oxazol e and

2- benzyl - 4- chloronethyl 5- nethyl oxazole was prepared

2-{4-[ (2- benzyl - 5- net hyl - oxazol - 4-yl net hyl ) -et hyl -ani n

o] - phenyl}-1,1,1, 3,3, 3-hexafl uoro-propan-2-ol, dark

brown oil, MS: 473 (MHt). 30 Exanple 41 WD 2006/ 000323

PCT/ EP2005/ 006397




-41 2-{4-

[ethyl -(5-nmethyl-2-((E)-styryl)-oxazol -4-yl net hyl)-am

no] - phenyl }-1,1, 1, 3, 3, 3- hexafl uoro- propan- 2- ol 41 1

4 hyl - 5-met hyl - 2- ((E) -styryl ) -oxazol e wa

p?§%%§%§ %on1(E)-3-phenyI propenal 5 in anaPE@QT?Bym”$”
t he procedure described by Bingﬁ%1i et al (WO

02/ 092084). 41.2 1n analogy to exanple 24.2, from

2- (4-ethyl am no-phenyl)-1,1, 1, 3, 3, 3- hexaf | uor o- pr opan-
2-dbmmmﬁum-chloronethyl-5-nethy|-2-((E)-styry|-oxazo|e
and 4-chl oronet hyl - 5- et hyl - 2- styryl - oxazol e was

prepar e@ilm coated tablets containing the following ingredients ca.n be manufactured in a

2- {1“8“1’%%%‘8%11’55 met hy! - 2-((E)-styryl *8xazol - 4-yi net hyl

-phenyl} 1,1,1, 3, 3, 3- hexaf |l uoro- propan-2-ol, |ight
yellngisdientsi 4 Ms: 485 (M+). Exanpl e 42 Per tablet

2-{4-[ethyl-(5-nethyl -2-phenet hyl - oxazol - 4-yhnet hyl ) -a
niﬁ@#nﬁhenyl} 1, 1 1, 3, 3, 3- hexafl uoro-propan-2-ol A
solg&ﬁmn (0. 08 nmol ) of 20

2- 2 b nzylli nethyl oxazol - 4- ylnethylfﬂefﬁ§l- féhng
am 0% 1,3, 3, 3- hexaf | uor o- pr ogan-2€ ol %’ M8
1 lhactoieﬂﬁmﬁsmas treated with 20 ng of Pd/6C.OEAHY) 7arltng

hy d9@eRakes at atnospheric pressure for 2 nggés 15.0 mg
Filtration ﬁm]‘g evaporation gave 25 ng (62
g C

2- $a9ium 37k glcqlie hy | - 2- phenet hyl - oxazol - 4- (57§ hy|ly.0 mg
amhﬁxgheanmmgehx}atel 1,1, 3, 3, 3- hexaf | uor o- propansang! , 4.5mg

i oi |, NB: 487 (MH). WD 2006/
c% EP2005%%6397 -42- Exanple A Film coglgg%%?%blsestosomg
cof]’é% "ﬁ'gthefollovmng i ngredi ents can be

rranﬁi;ffdamypf@@ﬂmahﬂcemm»éentl onal manner: | ngr&aGhgnts 7.0 mg
é@@’ §do: Conmpound of formula (1) 440,90 gy
g ngl%hm’lg&{)cryst alline cellulose 23.5 Jg g -6 ™8
La de¥se hydrous 60.0 ng 70.0 ng Povi done KQQHIQ 5 Agmg
15IfnrgydSgelidwn starch glycolate 12.5 mg 170@ fg 1.6 mg

Titan dioxide 0.8 mg 1.6 mg

5 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 compressed to yield kernels
of 120 or 350 mg respectively. The kernels are lacquered with an aqueous solution /
suspension of the above mentioned film coat.

10




Magnesi um stearate 1.5 ng 4.5 ng (Kernel Weight)

120.0 ng 350.0 ng Film Coat: Hydroxypropyl nethyl
cellulose 3.5 ng 7.0 ng Pol yet hyl ene gl ycol 6000 0.8
nFobofoi®z Talc 1.3 ng 2.6 ng Iron oxyde (ye ),

mg 1.6 ng Titan dioxide 0.8 n‘g%l.6 mg’ 5 The 154810’%@2393"’%“97
ingredient is sieved and nmixed With microcristalline
cellulose and the mxture is granulated with a

solgy 'gﬂﬁpf pol yvi nyl pyrrolidon in water. The

granulate is mxed with sodiumstarch glycol ate and
magesi unst earate and conpressed to yield kernels of
120 or §szﬁu¥ﬂgcqréya@gﬁhquﬁwnmreﬁ@pﬁémbmenufy@wérnefd
W tchnrantaslie@dsersol ution /  suspension of the above
mentioned filmcoat. 10 WD 2006/ 000323

