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derivatives as liver-X-receptor modulators  The present invention is
wooneemethyith novel indole derivatives useful as liver-Xrecepor/Ep2005/004434

modulators. The invention is concerned with. compounds of formula (I) R2

7 R4 N'CLCIR3 R (CH2)", (CR5R6)" (CH2)p A wherein 5 R1 is hydrogen,
aéxle,r;%?ggn, formyl, hydrox-yalkyl or trifluoromethyl; R2 is hydrogen,
atkyt, [, alkynyl, cyano or halogen; R3 is hydrogen or alkyl; R4 is
hydrogen, alkyl, hydroxy or alkoxy; Its and R6 are independently
selected from hydrogen, alkyl, arylallcyl, heteroarylallcyl, 10hydroxyalkyl,
alkoxycarbonyl, aryl and heteroaryl;

Indolyl derivatives as liver-X-receptor modulators

The present invention is concerned with novel indole derivatives useful as liver-X-

receptor modulators. The invention is concerned with compounds of formula (T)

()

(CRER?),
|
(CHy)

|
A

P

wherein
5 R'ishydrogen, alkyl, halogen, formyl, hydroxyalkyl or trifiuoromethyl;
R? is hydrogen, alkyl, alkenyl, alkynyl, cyano or halogen;
R’ is hydrogen or alkyl;
R* is hydrogen, alkyl, hydroxy or alkoxy;

R® and R® are independently selected from hydrogen, alkyl, arylalkyl, heteroarylalkyl,
10 hydroxyalkyl, alkoxycarbonyl, aryl and heteroaryl;

Ais aryl or heterocyclyl, wherein aryl and heterocyclyl are optionally substituted with one
~ to three substituents independently selected from alkyl, halogen, amino, hydroxyalkyl,
aryl, aryloxy, alkoxy, arylalkyl, arylalkenyl, alkoxycarbonylamino, aminocarbonyloxy,
carboxy, alkoxycarbonyl, alkoxycarbonylalkyl, aminoalkyl, trifluoromethyl,
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A is aryl or heterocyclyl, wherein aryl and heterocyclyl are optionally
substituted with one to three substituents independently selected from

wlk¥shadegen, amino, hydroxyalkyl, aryl, aryloxy, alkoxy, arylgfylepas0s/004454
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arylaLkenyl, alkoxycarbonylamino, aminocarbonyloxy, carboxy,
alkoxycarbonyl, alkoxycarbonylalicyl, aminoalkyl, trifluoromethyl, CS /

23.??5?13%3@%5&&15&9}&5@” B@E’.ﬁﬁb @W i iﬂ@c;rborllyl,

aryla carbonyl, alkoxycarbon amingearbon

indolyé%rﬁgﬁﬁgcar %oér?}r/ ,Ornr?)of’rgﬁoolﬁ)r%(% Cglﬁy?,n %%gg%f}?}%yl’

am?nmn@ﬁwbwiﬂwmmbmﬁw&%m&w@mbﬁmw,

gﬁgﬁ%arbo ylalk x%%/iy,égﬁl}l‘%oxy lkylaryl, carbo %&ﬁgﬁ?ubonﬂa}komﬁy},

amind@a ﬁ%ﬁ%%&ﬂ&ﬂiﬁ@éﬁoﬁ% onylamino,

aminaaaihoryioayylathingesdh emitoozabyidantinsy atgh ocarboxykikpxy,

cydoalkylaminacarbonyl, morpholi r .

morpﬁ%ﬁ%%%%%%’f%%?%ﬁ% aryl, %%%%ﬁ’yﬁ%ﬁw aminocarbonyl,

%rrplraﬁmbamm&ﬂwﬁ; Hephelindearizegylaryl, &r}flalécl;;yaryi,
PipeHgRAER YpyRteRH M?&MM Shtaryl,

hydroxy(carpoxy)alkylaryl, hydroxy(alkoxycarbonyflallcylaryl,

hydro&m‘a&&#@yﬁ%wé | %Rﬁ%‘ﬁ&%%)é _,%@éx?&qﬁvall@}m

zgrolw&@&ﬁzﬁmﬂ,amwﬁgﬂ,mmmmmmﬁmmkym,of m, n and

pis1y2ss - and, wher

2-(1-bh§rﬁiz39’(12’-;§?§’-“d‘?}$§ ?E-Si‘ﬁﬂanig@ ! 7%?%?'%% 3-

hexafluoro-propan-2-ol; and, wherein the bond between the carbon atoms
C& Brfdeeblis2PEabon carbon single or double bond and in case the bond
between Ca and Cb is a carbon carbon double bond 20le and R4 are
ahsentr@and Hharmaceutically acceptable salts and pharmaceutically
acceptable esters thereof.  Liver-X-Receptors (LXRs) are members of

thenmlear, BUMPRRHPARRIRt NP BUATGISHHR S ARIFFIVAIE Syt 4,

endogenous oxysterols and regulate the transcription of genes controlfing :

multiple metaholic pathways. Two. subiype ha 25 and a
Ko i e ek LR R VA RBEEES
al., PhesaflaiivaeprbBant2S4. 1994, 91:10809-13). LXRbeta is ubiquitously
expressed, while LXRalpha is predominantly expressed in cholesterol

%ﬁkﬂtm@m E?é%?%&%h@téﬂﬁ.fﬁé%@rb?ﬁi&ﬂ%@ dﬂﬁat@bi_ﬁlﬁ?a{glﬁ%%i’ﬁﬁﬁsingle or
e odulate a variety of physjological responges inclyding
regmﬁ?lgf%ﬂ |@§f&+6|caﬁséafph8ﬁ§sé¢6w@§fé%|aaﬂ?ﬁ’rﬁmﬁﬂfﬁwgmon double bond

R’ and R? are absent;
and pharmaceutically acceptable salts and pharmaceutically acceptable esters thereof.

Liver-X-Receptors (LXRs) are members of the nuclear hormone receptor
superfamily. The LXRs are activated by endogenous oxysterols and regulate the
transcription of genes controlling multiple metabolic pathways. Two subtypes, LXRalpha
and LXRbeta, have been described (Willy et al., Genes Dev. 1995, 9:1033-45; Song et al.,
Proc Natl Acad Sci USA.1994, 91:10809-13). LXRbeta is ubiquitously expressed, while
LXRalpha is predominantly expressed in cholesterol metabolizing tissues such as the liver,
adipose, intestine and macrophage. The LXRs modulate a variety of physiological
responses including regulation of cholesterol absorption, cholesterol elimination (bile acid
synthesis), and transport of cholesterol from peripheral tissues via'plasma lipoproteins to
the liver. The LXRs are also involved in glucose metabolism, cholesterol metabolism in the

brain, cell differentiation, and inflammation.



30 synthesis), and transport of cholesterol from peripheral tissues via
plasma lipoproteins to the liver. The LXRs are also involved in glucose

W(ﬁ%@% $i, cholesterol metabolism in the brain, cell differengiatigips@Rgos454
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Inflammation. WO 2005/105791PCT/EP28Q5/004454 - 3 - At present,
approximately half of all patients with coronary artery disease have low
concenitatiensm0fipiasmianaigh-Hensityllipsproteinitbholesterpb kDl di89ase have low
Thsain ﬁ?&ﬁ% %gissfﬂgﬁaga; @Jﬁ%@ﬁé‘{é&ﬂﬂ&k%@ﬂ (@ifpstoryears

ago an stlmu ated explor n_of t

vironmental factors lated
tRERSFARRHESHDERCTE0AS RS INE. h{ﬁﬁ@ﬁ%ﬁaﬂfﬁt FPATy R and stimulate
péﬁmmwnﬁthmgeﬁﬂﬁ Ia:ﬂbﬁmeﬁaﬁmmﬂé fattons thprodesntediiod-C levels (Miller

"RHEISS HA0RE . &Pﬁ?%e‘é‘i’&é&ﬁ%‘ﬁiﬁéﬂhﬁ sermoyal of el eesstotole in a

from’ cePs in peripheral {issues; jnduding ge foam cells in t
SRR RTINS R RSN HDL CERAIS T DB R lesterc
thfiestiveelbnd pteiphendttikmies) mgchr@mgsrtwothvgrémmtgeﬁslmahd atherosclerotic

Slmipatanie feeem %B!P’?ﬁjlael&%&@\ﬁ@ {hateRbE fo H2 BY&! 2 terol-metabolizing

PRRRRA T EPTEERAR R UIE M PSR 4B e A PR At HDL-C
azvznmre&mweémmestmaageﬁdm&e@émﬂweﬁ@ﬂﬁeﬁ@' |
‘}gg/ a%a@&aep}mﬂwyma@vedﬂ&lﬂ@t@f lass thaed3pommleli-7-14).

(males) and 5.7 (females) A substantial increase of HDL-C is

currently achieveg by freatment mga us{gglnr%ects%ur%#?% %@@{L&@% ¢ 20 and

However,; fhe sdbs ant e Sl eraopeutlc

podsntahebetie Hprdaek] %ﬁh@b@%@ﬁé&&&éd}&%ﬂaﬂ AR, Aedpales)- A
tﬁﬂ)lﬁﬁﬁmﬁﬁcﬂﬁ%@ﬁ@wms?cdt&mﬂﬁ hlienrtbin thethisitedifatiasianm various

Yerw a%*z}nf e ok sna@afafamﬁa@o%y&sd% _Jiabetic RRYRD S erapeutic

have abnormal concentrations of lipoproteins. Studies have shown that 20
tﬁ@tﬁﬁé\?a SPEIRASholesterol > 240 mg/di is 37% in diabetic men and
44% in women. The rates for LDL-C >-160 mg/c11 are 31% and 44%, and
for HOIt I sd3Smujeead th80sanany 8609 diftiwstic mdlicmdisgnensd type 2 diabetic

rﬁaﬁeﬁg\ﬁ%@uﬂa@mta@s diseAspwRiIYHIGh b RRtigN s ﬁigmwspa%;pbf type 2
ucose levels i bloo is decreased lge ause Efé) artiglim e shown that
8H§é’?61?ﬂ85n£‘8{’ HA SRR OB T b ate: Ff""zr’aLl)ejulls also caﬁlh?:l

zsa salisidugeriderd qmmuﬁammm Wi ok dquebéémmﬁ%% in women.

afﬂ@&é@s&@?/miatt diglgotipdatiaatsiv dauei@ﬂﬁqr@mtﬁmm E2Bniaed] are 28%

gc |c Iséetg eo({ Lange ns COI’]'[IQSU% B?ﬁaé@és’%ls'n owevlgrwmeh a

gans or insulin ac IOﬂ mainly USCE ‘liverand a Ipose tissue,

qmmta phdliitnicenrabglosass iasels nrshl@@q?alﬁaqcrpﬁecbbagﬂemﬁn@l@b
G @&&mﬁaﬁy@&ﬁa@mmwgmlm hipip eV alnfingTiD vibitko called non-

30 g}g‘} gﬂegﬁ {aareal thﬁ{uﬁﬁﬁﬁ?ﬁf‘c 18 %‘%‘%e&??m%? 8 fflict $0-90 % of al

'[IO re O pancrea cing capaC|t
.dxahseammwgéarardﬁeiaﬁ EayPdiemElaEibe MaepRAmRALIE 0 Langerhans
Q@ﬁﬁﬁﬁk&d&iipﬁoawamaﬂlmsmwmﬁtaﬁqerg&siugmrfwmmmmauﬂy muscle,
R AL i garagaa%yra@aa?&%;g iy BEIEIRE Fhe body

freatmen emla an etes at presenfﬁgenera Iy |nvolves

Imﬁ@ﬁmﬁp@ﬁ@&*@ braredarngsanirsel g8 solfeiep msuhn, SWhich
adihipliahedwasale mabeiater, mgisasftﬂm diseaspdprdgredsastivaatnddailofe of

(e, val lsleficienpipspesames a85essantititicular-metabolic syndrome
|Paﬁ %Wa ents sb% £ st tlnsa d fibrates for WOC - [
FESTHRA es4mc ding msulin resistance, dyslipidemia,

hypertensmn, endothehal dysfunction and inflammatory atherosclerosis.

The first line of treatment for dyslipidemia and diabetes at present generally involves
a low-fat and low-glucose diet, exercise and weight loss. However, compliance can be
moderate, and as the disease progresses, treatment of the various metabolic deficiencies

becomes necessary with lipid-modulating agents such as statins and fibrates for
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dyslipidemia, and hypoglycemic drugs, e.g. sulfonylureas, metformin, or
insulin sensitizers of the thiazolidinedione (TZD) class of PPARy-agonists,
for insulin resistance. Recent studies provide evidence that ,g&lﬂg 5,0%4434

otéential, and
as such, modulators of LXRs should improve the 5 plasma lipid profile,

%ﬁg R DLd%IeV %is}; ;:Jeng‘il?éaﬁoarg%ﬁ EBWIQI or\éﬁﬁc D?JBL'U].ID sensitizers

)SP?I n to control the efflux of cholesterol

Sram the:pHétaptiage @am)(zﬂhs)bfﬁ@ﬁﬂ\eagsdmmﬁoﬂ ésiotipand symeisRecent

of LXRs ha b h th
BT E 5 RS L P A s NP £Re ARG
mm&dtmwdhe@hemﬁlm@&wg% L¥Reyshavidigeprate the

L £ I toke [LAPRASAb. Vasc. Biol.
e e
|

m&.&%@d 63rad oh e TS ded SR9URIA ﬁﬁ’%‘a'a esteral from the
?Bﬁ %ﬁ%d@w@@m&&d&waﬁz@m&@mwam shown
tors can also or therapeutic efficacy on HD
%ﬁ%‘i‘?ﬂff&f’é&ﬁrﬁ %ﬁ\éivhﬁfgf%%af)eﬁec &'6n dfabe sargg)rﬁ%&-érﬁgg% e 7
mﬁseﬂidﬂﬂlapmmf IR finsvakbecefitwie irerovrattifen thp athriessterotic disease
uIa c(ilg hé's: ?Eg"]&%%%‘;&%& %ﬁ%%@ﬁé@ﬁ%&&%ﬁ@%&se%e

gen a ogen ormyl hydroxy alkyl or tritoromethyl; R2 js
mmwﬁemmna PREBRSHIE RIS Ry eecton

Aliin-sensitization in addition to 1ts role in atheroprotecuon (Cao et al,, ] Biol Chem.

mod

2003, 278:1131-6). Thus LXR modulators can also show superior therapeutic efficacy on
HDL-raising and atheroprotection, with additional effects on diabetes, compared to

current therapies.

In a first aspect, there is provided compounds of formula (T)

(n

wherein
R is hydrogen, alkyl, halogen, formyl, hydroxyalkyl or trifluoromethyl;
R? is hydrogen, alkyl, alkenyl, alkynyl, cyano or halogen; '

R? is hydrogen or alkyl;



- 4a - R4 is hydrogen, alkyl, hydroxy or alkoxy; R5 and R6 are
independently selected from hydrogen, alkyl, arylalicyl, heteroarylalkyl,
hydroxyalkyl, alkoxycarbonyl, aryl and hetgroaryl; A is aryl or heterocydyl,
wherein aryl and heterocydyl are optionally substituted with one to three
substituents independently selected from alkyl, halogen, amino,
hydrox-yalkyl, aryl aryloxy, alkoxy, arylalkyl, arylalkenyl,

alkayygar Aminesntoiliteany, carboxy, alkoxycarbonyi,
alkoxycarbonylalkyl =locality’, trlfluoromethyl arylalkylaminocarbonyl,

alk nylalkylam Qca M ?ﬂ% 8%51? alkyl, het 1allcv]
morphuf afbor%/ﬁp%nraﬁwgo ar %?r{m%{ arb%&q’lalkylw cteroarylallyl,

amin ﬂb@ﬁjﬂ%ﬁ%@ﬂ@( oﬁﬂaﬂl@é ylalkylaminocarbonyl,
. alkyloxycarbonylalkylaryl, aIkyloxycarbonylalIcoxyaryl carboxyalkylaryl,

carmmm@mwcmymmm|mmyglhmmwm;dpﬁmwyhbmmed with

|
oo A AL A0 A X0 TS RO 9 Ratoger, amino,
morphbmmmwwzym%w&mm&mm%@nﬁamwmmmo,

am'noa‘»aﬂh%xi%ﬂ VQRBM&&MPMEE Qﬂaﬂasmnoancyl,
- piperidinylcarbon % dlnylcarb ‘%E?a r l‘;‘%{% r%x %Ow bonyl,
hyd Wéﬁ? %Wé E?@fqﬁdm’fftﬁ% %%ﬁ/?l I
hgd:gx&ﬂamﬁﬁ?m@%mﬂﬂmmﬂﬁmbﬂ,mds&boﬁﬁp és
1 t
zero or %ervcéher Pra%ﬁ(\:"o %{?ﬁ?ﬁ"fmg%; ﬁ&%c%r%@n%ﬁﬁt n an pis

2 (1 m@ﬂ%lmmwwcarbwﬁdkﬂml
111,363 Bsheiaflinanionay? el Beshatinioh dis bensaepusen the

carbon atoms C and cb is a carbon carbon smgle or double Bont and in

case theinongbeiyiatiyl6 d dhiniscabamplaioaybom, dnuht&hbndyﬁ%ﬁamtd

Ertsggé%fn;]egt]égﬁ?rpo ﬁé%% formgﬁﬁ% as de%ﬁ’%%&%s com ising ’rr::

of thedloekinyipraimmierkoayheacmiirbrd eshopsimaarbongrrhebinsleainanylaryl,

‘(IC éOR gﬁ%@p%&ﬁ&%ﬁwﬂ@ , preeing 1o i8aRa ML G (CH2)m
(CRS )rohdmylcarbonyiaryl piperidinylcarbonylaryl, pxpendmyicarbonyloxyaryl

hydroxyalkylaryi hydroxy{ carboxy)alkylaryl, hydroxy(a}koxycarbonyl)alkylaryl
hydroxy(aminocarbonyl)alkylaryl and pyridinyl;

mis Zero, 1,2 0r3;
‘niszeroorl;
p is zero, 1, 2 or 3; with the proviso that the sum of m,nand pis 1, 2,3 or 4;

and, whereih the compound is not 2-(1-benzyl-2,3-dihydro-1H-indol-5-y1)-
1,1,1,3,3,3-hexafluoro-propan-2-ol;

and,. wherein the bond between the carbon atoms C* and C’ is a carbon carbon
single or double bond and in case the bond between C* and C” is a carbon carbon
double bond R? and R* are absent;

and pharmaceuntically acceptable salts and pharmaceutically acceptable esters thereof.
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‘particularly non-insulin dependent diab
- dyslipidemia, Alzheimer's disease, sep

“other inflammatory diseases of the skirk

A(ll) wherein Rl to R6, A, m, n and p are defined as inclaim 1 and LG is a
leaving group and, wherein hydroxy groups are optionally protected; 15b)
oxidation of a compound according to.fggnula (la) wherein RI, R2, R5,

'R6, A, m, n and p are defined as in the first aspect, R3 and R4 are

hydrogen and, wherein hydroxy groups are optionally protected. Ina
third aspect, there is provided compounds as defined above for us

as 5
therapieutisatynd cipecsubstamcprovidefrnPrerith %%ErﬁFéFétﬁgfb?%g%ne%Dunds of

hai eutical ¢ ositi IS d as-definrd above
3?? Ry {%gﬁaapse(ﬁ%?a ;/2}:)’]%‘?% g%a@r? ;ﬁr’.;@Ré ?ri]ﬂ:go ﬁf%%ams%%i% t%aere is provided the
use of a compound as defined above for the preparation of medicaments
for the grapkyiaxis andsiriany scardisgasdaetetigdjrom the 10 group
consisting of increased lipid levels, increased cholesterol levels, low
HDLcholesterol, high LDL-cholesterol, atherosclerofic diseases, diabetes,

degeneration or Alzheimer's disease. ¢ Fhe oveﬁ:ompounds of the
disclosure have been found to bind to and selectively activatt)LXR alpha
and LXR beta or coactivate LXR alpha and LXR beta. Consequently,
cholesterol absorption is reduced, HDL cholesterol is increased, and 5
inflammatory atherosderosis is reduced. Since multiple facets of combined

dyslipidemia and cholesterol homeostasis are addresse DCR
moduliidhs PrssenetAiFHITIRS @%ﬁ%ﬁ%ﬁ%&%anced
therapeutic potential compared to the compounds already known in the art
They can therefore be used in the treatid@nt and prophylaxis of diseases
which are modulated by LXR alpha and,{or LXR beta agonists. Such
diseases 10 include increased lipid an esterol levels, particularly low
HDL-cholesterol, high LDLcholesterol, th&rosclerotic diseases, diabetes,
g 5ﬁ§llitus, metabolic syndrome,
. and'anflammatory diseases
such as colitis, pancreatitis, cholestasirs/ ibrqsis of the liver, psoriasis and
mliseases that have an

inflammatory component A S

wherein R' to R, A, m, n and p are defined as in claim 1 and LG is a Jeaving group

and, wherein hydroxy groups are optionally protected;

b) oxidation of a compound according to formula (Ia)



15 such as Alzheimer's disease or impaired/improvable cognitive function.
Moreover, the _ novel compounds of the disclosure can be used for
treatment and prophylaxis of age- related and inherited (e.g. Stargardt's
disease) foul's of macular degeneration. The disclosure also relates to
pharmaceutical compositions comprising el compound of formula (I) and a
pharmaceutically acceptable carrier and/or adjuvant. Furthelmore, the 20
disclosure relates to the use of such compounds as therapeutic active
substances as well as their use for the preparation of medicaments for the
treatment WO 20051105781P¢ T/EP2005/00445%2- 5 - or prophylaxis of

: d by-LXR alpha a;ﬁd_ r LXR beta agonists.
The disclosure further relates ots e preparation of the
osure relates to a method
for the prophylaxis or thetapeutic.tregtment of|diseases modulated by LXR
alpha and/or LXR beta agonists, such 5 éd;’lﬁ(—:ﬁe—a_sgelipid and&holesterol
levels, particularly low HDL-cholesterol, high LDLBhoIesteroI, _
atherosclerotic diseases, diabetes, particﬁ%‘la)dnon-insulin dependent
diabetes mellitus, metabolic syndrome, dyFIipidemia, Alzheimer's disease,
sepsis, and inflammatory diseases such ?Iﬁgl%? pancreatitis,
cholestasis/fibrosis of the liver, psoriasis and oth€r inflammatory diseases
of the skin, and diseases that have an inflémmatory component 10 such
as Alzheimer's disease or impaired/impro{@blg) cognitive function, and
age-related and inherited (e.g. Stargardt's disease) forms of macular
degeneration, said method comprising administering a compound of
formula (I) to a human being or animal. In the present description the term
"alkyl", alone or in.combination, signifies a 15 straight-rhain_or 3 A
brancheeEehdin: dliyRorBup/with 1 18 BRAHEH AFMS ThBferaBI R Stralgapd R are
or brapeheg-chaim akyiarauamwith &8 sashpnatamsandcparticularly

preferred a straight or branched-chain alkyl group with 1 to 4 carbon

atoms. Examples of straight-chain, and branched C1-C8 alkyl groups are
ke ek R S e
dentylsyiibdigamiekcliexyiecthe isomeric heptyls and the isomeric 20

octyls, preferably methyl and ethyl and most preferred methyl.  The term
ucydoallcyl”, alo [ nation, ;signifi Kyl ri ' .
cerbo P O b
Exampied of ©8:C8 dyolcalieyldherpeisprdpyinmetayieydopropyl,
dimethylcyclopropyi, cydobutyl, methylcydobutyl, cyclopentyl,

methyircy depentilccysiehexyhomatayhexdeexytodipaily kis2R YEPRSM. for the

cydoheptyl and cyclooctyl, preferably cydopropyl. ]
preparation of medicaments for the prophylaxis and therapy of a disease selected from the

group consisting of increased lipid levels, increased cholesterol levels, low HDL-
cholesterol, high LDI.-cholesterol, atherosclerotic diseases, diabetes, non-insulin dependent
diabetes mellitus, metabolic syndrome, dyslipidemia, sepsis, inﬂainmatory diseases, skin
diseases, colitis, pancreatitis, cholestasis of the liver, fibrosis of the liver, macular

degeneration or Alzheimer’s disease.
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The term "alkoxy", alone or in combination, signifies a group of the
formula OwI-0- in which the term "alkyl" has the previously given
significance, such as methoxy, ethoxy, n-propoxy, isopropoxy, n-butoxy,
isobutoxy, sec. butoxy and tert.butoxy, preferably methoxy and ethoxy and
most preferred methoxy. 30The term "aryl", alone or in combination,
signifies a phenyl or naphtlayl group, preferably a phenyl group which
optionally carries one or more substituents, preferably one to three, each
independently selected from halogen, trifluoromethyl, trifluoromethoxy,

aming;Rlkyk alkaxyoaliadcarhenyt-tyaroh oo haedyumlkoryeal hamayl,
methylendioxy, carboy, alkoxycarbonyl, aminocarbon

stlegHrshGCH B Hid w‘.ﬁﬂﬁ.‘{j&%} Smr tRRstivate )LXR alpha and LXR beta.
392040 ?1%}45@%?9@:49 AsdisediysloupniR D rcresscd, and
cy

amino- - cyc

and t e like. Preferre nyl o aphthy
flaromeHy PO HHSHE Siace R hel s P&E%’Eﬁ%/dd’ﬁ‘él”dm

‘ %&WM%&W@&&M@?Wm@&SAMMIWWQMds of the

halogen, alkoxycarbonyl, amlnoalkyl alkory, hydro I cargsi

AyatoRAIIC BB ATCRATY ﬁlf%l?s}‘?écdp%t%ﬁ PO AN &V@Iyi
) w% b{ﬂgggpb'f@g n}lt]ﬁﬁ A eRAYRIEE wRaT iR LR saERIeshAprophylaxis of
ere teroc

arom tlc - t0 oﬁlycle which contains one or mo

Isisenssidnieh erganastpiated R bR F‘gﬂ’t‘:}gérr@é%td&%es
@Eﬁi&&%@%&&ﬁ&%ﬁﬁ%ﬁﬁﬁf@l&ﬁﬂ@m@ﬂﬂyﬂa{@@HDLédkylﬁsterol high LDL-

alkaxy, 0xo etc. an /or pn.a seco 10 n n.atom (Le )
M‘@édﬁw FB%%Fd"a%t eny}aor p%eny a f/{2 éﬁd&m diabetes
tﬁMMﬂWh&@m&rmﬁﬂ#ﬂ;@m&@@M&hM@@sﬁm @ma@nﬁ ra.ﬂgmmatory

gm pref cf’s } 2 SANAIRS RN RAIEIOGY AFYAIHRS, B riasis and other
|ny plperl 1) plperazmy morpholinyl, thlomorphollnyl pyrazoyl,
imfldazogiy diseanss obithekianand Bieasan Mt A IRARMIRALTY Fpriponent

RXERZR IR doai@mv&r ?Xﬁ*ﬁalﬂiﬁ phovakRhygrar faditom. Mafeover, the
thienyl, thiazolyl, oxazolyl,-indolyl (e.g. 2- indolyl), quinolyl (e.g. 2-quinolyl,

écﬂﬂélﬂﬂ l&f&&@dﬁ%&wﬁﬁ%ﬁh b%(llﬁamﬁiyln(@:@qém @o:tqpmplwiand of age-
isoquinoly1), tetrahydroquino g.1,2,3,4-te umo

o RGBT g GA8E) Hii) At SSEERm g 1

and guinexaingloRepdes e ;ﬂfﬁ‘l@é@éﬁiﬁbﬁ @Uiﬁpb@lﬁoﬁlﬁlmb&ssmg a compound of

SrER o SRS SyTBP AT T RART RO ASlr i ABRgre e

QI SRLNAIQR. ﬂﬂrﬂﬁ@ﬁﬁﬂfﬁ&ﬂ@§oﬁ@d§0¢smmbaﬁﬁd hetecaayslences as well as
which comprises one or more, preferabl or two, artlcularly preferred

Sharstelyr dhemrsesriien ﬂ%‘ﬁ?ﬂ%ﬁ%ﬂ%‘ﬁ ﬁrg?\tﬁl Bifur, wherein
nitrogen is preferred. It can be substltuted on one or more carbon atoms
e.g. by cyano, 25 trifluoromethyl, trifluoromethoxy, alkyl-S02-, amino-S02-,
halogen, alkoxy, hydroxy, amino, cydoalkyl, allcylcarbonyl, aminocarbonyl,
nitro, alkyl, and/or alkorycarbonyl. Examples of heteroaryl cycles are
thiophenyl or pyrrolidinyl, wherein thiophenyl and pyrrolidinyl are optionally
substituted with one to three substituents, preferably one or two o
independently selected from alkyl, halogen, alkoxy, triftuoromethorry, nitro
and 30 trifluoromethyl.  The term "amino", alone or in combination,
signifies a primary, secondary or tertiary amino group bonded via the
nitrogen atom, with the secondary amino group carrying an alkyl or
cycloallcyl substituent and the tertiary amino group carrying two similar or
different allcyl or cydoalkyl substituents or the two nitrogen substitutents



35 together forming a ring, such as, for example, -NH2, methylamino,
ethylamino, dimethylamino, diethylamino, methyl-ethylamino,
‘ggr&c})‘l}i: mgjgs.r)(l or piperidino etc., WO 2005/105791PCT/EP20Q5/a4dBAo1454
- preterably primary amino, dimethylaminoand diethylamino and
particularly dimethylamino.  The term "halogen" signifies fluorine,

chioging,omine priading antpelerabbifivariner SMalpe.0nBIGNINE. beta agonists.

5The term "carbonyl", alone or in combination signifies the

| : -C(0)- group.
ThelfesHssharere BIBHE 6F IFHESMBIRCTR é‘iﬁﬁiﬁelﬁﬁéf@wg i goFpRgunds of formula
frmji?xq@itiaig%%gawiaa{mﬁgﬁmﬁwmg{@%p%@%amaﬁerm
“formyl", alone or in comhbjnation signifies t p.+GHO. The :
KRG A TS RAREE S e AR/ et agorists, sch
40 ghalexshdliptban drhofstemigesisgrartimioydamBilodistiored high LDL-
2 to 10, preferably 2 tq 8 car égjyng_ﬁﬁﬁb&f)dtdibet
atoﬁ%?lé)%’fgr’r% é%%%c&%z?r%%%%%ba%%{;i?ﬁmﬂr,mﬂ"oélllqlfynyl,", aI%nngn ADeres
or imeBintirattabdigsyidromt Srlip &B%ﬁ&ﬁéﬂdweaﬁ‘aﬁepm’ and mnflammatory
DT e e reterabiy 2 0.4 cambor Al
preferably tg 8 carbon atoms, mare.prefer, to 4 carbon atoms:
PR EFTA S BLTYHSR N A BT LR eacib0r tomponest
10PhaimhaceAkibaliyatcéptabiosaltpliretémprdinide coghitive kinebitainatbage-related
biologjcal effectiyeness and;properti hases AS4d method
B A e
withonopeaiti abimisistuings orageradiabirrasia (hydratysmaa hejgg or animal.
sulfuric acid, nitric acid, phosphoric acid and the like, preferably
hydrochloric acid, and organic acids such as acetic acid, propionic acid,

glycolic acid, pyruvic agid, ox:ylic.acid, maleig.acid, malonic agi c-inic:
201, frl TR R AEh Do o o At dBfies o

13napdelitacainatbenschdfodiviactiybgromp sithohke d¢ierbon atoms, preferably a
p-toluenesulfenic acid, salicylie.acid, N-aggt tein 8R4 254 alarly preferred
addﬁ%lﬁ%?ggé%rsa %?ﬁﬁ%’éﬁ%@ﬁﬁﬁﬁﬁ_ﬁaﬂﬁin of an inorga 'cl%gm:e orprrfe ;ﬂe
an @@M@b&%@@@h@q{é}éﬁlﬁt OB grRpaTiRd MHQH&T@%C €5 ot straight-
inclyde, hukarsAidintted, gidne-segiure pethshietiyl)ipripp, doopopyliutyl, isobutyl,

calcium magnesi,um salts and thihlike' Salts deril\ée from organic £ the isomeric

incltsde- DT RS 1SPMATE S8 L %Pﬁfﬁ‘ﬁ%rcy}?s Condary, and terbary

o@EMiseslssphtitaisbcaediyb srid ciingdhaostbyefasedmetiad.-substituted

amines, cyclic amines and-basic ion exchange resins, such as _
isopropyippine iR BRI nSe i i aHEn iRIRMIAG  cycloalkyl ring with 3 to 8
tripropylamine, ethanolamine, lysine, arginine, N-ethylpipeyidine :
DipEHRS SHIARETSTACIEATHHETRY BB By atoms. Examples of Co-Cy
cycloalkyl are cyclopropyl, methyl-cyclopropyl, dimethylcyclopropyl, cyclobutyl, methyl-
. cyclobutyl, cyclopentyl, methyl-cyclopentyl, cyclohexyl, methyl-cyclohexyl, dimethyl-
25 cyclohexyl, cycloheptyl and cyclooctyl, preferably cyclopropyl. _

The term "alkoxy", alone or in combination, signifies a group of the formula alkyl-
© O- in which the term "alkyl" has the previously given significance, such as methoxy,
ethoxy, n-propoxy, isopropoxy, n-butoxy, isobutoxy, sec. Bu_toxy and tertbutoxy,
preferably methoxy and ethoxy and most preferred methoxy.

30 The term "ary]", alone or in combination, signifies a phenyl or naphthyl group,
preferably a phenyl group which optioné]ly carries one OF more substituents, preferably
one to three, each independently selected from halogen, trifluoromethyl, trifluoromethoxy,
amino, alkyl, alkoxy, alkylcarbonyl, cyano, carbamoyl, alkoxycarbamoyl, methylendioxy,
carboxy, alkoxycarbonyl, aminocarbonyl, alkyaminocarbonyl, dialkylaminocarbonyl,



WO 2005/105791PCT/EP2005/004454 - 8 - formula (I) can also be
present in the form of zwitterions. Particularly preferred pharmaceutically

wo%eRRke;salts of compounds of formula (1) are the hydrochtarigiersalisee14s4
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The compounds of formula (1) can also be_gplvated, e.g. hydrated. The
solvatlon can be effected in the course of the manufacturing process or

Y ERER D R Lally S O,0 ﬁ@ﬂﬁ%@@@eﬁwmp@wme Heepeyiesred Rphenyl or

|n|t|aII rQus, compo off ion). The ter
mﬁaﬁ%e&r&%@v IS SRS TR MY o]y o BERTIERY ome o
scﬂwataﬁasntiﬂmrmé&;mmﬂeaﬂy aebeméﬁiewsﬂkyis ‘trifhems tiwahyo hapogands

of ormul f He.
e Bl PRGN Bty
@f&f@(}‘ﬁésslﬁhﬁvﬂ Examples of such compounds include physiologically
acceptable and metabolically labile ester derivatives, such as

th th est It I I
ceters, SO TR 2 ohiai é‘é%?:%%%??é%ﬁﬁ”e%%% %ﬁ%&ﬁgﬁ%& partilly

COPRIUFRISLR fgﬁﬁmﬁi QRIS R HE RIS BBHERIRPRIBIRS 856PE moTe
whigkroreeapaklie ef frosusittggos, pa:ygaﬁ abdampoundtdefigahdtakn be substituted

A SRR M o o

cOHEOgRAEIm E6mPBimdy aﬂf&wﬁm@ ol ipRsrbaTk iadpnoyi phenyl or

(G/ReRAIKE b2Ym A tertiary nitrogen atom (1 e.=N-} by oxido, with halogen, alkyl,
cycloalkyl and alkoxy being preferred. Examples of such heterocyclyl groups are
pyrrolidinyl, piperidinyl, piperazinyl, morpholinyl, thiomorpholinyl, pyrazoyl, imidazoyl

| (e.g. imidazol-4-yl and 1-benzyloxycarbonyl- imidazol-4-y1), pyrazoyl, pyridyl, pyrazinyl,
pyrimidinyl, hexahydro-pyrimidinyl, furyl, thienyl, thiazolyl, oxazolyl, indolyl (e.g. 2-
indolyl), quinolyl (e.g. 2-quinolyl, 3-quinolyl and 1-oxido-2-quinolyl), isoquinolyl (e.g. 1-
isoquinolyl and 3-isoquinolyl), tetrahydroquinolyl (e.g.1,2,3,4-tetrahydro-2-quinolyl),
1,2,3,4-tetrahydroisoquinolyl (e.g. 1,2,3,4-tetrahydro-1-oxo-isoquinolyl} and quinoxalinyl.
Preferred are oxazolyl, quinolinyl, thiazolyl, benzothiophenyl, pyridinyl, 2H-pyrazol-3-yl
and isoxazolyl. Particularly preferred are oxazol-2-yl and oxazol-4-yl.

The term "heteroaryl", alone or in combination, signifies aromatic 5- to 10-
membered heterocycle which comprises one or more, preferably one or two, particularly
preferred one hetero atom selected from nitrogen, oxygen and sulfur, wherein nitrogen is
preferred. It can be substituted on one or more carbon atoms e.g. by cyano,
trifluoromethyl, trifluoromethoxy, alkyl-80;-, amino-SO;-, halogen, alkoxy, hydroxy,
amino, cycloalkyl, alkylcarbonyl, aminocarbonyl, nitre, alkyl, and/or alkoxycarbonyl.
Examples of heteroaryl cycles are thiophenyl or pyrrolidinyl, wherein thiophenyl and
pyrrolidinyl are optionally substituted with one to three substituents, preferably one or
two independently selected from alkyl, halogen, alkoxy, trifftuoromethoxy, nitro and
trifluoromethyl.

The term "aminoc", alone or in combmatzon, signifies a primary, secondary or -
tertiary amino group bonded via the nitrogen atom, with the secondary amino group
carrying an alkyl or cycloalkyl substituent and the tertiary amino group carrying two
similar or different alkyl or cycloalkyl substituents or the two nitrogen substitutents
together forming a ring, such as, for example, -NH; methylamino, ethylamino,
dimethylamino, diethylamino, methyl-ethylamino, pyrrolidin-1-yl or piperidino etc.,



wherein R'is hydrogen, allcyl, halogen, formyl, hydroxyallyi or
trifluoromethyl; 5 R2 is hydrogen, alkyl, alkenyl, alkynyl, cyano or halogen;

w3l Ryshagen or alkyl; R4 is hydrogen, alkyl, hydroxy or alkepeyidg:a8sho4454
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R6 are independently selected from hydrogen, alkyl, arylalkyl,
heteroarylallcyl, hydroxyallcyl, alkoxycarbonyl, aryl and heteroaryl; A is
aptefir histe poiydyy, antipce ey dnd inetandadiethlybmioptioahyrticutarly
substi gl P{YHQ one to three substituents independently selected from
a%ﬁe#géﬁ)gen, amino, hydroxyalkyl, aryl, aryloicy, alkoxy, arylalkyl,

arylalkenyl, alkoxycarbopylamino, aminocafbanyloxy, carboxy, .
alkoxyddtbBiHH, & 8ﬁ%a%?§ﬁéﬂé§ﬂif%i£gﬂﬂ9%§ﬁ1{%’r%%ﬂ%ﬁ?e and preferably
afidelitylartitotashobybralkexycarbonylalkylaminocarbonyl,
15indolylalkylaminocarbonyl, morpholinylcarbonyl, aminocarbonyl,

amino ! iR ) K '
bRl AL AMONEAREIRIE): g,

alkyloxycarbonylalkoxyaryl, carboxyalkylaryl, carboxyalk ryl,

oL R e A B ARG SRS N o YR,
aminocarbonyloxy, 20aminocarbonyloxyaryl, carboxyallcyl, carboxyalkoxy,
cycloaKytteinmosrvoiylane astinkepbirbbap sigpifips the group -CN.
morpholinylcarbonylaryl, arylalkoxyaryl, WO

2005/ 15 RHRCTHERPORAE 04 4b dorlfmtipinagaienitagydup -CHO.
pyrrolidinylcarbonyloxyaryl, pyrrolidinylcarbonylaryl,

piperidiylcarbanylarylk-piperidinylc r aryl, . _
hydro%%;r Ig%(ysggfﬁ éwﬁ%%?%%%%%ﬁﬁ%ﬁ%g %‘rﬁﬁlﬁﬁpﬁam or branched
helcrioxXyydroicrsbarbgnoyipatyiariiiand gayhamyrrBom q@&é‘mﬁq@@@, #9ik0, preferably
Z818 §ArtRdISASHR:, ﬁ%ﬁrﬁéféﬂ'ﬁblm?@@t’ﬁgéﬁﬁéﬁﬁ.%‘f&féﬂ’ Rz e ethenyl

1, 2, 3.0r-4; and, wherein the compound is not
oapfl gy 1-2 3-dihydro-11-1-indol-5-y1)-1,1,1,3,3,3-
hexafluoro-propan-2-ol,
The term “alkynyl”, alone or in combination signifies a straight-chain or branched-

chain hydrocarbon group comprising a carbon carbon tripple bond and 2 to 10, preferably

2 to 8 carbon atoms, more preferably 2 to 4 carbon atoms. Preferred examples are ethynyl

and propynyl.

The term "pharmaceutically acceptable salts” refers to those salts which retain the
biclogical effectiveness and properties of the free bases or free acids, which are not
biologically or otherwise undesirable. The salts are formed with inorganic acids such as
hydrochloric acid, hydrobrormic acid, sulfuric acid, nitric acid, phosphoric acid and the
like, preferably hydrochloric acid, and organic acids such as acetic acid, propionic acid,
glycolic acid, pyruvic acid, oxylic acid, maleic acid, malonic acid, succinic acid, fumaric
acid, tartaric acid, citric acid, benzoic acid, cinnamic acid, mandelic acid, methanesulfonic
acid, ethanesulfonic acid, p-toluenesulfonic acid, salicylic acid, N-acetylcystein and the
like. In addition these salts may be prepared form addition of an inorganic base or an
organic base to the free acid. Salts derived from an inorganic base include, but are not
limited to, the sodium, potassium, lithium, ammonium, calcium, magnesium salts and the
like. Salts derived from organic bases include, but are not limited to salts of primary,
secondary, and tertiary amines, substituted amines including naturaily occurring
substituted amines, cyclic amines and basic ion exchange resins, such as isopropylamiﬁe,
trimethylamine, diethylamine, triethylamine, tripropylamine, ethanolamine, lysine,

arginine, N-ethylpiperidine, piperidine, polyamine resins and the like. The compotnd of



10 and, wherein the bond between the carbon atoms C and Ch is a
carbon carbon single or double bond and in case the bond between C and

Wg‘ {808/ FgHqn carbon double bond R3 and R4 are absent; antbcr/ep2005/004454
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15

pharmaceutically acceptable salts and phamnaceutically acceptable esters

thereof The compounds of formula (I) can contain several asymmetric

cdateralar{i) can :hieo]l& presentinttecdomo Dfejticallys pRaetienantiqrefesred
mpes ol enanyamers SRS AL BARRIE JAREMANE tr QRUCALY iR bloride saks

diastereloisomer ures 0 aster Isomers, dlastere0|somer|c

racemates or mlxtures of diasteregisomeric racemates.  Preferred

the contRS RARPSLRAR RSLTITSd BiaRAkcebe s et prapa s e solvation can
thisr e pedtiaular bbthscsfitpanads fat e e fhes? 0P caferake plarapaiads

of formula (I those, wherein: ro alo en fo

h§' Pc%%a&éf?or@ﬁﬁ%ro Scn?eﬁ%ﬁoﬁe?lesho roé‘gﬁﬂgfl%lgﬁfengl a%éwfyé{ of formula ()
cyhndreripalogba (s ﬂiﬁwaeg@pd&wmp@hmdv camyluﬁgwbw@pgwaﬁv
alkoxy: A9 Z45akek R6 areindependently selected from hydrogen, alkyl,

arylalkyl, heteroarylalkyl, hydroxyalkyl, alkoxycarbonyl, aryl and

heterog WO 2005/10579 EP2905/004 54A IS a

netoronp T TFETATA L TR &SRO A S SRATB SR LBl formute (D
onmyd)mdeawbsdtmmm@gmlmlgomm@jdﬁmmtarkywhwbgmapable of
aH&WeJQM%XR'{S’hﬁ giraﬁ/ a{!ﬁ?agvrr@wwmn QYA BORYIAPURRdS include

aminocarbonyloxy, carbwr ,alko carbonyl, alkoxycarbonylalkyl
aphroalRg lﬁ{%‘gﬁ{g Y ﬁg}pﬁﬁlﬂ‘ @5}5 4 [enva%lxves,%uch as
alkenvsarhayiaticydam m@@ﬁlﬂﬁameﬂﬁsipéﬁamwﬁw@mﬁbmﬂethyl esters. Addmonally,

mor arb ar on minQcarbonylalk

ggé’? é%ﬁ%%ﬁy%feg y%%rbonyr%kg%)% pyrlo‘y n%}gl%yﬁaﬁmnoca onyf’1
a@m@wmwmbﬁhwﬂvdm@mmwmwlmfmmm Parent
C@&&i@%@é@%ﬁgyﬁeﬁmya%mmfyviﬁ'kfwarxw&ﬁmmg%%mwéﬂﬁon
aminocarbonylamino amlnocarbonyloxy, aminocarbonyloxyaryl,
carboxyalkyl, carboxyalkoxy, cycloalkylaminocarbonyl,
morpholinylcarbonyloxyaryl, morpholinylcarbonylaryl, arylalkox-yaryl,
aminocarbonylaryl, pyrrolidinylcarbonyloxyaryl, pyrrolidinylcarbonylaryl,
piperidinylcarbonylaryl, piperidinylcarbonyloxyaryl; hydroxyalkylaryl,
15hydroxy(carboxy)alkylaryl, hydroxy(alkoxycarbonypallcylaryl,




hydroxy(aminocarbonyl)alkylaryl and pyridinyl; m is zero, 1,2 or 3; n is
zero or 1; p is zero, 1,2 or 3; with the proviso that the sum of m, nand p is

wé’zge:@z@:%i 20 and, wherein the compound is not PCT/EP2005/004454
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2-(1-benzy1-2,3-dihydro-1H-indol-5-71)-1,91,3,3,3-

hexafluoro-propan-2-ol; and, wherein the bond between the carbon atoms

C and (b detaitabagnesanbinvaingle sconsiedeit eontpocatedhiotiond (1),
between C and Cb is a carbon carbon double bond R3 and R4 are absent;
25 and pharmaceutically acceptalge salts and pharmaceutically

acceptable esters thereof. Furthgt preferred are cagapounds according to
formula (1), wherein R1 is dfRy| /alsgen, formyl or hydroxyalkyl. Also
preferred are compounds B f@rmt wherein®-Jd%s hydrogen, alkyl,

; Moregver, preferred are
compounds of formula (1), WhereinR wdrogea,-methyl, chloro, iodo,
formyl, 30 hydroicymethyl, hydroxyethyl or'jiydroxypropyl. Partidljarly
preferred are those compounds accordingQ,foymula (1), wherein R1 is
methyl. WO 2005/105791PCT/EP2005/0(§ m 12 - Preferred are
compounds of formula (I), wherein R2 is hyglrogen, alkyl, alkenyl, allcynyl
or halogen. Further preferred are the comG#RS)gf formula (1), wherein
leis hydrogen, alkyl or halogen. Moreover, péeferred are the compounds of

formula (1), wherein R2 ishydrogen, methyl logen. Another preferred
aspect of the present 5 invention are compolné8 of formula (1), wherein
R2 is alkyl or halogen. Particularly preferrediare those compounds of
formula (1), wherein le is hydrogen.  Further preferred are compounds of
formula (1), wherein R3 is alkyl, particularly methyl. Particularly preferred
akgH&ese compounds of formula (1), wherein R3 is hydrogen. 10Another
preferred aspect of the present invention are the compounds according to

fogmyl g&ef | 1%%18%%%9?8&%?195;@%5& igparh: R ivhyl;

Particularly preferréd are those compounds of formula 1, wherein R4 is

h :
ﬁq ri(; %E}}rgrogen, alkyl, alkenyl, alkynyl, cyano or halogen;
R? is hydrogen or alkyl;
R* is hydrogen, alkyl, hydroxy or alkoxy;

R’ and R® are independently selected from hydrogen, alkyl, arylalkyl, heteroarylalkyl,
hydroxyalkyl, alkoxycarbonyl, aryl and heteroaryl;

Ais aryl or heterocyclyl, wherein aryl and heterocyclyl are optionally substituted with one
to three substituents independently selected from alkyl, halogen, amino, hydroxyalkyl,
ary), aryloxy, alkoxy, arylalkyl, arylalkenyl, alkoxycarbonylamino, aminocarbonyloxy,
carboxy, alkoxycarbonyl, alkoxycarbonylalkyl, aminoalkyl, trifluoromethyl,
arylalkylaminocarbonyl, alkoxycarbonylalkylaminocarbonyl,
indolylalkylaminocarbonyl; morpholinylcarbonyl, aminocarbonyl,
aminocarbonylalkyl, aminocarbonylalkoxy, alkoxycarbonylalkoxy,
pyridinyla]kylaﬁ:inocarbonyl, alkyloxycarbonylalkylaryl, alkyloxycarbonylalkoxyaryl,
carboxyalkylaryl, carboxyalkoxyaryl, aminocarbonylalkylaryl,
aminocarbonylalkoxyaryl, aminocarbonylamino, aminocarbonyloxy,
aminocarbonyloxyaryl, carboxyalkyl, carboxyalkoxy, cycloalkylaminocarbonyl,
morpholinylcarbonyloxyaryl, morpholinylcarbonylaryl, arylalkoxyaryl,



Further preferred are the compounds of formula (I), wherein R5 and R6
areindependently selected from hydrogen, hydroxyallcyl and aryl. Another

Wwpredsnedsaspect of 15 the present invention are the compouRdT GPonsitiasss
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(1), wherein R5 and R6 areindependently délected from hydrogen,
hydroxymethy| and phenyl. Particularly preferred are the compounds_of

form AR RFRAEIO RS IREURT sRETS T arsEeR Rittr ke isthearboryiaryl
hﬁdrwmwwgﬂo d {?f?fjmmmg)ﬁr? h g v il hyl
wherein;o ishydrogen the gther roxymethy
or ph?el%ﬁ%g% gr%@é@%ﬁ%ﬂ@&%ﬁ% 0 ﬁ?l%)a? ﬂ‘iﬁv%ﬁ‘}éﬁ?‘erﬁ%{’ m is zero, 1
or 2. Eydnesy (referedtorylidlytampeoddydtiforkula (1), wherein mis 1 or
2. Particularly preferred are the compounds of formula (1), wherein m is
Z81 & Qkrb, Qtheyrpreferred compounds of formula (1) are those, wherein m
is 1, nis zero and p is zero. Further preferred are the compounds of
f%r?;%@él& herein n is 1. Particularly 25 preferred are those compounds
ormu

a (I), wherein nis zero.  Preferred are the compounds of
formula (1), wherein p,is zero, 1 or 2. Further preferred are those

cBABEIThds DPFoimitih e RiA%isa et ebesirs PP B R RIS o fefe e are

those compounds of formula (1), wherein p is 1. Moreover, preferred
axedeloorip dundsngpdond ida 6f) 2v(hdrenmyih g, bahbydemidériBDiteyl)-1,1,1,3,3,3-

carb%ﬁggb}&ﬁg Siga carbon carbon single bond. Those
compounds areof formula WO 2005/105791PCT/EP2005/004454 - 13 -

wherein RI, R2, R3, R4, R5, R6, A, m, n and p are defined as hefore. .
%‘ﬁ?ﬂ%ﬂé@%ﬁﬂﬁﬁ%ﬁ%&%@&%@rﬂf farﬁﬂifé:%%?&ﬁ{@@r?@% single or
hydralyerblabotdfanhih ozdeytebopdlkyberc SRHART R4 RDoR Garbom dduble bond

and &aﬁﬁgﬁ%?g f3dgfore. Further particularly preferred are those
compounds of formula (1a), wherein Rl is hydrogen, alkyl, formyl or

hydroicyalkyl; R2 iﬁ‘hydro en, alkyl, al egyl, alkynyl or cyano; and R3, R4,
RS IREARDHCHHGA 76 %@5@? FEoASEHARLY 3rerataiiegaters thereof

those compounds of formula (1), wherein the bond between the carbon
atoms Thanan@iyimdscdroomubr o maoubitabo s anbaR3ranekR4caneers and can be

aﬁ%@gﬁt EP@&%&QH‘QP&%@;F%QJ%H}H&%% mixtures of enantiomers such as, for

example, racemates, optically pure diastereioisomers, mixtures of diastereoisomers,

diastereoisomeric racernates or mixtures of diastereoisomeric racemates.