PCIngERdons/ 006397 -43- Exanpl e Exanpl e B Capsul eBer capsule
containing the follow ng ingredients can be

ma ' conventi onal manner: |ngredient
Pe?ﬂ%gggﬁﬁggbégﬁgéﬂnd of formula (1) 25.0 ngy Lactg‘%gmg
150260y Mize starch 20.0 ng Talc 5.0 ng 5 Tha50.0mg
co gﬁgg& are sieved and mxed and filled into
capstfes ot size 2. Exanple C Injection solutions ¢4A™8
hatelct he fol | owi ng conposition: Conpound of fornul asomg
(') 3.0 ng Polyethylene dycol 400 150.0 ng Acetic
Acid g.s. ad pH 5.0 Witer for injection solutions ad

1.0 m
5 C}'he components are sieved and mixed and filled into capsules of size 2.

'Example C

Injection solutions can have the following composition:

Compound of formula (1) 3.0mg
. Polyethylene Glycol 400 150.0 mg
Acetic Acid : q.s.ad pH 5.0
Water for injection solutions ad 1.0 mi

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.




10 The active ingredient is dissolved in a mxture of

Pol yet hyl ene d ycol 400 and water for injection

(part). The pHis adjusted to 5.0 by Acetic Acid. The
Vel Gﬂioﬁsz?dj usted to 1.0 m by addition of the
residual amount of water. The S?I{)uti on is fil tPEEF2005/006397
filled into vials using an appropri ate overage and
sterilized. WO 2006/ 000323 PCTI FP2005/ 006397 - 44-

Exanpl e D Soft gelatin capsul es containing the

f ol ¥xewipteD i ngr edi ents can be manufactured in a

conventi onal manner: Capsul e contents Conpound of

formul a Sbﬁ)gel?ﬁx@cdﬁules%ﬁh’taﬁﬂhgl\iﬁlx fc&ﬁ&éx{@ngrbﬂﬁdﬁtg gﬁil ttredhufactured in a
Soy [ .0 nmg Partially hydrogenated pl ant

oi I%ng%?fén%gmmgggia bean oil 110.0 ng Weight of

capsul e contents 165.0 ng Celatin capsule Gelatin

75. GARtyle contRiSr ol 85 % 32.0 ny Karion 83 8.0 ng (dry
matter) Titan dioxide 0.4 ng Iron oxide yellow 1.1

ng Gorpewalctf forendlan@y edi ent is dissolved in a warm 30mg
;re:-ggugg“g& thef ot he:r i ngr edi enlts an? the mxture i 0mg
il].ed into.soft gelatin capsul es of appropriate si
ThehY‘?‘PFé‘ateggf’Yalbeg{’g&i n capsul es are treated %0 mg
ac cargillygydmgernatedygambilpr ocedur es. WO 2006/ 000323 34.0mg
PCTd HFPROBRA 1006397 - 45- Exanpl e E Sachets contai ni 0.0 mg
th Dk‘l owi ng, i ngredi ents can be manufactured in a,
cont/&isht Freapsule R8I  Compound of formula (1) 50. 0 %% ™8

Gelatin capsule

Gelatin 750 mg
Glycerol 85 % 32.0mg
Karion 83 8.0 mg {dry matter)
Titan dioxide 0.4 mg
Iron oxide yellow 1.1 mg
5 The active ingredient is dissolved in a warm melting of the other ingredients and the

mixture is filled into soft gelatin capsules of appropriate size. The filled soft gelatin capsules
are treated according to the usual procedures.




Lact ose, fine powder 1015.0 ng Mcrocristalline
~cellulose (AVICEL PH 102) 1400.0 ng Sodi um
car boxynet hyl cellulose 14.0 ng Pol yvinyl pyrrolidon K
Magnesi unstearate 10.0 ng Flavorin

ig%%@?@g%gﬁ 0 ng 5 The active |¥§red|ent is nFQgHP%W¥WW$”
~lactose, microcristalline cellulose and sodi um
car boxynet hyl cellul ose and granulated with a m xture
of polyvinylpyrrolidon in water. The granulate is
m R&gome®h magnesi unstearate and the fl-avouring
additives and filled into sachets. W 2006/ 000323
PCT/ EP284xh4t0 063 8ding tiolldhiag redlentsGanpotndsafagiired in a conventional
fo 93(|) OH CF3 CF3 R NR2 CHR3 | fCH2)m
JCRRS R6 (1) wherein 5 R is hydrogen, hal ogen, or

r aIk | ower -al kyl, fluoro-Iower-alkyl,
cy OBEPHQHOf%HBNagpkyI, or heterocydyl -1 ower- al ky[°0-0m8
R3 Lagodeyfireqgender | ower - al kyl, aryl, cycl oal kyl, or1015.0 mg
hema%a{&me ceﬁ{uogesmlvyéﬁpﬁmozﬁyd roxy, | ower - al koo me

ar | -1 ower.-a het erocycl yl 4ower- 10 al koxy;, R5
¥ﬂ BFH@EH“WPQ%éFdE@%§ aryl, or heterocydyl; 140mg

Polyvinylpyrrolidon K 30 10.0 mg
Magnesiumstearate 10.0 mg
Flavoring additives ' 1.0 mg

5 The active ingredient is mixed with lactose, microcristalline cellulose and sodium

carboxymethyl cellulose and granulated with a mixture of polyvinylpyrrolidon in water.
The granulate is mixed with magnesiumstearate and the flavouring additives and filled into
sachets.