Preferred are the compounds of formula (I) and pharmaceutically acceptable salts
thereof, particularly the compounds of formula (I}.

Preferred compounds of formula (I) are those, wherein:

R! is hydrogen, alkyl, halogen, formyl, hydroxyalkyl or triftuoromethyl;
R? is hydrogen, alkyl, alkenyl, alkynyl, cyano or halogen;

R? is hydrogen or alkyl;

R* is hydrogen, alkyl, hydroxy or alkoxy;

R® and R®are independently selected from hydrogen, alkyl, arylalkyl, heteroarylalkyl,
hydroxyalkyl, alkoxycarbonyl, aryl and heteroaryl;



WO 2005/105791PCT/EP2005/004454 - 14 - wherein RI, R2, R3, R4,
R5, R6, A, m, n and p are defined as before.  Further preferred are the

wEanpassrds of formula (1), wherein A is phenyl, oxazolyl, quinedifiggP2605/004454
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thiazolyl, naphthalenyl benzothlophenyl |33€l>xazolyl quinolinyl, pyrldlnyl

2H- 5 pyrazpl-3-y azol herein hen oxazolyl in )
thidS 81V, b el Fra&mﬂﬁ va#a fed with one
2H- pycaimbesyﬂasmmlemmé@myﬁamlpﬁﬁmﬁaﬂﬁsnbsﬁqmmwngﬁmm hydroxyalkyl,

Lr;rgﬁ)ﬁyglaﬁy&%laa xy, S‘,{éﬁ % %{ﬁaﬁﬁ g%%%ll%ﬁl% carboxy,

amin 65(991“ f Bgﬁﬂo ST LY
aminggaf Eﬁh@&&@hﬁ&a%%ﬁmmaﬁﬁgembonyl

Ik Ikyl Ikylam b
morplBl ?@?&%@ R T AR R eetbonyl
amineua YWK@Q%WI!@:@ sarboyjddkirony, @nﬂmmmaﬁmmparbonyl

alkyl r |
carb alkoxgay?z ar%(r}?gg%gﬂyla %ﬁ%mk@? mﬁ%ﬁéﬁfgﬁ&ow&rﬂ
ammé%@%ﬁ’ﬁﬁ )Ql;mé}ﬁﬁq é@' hryl

carb@hmﬁibyh@m@?kamw @nﬁ@@ékbﬁ?ﬁvlﬁiﬁaf&%iﬂnoca?bonylo

maorpnoun 0X caroonyjaryl, aryja

amlrrl)o X B?'rr‘&’y nr[t]f ):)x;bar éﬂ( y?Cig%é%ﬁ%é?ﬁrbonﬁ
pupermmhamm&wmrmmmﬂnmwmmwwm
IOrefeMéEﬁr@&ﬁﬁaEfﬂ”ﬁ%ﬁlﬂﬁrﬁflEQfmﬂﬁéﬁya‘ﬁheﬁgﬂdﬁcﬁd?&%?%r%ﬁ’ar{l

oxazol-2-y1 or oxazo I, wherein phenyl, oxazol and'oxazol-4

4-y
are oPRSASHEEHORRY I HRSHE R iAo STioEhaTEh )iy
selem@drﬁﬁm@%ﬂxﬁwwlm}mmmm@r@mﬁwmmﬁ
fluor n chloro thox ienyl,
amln% )(%k/ ox y anﬁ(y?}iclgrboxﬁJ Bﬁeln))itﬂ *hydroxyl-phenyl,
hydroxymethyl phenyl WO 2005/105791PCT/EP2005/004454 - 15 - and
aminBt#rBBRyLph&RYS. Further particularly preferred are those compounds
of formula (1), wherein A is phenyl.  Other preferred compounds of

formulds @¥@msoddfind above are those, wherein A is oxazolyl which is
substituted with a first substituent which is allcyl and a second 5

subsityetyhich is Phamy kR gm%%ammmwl fedanifty, 4
hydroxyalky!l. Preferably, A is 2- [4-(-5-methyl-orazol 4- -ylmethyl, 24341-

and, wherein the compound is not 2-(1-benzyl-2,3-dihydro-1H-indol-5-y1)-1,1,1,3,3,3-

hexafluoro-propan-2-ol;

and, wherein the bond between the carbon atoms C* and C" is a carbon carbon single or
double bond and in case the bond between C* and CP is a carbon carbon double bond

® and R* are absent;
and pharmaceutically acceptable salts and pharmaceutically acceptable esters thereof.

Further preferred are compounds according to formula (I), wherein R' is alkyl,
halogen, formyl or hydroxyalkyl. Also preferred are compounds of formula (I), wherein R’
is hydrogen, alkyl, halogen, hydroxyalkyl or triflucromethyl. Moreover, preferred are
compounds of formula (I), wherein R’ is hydrogen, methyl, chloro, iodo, formyl,
hydroxymethyl, hydroxyethyl or hydroxypropyl. Particularly preferred are those
compounds according to formula (I), wherein R' is methyl.



hydroxy-ethyl)-pheny1]-5-methyl-oxazol-4-ylmethyl or
5-methyl-2-pyriclin-3-yl-oxazol-4- ylmethyl. Examples of preferred

W aMpadias of formula (1) are those selectleg from the group F§ EGTIMYy+454
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of: 1.

111383 eralore 22 el 6 e 2l O ime
2a{kyBeinayhaBgirl dha-hen ptifdriad-anel Stecyipbiinds3Bfdsnedaf(lipreherein R? is
pﬂgdgo%!ergaﬂ(ﬁ%r“hﬂ WML%mgW}eEﬁME%%mpomds of formula (I},

exafluo o propan-2

1vihergin B M&éﬁi@@éﬁ&%@ﬁ&h@@@n@ﬁ%ﬁg paetarsdrameth g Briampient
)Jivarebd ybesthylukdsindekrbull-ioRasrdoR Sis alkyl or haiogen Particularly
2 Bem L 300 2 ey NI By kbR R oro-prop

1 1 1,3,3,3-Hexafluoro-2-{142-(2- quoroiphenyl) -5- methyl ox%zol -4-ylmeth

yl] -2- fgmhmgqrequrqd(ﬁ;gwpgp@%ﬁ Jogmpla (I), wherein R is alkyl, particularly

1:&&@131%&%%&@&%&3@5%3&% BRAdBr4oytmathyhbeneydis Rz

q_ﬁ% g -propan-2-ol; 8. 342-Methyl-5-(2,2,2-trifluoro-
1 Paky:1-trifluoromethyl-ethyl)-indo1- 1 ylmethyl] -benzoic acid methyl

ester; 25
9.241-¢enDiheprefemadorrastytishn pyesent invention-pia dod Smppoundsiagording to

3e3ehEHAMNORRREAP RN 1215/ dﬂc%en or alkyl, particularly methyl Particularly preferred are
1,1,1,3,3,3- Hexafl r0-2-1142-(4 quoro43 E éz_yl pheny1)-5-methyl-oxazol

-@wmmﬂfﬁr\f#e YRR do YRS PO SR STBRED- 11,
1,1,1,3,3,3-Hexafluoro-242-methyl-1-(2-triftuoromethyl-quinolin-6- yImethyI
)- 1H3Mﬂmwfepmn-@fo¢ong:ounds of formula (I), wherein R® and R®are

2&&”;%:(3&9%&9&%%5 &ﬁ%&%h&ﬂﬁ%ﬂﬁ%&m&@ aspect of
-ylll,1,1,3,3,3-hexafluoro-prop an
[2heneas oI YREHAR- BT gﬁraaegfada %f tremmgie (Blriwherain BCiABGIES 3781

ﬂ-}d&ﬂ)ﬁ%&ﬁﬂ?&&ﬁ&w Orpoafdrdgeli, MY@oxymethyl and phenyl. Particularly preferred
2005 1eoc:5071191%§u%-r of %(9:91’? ap 54herem one of R® and R®is hydrogen and the other one
is hydroxyalkyl or aryl. Also preferred are the compounds of formula (I), wherein one of

R’ and R®is hydrogen and the other one is hydroxymethyl or phenyl.

Preferred are compounds of formula (I), wherein m is zero, 1 or 2. Further preferred
are the compounds of formula (I), wherein m is 1 or 2. Particularly preferred are the
compounds of formula (I}, wherein m is zero or 1. Other preferred compounds of formula

(I} are those, wherein m is 1, n is zero and p Is zero.

Further preferred are the compounds of formula (I), wherein n is 1. Particularly

preferred are those compounds of formula (I), wherein n is zero.

Preferred are the compounds of formula (I), wherein p is zero, 1 or 2. Further
preferred are those compounds of formula (I), wherein p is zero or 1. Particularly

preferred are those compounds of formula (I}, wherein p is 1.

Moreover, preferred are the compounds of formula (I), wherein the bond between
the carbon atoms C* and CP is a carbon carbon single bond. Those compounds are of

formula



-16 - 14.
1,1,1,3,3,3-Hexafluoro-2-(2-methy1-1-quinolin-2-ylmethy1-1H-indo1-5-y1)-
WOr9anesoaL; 15. PCT/EP2005/004454

1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-[5-méthyl-2-(4-trifluoromethyl-pheny

1)- oxazol-4-ylmethyl]-1H-indol-5-yll-propan-2-ol; 5 16. 2-
(1-Benzyl-1H-indo1-5-y1j1, ','—1,3,3,3-hexaﬂuoro-propan-Z-oI; 17.
1,1,1,3,3,3- Hexafluorqa%(z- | t‘_I:_JyI-l-phenethy H'H-indol-5-y1)-propan-2-

ol; 18.

4
ny -Bphenyl-oxazol-4-ylmeth

2-(1-Benzy1-2,3- dlchloro 1H-indoT1-5-y l
ol; 10 20.
2-{1-42-(4-tert-Butyl-phenyl)-5-methyl- o()(azl(% )-4- ylmethyl] -2-methyl-1H-ind
0l1-5-y1}-1,1,1,3,3,3-hexafluoro- propan-F- D1 2-
1142-(4-Chloro-phenyl)-5-methyl-thiazoi-4-ylmethyll
-2-methy1-1H-indo1-5-y11- 1,1,1,3,3,3-eRaM5ro-propan-2-ol; 22.
2-(1-Benzy1-2,3-diiodo-1H-indo1-5-y1)- ]},1,1,3,3,3 -hexafluoro-propan-2-ol
; 15 23.
1 Benzy1-5-(2,2,2-trif|uoro-l-hydroxy-l-grlf!r‘tﬁ}f’omethyl-ethyl)-lH-indole-2-
carbaldehyde; 24. A
2-(1-Bipheny1-3-ylmethyl-2-methyl-IH-indol-5-y1)-1,1,1,3,3,3-hexafluoro-p
ropan2-ol;  25.
1ydher3i8 BIHANRAURE oRS; &5 methyh bmbp htealefngdydstetfore - 1H-indo1-5-y
1)- 20propan-2-ol; 26.

Zmlrm;ﬁéﬁ%&hkmeée-éw&lﬁ&&éfifo%ﬂa@éarﬁm%@feﬁan-z-ol;

Be -N-met 42-m r|fI oro-1-hydroxy-1-trifluoromet
’\ge’tﬁrbg §OP’1 é:% aml%gzlky Lé

4- 12 Methy]3 g2 2,2- trlfluoro 1 hydroxy 1- trlfluoromethyl ethyl)-indol-1-

5 2BiReRyR-0ondomaerndpery defiapdag before.
N-Methy1-342-methy1-5-(2,2,2-trilluoro-1-hydroxy-1-thfluoromethyl-ethyl)-i
neatthylpathyilllaNphefe eyl dbe drevanen@dutiainfdrBula (Ta), wherein
[2-methy1-5- (2 2,2-trifluoro-1- hydroxy 1-trifluoromethyl-ethyl)-indol1-ylmet
hyl - ﬁgy%l, r; 30 31. 3-

[ZMI\/}et yl-5 2 2- trlr%uoro 1-hydroxy- a?tﬁ#? luoromethyl-ethyl)-indol-1-

ylmethyl] -benz

I\&Z‘S(W&fﬁaﬁtil?% éi&%ﬂ&l%&l/frﬂﬁnr?fethyl 5-(2,2,2-trifluoro-I-hydro

xy-Itrifluoromethyl-ethyl)-indol-1-ylmethyll-benzamide;  33.

{2ad-RieRiyRS éa,zmmlaodapﬁm@ﬁxydlaqﬁmﬁ@mmethyl -ethyl)-indol-1-

35ylmethyl] -phenyl}-morpholin-4-yl-methanone; 34. N,N-Dimethy1-3-

10 [2'metE'Mi:tﬁef%?e%ﬂfm&ﬂoﬁyﬁiﬁiﬁbﬁﬂtﬂﬁ|§9f@§ﬂﬁﬂﬁ)(|fﬁt%l§rein the bond between

indol-1- Ime
e Car ()118. SBQ

?1:3‘53 hexaftugggrpropan-2-

s 4 carbon carbon double bond and R® and R* are absent.

Those compounds are of formula



WO 2005/105791PCT/EP2005/004454 - 17 - 35.
N-Methy1-342-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-i

WoaHiTMEBthylj-N-(2-pyridin-2-yl-ethyl)-benzamide; 36. PCT/EP2005/004454
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N-Methyl-3-[2-methy1-5-(2,2,2-trifluoro-1- Hﬂd‘roxy-
1-trifluoromethyl-ethyl)-indol1- ¥Imethyl] N-pyridin-2-ylinethyl-benzamide; 5
37. 2- [1-Benzyl-2-(1-hydfQxy-ethyl)-1H-indol-5- Zl]
-1,1,1,3,3,3-hexafluorgypropan-g- ol; 38.

1-[1-Benzy1-5-(2,2,2-iflugre: L-ageroxy-1-trif oromethyl-ethyl)-113-indol-
2-y1]- propan-l-ol;  39.°4 B ,

[2-(4-isopropoxy-phenyg)-5 $n ,
10ylmethy1]-2-methy1-1H-indol-5- 1} ppan2-o|; 40. (ib)
1,1,1,3,3,3-Hexafluoro-211-(2-hydroxy- :IJ phenyFethyl)-2-methyl-1H-indol-
5-yllpropan-2-ol; 41. 2- (CH,),,

(1-Benzy1-2- hydroxymethyl-1H-indo|-5-I/1)-1,1,1,3,3,3-hexaf|uoro-propan
-2-0l;  42.

N-Cydohexyl-N-methyl-342-methyl-5- (2@"3 ﬁ?llnoro 1-hydroxy-1-
15triiitioromethyl-ethyl)-indol-1-ylmethyl] ]rbenzamlde 43. 2-
[1-(5-Chloro-benzo (CH,)
[bithiophen-3-ylmethyl)-2-methyl-2,3-dihydro- $PH-indol-5-
y1]-1,1,1,3,3,3-hexafluoro-propan-2-ol; 44.
1,1,1,3,3,3-Hexafluoro-242-methy1-1-(5-methy1-3-phenyl-isonzol-4-ylmet
hyl)-2,3- d|hydro 1H indol- 5 -y1]-propan-2-ol; 20 45.

2 yheshioRo. freRy B m%wwa@mrﬁmﬁmy—l trifluorome
thylethyl)-2,3-dihydro-indol-1-ylmethyThoxazole-5-carboxylic-acid methyl

ester; %rther preferred are the compounds of formula (I), wherein A is phenyl oxazolyl,

16;_1.’51%9 %%aﬁw P Z@T q?@iegﬁg (ﬂP %)_92 19100, 1%%%611%?11 pyridinyl, 2H-

1%@8% exmmm%atm]phe@ﬂnmswlﬂ uisiglioys fuiazoltnpaphthalenyl,

ylge%’gbtﬁﬁyl ey ;}Jﬂcﬂ ﬂ-‘qﬁﬁﬂdlﬂfiﬁ PARaiaY 48 -pyrazol-3- grl and isooxazolyl are
enz H-in

2-(1-B 2-methy dol-5-y1)- 1 1,3,3,3-hexafluoro-
pRﬁfﬁ?ﬁl Yo‘ilu gptuted mﬂx one to three substltuents mdependently selected from alkyl,

21{did ﬁ‘}a&ﬂﬂﬁ{bﬂk}eﬂﬁ%ﬁmﬁmw Attty Bevh eliigk2c3rbiiydienino,
-1Hmdo|-§-} 1 1, 3 3 he quoro

s i g oro Ad% mi}h%xxtar%oylaﬂ% F?E’%?rl%%f
o&tﬁuﬂi‘@h&ﬂﬂﬂkmﬁ;&hy@minggarbonﬁ alkoxycarbonylalkylaminocarbonyl,
SdzaMativhnraceL iR RCk; &m&%ﬁ%oé%}%wﬂﬂﬁwﬁzﬁn@&%nﬁa&yl

oindol-1-ylmethyl] -benzoic aci | ester;
annnoca%‘bonyly oxy, alkoxycarb onytl oxy, pyridinylalkylaminocarbonyl,

alkyloxycarbonylalkylaryl, alkyloxycarbonylalkoxyaryl, carboxyalkylaryl,
carboxyalkoxyaryl, aminocarbonylalkylaryl, aminocarbonylalkoxyaryl,
aminocarbonylamino, aminocarbonyloxy, aminocarbonyloxyaryl, carboxyalkyl,
carboxyalkoxy, cycloalkylaminocarbonyl, morpholinylcarbonyloxyaryl,
morpholinylcarbonylaryl, arylalkoxyaryl, aminocarbonylaryl, pyrrolidinylcarbonyloxyaryl,
pyrrolidinylcarbonylaryl, piperidinylcarbonylaryl and piperidinylcarbonyloxyaryl.

Particularly preferred are those compounds of formula (I), wherein A is phenyl,
oxazol-2-yl or oxazol-4-yl, wherein phenyl, oxazol-2-yl and oxazol-4-yl are optionally
substituted with one to three substituents independently selected from alkyl, tolyl, ethyl-
phenyl, triftuoromethyl-phenyl, fluoro-phenyl, chloro-phenyl, carboxymethoxy-phenyl,
aminocarbonylmethoxy-phenyl, carboxy-phenyl, hydroxyl-phenyl, hydroxymethyl-phenyl



52.
1,1,1,3,3,3-Hexafluoro-2-1142-(2-fluoro-phenyl)-5-methyl-cocazol-4-ylmet

wds26:39methyl-2,3-dihydro-1H-indo1-5-y1}-propan-2-ol; 53CT/EP2005/004454
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2-{142-(3-Chloro-pheny1)-5-methyl-oxazdl&4-ylmethyl]-2-methy1-2,3-dihyd
ro- 1Hindo1-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol; WO

2o0=mimeratsa b%éﬁﬁ@b&s&arﬁlgﬂagh’ preferred are those compounds of

Fokrnda3(B; Heveadinonoisd bk (4-fluoro-3-methyl-pheny1)-5-methyl-oxazol
-4- yImethyI] -2-methy1-2,3-dihydro-1H-indol-5-y11-propan-2-ol; 55.

1,11, r
(2-met yI 1t%$1enet 90 301.1 ﬁisdorf)ﬁillzlmllr%&a(()ll? %S mg%%e 3551 ﬂqgifGWheremA '
pRagolykvdigh Ryfirsushpdtagnt ifiaBrrmed-s seshady |

)mamxﬁmi@m aeaﬁ@@wrmmﬁak m@,eaghalféa ¥ith hydroxyalkyl.

,3,3,3- r0;242-met yI- - Io azol-4-y|meth
]f é é%’ 5:32—&#% W}F’)F g éi Yazol —y&met{xml YS (1-
hﬁdﬁ_queMww&mmﬂmm@-ﬁﬂm@mmmﬂm@fnﬂmawoxazol-4-
i, )dihydro-1H-indo1-5-y1]-propan-2-ol; 59.
,1,1,3,3,3-Hexafluoro- 2 -{2-methyl- 145 methy1-2-(4-trifluoromethyl-pheny

1)-o zoI 4- yIm hyl|.-2,3-dihydro-1 01-5- propan-2-ol; 60.
11 RS o0 S AT D 3 SRy s8R e the grovy
ltbh@dnﬂ@efe propan -2-ol; 15 61.

Efdg/llﬂ - hen %’c‘ge%g%r‘gﬁl ﬁ?y%%é]}atr(g ) rﬁmeﬁh W ?Oﬂx)" i%iﬁcl)éhwl)-lﬂ—
2-{1-[m Wﬁﬁ}fﬁ)‘@rmethyl oxazol 4

E'metby@Beﬁmhyk@&@ﬂﬁéﬂr}HmﬂQ{&mly@ 11,885 Neaiiere-pRpan-2-ol;

2 B2k Bl S s R O ey - ndel-5-¥1-
ndol -5; R0 -plopafi®yol @rbpan-2-ol;
7 (1-Bipheayl-3xyl cgps}oZznrstoAtﬁ,w'{fmgaw Eneoknhrdwledit 3 Benyl)-

hexafltioro- propan- -

1,1,1 @320l Vimeibid] oL indehgt-1laxepedopbmethyl-phenoxy)-benzy
§1-2,3- (qmﬁﬂﬁﬂﬂ@%ﬁﬂé&?mm&ﬁlﬁz 66143 5;3- hexaﬂuorw ropan 2-0l;

il nanlong b Lol SRS
2-(1- Bmtbwdﬁiuﬁimfﬂhﬂﬂ@drhﬁdm 1H-indo1-5-y1)-1,1,1,3,3,3-hexaflu

9roproRaN23ali el oro-2- [2-methyl-1-(3- rpholin 4-yl _indol-
342- Mgthyl 5-(2, % ,2- tlrll?lﬁ%ro 1- ﬁ)}/%rg 1( tI’IIfIﬁSO or%el%hyl ethey%%% ) 1H indol

oaoingdl T—Sﬂ'ﬁ’f’éﬁ%ﬂﬂbenzmc acid;

8. 3-[2-Methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
ylmethyl]-benzoic acid methyl ester;

9.  2-[1-(3-Dimethylaminomethyl-benzyl)-2-methyl-1H-indol-5-y1]-1,1,1,3,3,3-
hexafluoro-propan-2-ok

10. 1,1,1,3,3,3-Hexafluoro-2-{1-[2-(4-fluoro-3-methyl-phenyl)-5-methyl-oxazol-4-
yimethyl]-2-methyl-1H-indol-5-yl}-propan-2-o;

11.  1,1,1,3,3,3-Hexafluoro-2-[2-methyl-1-(2-trifluoromethyl-quinolin-6-ylmethyl)- 1H-
indol-5-yl}-propan-2-ol;

12. 2-{1-[2-(3-Chloro-phenyl)-5-methyl-oxazol-4-ylmethyl}-2-methyl-1H-indol-5-yl}-
1,1,1,3,3,3-hexafluoro-propan-2-ol;

13.  2-{1-[2-(4-Chloro-phenyl}-5-methyl-oxazol-4-ylmethyl]-2-methyl- | H-indol-5-yl}-
1,1,1,3,3,3-hexafluoro-propan-2-ol;



69. 4-
[2-Methy1-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydroi

wWOnek/10§TRiethyl] -benzoic acid methyl ester; 70. PCT/EP2805/004454
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35

1,1,1,3,3,3-Hexafluoro-241- (2 hydroxy-l=gienyl-ethyl)-2-methyl-2,3-dihydr
o 1Hindol-5- ropan-2-ol; 35
i1 [t iR st el Griag At Phps bk dolygii propan-

0-1112iod0l-5-y11- 1,1,1,3,3,3 hexafluoro-propan-2-ol; WO

5/ 7
ARSERLILE %%%o o ffp Zometh e e R
hydro PRRA-BpeLE ol-5y1}-propan-2-ol;

1J,é 1,3.313848% ﬂwqrshaéﬂs[%d 41@995;3@1&:@&%%) Jpaibylgxazol-4-

R LaE bRl Cei SR e AR LA iﬁn'«aéfiﬁemwya-ol

mndlnl;i,?lﬁaéthweﬂi%eddqge{rz){tmmdl-es-m&ﬂpyb@qnb&ngl-aﬁza;-@lylmethyl) -1H-

[2-(2, %('ﬂ;‘gl )-ethyl]-2-methyl-2,3-dihydro-1H-indo1-5-711-
1,1 1%@%?&(%? ofo- p?oggn 2-01; 76.

11,&,1,@,é,lsﬁqé%élﬂ%réréléﬂﬂz@kﬁm%ﬂlow@phéﬂ&»@»@&ﬂ@mﬂw@mmwﬁeoi
thyl] - 192-Methyt. Beifyshendhl-ngRiShsapsPaafiRetHi I 8- methyl- 1 H-indol- 5-
1,11, 3 rﬁ -%’(gggjgﬁ -2-1142-(2- metg y-phenyl)-5-methyl-oxazol-4-ylm

ethyl] (ﬂw 3 YRR Jl }-propan-2-ol; 78.

L1.1,3; 3BEHéﬁdﬂhbm»@bﬁnﬁé{ﬁyh&dﬁMiaﬂzyL%@mﬂhﬁ&mﬁhlybBlé’n'yﬁioi—s-yl}-

)- oxa§oll flygqgeﬂaégﬂ% 1f|dpdol -5-yll-propan-2-01; 15 79.
24142-14-Bénzyl ox-iy-lg eén 6 “methyl-onzol- 4a¥:methyll -2-methyl-2,3-dihy
;EIPa03

b1 H2m PRS- ﬁw@;@éeﬂn?o}'aﬂréﬁ 33 dregefluoro-propan-2-ol;
241-SemeykAHRaty b HA AR 3oty 11 3R Rrbrosalua/oeBon A FRidole-2-

81.
1,1,1,§?§P§1§%}X§ﬁuoro-242-methyl-142-methyl-5-(4-trifluoromethyl-phenyl

R2HpPrardiiphanybthylhaigidhydtbylHiHru@bISSy i bopar.2,84e26fB@ro-propan-
241- 2-ol;

[2- Ethi;I -5-(4- -triflunromethyl-pheny ¥ 2H-pyrazol-3-ylmethyl]-2-methyl-2, 3-
&y drblthBifdoriesafinono21(% methdianahobalendnyimethgal H-indol-5-y1)-
(445- Mﬁibadrémaﬂnethyl -5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethy

e e e e s e e s

[27melyBangpl Mmﬁuudr& [Trymiethig-3-(Adubmmifletrpk ethydeoxy- 1 -trifluoromethyl-
2,3- dllgw iHQQllllyYIIHé Jﬁ%m&’yll phenoxy)-acetic acid; 85.

1,1,1,3, 3 Hexafluoro -2{2-methy1-142-(2-methyl-5-phenyl-mcazol-4-y1)-
@@ryl] 42 %’Mﬁ%}ﬂ’ﬂo-:’l@ %&f@gﬁp- E}B’é%"ioﬁdp‘ trifluoromethyl-ethyl)-indol-1-

yimethyl]-benzoic acid methy! ester; _

29. N-Methyl-3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-triftuoromethyl-ethyl)- mdol—

1-yimethyl]- N-phenethyl-benzamide;

30. (Methyl~{3-[Z—methyl—S—(2,2,2—triﬂuor0»l—hydroxy—1—triﬂuoromemyl-ethyl)-indol—
1-ylmethyl}-benzoyl}-amino)-acetic acid ethyl ester;

31, 3-[2-Methyl-5-(2,2,2-trifluoro-1-hydroxy- I-trifluoromethyl-ethyl)-indol-1-
virnethylj-benzoic acid;

32. N-[2-(1H-Indol-3-y1)-ethyl]-N-methyl-3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-benzamide;

33. {3-[2-Methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
ylmethyl]-phenyl}-morpholin-4-yl-methanone;

34. N,N-Dimethyl-3-[2-methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-trifiuoromethyl-ethyl ) -
indol-1-ylmethylj-benzamide;



86.
1,1,1,3,3,3-Hexafluoro-242-methyl-1-[4-methyl-2-(4-trifluoromethyl-phenyl)
WO 2082658y Imethy1]-2,3-dihydro-1H-indol-5-yll-propan-2-01 ; FXOFGR2005/604454
N,N- Dlmethyl -2-(445-methyl-4-[2-methyi- BT (2,2,2-trifluoro-1-hydroxy-1trifl

O Y 4T3 ety 535 e Ay A o5 T Orosnethyi-ethyD)-indol-
241 [21(3,4&mnhynbw-mapm®952mb&twlrhbammig&methyl] 2-methyl-2,3-d

A vERIT RGN S Fe e BN
-2,3- dihy ﬂ&’wi"wﬁ@iﬁsﬂl’ R BrIobgN23BHgSiC acid methyl ester; WO

5 2995/1057HdRGT/ER 200aI0QA48NT) 20+ 9@ol-5-v1]-1,1,1,3,3,3-hexafluoro-propan-2-
3-{5-Methyl-4-[2-methy1-5-(2,2,2-trifluoro-I-hydroxy-1- trlfluoromethyl ethyl)

-2,3- dfﬂydro indol-1-ylmethyl]-oxazol-2-yll-benzoic acid methyl ester; 91.
3385- I\/lbl[iiymem{ﬁ memaa{(ﬂ;mmtmfh;@mmyﬂymzﬂwubmmtmmwol-z-y}]-

)-2 3 ngiol -1-ylmethyl]-oxazol-2-yll-benzoic acid; 5 92.
4- 15 et 2 methyl -5- 2 2,2- trlfluoro 1-hydroxy-1- trlfluoromethyl -eth
yB% 31d {4 R S OPRPROBETRRSR Asier 1ot hyl-oxazol-4-

10 3 144 3iviethyl]-2-ReRiti #aiool - Slﬁy;ﬂi}ripmﬁmﬁnﬁt&{omethyl ethyl)-2,3-clih
-1- -2:y h
é %#ﬁ%@gﬁ?@ﬁg A B SR b ang iy o511
3 3 hpxaﬂwb-qﬂzopan 2-0l; 95.
Lgh1 %3 #: lyo fﬁcﬁmﬂﬁﬁe%&’ﬁ?ﬁ ?ﬂ&'&ipgwjfglq @9t§'3ﬂ&)éﬂﬁgko—propan 2-ol;

4yfmethy11 2-meth dol-5-yll-propan-2-ol
142 13&@%%&5%%%126&&123&%@ -3-hary e yhedeeR e yim
15 ethyl]- 2imeifyindii Dd@ﬁﬂﬁwmpﬂﬁl&i@ﬁ 1Eeﬁiam1de,

LA13 | thy152-42-trif
51130xa7zc§?4&;hne#1§)/lr] fﬁzoﬁbﬁt} npro%e f’ Y %i}l}qrgg‘%ago S indol-5-
142- (4yﬁehiyl@4§r®wﬁusm@mma@x&z&1 4-ylmethyl]-2-methy1-1H-indo1

vl Q502FORANA10:(5- 9% Hr {5 MR E4soxazol-4-ylmethyl)-2,3-
[gAmet%y%' iéa?%%&ﬁgﬁé%o - hydWmflgoromethyl “ethyl)- oxazol-4-ylmethyl)

20|ndo@11155§/¥ﬁ‘1 tﬁ P9k Bl RYPBReNSE 100. Dimethyl-carbamic acid
20 4455-methyChiskmsibuihbA222meifthor (2 2 bydifuyrd1 - hydroxy 1- tmﬂuommethyL

L R DS E R e
etdyl]- lﬂ:ﬂ;ﬁ%ﬁﬁﬁk@ﬂgp@&{éf@gh}@@ (S—methyl 2-0- tolyI -0Xazol- 4-—ylrnethyl) -2,3-
11,1, Sdﬁl?d;@@ﬂgggbﬁg{gy s HAgrmethyl-2-(4-trifluoromethyl-pheny
1 7oxaz’o’ ? ,yl’m %@Q ul_érlcr;ldfzo 2- n_rlyellhy OP?S metlxyl 2-m-tolyl-oxazol-4-ylmethyl)-2,3-
25 dihydro-1H-indol-5-yl}-propan-2-ol;
48. 2-(1-Benzyl-2-methyl-2,3-dihydro-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-
ol;
49. 2-{1-[2-(4-Ethyl-phenyl}-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-
indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol;
30 50. 1,1,1,3,3,3-Hexafluoro-2-[1-(3-hydroxymethyl-benzyl}-2-methyl-2,3-dihydro-1H-
indol-5-yl]-propan-2-ol;
51.  3-[2-Methyl-5-(2,2,2-triflucro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-
indol-1-ylmethyl}-benzoic acid methyl ester;
52.  1,1,1,3,3,3-Hexafluoro-2-{1-[2-(2-fluoro-phenyl)-5-methyl-oxazol-4-ylmethyl-2-
35 methyl-2,3-dihydro-1H-indol-5-yl}-propan-2-ol;
53.  2-{1-[2-(3-Chloro-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro- 1 H-
indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol;



103.
2-1142-Ethy1-5-(4-trifluoromethyl-pheny1)-2H-pyrazol-3-ylmethyll-2-metlyl

WO-AMHvide®6-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol;  104. PCI/EP2005/004454
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1,1,1,3,3,3-Hexafluoro-2-12-methyl1-1-{2 hyl-5-(4-trifluoromethyl-phen
y1)-2H30pyrazol-3-ylmethy1]-1H-indo1-5-y1}-propan-2-ol; 105. i
s Nty LA H9&@%2@%@frﬂfg%ﬁ%w%%l}ﬁzmﬂ%ﬁams%\:aﬁﬂﬂ"4'
yl)- inddindtiiiethylthyiazgl-2ikitdoheiibiydalcbijt! auidpmettydiester; 106.
(445- 4 2 (2.4 2HLEUpRO-1 - -3-13 methylethyl.
ol L e e P EHGEIS 0
2-{3-CPeRgr320k3-chloro-pheny1)-5-methyl-oxazol-4-ylmethy1]-2-methy1
D050 PCT EPZD SO0 tASt - T 108, Pratoline emboie agd
) -2 - Pyrrolidine-l-carboxylic aci
4-{5-%@{;%&?{%%( %}@-’iﬂ?%"riggifﬁigfd%&ﬁrﬂ?ﬁﬁﬂ%ﬁr%#nethyI-ethyl)
-Edol- 1 yinsedt iy exathol:2-2H] preatlidstd 5 - 108h Midephetink okaarb éxgicsthyl)-2,3-

add ;. .
dihydro-1H-indol-5-y}]- 2-0% | .
4-{5-me¥§ll-2412-r#étk? T B R 3o 1 hydroxy-Htrifluoromethyl-ethyl)-

il 11yl Suyir B sBabrars/if dRemptadid r I riflyoromethyl-quinolin-6-ylmethyl)-2,3-
2-(2-C@ﬁ@f@rghgqma@meﬁﬁb%n@@z-triﬂu?ro-l-gydrolx-y-l-trifluorome
thylethyl)-indol-1-yImethy Thox; =5- ic acid;

e B R 1 GRS R T SR D st R
Hindo bsGapl}4tyinieti8]32fedilindno-Jiopadnl S ofl}-propan-2-ol;
'\Jsd\.'-Dh’]i?lt!&@@%ﬁﬁd@%@%ﬁﬁ&gﬁmﬁ%}(&a&lﬁiiwm%ﬂzgmﬂm 1H-

10triflu_orometh [-ethyl)-indo1-1-ylmethyl]-oxazol-2-yll-phenoxy)-acetamide
+ 113, indol-5-yI)-propan-2-ol;

Z11- [ veenayioryphenihbromaipitayazabdlybmnetiylyl-¢iiglyl; 3tydro-indol -
dol-5- yélfi-l ,1,3.3,3-hexafluoro; o an-2-ol; 114.

3-{5-I\/I1é' l/'li’ -Tﬁy%ae‘i% & rﬁ%}ﬁﬁf lﬁ})efd-l-hydroxyul-trifluoromethyl-ethyl)
-Gadol2t{yHizefiylldserphenyl)-biieetblyl doxazt-AvbmpitbiiH e24neeftyd@shedibydro-1H-

acid 31%&‘—%%1/}1—1‘,‘1[?,ﬁ%bﬂ%ﬂ%&zgiﬁglgﬂ@:&:
h droxi/]il-trlfluoromethyl’-ethyl -indo1-1-ylmeth I]-ox%zol-z-x_llz-%h

er: Gl,wéﬂﬁ;;gg%gﬁ%t( dnfthyl-1-quinohn-2-ylmethyl-2, *Sﬂl%ldI()“lH-indOI-S—
3-15-mpthybiai-meithyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluor l-ethyl)-indol-1-ylmethyl zal-2-yll-phenyl.ester; 7
ke e S S T e L LR ey
20hydrexyilueithroropesti3robthyl)-indol-1-ylmethyll-oxazol-2-yll-phenyl

esder; 118 3 3,3-Hexafluoro-2-{2-methyl-1-[4-(4-trifluoromethyl-phenoxy)-benzyl]-2,3-
(3-15-Metréyf-442-methyl-5-(2,2,2-tr|fluo 0-1-hydroxy-1-trifluoromethyl-ethy

1)- indsHhy Wé&iﬁé?&?&'—%‘-?ﬂ%@ﬁo‘ })-acetic acid methyl ester; 119.
F6>-Methy |22 Biytyd-pheh #r Fhuendsi -byrsixy-Hsidthol b metleyhdthyd) dihydro-
- Indol o e TPz p 5 5 ¥RSRARI: AP gL ster
67. 2-(1-Benzhydryl-2-methyl-2,3-dihydro-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-
propan-2-ol;
68. 3-[{2-Methyl-5-(2,2,2-triflucro-1-hydroxy-1-trifluoromethyl-ethyl)-2;3-dihydro-
indol-1-ylmethyl]-benzoic acid;
69. 4-[2-Methyl-5-(2,2,2-triflucro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-
indol-1-ylmethyl]-benzoic acid methyl ester;
70. 1,1,1,3,3,3-Hexaﬂuoro-2—[1»(2—hydroxy~1nphenyl—ethyl)-2-methyl-2,3-dihydro—lH—
indol-5-y1]-propan-2-ol;
71.  2-{1-[2-(4-Chloro-phenyl)-5-methyl-thiazol-4-ylmethyl}-2-methyl-2,3-dihydro-1H-
indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol;



25 120.
4-15-Methyl-442-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl

w0 zingebsroygimethyl]-oxazol-2-yll-benzoic acid methyl ester; 1PLT/EP2005/004454
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3-15-Methyl-442- methyl -5-(2,2,2-trifluorolBhydroxy-1-trifluoromethyl-ethy

l)- indol- 1§/Imet li- oxazol 2 yl} ben20|c acid; 122
173:1,3 3 B:fdxA %8 uzu{q_ 4-fluoro-phenoxy)-benzyl]-2-methyl-2,3-dihydro-

[2-(3- hyHrm@{meﬂjrw-pif@a)&leethyl -oxazol-4-

% nlc/ﬁét& Jlslzalrg y%%’?%%ﬁ g%ﬂ _r a]f)ﬁy%og( eﬁﬁ?,fﬁ%}%}%&ﬁyf‘z‘{%
)- Indoﬂlnythiéiﬁfmﬂzwzd}m%@dékladd~iﬂ} propan-2-ol;

D ! ' envl)-
E?i%lor?ﬁ%%ﬁ%ﬁ?;ﬂ%?ﬁ S fﬁ%%ﬂ%%%%%’éﬁ%ﬁ pheny)

(3-15-Rig fhﬁ hydr )Rf‘ipﬁ’i’ﬁao‘?bmethyl eth
yIb. 'nd@'ﬂ'mmﬁmﬂbbeﬁﬂ%ﬁﬁdl-ﬁﬁém&yﬁmﬂ&ﬁ@ﬂ@ 3Ghydro-1H-indol-5-y1}-
2005/%0??%1?9 4456 2-126.

5/Q
N,N-Diméthy1-4 nﬁ)et ;g/l }Ef methy -542,2,2-trifluoro-1-hydroxy-1-
tAfiuorbrné i iherpiivespLyinEHdriswRTenrb BRRB riansidel-pazzol-4-yimethyl] -

1,11 %S&tﬂﬁx Lgiterdrd 11A3- Mdaydfwwﬁyﬂr&h&nyl) -5-methyl-oxazol-

053 biteir %ﬁ%ﬁ?@fﬁﬁﬁpﬁ%m SRR ac i Yimethy -

1,1,1,23rixhekafhudilypropds-2:adl 529} Iptobah R bklexafluoro-2-
z%smeti‘ﬂ 3-65me %%oro cﬁi— %—r%ﬁmlf[glrﬂnef:@frpﬂ'wr@cﬁuoyo 1eﬁ§ﬁpﬁ‘ﬂényl)-

130, 252-C

[2-me@RAEDi: (iz;inﬂhﬂdr@ré yé?@xl)ﬂrlaﬁmtﬁﬁ%mme%gb indo1-1-yl

?ﬁtQYE-?MZ%@—EeﬁW%QQ}Hm@ﬂ%ﬂhﬁs&faﬂaﬁl ylmethyl]-2-methyl-2,3-dihydro-

oA SR A PEBRATBRE ARG 111 ot 5.1
-plopair(2-BleriZR 2 Iieth B3 B-htedcdffugtb21 1 B; 13- hexafluoro-propan-2-ol;
(ora phene eyl 2-eautyt tHadaleRydl OIRRASARlA . phenyl)-21-

1 1 1 @;G@@#ézﬁh&ﬁ?ﬁ’li*%zirﬁém@mlﬁawweﬁlbmwioLH indol-5-y

319%- qr@ﬂ;{%%hjlrl -5-(4- tnﬂuoromethyi—phenyl? Hpyr yrazol- 3} Yhél%ﬂhyl]dz n|1HethY1 23
e u elny. en- met ihydro-
mdolééﬁlﬁo ﬁ“ﬁi%[% (Y%i 43’i RRL T Slopan. %

81, 1,343{3-Metbylcbld-2at2hyl ethif, 2.2 Xnifletbd-6 - iy drifhaoromigthytphethy i ethyl)-
)- 2092%‘*8&}%&4@&%&8& ]ﬂﬂﬂgﬁﬁ}& 50‘!1%&(9 re (gﬁ()) P AR acid methyi ester;

{342 Meth 1-5-(2,2,2-triflugro-1-h droxy |- t me yI ethyl)-indol-
yinet §»r Ip‘ip[g»[gpﬁ Y oro -1-hydroxy-1-tri uoromethyl ethyl)-

2,3-dihydro-indol-1 *ylmethy}} oxazol -2-yl}-phenoxy)-acetic acid;

85. 1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-[2-(2-methyl-5-phenyl-oxazol-4-yl})-ethyl]-
2,3-dihydro-1H-indol-5-yl}-propan-2-ok;

86. 1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-[4-methyl-2-(4-trifluoromethyl-phenyl)-
oxazol-3-ylmethyl]-2,3-dihydro-1H-indol-5-yl}-propan-2-ol;

87. N,N-Dimethyl-2-{4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifivoromethyl-ethyl)-2,3-dihydro-indol- 1-ylmethyl] -oxazol-2-yl}-phenoxy)-
acétamide;

88.  2-{1-[2-(3-Benzyloxy-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-
1H-indol-5-y1}-1,1,1,3,3,3- hexafluoro-propan-2-ol;

89. 4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-triftuoromethyl-ethyl)-2,3-
dihydro-indol-1-ylmethyl}-oxazol-2-yl}-benzoic acid methyl ester;



Examples of particularly preferred compounds of formula (I) are those
selected from the group consisting of: 25

WQ 2005/808781Hexafluoro-242-methy1-1-(5-methy1-2-in-tolyl-ox £Vt 454
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yl)-1H-indol5-y1]-propan- 2 oI

2 ﬁ E %?g JM% %h oro % ](Elizlgd%ﬂ%mr) i f}y]ar%gy? 1 hf?éﬂlg‘%;geﬁlol—ethyl)-z,&

1 1,1 3@1@&%@@&@@@1&4@%&@@2@@amwmagwrpheny1

)-gxazal- ?SF&% } ol ) _

1,%?1,3%3% exa %uor?}ﬁg%%%x%&ggpﬁﬂgﬁglg % drot]ﬁg/llotiéﬂz% Ifmethyl ethyl)-2,3

yimethyipyzirednelt: mmﬁlﬂlymwﬁ&ﬁa hepznic paizt

(:Z’bﬁmffqlﬂlm )-E-W?iii’él?{hﬁxﬁfgzgﬂmﬁlﬂif@l hydroxy- 12tr11|1uor0methyl ~ethyl)-2,3-
metnyl-1R-inapl-»-£11-.1,1.1,5,5, oro-propan-2-o

1,1,1,3%13%% igﬁ%’ti} Wéﬂ%}fzf?p%gﬁ%ﬁﬁﬁcf—ﬁfaﬂol 5-y1)-propan-2-

0B85 3-{4-{2-Methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)- 2,3-dihydro-

1,1,1,3 Iyl -4-ylmeth
yD)-2,3- %clﬁy'}régﬂﬂ %ﬁ% oan ae%&ﬁei@é]n?e{ﬂy Qyl-gxazol-4-yime

2%5/1@)61!9@#@15@@@3@5’}0@21&49&42&) epylA%-methyl- 1H-indol-5-y1}-1,1,1,3,3,3-
(4-EthylRbfnydd- rmﬁt@.)g gxazol-4-ylmethyl] -2-methyl-2,3-dihydro-

IR —

ro-1H-ihaotthyk-1H- indd- 3— pxa;ﬂu&ﬂaqb:opan 2-ol; 5
15k 1,333, #9@@&%&&% ey PR ARV s P AR BIRP3 A methy}-

)-propan-2- 0
1,1,1,%3@%&&%@ iﬂ’lr}ﬁgfﬁiﬂa} Bsakethyl-2-(3-trifluoromethyl-phenyl

)(f?](-gza-1‘}1,BiﬂiﬁihwiéﬂﬁoﬂdhYqipzqig&hﬁiﬂ@J{‘fﬁztlmr%ﬁ]@[@@il‘t@_l}fi[’borometﬁy% phenyl)-
eth trifluoro- xy-1-trifluoromethyl-et

hyl)-2, X%t %é’%ﬁ&‘éﬁﬁ%@fﬁ%ﬁ’ EB? % enoxy)-acetic acid;

N D@nﬁtﬂﬂi@-@@m@m@)—rﬁeﬂms -(Z2o-difflmeshid hydrosyhyl- 1 H-indol-5-
trlfluo:gmqt@ﬂ-g@g%gxgﬂqgw%@gglzldlmethyll -oxazol-2-y1}-phenoxy)-

t
S M MR R S @it agRriclydearmord rgethyly ety
-2,3- dihudrquiﬁaﬁiygh@'ﬁquoﬁazlﬂiﬂl} -benzoic acid; 15
|- thyl-5-(2 flu d thyl-
D R e R Yy
4-{5- Mmﬂyblb[‘zaﬁe‘llﬂgﬂhﬂmlﬁgl-tleﬂlm@hrlmmzﬁﬂiﬂpbmmi@Eﬂi;’hethyl)
-ipgiol- 3}1¥i@%@¥ﬂ1@¥ﬁﬁﬁh‘g -YLHPReRARH. ¢412- (5-met fmﬂ}ahen -0xazol-4- }Y%)-ethyl]-

{5-Met 1}/{1 “A43- methy1-542,2, 2-trifluoro-1-hydroxy- oromethyl-ethyl
-indol-1&28 héﬂ%}&f?&é&f&@}i} phenoxy)-acetic acid;

N,{M_*Dmelmlﬂi(k{ﬁﬂmﬁ&l%%dﬁhﬁ}lhylﬁn@tﬁylM(Wﬁl—dofwﬂf&&yﬂphenyl)n

trifluoromet thy oxazol 2:y1}-phenoxy)-acetamide;

3-{5- Me’fﬁz‘?li] %3 ﬁ@ﬁﬁ%‘éﬁg SRR d%xgz 1-trifluoromethyl-ethyl)

-iHfol- 2- th?eﬁt%ﬂ:éx@z@lﬂuyﬁmpw@ndfph&}’l) -2H-pyrazol-3-ylmethyl]-2-methyl-1H-

3-15-Mefayls4i2- @§§1yl35_>,-(ge§a%ﬁ@§lg gﬂagygr&xy 1-trifluoromethyl-ethyl

)-indol-1- ilmeth% ilé?zol -2- y{% ﬁ?e

1194 33 AR yitfetRg iR A tesegese phenyl-2H-

4-yimephidiairaeiyet] nnehadﬂl}ﬂmpmga@hz ~ol;

105, (4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid methyl ester;

106. (4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
indol-1-ylmethyl}-oxazol-2-yl}-phenoxy)-acetic acid;

107. 2-{3-Chloro-1-{2-(3-chloro-phenyl)-5-methyl-oxazol-4~ylmethyl]-2-methyl- 1H-
indol-5-y}-1,1,1,3,3,3-hexafluoro-propan-2-ol;



4-{5-Methyl-442-methy1-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl
)-indol-1- 30 ylmethyli-oxazol-2-y1}-benzoic acid;

woNbsRDimethy1-3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro- 1-h PerHep2DaFifesd 34
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romethylethyl)-indol-1-ylmethyl]-oxazo1=%y13-benzamide;
(3-15- Meth¥1 -442-methy1-5- (2 2, 2 trlfluoro 1- Cé(rox -1- trlfluoromeH1ybetI
;Aﬁﬁmé’m idinethyAlEREYM 2cih 2-trittioro-1-

Bﬂ—ﬂ&@ﬂmﬁﬁlﬁéﬁﬂﬂ%ﬁ}élh&icﬁi@-&Iﬂuéfﬁﬂpr@ézﬂyQIﬁXyphﬁmwster

%%%%??%ﬁ%%% L e

(4-hydepsdyengrihyi-ghonghahrieedylbiadol-4- y]m@tmﬂr]]-oxazol 2~y1} phenyl ester;
Zpethyl-Lidndglsh (|§' g@@ﬁe%i?i +5- (@i@h@ﬁﬁiﬁUﬂd%%UMﬁﬂuommemyl—
as

according to formula efined above 10se dselected from the

group‘%%‘ﬂ@s‘t‘i‘ﬁ@ oxazole-5-car oxy ic aci
Lial, ;’zrqB{Iﬂe{xaﬂﬂwfb%ﬁanmmwy&(&mﬁ;ﬁ%ﬁy«sﬂ@yhﬂeﬂhﬁwmmml 1H-

-2,3- dih ||
2-[1- (2 :g% Xhls %gzoﬁorzér%f FiRbthyl-2,3-dihydro-1H-indo
ﬂszyma,mm@mslﬁemrmbrbéamn@ V512 Arbyroxy -1

{2- me@?ﬁﬁul}r é%ﬂhﬁﬁﬁmlyﬁﬁéﬂﬁ]}ﬁmgﬂwmﬁﬁie%xﬁ -acetamide;
d|h e%H indol-

ijtead ]pro 755 s S e Tk rindol-5-

) 2 3 sijhydm,mslﬁkﬂeyiﬁmjmpmmﬁﬂaayll phenol,
t]% - %ne?’ ﬂ%ﬁ%ﬁ& J%,mﬁg&]z(élmf&py'zZa@WHYh%&?Aé@&@eemyu
1,14 M%XMMIM@W(S&&WWHWI -phenyl)-5-methyl-oxazol-

411/%*}\%%%3@%&&% M@%ﬁaﬂ@%ﬁﬂlﬂwmw&qh 2,2-triftuoro-1-
1,1,1

pigio - e RO O e O

1,161, @&;&ﬁykaihlmrm@a@ldﬁ%dﬁb%xf@eﬂhﬁ}b?bﬁe@ﬂ 2-trifluoro-1-hydroxy-1-
eth 2 l,

1,1,1,&,%&%%%?‘ (%ro 1%%}%?‘3]1(%1%1 dr gy%ﬁ%qu %ﬁol -oxa

20174, Birelaime Iriempric.avisd d@ﬂfﬁlﬁ&r&w t@ﬂzﬁ (2,3 3 tiflaore-1-

1,1,1,3x%% E}ﬁlﬁfﬁ&@ﬂ%ﬂ%ﬂﬁtﬂ-ﬂ&iﬂleihﬁh%ﬂiﬁrlf}’lﬁbt%@mf}h}’kﬂﬁﬁ%’éster,

R e 2 et PR O I PRI <)
1)- oxaml%yhm&lmmhlymmwmmwwm@pmmym

o m 0 215”1\@1&18 fi '&10 gtgy'zlziézm?s?a{'12r§mp&@ 3yl MBROIANMethyl)-

ro 1 |ndo I- propan 2-ol, and pharmaceutically
acceptﬁé@é RTHCRP e BEPRESR RS¥¥ereof. 300ther
Q@@Icwqﬁm@ﬂr@qm&@md@mwﬂmmﬁomﬂ@@ legritefiteehethyl-ethyl)-
above_ are ﬂl selected fr cons stl e
111,449 R R S G BRGRT F-5-methyl-oxa

A3314- ?ﬂtﬁem;fbﬂ&ffﬂ}myﬂmﬂﬁf(m%tyﬂ)lpmphh}@:@p{y 1-trifluoromethyl-ethyl)-

11,1333 He xpilior-gatt g4 3 lemdsexyeeihyl)-phenyl]-5-methyl-oxazo

l-lé-?. 1,1,1,3,3,3-Hexafluoro-2-{1-{2-(3-hydroxymethyl-phenyl)-5-methyl-oxazol-4-
yimethyl]-2-methyl-1H-indo]-5-yl}-propan-2-ol;

123. 4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-triftuoromethyl-ethyl)-
indol-1-ylmethyl}-oxazol-2-yl}-benzoic acid;

124. N,N-Dimethyl-3-{5-methyl-4-{2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-benzamide;

125. (3-{5-Methyl-4-{2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid;



35 ylmethy11-2-methyl-1H-indo1-5-y1)-propan-2-ol, and WO
2005/105791PCT/EP2005/004454 - 25 - 1,1,1,3,3,3-Hexafluoro-2-

w{2zmetiog19l-(5-methyl-2-pyridin-3-yl-oxazol-4-ylmethyl)-2,3- PCT/EP2005/004454

10

15

20

25

30

35

dihydro-1H-indo1-5-yl] -propan-2-ol, and pRérmaceutically acceptable
salts and rmaceutically cceptable esters thereof. . Processes for
th@%aﬁn&ﬁ&%egfyg&ﬁ%bﬁﬁﬁgﬁéﬁ ARALHY S art SHfbpr hlvgroxy-1-
inventierifluoidraqhgbathyipnmiotarmyinetidd jobtaroidlay(]iednthenidesent
inventi [ t. ugni t SyRthetic routes,

yentiqn mayshe Garigd ORI fe@@%ﬁﬁéﬁg&ﬁﬁg%}nﬁ £ tiﬁrg-kl 4z0l-4-

Syntheses of the invention are show €s.

requirexigertbaArgshriiél rindelobr dhe Rpmcatioh of the resulting -

products @re-knawhif- thesedarbe AL dhe-subalituepiaand)l PHORIgER s -y1] -

used in th fstzjqr:)v\gn escription of the processes have the significance

given a]b)g)@é PR ARROASR P ©:8hitrary. One method to prepare

caatpolyids b foitaxiel(ayoid-\hictetRi-tb @6methyl: p-andi-are - eybvethyl )- 1H-
is i"USt{ﬁlH%ﬂ-glﬁ?_ -Ap.indoline 1 is converted to the

hexafluoroisopropandl 2 by treatment with 15 hexafluoroacetone ]
sd3fuiRythdietep s #h Bpmsthrkhept v 2 tiuprotd dedrapqs Etrifluoromethyl-
protectigylyonde1gylRyetratBRAMoLh. exsHiaiRG a8 eRétayThRs; TESCL

in,presence .o itable base such as DBUJ. Bo nd 3 can be
NIy o 5 i B PR ET I AR APPSR pRly + lmethy)-L-
"LG-(CH@ptiteR5R6padH)p-A" (Wherein LG is a leaving group such as
e.0:~Cl;Bryl C ' f3). JR_a-Spjv I R b 50-180G 15 s
o e B N o e R e B Sen -indol5
with arVBXR&?f@B‘ESE@b d) optionally in the presence of a Lewis acid such
as33.0.1jhisrmeHlemieer ZiL kzetifyianaleghttalernz-Aheist alH Jn@95-yl)-
Chem., 1991 26%0) 5939-5942; Duran Pachon et al., Tet. Lett., 2003,
44(32)%(9’?@% 27), to give derivatives in whichm =0, n=1, and R6 =

CH2O0H, 186333 dreotadlnoay- 2163w tyd kyiatelt injere2iyhronthwith, 3-dihydro- 1H-indol-

C10C( é;l}j '1'.9132(5:_%251126)"- 25 (CH2)rA in presence of a base or with
HI%E%)C 2 m-|(CR5R6),,-(CH2)p-A in_the presence e.z. EDCI and HOBT
or-dther

lybicartedgeitacicets rahirinatonrdridésndmomsngichenyl)-
acids awiﬁmhgeﬁﬁs@&grx})1flih§,ﬁ@$lgtiﬁgpummjm@r;raﬁdiate is reduced in

step f (8, G Wi [la. Alternatively, the . . .
(B ORI R LAY datrap B oD indol1-
introduphioetinf irehraxhfpipesidoprbyhmatifarone leading to 6, 30 which

upon treatment with hexafluoroacetone sesquihydrate is converted to (la).

IndolinggAnpiay HEpdeRiakabiasdrablises talde «f fopshilatioaihite selected from

prﬁsence of TBAI;)I. V¥O 2005/105791PCT/EP2005/004454 -26 -
the group consisting of:

1,1,1,3,3,3-Hexafluoro-2-[2-methyl-1-(5-methyl-2-m-tolyl-oxazol-4-ylmethyl }- 1 H-indol-
5-y1]-propan-2-ol;
2-(1-Benzyl-3-chloro-2-methyl-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-[5-methyl-2-(3-trifituoromethyl-phenyl }-oxazol-4-
yimethyl]-1H-indol-5-yl}-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-{1-[2-(2-fluoro-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-
1H-indol-5-yl}-propan-2-o};
2-{1-[2~{3-Chloro-phenyl)-5-methyl-oxazol-4-ylmethyl}-2-methyl-1H-indol-5-y1}~
1,1,1,3,3,3-hexafluoro-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-(2-methyl-1-phenethyl-1H-indol-5-y1)-propan-2-o};
1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-(5-methyl-2-m-tolyl-oxazol-4-ylmethyl)-2,3-
dihydro-1H-indol-5-yl]-propan-2-ol;



As shown in scheme 2 (step a), indolines 4 and (la), obtained according to
scheme 1, in which both R3 and R4 are H, can be oxidized to the indole 7

woang ey 7easpectively (e.g. by 5 treatment with Mn02 or DDQFCV/IR2608/@14454
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Ib FO = H R2 = Hb R2 = halogen (CH2);R8=R2 = H R1 = R2 = halog-eT2

R5R6)" = hal Jjd (Ch12)pR2 =CN R2 = hal AR2 =
P B BT BEREEF o I W erPesthet i G- 1E-indol
B-thlid Subsidlehtmflydve-goapettecsip Cl, Br, |, or F, e.g. by treatment
it ' j t .0..N S .
e Bl S R i iy 1ol
|dbleb YibyehT hemaiereerapenreck H, may be dihalogenated using 2-3

eguivalsisRiiimbalogenatingndephste )E,ISW%%FOE‘IHJH%M%— -Propan-2-
%,’ Br or | may be converted to indoE—:-s 7 alz}glb with R2 = CN (step d %8 P
Pd(Il)-mediated coupling with CuCN (e.g. in analogy to Sundermeyer et

dl, 1 Chghdidtiyxafiibucebdarminbyhal] 200ah91(8) 2828 udt83ftyltohenyl)-oxazol-4-
[ angl IGR;R2 isralk I lcynyl (step e) e.g. by Heck |
é}#ﬁé@@%g%@%g t%?pieB %(ci)%lgﬁ %g%?ggﬁ%%\%y (e.g. in analogy to

Myl 2rmethzob 22, inrotingosyl dyryemc Fefzooseokpsethyl)-2,3-
2irytR)-HRELB51IeNSKIYONRLAL2 HelSHeRYRPS: 2000 53 (9), 1877-1880).
RN o R e R B ek e R
SulfistivenetimdyetyDehdedibido dodeltlyybnbitil) emtansiiziiy tiplscisotopacetamide;
By EeRmEALM I herlyh 29831001 8f RV ARSE D e AR [RIONER M¥ethyl)-2,3-
dihydro-indol-1-ylmethyl}-oxazol-2-yl}-benzoic acid;
4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1 -triftuoromethyl-ethyl)-2,3-
dihydro-indol-1-ylmethyl]-oxazol-2-y1}-benzoic acid;
4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
ylmethyl]-oxazol-2-yl}-phenol;
(4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro- 1-hydroxy- 1-trifluoromethyl-ethyl)-indol-1-
ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid;
N,N-Dimethyl-2-(4~{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetamide;
3-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl}-indol-1-
vimethylj-oxazol-2-yl}-phenol;
3-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
yimethyl]-oxazol-2-yl}-benzoic acid;
1,1,1,3,3,3-Hexafluoro-2-{1-[2-(3-hydroxymethyl-phenyl)-5-methyl-oxazol-4-yimethyl] -
2-methyl-1H-indol-5-yl}-propan-2-ol;
4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-indol-1-
yimethyl]-oxazol-2-yl}-benzoic acid;
N,N-Dimethyl-3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-
ethyl)-indol; 1-ylmethyl}-oxazol-2-yl}-benzamide;
(3-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-triflucromethyl-ethyl)-indol-1-
ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid;
N,N-Dimethyl-4-{5-methyl-4-[2-methyl-5-(2,2,2-triflnoro-1-hydroxy-1-trifluoromethyl-
ethyl)-indol- 1-ylmethyl)-oxazol-2-yl}-benzamide; and



5 hydrogenolysis in presence of Pd/C of the resulting aldehyde or of the
alcohol obtained by reduction (e.g. with LIA1H4. Indoles 7 with RI = CI, Br

WORICHME & converted to derivatives with Rl = hydroxyalky! (€GTHp2005/004454
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metal-halogen exchange Wlth e.g. an org%hthlum and subsequent

treatmen raform aldeh :
oy Rt A BT A ST Ry o, TREB gl simetty -
exchethgk Vidthrelgl- Ecnf]fbfgmpahrﬂfﬂuoh and subsequent treatment with a

formylating agent such as e.g. DMF), or to derivatives with RI = alkyl by

treatmept With 0 Ak UAUIRG FOBN YR A8 18 S Rdeethaneralteaifve are those

metal- halogen exchange. Intermediates W|th Rl = COOH may be obtained

birleias rf&’fﬂéhﬁ%‘i’é‘ﬂvﬁ‘i’flé@?%ﬂ r the metal-halogen exchange. Such
CErhaxylicistBi3-Eandtuoam e e dhtalijie] 15 imaleMithtiRhbxa£0F3-glmethyl)-2,3-
b&/lhr%atmﬁ?t {_\I/]vatti §FP1[ J as. Indgleoi 7 may be deprotected to indoles (Th)

t

(e g esilylation in regence "TBAF). Another method for the
prepatatismat indorisbyraaphityliraetRd) Prmethit 3 adidniere Hefndad-5-yll-

asin glglmﬂeﬂﬁ,pﬁg Bk suiggd for the preparation of indoles (Ib), in

WhICh RI 2;) :s hE{droxyaI I fo ;_Eog alk @r&ng gﬂsb(ee ted in scgg X}%{%%YD -2,3-

hmqebteﬁmndmvﬁthl]ammfpmembl,strong base (e.g. NaH) and

treatme, ( N5a
2‘%?(§ ereqrjg1 J'i‘GFZt S”ﬂé%g\Y/%‘ g%(?l]})? suc %g%gg@%}ri%}%ﬂ%%@g é‘ % )23
cHhydeponing-3 - Yy PO PIEP2b05/004454 - 28 - (see
sghame %)t&me&&snet)z%&pﬂal BaRAMCYbRereHL N 161 -Wikthyl)-1H-

carried qut (step b) and the resulting alcohol is 0-protected in

4) i
s‘l‘edﬁl) 3 Q'W?ﬁ’aﬁl‘;ﬁrfiﬂate in the presence of DIPEA). Metal halogen
ebsfchah@éaﬁﬁxﬁuetbyﬂmdm@r hyaltoylyreghpspiiydl cgrenitieylagazobt jimethyl]-
t t | t fl t
grtg 1B g/lr%(?{ﬁpéq\#%ml @%Iggmr}yg I—g) 0Ipexa uoroacetone gas

lea the i exafluoroiso (step . For (Ib) with le =
dHZ@ﬁé‘é@%‘tﬂE@f@ﬁ Thiay 2oty FigHooxazol-4-ylmethyl]-
%%@ﬁ{ﬁ-&@@ﬁy@@dﬁt&ﬁﬁm&a aﬁsmqe of TBAF) and the

st e T

bﬂmﬁhm&mvﬂnyﬂimﬁndnitﬁefbrgsembﬁhBU) 10 Treatment of the
! f?tresdlaotq@mw Almagnashiy %ﬂ;gfe AP pheyliipitinleags,

derivatives with le = 1- hydrox alky (ste ygenatlon e. g by

HSLB}%YQ olySisthyhidddndelor ¥ batepansindhas Pd/C, or by treatment
witR)a md%c&t&gﬁﬂm‘@hﬁ@e@efﬁﬂﬁM 838etiEB G- idpbepalbetifl-phenyl)-

Oy A PRt ST Brosry Arean EREA et o

(28) 1,1,1 3 ,3,3-Hexafluoro-2-{2-methyl-1-[5-methyl-2- (3 tnﬂuoromethyl—phenyl)
oxazol-4-ylmethyl]-2,3-dihydro-1H-indol-5-y1}-propan-2-ol, and
1,1,1,3,3,3-Hexafluoro-2-{2-methyl- 1-(5-methyl-2-pyridin-3-yl-oxazol-4-ylmethyl)-2,3-
dikydro-1H-indol-5-y1}-propan-2-ol,

and pharmaceutically acceptable salts and pharmaceutically cceptable esters thereof.

Other particularly preferred compounds according to formula (I) as defined above
are those selected from the group consisting of:
1,1,1,3,3,3-Hexafluoro-2-(1-{2-[4-(1-hydroxy-ethyi)-phenyl ] -5-methyl-oxazol-4-
ylmethyl}-2-methyl-1H-indol-5-yl)-propan-2-ol,
1,1,1,3,3,3-Hexafluoro-2-(1-{2-[3-(1-hydroxy-ethyl)-phenyl]-5-methyl-oxazol-4-
yimethyl}-2-methyl- 1H-indol-5-y1)-propan-2-ol, and



15 2003, 13, 1829-1835; Mewshaw et at, Bioorg. and Med. Chem. Lett.,
2002, 12, 307-310; Sakagani et al., Synlett. 1996, 163 - 164) leads to

walsrsatives with RI. = allcyl (step i). Alternatively derivatives WEH/EP2005/004454
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derivatives with le = alkyl can be obtained®pom derivatives with Rl =

1-hydroxyallcyl by 1,2-elimination promoted e.g. by treatment with a

S b BeB DG TRt B T AR b algrethyD-2-
DiRfrArantdRthdobSediignbiyahdgbnation in presence of e.g. Pd/C, or

from derivatj [th Rl = CH ion. i

o A e e O SRR i ot
Maryanoff et al., Chem. Rev., 1989, 89, 863 - 927) and subsequent

hydrogeratesesd f@rebenaemifecmrP diCedmgolasds afdogibdar (Bhial an object of the
n%u%gﬁl&lr}or R2 is a halogen can be converted to the 25 corresponding
indolines 4 and Ib with le = R4 = hydrogen e.g. by treatment with a

reducing agent as e.g. NaBH4 , NaCNBH3 or Et3SiH most often in the .
oresentbioPEP AR, SRR ER A TR AR Bl yention may be
neayried duyroteegtEnishdolesrioigent syubitjiationtas. thenshesemot e invention are
T8AR 30 AnRotbRsWethad.ig prepREeinmolags (a) - WAlehilar RBt TheNreaction and
p and.A are deff' ed asﬁln claim dlubut Egg ticu‘l?rly %J?i(ged to ﬁlreg%rerh bstituents and
dRPRAEES T W HIEH SFEBEHRE éﬁe ana e aﬁ<y, f5dh fl a_ke.n)e/l,Su s _
alkylisgsotsegddn dherielRwisgdenaigtiop akig precesprebaredhiqsisnkegareg given above
W20 084105404NGd loiR2085/004454 - 29 - CF3 Treatment of

4-(hexafluoro-2-hydroxyisopropyl)aniline 10 with bromo-acetic acid methyl

eERE IHQ%QQ(%%E@QE'&%B%QSW%%E@ (?;)thﬁ %‘fﬁ%ﬁfﬁg't‘stkd%‘?ﬁ}ﬁ and A are as

the a-amineacid 11 (steps a and b), which is cydlzed in step c to the

iﬁ@SWﬁel-%ﬁgfféritf B _Sﬁgqﬁ}__? Presence 5 of [FAA and

triphenylphosphinemdde (e.g. in analogy to Hendrickson et al., J. Org.

Chenindds, 54, B14909a48). tpalley|abionfampieoneogiveol 3%anky  treatment with

Oneramssieadaiam akiganydestoitas sedarbedpiassdleme b, 2 is O-protected (PG =

R U R A e
suitable base such as DBU. Both 2 and 3 can be N-alkylafed to (Ia) and 4, respectively, by
treatment with a compound “LG-(CHz)m(CRSRé)nm(CHZ)P-»A” (wherein LG is a leaving
group such as e.g. Cl, Br, I, MsO, TsO or TfO) in a solvent such as e.g. DMF at 50-180°C
(step c). Alternatively this N-alkylation may be carried out by reaction with an oxirane 5
(step d) 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), to give derivatives in whichm =0, n =1, and R® =
CH,OH. Both 2 and 3 may also be N-alkylated by treatment with CIOC(CH, ) 1 (CR’R®),-
(CHy)p-A in presence of a base or with HOOC(CH;)m.l(CRSRﬁ)n-(CHZ)P-A in the presence
e.g. EDCI and HOBT or other typical reagents used for the formation of amides from
carboxylic acids and amines (step e). The resulting amide intermediate is reduced in step f
(eg. with BH;) to 4/la. Alternatively, the (CHp)m(CR®R®)y-(CH,)p-A-moiety can be
introduced prior to the introduction of the hexafluoroisopropanolyl-group leading to 6,
which upon treatment with hexafluoroacetone sesquihydrate is converted to (la).
Indolines 4 may be deprotected to indolines (Ia) (e.g. desilylation in the presence of

TBAF).



derivatives with R3 = alkyl and R1 = H (step 0. Such a derivative may
again be deprotonated and again be treated with an allcylating agent to

wogivedesteatives in which both Rl and R3 are alkyl (step g). IfRIREpNS/004454

10

15

deprotonation paraformaldehyde, an aldeB§ide CHOalkyl or a
dialkylketone is added instead of the allcylating agent, this leads to
defi L in which Rl is hydpoxy@ik EH). The bysjxy group on the
W-substituent may optionally be eek(e g8 WithfR8Ofin the

presence of DIPEA)? FréatmEsit of privatives 13 Wwith.a reducing agent .
such as gzq, LIA1H2 leads to comporfids th which R4 is hydegixyanfR2 is g
i), whereas treatmeni jof 1-3-with an R2-
¥Siumhalogenide or a R2-HtaPavkerein R2 = alkyl, alkefit or

dgaddto deri oﬂxvlgaeki)nfwhich R4 is hydroxy and R2 is alkyl, alkefiyl N
or alkynyl, respecti ?step Y). Derivatifs: in WhWano and R4 = (?Hz)m

hydroicy are obtained frora 13 by-treataentwith cyanide salt (e.g. S
KCN) or trimethylsilylcyanide in res Ree of a Lewis acid such as e.g. (?H R
Ti|(01Pr}4, Cy(0TOR, Zn(0TO2 (e Sarfhvan et aL, Tet. Lett. 1998, 39 (CHy),

(22), 3823, 3824)
D¢oxygenatith of
hyidrogen fnay be

nd subsequent tgeatfbshwith aqueous HC1 (stepi) PG |
erivatives with R4 = g%éjroxy to derivatives with R=H A
:

arried out as describ ?Bﬁ)step i of scheme 3.
Alternatively R4 = hydroxy may be convg;ggyip to R4 = alkoxy (step m) by
wW CT/EP2005/004454 - 30 - base-mediated
deprotonation (e.g. with LIHMDS) followelt by treatment with an alkylating
agent such as e.g. an alkyliodide. Derivatives for which 124 = hydroxy and
R3 = hydrogen can be converted to the indole by 1,2-elimination promoted

g shpbeaimennith asaufanviadsrnageninlich RoBEinbRAtb G to scheme 1, in
RiEcH gtﬁfig 30 %I‘tt)? , csalillcgeaosig%géd to the indole 7 and (Ib), respectively (e.g. by
treatment with MnO, or DDQ).

Scheme 2
2 I............. CF Hz 7 H! = PG
rR—o. FFs R g R—0/° Ib Ri=H
R? a  EpC Nept  pe
F,C § e A b
mﬂ N R2 = haioge—n—:'
\ (CH), RI=Ri= H ]
4 RI=PG (?Hz)m R2=1-alkenyl ___ | o R? = R? = halogen ¢
M A :: = 1;?1:%3’2 f (?Rsﬂa)ﬁ R2 = halogen 2 p
| = = CHy, ~ RE=CN
(CIHE)p | “Pe  R2=halogen
A R2 = 1-alkenvl e
A 12 = 1-alkyny!

For indoles 7 or (Ib), in which either R! or R* = H, this substituent may be converted to Cl,
Br, I, or F, e.g. by treatment with 1-1.5 equivalents of a halogenating agent such as e.g.
NCS, NBS, NIS, or N-fluoropyridininum-trifluoromethanesulfonate, respectively (step b).
Indoles (Ib) or 7 with both R* and R* = H, may be dihalogenated using 2-3 equivalents of
the halogenating agent (step c). Indoles 7 and Ib with R? = Cl, Br or I may be converted to
indoles 7 and Ib with R? = CN (step d) e.g. by Pd(II)-mediated coupling with CuCN (e.g.
in analogy to Sundermeyer et al,, Chemistry an European Journal, 2003, 9 (8), 1828 —
1836, or to indoles 7 and Ib in which R? is alkenyl or alkynyl (step e) e.g. by Heck / Stille or
Sonogashira type couplings, respectively (e.g. in analogy to Brown et al,, Tet. Lett., 2001, 2



5 DIPEA (step n). For indolines 4 with Rl = formyl and R3 = hydrogen, R3
may be converted to alkyl by deprotonation with a suitable base (e.g.

waitdhsD&7and subsequent treatment with an alkylating agent BOGVERS0@5¢p04454
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an aIkyIiodide The formyl group may sub&fuently be converted to
V\Eldroéy | as described in scheme 3 for indoles 7. Deprotonation (e.g

Benedncseii e flReHOFEAEMEPPTA B ARV Tad ﬁéoég@ﬁ{%}”h"es with R =
beiiused to danuelninddiiesifopdtiais? in pyaracand £4THAC tadbknhsidatives w1th R?

wit Talk n

SR L R T B e
PO')S ﬂg. éfdﬁfgjﬁl% wndh BRE rfOHOWC‘d b}r

isagﬁﬁdshmnranpﬁasma @b ¥faaf thR&dﬁsﬁgbhﬁ]aﬁﬁB/er tisHie aletdbobbbtained by

groMp-sy (lg Sm{ﬁlg_mmected prior to the transformation(s) and

deprotected agaln at a Iater stage of the syntheS|s Such protections and

ec on ec acc rding to d I|t rature proeedures
R T L A R R R P & St (es
dnéémtdn@alngswﬁwmge wiflEg.g. 1999rwne§ztmm) and avnbsagrenbiitgatment with
k Q\Hﬂ)i@nﬁ‘l@mte the alféayld ©-CHidalion @f:fh RSy asALR Yo therivatives with R'=
TtlnPrSOTfln sencs ? IOPEA an%desﬂ éhon in the preseni: of TBA and) - subsequent
ent'lr}émél‘E mations o BEh Gestribed above onmzl E-‘(ll 4
At AR it & fonaalaieDAgsAt B EWiE DMRasktN Véérmg *g% = alkyl by
(suelpse. grithmt@@la‘iﬁ@y&ﬁm@BihC)imSIQaﬂ)dxﬁﬁli&hane after the metal-halogen

oiet ( 6 A . .
R i o2 gueaid Vo HelRek e ndoe with
oFSenefise the ﬁﬂﬁ@a@kﬂiﬂ&?ﬂﬁé@éﬂ%.%%C%.Wﬂzpﬂ’b@sa%céafhebe converted to the
NrdisitestittoRdrefFhag, iwareremeaviedith§iydiastion and removal of such
N-protecting groups is carried out according to standard literature
PIRESRYEMEIDERSEHbRE &G0 b dBIAEHIVR, Qr&dﬂﬁaﬁ@%&%@%ﬂm of TBAF).
Chemistry" by T.W. Greene and P.G.M. Wultts, 2"d'Ed., 1991, Wiley N.Y.)
and are commonly known to those of the art (e.g. N-Boc-protection with
Boc20 in prescence of DIPEA and removal of the Boc-protecting group in

prese ce of number of.c 0

SRR et o EHBIEERO I R AICLES b bish B yandag o and A are
aéeﬁbedelam cc}@mﬁ,dmtabb,ﬂamm euited dotithy prepatasi prepiiretbles (i, in which R’
3R Kglate: Msfaially iR e piatineMnaiedrhsuish as e.g. an alcohol
"HO- WO 2005/105791PCT/EP2005/004454 -31 - (CH2) m(CP5R5),,-
(GLtstpe-A\", or an ester "alky100C-(CH2)m-i(CR5R6),,-(CH2)p-A"
accordlng to sRindard literature grocegures gdmmonly knovgttq4ho
the otLommerciallygavailabley hatpgerides of the structure

halod ¥5)-A1 wherein haloge ofBr, are prepared ffaf R’
(CHZR&FA®g. by treatment with NCS or NBS, respectively 5 (e.g. TO N

et al. Syn. 8ett., 2003, 702 - 704). adran®s s f )as 5 may be pr {5‘ by (cf-fz)m
treatment of 1-bisfunctionalized ethenes CH 5)-(0-12)p ith 1A opa
commonly used epoRtiZmGAepdnt stgh as m (e.g. Dﬁlr%ej 015:2 (CR R),
Med. Chem., 2002, 45,718 C8B991 - Bﬁﬁamet—@ Org. Lett %Qfgl CH
1929 - 1932). Many of the bajegen( )M(CR5RE)X, - (CHi% (ﬁfwlpmh (E 2)p
in=1,n, p=0, and A = heteroaryl may be pr@pared 10 ac ta PG A

literature procedures (e.g. Binggeli et al. W0200292084 ang R = CHO
W097019311, Bouillot et al. W02004006922; Morita et al., J SAGXHOHalkyt |
Cynkowski et at, J. Chem. Soc. Chem. Commun., 1995, 233 3B} = 1-alkyi
Kodama et at, LTS6472386; Faul et al., Heterocycles, 2001, 55 (4), 689 -

704.) After preparation of 4, (la), 7, or (Ib) according to the synthetic

ription b ti r resent inA ma tion
fur?f] Pnerl\a/g |zc§:j sE]NS Aﬂgﬁef 1B iat?/plggf?rgﬁg Formn At %tqs (%'(Tu %ﬁc’ﬁlﬁﬁy fl%m%‘? base (e. *c’;
FeEPs a Pd stnhsaaveRld Beagment with a compound “LG-{CH,),(CR R) (CHyjp-A
(wherein LG is a leaving group such as e.g. Cl, Br, I, MsO, TsO or TfO) or an epoxide 5




Benzyloxy is typically transformed to hydroxy, hydroxy to
alkoxycarbonylalkoxy, , hydroxy (if attached to aryl or heteroaryl) to

WaMISAPSASdroxy to arylalkory alkoxycarbonyl to hydroxymetf@T/EP2005/664454
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hydroxymethyl to formyl, alkoxycarbonyl‘tg%arboxy carboxy to 20

aminocarbonyl, aminocarbonyl to aminpmethyl ino to
ﬁ@%ﬁ%}ﬁf&ﬁyﬁﬁﬂrﬁva%.ﬁ&%%nﬁﬁac%rboﬁﬁﬁ% anifdetion (eg. with LiAIH,) is

atkoriegcanydsigprhinendviter e thing stovkeoltionOdpfutetiad angstapps fe@y with TIPS-

%M?@@HH@J@%&EJ@U@P@MA@ Imfmwgaﬁ'egéﬁ Fiaeeduresdalithium or a

ﬁ%ansfo %R% afns are fge?%r;%llgﬁ 95? #gﬁ@?%w @5 Clg@and aLe treatment with

tkansfbmeacaﬁoxmg@ﬁéwéﬂ@l thy ittt etafinatioiphpareasiligib) (step d). For (Ib)
hﬁ@gﬁh'dﬁmﬁﬂgﬁy&%}:ﬁﬁﬁé onedizied &t%diﬂch@eﬁf @Bccording to a standard
a-promoaceliCc a eforma S e ro m

P REe 18 S A o ok, G LA FRAOAE [FRAteg alolfol may be
mﬁm&y&am&y&aﬁﬂ@@béﬂnwh@, formzt dstepmi)l droap dipsisthpl step g the 2-
&Hﬁﬁ@ﬁﬁd@l@@:ﬁ%@@ﬂ?@t@&&mb gwﬁwm@a@ﬂmﬁ%1 in the presance of DBU).

(o thyl rou a arrie deox atlon e.
us"ifr%%gne o %ﬁgecgn% 131% }/ﬁtlone 9—‘%’ aynseé eXngle ﬁ‘t‘ern%v Allyllithium
teadsarierofeatRIives tI‘Yéﬂéllébxycarb&Y u&‘i@fayhie (Q?ﬂéﬁgﬁﬁﬁtﬂyl eg by

h?debg&malm 8. gr@@ﬁ&oﬁﬁ mmlgatmeﬂi witPdA20dn byeﬁemseaf &ith a reducing

ggtsstfl as %Plﬁ-f g 81" %@ﬁ% agl% eg ae or Lewis acid such
erme late. an a ene mterme ate Sb repare irect fw
315 %&rﬁﬁ@f%rﬁﬁh@%ﬁ%ﬁ e@ﬁvalwag.ﬁsamﬁ@ evm§zpreﬁg.an d Med. Chem. Lett.,

mwerusmnmms}«xmsaﬁemm Iecsiefinatidvhsl. RTheedlkes, foo&cle, 307-310;
e in €N0ou e Al ly..

kno Etggﬁc?s?e g?’:‘r?gtarlt@\i‘i/o%%o% &]5'71%‘51%&{% 32005?0%3&1%%32 alkyl (step 1).

Attepnatiyriy) ?%&Yﬁ?éﬁ’t@ﬁ?&’é’ﬁ‘&a % e"tg?éaﬁ%ﬂ Baghgained from derivatives

mﬂweﬂéddeo Ahpdndxpdlymybarii2hdiermeyciyl, pyamotaining. ahg treatment with a

b st BSOS B, b o
m&%%’ﬁfb@%@%‘?&%’&ﬂ&@ Hhidrr %SEI%FnO ﬁ<§1 %?le‘n g derivatives with R’ = CHO by
éi}m#kngagﬂa@um@c&gemdﬁ gl SdbSequbpt YEzetioyptr easrient with arphosphonium

aigehyy IQUQ@M (6%1 éwl%tdliﬁCt'(ZI?é@Ch?&t01@%@r>d@f863 - 927) and
roa be transtorme toan rE%) ent (e.g. by treatment with
ﬂ% RSB AIS0D BECIHO Q1FBIvk). The theroby obtained

triflate may - in analogy to the CI-, Br, gnd Isubstituent - be used e.qg. for

PernieprarABeh AIbbIBTrEEh cheitRsie RdiMgtoRhdsra phaleser sasf breconverted to the
Eﬂiﬁh}h&ﬁﬂﬂ&@hh&cﬁlhmw :ﬂiklytlyl weitll H’?eferﬂf:-ych&dﬁygap,e@nlbyo @edment with a

f 2 tal. :
%&%Wé%ﬂ%% ( 07 é BATY. Buc%%v I-ﬂ%?&? %}e% th e fgs%xée of an acid
6‘3’5@@5 &5‘5515 P74; Takagl et al., Chem. Lett., 1989, 11, 1957-58). Prior to
the derivatizations of the functlonal group on A, sensitive functional groups
do asignébpoiota)ndaleh@ suirdbtydepotsentet (e dgndildaln 6f.g desilylation in the
%ygg&;%gqop@)@pd deprotected again whenever desired. Similarly any of
e derivatives 4 and 7 as described above may - whenever desired - be

%g;gxgxqﬁgﬂ%cﬂ@ %QQ%n@&B?&“M%%ﬁ%}@&FRD d eI'lO g REP Aeg}loggﬁned as in

protectlons e carried out accordlng to standa proc ures

duigribou'PgTiFUIsTEiSLIFe ErBERRS EFBNRILE B HAiFpasyersivorsoot B and R is
akyrR’ dndlBiCakitedyl tilcyiyEdr, a9, ANA ey Ns Yy dromymerdikksmpvin fepresented in
thase,ofithe art.  Indolines 1 and indoles 8, if not commercially available,
may be prepared from commercially available indolines (such as e.g.
indoline-2-carboxylic add) indoline-2-ones, indoline-3-ones, indoles,
anilines, phenylhydrazines, ketones or other related commercially
available starting materials according to literature procedures (as
described




25 e.g. in: "Advances in Heterocydic Chemistry, Monograph Series by A.
Katritzky (Editor); Comprehensive Heterocyclic Chemistry I, a review of

wohitsratrsr40982-1995, Monograph Series by A. Katritzky (EditeOtineolesoo4454
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(best synthetic methods) by A. Katritky (Egior), Academic Press, London
1996). The conversion of a compound of formula (1) into a
pharrfigl@retiéally acceptable salt 30 can be carried out by treatment of
such a codfpound with an ino&garﬂﬁsacid, for example a hydrohalic&igid,
such Ssyfor example, hydrochlgtg aeid or hydrobromic acid, sric d,
nitriceaglid, @- horceagkl efeS or an organic ae'rée&eh ag fo

et id, Cc}xric acid, tartaric a
methanesulfdfic acid or ptoluenesulfonigsacid.s'he corresponding 12
carboxylate salts can also be prepared from the 35 compounds of formLta

() by treatment with physiologically compatible bases. WO d

20p5/105(7931PCT/I;P2005/004454 é§3 - The conversiop of corfifpuntls o

ofiforhyfa (1).into gharmacerktienally’acceptaBlgesters or afhid@ e B
carrigg @ by \yeaymeht of syl imokor My drokifdto 16 pr ?
the molecttesAm Kan carboxyﬁa?aci getic ac&wit_h a N B
condensating reag}@p,t)such as N & R;f__ PG 13 }CHz)m

benz@tﬁaﬁﬁl-yloxytrﬁsm(dimet? nﬁ@g)@hosﬁfb}rﬂum ; Ri=R8=H |
hexa'ﬂlf'oﬁhosphq@&@OP) ,Nﬂwyloh%&ﬁ?rboﬁw& @GZEHLter  (CRSRE),
e n

Flkherpateraris a |

produce the carboxylic ester qg%ﬂk&oxﬁd anﬂ,d . (CHy,

process for the pre Kestion of c P RO (apula (1) a% atboved ,
comprising one of the following reackcnsz) r%actiop of aRoneiuftF H A
according to formula (Il) 10 in thepRséhce of a compauRt-acoerdipgi Re = H
formula (Il1) LG (CH2),, (CR5R9n (CI-12)p A(llI) R' = 1-hydroxyaikyl, R? = afkyi

Treatment of 4-(hexafluoro-2-hydroxyisopropyl)aniline 10 with bromo-acetic acid methyl
ester followed by NaOH-mediated hydrolylsis of the ester moiety leads to the o-aminoacid
11 (steps a and b), which is cyclized in step c to the indoline-3-one 12 e.g. in the presence
of TFAA and triphenylphosphineoxide (e.g. in analogy to Hendrickson et al,, J. Org.
Chem., 1989, 54, 1144 - 1149). N-alkylation (step d) to give 13 and O-protection (step €) is
carried out as described in scheme 1. Deprotonation of 13 with a sufficiently strong base
(e.g. LIHMDS) and treatment with an alkylating agent such as e.g. an alkyliodide leads to
derivatives with R® = alkyl and R' = H (step f). Such a derivative may again be
deprotonated and again be treated with an alkylating agent to give derivatives in which
both R' and R’ are alkyl (step g). If after the deprotonation paraformaldehyde, an aldehyde
CHOalkyl or a dialkylketone is added instead of the alkylating agent, this leads to
derivatives in which R’ is hydroxyalkyl (step h). The hydroxy group on the R'-substituent
may optionally be protected (e.g. with TIPSOTT in the presence of DIPEA). Treatment of
derivatives 13 with a reducing agent such as e.g. LiAlH, leads to compounds in which R* is
hydroxy and R® is hydrogen (step i), whereas treatment of 13 with an R’-
magnesiumhalogenide or a R*lithinm, wherein R? = alkyl, alkenyl or alkynyl, leads to
derivatives in which R* is hydroxy and R* is alkyl, alkenyl or alkynyl, respectively (step j).
Derivatives in which R? = cyano and R* = hydroxy are obtained from 13 by treatment with
a cyanide sait (e.g. KCN) or trimethylsilylcyanide in the presence of a Lewis acid such as
eg Ti (O'Pr)s, Cu(OTH,, Zn(OTH: {e.g. Saravan et al., Tet. Lett. 1998, 39 (22), 3823-
3824) and subsequent treatment with aqueous HCI (step k). Deoxygenation of derivatives
with R? = hydroxy to derivatives with R* = hydrogen may be carried out as described for
step i of scheme 3. Alternatively R* = hydroxy may be converted to R* = alkoxy (step m) by



wherein Rl to R6, A, m, n and p are defined as before and LG is a leaving
group such as e.g. Cl, Br, I, Ms0O, TsO, TfO and, wherein hydroxy groups

wardentisrially protected e.g. by 15 treatment with a silylating ®ganiEeer004454
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as e.g. TESC1, particularly in the presencg®f a base such as e.g. DBU
(see in particular Scheme 1); b) oxidation of a compound according to

fdraprrier erip e OdRDOBLIOSPOL PESF/RE0GBIabIAS Y fellowedyHestelneRiment with an

Eﬁé{ﬁﬁiu@aﬁnﬁhﬁfﬁﬁﬂ ergzéae: d&fm@@hag R %N“%ﬂcﬁr§4 hydroxy and R’ =
rKogen, ana,wner O ' ti rotecte

tr}é HREat with g%ﬁyﬂfﬁg%é%%ﬁljc# gr 10%‘) %E]J[],%Fg%ﬁlgu?anf tﬁg by treatment

prEte AceHPabRitRE éhgaSBBUT%@r%BﬁW@P‘Pﬁéelﬁ@érﬁmWﬁ%eabase such as e.g.

COIRREAIGskF fgrmula (I) as described above when manufactured
according to the above process. Preferred intermediates are: 5-bromo- | -

(xenryddiksdfisqpraryisiapylenimathy! *—1&&' ® may be converted to alkyl by

2 (Loenor L2 aiegronysianoonenitiol L TLENShe UL T

Zaﬁiﬂﬂtwlg @@Q{nﬁhlcﬂbﬂgtrlenhylkﬂﬁnﬁidﬁy “Theiffoonyh gtioppe timgl)- 2y®sequently be
dH&YH@t&H‘tH‘H Jﬁo ﬁf}floi%lﬁ@&c@fﬂg@lﬁr&ﬁ%ﬁ{é@Vﬁ'i'tiﬁﬂd?@?c@éﬁ%%ﬁﬁtﬂfn (e.g. with

(,Dl as des ed above for use ther eptically active
% . an s*ugﬁ%zen Jec%mﬁﬁ ting agent can be used to convert
phﬁi@ha@é&twahdé FRREi® ﬁndd%qfarlmgﬂd@mp@ with & foreviete B sealkyl.
described above and a therapeutically inert carrier.
As mentioned before, indolines 4 may be deprotected to indolines (Ia) (e.g. desilylation in

the presence of TBAF).

If 4, 7, (Ib) or (Ia) contain a functional group not compatible with one or several of the
transformations of R' — R* described above, this functional group may be suitably
protected prior to the transformation(s) and deprotected again at a later stage of the
synthesis. Such protections and deprotections are carried out according to standard
literature procedures (as described e.g. in “Protective Groups in Organic Chemistry” by
T.W. Greene and P.G.M. Wutts, 2™ Ed., 1991, Wiley N.Y.) and are commonly known to
those of the art (e.g. O-silylation of a hydroxy group with TIPSOTT in presence of DIPEA
and desilylation in the presence of TBAF).

The transformations of R — R? described above on 4, 7, (Ib) or (Ia) may alternatively be
carried out on an indole with a suitable N-protecting group (such as e.g. trimethylsilylethyl
or Boc) instead of the (CHp)m(CR’R®)s(CHa),A-moiety. The (CHy)m(CR'R®)a(CHy)pA-
moiety is introduced according to the procedures described in scheme 1 or scheme 3 -
preferably on the derivative with R' = PG - once the N-protecting group has been
removed. Introduction and removal of such N-protecting groups is carried out according
to standard literature procedures (as described e.g. in “Protective Groups in Organic
Chemistry” by T.W. Greene and P.G.M. Watts, 2°® Ed., 1991, Wiley N.Y.) and are
commonly known to those of the art (e.g. N-Boc-protection with Boc,O in prescence of
DIPEA and removal of the Boc-protecting group in presence of TFA).

A large number of compounds “LG-(CHz)m(CRsRﬁ)n—(CHg)p~A” with m, n, p, R>, RG,' A,
and LG defined as above are commercially available. If not they may be prepared from a
related commercially available starting material such as e.g. an alcohol “HO-
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Likewise an object of the present invention is the use of a compound of
formula (I) as above for the preparation of medicaments for the

wprogisylesdsiand therapy of diseases 20 which are modulated fyd2R00s/004454

alpha and/or LXR beta agonists. WO 20@5/105791PCT/EP2005/004454 -

35 - A further object of the present invention is the use of a compound of

foFu)a (HRIRdedEiey-aBovetor the trsmmertliaiOPOERHaKIS (ER'R).-(CH,)p-A”

qié&ﬁ%t_ lﬁ : @ﬂaﬁa%m?ﬁpﬂﬁlé@éjlg,ydfm@%@n%d l@égty kﬁlﬁ%&eﬁa iﬂ%@'%‘isthe art. If not

particularly jincrea ipid levels, increased cholesterol le W .

L TR B Pt i CHoRE e e e . Wherein halogen

dtabbessBhaie e e Fom AR egnivilmsatmentatsHioNG A BIONRS, respectively

C{)é.séip"[ﬂ?ig’@i%t %.[?Sﬁ&tl."_ﬂéﬁ[}"ﬁ@fg,r)?@ifsga&gﬁ Sﬁiﬁéi:f@@@ﬁ%1ﬁ?§t§my be prepared by
ancreatitis estasis of the livey, fibr 0 i acular

g%eg%ﬁle{?%ﬁigrﬁc g%ﬁéh%{%oenr%m iSease ™ qiﬁ&ﬁ%@%kjﬁ%%ﬂ”ffge \ﬁ}téxsgn%ommonly used

iADeKIBERS agerituaties mEHBAtSEn DIRlED & hy hodikeds Gibemsc2DRhidh, 18, 3891-

Bgajodudateet by;.pcm@lpreat@nw_om;)ammeta?gonisxsaabl.cijt:h?af%glh@fi the halogen-

is in i 2 ount of 8 compound of formula

e o e b B IR A o e prepared

|acRaEding i et HEfoRterET YGRS So R REBEL e HEAROPIGR084 and WOD7019311,

[H3hitibolesab iV Qroodosciantividisaases., JRADIBE ) Aydikawidki et al., J. Chem. Soc.