R6 is aryl, heterocyclyl, or N R7 OR7 is |ower-alkyl
or fluoro-lower-alkyl; 15 Rs is phenyl which is
optionally substituted with 1 to 3 substituents
swbeeArohs OMm t he group consisting of hydrox
hal ogen, | ower-al kyl, fluoro-I|ower-alkyl,
hydr oxy- | ower - al kyl ; R9- O C(O) =46 RIOR' NC( O) -,
R2-O0C(O-Iower-al kyl, R 3-0-
C( O - hydroxy- | ower -al kyl, RL4RL5NC(O) - | ower - al kyl ,
R 6R 7NC( O - hydr oxy WO 2006/ 0@f3s PCT/ EP2005/ 006397
-47 | owner - al koxy, aryl -1 ower-al koxy,
Rs-0CO - | e¥aps
R 9R2ONC(O) - | omé?‘?*ﬁ%%i‘??ﬂé& RI0, R', RI12, Ri3, R 4,
R5 Rc R R8 R9 and e inggpendently from each
ot her are hydrogen or Iomer-.lgﬁl; 5Lis asingle
bond, |ower-al kyl ene, or Yfaren—a¢Fgenyl ene; misQo3;
nis 0 or 1; and pharmaceutical]ly acceptable salts and
esters thereof. 2. Con'poundordi ng to claimi,
wherein R is hydrogen or hgloggn. 10 3. Conpounds
according to any of clains 1 2, mherein R is
hydrogen or chlorine. 4. Conpounds according to any
of clainms 1 - 3, wherein R2 i & TRwer-al kyl or
fluoro-1lower-al kyl. 5. Conpouggiglaccording to any of
clains 1- 4, wherein R2 is etﬁé% or 2,2,2- 15

(Gl

]

¥, am no,
CT/EP2005/006397

trifluoro-ethyl. 6. Conpounds erding to any of
clainms 1- 5, wherein R3 is hy or aryl 7.
Conpounds accordi ng to any ofﬂclains 1- 6, wherein R3
i s hydrogen or phenyl. 20 8. Cbnpounﬂk according to
any of clainms 1- 7, wherein R3 is hydrogen. 9.
Cowperginds according to any of clains 1 - 8, wherein R4
i s hydrogen or

5 R is hydrogen, halogen, or lower-alkyl;

R? is lower-alkyl, fluoro-lower-alkyl, cycloalkyl-lower-alkyl, or heterocyclyl-lower-
alkyl;

R? is hydrogen, lowér-alkyl, aryl, cycloalkyl, or heterocyclyl;

R* is hydrogen, hydroxy, lower-alkoxy, aryl-lower-alkoxy, or heterocyclyl-lower-
10 alkoxy;

R’ is hydrogen, lower-alkyl, aryl, or heterocyclyl;
RS is aryl, heterocyclyl, or

t" N
I S—L—pgt
~0 '

R’
R’ is lower-alkyl or fluoro-lower-alkyl;

15 R® 1s phenyl which is optionally substituted with 1 to 3 substituents selected from the
group consisting of hydroxy, amino, halogen, lower-alkyl, fluoro-lower-alkyl,
hydroxy-lower-alkyl; R’-0-C(0)-, R*R"NC(O)-, R"-0-C(O)-lower-alkyl, R™-O-
C(O)-hydroxy-lower-alkyl, R“*R"*NC(0)-lower-alkyl, R"R"NC(O)-hydroxy-




hydroxy. 10. Conpounds according to any of clains 1-

9, wherein R5 is hydrogen. 11. Conpounds according to

any of clainms 1 - 10, wherein R6 is phenyl, 25

W6 b@ds0bas t hi azol yl, or benzo[ b] t hi ophenyl, ' I
optionally substituted with hql4ggen. 12. Con%@lﬂ%%gdﬁomw
according to any of clains 1-11 wherein R6 is phenyl,

chl oro- phenyl, pyridinyl, thiazolyl, or

chl or o- benzo[ b) t hi ophenyl . WO 2006/ 009323 '

PCT/ EP200s7 858 8lower-alkaxyl Byl-lonppdkerdsk adt-61 @i -tryver-elkamyand

of cl ai RERENCIQ)-loneeaRyekyR6 i s phenyl. 14. Conpounds
according to any of clainms I =10, wherein R6 is R7 0

wWhet @ing R i2 5,1k 1sal V7 o5 [ $nph I ' '
op?i’g{néﬁl ;R s’fﬁ)sf?él‘\? Bt & %//mﬁtﬁ éﬁgﬁ{g?i tﬁ%ﬁfn%ggpig?}é%am other are
from tHey9geesnsT lvsEelkek i ng of hal ogen, :
fluoro-lower-alkyl, RI-OC(O-, RIOR'NC(O - and

sar 1 - | owesinglalbkod owdrSlkiyienhyd logenallenylémeyer - al kyl ; R10

and R11, independently from each other are hydrogen or

| omer - akkyd3; 10 Lisa single bond, ‘I ower-al kyl ene, or

| ower - al kenyl ene. 15. Conpounds according to clains

14, V"h%ﬁiof‘l;m is methyl. 16. Conpounds according to

any of clains 14 - 15, wherein R8 is phenyl

substituted with fluoro-lower-al kyl, hal ogen, carboxy,

or 219 RREPacsy thﬁﬁl?@tﬁ?‘{ fi58 according to

any of clains 14 - 16, wherein R8 is 3 15

trifl udr ometeppophdsncrording ¢htlaimol, pherejs R' is hydrogen or halogen.

4- car boxy- phenyl, or 4-(CH3)2NC(O) - phenyl. 18.
10Conpourids  ackaipbiufds dceordity tOinycdfalalibs 1142, WwheradRY i@ hjtirbgen or

| Sforalengl € bond.  19. Conpounds according to any of
clarms 1- 18, wherein mis 0 to 2. 20. Conpounds

according tqg any of claipms 1- 19, wherein mis 0. 21.
Conpourfds alCHHRPUALS Fe0Tdmg tornyatslapms k- 3, whyreig K ais lqwsr-alkyl or
i sfhibro2@wa2dkyConmpounds according to any of clainms 1-

21, selected fromthe group consisting of 2-

[4- (Benzyl - eloonail £200raRBeNYd of clafmsl-—ri, wherein R? is ethyl or 2,2,2-
150 i‘ 1, 3, 3..3- hexaf | uor o- propan-2- ol

27TFHBPIOEY or 0- benzyl ) - et hyl - ani no) - phenyl }- 1,1, 1, 3, 3

, 3- hexaf | uor o- propan- 2- ol ,

6. Compounds according to any of claims 1 — 5, wherein R? is hydrogen or

aryl.
7. Compounds according to any of claims 1 — 6, wherein R? is hydrogen or
phenyl. '
20 8. Compounds according to any of claims 1 ~ 7, wherein R’ is hydrogen.
9. Compounds according to any of claims 1 — 8, wherein R* is hydrogen or
hydroxy.

10.  Compounds according to any of claims 1 — 9, wherein R’ is hydrogen.

‘ 11.  Compounds according to any of claims 1 — 10, wherein R® is phenyl,
25  pyridinyl, thiazolyl, or benzo{b]thiophenyl, which is optionally substituted with halogen.

12.  Compounds according to any of claims 1 — 11, wherein R® is phenyl, chloro-
phenyl, pyridinyl, thiazolyl, or chloro-benzo[b]thiophenyl.



2-{4-[(3-Chl oro-benzyl ) -ethyl -am no] - phenyl]-1,1,1, 3,3
, 3- hexaf | uor o- propan-2-ol, 25 :

2={4-[ (4- Chl or 0- benzyl ) - et hyl -am no] - phenyl }-1,1,1, 3,3

, $ohweedobazer o- pr opan-2-ol, 2- [4-

(Et hyl - phenet hyl - am no) -phenyl ), PCT/EP2005/006397
1,1,1, 3, 3, 3- hexaf | uor o- propan- 2- ol ,
-[ 4- (Benzhydryl - ethyl am no) - phenyl ]-1,1, 1, 3, 3, 3- hexa
| uor o- propan 2-

[
? 4- [ etfyl - Fpmpa%is agcopdingtaay e daimid] = %yhsqeanli igphenyl.
3,

3- h afI oro pan [ et hy
pYr i d| ‘%)saﬁ‘iﬂrﬁ%f)& t%ﬂ’é’r?{y(%}““f It _HL) wheyeip. Rdaf |
uor o- propan 2 oI WD 2006/ 000323 PCTI EP2005/ 006397

-49

2 {4 [Eth? ipyRtdi n- 3-yl met hyl ) - ani no] - phenyl }-1, 1, 1,
f 1 uor o- propan- 2-ol ,