9Rendestdiabe!es g9t melabols YT SYRIPIRMIB PSP teterocydles,

in Iamma}ory diseases, skin diseases, colitis, pancreatitis, cholestasis 0

t%%oﬁvéﬁ fd’fﬁ§l90"§ig%)[he liver, macular degeneration or Alzheimer's

disease. A further object of the present invention is the use and/or the

réthoprgpadetienibel 4bGeb Whercdbthewiwsting fo itererysdlidipidisvristions above,

insreasaal gholgstpresdavealss ey iptishaigstieralthigibRachalesi@bies for typical

Ahcrpsclaipticdipsases, diabetes, on-nsyln depsnden diabetes

meltus, metabolic syndrome, &ygﬁplgerma, sepsis, hflammatory 20

diseases, skin diseases, colitis, pancreatitis, cholestasis, of the liver,

AtsRRRORY m&m@%&m@r&g&gﬁ?&m’% PRREie Alkarsicagkonylalkogy , hydroxy

gifteteeticbiectnd the heeseatyl)ventindosytheydsemnd/ arthdknsthait@s carbonyl to

IelnseaeNg, WhRIRRIReHiFease A51RRT CaseBIPIGHEYRIS (N ARG, carboxy to
cholesterpl leyels, atherqscleyotic diseases, dyslipidemia, or diabetes,” )

SRR T 2EURP TERPN S SRR FEHBR: et LisgEhgny lainino, emino to
a_mizcrowtbméadim,swnmodyslirﬁﬂ@nﬁearbspgiaimiytathelmsdemﬁe just mentioned

W%M@'ﬂ%'% FFJQ&@M‘@Q)F?&%W%&PQ{F@IQ%P H&fonal group.
determine the, activity of the com oun%;) of the qresent inyention, d
SO G SRR EPEHR S RASh B e RO Palilgrgture and are

cambprofdyikaowrNiebodse)s diedrt:Development of a scintillation proximity

assay for peroxisome proliferator-activated receptor gamma ligand binding

Gormayh mAynaiRigiohbetrdd8:ded td 1dridixyalkyl, by addition of an alkylmagnesium
halogenide or an alkyllithium, By Zn(0) mediated addition of an ¢-bromoacetic acid ester
(Reformatsky-reaction), the formyl group may be derivatized to a 2-(alkoxycarbonyl)-1-

hydroxy ethyl group. If the 1-hydroxy(alkoxycarbonyl)ethyl is formed from a formyl
group directly attached to an aryl or a heteroaryl, transformation to the
alkoxycarbonylethyl-group may be carried out by deoxygenation, e.g by using one of the
conditions mentioned in step i of scheme 3. Alternatively the transformation to the
alkoxycarbonylethyl-group may be carried out by 1,2-elimination (e.g. promoted by
treatment with Tf,0 in presence of a base such as DIPEA) and subsequent hydrogenation
of the alkene intermediate. Such an alkene intermediate may also be prepared directly
starting from the formyl-derivative using Wittig-, Wittig-Horner-, Wadsworth-Emmons-, or
Peterson-type olefinations. Procedures for such olefinations are found in large amount in

literature and are cormmonly known to those of the art.



WO 2005/105791PCT/EP2005/004454 - 36 - Mammalian expression
vectors were constructed to express full-length human LXR alpha and

wxXRBeisroBacterial expression vectors were constructed to praciige00s/004454
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glutathione-stransferase (GST) fused to l82ligand binding domains (LBD)
of human LXR alpha (aa 164 to 447) and human LXR beta (aa 155 to
46D). Bo asohnplshstiiscntieasodisAd ottt & detpreatdsegicbainenieated to alkenyl,

LERsweraamplifieddram, fellenotnalones dy-RedhAaghthen spbiglopads)-mediated
into tl}(le Iasmig vect rsthFinaI clo £S yere 'fiedl? .DN seguence P d 1
ARV IR BERECISE, Jou8" ofibiad A SR B o By o (eformed. to
Aezdrsoelkgln. B9p4, 11 Todtebhebygenndichangexptdbsicg am  alkyllithium or a
priationeef G SIleRbidesiandretdingwate perfdonedimiad colidirain aldehyde
) cgll (Ref.Cyrrent Protagols in
o T
BWF@Y%%%WL%%%HB%EX%%&&%@GW Biding e RRasaReoh? base such
bedfergcAPERSNG TheQladimMobiaimed t1ifthie 4ndp mi Meslbgy mMhe Cl-, Br, and I-
eagh 96-well react - D, .
B o S 0 LSS TS A i 1 0o
bERRC PR dhe AlferemaH e e ey Vin gl iltinke e ser rlpgyano, amino
shaficgbdhelaasnbifexsinplyovasingubafedfdin: DhtfRFroetdicénify gédm., 1998, 65

fqn 2 migyat 1 309oX s FRg18URSN et CoalRinsoBR R R RrOf8L WaS: Takag et al.,

removed, and the semi-dr llet 20 containing the receptor-coated beads
V\%efégﬁgp’e]r?(?gd]ir’féai%fp buffer. Radioligand (eg. 100,000 dpm of
(N-(2,2,2-trifluoroethyl)-N- [4-(2,2,2-trifluoro-1-hydroxy- 1-

tritfues spribehg reimgizphens Thiw Fasbeniararioe) ) wasnsitisfuagtangd groups on 4,
reactip) ipeUttaiechay Rk fatiablinhadtesence GiligsticAnyOUNHedaNg group) and
tkganrs%rg#iéléltailoni roiéierplgxy ¢ Qitzlg oy %ﬁrf%{am%?‘ t!:l tiarllldvi%gss 3% 7 as described
Were %er Grmed th gb-wel plates 25 and1 he Mount 6f boun Igand was

nibakerstbra Wheherer Téseedim Bsirderistetatbdopdalatay BBye respectively. As
resonce8Ubvas vy erppteeinu e dvilbinasange afceastedraieniontitg o standard

10 M.t 4 3 T iR I , ,
o s %@%&?Xﬁ% PRARE CloLitelE OTRRE: GHelty” by T,
nfegRRf Eshtalfi YOS it s Indissdiot sopeowalirsgr e those of the art.
oo R R A g SR S A et fom
2685thesTANRCTIERE 00Ei04n6ach37 e pKRdalipefdHcmhgiylM &48) indoline-2-ones,
CHRGRSIOR BIAsIdaqies @ 'ERANEY PIBRRIAIGERLEERR0 MCESIBIASENGR:  related

the contral of LXR response elements”. Transfection was accomplishe

vaemecialE Ry alabliyEar ing smistidacnardnsdnelitralsrapearadgaplas described
thessugqasieshees lCHleteRs Yol ERdRIViRG NensteeiPR ShecBYSAVERritzky (Editor);

hég\ég%%ge%)éi{rg @fe‘:fr:]é%gg}% 1caE%emistry I1, a review of Literature 1982-1995, Monograph
Series by A. Katritzky (Editor); Indoles (best synthetic methods) by A. Katritky (Editor),
Academic Press, London 1996).

The conversion of a compound of formula (1) into a pharmaceutically acceptabie salt
can be carried out by treatment of such a compound with an inorganic acid, for example a
hydrohalic acid, such as, for example, hydrochloric acid or hydrobromic acid, sulfuric
acid, nitric acid, phosphoric acid etc., or with an organic acid, such as, for example, acetic
acid, citric acid, maleic acid, fumaric acid, tartaric acid, methanesulfonic acid or p-
toluenesulfonic acid. The corresponding carboxylate salts can also be prepared from the

compounds of formula (I) by treatment with physiologically compatible bases.



5 seeded in 96-well plates at a density of 104 cells/well. After 24 hours to
allow attachment of cells, the medium was removed and replaced with

wiDihil,efsphenol red-free medium containing the test substanagaS QY454
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15

ligands (final DMSO concentration: 0.1%).g%pllowing incubation of the

cells for 24 hours with substances, 50 pi of the supernatant was discarded

and théftsQgi afrtinoiferasaonstant gt IR 3 gent fRoche: dtilediylacckptable esters

SahammieAla vecAdeddP A6 iAo 0l IMAIGIRE VS IBIARS groups present
s deteCted

reaction. Luminescence, as a measure of luciferase activity, w

inia tha aralertishrihan srholisishrubRaasH I tith pidsererdsnsting reagent
subskancsenasexplebseekasiOiisbintein yptiogseanaamtaraiesibosphate

h lIsd ' b b . EC50 val
T D CHAPGRAERS BLeias BT G DRI e o

Tha'boxypoanmddeaccording to formula (1) have an activity in at least one of
the above assays (EC50 or IC50) of 0.1 nM to 100 uM, preferably 0.1 nM
to 1 uM, (uM means micromolar). . For example, the_following

compot IS BB e TGRSR (EE PG 1 CBETR b B S s fprmeds (1) o
ExbovpleonXrRisippainx Rbdwe BlieaNngBieadinnC501C50 [umol/1][umol/l]
500.020.006 800.030.05 ghese results have been obtained by using the
foreHSTRPRREE 9B AR GO their pharmaceutically
acceptable salts and esters can be used as medicaments (e.g. in the form
of pharmaceutical preparations). Tt@FgS pharmg@eutical preparations can
be administered internallyf‘k’ﬁ ~ag orally (e.g. ipfRe form of tablets,
coated tablets, dragees, hard and soff geraTCap Ffes, solutions,
emulsions or suspensions), rFaé%\Ily (& ] Ff{f nasal sprays) or
rectally (e.g. in the form of suppositoriesy: , the a@lﬂwinistration can
also be effected parentally, such as WO

2005/105791PCT/EP2005/004454
in the presence of a compound according to formula (III}

LG

|

(CHy)p,

I
(|CR5R6)n
(CH2 4

ﬁlx ()

wherein R! to R®, A, m, n and p are defined as before and LG is a leaving group such as e.g.
Cl, Bz, I, MsO, TsO, TfO and, wherein hydroxy groups are optionally protected e.g. by
treatment with a silylating agent such as e.g. TESCI, particularly in the presence of a base
such as e.g. DBU (see in particular Scheme 1);

b) oxidation of 2 compound according to formula (Ta)



- 38 - intramuscularly or intravenously (e.g. in the form of injection
solutions). Moreover, administration can be effected topically (e.g. in the

WA apBIttments, creams or oils).  The compounds of forniglay/ fiy 28ngI004454
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their pharmaceutically acceptable salts afid esters can be processed with
pharmaceutically inert, inorganic or organic adjuvants for the 5 production
of tablets, coated tabletsgdragees and hard gelagn capsules. Lactose,
corn starch or derivatf)(ﬁs théxeof, talc, stearic adid or its salts etc. can be

used, for example, as.su @ s for tablets, dragees and hard gelatin
capsules.  Suitable 'atjivants Joft gelajin cﬂ)sules, are, for example,
vegetable oils, waxes, fats,fsé 0 = ncesaand liquid polyols, etc.
10Suitable adjuvants for the prodtctionefsotiutions and syrygsare, for
example, water, polyols, saccharose, invert sug:dr, glucose, etc.

Suitable adjuvants for injection solutiorqgﬁrg, for example, water, alcohols,
polyols, glycerol, vegetable oils, etc. iitable adjuvants for

suppositories are, for example, natural or hardened oils, 15 waxes, fats,
semi-solid or liquid polyols, etc.  SuitdbR*Ej4vants for topical

preparations are glycerides, semi-synthftic and synthetic glycerides,
hydrogenated oils, liquid waxes, liquid ins, liquid fatty alcohols,

sterols, polyethylene glycols and cellulose dérivatives. Moreover, the
pharmaceutical preparations can contaif preservatives, solubilizers, 20
viscosity-increasing substances, stabilii%rs, wetting agents, emulsifiers,
sweeteners, colorants, flavorants, salts for varying the osmotic pressure,
betiteesn RERIRS RS Asnormatio yidandsfibéysdisioals Rtondat stdllgdheigen, and,

' . d ith the invention ..
B R VS e LTRSS N Wi e
saphs eged ¥SAnpastspleyiiinsthe omeiearn ofie brsssidyeaced B levels,

increased cholesterol levels, low HDL-cholesterol, high LDL- cholesterol,
atherascityeticafigedsesntiiabiesonpiinadubnNfeepsadenidiba®sd above when

mgléi‘tlﬁtt@regg%l{iﬁ%n%omeéggélirgidemia, sepsis, inflammatory
gllseases, skin diseas ,ctgﬁtls, p§ crroézgflst'ls, cholestasis of the liver,
fibrosis of the liver, magcular degeneration or Alzheimer's disease. The
dosadereEH e Rediatanageand will, of course, be fitted to the 30

individual requirements in each particular case. In general, in the case of
oral agdminisfratic {1 C 20m r.kg body
oot e 4 e S R oo

300 , divided |
M (Q%&ezﬁ? Zq)cngslc\)lilargpy&gﬁgnyloxymethyl— 1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-
propan-2-ol; and

2-methyl-5-(2,2,2-trifluoro- 1 -triethylsilanyloxy-1-trifluoromethyl-ethyl)-2,3-
dihydro-1H-indole.

An object of the present invention are compounds of formula (I) as described above

for use as therapeutically active substances.

A further object of the present invention is a pharmaceutical composition
comprising a compound of formula (I} as described above and a therapeutically inert

carrier.

Likewise an object of the present invention is the use of a compound of formula (I)
as above for the preparation of medicaments for the prophylaxis and therapy of diseases
which are modulated by LXR alpha and/or LXR beta agonists.



WO 2005/105791PCT/EP2005/004454 - 39 - preferably 1-3 individual
doses, which can consist, for example, of the same amounts, should be

wWapprppriae. It will, however, be clear that the upper limit givePCIIERAS Eef94454
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be exceeded when this is shown to be indié€ated. The invention is

illustrated hereinafter bébhe examples, which have no limiting 5 char icter
WO 20b5/ ST RIse DEPOBESRIGINRULS 15ha 5185 HIOBRERRE st forriula (D as

Glzgbadatiwhidspthetiranenddinkhd prbplylithivef ABBkswhich are modulated by

l |
;L%lgl %ka; 3@%&@% Orﬁlzlsz(s)’(qeqja]%%gr)l"g %rﬁrgi\easei\c} h{ndllevels, increased
dq:ﬂs@ipﬁﬂ;y G, Mﬁﬂq@m&qtgk%,@@[@@pﬁeml atherosclerotlc diseases,
Ni&@é@t%@m&ﬂmquéh&nﬁmﬂe&&ﬁ%ﬁu@%a%@ﬁhl ﬂi‘ﬁoﬁf@'ﬂ?sﬁpldemla,

ethylacetate, &OH anol, Et2Q.= diethylgther, Et3N = triethylamine,

e AR 4 ?W;‘iﬁrr?ﬁ?tgé?f'f&?ﬁ’a R E Yy Sl of e iver,
chitbosiats, thilisdy] maithlummiglansintionhydkidbein@fs dilithsam 10

hydroxide, MeOH = methanol, NaH = sodium hydride, NH4C1= ammonium

chioride,, NG5 spditim: raranidnNael s 2 ﬁﬁ%mfa}ecmpae&&ﬁ%e

N- chlorosuccmlmlde MS = N-iodosuccinimide, Rl = room erature

TS ARhlRss A peases RO AN AT dRpridatee Sr IXR plahaiArdlo %%berfﬁ%gomsts
te&tﬂ&h/diaﬂwdmoﬁiﬁﬁ@sﬁchﬁmml)dﬁlwdwmmmﬁemlfnpaimdlﬂf formula (I)
General. e ksAII a ere dunder 0

he e e i e
thﬂeﬁﬁqmllsv%}@wéﬁ%cnhp&ﬁet@@ﬂu éﬂzﬁg%&tmlnﬁﬁhen%ﬁ frofic iseases,
1ilabedes, AdILNANIRY QepAZ At Nbd BB -Aretabolic syndrome, dyslipidemia,

sepsts, inflammatory diseases, skin diseases, colitis, pancreatitis, cholestasis of the liver,

fibrosis of the liver, macular degeneration or Alzheimer’s disease.

A further object of the present invention is the use and/or the method as described
above wherein the disease is increased lipid levels, increased cholesterol levels, low HDL-
cholesterol, high LDL-cholesterol, atherosclerotic diseases, diabetes, non-insulin
dependent diabetes mellitus, metabolic syndrome, dyslipidemia, sepsis, inflammatory
diseases, skin diseases, colitis, pancreatitis, cholestasis of the liver, fibrosis of the liver,

macular degeneration or Alzheimer’s disease.

A preferred object of the present invention is the use and/or the method as
defined above, wherein the disease is increased lipid levels, increased cholesterol levels,
atherosclerotic diseases, dyslipidemia, or diabetes, particularly increased lipid levels,
increased cholesterol levels, atherosclerotic diseases, or dyslipidemia, especially

atherosclerotic diseases or dyslipidemia.

The following tests were carried out in order to determine the activity of the

compounds of the present invention.

General Information

Background information on the performed assays can be found in: Nichols JS et al.
“Development of a scintillation proximity assay for peroxisome proliferator-activated

receptor gamma ligand binding domain”, Anal Biochem. 1998, 257: 112-119.



m-tolyl-oxazol-4-ylmethyl)-2,3-dihydro-1H-indo1-5-y1]-propan-2-ol
(example 47) in 0.5mL of toluene were added 29 mg (0.33 mmol) of Mn02

wopmndiersamd the mixture was 25 stirred at 70C for 10 hrs. FiltPAOBRRG05/004454
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evaporation of the solvent gave 33 mg (gééntitative) of
1,1,1,3,3,3-hexaflugro-242-methyl-1-(5-methy1-2-m-tolyl-gxazol-4-
VRSB AL YRS E R TRAIRRS AT P FRF kslite Rieressingmesh yepan LXR alpha

20051 NS hetPEALER2 606r et bectdts WExamoplerBcted to produce glutathione-s-
%%Q%%@(@s@?'ﬂi@e@tm}{%aﬁh' iRt Y et d (503 3reNalHe QP ha (aa 164
pan-2-ol TqQ a soluti O{I:%L%m (50.26 min%l) of . . . Fih
ztf(i*-’%fe?ﬂggé‘-% AR L34 £ 1 @ ascomplishrilindh B5HoRR! the
(eoarapte8oicniingihol BDetonitrdopiéheditdedf @b leng (0 <1855 bwrRGIR @hd then
N%cﬁtfﬁiﬁ%r{ﬂg ﬁ%&ﬁé%ﬁt&@ fﬁgﬂfltﬁ;ﬁ%ﬁ%&@&%ﬁrg}@iﬂéﬁ gy UKL e analysis
of a.saturated aqueous ion an . The phases w.
ST o S W e h A B B e S NG LR A L59%
dtrdAROBhERes were dried over Na2S04 and evaporated. Column

chromatography on silica gel with n-heptane/CH2C12 1:3 yielded 70 mg
(GRPey 062 Ekrvessiyd,-Sadhlarti2anetf T:IB-IRID fufio prhikih Swi e déformed in E.

S L i Molecnar
BBWT%,Wﬂ@’@F@Sﬁe@@&? 8-“[5’1’6}53‘?1-?—610'15 In analogy to example 1,

from 2-{142-(4-ethyl-pheny1)-5-methyl-oxazol-4-yImethyll-2-
methyl-2,3-dihydro-1H-indo1-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol

(example 49) was prepared

2-11-[2-(4-ethyl-pheny1)-5-mefadicligae]-BiniigtAxtk?-methyl-1H-indo1-5
-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol, dark brown solid, MS: 497

M H_’L)L}%ﬁ%?'fﬂ RISALIR et PP iAIR W8 25sayed in buffer consisting of 50
ﬂﬁfwﬁg rﬂi%? %?nﬁ%-xgﬁ tﬁly -OX% e mety] 522 11 ion, 500 ng of

PRSI0 74001 8 fonatlz> P Miekhio o8 eackvaprerel et 8
1GEI-B R HBA o0 22 0 B8 Thy X BetadiB)-21g®n proteins were bound to 80 pug or
40 ug SPA beads (Pharmacia Amersham) respectively, in a final volume of 50 ul by
shaking. The resulting slurry was incubated for 1 h at RT and centrifuged for 2 min at 1300
X g. The supernatant containing unbound protein was removed, and the semi-dry pellet
containing the receptor-coated beads was re-suspended in 50 pl of buffer. Radioligand
{eg. 100,000 dpm of (N-(2,2,2-trifluoroethyl)-N-[4-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethylethyl)-phenyl]-benzenesulfonamide)) 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°
M to 10* M.

Luciferase Transcriptional Reporter Gene Assays

Baby hamster kidney cells (BHK21 ATCC CCL10) were grown in DMEM medium
containing 10% FBS at 37°C in a 95%02:5%CO;, atmosphere. Cells were seeded in 6-well
plates at a density of 10° Cells/well and then batch-transfected with either the full-length-



trifluoromethyl-pheny1)-oxazol-4-ylmethyll-2,3-dihydro-1H-indol-5-711-pro
pan-2-ol 25 (example 56) was prepared

WY BIB-hexafluoro-2-{142-(3-trifluormethyl-pheny1)-5- meti/ESeMd04454
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4-ylmethy11-2-methy1-1H-indo1-5-y11-pré@an-2-ol, light yellow solid, MS:

535 (M-HI. WO 2005/105791PCT/EP2005/004454 - 42 - Example 5

2LgRieor yaliddngshol ZRfetkytcstiompberBige plust 163 @B irdsaflisbesnsrepng
ARk rEeeasaltian Qinddreg m%sﬁ&ﬂh@')eﬁhems Transfection was accomphshed

i T

m}mpwélmm triartech R cRlg WerR hwestzd% tgpypsinization and
r@é’é‘ﬂg@ iﬂa%ﬁ%ﬂ eihiaiam Mixkife off 10 'Sallsaiell AGueouS GOltORIRw attachment of

0. The
ST T
NE2SOU 2 e fesh shhEaneon ﬁﬁpaﬂ%eﬁﬁ% S carpempnsion: 0.1%).
nFBEBWﬂB@ Ei&dbhﬂoh yiefhee:Rs Fong4 ha oy ofith substances, 50 i of the supernatant

Q{s’&y&eﬁ % %%g%@gﬁe %ollgtant-Lﬁht Reagent f\%lloche Molecular
y exa fLGro- ropan-2-ol, light brown waxy <3iid
Bragherpicals }g&g added to lyse the cells and initiate the Iuaferase reaction.

m&,ﬁ,&&hwgaﬂ waresutd 4Phk{2iftvamaptieny| wasmethybdiaz Hadkpiri thyCount.
&Iﬂ ikt QAN 'ﬁPfHP?fh?eQée bpd @eef@gam& %mr&pﬁl, e}sefaqpfold -change

hexafluoro 2-{14 or he 5-m oxa th
12 hﬁE’cH&ﬁsé%f&ﬁ ﬁﬁf}ﬁﬁ%&é %Ptéﬁ G Stbstince. ECa
pvehxase.dere calculated using the XLﬁt program (ID Business Solutxons Ltd UK).
1,1,1,3,3,3-hexafluoro-2-{142-(2-fluoro-phenyl)-5-methyl-oxazol-4-ylmethy
IipLaeihyindd-ieokdng khfoRant2 (2}, Hewd vel mﬁgﬁm MR 4%mENfihe above

20Exa

?i%iﬁr@ - 8e?<ra uor%"ﬁﬂz‘ tﬁo iof@%% |n- yImetﬁyI1 benz§W1 cans
1%@!1150}# propan-2-ol In analogy to example 9, from {3-
[2-methy1-5-(2,2,2-trifluoro- 1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl] -phenyll-morpholin-4-yl-methanone
(Examysieple, the following compounds showed the following IC50 values in the binding

assay:
1LXRalpha LXRbeta
Example Binding Binding
1C50 IC50
fumol/l] fumol/l}
50 : 0.02 0.006
80 0.03 0.05

These results have been obtained by using the foregoing test.

The compounds of formula (I) and their pharmaceutically acceptable salts and esters
can be used as medicaments (e.g. in the form of pharmaceutical preparations). The
pharmaceutical preparations can be administered internally, such as orally (e.g. in the
form of tablets, coated tablets, dragées, hard and soft gelatin capsules, solutions, emulsions
or suspensions), nasally (e.g. in the form of nasal sprays) or rectally (e.g. in the form of

suppositories). However, the administration can also be effected parentally, such as



25 33) was prepared
1,1,1,3,3,3-hexafluoro-212-methy1-1-(3-morpholin-4-ylmethyl-benzy1)-

wdltdemdmtzery13-propan-2-ol, light yellow oil, MS: 487 (MH+). RUOEP2005/004454
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2005/105791PCT/EP2005/004454 -43 --B3&mple 8 3-
[2-methy1-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-ylme
tATABBISBlaTHERT IRERRReSHY (6 aurinlds fose vdimtetiprfsottions). Moreover,

[2dBeiydaod8, 2a B -beftiReed yaraKy(dg An the form of ointments, creams or oils).
trifluoromethyl-ethyl)-2,3-dihydro-indo1-1-ylmethyl]-benzoic acid methyl

ester (; red.3- . )
et g h B B Snd they pharemagenticaly acceprable salts and ester
isap be-prorasssr viEnphiEaareTHeky ieete inkg AT o igaNds MBrvane for the

( dﬂcﬁéﬁ'@ﬁﬂ)@&ﬂs@c%%?w@i@?ﬁml@éﬁ@ﬁ@ﬁﬁ?ﬁ'é&%@@@agsules. Lactose, corn

1 A solution

-2-methyl-1H-indol-5:y1]-1,1,1,3,3, 3-hexaflugro- -2-
oG ST AP N TR S 22 il pamele,

hydtoxgjdvernifte doo tablktyhdtipddsind d hirgd| pebitivl Ehesatesnide (example 34)
in 0.2 1nL of THF was treated with 0.006 mL (0.031 mmol) of borane

dimethylsplifide.dlhambliie iuamtiradat L/QCHe reﬂaﬁr_ﬂfﬁ’, V@g@@glg"%, waxes,
Vr\geOH, and clo celgtrated. C .I imn chromatography on silica gel with

HosemiACHh RS RRsF 3 BG576) of 2-[1-
(3-dimethylaminomethyl-benzy1)-2-methyl-1H-indol-5-yll -1,1,1,3,3,
3-hexdflitaidprsavadiofotight pedduetdih M3ohub v d20ExampedOexample,

Lihe,3 3 Rie aluinsg: bidan o adamethyl-phenyl)-5-methyl-oxazol
-4-ylmethyl]- é-methyl-lH-indol-5-y11-propan-2-o| In analogy to example
1 frongu:lﬁ]éb é‘?’;ﬁ}' g{rgg%(sa}fcyrj ?ri;?ecztlé}l_s[cﬁu ?6;{? g{_g)—?(;l[n e?cta%lﬁl%t]svgwr: alcohols, polyols,

glycerol, vegetable oils, etc.

Suitable adjuvants for suppositories are, for example, natural or hardened oils,

waxes, fats, semi-solid or liquid polyols, etc.

Suitable adjuvants for topical preparations are glycerides, semi-synthetic and
synthetic glycerides, hydrogenated oils, liquid waxes, liquid paraffins, liquid fatty alcohols,
sterols, polyethylene glycols and cellulose derivatives.

Moreover, the pharmaceutical preparations can contain preservatives, solubilizers,
viscosity-increasing substances, stabilizers, wetting agents, emulsifiers, sweeteners,
colorants, flavorants, salts for varying the osmotic pressure, buffers, masking agents or

antioxidants. They can also contain still other therapeutically valuable substances.

In accordance with the invention the compounds of formula (I) and their
pharmaceutically acceptable salts can be used for the prophylaxis and treatment of
increased lipid levels, increased cholesterol levels, low HDL-cholesterol, high LDL-
cholesterol, atherosclerotic diseases, diabetes, non-insulin dependent diabetes mellitus,
metabolic syndrome, dyslipidemia, sepsis, inflammatory diseases, skin diseases, colitis,
pancreatitis, cholestasis of the liver, fibrosis of the liver, macular degeneration or
Alzheimer’s disease. The dosage can vary in wide limits and will, of course, be fitted to the
individual requirements in each particular case. In general, in the case of oral
administration a daily dosage of about 0.1 mg to 20 mg per kg body weight, preferably
about 0.5 mg to 4 mg per kg body weight {e.g. about 300 mg per person), divided into



5-methyl-oxazol-4-ylmethyl]-2-methy1-2,3-dihydro-1H-indol-5-yll-propan-2
-ol (example 25 54) was prepared
wolzed/R383-hexafluoro-2-1142-(4-fluoro-3-methyl-pheny1)-5-methspostszml4s4
4-yImethyll -2-methy1-1H-indo1-5-y11-prBpan-2-ol, light yellow solid, MS:
499 (M-H)'. WO 2005/105791PCT/EP2005/004454 - 44 - Example 11
prefarahdy3-Hexdividrel2lppemuthizh carixonsist:bmexayir]aindtheGapnaatmgpnts,
Aﬂdﬂxmgelap'%y&b%cepan #iftl IoRBARGY @egz@ﬁap{ﬁéumhm given above can be
1,1,1,3,3,3-hexafluorg-2-[2- meth 1 -(2-trifluoromethyl- 5
ERRetRA SThRR bS50 R R FdRALEReb 1-5-y1]-propan-2-ol (example 58)
was prepared
1,1,1,3B:3-tmeafioors Bastratsthhdrdn@fwiflotberatngpleaindtichagimachljmiting
5 dsipdols-yl] -propan-2-ol, orange solid, MS: 507 (Miff). Example 12
102-11-
[2-(3-chloro-pheny1)-5-methyl-oxazol-4-yhnethyl]-2-methyl-1H-indo1-5-yll-
1,1,1,3,3,3-hexafluoro-propan-2-ol In analogy to example 1, from
2-{142-(3-chloro-pheny1)-5-methyl-oxazol-4-ylmethyll -2-
methy1-2,3-dihydro-1H-indo1-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol
(example 53) was prepared 2-{ 1--2-methyl-1H-indo1-5- 15
y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol, light brown solid, MS: 503 (MHF,
Example 13
2-11-[2-(4-chloro-pheny1)-5-methyl-oxazol-4-ylmethyll-2-methyl-1H-indo1-
5-y11- 1,1,1,3,3,3-hexaftuoro-propan-2-ol



20 In analogy to example 1, from
2-11-[2-(4-chloro-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-

wheikid3-dihydro-1H-indo1-5-y11-1,1,1,3,3,3-hexafluoro-pragame2+abs /604454
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(example 62) was prepared -40 -
2-{142-(4-chloro-pheny1)-5-methyl-oxazol-4-ylmethyli-2-methyl-1H-indo1-

5- y11-1,1,1,3,3,3-hexafluoro-propan-2Esiatiples brown solid, MS: 503

(M1-11, la). 25Example 14
1,1,1,3,3,3-hexafluoro-2-(2-methyl-1-quinolin-2-ylmethyl-IH-indol-5-y1)-pro
pan-2-ol In analogy to example 1, from
1&%&&&-3@5%uoro-2-(2-methy1-1-quino|in-2-ylmethy1-
2,3-dihydro-1H-indo1-5-y1)-propan-2-ol (example 63) was prepared

1,1,1,3,3,3-, WO 2005/105791PCT/EP2005/004454 -45 - .
h%ﬂaﬁ—odﬁ@@ma&@q% st H%E%&z&ﬁﬁﬂalsﬁﬁﬁmﬁq@ﬁomundec-
, ighiey&NDW oil2 B18idB&¢Mid)dicrampietEhfnoquinone, DIPEA = N-ethyl

11,1 | -13.-[2- ifluormeth n -pe oxazol-4 ,
S B R R o)
frefvicarnodigradedyadnoshdnnide Fiad F eilplappaigEsOf = ethanol, ERO =
trmé@@?@ﬁ&y&?%x)tmﬁmn& Havilvaien el FOBT H-RjedsprilinR R azole,
ap-2-ql (example was prepar. - . . . I
R8s F Rt b Rt o i R Py yciride, LiOH = lthium
nigthydxodeZdle @i rmetiesikRenbiiljl- bbdhoio byt iWHa0l 2=akdighhium chioride,
y 0li : i &mp@ . . = N . ..
2%%"4%%%@%@ 1 -Iigl,l,s,s,%%ﬁlé%ffﬂg?é‘?mr%%%g SIEpepccinimide,
smiﬁ%ﬁsigsmmw% TG HRRsT AR DA 6y A S B St dealnts] grgmonium
(4L S8dnmelof K263 weath i &, QETHoo pwisey Wgehitensestifing,

with 5.5 mLﬁg} 2 rﬁmol ofgfﬁpég\lggomide. The mixture was stirred at RT

O TR RS PR "o resulting thick pulp was

distributed between a saturated aqueous solution of NH4CI and 20 Et20.

Drying of the combined organic phases over Na2S0O4 and evaporation of

the solvent yielded 6.1 g (69%) of N-benzylindoline MS: 210 (MI-11. 16.2

6deRlct2drtmamrol) of N-benzyl indoline were treated with 6.75 g (30.7
mmol) of

All reactions wete performed under argon.

Example 1

1,1,1,3,3,3-hexafluoro-2-{2-methyl- 1-(5-methyl-2-m-tolyl-oxazol-4-ylmethyl)- 1H-indol-
5-yl}-propan-2-ol

To a solution of 32 mg (0.07 mmol) of 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-(5~-methyi- 2~
m-tolyi-oxazol—4—ylmethy1)—2,3—dihydro-IH-incloLS-yl]-propan—z-ol (example 47) in
0.5ml of toluene were added 29 mg (0.33 mmol) of MnO; powder and the mixture was
stirred at 70°C for 10 hrs. Filtration and evaporation of the solvent gave 33 mg
(quantitative) of 1,1,1,3,3,3-hexafluoro-2-]2-methyl-1-(5-methyl-2-m-tolyl-oxazol-4-
ylmethyl)- 1H-indol-5-yl}-propan-2-ol, grey solid, MS: 483 (MH™).



25 hexafluoroacetone sesquihydrate and stirred for one week at RT.
Distribution between a saturated aqueous solution of NHIC1 and Et20,

walpyisg afrthe organic phase over Na2504, evaporation of the BOK/BRL@RE04434
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column chromatography on silica gel (n-héptane/EtOAc 5:1) yielded 8.6 ¢

(78%) of 2- (1-benzyl1-2,3-dihydro-1H-indo1-5-y1)-1,1,1,3,3,3-
hexafluoro-propan-2-ol, pink oil, MS: Zemlay wo
2005/105791PCT/EP2005/004454 - 46 - 16.3 A solution of 8.5 g (22.51

mmal) Gf-Befletichzhlo R eitertipd-1IHindta 4554 10)-0 1L 31333 %8xaflucro-propan-2-ol
hexafluoro-propan-2-ol in 60 mL toluene was treated with 9.8 g (112

mmol) of Mn02 powder. The mixture was stirred for 10 hrs at RT and 8 hrs

aTﬁQﬁoEilﬁ'r@iimﬁ Hicrbge¢alsonation) of thélsbhrenyt-iatoebh®. OHy (988 5of)-1,1,1,3,3,3-
(F%Bﬁ%%l?}!;}:m{jﬁjoﬁrwn%ﬁalelsé 1351 Nefle QEQBINRAR- %0 YW 25 mg (0.185

MS: 374 F). Exam
130} @é%ﬁa ros.fét%?é | %rp%.élﬁ%tﬂﬁ TG 1 PR HLg- 8 fyixture of a
151&1&95@]1@@:@065130&1111@) of thélgtldmd Et;O. The phases were separated and the

1 il Idﬁ%ﬁﬁﬁgﬁﬁi@%@%@@%ﬁ'f% %H'FH?%?E@H% : Peatric phasse§ were dried over
iflugoromethyl-e | indole,obtained (€ were

NS FRAPCF e @AY G BEREH QAR R D BN Br M Eme/CHCL 11

puisided. THe migtufé3hals sifrrdd(atisoeytdr-qilone: Aiimatbaldit thdoddivdhi, 1,1,3,3,3-

eNBRATALRE. prhpARIIclIewas SiRoBdarnY (M-I IFiand treated with
0.08 mL of a 1M TBAF solution in 15 THF. Stirring for 30 min, evaporation

of the solvent and column chromagraphy on silica gel with
n-heptane/Et0OAc 3:1 yielded 31 mg (ca. 33%) of
1,1,1,3,3,3-hexafluoro-2-(2-

methyl-1-phenethyl- 1H-indol-5-y1)-propan-2-o| light brown oil, MS: 400
(M-F1)". Example 18

201,1,1,3,3,3-hexafluoro-242-methy1-1- (5 %ethyl 2-phenyl-oxazol-4-ylme
thyl)-1H-indol- 5-A-propan-2-ol In analogy to example 1, from

)1/I)121g f‘l"uydr?o fg{ﬁ Eof%ﬁg/[? jlorog)an z;é\% )V%Igé or pareg?l%t& -5-yl}-

1,1,1,3,3,3-hexafluoro-2- “OIO“P“’P&“‘ -ol
[2-methy1-1-(5-methyl-2-phenyl-oxazol-4-ylmethyl)-1H-indol- 25

5-y1}-propan-2-ol, brownish solid, MS: 469 (MH). Example 19

2Tpa avelomy to sxaremisra fromrdi-By4 ethyl phenrdnaxmathoosrsphh-dmethyl]-2-

-Ghethyl-2,3-dihydro-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol (example 49) was
prepared  2-{1-[2-(4-ethyl-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl- 1H-indol-5-
y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol, dark brown solid, MS: 497 (MH").

Example 4

1,1,1,3,3,3-hexafluoro-2-{1-{2-(3-trifluormethyl-phenyl)-5-methyl-oxazol-4-yimethyl]-2-
methyl-1H-indol-5-yl}-propan-2-ol

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-{5-methyl-2-(3-
trifluoromethyl-phenyl)-oxazol-4-ylmethyl]-2,3-dihydro-1H-indol-5-yl}-propan-2-ol
{example 56) was prepared 1,1,1,3,3,3-hexafluoro-2-{1-{2-(3-trifluormethyl-phenyi}-5-
methyl-oxazol-4-ylmethyl}-2-methyl- 1H-indol-5-yl}-propan-2-ol, light yellow solid, MS:
535 (M-H)".



A solution of 400 mg (1.07 mmol) of
2-(1-benzyl-1H-indo1-5-71)-1,1,1,3,3,3-hexafluoro30 propan-2-ol

woSARed46) in 2 mL CH2C12 was treated portionwise with Z&6rmgh(dskd 4454

WO 2005/105791PCT/EP2005/OO4454 A7y imol) of NCS and stirred at

RT for 10 hrs. Evaporation of the solvent and column chromatography on

silica gel with n-heptane/EtOAc 3:1 to 1-531,(%@1@@51 100 mg (21%) of 2-
(1-benzy1-2,3-dichloro-1H-indo1-5-71)-1,1,1,3,3,3-hexafluoro-propan-2-ol,

light brown oil, MS: 441 (M-H, 2C1. 5 Example 20 2- {1 -

[2-(4-text IbH&‘ngpgfﬁﬂaré -DRiospieAZRlb VYREIY Ll 2 318 klaAbliadabpan-2-0l

5-yll- 1,1,1,3,3,3-hexafluoro-propan- 2 ol In analogy to example 1, from

2- rt-b met | 4 hyll yl
drglolLPS%(‘}? g%iﬂll %@?gi %x f St)r?r'?? rBo %Q’a ?EQI Ké%%? 5da?' 1}/1 1,1,3,3,3-
prbmﬂgoro—propan -2~0l {example 80) in 1 of d1chlor0ethane were added 16 mg {0.065

5 2- kA dotelt-Dudybphedii)n- midlhl-oxesobdrip eth Wir2rererdyidHiRe Gnixture was

methy1l-2,3-dih dro indol1-5
10 (eRiriphd 7 e S PTSEFEET PR 2oL
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1- )?&ﬁrlalﬁt% % BRI GORAN: A0k IE IR MPNRERAMEA 0. The phases
1526&8149?@43&%?&%%@5%9{3}1 razBTtmsrdctih -Bluetiie1qombiped organic
0lpbaydslwdrd diridBeS<raxafinranfropanr2tad | Calnalagy:torearipaiehl,on silica gel with
fr%@ﬁﬂﬁ@/ﬁ@@@{q 2515{? Y‘l/‘{:‘!ﬁz?kf"lyé hé’-llf[&oro 2- metl?yl 1H-indol-5-
,3,3-hexaftuoro-propan-2-o0
FOWN Waxy sohd MS: 404 (M-H)".

[2-(4-chloro-phenyl)-5-methyl-thiazol-4-ylmethyl]-2-methy1-1H-indo1-5- 20
yll-1,1,1,3,3,3-hexafluoro-propan-2-ol, yellow solid, MS: 517 ((M-1-1-),
Example 22

2-(1-benzy1-2,3-ditodo-1H-indo1-5-y1)EkdkipR, 8,3-hexafluoro-propan-2-ol
In analogy to example 26.2 from

2-(11benzyd-AH-Rdeds Y {3 . 1o liRchs- Ml%ﬂiethyl-oxaz ol-4-ylmethyl]-2-methyl-
1H-indol-5-yl}-propan-2-ol

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{1-[2-(2-fluoro-phenyl)-5-methyl-
oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-indol-5-yl}-propan-2-ol (example 52) was
prepared 1,1,1,3,3,3-hexafluoro-2-{1-[2-(2-fluoro-phenyl) ~S«methyl—oxazol—-i-—ylméthyll -
2-methyl-1H-indol-5-yl}-propan-2-ol, light yellow solid, MS: 485 (M-H)".

Example 7

1,1,1,3,3,3-hexafluoro-2- [2-methyl- 1—(3~m0rpholin«4-y1methy1—benzyl) -1H-indol-3-yl}-
propan-2-ol

In analogy to example 9, from {3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-phenyl}-morpholin-4-yl-methanone  (example
33) was prepared 1,1,1,3,3,3-hexafluoro-2-[2-methyl-1-(3-morpholin-4-ylmethyl-benzyl)-
1H-indol-5-y1}-propan-2-ol, light yellow oil, MS: 487 (MH™),



25 propan-2-ol (example 16) and NIS and stirring at 100C instead of 65C
was prepared 2-

wdbdashgyi2,3-diiodo-1H-indo1-5-y1)-1,1,1,3,3,3-hexafluoro-popap8s 904454
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light brown oil, MS: 624 (M-H). WO 2005485791PCT/EP2005/004454 -
48 - Example 23
1-benzy1-5-(2,2,2-trifluoro-1-hydroxy-Exeftugedinethyl-ethyl)-1H-indole-2-
carbaldehyde To a solution of 1.03 g (2.56 mmol) of

2-(A-jzennth2-Sydmrymailyd- 1171'1'5569&&}*5 Yﬁﬂﬁoromethyi-e&yl) indol-1-ylmethyl]-
1,1,1,3,3,3-hexafluoro-propan exam ﬁ}lm 0 mL toluene were

added 2.22 g (25.6 mmol) of 68\%: er. mixture was stirred at

0C overpight. Filtration th ough decalite, ev oration of the solvent and
umf® aﬁ?gram Esilida g(ff%’[h 13/' é‘b’igﬂl’l Btoae 3 UiiRaged -bydroxy-1-

Ordd@ogq(B8%bYletthib A S ytibsdm Aivliflughmatylidberyoit- acid methyl ester (example
tﬂil}lorwzseﬂpfkﬁma) Hriodpiayi-samalslelder M8 hfAR it romethyl-ethyl)-

SRRyt bsonts FSi SRR e Ry TSIy S0l M0 e

opan -2-ol In analogy to example 1, from 2-(
1-biphenyl-3-ylmethyl-2-methyl-2,3-dihydro-1H-indo1-
5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol (example 64) was prepared
2-(1-biphenyl-3- 15 Example 9
ylinethy1-2-methyl-1H-indo1-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol,

yellaw videsetholhiviededh (MiehAykample 2891- 1H-indol-5-y1}-1,1,1,3,3, 3-hexafluoro-
1,1,1,3,3,3-hexafluoro-2-(2-methyl-1- n%%hthakri 1-ylmethyl-1H- indo1-5-71
)-propan-2-ol 20 In analogy to example 1, from

1,1,1.3,3,3-h afluor 2 methy alen-1-

iS5 Sttt DL PSRl ek ATyl 5a @22 tifloro-1.
mpjmadnmﬂg@mmeﬂa&mwbm&-mmﬁ:ﬂ]ﬁhmmm (example 34) in 0.2 mL
;osﬁ’éﬁﬁr\\@s ]ngédzfyéo%él Yoo anafodn MR SAlIH aMrtd A& HED) The mixture

Xam

TIPS B0 ol A i etiels Wil M. b aspasgizated. Column
chromatography on silica gel with n-heptane/EtOAc 4:1 to 1:1 yielded 5 mg (72%) of 2-{1-
(3-dimethylaminomethyl-benzyl)-2-methyl-1H-indol-5-v1}-1,1,1,3,3, 3.hexafluoro-
propan-2-ol, light yellow oil, MS: 445 (MH").

Example 10

1,1,1,3,3,3-hexafluoro-2-{1-[ 2-(4-fluoro-3-methyl-phenyl)}-5-methyl-oxazol-4-yimethyl]-
2-methyl-1H-indol-5-yl}-propan-2-ol

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{1-{2-(4-fluoro-3-methyl-phenyl)-
5-methyl-oxazol-4-ylmethyl}-2-methyl-2,3-dihydro- 1H-indol-5-yl}-propan-2-ol (example
54) was prepared 1,1,1,3,3,3-hexafluoro-2-{1-{2-(4-fluoro-3-methyl-phenyl)-5-methyl-
oxazol-4-ylmethyl]-2-methyl-1H-indol-5-yl}-propan-2-ol, light yellow solid, MS: 499 (M-
H).



26.1 WO 2005/105791PCT/EP2005/004454 - 49 - OC then dropwise with
4.12 mL (27 rrunol) TESCL The mixture was stirred for 2 hrs at Rl and the

woahwenbyrap evaporated. Column chromatography on silicagep#iBrédos/oo1454
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heptane/EtOAc 6:1 yielded 7.7g (88%) of. 44 -
1-benzyl-5-(2,2,2-trifluoro-1-triethylsilanyloxyl

-trifluoromethyl-ethyl)-1H-indole, light }edlawleil IMS: 489 (MI-1). 5 26.2 A

solution of 1 g (2.1 rnmol) of 1-benzy1-5-(2,2,2-trifluoro- 1

-tigthyiss gliaxrdordrflyorameniyl-gthiivdioRdetsiinn (el R M Fimasyl)- 1 H-indol-
treated portionwise at OC with 1.94 ?&T o) mmol of NE and stirred for 2 -

hrs at 65C. The mixture was poureag REY I%mture of a saturated aqueous

solution, of NH4CI co aln%g NaS203 and Et20. The Qgses were 10

sHHERFRIR FEBRfebuTofe Walrbir R tSaRRF et e PR b hikiflvoromethyl-
otyanidipFaybs athark- driedxby@d\ﬂ&i&ﬁ@]aﬁrdﬂéw@meﬁdb(mmﬁ]dg& was prepared
(420/4) 98 %Jﬁgﬂgﬂ&&o@d 21-(2 (2-trifluoromethyl-quinolin-6-ylmethyl)-1H-indol-
trifluqro-I- trlet anyl0|c @%%ﬁromg% thyl)-1H-indole, of which g
PR Nl T8 R A HEbbc with 02 L of 2M1 NaOMe

in MeOH. After stirring for 30 min at RT, the crude mixture was distributed

between agueous HO and 15 Et20. The combined organic phases were

dried over Na2S04 and evaporated. Column chromatography on silica gel

with n-heptane/EtOAc 4:1 yielded 30 rBgpofple(12benzy1-3-
iodo-1H-indo1-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol, light brown solid,

MS 4088 (1413~ &Q@@Wﬁﬂ?—&methyl—oxazoi@- Imethyl}-2-methyl-1H-indol-5-yl}-
N-benzyl-N-methyl-342- mefi‘iyf.; (g ﬁ quoro Ingdr%X 1-trifluorometh

yl-ethyl)- indol-1-ylmethyll- bér’izafmde n ana og examp e 34, from
342-methy1-5-(2,2,2-trifluoro- 1 -hydrox

 tARSTIREHY 1SRRI Sromm Rrlergn( %eﬂ%%é&e@@mﬁé&éﬁaﬁ@-‘i ylmethyl]-2-

Mﬁlﬁtﬁﬂﬁ%ﬁiﬁtﬁﬁdﬁﬂﬁ&%ﬂﬂw@laﬁ 3,3~ hexaﬂuoro—propan 2-ol (example 53) was

Q?ﬁ;é’é' N qtfwl %[%HR;‘%H“ )(}% gn%é{ﬂw(yﬁzgﬂ yl]-2- metlla\xl 1H-indol-5-~
orom et ndol ylmet[%lﬁ enzamige olorless sl

52;}& xﬁ Rygpan-2-o t brown solid, MS: 503 (MH ICI

[2- methyl 5 -(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-ylmet

hy]l- benzoic add methyl ester WO 2005/105791PCT/EP2005/004454

Example 13

2-{1-[2-(4-chloro-phenyl)-5-methyl-oxazol-4-yimethyl]-2-methyl- 1 H-indol- 5-y1}-
1,1,1,3,3,3-hexafluoro-propan-2-ol

In analogy to example 1, from 2-{1-{2-(4-chloro-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-
methyl-2,3-dihydro-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol (example 62} was
prepared 2-{1- [2-(4—ch10ro-§>henyl)—S—methyl-oxazol-4-y1methyl] -2-methyl-1H-indol-5-
vl}-1,1,1,3,3,3-hexafluoro-propan-2-ol, light brown solid, MS: 503 (MH", 1Cl).

Example 14
1,1,1,3,3,3-hexafluoro-2-(2-methyl- 1-quinolin-2-ylmethyl- 1H-indol-5-y1}-propan-2-ol

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-(2-methyl- 1-quinolin-2-ylmethyi-
2,3-dihydro-1H-indol-5-yl)-propan-2-0l  (example 63) was prepared 1,1,1,3,3,3-



- 50 - In analogy to example 1, from 4-
{2-methy1-5-(2,2,2-trifluoro-1-hydroxy-1- trifluoromethyl-

W@ibyg):[g,ggglhydro -indo1-1-ylmethyl] -benzoic acid methyl esteffaxamRlen 454
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69) was prepared 4- - 45 -
[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
idmbﬂuyimelhmhm}ﬂﬂelecpﬁitbhleﬂaykasﬁhymghﬁxy@ﬂawmLptd}:ﬂﬁi-altﬁ, light yellow

( )4 imle 29

N%gvtéﬁyﬁﬁz methy1-5-(2,2,2-trifluoro-1-hydroxy-1-trithoromethyl-ethyl)-i

ndol-1- ylmethyli-N-phenethyl-benzamide In analogy to example 34, from

3- [2-methy1-5-(2,2,2-trifluoro- 1-hydroxy-1- 10 -
trifluoromethyl-ethyl)-indol-1-ylmethyll-benzoic add (example 31) and

N-methy1-2- phenethylamine was prefg le 15
N-methyl-3-[2-methy1-5-(2,2,2-trifluoro-1-hydroxy-1-
trifligrradtingkethngydrtidl-12y(heniipprogthehpbiepybehzaetive. coslmidsglmethyl] - 2-
solid, MS: 549 (MH+). 15Exatmpier 80indol-5-yl}-propan-2-ol
(methyl-{3-[2-methy1-5-(2,2,2-rrifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-in

dgl- &é}%@&%ﬁﬁ;&%%@fwﬁ% ﬁ&gfﬁf@a %S{Sfﬂﬁﬁn??'i’% Rethyl-2-(4-

example 42-methyl 5. ( 27 2-trifluoro- droxy-1-
triGORIRTRE T aBhA JrHa@ia@kjﬂﬁéfﬂWEe%éoﬁela&mé&%m&r&léﬂ%ﬁaopan -2-ol
S&mﬁﬁpie 29) Wm@mhtwﬁtmhmmd Pr(@thyifi{@rmethyl-phenyl)-5-

;ﬁy&éz@l 2 SHHIHE0 i e thyl- 1H-indol-5- IL gr an-2-ol, light yellow sohd MS:
ro ¥ Erlﬂuorome -ethyl)- |ndol 1- yImethyIT nz 8le -amino acetlc

ster, colorless solid, MS: 531 (MH+). Example 31
25342 methy1-5-(2,2,2-trifluoro-I-hydrox-y-I-trifluoromethyl-ethyl)-indol-1-yl
methyli- benzoic acid In analogy to example 68, from 3-
[2-methy1-5-(2,2,2-trifluoro-1-hydroxy-I-
trifluoromethyl-ethyl)-indol-1-yImethylEkempiéd &cid methyl ester (example
8) was prepared3- {2-methyl-5-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
2-(1-benzyl-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol

16.1

A solution of 5 g (41.96 mmol) of indoline in DMF was treated with 5.8 g (41.96 mmol) of
K;COs and then at 0°C dropwise, under intense stirring, with 5.5 mL (46.2 mmol) of
benzylbromide. The mixture was stirred at RT for 10 hrs and then for 2 hrs at 60°C. The
resulting thick pulp was distributed between a saturated aqueous solution of NH4Cl and
Et,O. Drying of the combined organic phases over Na,SO,4 and evaporation of the solvent
vielded 6.1 g (69%) of N-benzylindoline MS: 210 (MH").