2 {& [ethyl -(pyridin- 4-y|nethyl)-anino]-phenyl}-l,l,l,

_3 %zéfggﬁa &g?%gggogﬁpfﬁuglo et hyl ) -am no] - phef¥l} 1,

+ 3 QWBY is gpianafly orbaifukdatith a substituent selected from the group
2 {cén{n(tﬁnghhﬂbg%nbmm&}érMI@Q R&@ 2{O)-TRORYNE(O R aBd Zryl-Tower-
|f%ﬂ%x§ et hyl ) - am no] - phenyl'}
3, 3- hexaf | uor o- pr opan- 2 0
&3 igimdregen pplowgrtallsyly - 2- phenyl - et hyl ) - ani no] - phenyl } -
1 R‘%n’ﬂ.lﬁ‘,‘,?m 4itleh8PfrOmRAQNARerdre BdrogeRbr lJower-alkyl;

I = et %e am no] - phenyl } -
1% iﬁig @Xg 41(—5 g%’e,rgﬁv%ne»g?g» T‘X‘em (S)
2 {4 [Ethyl 2- hydr oxy- 2- phen ethyl) am noJ- phenyl } -
ﬁ(%%%a?% peFoTd P&)ﬁﬁ’éﬁ/ﬁ-ﬁ%s b, wherjn B ﬁ ig mpethyl.
[2-(3 Chloro phenyl ) - 2- hydr oxy- ethyl] et hyl - am no} - phe
nyl) -1, 16.1, 3C8mBeurtis xablding @-apy opdsind-18H,15, wherein R® is phenyl

2: LsoiRRBYln Bhihblio g@{jﬁh 0, 8o R 8P bkertandyning(&)-3

- hexaf | uor o- pr opan-

2
f
2-
3,
(

2-{3-chloro- azol | et hyl ).- am nqj - pheny
1}-1, 1, 59 é%&% Ia 8F n%ﬁo@ﬁgﬁ}(daém'ml{ 16, wherein R@m 3-

19- {mﬂ@ﬂkmmﬂwbpﬁﬁmlEkmkwdbh@wb4eﬁﬂwk}phﬂnh@&43€Eth503bphawl
henyl }-1, 1,1, 3, 3, 3- hexaf | uoro- propan-2-ol,

2-{ 3- Chigr o- céo&lp&hwls a&c%rcﬁﬁ@t'&)élnggf&ﬁﬂs)lé@ﬁj d@ﬁ&eiﬁ'ﬁqwéiﬁgle bond.
1,1,1, 3, 3, 3-hexaf | uoro-propan

2-[3-Ch r 0- é%élﬁ&ﬁél co&ﬁr? tt@éﬁy gp‘l é 1rr)s lpl'ign%hgrem m is 0 to 2.

-111 aro-
1, xaf | uor o- 2

[5 nret h?ﬁ? 2 ompQynds WB%&WM pFHyS - dQawhsrein myis fet h
|
3(/2? 2, 2-2k.i f | Gonpoundhydcprding toany phsisis | - R0 OpisEeid ndé 0.

20 22.  Compounds according to any of claims 1 - 21, selected from the group
consisting of
2- [4-(Benzyl-ethyl-amino)—phenyl]—1,1,1,3,3,3-hexaﬂuoro—propan-2-01,
2.—{4-[(2—Chloro-benzyl)-ethy1-amino]—phenyl}-1,1,1,3,3,3-hexaﬂuoro-propan—z-ol,
2-{4—{(3-Chloro—benzyl)-etl'lyl-amino]-phenyl}—1,1,1,3,3,3—hexaﬂu0ro—propan—2-ol,

25 2-'{4-[(4-Chloro-benzy1)-ethyl-amino]-phenyl}-1,1,1,3,3,3-hexaﬂuoro-propan—2-ol,
2-[4-(Ethyl-phenethyl-amino)-phenyl]-1,1,1,3,3,3-hexafluoro-propan-2-ol,
2-[4-(Benzhydryl-ethyl-amino)-phenyl]-1,1 ,1,3,3,3-hexafluoro-propan-2-ol,
2-{4-[ethyl—(thiazol-‘i-ylmethyl)—amino]~phenyl}—1,1,1,3,3,3-hexaﬂuoro-propan-Z-ol,
2-{4-[ethyl- (pyridin-2-ylmethyl)-amino}-phenyl}-1,1,1,3,3,3-hexafluoro-propan-2-ol,