16.2

6.1 g (29.15 mmol) of N-benzyl indoline were treated with 6.75 g (30.7 mmol) of
hexafluoroacetone sesquihydrate and stirred for one week at RT. Distribution between 2
saturated aqueous solution of NHCl and Et;O, drying of the organic phase over Na;SO,,
evaporation of the solvent and column chromatography on silica gel (n-heptane/EtOAc
5:1) yielded 86 g (78%) of 2-(1-benzyl-2,3-dihydro-1H-indol-5-y1)-1,1,1,3,3,3-
hexafluoro-propan-2-ol, pink oil, MS: 376 (MH").



30 ylmethylkbenzoic acid, red solid, MS: 430 (M-H)". WO
2005/105791PCT/EP2005/004454 - 51 - Example 32

w\idsdddrindol-3-y1)-ethy1J-N-methyl-342-methyl-5-(2,2, 2-trgiftiorpahoRydiis4
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oxy-1- trifluoromethyl-ethyl)-indol-1-yhnethyd-benzamide 5 In analogy to
example 34, from 3- [2-methy1-5-(2,2,2-trifluoro-I-hydroxy-1-
trifgieromethyl-ethyThindol-1-ylmethyl] -benzoic acid (example 31) and
[2-(1H-indo1-3- y1)-ethyl] -methyl-amine was prepared

NAZ: (it sy %)(%*}M”E%{B “&Y'z?’(fl[%enz -2, 3 dihydro-1H-indgl-5-31)-1,1,1,3,3,3-
nfffé‘)}%;a%ﬁz ,2,2-triflyoro-l-hydroxy-1-tri luoromethyl try [)-indol-1- t¥1 J

SR RABTISEL Soft, TS S0, T g8 41 12 mcl) of MaO:
[aanvedhyliﬁlézmxzmmﬂuma&mydréw ll.ﬁthﬂe:owroﬁa%thytie%hm)siadaﬂeieylﬂhﬁratmn and

thm et@cwhl gfgfgﬂaeﬂ: a@@wg@m@pamxﬂ%mm MadIYR$:1,1,1,3,3,3-
|

tr ﬁi%ﬂg deffﬁrf/l %-yln?éi%ﬂlﬁb ﬁz&%%&d (example 31) and

morphollne was prepared
{342-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
ylmethyll-pheny11--morpholin-4-yl-methanone, colorless solid, MS: 501
(MH+). Example 34 20 Example 17
N,N-dimethy1-3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-eth

yl)-indolt, 1;3Ehilxagnsaside Ansaiylion BERGIND (A3380050@)- pfopan-2-ol
342-methy1-5-(2,2,2-trifluoro-I-hydroxy-1-

trQ‘ﬁJOﬁQg“e(@/' y)-indein-ymaiylibgazok: agd iRl 4. 8. b Mb trifiuoro-1-
of T‘Elhylsjanyloxy—l -trifluoromethyl-ethyl)-2,3-dihydro-1H-indole obtained (example 55)
were dissolved in 1l of toluene and treated with 92 mg (1.1 mmol) of MnO; powder.
The mixture was stirred at 80°C for 48 hrs, filtrated and the solvent evaporated. The
residue was dissolved in 1 mL of THF and treated with 0.08 mL of a IM TBAF solution in
THE. Stirring for 30 min, evaporation of the solvent and column chromagraphy on silica
gel with n-heptane/EtOAc 3:1 yielded 31 mg {(ca. 33%) of 1,1,1,3,3,3-hexaflucro-2-(2-
methyl-1-phenethyl-1H-indol-5-y])-propan-2-ol, light brown oil, MS: 400 (M-H)".

Example 18

1,1,1,3,3,3-hexafluoro-2-[2-methyl-1-(5-methyl-2-phenyl-oxazol-4-ylmethyl)-1H-indol-
5-yl}-propan-2-ol

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-(5-methyl-2-phenyl-
oxazol-4-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-propan-2-ol (example 57) was prepared
1,1,1,3,3,3-hexafluoro-2-[2-methyl-1-(5-methyl-2-phenyl-oxazol-4-ylmethyl)- 1H-indol-
5-y1]-propan-2-ol, brownish solid, MS: 469 (MH").

Example 19
2-(1-benzyl-2,3-dichloro-1H-indol-5-y1)-1,1,1,3,3,3-hexaflucro-propan-2-ol

A solution of 400 mg (1.07 mmol) of 2-(1-benzyl-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-
propan-2-ol (example 16) in 2 mL CH,Cl, was treated portionwise with 286 mg (2.14



treated with 31 mg ( 0.417 mmol) of dimethylamine hydrochloride, 0.09
mL (0.834 mmol) 25 of N-methylmorpholine, 3.7 mg (0.028 mmol) of

wdtaBhegnd 37 mg (0.195 mmol) of EDCI. The mixture was spigregt#osod@o44354
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hrs at RT and the solvent evaporated. Caftymn chromatography on silica
gel with n-heptane/EtOAc 4:1 to 1:1 yielded 39 mg (60%) of
NasalimefHyCBand stirred at RT for 10 hrs. Evaporation of the solvent and column

%8&6&9@&%&9mxaglaﬁ@?mgmﬂ%@bx%iaa@lﬂeeylﬂsgm1%) of 2-

[rroaethyba | Ll

%—gg%ﬁi% %.C or eés{%%;}z%ﬂg%%lﬁ g,ﬁ%;;?ﬁlbvg%gormpmpan-2-oi, light brown
Ny AL Mgty Ch- (2,2, 2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-i

ndol-1- ylmethyl]-N-(2-pyridin-2-yl-ethyl)-benzamide In analogy to example

34, from 3- [2-methy1-5-(2,2,2-trifluoro-1-hydroxy-1- 5
trifluoromethyl-ethyl)-indo1-1-ylmethyl] -benzoic acid (example 31) and

242- aminoethyl)pyridine was preparggample 20

N-methyl-342-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-

riflyqrorgetpyl-ethyl-indol-1yimethyliaN-(2-pyridig-2-yl-athyl-henzaride; 1 = &
coltreaE ST M i A Sl L ety B AR AR o5y
(2,2,2-triflum-o-1 -hydroxyliizlw?fﬁjéi%‘?ﬁagﬂﬁflgéﬂﬁ%%'a‘dﬂ-l- ylmethyl)
-N-pyridin-2-yhnethyl-benzamide In analogy to example 34, from 3-
[Parmetlngy- 8 @2rleifluboom 2-HyBddytert-butyl-phenyl)-5-methyl-oxazol-4-ylmethyl]-
tﬂﬂ‘{ihgfﬁml _ é_@yd%ﬁvfﬁaﬂfﬂcihﬂlﬂwmﬂh;b,@ﬁ’?,@ﬁ@aﬁ%&ﬁ'@ﬁ?@t%ﬁlﬁ»épd(example 66)
methylpyridinz2-.15 v, amine was are
R R o S
dofalyArBtiyi} ne-pyibrxaflytretripser-anied foator ks B MVS).536
(Mir). Example 37 202- [1-benzyl-2- (1-hydroxy-ethyl)-1H-indo1-5-yl]
-1,1,1,3,3,3-hexafluoro-propan-2-ol 37.1 To a solution of 0.33 g (0.82
mmol) of 1-benzy1-5-(2,2,2-trifluoro-I-hydroxy-I-

Example 21

2-{1-[2-(4-chloro-phenyl)-5-methyl-thiazol-4-ylmethyl]-2-methyl-1H-indol-5-y1}-
1,1,1,3,3,3-hexafluoro-propan-2-ol

In analogy to example 1, from 2-{1-{2-(4-chloro-phenyl)-5-methyl-thiazol-4-ylmethyl}-2-
methyl-2,3-dihydro-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol (example 71) was
prepared 2-{1-[2-(4-chloro-phenyl)-5-methyl-thiazol-4-ylmethyl]-2-methyl- 1H-indol-5-
yl}-1,1,1,3,3,3-hexafluoro-propan-2-ol, yellow solid, MS: 517 ((M-H"), 1Cl).

Example 22
2-(1-benzyl-2,3-diiodo- 1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol

In analogy to example 26.2 from 2-{1-benzyl-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-
propan-2-ol (example 16) and NIS and stirring at 100°C instead of 65°C was prepared 2-
(1-benzyl-2,3~diiodo-.1H-ind01—5—371)-1,1,1,3,3,3~hexaﬂuoro~propan-2—01, light brown oil,
MS: 624 (M-H)".



trifluoromethyl-ethyl)-1H-indole-2-carbaldehyde (example 23) in 3 mL of
DMF at OC were added 0.15 mL (0.99 mmol) of DBU, followed by 0.17 mL

wo(88913mgl) of TESCL The 25 mixture was stirred at RT oventigitranes/ 004454
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then poured into a mixture of a saturated 48jueous solution of NH4C1 and
Et20. The phases were separated and the aqueous one was extracted
with Et20. The combined organic phag@&rkeré3dried over Na2S04 and
evaporated to yield 0.389 g (92%) of

1-benzybdmiA-3 2204 abfhdetieiRylaltamyldxyrifldofimmeindtstisdinfj-indole-2-
1H-indole-2-carbaldehyde, MS: 516 (ME ).
2005/105791PCT/EP2005/004454 - 53 - To a solution of 0.11 g (0.21

mol) of 1-benzyl-5-(2,2,2:trifluoros|-tri lanyloxys 1- . ~
b SR S EL B e S o ar T S LG [E-indol->D)
delied 8.3 henafi@one- prnrsn o héergmaligho AP Bréririecarpaiseddedd 22 g (25.6
YRERN PBfAVERD,SHeAder. THkeMbtkutieevas stinied at BIPObkédigdFiltration through
%éﬁ '”é«?a@a@éé%ﬁeo?ft%es‘é%‘f{%%%daﬁ‘c?“ﬁ%‘i’H&é SRliton of . AijC%nag}%ca gel with n-

. The phases were separated and the agueous one Was extracte

wenteeEiPhe dinbiskiebrdbit Eh%?%’é)v@geld?m&ﬂ%és@ﬂ%&l*hﬁmw1-
evdiperiadtslyieln - 1iSigdcvarvitatiuklehl deLBES 1400 (M-H) .
[1-benzyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-1H-indo1-2-yThethanol, which was dissolved in 2 mL
of THF and treated with 0.43 mL (0.43 mmol) of a 1M TBAF-solution in
THEF, stirred for one hour 10 and the(r)tgé)#rqd i’gto a mixture of a saturated
agueous solution of NH4C1 and Et20. epﬁahases were separated and
the agueous one was extracted with Et20 Theéﬁé)mbined organic Ehases

wer SR NSO Brde T rbdeds G AvASSTe propan- 2-ol
benzyl-2-(1-hydroxy-ethyl)-1H-indol-5-y1]-1,1,1,3,3,3-hexafluoro-propan-
dminpbligaicetiainiis 1 ATer-kh-bipheyhyyiesthyl-2-methyl-2,3-dihydro-1H-indol-
éﬁ?rlz,yﬁ;%é%&zm%%oﬁkbpdﬁoz%xdﬁﬂﬂ%@mlﬁ@wm 2-(1-biphenyl-3-

I

[
% %él{gt&%ﬁ%&?{éf%Dﬁ%ﬁgﬁgﬁ%ﬁ%@%@ﬁ%g&%ﬂ%@-2~01, yellow viscous oil,

MR iMBY D ethyl)-1H-indole-2-carbaldehyde and ethylmagnesium
bromide was prepared 1- [1-benzy1-5-(2,2,2-trifluoro-I-hydroxy- 1
-trifluoromethyl-ethyl)-1H-indo1-2- yl] -propan- 1 -ol, orange waxy solid,
MS: 432 (MH+).

Exampie 25

1,1,1,3,3,3-hexafluoro-2-(2-methyl-1-naphthalen-1-ylmethyl-1H-indol-5-yl)-propan-2-ol

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-(2-methyl-1-naphthalen-1-
ylmethyl-2,3-dihydro-1H-indol-5-yl)-propan-2-ol (example 60}, was prepared 1,1,1,3,3,3-
hexafluoro-2-{2-methyl-1-naphthalen-1-ylmethyl- lH—indoI;S-yl) -propan-2-ol, light
brown solid, MS: 438 (MH™).

Example 26
2-(1-benzyl-3-iodo-1H-indol-5-y1)-1,1,1,3,3,3-hexafluorc-propan-2-ol
26.1

A solution of 6.72 g (18 mmol) 2-(1-benzyl-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-
propan-2-ol (example 16) in DMF was treated with 4.03 mL (27.0 mmol) of DBU and at



Example 39
251,1,1,3,3,3-hexafluoro-2-1142-(4-isopropoxy-phenyl)-5-methyl-oxazol-4

wo/inelidlg- methyl-1H-indo1-5-yll-propan-2-ol In analogy to pxappkackion44s4
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from 1,1,1,3,3,3-hexafluoro-2-1142-(4-isaptgpoxy-pheny1)-5-
methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-indo1-5-y1}-propan-2-
olofextraplerdgivasithepaadl (27 mmol) TESCL The mixture was stirred for 2 hrs at RT

14,438 3-henefluoyp2- %fﬁz@p@mrph&ﬂwﬁo PeiRyl- Qii?‘z&hc%%el with n-

i S R SRk ye"%%& yhylslanyloxy-

1 1-rif s somesthfeydd-1H-indole, light yellow oil, MS: 489 (MH™).
[1-(2-hydrox-y-1-phenyl-ethyl)-2-methyl-1H-indol-5-A-propan- 2-ol A
sa@giion of 40 mg (0.094 minol) 1,1,1,3,3,3-hexafluoro-2-[1- (2-hydroxy-
1-phenyl- 5 ethyl)-2-methyl-2,3-dihydro-1H-indol-5-yll-propan-2-ol

(%a%li’é&lZQ) b 1mg }%?%H?ol’)’aéftrgqggﬂz‘f}ﬂuﬁ(”252@911(1@13131'81Y‘Bjx)eﬂg'}sﬂanyloxy-1-

MnQ2. After hrs, 0 f dioxane and 22 mg (0.09¢
m 55059515 H SR t‘d?é trRted Rt at 0°C with 194 g

oV&migmehn ¢Sl eddrstirred donrivd scipé6ud sotutivnrofidHA@ rethorto a mixture of
ERGhhadh @@owseE%lﬁgaar@&emzélth@:ﬁwN@S}@W@ﬁ@ﬁfgﬁteﬂm hases were

with Et 0 T mblned 10 organlc has we Qyer Na2s
evs%gri?edaeﬁﬁo 0 Ao R A r U U A PR g canic phses

: 2weyfedmﬁlwé\fea@%)a@fdlexap%g@lﬁemldo}égZWﬂ‘(@) ofl -benzyl-3-iodo-5-(2,2,2-

hyﬂﬂﬁ@f&nh&mﬂxﬁma;&melhwrﬁﬁbmﬁﬁﬂ;&}}%lﬂmt@plaﬁxaoqx!, Rypwimel 50 mg were

M
B A roé‘?r?%?ga&ﬁ Sregseavith 42, L of M NaOMe, i MeOFL. After
antizrisig for %@@onﬁt%?» &hs grede mﬁ%ﬁ%wss&t@mbm&bgtwamoaqm@ws HCl and
aggd@thyhe i rotg@hic phases were dried over Na,5SO, and evaporated. Column

chromatography on silica gel with »#-heptane/EtOAc 4:1 yielded 30 mg of 2-(1-benzyl-3-
iodo-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol, light brown solid, MS 498 (M-
H)".

Example 27

N-benzyl-N-methyl-3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
indol-1-ylmethyl}-benzamide

In analogy to example 34, from 3-{2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl}-benzoic acid (example 31) and N-methyl
benzylamine was prepared N-benzyl-N-methyl-3-{2-methyl-5-(2, 2,2-trifluoro-1-
hydroxy-1-trifluoromethyl-ethyl)-indol-1-ylmethyl]-benzamide, colorless solid, MS: 535
(MH").

Example 28

4-[2-methyl-5-(2,2,2-trifluore-1-hydroxy-1-triflucromethyl-ethyl)-indol-1-ylmethyl]-
benzoic acid methyl ester



anhydrous DMF was added portionwise 1.06 g (24 mmol) of NaH (55% in
oil). The 20 mixture was stirred at PT for 45 minutes, treated dropwise

wovithai8smk (24 mmol) of benzyl bromide and stirred for threerb@ursddfiess454
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addition of a saturated aqueous solution-&(NH4C1 and Et20, the phases

were separated and the agueous one was extracted with Et20. The
dombaredogiyariie phetsepleereldrietiamer Ma2Sothyhd diapdrat8uary-1-hydroxy-1-
YRILEHorREYRLA] 5@&&1?%%9&&%&5&&{@}%&%@1@%@ @e@}emter (example
eﬁsg;r oran e 0|I %3 )(:241%1‘22“1 a solyt ndof 6.7 %l% rpcr}g%&_l J-ethyl)-
o) b?ﬁ?ﬁo nzyI) ole: -cyarts)oxj/ iC aci e% es err(i)n r of Yoty
andyhfborhxﬁﬂwléthr@we reidduedpatienigt Iefi(gvg @idnivifo &%ﬁ‘ Vg

and the resulting mixture was stirred at OC for 2 h. After addition of a

saturated 30 aqueous solution of NH4C1 and Et20, the phases were

separated and the aqueous one was extracted with Et20. The combined

organic phases were dried over Nazmg syaporated to yield 5.8 g (ca
19 mmol) of [5-bromo-1-(benzyl)- 1H indo1-2-y1)-methanol, that was

el ﬂ%né%‘go%%@i%zz g%EPl%OS/ s é%%&%%’mgﬂ%% -indol-1-

of TIPSOTE The mixture Wh& THbeamitfed to saturated
agueous NH4C1 and Et20. The phases were separated and the aqueous
dine waskgyacted witliEpdo. Tde cdmbined d@arithphas@s2leraflined- 1-hydroxy-1-
YN AsmiiyRiath Maﬂa@t? Iﬁaé‘ﬂﬁiﬂj]]bg‘iﬁéﬁl%&@f (example 31) and N-methyl-2-
SoREPaRy éﬁ?@”zy i RS TS ST H‘fﬁ)z HUS--bydroxy-1-
1mmm¢ﬂ)mwmu|ﬁmﬁhﬂﬁﬂnmdm 10%erless solid, MS:
T34 @ief8C under argon were added dropwise 1.42 mL (1.1 eq.) of a 1.6

M BulLi - solution in THE. The mixture was stirred at PT for 15 minutes.
The

Example 30

(methyl-{3-[2-methy}-5-(2,2,2-trifluore-1-hydroxy-1-triftuoromethyl-ethyl)-indol-1-
yimethyl]-benzoyl}-amino)-acetic acid ethyl ester

In analogy to example 34, from 3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-benzoic acid (example 31) and sarcosine
ethylester hydrochloride was prepared (methyl-{3-[2-methyl-5-(2,2,2-trifluoro-1-
hydroxy-1-trifluoromethyl-ethyl)-indol- 1-ylmethyl]-benzoyl}-amino)-acetic acid ethyl
ester, colorless solid, MS: 531 (MH™).

Example 31

3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-ylmethyl]-
benzoic acid

In analogy to example 68, from 3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl}-indol-1-ylmethyl]-benzoic acid methyl ester (example 8} was
prepared 3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1 -trifluoromethyl-ethyl)-indol-1-
yimethyl]-benzoic acid, red solid, MS: 430 (M-H)".



10 solution was cooled again to -78C and hexafluoroacetone was bubbled
into the solution for 1 minute. Stirring was continued for 10 minutes before

wicachRswere added and the mixture was poured into a satggafaeh005/004454
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aqueous solution of NH4C1 and Et20. Thegsphases were separated and
the aqueous one was extracted with Et20. The combined organic phases
were dried over Na2S04 and evaporated. Column chromatography on
silica gel with 15 n-heptane/CH2C12 2:1 yielded 707 mg (61%) of
2-(1-benzy1-2-triisopropylsilanyl Example 32
oxymethyl-1H-indol1-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol, MS: 558

(M-13§) 24(]114 ﬂpdgl-*c’:g@'ﬁ'gﬁ'n Ql\g-ﬁge@xﬁgmgtﬂﬁﬁ (2,2,2-trifluore-1-hydroxy-1-

2-(1- benzyl -2- trusopropyIS| nyI
indo1-5-y1)-1,1,1, 385500t f&%ﬁ%&?ﬁ?lo\ Hoegthyll- derramidere

added 1.66 ml, (1.66 20 mmol) of a 1 M solution of tetrabutyl ammonium
filmriden#loBME. tPhe eample wad stirfesmat @T[Mﬁladtﬁﬁétﬂédtﬁﬂcaiw -hydroxy-1-

Wﬂﬂ&@ﬁﬁﬁwﬂiﬁmmﬁﬂm&%@é&l@t&&% HIOERS1 H-indol-3-
W ra nd the agueous one was

gfé‘u g?(forgaﬁi?: ases%’vere grléjcfrover g%%%q %rﬁ?é‘&qu'memYl 3-[2-
y;@ﬁ}gy]@%(@q@kgrﬂﬂﬁwég-éf—hydroxy-l triflnoromethyl-ethyl)-indol-1-ylmethyl] -
2bekrhenizie] colbyrEexyhde gl sBel{ingg1y5-y1)-1,1,1,3,3,3-hexafluoro- 25
propan-2-ol, light yellow semisolid, MS: 402 (M-H)-. Example 42
N-cyclohex-yl-N-methy1-3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoro

methyl- ethyl)-indol-1-ylmethyll -benzamide 30 In analogy to example 34,

from 3-

[2-methy1-5-(2,2,2-trifluoro-I- hydroxmﬁx?fngromethyl -ethyl)-indol-1-ylmeth
yThbenzoic acid (example 31) and N- meth cyclohexylamlne was
DR ol R ReRy S B DR ZmbRBRSDED ool 1-ylmetbyl)-
20051105791PCTlEPZOQﬁi&@ﬂ%&ﬂorﬁﬁohn -4-yl-methanone
hydroxy-1-trifluoromethyl-ethyl)-indol-1-ylmethyll -benzamide, colorless

spiid, M&oﬁ?7 Eyam@ledieo2 3l - from  3-[2-methyl-5- (2 2,2-trifluoro-1-hydroxy-1-

oro-b met yI -2.3- d|h -indpl-5-
oy R 0 S A B v
2PrepaTgd-5- (2{33@tﬂmﬁb‘rbi-fﬁé‘cﬁytﬁ&maxymroxy-l ‘irlfluoromethﬁflﬂethyl)—mdol-1-
tifluetpitiefhdngtiviiozpimslinyalra-bikinsale dxannia sdkid) xsdso1 (MH™).
5-chloro-3- chloromethyl-benzo [b]thiophene was prepared 2-11-
(5-chloro-b enzo thiophen-3-
ylmethyl)-2-methyl-2,3-dihydro-1H-indo1-5-y1]-1,1,1,3,3,3-hexafluoro-prop
an-2-ol, light brown oil, MS: 478 (M-Hﬁ-. Exalmgle 44

Xample

N,N-dimethyl-3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-
1-yimethyl]-benzamide

A solution of 60 mg (0.139 mmol) of 3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
triftuoromethyl-ethyl)-indol-1-ylmethyl}-benzoic acid (example 31) in 1 mL of THF was
treated with 31 mg ( 0.417 mmol) of dimethylamine hydrochloride, 0.09 mL {0.834 mmol)
of N-methylmorpholine, 3.7 mg (0.028 mmol) of HOBT, and 37 mg (0.195 mmol) of
EDCIL. The mixture was stirred for 10 hrs at RT and the solvent evaporated. Column
chromatography on silica gel with n-heptane/EtCAc 4:1 to 1:1 yielded 39 mg (60%) of
N,N-dimethyl-3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl) -indol-
1-yimethyl]-benzamide, colorless solid, MS: 459 {MH™).



1,1,1,3,3,3-hexafluoro-2-
[2-methyl-1-(5-methyl-3-phenyl-isoxazol-4-ylmethyl)-2,3-

wolhdingrelH-indo1-5-yl] -propan-2-ol In analogy to exampleppd/@rhaano4454
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2-methy1-5-(2,2,2-trifluoro-I-triethylsilanylpgy-1-
trifitioromethyl-ethyl)-2,3-dihydro-IH-indole (example 51.2) and

4-cbloromethy1-5- methy1-3-phenyl-Em@mpbtcdivas prepared
1,1,1,3,3,3-hexafluoro-242-methy1-1-(5-methy1-

3-phenytiisbIazphdiimethiyl); 2. &itinyara-Hydrog-bylifapareSraheliil-indol-1-
brown oil, 20 MS: 469.(M- -(3-chl henyh)+4-
[2-methy|-5-(2,2,2-trifYéSFﬁﬁﬁ%%ﬁ%@é%%‘%%ﬁ?ﬁ%Qae
2,3-dihydro-indol1-1-ylmethyl]-gxazole-5-carboxylic acid methyl ester 25

481 é%%mé?nyfﬁ@%nlo%&phéﬁ%-o% h@%@i’r%&ﬁ%’ Aeatyfydroxy-1-
esifnorasrptbpaceiyijomdaichidrotibyll didengite armidacéemiargliecindin  and  2-(2-
ANAIAY I BIRCRAHESS R feyRkwsihetiah- 61 £ hemy Beq2GheMifluoro- 1-hydroxy-1-
R o e B A B, i
Fijupse T WS 0B MBS Yo TP TP S5 00448 - 8P Z4B 9% <
adibgyifo BRivHE 51.3, from

2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy- 1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole and
4-bromomethy1-2-(2-chloro-pheny1)- oxazole-5-carboxylic acid methyl

ester was prepared 2-(2-chloro-phenyl)#ie-sgethyl-5- 5
(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-indol-1-ylmet
g%%%%ﬁg’ég%g‘r‘% %19-?251%1@%&9&%%%%&% Pl Mo bl h}ﬁl@l‘xyl)—indoi-lm

1,1,1,3,3,3-hexafluoroﬂm%%ﬁmeﬂtﬂr&mﬂﬂ-4-ylmethyl
)-2,3- dihydro-1H-indo1-5-y11-propan-2-ol 46.1
In analogy to example 34, from 3-{2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-

trifluoromethyl-ethyl)-indol-1-ylmethyl]-benzoic acid (example 31) and methylpyridin-2-
ylmethylamine was prepared N-methyl-3-[{2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-N-pyridin-2-ylmethyl-benzamide, colorless
solid, MS: 536 (MH™).

Example 37
2-[1-benzyl-2-(1-hydroxy-ethyl}-1H-indol-5-y1]-1,1,1,3,3,3-hexafluoro-propan-2-ol
37.1

To a solution of 0.33 g (0.82 mmol) of 1l-benzyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifftuoromethyl-ethyl)-1H-indole-2-carbaldehyde (example 23) in 3 mL of DMF at 0°C
were added 0.15 mL {0.99 mmol) of DBU, followed by 0.17 mL (0.99 mmol) of TESCL. The
mixture was stirred at RT overnight and then poured into a mixture of a saturated aqueous
solution of NH,Cl and Et,0O. The phases were separated and the aqueous one was extracted
with Et;0. The combined organic phases were dried over Na,;SO4 and evaporated to yvield
0.389 g (92%} of 1-benzyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy- 1-trifluoromethyl-ethyl)-
1H-indole-2-carbaldehyde, MS: 516 (MH™).

37.2



2-(2-methyl-phenyl)-4-chloromethy1-5-methyl-oxazole was prepared from
2-methylbenzaldehyde in analogy to the procedure by Binggeli et al.

wdWR201292084). 46.2 15 In analogy to example 51.3, from PCT/EP2005/004454
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2-methy1-5-(2,2,2-trifluoro-1-triethylsilanykxcy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and
ZFametinibplodityll4- (Gt dramethyf 15benetiyi-03 27bleifins prepdegtkisilanyloxy-1-

lolg 3&4@&?@ ap-Paanstiy Lt drdehyde in 3 mL dg.14
metja& tolyl o I 4-y Imeth;gl )-2,3- d? d?oniHnllnd%fl?gF wr1e-rer(a)ddaen-0- mL
o magnesmm romide ropw1se at 0°C under an argon stream. The

a@mnemgammdm&?d 21 2-FletndipbuidristoylsBnntobfoxaaidddqmeous
o3 (EE’WEC;E&TH‘Q%@STH& P Qe fated and the aqueous one was extracted

4 Chl 1- h 5-meth azol rep red from
ﬁ?@eﬁ%@%ﬁé A% Xﬁ%bb%ﬁﬁ‘e"%?o%‘&&% B ke degFporated o yield

(WU&E) OoEBitRt DB AT erivdehdbyroyk re(RBi8 BB drorh-triethylsilanyloxy-1-

2ReRarash: rgtH WQE@—}%‘&BPQ] 1?1@]9&/1'1‘?%)/“;111(:11 was dissolved in 2 mL of THF and

R SRty s S o Mt P RSB AT e fr ome hour
tanditlees, gqmgghﬁ;}gr@zzn@uﬁ@gﬁypqp{gie ueous solution of NH,Cl and Et;0. The
219@5@.&95&7@ %E’ﬁﬂéﬂ%ﬁ@&tﬁ%ﬁéé’m 5%&' was extracted with Et,O. The combmed
T e ol PR 2 gebue s Ly R oG oho
i) btrra sxaxnyépg s 1,338 Ewivem St o
-psfAvES-91 48M-H) .

(DLO

Example 38

1-[1-benzyl-5-(2,2,2-trifluoro-1-hydroxy-1-triftuoromethyl-ethyl)-1H-indo}-2-yl]-

propan-1-ol

In analogy to example 37.2, from I-benzyl-5-(2,2,2-trifluoro-1-triethyisilanyloxy-1-
triffuoromethyl-ethyl)- 1H-indole-2-carbaldehyde and ethylmagnesium bromide was
prepared 1-[1-benzyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-1H-indol-2-
yl]-propan-1-ol, orange waxy solid, MS: 432 (MH™).

Example 39

1,1,1,3,3,3-hexafluoro-2-{1-[2-(4-isopropoxy-phenyl)- 5—meﬁ1y1—oxazol—4~yhnethyll
methyl-1H-indol-5-y1}-propan-2-ol

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{1-{2-(4-isopropoxy-phenyl)-5-
methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro- 1H-indol-5-yl}-propan-2-0l  (example
73) was prepared 1,1,1,3,3,3-hexafluoro-2-{1-{2-(4-isopropoxy-phenyl)-5-methyl-oxazol-
4-ylmethyl]-2-methyl- 1H-indol-5-yl}-propan-2-ol, light yellow solid, MS: 525 (M-H)".



To a solution of 1 g (7.5 mmol) of 2-methyl-2,3-dihydro-1H-indole in
anhydrous DME were added 1.03 g (7.5 mmol) of K2CO3 and then

wdleiwisR 19197 mL (8.0 mmol) of benzylbromide. The mixture Wag siRd@k 44
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RT for 3hrs and then distributed between £420 10 and a saturated
agueous solution of NH4C1. The combined organic phases were dried
over Na2SO4 and evaporated to yielgdafigiéqueantitative) of crude
1-benzyl-2-methy1-2,3- ciihydro-1H-indole, light blue oil, MS: 224 (MITi").

4’?121T3035.¥%é§&1@01?h 1%5—3?&:‘9}@?@@5@1'{%9&%1?@ £ Sraw ﬁgp? yl]-propan-

were added 1.28 mL 15 (12 mmol) of hexafluoroacetone se rate.
The mixture-was stirred at 80C for 4 hrs &} then was distributed between
Et20 and a saturated aqueous solution of NH4C1. The combined organic

phasadstimreodridd over(RA36aargld dviabdradelicrdluam-2-1-(2-hydroxy-1-phenyl-

M&&ﬁ@ﬁ%cﬁmiﬁargeimuzhmhemw@ﬁﬁg-&w@ﬂgﬁ 384109 ml of toluene
0) O

A ke f 4&5%?1%80&@2%) Affen shirping 8 80 B orsR s 0> ml of
rdEnER? gredh-6fd me Bef(m%weﬁam 4oresuliing mixture was stirred at
(ﬁrtbyb@hgnyana Pyt dxea ol -dayiiraedt yalydeonat iwha:id6liby det it - D Er,O. The

34 %ﬁ' Rparat 8%&1%% p%%)ead?lsz O%g%?roé% %%tﬂh%}}i) g‘he combined

oromet met yl-oxazole was prepared ylbenza

iEEARI6 %aeﬁq‘@eﬁ@é&ﬂlﬁéf%}\%zﬁ@géﬁ £p &z@zesnyhlw@tography on silica
%wwlﬂﬁmnepmaexoasm@%me@ga Imgr(amgy of example, Shkafianro-2-[1-(2-

tn?ﬁ I%ﬁ %ﬁ@ﬁ%&% dr& %{ro 1H- If{nﬁ gy Fﬁopaglzz angrown oil, MS: 418

- t yl-pheny1)-4- chloromethy1-5- methyl oxazole was prepared 2-41-
(2 (3-ethyl-pheny1)-5-methyl-oxazol4-ylmethyl]-2-methy1-2,3-dihydro-1H-i
ndol-5-711-1,1,1,3,3,3-hexafluoro-propan-2-ol, 5 orange gum, MS: 499
(M1-11-). Example 50
1,1,1,3,3,3-hexafluoro-241-(3-hydroxfmeatipit-denzy1)-2-methyl-2,3-dihydr
0-1H-indol-5- y11-propan-2-ol 10 A solution of 1.29 g (2.24 mmol) of

342-meitydnpia hedriiyonedhyaiaaadislyprametiy atnehs s diyeiBan-2-ol
indol-1- yImetazlill bfnzo%{gggmd }rlnp-ethyl esteg%amplle%l) in5ml Ec))f Tﬁl Pan-2-0
vy% treated at OC with 87 mg (2.24 mmol) of a LIA1H4. The mixture was

sti

rred for Ih at RT, treated subsequently with MeOH and H20. Distribution

hptneer, £100 9.3 splualos aupous SOl pg o NHACT Y10 9TE 1020 L of
anhydrous DMF was added portionwise 1.06 g (24 mmol) of NaH (55% in oil). The
mixture was stirred at RT for 45 minutes, treated dropwise with 2.9 mL (24 mmol) of
benzyl bromide and stirred for three hours. After addition of a saturated aqueous solution
of NH4Cl and Et;0, the phases were separated and the aqueous one was extracted with
Et;0. The combined organic phases were dried over Na;SOy4 and evaporated to yield 6.7g
(98%) of crude 5-bromo-1-benzylindole-2-carboxylic acid ethyl ester, orange oil, MS: 358
(MH").

41.2

To a solution of 6.7 g (19 mmol) of 5-bromo-1-(benzyl)indole-2-carboxylic acid ethyl
ester in 25 mL of anhydrous THF at 0°C were added portionwise 1.42 g (37 mmol) of
LiAlH,; and the resulting mixture was stirred at 0°C for 2 h. After addition of a saturated
aqueous solution of NH4Cl and Et;0, the phases were separated and the aqueous one was
extracted with Et20O. The combined organic phases were dried over Na,S0O; and evaporated
to yield 5.8 g (ca 19 mmol) of [5-bromo-1-(benzyl)-1H-indol-2-yl]-methanol, that was
dissolved in 30 mL of CH,Cl; and treated at 0°C with 4.75 mL (28 mmol) of DIPEA 7.5 mL



15 over Na2S04 and evaporation, yielded 1.07g (90%) of
1342-methy1-5-(2,2,2-trifluoro-1-

wisigi/isagyloxy-1-trifluoromethyl-ethyl)-2,3-dihydro-indol-1-yppe iy deh=ld 4454
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enyllmethanol, of which 50 mg were dissobgd in 1 mL of THF and treated
with 0.14 mL of a 1M TBAF-solution in THE. After stirring at RT for 2 hrs,
tH@tsototioh GEITIRAOT Héthve enEw20 wasd saterhtedRAY feolhNRd4dded to saturated

T; 99{1@%&@ gad Etwa?ﬁé wieredied 9&?&%@3%9& Y Qﬂ?eous one Was extracted
eva at ieldin uantl ative 1,3,3,3-hexatluorq-241

i R SR D SHEARGR Bt e T 167 AL ABEATaP Tt to yield
yéﬂbw (R IMS: itm;)(@ayhblbmsmpylsﬂanyloxymethyl 1H- mdole, off-white
[2dnethrb&efa, 2nastrifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-i
ndol-1- ylmethyl]-benzoic acid methyl ester 51.1 To 2.5 mL (19.1mmol) of
2 mgthyl-Z,3-dihydro-1H-indoIe were added 2.1 inL (19.1 mmol) of
hexafluoroacetone sesquihydrate dropwise at OC. After stirring at 80C for

30 hrs, the re was. distribyte tween_Et20 and a saturate
L o L T sl S s o L e o B e Floxymethyl-
ol/HHNéQBOn 4 andvahH S Fafedt. -CHGmn dsinrangraniovregiddod diligaviye| MAfhmL (1.1 eq.)

nok*%pla@MEMQ 4st§&€%114419 138 9fuMY Qas stirred at RT for 15 minutes. The
(i’ 105791PCT/EP2005 0

¥ A Rexahtiorednes %n E%%ﬁ’h AIHrIasEas s Pybisf dnto the solution
ofczsfﬂmm@@oﬁ@um L) t(%hnsqdzfqrola gmmm‘@ﬁ tf5re iy Talvesrwand)adiled and the

15dindadnd =R eyt vty (2 snethykd é’qﬂﬁ&)ﬁ@rﬂjﬁiﬂnﬁ of NH4Cl and E;0O. The phases

1-5- I F dded.2.94
;”na‘%ef? R e O S SR e O s organic
PBases W OHIRTbNVEF HB@CMM s@ma(gds §@hmm) Sermaiogrephieon silica gel with
agldegtand ;T WAS corldudedor 2mgs. (@1%;0Iuenna(mdaeﬁﬁﬁsﬂiﬁ%ﬂopyisﬂanyl

t t b t d bet
e R S BB S e B

dried 10 over Na2S0O4 and evaporated to yield 8 1 g (99%) of
Méthyl 5-(2,2,2-trifluoro- 1-
trlethylsnanyloxy 1-trifluoromethyl- ethylg -2,3-dihydro-1H-indole, red liquid,
MQ: 2 salpiipa 4of 0.93g (1.66 mmol) of 2- (1—benzy1 2- trnsapropylsﬂanyloxymeﬂwl 1H-

indol-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol in 10 mL of THF were added 1.66 mL (1.66
mmol) of a 1 M solution of tetrabutyl ammonium fluoride in THF. The mixture was
stirred at RT for 1h and poured into a mixture of a saturated aqueous solution of NH,CI
and Et;O. The phases were separated and the aqueous one was extracted with Et,O. The
combined organic phases were dried over N2,SO; and evaporated to yield 1.0 g
{quantitative} of 2-(1-benzyl-2-hydroxymethyl-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-
propan-2-ol, light yellow semisolid, MS: 402 (M-H}".

Example 42

N-cyclohexyl-N-methyl-3-{2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-
ethyl)-indol-1-yimethyl] -benzamide

In analogy to example 34, from 3-[2-meﬂ1yl-5-(2,2,2-triﬂuoro-1-hydroxy~1»
trifluoromethyl-ethyl)-indol-1-ylmethyl]-benzoic acid (example 31) and N-methyl
cyclohexylamine was prepared N-cyclohexyl-N-methyl-3-{2-methyl-5-(2,2,2-trifluoro-1-



“;H%ﬁ)gﬂmgﬁyl-ethyl)e,3-dihydro-1H-indoIe in 0.5 mL of DMF ‘[9/
€

51.3 15 To a solution of 94 mg (0.23 mmol) of
2-methy1-5-(2,2,2-trifluoro-I-triethylsilanyloxy-1-

€ <
104 mg (0.45 mmol) of 3-chloromethyl-benzoic acid methyl es &Z%%Q@Fe%wm
mixture was stirred at 80C for 10 hrs. Aftérgé))bling to RT the mixture was
trﬁg@&fgﬂﬂgiﬁﬁ@oﬁ%ﬁxﬁb&ﬁ?ﬁ'—qﬁHo@leﬁz%%d{}l_Ltﬁﬁ%@xﬁﬂge%fgfl@fﬂ solid, MS: 527
hqur at 60C. Evaporation of the solvent and 20 chromatography on silica
g H'EtOAc/n-heptane gave 58 mg (99%) of 342-methy1-5-
(2,2,2-trifluoro-1-hydrox-y- 1-trifluoromethyl- ethyl ) -
2,3-dihydro-indol1-1-ylmethyll - benzoic acid methyl ester, light red oil, MS:
448 (MH*). Example 52 25 _
1,1,1,3,3,3-hexafluoro-2-1142-(2-fluorBxphgry 43-5-methyl-oxazol-4-ylnaet
hyll-2-methyl2,3-dihydro-1H-indol-5-y11-propan-2-ol 52.1

5 2-(21ios-BenylbeéncbBlamsht: > ieiai AxRzalanya> BRI indol-5-71]-

1-fluorobenzaldehyde in an e precedure by Binggeli et al.

(W0200292084). WO 200$f?0%%1%§33%§f8§%2@94%q61. - In

analogy to example 51.3, from i . .
Zjﬁ]e%miqu(zt’t?,ﬁﬁmoﬂ:ﬁieﬁq%i|§ﬁ9}8;@{11§»(2,2,2—tr1ﬂuoro—l-trlemylsﬂanyloxy—lw
triffifreroatbtiyb iyl 2 33ddipdoot Hdriddtde(exdmpiehd .2) 2hel) and  5-chloro-3-
24ddluarepienvi 4 s pRAGHY Jeas MEHBKLAZ0le 1WaS liePaHLhzo Lb ] ithiophen—3-

10 1SR el é?é%%?ﬁé%ﬁiﬁs%%ﬂ%ﬁ?éiﬁ%%ﬁ% PRS2l ligh

ABTotid- B MR oA BIENGTT) .
2-{142-(3-chloro-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methy1-2,3-dihyd
ro-1H-indol- 5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol 10 53.1
4-chloromethy1-2-(3-chloro-phenyl)-5-methyl-oxazole was prepared from
3-chlorobenzaldehyde in analogy to tmﬁgﬂre by Binggeli et al.
(W0200292084). 53.2 In analogy to example 51.3, from

D ARSI R QBT R R e bfogggpol-& Yimethy)-23-

15 4-chloromethy1-2-(3- chlodifyideayiii-dndnitayribpaeprnwaslprepared

2-1142-(3-chloro-pheny1l)-5-methyl-oxazol-4-ylmethyli-2-methyl-2,3-dihydr

olhHaingloED-\td 1 <kdrdpR, 353-Biex@inord-prapaia2(o) dohifedeo setidthylsilanyloxy-1-

Nﬁﬂgg%%ﬁi%-@hﬂ)-2,3-dihydro-IH-indole (example 51.2) and 4-chloromethyl-5-
methyl-3-phenyl-isoxazole was prepared 1,1,1,3,3,3-hexafluoro-2-[2-methyl-1-(5-methyl-
3-phenyl-isoxazol-4-ylmethyl)-2,3-dihydro-1H-indol-5-yl]-propan-2-ol, light brown oil,

20 MS: 469 (M-H)".

25

Example 45

2-(2-chloro-phenyl)-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifivoromethyl-ethyl)-
2,3-dihydro-indol-1-yimethyl}-oxazole-5-carboxylic acid methyl ester

45.1

4-bromomethyl-2-(2-chloro-phenyl)-oxazole-5-carboxylic acid methyl ester was prepared
from 2-chlorobenzaldehyde and racemic glycine in analogy to procedures by Cynkowski et
al. (J. Chem. Soc. Chem. Commun. 1995, 2335-2336), Bouillot et al., (W02004006922),
and Morita et al. (JP09095482).



20 Example 54
1,14,3,3,3-hexafluoro-2-{42-(4-fluoro-3-methyl-pheny1)-5-methyl-oxazol-4-

wYlnetydk7grmethyl-2,3-dihydro-111-indol-5-yll-propan-2-ol 54pk-2arp2005/004454
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2-(4-fluoro-3-methyl-phenyl)-4-chloromethylz5-methyl-oxazole was
prepared from 4- fluoro-3-methyl-benzaldehyde in analogy to the
prag.edure by Binggeli et al. (W0200292084). WO
2005/105791PCT/EP2005/004454 - 62 - In analogy to example 51.3 from

tzfiﬁi‘e t Zlﬁgiiéﬁﬁ'ﬂﬂﬁéoér.%ietﬂlﬁﬁlaél}‘#%ﬂ?ﬂ-&(2|,2,%-fr§§{uoro-l-triethy}sﬂanyioxy-l-
rifluoromethyl- -2,3-dihydro-1H-jn exa 2)a -
RS N RO SR T A IOSVBSF Bae 2-(2-chloro-phenyl)-
prepaader 1-da1bexais- heidtueittyDegter [pas prepared 2-(2-chloro-phenyl)-4-[2-methyl-5-
(4sluorarstmnthy-RReRYE 1o tRibydexarl-anmeiviihydro-indol- 1-ylmethyl]-
ez et oiel e YRR e Iohyeley i
1,1,1,3,3,3-hexafluoro-2-(2-methyl-lI-phenethy1-2,3-dihydro-1H-indo1-5-y1
)-propan-2-ol A solution of 101 mg (0.24 mmol) of
2-methy1-5-(2,2,2-trifluoro- 1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-ifdefegedmple 51.2) in CH2C12
was treated with 0.05 mL (0.3 mmol) of DIPEA and then with 0.03 mL
(0.24 1yiy163) 3 -hleeafiirneetPidmidhydt 10 G-hth i X tur yhesiHsbd-gldethyl)-2,3-
for 3 his and then distribut%%gpggg@_ﬁ@ﬁ_g@gt_%r anl_agg?ous solution

: - Z

of NHICI. The combined orgahic phases were ver Na2S04 and
evaporated to yield 120 mg of 142-methy1-5-(2,2,2-trifluoro-1- 15
trf%%ﬂylsilanyloxy-l-trifluoromethyl-ethyl)-2,3-dihydro-indol-1-yl| -2-phenyl-
ethanone. This crude was dissolved in 2 mL of THE and treated with 0.9
mi-$f et B b enitidnadoromeitirk s methy torezolervas RoTepetadixigm  2-methyl-
whendifitiéhyiied betalegn fotR anckadsat baBihagiieods SalapozINBACH.
The combined organic phases were dried over Na2504 and evaporated to
yigith135 mg of 2-methyl-1-phenethyl-5-(2,2,2-trifluoro-1- 20
triethylsilanyloxy-I-trifluoromethyl-ethyl)-2,3-dihydro-1H-indole, of which 30

wereg dissolved in 1. mL.of.,THE and.trea ith Q.07 ml of 1M TBAF; .
o G bt T ol IR oo el sianylory- 1
SR APt e ga- L idels (Hmple 1) ome 2-(2-methyl-phenyl)-4-
1 dlbrbthathdaiuatyl2ef2-mlethywis 1 -pheaidy 1; 2 B3k tetindol 9y ethyl-1-(5-

)1'%{1%@1122-69{0 -'85!%*‘%%%%?_—%§£ﬁi‘?#dﬁ%"-'ﬂfﬁn@é-@‘ﬁﬁ*lﬁl%;?a%-z-ol

3,3-hexafluoro-2
[5-methyl-2-(3-trifluoromethyl-phenyl)- xazoi4‘1
ylmethy11-2,3-dihydro-1H-indo1-5-y11* $42 ol

1,1,1,3,3,3-hexafluoro-2- [2-methyl-1-(5-methyl-2-m-tolyl-oxazol-4-ylmethyl)-2,3-
dihydro-1H-indol-5-yl}-propan-2-ol

47.1

4-chloromethyl-2-(3-methyl-phenyl)-5-methyi-oxazole was prepared from 3-methyl-
benzaldehyde in analogy to the procedure by Binggeli et al. (W(200292084).

47.2

In analogy to example 51.3, from 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and 4-chloromethyl-2-(3-
methyl-phenyl}-5-methyl-oxazole was prepared 1,1,1,3,3,3-hexefluoro-2-{2-methyl-1-(5-



56.1 30 2-(3-trifluormethyl-phenyl)-4-chloromethy1-5-methyl-oxazole was
prepared from 3- trifluoromethyl-benzaldehyde in analogy to the

whraredysedqy Binggeli et al. (W0200292084). WO PCT/EP2005/004454

10

2005/105791PCT/EP2005/004454 - 63 - 56g2.In analogy to example 51.3,

from 2-methy1-5-(2,2,2-trifluoro-1-triethylsilanylory-1-
trifieohiohviethytaiind)a2a-dipltd ech HR- Ao dia el 8dl 2)- Addropan-2-ol, green
2-(3-tyifluQr lakenyl) 4-chloromethy1-5-methyl-oxazole was prepared
1,%?3%’%%%’%%-2-12- methyl-1-
[5-methyl-2-(3-trifluoromethyl-phenyl)-oxazol-4-ylmethyl] -2,3-dihydro-1H-
indo1-5-yll-propan-2-ol, yellow oil, MS: 537 (M-H)-. Example 57
1,1,1,3,3,3-hexafluoro-2-

[2-methyl-1-(5-methy|-2-phenyl-oxazoﬁli@m&ﬁﬁ/l)-z,3-
10dihydro-1H-indo1-5-y11-propan-2-ol 57.1

4-cRdfbipethyll 25amtthly 2 -gHerlyboid Zokdolvay Db sk 8B fBeexafiuoro-propan-2-ol
benzaldehyde in analogy to the procedure by Binggeli et al.

(V¥©300292084). 57.2 15 In analogy to example 51.3, from
2-methy1-5-(2,2,2-trifluoro-

1-piethylsilanylgpy iy ﬂ@rﬁmﬁﬁyéﬁmﬂltﬂﬁ:gﬁ%‘ﬂﬁﬁa@k‘d@ﬂﬂﬁé@‘%ﬁydmus DMF
51.2) a%g 4-chloromethyl-5- meth % - heé%-o a er was pregar%jL

1 Weges: ,égffekgﬁ’ugrézg- f?nﬁ?&lﬁ/{ ;%58}?] gggn ropwise (.97 (8.0 mmol) of
phenyjlbxerol4-Jheathiytiu® J-glilssidred bHRARdot BrB841ndr dpandSoibuted between Et;,O
yelpnush selddMgn it (Hftion 90 G PEhe Bombined organic phases were dried over
1511,1 3.3,3-hexafluoro-2-[2-met ]alr} 2-{r|fluor,omet51yl- uin Im-%-ylmei%

) DSty e, CEEREER I BFbar ol HELAONS 1P SH el e R pmethyl-2. -
2 ditettiya- B AR gl gl blue-oile MGISIRNAERY 11 - 25
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and

6-ghipromethy1-2- trifluoromethyl-quinoline was prepared
1,1,1,3,3,3-hexafluoro-242-methy1-1-(2-

trifigeramatihvi-guinalion Gy sthy-2. Asciydscs PSR- Pry i duieRAde2:8led 1.28 ml.

5 ,Iz%ht red jI,OM.lSe: 509 (MH+

20

25

2 mmo Xa uoroacegéne sesquihydrate. The mixture was stirred at 80°C for 4 hrs
and then was distributed between Et;O and a saturated aqueous solution of NH,Cl. The
combined organic phases were dried over Na,5SO; and evaporated. Column
chromatography on silica gel with 7-heptane/EtOAc 4:1 yielded 311 mg (34%) of 2-(1-
benzyl-2-methyl-2,3-dihydro-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol,  light

green oil, MS: 388 (M-H)".

Example 49

2-{1-[2-(4-ethyl-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-indol-5-
v1}-1,1,1,3,3,3-hexafluoro-propan-2-ol

49.1

2-(3-ethyl-phenyl)-4-chicromethyl-5-methyl-oxazole was prepared from 3-ethyl-
benzaldehyde in analogy to the procedure by Binggeli et al. (W0200292084).

49.2



WO 2005/105791PCT/EP2005/004454 - 64- Example 59
1,1,1,3,3,3-hexafluoro-2-12-methyl-1-[5-methyl-2-(4-trifluoromethyl-pheny

wolli9%3¢9k4- yimethyl] -2,3-dihydro-1H-indo1-5-yll-propan-2-qléa9ebMos/n04454
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2-(4-trifluormethyl-phenyl)-4-chloromethykb-methyl-oxazole was prepared
from 4- trifluoromethyl-benzaldehyde in analogy to the procedure by

Binggaﬂc@yaltc(V\@?ﬁ@ﬂ@ZﬂByﬁ) 582 |0-areahylng {2 Sxamifledd-3; frethylsilanyloxy-1-

B}%gt@izealﬂ Qqq}i Hﬂgt'ﬂﬁsf@‘&'éo@ﬂm le 51.2) and 2-(3-ethyl-phenyl}-4-
rfuorom th Ieth 23ch ydro-1H- mdog?ﬂg é&é&gg%ﬁ’ 1 1
5! AR RS P SRS RPICS. bk optepmeyl-oxazol-
ﬂ;]}?linﬁtﬁ)g}hbméhhw}d@-@hydwhy}ﬂindol -5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol,
[3rangthwine: (febitlyorametiyl-pheny1)-oicazol-4-yimethyli -2,3-dihydro-1H-
indol-5-yll-propan-2-ol, yellow semisolid, MS: 537 (M-H)-. 15Example 60
1,1,1,3,3,3-hexafluoro-2-(2-methyl-l-naphthalen-1-ylinethyl-2,3-dihydro-1H
-indol-5-y1)- propan-2-ol In analogy to example 51.3, from
2-methy1-5-(2,2,2-trifluoro-1- trlethylsnanyIOf(y 1-
trifluoromethyl-ethyl)-2,3-dihydro-1H- @8R hmple 51.2) and
1-chloromethyl- 20 naphthalene was pr

1,4, L?}%%hféﬁﬂff@é@o’«lz[-kﬂiﬂmﬁm&m&p‘%&bmﬂlﬂm%b@ﬁ%mmﬂmdd-5—
-indol-5-y1)-propan-2-ol, light browselhdpM2-4#0 (MH+). Example 61
[2-methy1-5-(2,2,2-trifluoro-1-hydroxy-

%tf}a&ﬁﬁ%ﬁewbﬁ%y') 525 %H‘yﬂfﬁléﬁfﬂo&l y- ]{b géé'ﬁl}ﬁ QC?E' ro-1-hydroxy-1-
methyl ester i0 o 14 g (0.34 mmol) et yl- (2,2, 2-trifluoro-

fasti gﬂwgy‘ g(ﬁi}yﬁ ydro in oi- 1-yime benzon: acid methyl ester (example
51) in 5 mL of THF was treated at 0°C with 87 mg (2.24 mmol) of a LiAlH,. The mixture
was stirred for 1h at RT, treated subsequently with MeOH and H,O. Distribution between
Et,0 and a saturated aqueous solution of NH,Cl, drying of the combined organic phases
over NaySO, and evaporation, vielded 1.07g (90%) of {3-[2-methyl-5-(2,2,2-trifluoro-1-
triethylsilanyloxy-1-trifluoromethyl-ethyl)-2,3-dihydro-indol- 1-ylmethyl]-phenyl}-
methanol, of which 50 mg were dissolved in 1 mL of THF and treated with 0.14 mL of a
IM TBAF-solution in THE. After stirring at RT for 2 hrs, the solution distributed between
Et,0 and saturated aqueous NH,Cl. The combined organic phases were dried over Na;S0,
and evaporated, vielding 49 mg (quantitative) of 1,1,1,3,3,3-hexafluoro-2-[1-(3-
hydroxymethyl-benzyl}-2-methyl-2,3-dihydro-1H-indol-5-y1]-propan-2-ol, yellow gum,
MS: 420 (MH").

Example 51

3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-2,3-dihydro-indol-1-
ylmethyl]-benzoic acid methyl ester

51.1

To 2.5 mL (19.1mmol) of 2-methyl-2,3-dihydro-1H-indole were added 2.1 mL {19.1

- mmol) of hexafluoroacetone sesquihydrate dropwise at 0°C. After stirring at 80°C for 12

hrs, the mixture was distributed between Et,0 and a saturated aqueous solution of NH,Cl.
The combined organic phases were dried over Na;SO; and evaporated. Column
chromatography on silica gel with n-heptane/EtOAc 4:1 yielded 1.41 g (25%) of



trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) in 1.5 mL of
methanol was treated with 0.028g (0.34 mmol) of sodium actetate and

w® 200315329(0.34 mmol) of a- bromophenyl methyl acetate. Themixtpsensyam4s4
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stirred at 100C in a pressure tube for 10.3phrs and then distributed

between Et20 and a saturated aqueous solution of NH4C1. The WO
2003/3367tRAETER 20(5/084454 3 6hihydombifiad driganyl) jphapas vete  off-white
dsrm’qygr: nd evaporated. Column chromatography on silica gel

with n-heptane/EtOAc 4:1 yielded 170 mg of [2-methy1-5-

(% 222-trifluoro-l-hydroxy-l-trifluoromethyl-ethyl)-z,3-dihydro-indol-l-yl]
-phényl-acetic acid methyl ester, colourless viscous oil, MS: 448 (Mir). 5

Exampl

B R S RON b by R syl Srfiydro- -
-indol- 531 popah 2, Bihd Xk oreradpeh 294 64.119.7 mmol) of DBU and after 30

D e 1 o) of DB
- i ute hy Binggel :
2D IR GG EEAERG SE BT Wik contnied for 2 brs. The
2ohetiny 108 (@ cess thffSClowkryievaphsitéer/ lowyand the residue was distributed between
teflorometine il w0 dI g -H1oalE CeXPRRRIEdid PR anic phases were dried
r
i

4-chlo y1-2-(4- chloro-phenyl)-5-methyl- le was .
Y A SR Bty Aol Ay P L s Aggriuoro-1-
oristhirisbylon -rigwmmeiaioshylpibpatiiydiotightipdndey seddlimed, Ms: 414
S@FH{tYIH+). Example 63
201,1,1,3,3,3-hexafluoro-2-(2-methyl-1-quinolin-2-ylmethy1-2,3-dihydro-1
H-indo1-5-y1)- propan-2-ol In analogy to example 51.3, from
2-methy1-5-(2,2,2-trifluoro-I-triethylsilanylory-1-

51.3

To a solution of 94 mg (0.23 mmol) of 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole in 0.5 ml. of DMF were added 104 mg (0.45
mmol) of 3-chloromethyl-benzoic acid methyl ester and the mixture was stirred at 80°C
for 10 hrs. After cooling to RT the mixture was treated with 0.5 mL of a 1M solution of
TBAF in THF and stirred for an hour at 60°C. Evaporation of the solvent and
chromatography on silica gel with EtOAc/n-heptane gave 58 mg (99%) of 3-[2-methyl-5-
(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-2,3-dihydro-indol- 1-ylmethyl}-
benzoic acid methyl ester, light red oil, MS: 448 (MH™).

Example 52

1,1,1,3,3,3-hexafluoro-2-{1-{2-(2-fluoro-phenyl)-5-methyl-oxazol-4-yimethyl]-2-methyl-
2,3-dihydro-1H-indol-5-yl}-propan-2-ol

52.1

2-{2-fluoro-phenyl)-4-chloromethyl-5-methyl-oxazole was prepared from 1-fluoro-
benzaldehyde in analogy to the procedure by Binggeli et al. (W0200292084).

52.2



trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and
2-chloromethyl- quinoline was prepared

wa shdse378rhexafluoro-2(2-methy1-1-quinolin-2-yimethyl-2,3- @5y /rp2095/004454
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clihyclro-1H-indo1-5-y1)-propan-2-ol, yellgyy semisolid, MS: 441(MH+).

Example 64 WO 2005/105791PCT/EP2005/004454 - 66 - In analogy to
eXﬁnmielﬁgyStcfrom&phetbylﬁ (BayR-tithotod-B-{Rietbyisilay oty liethylsilanyloxy-1-
tr@}l ,@Sdm%?olm'@g@é@e(%@%ﬁ 81.2) 204l 2-(2-fluoro-phenyl)-4-

rometh Was repared

s Vfﬁfr@f G Rolb g PAEEgEn e g foro-2-(1-12-(2 oo
1her813; 3~ treslafluoxespkdppimedof] lotewetil, M e (0K} Sridobiiyk-propan-2-ol,

SRighd yLiln, gihexefluaravpr{$-m ethyl-1-[4- (4-trifluorornethyl-phenory)-b
enzyl] -2,3- dihydro-1H-indo1-5-yli-propan-2-ol 65.1 10

4-chloromethyl-(4-trifluoromethyl-phenoxy)-benzene was prepared in
analogy to a procedure described for the preparation of
4-chloromethyl-phenoxybenzene by Blnggeli et al. (W097019311). 65.2 In
analogy to example 51.3, from Exam

2- methyl -5-(2,2,2-trifluoro-1- trlethylsnanyloxy 1-15

trifeidrbintelenerhensluyasthylnyaaekd- (et S1mogthirk 2,3-dihydro-1H-indol-

4-chloromethyl-(4- trifluosofetty it siwphexeszepedyas-prepared
1,1,1,3,3,3-hexafluoro-2-{2-methyl-1- [4-

(45§rl{luoromethyl phenoxy)-benzyl]
-2,3-dihydro-1H-indo1-5-yll-propan-2-ol, light brown oil, MS: 550 (Milt).
Example 66

262D %J&ﬂcbwémhs%%mtkgzﬁzyﬂme%ﬁ%] DIERaTeg). Srgmg 3-chloro-
inyelrealtiehyde on-Baalagt (o, 818 BrovedatrabioBingpelher (W 0200293084).
53.2

In analogy to example 51.3, from 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifinoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and 4-chloromethyl-2-(3-
chloro-phenyl)-5-methyl-oxazole was prepared 2-{1-[2-(3-chloro-phenyl}-5-methyl-
oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-indol-5-v1}-1,1,1,3,3,3-hexafluoro-propan-
2-0l, light yellow solid, MS: 505 (MH™), 1CL

Example 54

1,1,1,3,3,3-hexafluoro-2-{1-[2-(4-fluoro-3-methyl-phenyl)-5-methyl-oxazol-4-ylmethyl]-
2-methyl-2,3-dihydro-1H-indol-5-yl}-propan-2-ol

54.1

2-{4-fluoro-3-methyl-phenyl)-4-chloromethyl-5-methyl-oxazole was prepared from 4-

- fluoro-3-methyl-benzaldehyde in analogy to the procedure by Binggeli et al

(W0200292084).

54.2



66.1 2-(4-tert-butyl-phenyl)-4-chloromethy1-5-methyl-oxazole was
prepared from 4-tert-butyll-benzaldehyde in analogy to the procedure by

WOBj&g;th rgS { al. (W0200292084). 25 66.2 In analogy to example-3%m9Md 454
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2-met (2,2,2-trifluoro-1-triethylsilanyjoxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and

Zr(4at§£dgt;}ty{xp 14- Cﬁl@roﬂ’tﬁh?@-ﬁe&lﬂiﬁd@&M@W&%Mﬁ%@fﬁgzﬂan yloxy-1-
[ e 0Xazo, |
e B S P > methyl-
ﬁlﬁrumqﬁcwmkr@%ﬂgbqﬂgp@omﬁommcdewE@mbemﬂuom -2-{1-2-
24@%@[3%@&32@@&3&}-3,3néthyldmai&4£¢bﬂfcﬁzyl})ilxﬁe&§132§’rmﬂﬂ% 1H-

- n
SR S Bt SRR IR A R obn (8P

trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and
diphenylmethylbromide was prepared
2-(1-benzhydry1-2-methyl-2,3-dihydro-111-indol5-y1)-1,1,1,3,3,3-hexafluo
ro-propan-2-ol, yellow oil, MS: 466 (I@F@)P]fd'éxample 68 3- [2-m ethyl-5-
(2,2,2-trifluoro- | -hydroxy- -trifluoromethyl-ethyl)-2,3-dihydro-indo1-1-
yingtlsyH-bbezaiinasic?A Sohstibyl-0f Benath{0-2,38dhmbrt)-dH-indol-5-y1)-propan-2-ol
342-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-

t&pra@mtbylmhm)ga@ﬂhﬁﬂfaynﬁ@rﬂemeﬁmlzm@%@@ﬁ bilanyloxy-1-

exa i atratd ith,Q.2 @&PI
aqguﬁel%(ﬁs n@ﬁ 1%}%([))% %r%ég %’tlrre ornfﬁ’vil %'%e Siven é(Q“v{\?e"'r‘ré1 s treated with
Si¥iporaled @t tremebid@é d@iﬁgﬁteéf@em@] BtoAC 848 a aduedlsat mmol) of
@@ieﬂmcefymrléﬁﬁeam afibentamikinas wrgadistIBses PHes MaBei distributed

%},’8 %% a}%t Olvx?eot\%@o?ggo mﬁg&/oi‘he combined organic phases were

met UO o- 1-

iRy @iﬂeﬁ&?@ rﬁ@ﬁnymﬁgﬂ}eé odmigdr b2fh e af yirhemmp e b 2- trifivoro-1-
@ﬁﬁhﬁbﬁhﬁﬁc}@hvt@ﬂlmmﬁ&tﬂﬁ%ﬂ&ﬁ}ﬂ) Edniydie-6fiol-1-yl]-2-phenyl-ethanone.
This crude was dissolved in 2 mL of THF and treated with 0.9 mL of a 1M BHj; soution in
THE. After stirring for 10 hrs at RT the mixture was distributed between Et;O and a
saturated aqueous solution of NHyCl. The combined organic phases were dried over
Na,SO, and evaporated to yield 135 mg of 2-methyl-1-phenethyl-5-(2,2,2-triflucro-1-
triethylsilanyloxy-1-triflucromethyl-ethyl)-2,3-dihydro-1H-indole, of which 30 mg were
dissolved in 1 mL of THF and treated with 0.07 mL of 1M TBAF in THF. Stirring for 30
min, evaporation, and column chromatography on silica gel with n-heptane/EtOAc (4:1)
vielded 12 mg (51%) of 1,1,1,3,3,3-hexafluoro-2-(2-methyl-1-phenethyl-2,3-dihydro-1H-
indol-5-y1)-propan-2-ol, colorless waxy solid, MS: 404 (MH").

Example 56

1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-[5-methyl-2- (3-trifluoromethyl-phenyl)-oxazol-4-
ylmethyl]-2,3-dihydro-1H-indol-5-y1}-propan-2-ol

56.1

2-{3-trifluormethyl-phenyl)-4-chloromethyl-5-methyl-oxazole was prepared from 3-
trifluoromethyl-benzaldehyde in analogy to the procedure by Binggeli et al
(W0200292084).



442-methyl-5-(2,2,2-trifluoro-1-hydrox-y-1-trifluoromethyl-ethyl)-2,3-dihydr
o-indol-1- ylmethyll-benzoic acid methyl ester 25 In analogy to example

w®eds M@ 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-  pCT/EP2005/004454

10

15

20

25

trifluoromethyl-ethyl)-2,3-dihydro-1H-indo&3(example 51.2) and
4-chloromethylbenzoic acid methyl ester was prepared 4- [2-methyl-5-
(2R32-trifluoro- 1 -hydroxy-1-

trifluoromethyl-ethyl)-2,3-dihydro-indo1-1-ylmethyl] -benzoic acid methyl
eﬁie@ﬂiﬂhgfedooithﬁPIMSJ.(M|i&oMQ2ﬂﬁ£@%¥ﬁlBﬁﬁEﬁ2@Q5teﬁﬁﬁ5ﬂanyloxy-1-

%%a,%%, R B S e L T o L
orhenih &erlgﬂPHr SzIB«F 08270 sW&ﬂ.oﬁrsP&rf&i mét 5( )ﬂuom -2-{2-
Oﬁnethyi 1-[5-methyl-2-(3-trifluoromethyl-phenyl)-oxazol-4-ylmethyl]-2,3-dihydro-1H-
Zu%] &1? é é%tﬁlf[ﬂ Qﬁ&r&q}hﬂglggy&yﬂ,ﬂnﬂuoromethyl ethyl)-2,3-di

ro-1H-in (exam e 51.2) in 1 mL of acetonitrile were added 0.063
inL (0.55 mmol) of racemic phenyloxirane and 58 mg (55 mmol) of
lithiumperchlorate. After stirring at 80C for 18 hrs, the mixture was
distributed between Et20 and a saturated agueous solution of NH4C1.
The combined organic phases were d¥amnls §7er Na2s04 and
evaporated. Column chromatography on silica gel with n-heptane/EtOAc
4:1 ylelebd, ¥, 3-hey(Baosy-3f 24metiethy (S methyl-2-phenyl-oxazol-4-ylmethyl)-2,3-
(2,2,2-trifluoro-I- trlethylanﬁH@% 1-indol-5-y1]-propan-2-ol
trifluoromethyl-ethyl)-2,3-dihydro-indo1-1-y11-2- phenyl -ethanol, MS: 534
(ML:1+). 70.2 To a solution of 19 mg (0.036 mmol) of

2-methy1-5- (2 2,2-trifluoro-1- 15 triethylsilanyloxy-

%;%f %(rPqué I eth %ﬁ?ﬁ%ﬁ%ﬁ% indo 18’?% e henyl- etha%%lql%n %%ggle in analogy

Aﬁehspmmgimﬂﬂ?ﬁxnggehr@ he(WiRR(e20208d)stributed between Et20
and a saturated aqueous solution of NH4C1. The combined organic
p|ses were dried over Na2S0O4 and evaporated. Column
chromatography on silica gel with n-heptane/EtOAc 2:1 yielded 9.3 20 mg

(2% 3}1@(0 to example 51.3, from 2-methyl-5-(2,2,2-trifluoro-1 wtnethylsﬂanyloxy-l-

e o

Exethple -phenyl-oxazole was prepared 1,1,1,3,3,3-hexafluoro-2-[2-methyl-1-(5-methyl-2-
ﬂxé&ﬁ (eBAIRACy @mﬂ @mﬂ%ﬁlm%ﬂc}lt%{mﬁﬂ%ﬁéﬂeﬂ% 23Rl solid, MS:

Hg%iﬂ]g% y11-1,1/1,3,3,3-hexafluoro-propan-2-ol
h thy1-2- (4 -chloro-phenyl)-5-methyl-thiazole was prepared

according to the

Example 58

1,1,1,3,3,3-hexafluoro-2-[2-methyl-1-(2-triflucromethyl-quinoclin-6-ylmethyl)-2,3-
dihydro-1H-indol-5-yl}-propan-2-ol

In analogy to example 51.3, from 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyi-ethyl)-2,3-dihydro-1H-indole (example 51.2) and 6-chloromethyl-2-
trifiuoromethyl-quinoline ~ was  prepared  1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-(2-
trifluoromethyl-quinolin-6-ylmethyl)-2,3-dihydro-1H-indol-5-yl}-propan-2-ol, light red
oil, MS: 509 (MH™).



procedure described by Yamane et al. (Tet.Lett., 45, 2004, 69-74 and
W02001019805). WO 2005/105791PCT/EP20051004454 - 69 - 71.2 In

wanRegiesexample 31.3, from 2-methyl-5-(2,2,2-trifluoro-  per/Ep2005/004454
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1-triethylsilanyloxy-1- trifluoromethyl-ethylgd,3-dihydro-1H-indole

(example 51.2) and 4-chloromethy1-2-(4-

chloro-pheny1)-5-methyl-thiazole washxswplesio2-11-
[2-(4-chloro-phenyl)-5-methyl- 5

thiazol: 4./ soedirfidofomeiyh ety drarkbipinslok-2ey s doin d Byl pHRE¥BLoxaz0l-4-
luoro-propan2-ol, yelﬂr%wﬂtiilu% ’%%Qéw}%{) ig Eng le 72
1,1,1,3,3,3-hexaflucio-2-11 -’%4- ugroqp]h HOXY)-Ber "é)ﬁ%?ﬁé%ﬁ -2,3-dih
ydro-1H10indo1-5-y1}-propan-2-ol 72.1
45§h]roromethyl-(4-fluoro-phenoxy)-benzene was prepared in analogy to a
procedure described for the preparation of

A2chottfhethmispidmbepybn etdobyBithyldtieetiylcweoTie]1 9841 ) ptépaeed from 4-
IR MRS EARXVANIAREAATOM  analogy to the procedure by Binggeli et al.
2%%&2?&3 2-trifluoro-I-triethylsilanyloxy-1-

trﬁ uorome y-e?hyl)-z,3-clihydro-1H-indoIe (example 51.2) and

chloromethy1-3-(4- fluoro-phenoxy)-benzene was prepared
1,5f;i,3,3,3-hexaf|uoro-2-11-[3-(4-f|uorophenoxy)-benzyl}-2-methyl-2,3-dih
ydro-1H-indo1-5-y11-propan-2-ol, light red oil, MS: 20 500 (MHt). Example

7B analogy to example 51.3, from 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-

LedithidrdmdiRyRiugInEslddd-dfsisepianeny -RASmAR-STEhyRe*a2al-Ahormethyl-
m‘ffhﬁ/ﬂ'z' tr%glﬂgltgfj@}/gﬂ%i{]ﬁmd -5-¥~111-pr01pan-2-1:)'rlé% %&? o ormey
phertyl)-4-chloromethyl-5-tnethyl-oxazole™ Was = prepared  I,1,1,3,3,3-hexafluoro-2-{2-
methyl-1-[5-methyl-2-(4-trifluoromethyl-phenyl)-oxazol-4-ylmethyl]-2,3-dihydro-1H-
indol-5-yl}-propan-2-ol, yellow semisolid, MS: 537 (M-H)".

Example 60

1,1,1,3,3,3-hexafluoro-2-(2-methyl- 1-naphthalen- 1-ylmethyl-2,3-dibydro-1H-indol-5-yl)-
propan-2-ol

In analogy to example 51.3, from 2-methyl-3-(2,2,2-trifluoro-I-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and 1-chloromethyl-
naphthalene was prepared 1,1,1,3,3,3-hexafluoro-2-(2-methyl-1-naphthalen-1-ylmethyl-
2,3-dihydro-1H-indol-5-yl)-propan-2-ol, light brown solid, MS: 440 (MH™).

Example 61

[2-methyl-5-(2,2,2-triflaoro- 1-hydroxy-1-trifiuoromethyl-ethyl)-2,3-dihydro-indol-1-yi]-
phenyl-acetic acid methyl ester

A solution of 0.14 g (0.34 mmol) 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) in 1.5 mL of methanol was
treated with 0.028g (0.34 mmol} of sodium actetate and 0.053 mL (0.34 mmol) of o~
bromophenyl methyl acetate. The mixture was stirred at 100°C in a pressure tube for 10
hrs and then distributed between Et;O and a saturated aqueous solution of NH,Cl. The



73.1 2-(4-isopropoxy-phenyl)-4-chloromethyl-5-methyl-oxazole was
prepared from 4- isopropoxy- benzaldehyde in analogy to the procedure

wo ByoBingesli et al. (W0200292084). WO 2005/105791PCT/ERCADSH0aE4s4
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- 70 - In analogy to example 51.3, from - 85 -

2-methyl-5-(2,2,2-trifluoro-I-triethylsilanylory- 1-

wiffubroasethyigettiy|) Phaseinydere 1 Hiiedol@YexampiS B4 . Andndevaporated.  Column

%%ﬁamga%wrﬁa@m);ﬁ llosemnetiydehmeneiowoxazala was prepare [2-methyl-5-

i}}%’%gﬁfgg’ig@(ﬁ%ﬁﬁ%%%:r#gﬁy 95)%112%}1_}7 :)?Frl‘-rﬁyel%ﬁz -dihydro-indol-1-yl]-phenyl-acetic
igharsih? S yeteriessitgeass o8 whsrbEaMEo); light yellow oil, MS:

527 (M-H. Example 74 1,1,1,3,3,3-hexaflu oro-2- {2-methyl- 1-

[2-methy1-6-(4-trifluoromethyl-phenyl)-pyridin-3-

ylmethyl]-2,3-dihydro-1H-indo1-5-yll-propan-2-ol 10 In analogy to example

51.3, from 2-methy1-5-(2,2,2-trifluorceshirigtwisilanyloxy- 1-

trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and

%F{Ii[cfr? 9&%’@? %%i)’_%:?ﬁéﬁi‘;gflﬁ&% i‘él%ﬁ I im?ﬂyﬂ‘)ﬁ?&ggﬂfﬂcﬁﬁ}fdm- 1H-indol-

prepared 1,1,1,3,3,3-hexafluoro-2-12- m
[2-methyl-6-(4-trifluoromathyl:pHety iR BiafiaromrePamr2-2 dinydro-
1Hindo1-5-y1l-propan-2-ol, light yellow solid, MS: 549 (MH+). 15 Example

$8.2-{ 1-ethy1]-2-methy1-2,3-dihydro-1H-indol-5-y11--
1,1,1,3,3,3-hexafluoro-propan-2-ol 75.1 20 In analogy to example 85.1,
frothlbennattighyda-ahlbipihenyljisnprtdpbnedmie vaxingednaiedd®ém 4-chloro-

TSR P R ARG s i Gabiatian

4-(2-bromo-ethyl)-2,5- diphenyl-oxazole was carried out by 0-mesylation

Rftdwed by treatment with NaBr, in analogy to the procedure by Paul et al.
(Heterocycles, 2001, 55(4) 689-704). 25 75.2 A solution of 100 mg (0.33
AIMBnadeey 1 te, 3examoplex Slibr 2R - AreBtRio 53 (Aihydiid finqro- 1 -triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and 4-chloromethyl-2-(4-
chloro-phenyl)-5-methyl-oxazole was prepared 2-{1-[2-(4-chloro-phenyl)-5-methyl-
oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-
2-ol, light yellow solid, MS: 505 (MH™).

Example 63

1,1,1,3,3,3-hexafluoro-2-(2-methyl-1-quinolin-2-ylmethyl-2,3-dihydro-1H-indol-5-y1}-
propan-2-ol

In analogy to example 513, from 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole {example 51.2} and 2-chloromethyl-
quinoline was prepared 1,1,1,3,3,3-hexafluoro-2-(2-methyl-1-quinolin-2-ylmethyl-2,3-
dihydro-1H-indol-5-y1)-propan-2-ol, yellow semisolid, MS: 441(MH"),

Example 64

2-(1-biphenyl-3-yimethyl-2-methyl-2,3-dihydro-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-
propan-2-ol



indo1-511)-propan-2-ol (example 51.1) and
4-(2-bromo-ethyl)-2,5-diphenyl-oxazole in 0.5 mL of DMF was stirred at

wé%&y&g@ght- Distribution of the mixture between a 30 saturated
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aqueous solution of NH4C1 and Et20, drying of the combinedpgr]é’gﬁﬁ?%m“s""
phases over Na2S04 and column chromatography on silica gel with

fl%%e%mg ;%i éé_g-rﬁl}iﬁéd%q.SW@&QO5@%?11-?—@;ﬁ@%@&%ﬁfﬁﬂ&ﬁsﬂanyloxy-1—
K SRR Al T -1Rals 1 S5 R S fingEds. J1doromethyl-
1Hiphen3l3wwesxaftapredrdpdnbipbbnidiit yetiothgthrmrilsl 543- QLY - 1H-ind ol-5-y1) -

El‘ﬁm}?al,%,?»Ghexaﬂuoro—propan—?,—oi, brown oil, MS: 466 (MH™),
51,1,1,3,3,3-hexafluoro-2-1142-(4-isopropyl-pheny1)-5-methyl-cocazol-4-y

Imethyl1-2- methyl-2,3-dihydro-1H-indo1-5-A-propan-2-ol 76.1
4-chloromethy1-2-(4-isopropyl-pheny1)-5-methyboxazole was prepared

from 4-isopropylbenzaldehyde in anal to the procedure by Binggeli et

al. (W0200292084). 10 76.2 In analo &fmle 75, from
1,1,1,3,3,3-hexafluoro-2-(2-methy1-2,3-dihydro-1H-indo1-

5-y1\dsd a2 spadlenrpie Brmsthil1-[4-(4-trifluoromethyl-phenoxy)-benzyl]-2,3-
4-chloromethy1-2-(4-isoprdfijidbari inrdoletiylpxaselenes prepared
1,1,1,3,3,3-hexafluoro-2-1142-(4-isopropyl-phenyl)-5-methyloxazol-4-ylun
effay}l-2-methyl-2,3-dihydro-1H-indo1-5-y11-propan-2-ol, orange oil, MS:

15513 (MH+). Example 77

1,1,1,3.3,3-hexafluqro;2-{142-(2-methoxy-phenyl)-5-methyl-oxazol-4-ylm

S e el e PRl B el Y Whatogy o0
procedure described for the preparation of 4-chloromethyl-phenoxybenzene by Binggeli et
al. (W0O97019311).

65.2

In analogy to example 51.3, from 2-methyl-5-(2,2,2-triffuoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and 4-chloromethyl-(4-
trifluoromethyl-phenoxy)-benzene was prepared 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-{4-
{4-trifluoromethyl-phenoxy)-benzyl}-2,3-dihydro-1H-indol-5-y1}-propan-2-ol, light
brown oil, MS: 550 (MH™).

Example 66

2-{1-[2~(4~tert-butyl-phenyl)-5-methyl-oxazol-4-yimethyl]-2-methyl-2,3-dihydro-1H-
indo}-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol

66.1

2-(4-tert-butyl-phenyl)-4-chloromethyl-5-methyl-oxazole was prepared from 4-tert-butyl-
I-benzaldehyde in analogy to the procedure by Binggeli et al. (W0200292084).

66.2

In analogy to example 51.3, from 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and 2-(4-tert-butyl-phenyl)-
4-chloromethyl-5-methyl-oxazole was prepared 2-{1-[2-(4-tert-butyl-phenyl)-5-methyl-
oxazo}-4-ylmethyl]-2-methyl-2,3-dihydro-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-
2-ol, red solid, MS: 527 (ME™).



4-chloromethy1-2-(2-methoxy-phenyl)-5-methyl-oxazole was prepared
from 2-methoxybenzaldehyde in analogy to the procedure by Binggeli et

W?'ESW%Q@ 92084). 77.2 25 In analogy to example 75, from PCT/EP2005/004454
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exafluoro-2-(2-methy1-2,3- dlt@/,gro 1H-indo1-
5-y1)-propan-2-ol (example 51.1) and
4-chloromethy1-2-(2-methox-y-phenyl)-5-methyloxazole was prepared
1,1,1,3,3,3-hexafluoro-2-1142-(2-methoxy-pheny1)-5-methyloxazol-4-ylme
thyl]-2-methy1-2,3-dihydro-1H-indol-55y11- ggn -2-ol, light yellow gum,
MS: 501 (MH+). WO 2005/105791PC9 i 7&@5 /004454 - 72 - Example

78 ) )

1,24 e arhEd et B b et Ad e SRR 3D -thif e otricherfinargspropan-2-
)-oxazol-4- ylrnethyl]-2,3-dihydro-1H-indo®I5-yll-propan-2-ol 5 78.1
4-chloromethy1-2-(2-trifluoromethyl-phenyl)-5-methyl-oxazole was

pﬁgpa{@ﬂdgqmta bilnpilensibBy-henzaldelykd 5 anapeMAadhe 1 -triethylsilanyloxy-1-
9&&1%%5%3%@”&%% ‘Etse‘d&‘{ycf) %Oﬁ%-m9§f"e) 78.2 19&'{21%” logy to 51.2) and

1@@3@%@%{%@2 Rinetrpaced Rofiykpezhyiividdisgthybrepraliby dsp-1H-indol-
(es<giivila,38,B) R heAdflclinr gty 22 Sdiwai MshybeenyL)-5-

methyl-oxazole was prepared

1,1,1,3,3,3-hexafluoro-2-{2-methyl-145-methy1-2-(2-
trifluoromethyl-pheny1)-oxazol-4-ylmethy11-2,3-dihydro-1H-indol-5-yll-pro

pan-2-ol, light yellow gum, MS: 539 ( I)—klz‘b!)1 ;} xample 79

2-{142- (4 benzylory phenyl)-5-methyl- “OXATOl- -ylmethy11-2-methyl-2,3-di

hydr oI- -yll-1,1.1,3,3,3-hexafluoro-propan-2-ql 79.
poc 5% .&%fafﬂ%szyl J}Yﬁwﬁvs L7 8%%@ &éf@%r%aa%‘wdm-mdd-i-
from 4- yimethyl}-benzoic acid

A solution of 66 mg (0.118 mmol} of 3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
triftuoromethyl-ethyl)- 2,3-dihydro-indol- 1-ylmethyl|-benzoic acid methyl ester (example
61) in 0.5 mL of THF was treated with 0.2 mL of a 1M aqueous LiOH solution and stirred
for 10 hrs at RT. The solvents were evaporated and the residue distributed between FtOAc
and a aqueous solution of NH,CL Drying of the combined organic phases over NaySOy
and evaporation of the solvent yielded 51 mg {99%) of 3-[2-methyl-5-(2,2,2-trifluoro-1-
hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-indol-1-ylmethyl]-benzoic  acid, lhght
yellow gum, MS: 432 (M-H)".

Example 69

4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3- dﬂlydm~md01-1~
yimethyl]-benzoic acid methyl ester

In analogy to example 51.3, from 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and 4-chloromethyl-
benzoic acid methyl ester was prepared 4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-indol-1-ylmethyl]-benzoic acid methyl ester, light red
oil, MS: 448 (MH™).



benzyloxy-benzaldehyde in analogy to the procedure by Binggeli et al.
(W0200292084). 79.2 25 In analogy to example 75, from

wd2bek/Rad8rhexafluoro-2-(2-methyl-2,3-dihydro-1H-indol-  pcr/EP20685/004454
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5-y1)-propan-2-ol (example 51.1) and . g8 -
4-chloromethy1-2-(4-benzyloxy-phenyl)-5-methyloxazole was prepared
1,1,1,3,3,3-hexalluoro-2-{142-(4-benZsamplel®ny 1)-5-methyloxazol-4-ylm
ethy11-2-methy1-2,3-dihydro-1H-indol-5-711-propan-2-ol, light brown

fogm1 WS 3 HekiMid+d- WO 203G PP RS T RBRIND/B4ADH 2, 3 dihydro- 1H-indol-
Example 80

2-(1-benzy1-2-methy1-1H-indo1- S%Xy-”frfli%ﬁfé’-]hexaﬂuoro-propan-2-o|

A solution of 31 mg (0.055 mmol) of

Zzel-benzyl 2-triisopropylsilanyloirymethyl-1H- 5
indo1-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol (example 41.3) in 1 nil, of

i P ﬁyb&ég@@é&%mmﬁﬁ%m@ﬁs@d%&arqﬁlhwsl'fmrihéylsilanyloxy-

pmm&h%&lm&fyﬁdf@ GEQ%:B@HRQH&%@('&B CRAYSLRYIfIERALEN acetonitrile

e —

rggxgmemgioggg (M@Qfﬂ@@ta‘}%”&efmm hrs, the mixture was distributed between

B0 3md 3 Eﬁ&@i&éﬁ@qﬁeﬂ;ﬁ%ﬂiﬁbﬂﬁﬁlﬁhﬂgxé@fw ome ZHi&i’ gﬁhfdh were dried
raz Imet ihwdro-1H-in -2 :

%J%r i\%%ro |4nal%h orate 3}%& éi']r tth ?F Oglg ) % &1 wvﬁ? nghegtane/EtOAc

uorome razo

&épaY@éWanHogV&o ﬂ%{ggeﬁg}aﬁo (2 onethyl-5-(2, 2 2 tnﬂuoro 1-triethylsilanyloxy-1-

Snefaranethyl-dhyidthp-dilgd bititnktheiyz phieaylelidppiakess4 MHD.
described by Kodama et at (US6472386), but starting from 4-
tefjuoromethylacetophenone instead of 3'4'5'-trimethoxyacetophenone.

81.2 20 In analogy to example 75, from"

il 3%1“ Xaﬂ”"{fo 142 Mgty e NS - LEE NI Y- WaBi838,2 Phriftuoro-1-

(exampl
&ffé?@ﬂ?@ﬁi??ﬂrﬁ@ﬂ%@ﬁhmﬁ"&ﬂh%%mémﬁﬂbyﬂéz%w}é}&'efhanfﬂ in
wepaedHE WS agdiekofidereP-{8:masthmrhol Y [dfaethy THBA@ solution in THE. After

S A R s

aqueous solution of NH,Cl. The combined organic phases were dried over Na,SO; and
evaporated. Column chromatography on silica gel with n-heptane/EtOAc 2:1 yielded 9.3
mg (62%) of 1,1,1,3,3,3-hexafluoro-2-[1-(2-hydroxy-1-phenyl-ethyl)-2-methyl-2,3-
dihydro-1H-indol-5-y1]-propan-2-ol, yellow viscous oil, MS: 420 (MH").

Example 71

2-{1-[2-(4-chloro-phenyl)-5-methyl-thiazol-4-ylmethyl}-2-methyl-2,3-dihydro-1H-indol-
5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol

71.1

4-chloromethyl-2-{4-chloro-phenyl}-5-methyl-thiazole was prepared according to the
procedure described by Yamane et al. (Tet.Lett., 45, 2004, 69-74 and W(02001019805).



2-11-[2-ethyl-5-(4-trifluoromethyl-phenyl)-211-pyrazol-3-ylmethyl]-2-methyl
-2,3- dihydro-1H-indo1-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol WO

wR0R5/132¢091PCT/EP2005/004454 - 74 - PCT/EP2005/004454
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5-chloromethy1-1-ethyl-3-(4-trifluorometh¥9henyl)-1H-pyrazole was

prepared in analogy to the prepaparation of
57dkoromethy1-1-ethy1-3-(3,4,5-trimethoxy-phenyl)-1Hpyrazole

described by Kodama et al. (US6472386), but starting from 4-
trifuareiteihytacetephsisone Instead of-BiéthyirbrEibaxyatetepltienoahylsilanyloxy-1-
SR 2 Ay Az igalcRr PLBSIOY BURAS) 37248 ANalRYdRey-2-(4-

examp .
1°hlore-PReREl A iRFE P thinselhy 1735 3 BIRDEFER 1 H:ihgd-(4-chloro-phenyl)-5-methyl-
Stiibpqirdpaim2thyl(ekangibylsy, 3Hiduydro-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-
Sﬁm%gﬁwwgﬂ{g@yééwéﬁrjfly@[p_methylphenyl)-lH-pyrazoIe was

prepared 2-11- [2-ethyl-5-
(4-trifluoromethyl-pheny1)-2H-pyrazol-3-ylmethyl]-2-methyl-2,3-dihydro-1H
-indol-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol, yellow oil, MS: 552

(MH+). Example 83

(4-{5-methyl-442-methyl-5-(2,2,2-trifl JB2ERdroxy-1-trifluoromethyl-ethyl

)-2,3- 15dihydro-indo1-1-ylmethyll-oxazol-2-yll-pherwxy)-acetic acid

melkiyll sfep-Resallmene o+ 16 (A4 6:089-plmodd-benzyl]-2-methyl-2,3-dihydro- 1H-
4-15-methy1-442-methyl-5-(2,2 #Zdbflesi@-ptopan-2-ol
hydroxy-l-triﬂuoromethyl-ethyl)-2,3-dihydro-ingol-l-ylmethyThoxazoI-Z-yII-

phepol (example 99) in 0.5 mL of DMF was treated with 0.01 mL of DBU

and 0.01 mL (0.1 mmol) of methylbromoacetate. The mixture was stirred

oyernight at distributed betyeen 20 Et20 and a saturated agueous
PR BTG RS HITAGS ATeh R RiRbaD o PRI, 6 Procedure
tdessolvecht famdtbir pueprygriaphy b sihitaqrekthith phtepmbenzea by Binggeli et al.

geN®97019311).
(4-15-methy1-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-eth
ij)z' ,3- dihydro-indol-1-ylmethyl] -oxazol-2-y1}-phenoxy)-acetic acid
methyl ester, off-white foam, MS: 559 (MIIP). 25 Example 84

(4-{5-methyl-4- . : :

Ton iR 50, SXaEls 2ty o, APl A g - triethylsilanyloxy-1-
3odthgtronatidicthylirdidihyoxazdi dndbishdexptppkcdtic2aciendv chloromethyl-3-(4-
2@%@%@8&%@]351%8@95/ OQQMMPTZ%M 1,1,1,3,3,3-hexafluoro-2-{1-[3-(4-fluoro-

phenoxy)-benzyl]-2-methyl-2,3-dihydro-1H-indol-5-yl}-propan-2-ol, light red oil, MS:
500 (MH™). :

Example 73

1,1,1,3,3,3-hexafluoro-2-{1-[2-(4-isopropoxy-phenyl}-5-methyl-oxazol-4-ylmethyl}-2-
methyl-2,3-dihydro-1H-indol-5-yi}-propan-2-ol

73.1

2-(4-isopropoxy-phenyl}-4-chloromethyl-5-methyl-oxazole was prepared from 4-
isopropoxy- benzaldehyde in analogy to the procedure by Binggeli et al. (W(0200292084).

73.2



In analogy to example 91, from
(4-{5-methy1-442-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-

wdhlsoremathyl-ethyl)-2,3-dihydro-indol-1-ylmethyli-oxazol-2-\ldr pipen@xiss4
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acetic acid methyl ester (example 83) waggrepared
(4-15-methyl-442-methy1-5-(2,2,2-trifluoro-1hydroxy-
Tdrifimalogyety | ethwhi, 30y éremindeibetiyiivieyh 2 - trifluoro-1-triethylsilanyloxy-1-

“PR40, k%"r?&ﬂy’p@ﬁ'%ﬂgygsﬁﬁ SHS: aEiq, g y%%ﬁ?é'd 5'Y|§} (S '\ﬂl-'(li)wopropoxy

luoro-2-{2-me

[E%}%t §Pl§5ﬁgﬁf§w})§ NG V253 _pr%pared 1,1,1,3,3,3-hexafluoro-2-{1-[2-
dlﬁydlpPQPbHde’ileﬁYiaf}Sﬂmjhﬂ 2aakzol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-indo}-5-

SnescafleribréZomaltylsh-Ad2xbmethyl102-phenyl-oxazol-4-y1)
]}'131 Iég% dlhydr(igh]?H indol-5-yll- propa%n ngl) 85.1

2-(5-methyl-2-phenyl-oxazol-4-y1)-ethanol was obtained from
benzaldehyde and diacetylmonooxime in analogy to the procedure by
Binggeli et al. (W0200292084). Trans% ion of
2-(2,5-diphenyl-oxazol-4-y1)-ethanol %“g%? 8mo-ethyl)-2,5- 15
diphenyl-oxazole was carried by 0-mesylation followed by treatment with

NbB# b hAdisgsimer prideuardny Patmerthylpréferidparemetol-Bew))-pyridin-3-

689-704). 85.2 In afialegy P Exalityiéré3 HeAdol-5-y1}-propan-2-ol
1,1,1,3,3,3- hexafluoro 2-(2-methyl-2,3-dihydro-1H-indol- 5-y1)-propan-2-ol

( b 0 )- I | doxy-1-

ﬁi(aﬁl#%ig Sqrg roﬁgﬁ?ﬂ 5 m}i&ﬁ}x @5@@@%&?&%’8 g m%@sﬂan} loxy-1
%]}ghgﬁwb ]%‘nﬁ?io e example 51.2) and 3-chloromethyl-2-

&Wh@d%twﬂmom&bﬂ}-phepﬂh ByoldiblS waB5piteibeted. Exdndpie dfexafluoro-2-{2-

]ngeﬂrﬁcl %zhgf&gh&élfé @ﬂ%ﬂ@&w mﬁﬁgﬁi{} aiﬂfgla%]ﬁﬁmgm\%j@?%%m 1H-

- X -5 y - =

Sotaros) %Eﬁﬁégob%ﬁé plery il

5-chloromethy1-4-methy1-2-(4- trlfluoromethyl-phenyl)-oxazole was

prepared in analogy to a procedure by Sznaidman et al. (Bioorg. Med.

Chem. Letters, 2003, 13(9) 1517-1521 and W02001000603).
Example 75

2-{1-[2-(2,5-diphenyl-oxazol-4-yl)- ethyl]-2-methyl-2,3-dihydro-1H-indol-5-y1}-
1,1,1,3,3,3-hexafluore-propan-2-ol

75.1

In analogy to example 85.1, from benzaldehyde and 1-phenyl-1,2-propanedione 2-oxime
instead of diacetylmonooxyme was prepared 2-(2,5-diphenyl-oxazol-4-yl)-ethanol.
Transformation of 2-(2,5-diphenyl-oxazol-4-yl) ethanol to 4-(2-bromo-ethyl)-2,5-
diphenyl-oxazole was carried out by O-mesylation followed by treatment with NaBr, in
analogy to the procedure by Faul et al. (Heterocycles, 2001, 55(4) 689-704).