2-{4- |
[ 2- (3- Chl or o- phenyl ) - 5- et hyl - oxazol -4-yl et hyl j-(2, 2,
2-trifluoro-ethyl)-amno] - 25
QWJ{)%?(#;I; 1, 3, 3, 3- hexaf | uor o- propan- 2- ol , PCT/EP2005/006397
[5-methyl-2-(3-trifluoronethyl: f)%enyl) oxazol - 4-yl neth
yl j - am no} - phenyl) -
1,1,1, 3,3, 3-hexafl uoro-propan-2-ol, 2-(4-{
[ 2-%-f- @mybiwﬁhewlm%ﬂmm]mmm 1,43y ipdxhfpi dro-propan-2-ol,
etzh rdﬂh@ g%%t% yl)-amino]- phenyl} 1,1 1 3,3,3-hexafluoro-propan-2-ol,
%ﬁcﬁﬁew (B ¢ 2pireaBERRpP Cabeosbioh 1.3 hsmthanpn- pgian-2-0h
_ enyﬂ &-Hﬁﬁ@rodaeyiqﬁb]ﬁhypﬂen -2-ylmethyl)-(2,2,2-trifluoro-ethyl)-amino]-phenyl}-
glm lnp} 3)@@@{&&&10}0 ;,165313_,23013 hexaf | uor o- pr opan- 2- ol ,
2§ SEEe hﬁf@ﬁw P)Phsniﬂéﬂffwi)rmasaglzabenxﬂw%% h»;ﬂaeﬂé]elﬁgﬂ propan-2-

mbno} - phenyl )- 1,1, 1, 3, 3, 3- hexaf | uor o- propan- 2-ol,
2 (ﬁ $-{4-[Ethyl-(2-hydr - 3
( j é a#ﬁf’lx o(x2y Yp h(:exr);y2 S’heél erreet%lﬁg/ Fm%)nf a oF“”i} rlrgfsh%/ﬁxaﬂuo >
- phenyl )- 35
1‘1 13)12 - E@Ylﬂéﬂﬂrﬂimﬂep}pnﬂm'lﬁaminp ]-BhérdH-%,1,1,3,2:3-hexafluoro-
vl .gixy- phenyl) -5-methyl - oxazol - 4-yl met hyl ]

1et£ﬂX5~§f BB BT s -t )-epy .

4- (hzxa;ﬂ,uﬁfct piophni@+ob- | - hydr oxy- i-trifl uoromethyl-ethyl)
i e e

. 1?‘(‘88ﬁ I—c ?ér [ethll a%({ ﬂ.we thyl)-amino]-phenyl}-1,1,1,3,3,3-hexaflucro-propan-
[42(6122tr|fluoro -hydroxy-I|-trifluoronethyl-ethyl)

pae@ygBanfoﬂ,ﬂgjtnﬂuom e‘;hyB )1/1111.]10]b3 ~chloro- phenyl& 1ﬁ1é]t,?f)3/r,|3~hexaﬂuoro—

0Xxazo enzol ¢ ac
esP&ypan-2-ol,

3- 43( kb doyd-{ dtiyl-( 2-pRerdri-pedplyl) u@kifo [LpRuyil QXiyT, 3,3, Hekd b@f Ppropan-2-

2@9Eﬂyl et hyl ) - phenyl ] - an1no) 5
g - b- nethyl oxazol - 2-yl ] -benzoi c acid,
4- R3¢ lé%q‘?y% W@bﬁl@@lﬁmmq)mmﬂ sl s hexefluptof rapans2-ol,

met iy, 33%341{6!5&%@-%{'4} fiafﬂeﬂ@} 2-(3-trifluoromethyl dphenyl) oxazol-4-ylmethyl}-

”e'(?i g %%éf’z’hwwg%aw”fﬂ i oy

| - erf fll%érswmmthbtﬁrm)e&wbqu -ylmeetiyHe(2,2,2-trifluoro-ethyl)-amino}-
2sTephstlyl}= Bt, [EBBt}y]Lexg)ﬂﬁﬁ,} &lprapailo of\- Met hyl - benzami de, 10

ﬁe%ﬂﬁq E[YR; *511[3 )9% r%lgliﬁrrl?f%%tﬂolrﬁuenyip%%{zgf(x-yﬂin tﬂyl{ Lr%?nro? -phenyl)-

neﬂﬂyllﬁ)i %-hnﬂ@tﬂhyﬂamamﬁmﬁ yl }- N, N- di net hyl - benzani de,

3- [zé@f{{zE(mmbE&Rg&u vB- Szmteﬂir)]rf bHO510¢ eIV ottty hindifib L pHeRTS:

ﬁﬁy f%ﬂﬁ@bﬁ%o‘&g%?'@ yl ] - benzani de,
304- 943(q1£trhy4l tethyl-{5-methyl-2-(3-trifluoromethyl- phenyl)—oxazol-tl-ylmethyl]-
[ 4atfnod-phedyl)- Lh 4005 halids 9% ogant s bf, | uor omet hyl - et hyl)

DE ?Q yéhlioro a&”l [9 (i}l ~chioro-phenyl)-5-methyl-oxazol-4-ylmethyl)-ethyl-amino}-phenyl)-
1,1,1,3,3,3-hexafluoro-propan-2-ol,
2-(4-{[2-(3-Benzyloxy-phenyl)-5-methyl-oxazol-4-ylmethyl]-ethyl-amino}-phenyl)-

35 1,1,1,3,3,3-hexafluoro-propan-2-ol,
2-(4-{[2-(4-Benzyloxy-phenyl)-5-methyl-oxazol-4-ylmethyl]- ethyl amino}-phenyl)-
1,1,1,3,3,3-hexafluoro-propan-2-ol,
3-[4-({Ethyl-[4-(2,2,2-trifluoro-1- hydroxy-l-triﬂuoromethyl-emyl)-phenyl]—amino}-



15 nmet hyl) - 5- et hyl - oxazol - 2-yl ] - N- net hyl - benzam de,
4-[ 4- ({Et hyl -
[4-(2,2,2-trifluoro-I|-hydroxy-1-trifluoromethyl -ethyl)

- RN dboz2 M NO} -
et hyl ) - 5. fret hyl - oxazol - 2-yl ] - N N-di et hyl - beRGHFFEs00637

4- [4-({Ethyl- [4-(2,2,2-trifluCro- |-hydroxy- |
-trifluoronethyl-ethyl)-phenyl] -anmino )-
nmet hy| ) 5- met hyl - oxazol - 2-yl ] - benzam de, 20
2- {methith 5> mesthHoxgoh@tyhybengdiazad methyl astet,hy | ) et hyl - ami n
0] (@heﬂiﬂhﬂ' A3, 2h-8ifRods-1 Zo;%&g @%1%&5181)@(% - Chi) ?ﬁﬁ%}rtl]h?ﬂmo
"Amtg’% Xrb%ﬂ(g)'ﬁfﬁzoggfl Zb‘% 2%‘:“5 \ﬁ]éﬁ’é{ $%br o- pr opan- 2- ol ,
ancﬁ [4 ({E yl-(4-(2,2,2-trifluoro- l-hydroxy— -trifluoromethyl-ethyl)-phenyl}- ammo}-
2- {rethe)- B%heﬂ}@%mbhy %&Qﬁgg&ﬂyl ?lxazol 4-yl met hyl ) a
0 exaf | uor
and- %h@ﬁ‘%‘ly%&ﬁ@aﬁr#v (LR L R B P minc)-
t hengslft)-5-azthytonrolidgl -bepedic giidg to any of clains 1-
22 3-Rel{Bs f'le[q (ﬁr?.QnﬂnfﬂhgmgI- %oxﬁ?fiﬁﬂlﬁ;rblﬂ ﬂf t%yl}_ pge 1]-amino}-
hi he W,
A L O ) e |
1(2 @4{4[(%213:“4 (@)2;22#@':101(0-f-lh)ﬂd]’bmbﬂiiﬂdo)'emﬁhfleéthﬁ}-ﬂhenyl] amino}-
h%;ggheﬁﬁ'lelﬁyﬂ-oﬂaz&hﬁyﬁ ﬁmmmw Qgrf%amm'eor)an ol ,
t

ﬁ'éFF 432 triflpergr bhedrag- 1 wifliegemetbdsll)-pbonyHeamino)
y| methybt nolethyhexagbl)2-yl]-benzamide,
1, 3,14 tﬁyl%lﬂ?é%fﬁuﬂﬁéﬁ R Ltffuordmdifiilethyl)- enyl]-amino}-
SRS e i by
1, %[4Syl 34+ﬁé,2,afthﬂom-pmbam2n@ﬂuorémethﬁ et~ Pkérryl] ~amino)-
[ 4n{ea1yg im%&.a, -bHOLs- kn LivAN éﬁﬁépﬁr bz gy Oet Y7 ethyt)
tl¥ % benzoi c
e R UUair R (3 6a¢TBou b oD RObSK aoekg - ol phenl ammin-
4- Pﬁﬂ}@f{)&hﬁﬂﬂl ~paz§l22-P) Bettainfidlajor o- | - hydr oxy- o
m_no
o Al s R >
ph}é ‘EEBTHI%I%?PWOaccept able salts and esters thereof.
242- (A{mhﬂe{eaﬁethﬂrz ((BP- styaMbaes1L- ﬁnﬁﬁaygmmﬁypgﬁe@) 1,1,1,3,3,3-
foﬁ&ﬁ!ﬁ‘%ﬂ(’k}}sﬁi d in 5 any of clains
pro con‘brl ses a) reacting a conmpound of
f o |eéh)(l1($-)methyl 2-phenethyl-oxazol-4-ylmethyl}-amino]-phenyl}-1, 1,1,3,3,3-
25 hexafluoro-propan-2-ol,

and pharmaceutically acceptable salts and esters thereof.