75.2

A solution of 100 mg (0.33 mmel) of 1,1,1,3,3,3-hexafluoro-2-(2-methyl-2,3-dihydro-1H-
indol-5-yl)-propan-2-ol (example 51.1) and 4-(2-bromo-ethyl}-2,5-diphenyl-oxazole in
0.5 mL of DMEF was stirred at 80°C overnight. Distribution of the mixture between a
saturated aqueous solution of NH.Cl and Et;0, drying of the combined organic phases
over Na;50; and column chromatography on silica gel with n-heptane/EtOAc 4:1 yielded



86.2 5 In analogy to example 75, from
1,1,1,3,3,3-hexafluoro-2-(2-methy1-2,3-dihydro-1H-indo1-

wor YdosRipan-2-ol (example 51.1) and PCT/EP2005/004454
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5-chloromethy1-4-methy1-2-(4-trifluorometjpylphenyl)-oxazole was
prepared 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1- [4-methy1-2-(4-
trisRiorogn ettt hexdy &-dkd 201255 ydhipdtdnyl]-2:3 iy gip-dthiylhdei&dyliFapihydro- 1TH-

a L=light yel | +
N%l\lag?nﬁe?r?y%/ ?2 E()Z)v %?rr%%%i% methbeS%(%, 2 r%%@r%“f’h ?oi%ﬁl-M H)

trifluoromethyl-ethyl)-2,3-dihydro-indol-1-ylmethyl)-oxazol-2-yll-phenoxy)-a
cetamide In analogy to example 34, from
(4-15-methy1-442-methy1-5-(2,2,2-trifluoro- 1-hydroxy-1- 15
trifluoromethyl-ethyl)-2,3-dihydro-indo EXespte ity ]
-oxazol-2-y1l-phenoxy)-acetic acid (example 84) and dimethylamine
hydrbdmetidid-wezafraared N[ A dmsepngnyb-ghefl)-5-methyl-oxazol-4-ylmethyl]-2-
methy1-4-[2-methy1-préth@i 2 Bilioyars-tpdinayr Biflyetpmeriidiethyl)-2,
3-dihydroindol-1 ylmethyl]?f)xazol 2-y1l-phenoxy)- acél:g?mlde whlie foam,

?72 (MH+). 20Example 88
2-11-[2- (3 benzyloxy phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dih

I5y111133 hexafluora-propan-2-ol 88.1
e W@RER}P&%P% 15 ERHReRels e isaaam 4-isopropy-
frbm@l@béﬂzymdvm’énm mmeé:tYaBogggah telpt¥éeann2Rps4s).
Binggeli et al. (W0200292084). 88.2 In analogy to example 75, from
1442, 3,3,3-hexafluoro-2-(2-methy1-2,3-dihydro-1H-indol1-
5-y1)-propan-2-ol (example 51.1) and

g@ﬁg@b@&é %%@Mﬂﬁﬁy% ﬁe&ﬁrﬁwl 4110%%%‘.&%1058@@15@0 1H-indol-

- -(3-ben - z0 e

25(3@ 16%’;@1‘%?%%‘% %%&%}I orome n]% (\Q-wapropyi—phenyl) 5-methyl-
oxazole was prepared 1,1,1,3,3,3- hexaﬂuoro—?.—{l [2-(4-isopropyl-phenyl)-5-methyl-
oxazol-4-ylmethyl}-2-methyl-2,3-dihydro-1H- mdol- 5-yl}-propan-2-ol, orange oil, MS:
513 (MH").

Example 77

1,1,1,3,3,3-hexafluoro-2-{1-[2-(2-methoxy-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-
methyl-2,3-dihydro-1H-indol-5-yl}-propan-2-ol

77.1

4-—chioromethyluz—(2~methoxy—phenyl)~5~methyl-oxazole was prepared from 2-methoxy-
benzaldehyde in analogy to the procedure by Binggeli et al. (W(0200292084).

77.2

In analogy to example 75, from 1,1,1,3,3,3-hexafluoro-2-(2-methyl-2,3-dihydro- 1H-indol-
5-yl)-propan-2-ol (example 51.1) and 4-chloromethyl-2-(2-methoxy-phenyl)-5-methyl-
oxazole was prepared 1,1,1,3,3,3-hexafluoro-2-{1-[2-(2-methoxy-phenyl)-5-methyl-
oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-indol-5-yl}-propan-2-ol, light yellow gum,
MS: 501 (MH").



-77 -
methyl-2,3-dihydro-1H-indo1-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol,

w@sngasalid, MS: 577 (MEL.). Example 89 54- PCT/EP2005/004454
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{5-methyl-412-methy1-5-(2,2,2-trifluoro-1-fagdroxy-1-trifluoromethyl-ethyl)-
2,3- dihydro-indol-1-ylmethyll-oxazol-2-y11-benzoic acid methyl ester 89.1
4-(4-chloromethy1-5-methyl-oxazol-2-y1)-benzoic acid methyl ester was
prepared from 3- formyl-benzoic acid methyl ester in analogy to the
procedure by Binggeli et al. 10 (W02G8284084% 89.2 In analogy to
example 75, from

114 Pes3aeXARY-3: @ ) ?a?—‘lﬁ@éﬂ‘iz‘i’ nyl}f lE':z‘i‘ﬁ&cnmm¢=:thy'l-phenyl)—’019'.:%01—

5-y1)-propan-2-ol (exampl 51

4-(4-chloromethy1-B* a ot Hetndal 23k Brepamdsir was

prepared 4-15-methyl-4-[2- methyl -5-(2,2,2-trifluoro-1-hydroxy-1- 15
tr?ﬁubromethyl-ethyl)-Z,3-dihydro-indol-l-ylmethyl] -oxazol-2-yll-benzoic

acid methyl ester, yellow gum, MS: 529 (MH). Example 90

iimeihythgh 2- medﬁﬁﬂm&dﬁﬁkad@ﬂuﬁp@%fm@mﬂydxﬁiﬂﬂ@rwmtbﬁﬁf% from 2-
')t&ﬂ%&Qﬂi%%%H}%%&y&@e%yV\éﬂéﬁﬁ 5%" benz Poé‘g fpetp ﬁ( Bihoeli et al

90.1 4-(4-chloromethy1-5-methyl-oxaz benzo c acl meth este

V&Xg% B 1288 ém 3. formyl-benzoic acid methyl ester in analogy to the

procedure by Binggeli et al. (W0200292084). 25 90.2 In analogy to

ei&dnple 75, from

1,1,1,3,3,3-hexafluoro-2-(2-methyl-2,3-dihydro-1H-indo1-

Shybhﬂﬁg?aﬂ &ﬁr@éamrf@ﬁﬂlmﬁﬁﬂ 3- hexaﬂuoro 2- (2 methyl-2,3-dihydro-1H-indol-

hy1- é | .ester w )

jnc ? %{%??n%iet }21 mgeit(l?él- oroﬁi F@tm{fﬁl &ﬁyl “phenyl)-5

methy l-oxazole was prepared” 1,1,1,3,3 3 hexaﬂuoro 2-{2- methyl-» -[5-methyl-2-(2-

trifluoromethyl-phenyl)-oxazol-4-ylmethyl}-2,3-dihydro-1H-indol-5-yl}-propan-2-ol,

light yellow gum, MS: 539 (MH").

3’

Example 79

2-{1-[2-(4-benzyloxy-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-
indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol

79.1

4—chloromethy1—2—(4~benzyloxy—phen}rl)-5—methy1—oxazole was prepared from 4-
benzyloxy-benzaldehyde in analogy to the procedure by Binggeli et al. (W(0200292084).

79.2

In analogy to example 75, from 1,1,1,3,3,3-hexafluoro-2-(2-methyl-2,3-dihydro-1H-indol-
5-yl)-propan-2-ol {example 51.1) and 4-chloromethyl-2-(4-benzyloxy-phenyl)-5-methyl-
oxazole was prepared 1,1,1,3,3,3-hexafluoro-2-{1-[2-(4-benzyloxy-phenyl)-5-methyl-
oxazol-4-ylmethyl]-2-methyl-2,3-dihydro- 1H-indol-5-yi}-propan-2-ol, light brown foam,
MS: 577 (MHT).
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trifluoromethyl-ethyl)-2,3-dihydro-indo1-1-ylmethyThoxazol-2-yll-benzoic

W@g}ﬂﬁgml ester, off-white solid, MS: 529 (MH1-). Example & 1/Ep2005/004454
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53-15-methyl-4-[2-methy1-5-(2,2,2-triflucrgglzhydroxy-1-trifluoromethyl-eth
yl)-2,3- dihydro-indol-1-ylmethyll-oxazol-2-y11-benzoic acid A solution of
50 mg (0.095 mmol) of 3-{5-methy1-442-methyl-5-(2,2,2-trifluoro-1-
hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-indol-1-ylmethyll
-oxazol-2-yll-benzoic acid methyl esteF{axpiepe 90) was added 1 mL of a
1M aqueous LOH-solution and the 10 mixture stirred at RT for |h. After

acidiication wilagegs HIE IO RLOSSH 14, EOES A5, Bpan-2-o

phases were sepafated and the agueous one extracte

phas ere dried o ZSO nd .evaporat
i %%Eﬁt.eﬁvﬁ% T B TP g oSS metbyt- 1H-
1;1;5}@115@7 11,1,1,3,3,3- hexaﬂuor0~propan -2-ol e;xarnple 41.3) in 1 mL of methanol was
Yppmeli *&tbalﬁogp%&ihsﬁié@smcf&r 1y Waate YH-Oxazeka:yd srEsmzeig of PA/C (10%

a fwhlt alid 9

El% me?ﬁyl-%-é’- i iIYI}? -(g%z%%%uoro f %@Pr ecaﬁ e %6’?’3 ‘i’é’t ti/ T %fihe solvent
|);@ehleém§aréqadb‘f3f InRétryhl “Eﬁiﬂﬁéﬂ {aﬂéﬂb% inlahbibdy-hexafluoro-
tpeypanptedd effeplid, MS: 388 (MH™).
4-{5-methy1-442-methy1-5-(2,2,2-trifluoro-1-hydroxy-Itrifluoromethyl-ethyl)
-2,3-dihydro-indol-1-ylmethyli-oxazol-2-yll-benzoic acid methyl ester
(example 89) was prepared
4-15-methyl-442-methy1-5-(2,2,2-triflyQro-1 h roxy-1-
trifluoromethyl-ethyl)-2,3- dlhydro mdo%%aml%e yII -oxazol-2-y1}-benzoic

?zc'ﬂéﬁ "%j&, ’?hﬁfmf%ig e‘.laxgﬁf mp' ?%‘%mswhmmw 2H-

ndol- 1-ylmethpVtaxcdZeidtaythiphrzdiddwyidroadtihyhdeler-WiPropan-2-ol
2005/105791PCT/EP2005/004454

81.1

5-chloromethyl-1-methyl-3-(4-trifiuoromethyl-phenyl)- 1H-pyrazole was prepared in
analogy to the preparation of 5-chloromethyl-1-methyl-3-(3,4,5-trimethoxy-phenyl)-1H-
pyrazole described by Kodama et al. (US6472386), but starting from 4-
trifftuoromethylacetophenone instead of 3’4’5’ -trimethoxyacetophenone.

81.2

In analogy to example 75, from 1,1,1,3,3,3-hexafluoro-2-(2-methyl-2,3-dihydro-1H-indol-
5-yl)-propan-2-ol (example 51.1) and 5-chloromethyl-1-methyl-3-(4-triftluoromethyl-
phenyl)-1H-pyrazole was prepared 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-{2-methyl-5-(4-
trifluoromethyl-phenyl)-2H-pyrazol-3-ylmethyl}-2,3-dihydro-1H-indol-5-yl}-propan-2-
ol, light yellow solid, MS: 538 (MH").

Example 82

2-{1-[2-ethyl-5-(4-trifluoromethyl-phenyl)-2H-pyrazol-3-ylmethyl}-2-methyl-2,3-
dihydro-1H-indol}-5-v1}-1,1,1,3,3,3-hexafluoro-propan-2-ol

82.1



- 79 - 3-(4-chloromethyl-oxazol-2-y1)-benzoic acid methyl ester was
prepared according to the procedure by Adam et al. (W02002083652).

wo s fharglogy to example 75, from PCT/EP2005/004454
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30

1,1,1,3,3,3-hexafluoro-2-(2-methyl-2,3-dihygro-1H-indol- 5
5-y1)-propan-2-ol (example 51.1) and 3-
(4-ch10fomeﬂlﬂyil ba@hﬂ]—ﬂ-@ﬂifﬁhmaiﬁahﬁ-piﬂmﬁbd%pwamepw&d prepared in
t trfl let
a: .n%i”ﬁ% i é*ééﬂﬁ%ﬂ%%?%@i’%%é%ﬁ%“ (R TL? Bl oo 11
NFBF2B9IS an%? 2. {1 é A éﬁﬁxa@m geying from  4-
eihhﬂl}eﬁamethyiﬁetmphdndnﬁ yisteddiof, 3’»3’3 -tnanefhoonmquopaesdmd kmd using ethyl

%ﬁ%@xﬁ%‘éﬁ@lﬁ’ﬁleﬁﬁ%ﬁiﬁzﬁe(z ,5-diphenyl-oxazol-4-y1)-
thyl]-2-methy1-2,3-

ro-1H-indo1-5- y11 1,1,1,3,3,3-hexafluoro-propan-2-ol (example 75)
was prepared 2-15f 142-

(2 5 diphen oxazol ethyl]-2- meth mdol 5 -y11-1,1,1
CRRBERCRLFROSGH T HEE Lo ovya ST RPLEL ) B pls o ibydro- L indol-
]Sél.y]]) PifaheXafludeodnblet251.1) and 5- chloromethyl 1-ethyl-3-(4-trifluoromethyl-

Z%H§Hfi E@;ﬁ%ﬁ@ 5\{’3?”1 epaeal-4ime #5-(4- tr1ﬂuoromethyl~phen 1)-2H-
1PXI_3LZ§ 33_ yas hi?f S%’%ﬁ}&b{;}ﬁ? %%% -g?f(?rﬁ] %,%,3 hexaﬂuoro—propam
mmhweﬁmazd%ﬁhﬁmﬁlﬁwethyl 2,3-dihydro-IH-indol-5-y11-propan-2-ol
(example 76) was prepared
1,1,1,3,3,3-hexafluoro-2-{142-(4-isopropyl-pheny1)-5-methyl-oxazol 4-
ylmethy1]-2-methy1-1H- indol-5-y11-propan-2-o| orange foam, MS: 511

(MH+). 25 Example 96 Example 8

1,1,1,3,3,3-hexafluoro-2- {142 (2- meth0|cy phenyl) -5-methyl-oxazol-4-ylm

ethgl ]'é; %gﬁéﬁg 0 df%-gl- g; Q&gg %Hﬂ?uom\,\.(%ydroxy- 1-trifluoromethyl-ethyl}-2,3-

dihydro-indol-1-ylmethyi}-oxazol-2-yl}-phenexy)-acetic acid methyl ester

A solution of 40 mg (0.083 mmol) of 4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-
hydroxy-1-triftucromethyl-ethyl)-2,3-dihydro-indol- 1-ylmethyl]-oxazol-2-yl}-phenol
(example 99} in 0.5 mL of DMF was treated with 0.01 mL of DBU and 0.01 mL (0.1 mmol)
of methylbromoacetate. The mixture was stirred overnight at RT and distributed between
Et;0 and a saturated aqueous solution of NH4Cl. Drying of the combined organic phases,
evaporation of the solvent and chromatography on silica gel with n-heptane/EtOAc 1:1
gave (4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-
dihydro-indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid methyl ester, off-white
foam, MS: 559 (MH™).

Example 84

(4-{5-methyl-4-{2-methyl-5-(2,2,2-trifluore-1-hydroxy-1-triflucromethyl-ethyl)-2,3-
dihydro-indol-1-ylmethyl}-oxazol-2-yl}-phenoxy)-acetic acid



- 80 - In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2- {1-
[2-(2-methoxy-phenyl)-5-

wneiye@x@zol-4-ylmetby1]-2-methyl-2,3-dihydro-1H-indo1-5-glt/wp2003/004454
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-propan-2-ol (example 77) was prepared ¥4 .,1,3,3,3-hexafluoro-2-11-
[2-(2-methoxy-phenyl)-5-methyl-oxazol-4-

y]'meﬂmj«h]ﬁ-tueﬂayh}ﬂd S dirde6-{4 15 proglyt-2- 02 - tighh yleRd® 22k MG 04D ydroxy- 1-
%ﬁ@;&éﬁ%ﬂl@ ¥-2,3-dihydro-indol-1-ylmethyl] -oxazol-2-y1}- henoxy) -acetic  acid

3,3,3- he afluorp-2:1.2- meth yI- romethyl-
R G (RBRYEL B @{ﬁ?ﬁ%&prﬂf 3 8??#3%%1@% %Ea%ﬁ%rﬁ Htriftuoro-1-
figrdr Oxy; ﬂ,mémﬁ@d}tﬁ@&{ﬁ Petipydrgsadethiivimethyl]-oxazol-2-yl}-phenoxy)-
tifluorametinghpbanyh-irg dlrd-yss 2, 3-dihydro-1H-indo1-5-yll-prop

an-2-ol (example 78) was prepared
1,1,1,3,3,3-hexafluoro-2-12-methyl-1-[5-methyl-2-(2-
trifluoromethyl-phenyl)-oxaz,01-4-ylmethyl]-1H-indo1-5-yll-propan-2-ol,

light yellow gum, MS: 537 (MI-1+). 15 g

1,1,1,3,3,3-hexafluoro-2-{142-(4- benzéf Jf/P%eﬁ ny1)-5-methyl-oxazol-4-yl

methyli-2- methyl-1H-indo1-5-yll- ropan 2 oI In analo to example 1

fronh 1,333 SheERMAA I D I0E Yiresajeng-oxazol-4-yl)-ethyl]-2,3-
Xtidoirétyrhettlyprdpaiethyl- 21,3 ﬂﬁ;y;ﬂ-@:&:&dﬂﬂdﬁ&i’émk}r&l@ﬁaﬂ{2=(5-methyl—

ol (exampl r ; 3 _

1 1,1,3,3, 3§r§exazf? oro- @L%ﬁg (j{i}[‘) 1%zy]r’ox enyBI én r%()e}thyr%fgggrn 2ol

4-ylmethyll-2-methyl-1H-indo1-5-yll-propan- 2 ol, light brown foam, MS:

IMITI). Example 99
4-{5-methy1-442- methyl -(2, 2 2 trifluoro-1-hydroxy-1-trifluoromethyl-eth dy
)Aridomeayinnbenil: Yi-pihansl Aweiutiobtengd nigom 1 dgnzaldehyde  and

ndiaetheindddoiZntd- bﬁnzywptaﬁmh&);&dmmw GaBihdeeli et al. (W0200292084).
Y. - hyI H-in r an s
(iszam J.!%8 (?Ir% 1 rr% L g Erg)é%%laﬁh %n\ia]g%g%iig %Itﬁ%%g% 8d/CJ:4 (10 /r °|§g§ Ethyl)alz >

r in analogy

heprk@xitals we staipddspRomesyiaten folisived by, tpﬁﬁvamﬁ ity Na

e&amﬂd&mﬂh@aﬂlveﬂt (Hdded Solen @@ (8304),6189-704).
4-15-methyl-4-[2-methy1-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethy
Iggrdol-1-ylmethyl]-oxazol-2-yll-phenol, light green foam, MS: 485 (MH).

In analogy to example 75, from 1,1,1,3,3,3-hexafluoro-2-(2-methyl-2,3-dihydro-1H-indol-
5-yl)-propan-2-ol {example 51.1) and 4-(2-bromo-ethyl)-5-methyl-2-phenyl-oxazole was
prepared 1,1,1,3,3,3-Hexafluoro-2-{2-methyl- 1-{2-(2-methyl-5-phenyl-oxazol-4-y1)-
ethyl]-2,3-dihydro-1H-indol-5-yl}-propan-2-ol, MS: 485 (MH").

Example 86

1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-[4-methyl-2-(4-trifluoromethyl-phenyl)-oxazol-5-
yimethyl]-2,3-dihydro-1H-indol-5-yl}-propan-2-ol

86.1
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dimethyl-carbamic acid

W ABanetol-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1- PCT/EP2005/004454
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trifluoromethyl-ethyl)-indol-1-ylmethy Thex&zel-2-y1}-phenyl ester 5 A
solution of 25 mg (0.052 mmol) ‘
fihineamatk Amsthy S G rideamardul-Rieroky el vatemghagd/An analogy
)thdairboddnesty)-Suaidin2ry 1 -ghéBiolofgx nudleHnin lemdr0PEINE9) 1517-1521
V%%ﬁ%%gﬂé@&%fﬂg (0.26 mmol) of dimethyl carbamoylchloride and

0

stirred at 60 r 2 hours. Et20 and aqueous HCI were added and the
phases separated. The aqueous phase was extracted with Et20 and the
Hirbined organic phases dried over 10 Na2SO4. Evaporation of the
solvent and column chromatograp%on silica gel with nheptane/EtOAc 1:1

yielaeomy g¥eswle dbdimanlidaaesadinoaosfiamgihuly2,3-dihydro- 1H-indol-
nseghyprbpih 2 2olriflextmplay dloky-dnidifiiatdoredytinfhyrirdsil-2ylmeiiybromethyl-
;@g&%ﬁdZaxﬁa@eersstﬁfegmaye'i?ﬂé?d',&M%a&@&wﬂﬁln&%m@%ew_z-(4-
1tifiparemetist-pRisrg oxaztctrmeths] 8. dihyiznpidripdeka Bl ayapen-2-ob
dlighit]yEHbvinadids M1 5pe0iMEE 2-0l In analogy to example 1 from
1,1,1,3,3,3-hexafluoro-2-12-methyl-142-(2-methy1-5-
phenyl-oxazol-4-y1)-ethyl]-2,3-dihydro-1H-indol-5-yll-propan-2-ol (example

85) was 20

preparedl,1,1,3,3,3-hexaf|uoro-2-{2-@gﬁg%| -(5-methyl-2-phenyl-oxazo

[-4-y1)- ethyl]-1H-indol-5-y1}-propan-2-ol, é%?%/ellow solid, MS:

483(MH+), Example,10 .

113 SR e R ey L Gt ey -

1) fagohsetsintbyby 231 dilindutisdeliLlopethd] o tazab ol pbenoxy)-acetamide
example 1 from 1,1,1,3,3,3-hexafluoro-2-{2-methy1-145-methyl-2-(4-

trifl uaadeas tay baheple 40 Rzl 4-13rmed -2, B2diuaig -3 H D iriyddoRIthydroxy-1-

pans2-0l (exampl ) WNAS: If 1 _ il et :
R D S RIBRE ol imethy) grazol-2-y1)-phenoxy)-acetic acid
tierREHe ¥y - At i ethadaBiiney hrdtaghlatids arass Ry epatiesh A3-gimethyl-2-(4-{5-
yeitthyisold-3etMS: 555 R luoro- 1-hydroxy- 1-trifluoromethyl-ethyl)-2,3-dihydro-
indol- 1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetamide, white foam, MS: 572 (MH™).

Example 88

2-{1-]2-(3-benzyloxy-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-
indo}-5-yl}-1,1,1,3,3,3-hexafluoro-propan-2-ol

88.1

4-chloromethyl-2-(3-benzyloxy-phenyl)-5-methyl-oxazole was prepared from 3-
benzyloxy-benzaldehyde in analogy to the procedure by Binggeli et al. (W(0200292084).

88.2

In analogy to example 75, from 1,1,1,3,3,3-hexaflucro-2-(2-methyl-2,3-dihydro-1H-indol-
5-yl)-propan-2-ol (example 51,1) and 2-(3-benzyloxy-phenyl)-4-chloromethyl-5-methyl-
oxazole was prepared 2-{1-[2-(3-benzyloxy-phenyl)-5-methyl-oxazol-4-ylmethyl}-2-
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[2-ethy1-5-(4-trifluoromethyl-phenyl)-2H-pyrazol-3-ylmethyl]-2-methyl-1H-i

wanelmls/Baibal, 1,1,3,3,3-hexafinoro-propan-2-ol 5 In analogy to BXERRUEIG04454
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from 2-11- [2-ethy1-5-(4-trifluoromethyl-ph&nyl)-2H-pyrazol-3-
ylmethyfgiz-m.eth 1-2,3-dihydro-1H-indo1-5-y1}-1,1,1,3,3,3-hex-afluoro-pr .

L :%e%hﬁ @-é%—w lpf;éyaéfr]‘aa,1,3,3,3-hexaﬂuoro-propamz-ol, orange solid, MS:
251 1-{R4EIhyI-5-(4-trifluoromethyl-phenyl)-2H-pyrazol-3-
ylmethyl]-2-methyl-1H-indo1-5-yll-1,1,1,3,3,3-hexafluoro-propan-2-ol, light
yellow solid, MS: 548 (M-H)-. 10 Example 104
1,1,1,3,3,3-hexafluoro-2-12-methy1-1-[2-methyl-5-(4-trifluoromethyl-pheny
1)-2H- pyrazol-3-y|methylj-lH-indol-Sﬁxii}R#?p@-Z-ol In analogy to
example 1, 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1- [2-methyl-5-(4- 15

trifluoromethyl-phenyl)-2H-pyrazol-3-ylmethy|]-2,3-dihydro-1H-indol-5-y1}-

or 0&5#‘1%‘?8 gg&%@éy%%g&g@omyﬂhy oxy-1-tri uoromet?x%e}thyl)-z,S-
1,1,1,3,3,3-héitgirormdol-d-ylmbiyll axardtBylb-lanzoic acid methyl ester
trifluoroinethyl-phenyl)-2H-pyrazol-3-ylmethyl]-1H-indol-5-y11-propan-2-ol,
lighiyellow solid, MS: 534 (M-H). 20Example 105
(4-15-methyl-4-[2-methy1-5-(2,2,2-trifluor0-1-hydrox-y-1-trifluoromethyl-et
hxlxrinaﬁtbﬂﬁrxmsﬁhy-}a?mx%n@b%@m@mﬁm&yIv@a%tgyépared from 3-
apalogy to example 1, fro . : .

(O RAEN AT TAERD S55FifRofSloRY b Procedure by Binggeli et al
triVIOR00RARPB & hyl)-2,3-dihydro-indo1-1-ylmethyl]

-oxazol-2-yll-phenoxy)-acetic add 25 methyl ester (example 83) was

pgepared (4-{5-methyl-442-methyl-5-(2,2,2-trifluoro-1-
hydroxy-1-trifluoromethyl-ethyl)-indo1-1-ylrnethyll

-9xarQly borhanmp )y acaliaAeif meiivhesian Qen 84RiR2 3%3ihydro- 1H-indol-

(I\S/I—;ll-gziaropanuz-ol (example 51.1} and 4-(4-chloromethyl-5-methyl-oxazol-2-yl)-benzoic
acid methyl ester was prepared 4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-indol-1-ylmethyl}-oxazol-2-yl}-benzoic acid methyl
ester, yellow gum, MS: 529 (MH™).

Example 90

3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyi-ethyl)-2,3-
dihydro-indol-1-ylmethyl]-oxazol-2-yl}-benzoic acid methyl ester

90.1

4-(4-chloromethyl-5-methyl-oxazol-2-yl)-benzoic acid methyl ester was prepared from 3-
formyl-benzoic acid methyl ester in analogy to the procedure by Binggeli et al.
(W0200292084).

90.2

In analogy to example 75, from 1,1,1,3,3,3-hexafluoro-2-(2-methyl-2,3-dihydro-1H-indol-
5-yl)-propan-2-ol (example 51.1) and 3-{4-chloromethyl-5-methyl-oxazol-2-y1)-benzoic
acid methyl ester was prepared 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
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I5-methyl-4- [2-methyl-5- (2,2,2-trifluoro- 1

waoeEaxysbrifluoromethyl-ethyl)-indol-1- PCT/EP2005/004454
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methyl] -oxazol-2-yll-phenoxy)-acetic acgiln analogy to example 91,
from (4-{5-methy1-442-methy1-5-(2,2,2-trifluoro-1-hydroxy-1- 5

trififimoroet b Hibirb tibsyineidildxeokay)) Hphenblyyidetizaicidacid methyl

Mty SRR QMPIR 0N vReprepared (4-(5-methyl-4-
2- methyl -5-(2,2,2- trifluoro- 1 hydroxy- 1-

trifluoromethyl-ethyl)-indo1-1-ylmethyThoxazol-2-yll-phenoxy)- acetic acid,

yellow gum, MS: 543 (MF1). 10Example 107 2-{3-chloro-1-
[2-(3-chloro-phenyl)-5-methyl-oxazol-4- ylmﬁ %I] -2-methyl-1H-indol-5-
y1}-1,1,1,3,3,3-hexafluoro-propan- 2- y to example 2, from

2-{142- (3 -chloro-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-
metRytE-Treidot-B-pethyl 594 23 32 aifiarord-brdpexrd-dtiflcarapieth g ethyl)-2,3-

was prepared 2- 18ihydro-indol-1-ylmethyl]-oxazol-2-yi}-benzoic acid
{3-chloro-1-[2-(3- chloro pheny1)-5-methyl-oxazol-4-ylmethyl]-2-methy1-1H

Bogstuchl-ck 153 Sk Aesa Al b B ucallufs. sl NS 535 riuoro-1-

ﬁé%{j§01 l);g{ﬁm(igtil}ﬂi B%rﬁrgu(ﬁégqugﬁn%%ﬂ ~0xazol-2- yl} -benzoic
2aia ety esttor-Gtioitecn) v srattipd] Oxalz off 2-YMphpreghesiéOR-solution and the

%ﬂ@gﬁ’&gﬁ?ﬂ&ﬂ@?'ﬁﬁ% ﬁprﬁfter acidification with aqueous HCl to pH of ca 3-4, Et;0
4-15- m%ﬁ [2- meth (fz ,2,2-1ri Iuog |- hydroxg Itnfluoromethx?

R e 5 2% RSO (B3 R G85 o extractbd wilh ELO. The
psoroliting -cagboiy phiseidevwrss grisgarydrpyeclidinend-carpmupliedadinl yield 49 mg

ﬁdﬂﬁmﬁ% of 3-{5-methyl-4-[2- meth 1—5 (2,2,2-trifluoro-1-hydro

e AR e e e,

m&d@ésl@la?, (M-H

Example 92

4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-
dihydro-indol-1-ylmethyl}-oxazol-2-yl}-benzoic acid

In analogy to example 91, from 4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-indol-1-ylmethyl]-oxazol-2-yl}-benzoic acid methyl
ester (example 89) was prepared 4-{5-methyl-4-{2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-indol- 1¥}'1methy1}—'oxazol-zuyl}-benzoic acid, yellow
foam, MS: 513 (M-H).

Example 93

3-{4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-indol-
1-yimethyl]-oxazol-2-yl}-benzoic acid methyl ester

93.1



WO 2005/105791PCT/EP2005/004454 - 84 - In analogy to example 100,
from 4-(5-methyl-442-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-

wdrilyosamethyl-ethyl)-indol-1-ylmethyli-oxazol-2-y1}-phenol (@83 9ho4454
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and morpholine-4-carbonylchloride was prgpared morpholine-4-carboxylic

acid

%{@mﬁlbmahﬁemyﬂasa@imem eill-byetighestetr o areiind-etbyiliing to the
ﬁ% M%‘?’tﬁﬂlm%@fa{%{yﬁﬁ%w ester, colorless gum, MS: 598

. Example 110
ﬁ?é%chloro phenyl)-4-[2-methy1-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromet
thyl)- imdol-1-yImethyThoxazole-5-carboxylic acid 10 In analogy to

example 91, from 2-(2-chloro-pheny1)-442-methyl-5-(2,2,2-trifluoro-1-
HpCHBAPET (HETERRIE | FERRY IR Sy AT ozl Zore by L-arbr dityiriyo- 1 H-indol-

aeid ypetyledtel (xamnbie 13Q) Wasmiealacchloromethyl-oxazol-2-yi)-benzoic  acid
(&é&gﬁé%& 9.@@ éﬂe% G 4hpzl {éﬁﬁ s3-PION0: A o -1 5h sy ifluoromethyl-

ydro 1-triflupromethyl-et met I| -0Xazo

go % kégr @fzq_ls E)rpéoﬂ geid methyl ester, yellow foam,
M3 &iz{kﬁ{ﬁbo phenyl)-5- hydroxymethyl -oxazol-4-ylrnethyl]-2-methy1-1
H-indo1-5- y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol At 0C, a solution of 10
mg (0.018 mmol) of 2-(2-diloro-pheny1)-4-[2-methyl-5-(2,2,2- 20
trifluoro-I-hydrox-y-I-trifluoromethyl-ethyl)-indol-1-ylmethyll-oxazole-5-carb
oxylic acid methyl ester (example 13%)x' g @Y of THF was treated with
1 trig (0.026 mmol) of LiAIF14 and stirred at RT for 6 hrs. Ice was added

?Q%é%é@ﬁ?&eﬁ dséﬂg d bet%l'v‘ga’ ?F%Wa]@ sy ﬁ@ng /];}t%fyl} 1,1,1,3,3,3-

2-1142-(2-chloro-phenyl)-5- h)h;hm@lmeﬂﬂplomazm -ylmethyll-2-methyl-
1H- 25 indo1-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol, off-white solid,
WS dnkoyl Iﬁ'k}éhxﬁblEXalﬁpiﬁ 219 -[2-(2,5-diphenyl-oxazol-4- yl) ethyll-2-methyl-2,3-

f#&%@ﬁyﬂi& 41 -}nieffl %met tﬂ?&(&rg’ ﬁntr ﬂHlo Kamn r?%()y&vas prepared 2-

oromethyl ethyl)-indol- 1 | oxazol- enoxy -ace

60 feRe] e’ﬁ@b B0y me Yl “indol-3 5-y1}-1,1,1,3,3,3-hexafluoro-
propan~2 -ol, off white solid, MS 545 (MH™).

Example 95

1,1,1,3,3,3-hexafluoro-2-{1-{2-(4-isopropyl-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-
methyl-1H-indol-5-yl}-propan-2-ol

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{1-[2-(4-isopropyl-phenyl)-5-
methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-indol-5-yl}-propan-2-ol  (example
76) was prepared 1,1,1,3,3,3-hexafluoro-2-{1-{2-(4-isopropyl-phenyl)-5-methyl-oxazol-4-
yimethyl]-2-methyl-1H-indol-5-yl}-propan-2-ol, orange foam, MS: 511 (MH"), '

Example 96

1,1,1,3,3,3-hexafluoro-2-{1-{2-(2-methoxy-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-
methyl-1H-indol-5-yl}-propan-2-ol



-85- phenoxy)-acetamide (example 87) was prepared
N,N-dimethy1-2-(4-15-methy1-442-

wanstioa3.2,2-trifluoro-1-hydroxy-I-trifluoromethyl-ethyl)-ind @4 ¥kagiByds 454
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hoxazol2-yll-phenoxy)-acetamide, off whitggselid, MS: 570 (ME).
5Example 113
211{13[243%@ﬁ@ylwﬁﬁadylﬁiﬁﬂmébﬁ;ﬂl,@iézbmﬂmmh%ﬂ{D{Mﬂawﬂhﬂmﬁphenyl) 5-

Qia %%&m&&&maﬂugéwr Irtn maigw DRXFIRIEL2-0l  (example
bRt Q%ﬁ%?‘n*%% R P R s phen gt oxazol-4-
;i 1@;-5} basdpan- 2 ol, light yellow solid, MS: 499 (MH™).

2 1142-(3-benzyloxy- phenyl) -5- methyl -oxazol 4-ylmethy11-2-
methyl-1H-indo1-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol, off white solid,
MS: 575 (MH4). Example 114 15 3-{5-methyl-4-
[2-methyl-5-(2,2,2-trifluoro-1- hydroxyﬂxgﬁ{kg@rg;methyl ethyl)-indo1-1-
yfrnethyl]-oxazol-2-yll-phenol In analogy to example 99, from

2+ 11'1' PS@"?%@QM@ E?Y&él{ﬁi% 1 % ~{2-tri ucromethgl—ghﬁn}rl)~oxazol—-4*

yIMetRyi-2-methyl-1H-indo1-5 exafluoro-propa

(example 113) was prepdigtf -Y %fﬁéf"h’fm’]r}ﬁéfﬁ?ﬁ?z(?lz 2-trifluoro-

1-hydroxy- 1 -trifluoromethyl- ethyl) 20
iMo&nﬂyﬁﬁethylmbl-zlyl&pﬁenbl,Jiékﬂ,bfbwnfhmm - ME-a8Fh§AH+5-methyl-2-(2-

@iﬁﬁ’tﬁ'@:ﬁé& Nexd6ARNNIBRGD 3-dihydro-1H-indol- 5~y1}—propan 2-ol
-15-m thyI methyl -5-(2 2 triﬂ

dro
t ﬁiiuagrlgmeth ethy Sinddf -y'fmethil] 0)6:?1]; hlﬁﬁxaﬁ \tlﬁgn%il{%s{%?t%i [5-methyl-2-(2-
ani&@ggp@@g enybeo¥eae-4-ylmethyl]-1H- mdol -5-yl}-propan-2-o0l, light vellow

S #43aneshy 1-5-(2,2,2-trifluoro-I-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyThoxazol-2-y1}-phenol(example114)a

nd morpholine-4-carbonylchloride was prepared morpholine-4-carboxylic
acid 3-{5-methyl- 4-[2-methy1-5-(2,2,2-trifluoro-1-hydroxy- 1
-trifluoromethyl-ethyl)-indo1-1-ylmeth 0 -2-yll-phenyl ester, light
yellow foam, MS: 598 (MITI). ﬂmxlazgoé
1,1,1,3,3,3-hexafluoro-2-{1-{2-(4-benzyloxy-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-
methyl-1H-indol-5-yl}-propan-2-ol

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{1-[2-(4-benzyloxy-phenyl)-5-
methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro- 1H-indol-5-yl}-propan-2-ol ~ (example
79} was prepared 1,1,1,3,3,3-hexafluoro-2-{1-{2-(4-benzyloxy-phenyl)-5-methyl-oxazol-
4~ylmethyl]-2-methyl-1H-indol-5-yl}-propan-2-ol, light brown foam, MS: 575 (MH™).

Example 99

4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
ylmethyl]-oxazol-2-yl}-phenol

A solution of 80 mg (0.139 mmol) of 2-{1-{2-(4-benzyloxy-phenyl)-5-methyl-oxazol-4-
ylmethylj-2-methyl-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol (example 98) in 1
mL of methanol was treated with 20 mg Pd/C (10% Pd) and stirred under H; at
atmospheric pressure for 6 hrs. Filtration and evaporation of the solvent yielded 59 mg
(87%) of 4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl}-
indol-1-ylmethyl]-oxazol-2-yl}-phenol, light green foam, MS: 485 (MH™).
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dimethyl-carbamic acid

W@ﬂ,@gﬂﬁ%yl-442-methyl-5-(2,2,2-trif|uoro-1-hydroxy-1- PCT/EP2005/004454
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trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxagol-2-yll-phenyl ester In analogy
to example 100, from
3-{5-methyl-442-methy1-5-(2,2,2-trifluoro-1-hydroxy-1-
triftuoromethyl-ethyl)-indo1-1-ylmethyl]
-oxazol-2-yll-phenol(examplell4)andegimsgikyigarbamoyichloride was
prepared dimethyl-carbamic acid 3-{5-methyl-442-

methy; 5?14&&%&Eﬁmf&amid{%ﬂehlsqfw?ﬁ ol 'seé*i "tﬁ%a]r#'i“ﬁ%ﬁifo

lj-oxaz phenyl ester, i 10Examiple
117 pyrrolldﬁ’i LSt ? eﬂWl -oxazo 2'Y -phenyl ester

3-15-methyl-4-[2-methyl-5- (2,2,2 -trifluoro-1-hydroxy-1-
trifl sohaneatiof 25tmg)he)-myiphtn{ Arowso -4t ppdnPeies drivifagsgyl -hydroxy-
tqg&‘ﬁ[ﬁ@f@é@@w’l 1}-indol-1-ylmethyl]-oxazol-2-yl}-phenol (example 99) in 1 mL of

345met I42 -52 uoro
R e SRR SO LI -
aﬁ@"@ ool cétengtch Iﬁi@é’%aggeb’ﬁfédi% Rah @gmgwf@arated The
githéohb-pIRkYhAs extracted with Et;O and the combined orgamc phases dried over
|f| r - - t

Sy b v Rt i v
2 eptane/EtOAc 1 yvielded 19 mg (66%) of dimethyl-carbamic ac1d 4-{5-methyl-4-{2-
(IrdShpbdetpl2iof2rifathyl B Ut ifkfindrbwdthyl-cthyTfindotrbiyteahyy] -oxazol-
I)j&ﬁifgb TLQYIL &Xél@mgxygsaﬁﬂ%@ud methyl ester In

xamp’le 3,/from
3-{5-methyl-442-rnethyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yll-phenol (example 114)
and methyl bromoacetate was prepared (3- [5 methyl-4- [2-methyl-5-
(2,2,2- trifluoro- 1-hydroxy- 1- 25 ~ Example 101
trifluoromethyl-ethyl)-indo1-1-ylmethyThoxazol-2- yII phenoxy) acetlc acid
meth;thété;S—dﬁmﬁ@rgMMa&tBﬂ?l&Wﬂé rEothyiplepheayl-oxazol-4-yl)-ethyl]- 1H-

indol-5-yi}-propan-2-ol

In analogy to example 1 from 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-[2-(2-methyl-5-
phenyl-oxazol-4-yl)-ethyl]-2,3-dihydro-1H-indol-5-yl}-propan-2-ol (example 85) was
prepared 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-[2-(5-methyl- 2-phenyl-oxazol-4-yl)-
ethyl]-1H-indol-5-yl}-propan-2-ol, light yellow solid, MS: 483(MH").

Example 102

1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-[4-methyl-2-(4-trifluoromethyl-phenyl)-oxazol-5-
vimethyl]-1H-indol-5-yl}-propan-2-ol

In analogy to example 1 from 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-[5-methyl-2-(4-
trifluoromethyl-phenyl)-oxazol-4-yimethyl]-2,3-dihydro-1H-indol-5-yl}-propan-2-ol
(example 59) was - prepared 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-{4-methyl-2-(4-
trifluoromethyl-phenyl)-oxazol-5-ylmethyl]-1H-indol-5-yl}-propan-2-ol, yellow solid,
MS: 535 (M-H)".



WO 2005/105791PCT/EP20051004454 - 87 - In analogy to example 1,
from

wd3nzaeibyl-442-methyl-5-(2,2,2-trifluoro-1-hydroxy-Itrifluoropethy-6iaxd 454
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2,3-dihydro-indol-1-ylmethyThoxazol-2-yllgenzoic acid methyl ester
(example 90) was prepared
3-{5-methyl-442-methy1-5-(2,2,2-trifl kixeanpleiddxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyli-oxazol-2-yll-benzoic acid methyl
este-2aebelSsplieiMBd SR heMDBIE 20 &= 15methyli®-methyl- 1H-indol-
[2-methyl-5-(2,2,2-trifluok éjrg_\yqr?)@/- %:H%%ﬁﬁ)orpoe_thgg-%mél_)-indol-l-
ylinethyThoxazol-2-711-ben ofc’a’ciﬁ"met y ester 10 anafogy to
example 1, from
(4-15-methy1-442-methyl-5-(2,2,2-trifluoro-1-hydroxy-Itrifluoromethyl-ethyl
)-2,3-dihydro-indol-111methyll-oxazol-2-yll-benzoic acid methyl ester
(ExanPREBIP eaamptp drdepm 2-{1-[2-ethyl-5-(4-triflucromethyl-phenyl)-2H-pyrazol-3-
4y orerieilya-seBapaetiyifbhard 2D - iony Hrfincosmein-gopir 2 ol
Skt S sl N R A SRS B A S8 D pyrezol-3-
ﬁ@-%ﬂﬁ-ﬂmwiaﬁé:zﬂnm&éaimmﬂmmaewe@hmhwﬂow solid,
)IfRId48- (Wirighyli-oxazol-2-yll-benzoic acid In analogy to example 91,
from 3-15-methyl-442-methy1-5-(2,2,2-trifluoro-1-hydroxy-1- 20
trifluoromethyl-ethyl)- 2,3-dihydro-indo1-1-ylmethyThoxazol-2-y1}-benzoic
acid methyl ester (example 120) was prepared
3-15-methy1-3-[2-methyl-5-(2,2,2-trifloro-1- oxy1l-trifluoromethyl-ethyl

B %@%vn solid, MS: 513 (MI-1).

)-indol-1-ylmethyl]-oxazol-2-yll-benzoic ac
L1 A R e R A Aremg skamyt-2H-
-ylmethyl]- 2-methylisHairdG1ybndtioid pldh-dblib bpingpin-exaimple

111, from 3-{5-methy1-442-methy1-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluogeriedlyy-ethy raegld -yimethyll Rxazplditbenzoicagidmetyh - methyl-5- (4-
ec?ﬁtrzcg%x?‘x%l}ﬁnphenyl) -2H-pyrazol-3-ylmethyl]-2,3-dihydro-1H-indol-5-y1}-propan-2-
ol (example 81) was prepared 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-[2-methyl-5-(4-
trifluoromethyl-phenyl)-2H-pyrazol-3-ylmethyl]-1H-indol-5-yl}-propan-2-ol, light
vellow solid, MS: 534 (M-H)".

Example 105

(4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
yimethyl]-oxazol-2-yl}-phenoxy)-acetic acid methyl ester

In analogy to example I, from (4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic  acid
methyl ester (example 83) was prepared (4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-
hydroxy-1-trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic  acid
methyl ester, green gum, MS: 557 (MH?).



30 119) was prepared
1,1,1,3,3,3-hexafluoro-2-{142-(3-hydroxymethyl-pheny1)-5-methyl-

WO%@;.@?%—Mmethyl]-2-methyl-1H-indol-5-yl|-propan-2-o|, yelloyy-ilpYhes 004454
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4-j5-methyl-4-
[2-methyl-5-(2,2,2-trifluoro-1-hydroxyBiatrifltoromethyl-ethyl)-indol-1-
ylmethyl} -oxazol-2-y1}-benzoic acid 5 In analogy to example 91, from

A3Ameid; I%szﬂ%&ﬁ‘b{ri-éi@@z?utm‘ﬂ&mﬂ Hyefessy irifirrorpsihy l{ﬁmm)-mdox-l_
-|ndol 1-yimethyll oxachmz t\ﬁ %r}ggcl) ﬂ mgéplx ftggg{&xgcrptple 119
was prepared
4-15-methyl-4-[2-methy1-5-(2,2,2-trilluoro-1-hydrox 1tr|fluoromethyl -ethyl
)Imaﬁﬁlfﬁjfﬁ%ﬂﬁﬂ%kagblﬁzlw (e Biethrit- éawg b dwfe-trifluppo-I- Thydroxy-1-
Exdmpterhedyl-ethyl)-indol- 1-ylmethyl]-oxazol- 2—y1}—phenoxy) -acetic acid methyl ester

eyaﬂlﬁglthle ) Iﬁg{%éfﬁeﬁhyﬁt%ﬁg@%i ltﬁ'é i%@&jlﬂo}ﬂfﬂl ~hydroxy-1-

orome 0 Il b In analogy to
xdtnpready Vgﬁf@gﬁ‘m‘é‘t Hyrashi ltﬂwgy 2Pch‘F RS aKib vellow gum,
1dSrifiad(diiEthyl-ethyl)-indo1-1- yImethyThoxazoI -2-y1}-benzoic acid

(example 121) was prepared
N,N-dimethy1-3-15-methyl-4-[2-methy1-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1- yImethyThoxazoI-Z-yII-benzamide off-white

solid, MS: 540 (M1-1+). 20Example ﬁ%émpl

(3-15-methyl-442-methyl-542, 2 2-trifluoro-1- hydroxy 1- trlfluoromethyl ethyl

)??ﬁ bgﬁmg%%ﬁzol -2- ? \ noxm cetic Cld ﬂ% s indols
trifluoromethyl-ethyl)- de‘l}ilylsiuésﬁyarl@ﬁ@ﬂﬂOzﬂythm@m% -acetic acid
methyl ester

In analogy to example 2, from 2-{1-{2-(3-chloro-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-
methyl-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol (example 12) was prepared 2-
{3-chloro-1-[2-(3-chloro-phenyl)-5-methyl-oxazol-4-ylmethyl}-2-methyl-1H-indol-5-yl}-
1,1,1,3,3,3-hexafluoro-propan-2-ol, off-white solid, MS: 537 (MH"), 2CL

Example 108

pyrrolidine-1-carboxylic acid 4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenyl ester

" In analogy to example 100, from 4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-

trifluoromethyl-ethyl)-indol-1-ylmethyl}-oxazol-2-yl}-phenol  {(example 99) and 1-
pyrrolidine-carbonylchloride was prepared pyrrolidine-1-carboxylic acid: 4-{5-methyl-4-
[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- I-trifinoromethyl-ethyl)-indol- 1 -ylmethyl}-
oxazol-2-yl}-phenyl ester, light yellow solid, MS: 582 (MH").