23, Compounds according to any of claims 1 - 22, selected from the group
consisting of
2-{4-(Benzyl-ethyl-amino)-3-chloro-phenyl}-1,1,1,3,3,3-hexafluoro- -propan-2-ol,
30 2-{4-[Benzyl-(2,2,2-trifluoro-ethyl)-amino]-3- -chloro-phenyl}-1,1,1,3,3,3-hexafluoro-
propan-2-ol,

2-(4-{Ethyl-[5-methyl-2-(3- ~trifluoromethyl-phenyl)- oxazol—4—yhnethyl] ammo} -phenyl)-

1,1,1,3,3,3-hexafluoro-propan-2-ol,
2-(4-{[2-(3-Chloro-phenyl) —5-methyl-oxazol—4-ylméthy1} -ethyl-amino}-phenyl)-

35 1,1,1,3,3,3-hexafluoro-propan-2-ol, .
4—[4—({Ethy1-[4-(2,2,2—triﬂuoro-1-hydroxy-l-triﬂuoromethyl—ethyl)-phenyl]-amino]-
methyl)-5-methyl-oxazol-2-yl]-benzoic acid, and



10

i5

OH C3CF3 RNR H(Il) with a conmpound
LG CHR3- (CH2) m (CR4R5), R6, or b) reacting a conpound
of formula (111) OH CF3 CF3 Rt NH CHR3 | (CH2)m

r'eBARE)003240 RS (111) with a conmpound LG R2,
R, R2, R5, R4, R5, R6, in and ngare as defi neﬁ%%ﬁf"gﬂ?}’“”

of clains 1- 23 and LGis a |eaving group. 25.
Corrpounds according to any of clains 1 - 23, when

di t | 24.
T B A L2
Ph aPFE DR P’(?g}YI'@WQ]O%‘V]ﬂ‘IMNSdlmﬂﬂI baizagide, conpound

ac c andiplngmb @uaedly BdceptahldbdIB ahd est@3u3fids 2
pharmaceuti cal |y acceptable carrier and/ or adJ uvant

2 7 Conpgund §1 er%gégg @k‘ g ntlanu%an ur? fg%cg?léfgaloggds%é for@%@hﬁdz‘g:ﬁned in

asftg tic active
accorfyoqﬁ 4t a3y which @F%ﬁewompnsm for use as
therapeut| c actlve substances for the treatnent
and? dFaCﬂrlg)phqmaoundaﬁfordmtae@ses whi ch are nodul ated by
LXR

OH

H (in
with a compound LG-CHR? -(CHz)m-(CR*R®),-RS, or
b) reacting a compound of formula (Im

OH
CF‘.3 CF,

R1

r’\I H
?HRa
fc
fCR R ),
&
R ()

with a compound LG-R?,

+ 1
wherein R', R%, R®, R%, R%, R, m and n are as defined in any of claims 1 - 23 and LG is a
leaving group. '

25. Compounds according to any of claims 1 - 23, when manufactured bya
process according to claim 24.




25

30

al pha and/or LXR beta agonists 25 29. The use of
conpounds according to any of clains 1 - 23 for the
preparati on of nedicanents for the therapeutic and/or
WU Rbydeast i ¢ treatnment of diseases which are

modul ated by LXR al pha and/or LXR beta agoni $t$xpafdsnos397
The use of conpounds accordings2o any of clains 1 - 23
for the preparation of nedicanents for the

t herapeutic and/or prophylactic treatnent of increased

l'i pi d d6evelPbarmad@aticAlcdo i@ioﬁpégrﬁfﬁsﬁ{o%lco %Gha hﬂ]:clé;?%l{)tflg to any of

HiRimg hal iah. - chol ést’er ol°, ‘atherosc

di se ag ee 9 §lta(?£a@|(leainéllsg ?&rt}lcc) A HERINE Qe ppdiar adivenst es

mel i tys, tabolic syndrone, ‘dyslipidema, sepsis,

i nfla to mBP%S;‘é@),rd@Eit%aw ofetdes] - 0ok t1icSas therapeutic active
pabtInset i tis, cholestasis of the liver, fibrosis of

the liver, macul ar degeneration and/or Al zheiner's

di seage Compounds according to any of claims 1 - 23 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.

29. o The use of compounds according to any of claims 1 - 23 for the preparatio-u
of medicaments for the therapeutic and/or prophylactic treatment of diseases which are
modulated by LXR alpha and/or LXR beta agonists.

3-0’» '- The use of compounds according to any of claims 1 - 23 for the preparation
.of medicaments for the therapeutic and/for prophylactic treatment of increased lipid Jevels,
ufcreased cholesterol levels, low HDL-cholesterol, high LDL~cholesterol, atherosclerotic
diseases, diabetes, non-insulin dependent diabetes nielh'tus, metabolic syndrome,
dyslipidernia, sepsis, inflammatory diseases, skin diseases, colitis, pancreatitis, cholestasis of
the liver, fibrosis of the liver, macular degeneraﬁon and/or Alzheimer’s disease.