Example 109

morpholine-4-carboxylic acid 4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl}-oxazol-2-y1}-phenyl ester



25 (example 118) was prepared (3.-15-methyl-4-
[2-methyl-5-(2,2,2-trifluoro-

Wémgﬁggygiltrifluoromethyl-ethyl)-indoI-1-y|methyl]-oxazol-2-yﬂ(phgmg)om454
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cetic acid, pink solid, MS: 541 (M-H). WO&4. -

2005/105791PCT/EP2005/004454 - 89 - Example 126

NNad o {228 piecthiysl - méihyﬂe&xizmzrmmn;ﬂosﬂhmdxgﬂuemmdnydroxy—l -
SRRl Gl Iy EHATORE VI DRORRERe IN@RBIGIN 0 99)  and
exang[%e 91 gomé 151 I 4-[2-meth eaSﬁ(l tiflu _ro-lb- %%1 &4 {5-methyl-
tAAOBroMet ?1 “&6th Bnpﬁ ylmestﬁ’y aoxazof“ip Tuﬁe BREHC & -methy
(éx[g%tp}@l‘mg %)ﬂ'éﬁh}@@ 1~hydroxy-1 -trlﬂuoromethylnethyi )-indol-1-ylmethyl]-

NoRir£BmE1y JoHehSt BaedRydotiesenainy hWs(8¢8 2nrHtpro-1-hydroxy-1-
trifluoromethyl-ethyThindol-1-ylmethyll-oxazol-2-y1}-benzamide, off-white

solid, MS: 540 (MI-1+). 10Example 127
1,1,1,3,3,3-hexafluoro-2-{1-[2-(4-hydroxymethyl phenyl)-5-methyl-oxazol-

4-ylmethyl]- 2-methy1-1H-indo1-5-yll-pro % %ff?l In analogy to example
111, from 4-15- methyl -4-12-methyl- %"% oro-1-hydroxy-1-

trlfluoromethyl eth |ndoI 1- Imeth hoxazol 2-y11-benzoic acid methyl
eée(ﬂ( 2,2-triflnoro-1-hydroxy-1-trifluoromethyl-ethyl)-

1,1,1,3,3,3- hexafluoroﬁddl 1&1@&dﬂb{§dﬂemmykmbnyﬂ])e5aa@thyloxazol-
4-ylmethyll-2-methyl-1H-indo1-5-y11-propan-2-ol, yellow oil, MS: 499

(Mﬂ%ﬁ@ma@ﬂéﬁ ple 91| from 2-(2-chloro-phenyl 1}[h4 gz Tfthc} Sla éZ 212-mﬂuoro-1-

| y -yjrne indol:5-y

T A T SN P8P8 R SR NSO R | Ad  methyl

nester! ) otample 2 3@ ordo rereiteeny 114 wblnye-glengliad-[2-methyl-5-(2,2,2-trifluoro-1-

2ringthiddthindeiyB-yddol 1L ilr@ean%’&]l%&@ﬂél@@nmﬁ%macid, brown

%n %g@é ?{jhchloroethane was treated with 0.06 mL (0.8

rﬁ?no )0 dadléd to OC. 25 After addition of 0.04 mL (0.44 mmol)

of POC13 the mixture was allowed to reach KT and stirred for an

additional hour. Distribution of the mixture between Et20 and I-120, drying

of the combined organic phases over Na2S0O4 and column

chromatography on silica gel with n-H&jsmpks/EIGAC 1:2 yielded 110 mg
(52 0/0) of

142-{B{chlarehdberphpdyipothydasatdhylreatnollL2yineithil b A e drilifltd-indol-5-
oro-l-hydroxy-l-trifluororg;ﬁgriﬂ;?glgg-_ﬁ}éﬂu oro-propan-2-ol

At 0°C, a solution of 10 mg (0.018 mmol) of 2-(2-chloro-phenyl}-4-[2-methyl-5-(2,2,2-
triftuoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol- 1-ylmethyl}-oxazole-5-carboxylic acid
methyl ester (example 130) in 0.3 mL of THF was treated with 1 mg (0.026 mmol} of
LiAIH, and stirred at RT for 6 hrs. Ice was added and the mixture distributed between
Et;O and water. Drying of the combined organic phases and evaporation yielded 9 mg
(95%) of 2-{1-[2-(2-chloro-phenyl)-5-hydroxymethyl-oxazol-4-ylmethyl]-2-methyl-1H-
indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol, off-white solid, MS:518 (MH™), 1 CL

Example 112

N,N-dimethyl-2-(4-{5-methyl-4-{2-methyi-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl}-oxazol-2-yl}-phenoxy)-acetamide

In analogy to example 1, from N,N-dimethyl-2-(4-{5-methyl-4-[2-methyl-5-(2,2,2-
trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-indol- 1-ylmethyl]-oxazol-2-v1}-



30 indole-3-carbaldehyde, light brown solid, MS: 531 (MI1"). WO
2005/105791PCT/EP2005/004454 -90 - 128.2 A solution of 50 mg of

Wolg}%g?ﬁg};y?ro-phenyl)-5-methyl-oxazo|-4-ylmethyl]-2-methyl-ﬁCT,Epz{}05,004454
(2,2,2-tri

uoro-1-hydroxy-1-trifluoromethylggthyl)-1H-indole-3-carbaldehyd
e in 1 mL of THF was treated at OC with 5 mg (0.14 mmol) of LiA1H4 and
afinwen0-neaamiiE Witkimble 87ewabeseperedadipt dintethelihifduie methyl-4-{2-
diatipyad berysan ) andded. PRIRg. AL e SANBINE IR Gimethyl)-oxazol-
prs{ggl ovér'NaZSO4 agld eQa %gét%n of ?he soIE/ rﬁ%ig%ed 36 m%é 01éE Z-Y]
12-y1}-phenoxy)-acetamide, off white solid, MS: 570 (MH").
[2-(3-chloro-pheny1)-5-methyl-oxazol-4-ylmethy1]-3-hydroxymethyl-2-met
hyl-1Hindo1-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol, off white solid, 533
(MH*). 128.3 10 A solution of 25 mg of

5 2-11.12-(3-chloro-phenyl)-5-methyl-oReaapik yitdethyl]-3-
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hydroxymethyl-2-methyl-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol

in o} of. MaQH MRS ERISH WEREAG A% P RAeBTT et Ba- MR 4 dol-5-y1}-
atmospheric pressure for 8 hfsl ﬂt];%lg{la {}d eva orat_lgpof)f the solvent

yielded 242,3-dimethy1-1-(5 mtryr 2 cxatluoro-propan
phenyl-oxazol-4-ylmethyl)-1H-indol-5-y11-1,1,1,3,3,3-hexafluoro-propan-2

-8n ligheloghrd@n SRPes3IM AN Edathpis Pobenzyloxy-phenyl)-5-methyl-oxazol-4-
1yladethgl Bhexatybpp JdiRydet H-indohbeliyh2 ;0 33)3-hresthiot¢Apgetiayl-2-ol
)-AH-in 5 -Qh 20 1 @ ) le ] 4. .
i he p e i e e
Tty o PRl ot PSSR, W RrepiA oL, MS: 575
1{MH3)3,3-hexafluoro-2- [2-methyl- 1 - (5-methyl-2-o-tolyl-

oxazol-4-ylmethyl) -1H -indol5-yl] -prop an-2- ol, brown oil, MS: 483

(MH+). 25Example 130
2-(2-chloro-phenyl)-442-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluorometh

yl-ethyl)- indoI-1-y|methyThoxazole-SEWyﬂi&acid methyl ester In

analogy to example 1, from

2-(2-chlorg-phenyl)-442-methy|-5-(2,2,2-triflyoro-1- . .
SR AR S RE S SN G R BRI et -indol 1
arboxylic 30 acid methy! esterltesé@viplexas)l-adhrbpapkd
2-(2-chloro-phenyl)-4-[2-methyl-5-(2,2,2-

In analogy to example 99, from 2-{1-[2-(3-benzyloxy-phenyl)-5-methyl-oxazol-4-

yimethyl]-2-methyl-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol (example 113) was
prepared 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
indol- 1-ylmethyl]-oxazol-2-yl}-phenol, light brown solid, MS: 485 (MH").

Example 115

morpholine-4-carboxylic acid 3-{5-methyl-4-[2-methyl-5-(2,2,2-triffuoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenyl ester

In analogy to example 100, from 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenol ~ (example 114) and
morpholine-4-carbonylchloride was prepared morpholine-4-carboxylic acid 3-{5-methyl-
4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-ylmethyl}-
oxazol-2-yl}-phenyl ester, light yellow foam, MS: 598 (MH).



WO 2005/105791PCT/EP2005/004454 - 91 - trifluoro- 1-hydroxy-1
-trifluoromethyl-ethyl) -indol- 1 -ylmethyl -oxazole-5-carboxylic acid methyl

wE SR/ Jighsyellow semisolid, MS: 545 (M-H). Example 131 5 pet/pp2o0s/o04454
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1,1,1,3,3,3-hexafluoro-212-methyl-1-(5-megRyl)-3-phenyl-isoxazol-4-ylmeth
yl)-1H-inciol- 5-A-propan-2-ol In analogy to example 1, from
1,1,1,3,3,3-hexafluoro-242-methy1-1-Faamapibylt8-phenylisoxazol-4-ylmeth
yl)-2,3-dihydro-1H-indo1-5-y11-propan-2-ol (example 44), was prepared

11 1&&@&&3@2@%&&9%@6@&% ZI) élﬂ% mse'ﬁﬁz&l 4r>11ﬁlﬁoxy-1-

- RN o R R ety e P S M SRR e

1,1,1,3,3,3-hexafluoro-2-11-43-(4-fluoro-phenoxy)-ben (] 2-methyl-1H-in

bR 80T o SRR 06 ety s SXrhushe BeWhsiep- (2.2,2-trifluoro-1-hydroxy- -
1tﬁﬂ1.13r3;ﬂl-dfthxl_iﬁthﬂ(})-ﬁrdﬂl- [ylhitholbphesiodygHophaydlh  (example 114) and
2 hGER12a T M@%&s%ﬂ%%@aﬂrﬁ |§ %[B‘Blﬁg Zgb ﬂa% {5 -methyl-4-{2-

prepar 1,1,1,3,3,3-hexafluoro-2 noxy) -benzy

IOVIGHYT- Eefati BN eoRAr By - 61“F§H°§8WEF%5%@(M qlpwlmethvll ~oxazol-
ZBEd(hph:dn}’lBﬁer, light yellow solid, MS: 556 (MH"),
1,1,1,3,3,3-hexafluoro-2-(2-methyl-1-naphthalen-2-ylrnethyl-1H-indo1-5-y1
)-propan-2-ol 133.1 In analogy to example 51.3, from
2-methy1-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H- m%g gﬁnple 51.2) and
2-bromomethyl- 25 naphthalene was prep

e e S N o1

2005/ 10579@:@#@@2@657‘@@41}5me1~ ~Y1methyl -oxazol-2-yl}-phenyl ester

In analogy to example 100, from 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenol (example 114) and 1-
pyrrolidine-carbonylchloride was prepared pyrrolidine-1-carboxylic acid 3-{5-methyl-4-
[2-methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl) -indol-1-yimethyl}-
oxazol-2-y1}-phenyl ester, white solid, MS: 582 (MH"). |

Example 118

{3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-triftuoromethyl-ethyl)-indol-1-
yimethyl]-oxazol-2-yl}-phenoxy)-acetic acid methyl ester

In analogy to example 83, from 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenol (example 114) and methyl
bromoacetate was prepared (3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid methyl ester,
off white gum, MS: 557 (MH™).

Example 119

3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
yimethyl]-oxazol-2-yl}-benzoic acid methyl ester



- 92 - (2-methyl-I-naphthalen-2-ylmethyl-1H-indo1-5-y1)-propan-2-ol, red
solid, MS: 438 (ME1+). Example 134

wibodskox:833-hexafluoro-2-{2-methy1-1-[2-metly1-6-(4-trifluoremesyiphanyis4
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1)-pyridin-3- yimethyl]-1H-indol-5-y11-prog@n-2-ol In analogy to example

1, from 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-[2-methyl-6-(4-

tHifl dordossthy | SERBP)E) o yirelin -3y el 2t 4 Himpthd- B Aibitefugrprohydroxy-1-
&ﬂﬂu@%@a@eﬁyﬂ%ﬁm WasinrpRaredbili SERGNEXREHA0-2{4smety 1akid  methyl

il rgomg%ﬁ(ﬁ g[i%ﬁfln AT 4 RSO S Brapaiaegy, 1-hydroxy-1-

ligiftsvsvre o det tdaansRot 3571} -benzmc acid methyl ester, orange

{olkd; mEstnzt BM212) 2-triftuoro-I- hydroxy 1-trifluoromethyl-ethyl)-indol-1-yl
methylil5phenyl}piperidin- 1-yl-methanone In analogy to example 34, from

3-15-methy1-3-[2-methy1-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyThoxazol-2-yll-benzoic acid (example
121) and piperidine was prepared
{3 [2 methy1-542,2,2- trlfluoro 1- hydroxyq’filtrlﬁuoromethylethyl) indol-1- yIm

II -pheny1}-pi erldlnl [-methangne, colorless solid, MS: 499 20 W

R eHtat et ek é’o%r&st&lﬂegwxlamﬁé?rééﬂ%ﬂgmmeﬂwl-eﬂwl)-mdol-1-
1,1,1,3,3,3 hex-aflugitma&i vt -2-¢5-bestinit didhymgHodazadr4-yiImethy
[)-2,3- dihydro-1H-indo1-5-A-propan-2-ol 5 136.1 trans
4if EBY&MEHY%&IM{%@%@W@W@-@M trifluoro-1-hydroxy-1-

gﬁ‘ v d%&%’ etl%é% ? L‘Q%X t‘?d%%e Lime@(?’ géal ?f}-benzom acid methyl

ester (example 89) was prepared 4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-

triffuoromethyl-ethyl}-indol-1-ylmethyl]-oxazol-2-yl}-benzoic acid methyl ester, light
brown solid, MS: 527 (MH").

Example 121

3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-indol- 1-
yimethylj-oxazol-2-y1}-benzoic acid

In analogy to example 91, from 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)- 2,3-dihydro-indol-1-ylmethyl}-oxazol-2-yl}-benzoic acid methyl
ester {example 120) was prepared 3-{5-methyl-3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-
1-trifluoromethyl-ethyl}-indol- 1-ylmethyl] -oxazol-2-vi}-benzoic acid, brown solid, MS:
513 (MH™). '

Example 122

1,1,1,3,3,3-hexafluoro-2-{1-[2-(3-hydroxymethyl-phenyl)-5-methyl-oxazol-4-ylmethyl}-
2-methyl-1H-indol-5-yl}-propan-2-ol

In analogy to example 111, from 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-benzoic acid methyl ester (example
119) was prepared 1,1,1,3,3,3-hexafluoro-2-{1-{2-(3-hydroxymethyl-phenyl)-5-methyl-
oxazol-4-ylmethyl]-2-methyl-1H-indol-5-yl}-propan-2-ol, vellow oil, MS: 499 (MH™).



In analogy to example 752, from
1,1,1,3,3,3-hexafluoro-2-(2-methy1-2,3-dihydro-1H- 10

wnaenkbryb)-propan-2-ol (example 51.1) and trans PCT/EP2005/004454
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4-chloromethy1-5-methyl-2-styryloxazole §&s prepared trans
1,1,1,3,3,3-hexafluoro-242-methyl-1-(5-methyl-2-styryloxazol-4-ylmethyl)-
2,3-dihydro-1H-indol-5-yl] -propan-2-ol, orange solid, MS: 497 (MHI").
15Example 137 2-
[1-(2-benzyl-5-methyl-oicazol-4-yImeBxyingteicthyl-2,3-dihydro-1H-indo1-
5-y1]- 1,1,1,3,3,3-hexafluoro-propan-2-ol 137.1

2-genpziledrabioromeiil-S-metby-masela WosBisP et {iefmethyl-ethyl)-indol-1-
phenylacetaldehyde in 20 a aIQ[ﬁ Iio the Jelgre _gre ba/.CBAQ%Jeh et al.

(W0200292084). 137.2 In anafogy to exampie 75,2 Fron;

1,1,1,3,3,3-hexafluoro-2-(2-methy1-2,3-dihydro-1H- ]
in@ognglggyj_g}(;ﬁgmgl_q)ﬂe@ﬂb sprmsthxhy4-12-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
2By brdetinfbramélny - nethydtpganierol-2-yl}-benzoic acid methyl ester (example
waggrepargdl, 1,1, 3,3 3:0axalugrosas, eyl 4-12-methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-
[Z%thyl-lggémetﬁ 1%-s%gl-ox§zol-§- 35 (2-methy .( r£r=m EHEROTO _ el
VSR AL TS bR b BRalfscidh g olic, MS: 511
Eftelrip)e 138 WO 2005/105791PCT/EP2005/004454 - 94 -
1,1,1,3,3,3-hexafluoro-242-methy1-1-(5-methy1-2-phenethyl-oxazol-4-ylm
ethyl)-2,3- dihydro-1H-indol-5-y11-propan-2-ol A solution of 30 mg (0.06
mmol) of 1,1,1,3,3,3-hexafluoro-242-methy1-1-(5-methy1-2-
styryl-oxazol-4-ylmethyl)-2,3-dihydro-y£kmgglﬁall] -propan-2-ol (example
136) in 1 ml

N,N-dimethyl-3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-

ethyl)-indol-1-ylmethyl}-oxazol-2-yi}-benzamide

In analogy to example 34, from 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifiuoromethyl-ethyl)-indol-1-ylmethyl}-oxazol-2-yl}-benzoic acid (example 121} was
prepared N,N-dimethyl-3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-
triftuoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-benzamide, off-white solid, MS:
540 (MH").

Example 125

{3~{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid

In analogy to example 91, from (3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid methyl ester
(example 118) was prepared (3-{5-methyl-4-{2-methyl-5-(2,2,2~trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl}-indol-1-ylmethyl|-oxazol-2-yl}-phenoxy)-acetic acid, pink solid,
MS: 541 (M-H)".



5 of methanol was treated with 15 mg of Pd/C (10%) and stirred under H2
at atmospheric pressure for 6 hours. Filtration and evaporation of the
solvent gave 24 mg (77%) of
wp io?;@'%??]nexaﬂuoro 242-methy1-1-(5-m @yl -2-phenethyl- B%AAEp2003/004454
4-yIrnethyl)-2,3- ciihydro-1H-indol-5- y1] propan -2-ol, light yellow oil, MS:
499 (1\411+). 10Example 139
4 -{5-methy1-442-methy1-5-(2,2,2- trlfluoro ILJ hydroxy 1- trlfluoromethybethy

%Q?’Nd dr I oxa |ASs I of 1.2
(2.1'm aujﬁ’ %T%J& %F%g wﬁoxy y£ ]E g}[ﬁ) ox;zo %"I" I%triflnoromethyl-
ylmethyl]-2-methyl-2, etefihyin@nk L) @*Q“SI%QEE@QMrO -prop

an-2-ol 15 (example 79) in 15 ml of a 2.1 mixture of methanol and

teltalydiofyran emmpﬁe@tﬂcﬁwiﬁﬂ%(mmhgi—ﬂdmrﬁbﬂ%mdbmd stiffegro-1-hydroxy-1-

5 VIRIRISHHEAGL EEyR. maa@%ryﬁawﬁ%ﬁwz%ﬂy MARAER Bl @llample 123) was
evaporatign of the s hromat I&_ el wit

toR@HéVgOAc (graNéIIl T é%%ﬁ%%g' (.Wf'% g@% ~trifluoro-1-hydroxy-1-

A-irifimetykthsR ethgthyhdol 2, YiRatifivigrockhyldieply-berfemidme thifiseliite) solid, MS:

-253StRyero-indol-1-ylmethyll- 20 oxazol-2-y1}-phenol, light yellow foam,

MS: 487 (MH+). Example 140 1,1,1,3,3,3-hexafluoro-2-

[2-methyl-1-(5-methy1-2-phenethyl-oxazol-4-ylmethyl)-111-

indol-5-yl]-propan-2-ol 25 In analogy to example 1, from

1,1,1,3,3,3-hexafluoro-2-[2-methy1-1-(5-methyl-2-

phenethyl-oxazol-4-yhnethyl)-2,3-dih}(3fﬁ”ﬂie' ol-5-y1]-propan-2-ol

(example 138) was prepared

1,12.3,3;3.-Irbeanfiepsop2i 2l nitiy hydrexymathyiipherristhynekakexgzol-4-yimethyl]-

ylmethyl)-111-indol-5-y1]-prepanyR-TH-Gghe 5oy HeliandiS1497 (MH+).

WC12005/105791PCT7EP2005/004454 - 95 - Example 141

L ﬂnja;?fa y%y*\@@(&ﬁ%ﬁ ?Iili{%14§4h é&me&hp-ﬂ%ﬂg%ﬁﬁeﬂ‘ﬁl AT hydroxy-1-

meth yl-2, 3 d| dro I -|ndoI 5-y11-propan-2-ol A solutjon of
5%‘?1'?@7 ¥i-in Fthvl- %gwf-gl ’Er’xzzqm%poniethyl ester (example

15 hym)ywamfmpmdthwmma)%mmﬂxymaﬂﬂe[zt-{mwmyﬂymml-@m}y}) -5-methyl-
bepzoig.acighp 'f%h%‘a{? ANRRIS N ALTHE yasdreatadalee v,

with 180 mg (4 73 minol) of lithium alumlnlum hydride and allowed to
reach RT within 3 hrs. Distribution of the crude between a saturated
aqueous solution of NH4C1 and EtOAc, drying of the combined organic
phases over Na2S0O4 and evaporatlon of th(leesolvent gave 1.1 g (93%) of

_J

10

2-[2,3-dimethyl-1-(5-methyl-2-phenyl-oxazol-4-ylmethyl)-1H-indol-5-y1}-1,1,1,3,3,3-
20 hexafluoro-propan-2-ol

128.1

A solution of 200 mg (0.4 mmol) of 2-{I-{2-(3-chloro-phenyl)-5-methyl-oxazol-4-
ylmethyl}-2-methyl-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol (example 12} in 2
ml of dichloroethane was treated with 0.06 mL (0.8 mmol) of DMF and cooled to 0°C.
25  After addition of 0.04 mL (0.44 mmol) of POCl; the mixture was allowed to reach RT and
stirred for an additional hour. Distribution of the mixture between Et,O and H,0, drying
of the combined organic phases over Na;SO; and column chromatography on silica gel
with n-heptane/EtOAc 1:2 yielded 110 mg (52 %) of 1-[2-(3-chloro-phenyl)-5-methyl-
oxazol-4-ylmethyl]-2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)- 1H-
30 indole-3-carbaldehyde, light brown solid, MS: 531 (MH™).



10 1,1,1,3,3,3-hexafluoro-2- j 1-12-
(3-hydroxymethyl-pheny1)-5-methyl-oxazol-4-ylmethylj-

we IRRyE=3,3-dihydro-1H-indol-5-y11-propan-2-ol, off-white foapy Mo 483454
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(M-H)-. Example 142 -90 -

1,1,1,3,3,3-hexaffuoro-2-{142-(4- hydroxymethyl pheny1l)-5-methyl-oxazol-

4drybmethyTh 152-methyl-2,3-dihydro-1H-indo1-5-yll-propan-2-01 In

analogy to example 141, from

4;1 Y, (: YEI Ne ) thvl-5-
éiﬁﬁgﬁ 54 @gm 32l H“;%andj g ;a&gggmme@ﬂw 2-methyl-5

ro-indol Imeth li- oxazo- -y1l1:benzoic aci
(Qg F}p@. Qs -trifluoromethyl-ethyl)-1H-indole-3- carbaidehyde in 1 mL of

THE, 3:353rlaaxdfhil@F@ﬁv&hé&@(h%wﬁéﬁﬁﬂm&m&ﬁw@mxmRT within 1

%ykf&eﬁaﬂ&-s%x}a%tga&ea Aad By rend Hrndolimavdd sRIREN 20} AU HEIB. Drying of the
browg3 olid, MS ; 499

TR A BRSSO P RAFRIOBH S . St 36 me of 2
oﬂ14{zwﬁeihlp:rm-phngthy&maehryﬂoxwmpmwml%hzsrmmeﬁigamtmhyi 1H-
f, Qe £n }(QZI mE9b.Qkxafluoro- ﬁro an-2-ol, off white solid, 533 (MH™).

11 ,1,3,3,3 hexafiuoro-2- -{142-(4-hydrox- ymethylphenyl) -5- -methyl-oxazol-

I?g.' iethyl]-2-methyl-2,3-dihydro-IH-indol-5-y11-propan-2-ol in 2 ml of
toluene was treated with 87 mg (1.0 mmol) of Mn02 and stirred at 80C

durlng 20 hours, Eiltration, e e solvent and c atograph

o AR whth O8O OB T RIS RS G- GRatbL fmethyt)--

heptametBhg-2-mgtvd-38 Amf G o1, 1,1,3,3,3-hexafluoro-propan-2-ol in 1 mlL of

W%ﬁé@m@#@/@( l% gég’-‘%a stifred under H; at atmospheric pressure for 8
E

%Oéﬁ 1- trlfluoro hyl- eél& methg fm ﬁi+ )2 {%, % éhgn'g\thyl 1-(5-methyl-2-
slﬂhmh@tgolnégﬂmgthmﬁrdm{aﬁldol ~-5-y1]-1,1,1,3,3,3-hexafluoro-propan-2-ol, light
AsiSwRsnAl A2 cmethy1-5-(2,2,2-trifluoro-I-hydroxy1-trifluoromethyl-ethyl
)-indol-1-ylrnethyli-oxazol-2-yll-benzaldehyde in 1 ml of THF was cooled to

0C and treated with 0.13 ml (0.4 mmol) of a 3A4 methylmagnesium

bromide solution in diethylether. The mixture was stirred and allowed to

reach RT within 1 hr. Distribution of the cru tween a saturated

aqueous solution of NH4C1 and EtO 2P #g of the combined organic

phases over Na2S04, evaporation of the solvent, and chromatography on

shitd de-risadinernctempethylga (e methid-Basp! ﬁkqxazplséleygamethﬂ) 1H-indol-5-
hexafluoro-24 1- {2-[4- (I-hydroxy-ef§iydpropanplob-methyl-oxazol-

4- ylmethyl} -2- methyllH -indo1-5-y1)-propan-2-ol, off-white solid, MS: 513

MIEEQI 4‘} from 1,1 3 3,3-hexafluoro-2-{2-methyl- 1-(5-methyl-2-o-tolyl-

1,11, ,3 he afluoro-2- 243 oxy-ethyl)-phenyl]-5-methyl-oxazo
Qgcazo -4-ylme y& -2, 3—%1 d{ »yI pr%%)an 2- of](examp ) , Was prepared

1,1,1,3,3,3- hexaﬂuoro»?.—[Z-methyl-1«(S-methyl-2-o-tolyl-oz.azol~4-ylmethy1}—lH-mdol-
5-y1]-propan-2-ol, brown oil, MS: 483 (MH").

Example 130

2-(2-chloro-phenyl)-4-{2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
indol-1-ylmethyl]-oxazole-5-carboxylic acid methyl ester

In analogy to example 1, from 2-(2-chloro-phenyl)-4-{2-methyl-5-(2,2,2-trifluoro-1-
hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-indol- 1-ylmethyl]-oxazole-5-carboxylic
acid methyl ester (example 45), was prepared 2-(2-chloro-phenyl)-4-[2-methyl-5-(2,2,2-



ylmethyll-2-methyl-1H-indo1-5-y1)-propan-2-ol 144.1 In analogy to
example 143.1, from 1,1,1,3,3,3-hexafluoro-2-{1- [2-(3-hydroxymethyl- 20

WQQ&@/H)EIJpethyI -oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1HaindQls9s¥ddoR54
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ropan-2-ol was prepared 3-{5-methyl-4- g4 _
[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1

Kﬁfﬂlﬂffﬁnﬁﬂgyéﬁﬂﬂli inﬁit%‘?fﬁﬁﬂﬁy&hﬁﬁﬁﬁbﬁir%ﬁ%%ﬁmﬁfﬁﬁ PHakboxylic acid
soli + n ple .2, from
qhn%{leﬁ?te Ié’gﬂ d%ﬁ é§m§§{ “hydroxy- 25

1 -trifluoromethyl-ethyl)- |nd01 1-yImethyl]-oxazol-2-y1}-benzaldehydewasp

repared

1,1,1,3,3,3-hexafluoro-2-(1-1243-(1-hydroxy-ethyl)-pheny1]-5-methyl-oxaz

ol-4- ylmethyl}-2-methy1-1H-indo1-5-Xaapm: 2-ol, off-white solid, MS:

513 (MH). Examples 145 and 146 WO 2005/105791PCITEP2005/004454

- 91,1 B Rp-hexaflucro-2-[2-methyl-1-(5- methyl—S phenyl-isoxazol-4-yimethyl)-1H-indol-
1,1,1,3,3,3-hexaf|uoro-2-12-methy|5 (?HM gr(s trifluoromethyl-phen

y1)- oxazol-4-ylmethyll-2,3-dihydro-1 [inddl-5 -yll-propan-2-ol and (2S)

ﬁéﬁ#&%%%? S el phy - ARy Pl 1-(5-methyi-3-pheny
dtorireihid28-divdre J@dﬂ@@ﬂrammz@@ﬂ b mplq tHgwas prepared
mrmq)ag 335@&1!1&&1'&&@2&35&@1@“@@@3&%%%«15&@201 -4-ylmethyl)-1H-indol-

ethyl-2- 3; ifluoro he ethyl]
n% tlj g g?%%]‘i% plrlg}éién j%J(Iexa ple 56) gave ca. 300 mg

(33 %) of (2R) 1, 1 1,3,3,3-hexafluoro-2-{2-
methy1-145-methyl-2-(3-trifluoromethyl-phenyl)-oxazol
4-ylrnethyll-2,3-dihydro-1Hindo1-5-y11-propan-2-ol and ca. 300 mg (33 %)
of (2S) 1,1,1,3,3,3-hexafluoro-2-{2- nksample 132
[5-methyl-2-(3-triftuoromethyl-phenyl)-oxazol-4-ylmethyl]-2,3-dihydro-114-
ind(b1-151;&,i—bﬂtmﬁzﬂmi;l?ﬂle[r?-e@Mph&&bﬁﬁ)@lﬁﬂbﬂ%ﬁﬂﬁﬂﬁblmﬁxdﬂ-s-yl}-
1,1,1,3,3,3-hexafluoro-242-methy1-1 Gthy}y2-pyridin-3-yl-oxazol-4-ylm
ethyl)-2,3- 15dilydro-1H-indol-5-y11- roégn 2-0l147.1
In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{1-[3-(4-fluoro-phenoxy)-benzyl}-
2-methyl-2,3,-dihydro-1H-indol-5-yl}-propan-2-0l  (example 72), was prepared
1,1,1,3,3,3-hexafluoro-2-{1-[3-(4-fluoro-phenoxy)-benzyl]-2-methyl- 1H-indol-5-y1}-
propan-2-ol, red solid, MS: 498 (MH™),

Example 133
1,1,1,3,3,3-hexaﬂuoro-2-(2-methy1— 1-naphthalen-2-ylmethyl- 1 H-indol-5-y1)-propan-2-ol
133.1

In analogy to example 51.3, from 2-methyl-5-(2,2,2-trifluoro-1-triethylsilanyloxy-1-
trifluoromethyl-ethyl)-2,3-dihydro-1H-indole (example 51.2) and 2-bromomethyl-
naphthalene was prepared 1,1,1,3,3,3-hexafluoro-2-(2-methyl-1-naphthalen-2-ylmethyl-
2,3-dihydro-1H-indol-5-yl)-propan-2-ol, red oil, MS: 440 {MH™).

133.2

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-naphthalen-2-
ylmethyl-2,3-dihydro- 1H-indol-5-y1)-propan-2-ol, was prepared 1,1,1,3,3,3-hexafluoro-2-



3-(4-chloromethy1-5-methyl-oxazol-2-y1)-pyridinewaspreparedfrom3-
pyridinecarboxaldehyde in analogy to the procedure by Binggeli et al.

wWi296292084). 147.2 20 In analogy to example 75.2, from perepaoes/o04454
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1,1,1,3,3,3-hexafluoro-2-(2-methy1-2,3-dilggrro-1Hindo1-5-y1)-propan-2-ol
(example 51.1) and 3-(4-chloromethy1-5-methyl-oxazol-2-y1)- pyridine
wasmpetparechaphthalen-2-ylmethyl- 1H-indol-5-yl)-propan-2-ol, red solid, MS: 438
1@MH8%3,3-hexaf|uoro-242-methy1-1-(5-methyl-2-pyridin-3-y|oxazo|-4-y|m
ethyl)-2,3-dihydro-1H-indol-5-y1]-propan-2-ol, Light brown gum, MS: 472

(MW). WO 2005/105791PCT/EP2005/004454 - 98 - Example A A

compound of formula (I) can be used in a manner known per se as the

active ingredient for the production of tablets of the following composition:

Per tablet 5 Active ingredient200 mg i#P&LF/Hlline cellulose155 mg

Corn starch25 mg Talc25 mg Hydrox-}propylmethylcellulose20 mg 10425

miy Ekashtd exafiyoxsoinbbomettflfdr R arethyben(beriBedrivnzethphpbenyl)-pyridin-3-

known per se as the activéJanoriar-feuiesRodielian-otgapsules of the
following composition: 15Per capsule Active ingredient100.0 mg

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-[2-methyl-6-(4-
trifluoromethyl-phenyl)-pyridin-3-ylmethyl]-2,3-dihydro-1H-indol-5-yi}-propan-2-ol
(example 74}, was prepared 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-[2-methyl-6-(4-
trifluoromethyl-phenyl)-pyridin-3-ylmethyl}- 1H-indol-5-yl}-propan-2-ol, light brown
solid, MS: 546 (MH™).

Example 135

{3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-ylmethyl]-
phenyl}-piperidin-1-yl-methanone

In analogy to example 34, from 3-{5-methyl-3-]{2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
triffuoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-benzoic acid (example 121) and
piperidine was prepared {3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-triflucromethyl-
ethyl}-indol- 1-ylmethyl]-phenyl}-piperidin-1-yl-methanone, colorless solid, MS: 499
(MH"). |



Corn starch20.0 mg Lactose95.0 mg Talc4.5 mg 20 Magnesium

stearate0.5 mg 220.0 mg WO 2005/105791PCT/EP20051004454 - 99 -
wWa-AMRdeompounds of formula (I) R2 C" R4i1 N R (CH2)pAERRB04454

(CHA Swherein 12" is hydrogen, alkyl, haloggn, formyl, hydroxyallcyl or

trifluoromethyl, '
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Example 136

trans 1,1,1,3,3,3-hexafluoro-2-[ 2-methyl-1-(5-methyl-2-styryl-oxazol-4-ylmethyl)-2,3-
dihydro-1H-indol-5-y1]-propan-2-ol

136.1

trans 4-chloromethyl-5-methyl-2-styryl-oxazole was prepared from cinpamaldehyde in
analogy to the procedure by Binggeli et al. (W(3200292084).

136.2

In analogy to example 75.2, from 1,1,1,3,3,3-hexaﬂuom—2—(2—methy1—2,3*dihydro«1H~
indol-5-y1}-propan-2-ol (example 51.1) and trans 4-chloromethyl-5-methyl-2-styryl-

- oxazole was prepared #rans 1,1,1,3,3,3-hexafluoro-2-[2-methyl-1-(5-methyl-2-styryl-

oxazol-4-ylmethyl)-2,3-dihydro-1H-indol-5-yl}-propan-2-ol, orange solid, MS: 497
(MH").

Example 137

2-[1-(2-benzyl-5-methyl-oxazol-4-ylmethyl)-2-methyl-2,3-dihydro- 1 H-indol-5-yl}-
1,1,1,3,3,3-hexafluoro-propan-2-ol

137.1

2-benzyl-4-chloromethyl-5-methyl-oxazole was prepared from phenylacetaldehyde in
analogy to the procedure by Binggeli et al. (W0200292084).

137.2

In anpalogy to example 75.2, from 1,1,1,3,3,3-hexafluoro-2-(2-methyl-2,3-dihydro-1H-
indol-5-yl)-propan-2-ol (example 51.1) and 2-benzyl-4-chloromethyl-5-methyl-oxazole
was prepared 1,1,1,3,3,3-hexafluoro-2- [ 2-methyl-1-(5-methyl-2-styryl-oxazol-4-
yhmethyl)-2,3-dihydro-1H-indol-5-y1]-propan-2-ol, red oil, MS: 485 (MH™).

Example 138



R2 is hydrogen, alkyl, alkenyl, alkynyl, cyano or halogen; R3 is hydrogen
or alkyl; R4 is hydrogen, alkyl, hydroxy or alkoxy; R5 and R6 are

wdsipRansRptly selected from hydrogen, alkyl, arylalkyl, heterogeylatksyhos 004454
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hydroxyalkyl, alkoxycarbonyl, aryl and heteyparyl; A is aryl or heterocyclyl,

wherein aryl and heterocydyl are optionally substituted with one to three

subsiityiehys Irslopéndentty [Saieedey-rasalddylaiphen thplbgazol-4-yimethyl)-2,3-
hydroxyallcyl, aryl, aryloxy,.alkoxy,.arylalleyl, arylalkenyl,

alkoxycarbonylamino, 15a)?ﬁ1$%%§3r%oﬁn3};‘l\§>?§/,éc EirEoB%(QW %l%o?(lycarbonyl,
alkoxycarbonylalkyl, aminoalkyl, trifluoromethyl, arylalkylaminocarbonyl,

aloSSIBEPRS | A yient B arseel) ahdoiiendfaherriketoRyl 2-methyl-1-(5-methyl-2-
mypﬁ%ﬂgdﬁafilﬁ(ﬁbtﬁﬁimﬁafﬂgﬁ%]@Hﬂﬁﬁﬁﬂfb%}sﬁlﬁlﬂ%&ln-2-_01 (examplel 136) in 1 ml
aminocarbonylalkox oxycarbony »Pypdin aminogarhonyl, )
ST BB e B Ao IR EERERS iy emosp i
careonyal KoB oy dryhirswiilzeten 863 SRETAERR 005 hexdventl @ove 24 mg (77%) of
aminpeal bonualvlandh asminassibonylalkmearvlanunRe BORYIMRR.hy) 2,3
am,lnocarbonylox , aminocarbonyloxyaryl, carbox-yalkyl, carboxyalkoxy,

oG IS B TABR By RIS AP S: 499 (VE).
morpholinylcarbonylaryl, arylalkcoryaryl, aminocarbonylaryl,
pyrrolidinylcarbonylmryaryl, 5pyrrolidinylcarbonylaryl,

piperidinylcarbonylaryl, piperidinylcarbonyloxyaryl; hydroxyalkylaryl,
hydrox-y(carboxy)alicylaryl, hydroxy@m?@ﬁlggnyealkyIaryI,
hydroxy(aminocarbonyl)allcylaryl and pyridinyl; m is zero, 1,2 or 3; nis

R R TG S UL o 20

-2-(1-benzy1-2,3-dihydibytibihatbd- b-ylipethyl}-oxazol-2-yl}-phenol

1,1,1,3,3,3-hexafluoro-propan-2-ol;  and, wherein the bond between the

carbQAeMHE ARAL RIS antAiRPueasdan SINGIB AL ARHBIS AT 2419Bthy1- oxazol-4-

case the bond between C and Ch is a carbon carbon
yimethyl}-2-methyl-2,3-dihydro-1H-indol-5-yl}-1,1,1,3,3,3-hexafluoro-propan-2-ol
(example 79} in 15 ml of a 2:1-mixture of methanol and tetrahydrofuran was treated with
400 mg of Pd/C (10% Pd) and stirred vigorously under H; at atmospheric pressure during
10 hrs. Filtration, evaporation of the solvent, and chromatography on silica gel with
toluene/EtOAc (gradient from 9:1 to 1:1) gave 390 mg (39%) of 4-{5-methyl-4-{2-methyl-
5-(2,2,2-trifluoro-1-hydroxy- I-trifluoromethyl-ethyl)-2,3-dihydro-indol- 1 -ylmethyl] -
oxazol-2-yl}-phenol, light yellow foam, MS: 487 (MH™).

Example 140

1,1,1,3,3,3-hexafluoro-2-[2-methyl-1-(5-methyl-2-phenethyl-oxazol-4-yimethyl)- 1H-
indol-5-yl]-propan-2-ol

In analogy to example 1, from 1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-(5-methyl-2-
phenethyl-oxazol-4-ylmethyl)-2,3-dihydro-1H-indol-5-yl}-propan-2-0l  (example 138)
was prepared  1,1,1,3,3,3-hexafluoro-2-{2-methyl-1-(5-methyl-2-phenethyl-oxazol-4-
yimethyl)-1H-indol-5-yl]-propan-2-ol, light brown solid, MS: 497 (MH").



15double bond 123 and le are absent; and pharmaceutically acceptable
salts and pharmaceutically acceptable esters thereof. 2.Compounds

w@ssRigisg o claim 1, wherein Rl is hydrogen, alkyl, halogen, gpsifa00s/004454
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hydroxyalky! or trifluoromethyl; R2 is hydrggen, alkyl, alkenyl, alkynyl,
cyano or halogen; 20R3 is hydrogen or alkyl; R4 is hydrogen, alkyl,
hydroxy or alkoxy; R5 and R6 are indepmpdehdly selected from hydrogen,
alkyl, arylalkyl, heteroarylallcyl, hydroxyallcyl, alkox-ycarbonyl, aryl and

hateroary|sAdsAnbes-Reterocyiil: Mg rainabRE LMV bESol-4-yimethyl] -
optionally substituted wit iSone &o Cgree sub ti uen independently

selected from alkyl, 5516 15 A TP -Blkoxy,
arylallcyl, allcoxycarbonylamino, aminocarbonyloxy, carboxy,
a&mamnmﬁ =ik carbary aiiapl) anfirfodiapethiflidrbirmgthyl-5-(2,2,2-triffluoro- 1-

AR Ilﬁ%&ﬂ?@@%@@ IBMaoL: Mﬁ WQzol- -2-yl}-benzoic

2 5/1 5791PCT/EP2005/004454 - 101 |ndolylalkylamlnocarkgonyl
R IcaTISs grkammlitotniB i, Bhfh ddaroBigistRgied at 0°C with 180 mg (4.73

&mt&tﬂ@ arbbiylatk aknhiakex s aitidnytal kb qy tisl e Ky Tl nitta g o QQB Vbistribution
alky xyca allcylaryl, all xycarbon alkox (0)'¢
ca%rtt)kgxya %)ﬁﬁg%vl f‘é\{am|¥1oca%cci))mﬁaﬁq‘ﬁar;éléll gﬁ?nocmﬁﬁa&%a@ » drying of the

asvinbizeed orgAaiminbaseaivecAindRylend, eﬁﬁpnrﬁtgrbmfmydmpt gave 1.1 g (93%) of
Pﬁbpé}?ﬂiﬁlz:&%b&e&éﬂf@ﬁn - Gy (H?@K Mﬂé-methyl—oxazol 4-ylmethyl]-

morphoh%ﬂg} WYIOX morpBollnylcarbon ar I ar alkoxyar

SRR oy (M-H)"
piperidinylcarbonylaryl, plperldlnylcarbonyloxyaryl 10hydroxyakaIaryI
hydroxy(carboxy)alkylaryl, hydroxy(alkoxycarbonyl)alkylaryl,
hydroxy(aminocarbonyl)alkylaryl and pyridinyl; m is zero, 1, 2 or 3; n is

zero or 1; Example 142

1,1,1,3,3,3-hexafluoro-2-{1-[2-(4-hydroxymethyl-phenyl)-5-methyl-oxazol-4-ylmethyl]-
2~-methyl-2,3-dihydro-1H-indol-5-yl}-propan-2-ol

In analogy to example 141, from 4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl}-2,3-dihydro-indol-1-ylmethyl}-oxazol-2-yl}-benzoic acid methyl
ester (example 89) was prepared 1,1,1,3,3,3-hexafluoro-2-{1-[2-(4-hydroxymethyl-
phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro- 1H-indo}-5-yl}-propan-2-of,
light brown solid, MS : 499 (M-H)".

Example 143

1,1,1,3,3,3-hexafluoro-2-(1-{2-[4-(1-hydroxy-ethyl)-phenyl]-5-methyl-oxazol-4-
ylmethyl}-2-methyl- 1H-indol-5-y1)-propan-2-ol

143.1

A solution of 100 mg (0.2 mmol) of 1,1,1,3,3,3-hexafluoro-2-{1-{2-(4-hydroxymethyl-
phenyl}-5-methyl-oxazol-4-ylmethyl}-2-methyl-2,3-dihydro- 1H~indol-5-yl}-propan-2-ol
in 2 m! of toluene was treated with 87 mg (1.0 mmol) of MnO, and stirred at 80°C during

20 hours. Filtration, evaporation of the solvent and chromatography on silica gel with



p is zero, 1,2 or 3; with the proviso that the sum of m,nand pis 1, 2, 3 or
4; 15and, wherein the compound is not

wtshhaPgenl-2,3-dihydro-1H-indo1-5-y1)- PCT/EP2005/004454

10

15

20

25

1,1,1,3,3,3-hexafluoro-propan-2-ol; and, vggerein the bond between the
carbon atoms C and Cl) is a carbon carbon single or double bond and in
Cagetdhe/BDd hativeeneCandsC{5i8@ cdrbeld cardoyl-deiibladiaylebR 3,234trifluoro-1-

AEFPEeAk FQane ﬂ{ﬁ%ﬂﬁ lly_aecemable.salis A0f dehyde, ink
r%_rma%eu%@'g#&a%gceg{%% e sﬁergﬁergof. 3.1%?)%[)%%”?3 fa‘c%%r?zmgf tg ¢ P
aﬁﬁlén’é@fﬁai H'Yo 2, wherein Rl is methyl. 4. Compounds according to

any one of claims 1 to 3, wherein R2 is hydrogen, alkyl or halogen. 5.

Gammpounds according to claim 4, wherein R2 is hydrogen. 25
6.Compounds according to any one of claims | to 5, wherein R3 is

hx%@qeen7o£9m@gﬂgpnp§é)%%ﬁ§mqgm ﬂﬁﬁtﬁ@{ﬁ%%-fi?,@-’mﬁ;ﬂpo«l—hydroxy-

R4 is hydrogen. 8 s according to any one laims 1 to

whisdirespmebsesi redalnyaEsarirkel bl brezaldedspaligal of THE was

Ofodied 10/ 0r20050 198:48d RGH 1ER20030.904dhd! - 02 3 DeBonpReHBdsm bromide

according. to any ane of ¢laims I to 8, wherein mis zeto or 1. 10. . q .
piRteT R Get e e eitre Mel Gl S AR Rea 10 Feach BT within 1 br.

1Risodmponndt tecoradeghieswenn oneabineksitnsqueotsOsaitéraivh 1 kéfoand EtOAc,
al"lltmg Y @Q&%ﬂ% a&%%'iﬂ@%ﬁ%@é%@? el@ég_g@;[n MﬁQthfﬂ?p Sighd ]solvent, and

rein mis 1, nis 5zero and p iS zero. 13. Compounds accordingsto an

0)

w

e raieRrRP R PRl esehnitR ariEnsdiieen Hk Bb4h MErkSeOaMd 1.1.1,3,3.3-

CGlests ffusashpt cazbpn(sitgiérbgneihyl)-phenyl] -5-methyl-oxazol-4-ylmethyl}-2-methyl-
1H-indol-5-yl)-propan-2-ol, off-white solid, MS: 513 (MH™).

Example 144

1,1,1,3,3,3-hexafluoro-2-(1-{2-[3-(1-hydroxy-ethyl)-phenyl}-5-methyl-oxazol-4-
yimethyl}-2-methyl-1H-indol-5-y1)-propan-2-ol

144.1

In analogy to example 143.1, from 1,1,1,3,3,3-hexafluoro-2-{1-[2-(3-hydroxymethyl-
phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro- 1H-indol-5-yl}-propan-2-ol
was prepared 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-
ethyl)-indol-1-ylmethyl] -oxazol-2-yl}-benzaldehyde, pink solid, MS: 497 (MH").

144.2

In analogy to example 143.2, from 3-{5-methyl-4-{2-methyl-5-(2,2,2-trifluoro- 1-hydroxy-
1-trifluoromethyl-ethyl}-indol-1-ylmethyl]-oxazol-2-yl}-benzaldehyde  was  prepared
1,1,1,3,3,3-hexafluoro-2-(1-{2-{3-(1-hydroxy-ethyl)-phenyli-5-methyl-oxazol-4-
ylmethyl}-2-methyl-1H-indol-5-yl)-propan-2-ol, off-white solid, MS: 513 (MH").

Examples 145 and 146



14. Compounds according to any one of claims 1 to 12, wherein the bond
between the carbon atoms C and Cb is a carbon carbon double bond and

wiRRaehR4are absent. 10 15. Compounds according to any grerafiolaiissdss

10

20

| to 14, wherein A is phenyl, oxazolyl, quin8fihyl, thiazolyl, naphthalenyl,
benzothiophenyl, isoxazolyl, quinolinyl, p r|d|nyI 2H-pyrazol-3-y1 or

|soo>£aBdl§41xﬂfﬁe?éﬁlsmﬂmr@>2a%me iAymetigkanB-teifhtramathyl-phenyl)- -

benzotRioRNany ql,sL JRYAPH M- BYIABVHT RERE AT -5 YA 1,1,1,3,3,3-
|sooxaz Iy| are tlona bstlt ed Wlah one to three substituents
ey SBIEHl TRy

15t S sl GEuaroms iRy P Rpaiypxapgl; 4 yimethyll-
aryloxy, alkoxy, arylalkyk algipearbBiriddsliac pprspsarpenyloxy,
carboxy, alkoxycarbonyl, alkoxycarbonylalkyl, aminoalkyl, trifluoromethyl,

ar@iﬁ@'ﬁ?ﬂ@%‘fwﬁ%Q‘@@‘M&?W‘PA%@WD?%@QQ exaﬁ[uoro -2-{2-methyl-1-[5-

yl morphollnylcarbonyl aminocarbon

indolylalkylamingcarbo

RISt BOF BRI BE Ny TRBK, HIREH b arsianiapy LH-indol-5-v1)-
l)ﬁtdpnﬂaﬁcﬂa(emﬁﬁeae@ylgaaiigxd@xygarb@?malI@éﬁbaaﬂ (2R) 1,1,1,3,3,3-hexafluoro-2-{2-
a y], carbo laryl, carbox
arlﬁklln%l %ct%o ?}%%)lf(apry% %ﬁ?ﬁa%%%o ony |RO %ﬁ? a]ﬁéo %é%@hy&ro IH-
anmidole &ril rptoryn shvivh ooatbony iy ang, b’éz‘rH&&Xya%{lz&)arhé;&ymﬁadyemﬂuom 2-{2-
cyglaaleyis @"ﬂfa PQ&%@&M&Q@ leahonyiaxya Mp -yimetiyl]-2,3-dihydro- 1H-

mor hollni}carbonylar lalkoxyaryl, aminocarbon

aPéBH?‘Po%?%]rﬂ ﬁdfﬂ}ﬁé SRR erldlnylcarbonylaryl

and piperidinylcarbonyloxyaryl. 16. Compounds according to any one of
claims 1 to 15, wherein A is phenyl, oxazol-2-y1 or oxazol-4-yl, wherein
phenyl, oxazol-2-y1 and oxazol-4-y1 are optionally 30substituted with one
to three substituents independently sgle. draip alkyl, tolyl, ethyl-phenyl,
trifluoromethyl phenyl, fluoro- phenyl chloro-phenyl, WO

o RERESS AT arDE ATk RO Py R BFERGELoL & Yimethyt) 2,5

hydroxymethyl-phenyl andehind}mn&fﬂ}ang&bbheh},«bzb@aﬁ@nﬂounds

according to any one of claims 1 to 16, wherein A is phenyl. 18.
Cegapounds according to any one of claims Ito 14, wherein A is oxazolyl
which is 5substituted with a first substituent which is alkyl and a second

hg'dfé >gl;gnt Whl%yls phe }I&% gﬂl&_}é}r)%@r(igiggenyl s Ssubstzl}yetgg é’c\-_[i'th fom 3
pyridinecarboxaldehyde in analogy to the procedure by Binggeli et al. (W(0200292084).

147.2

In analogy to example 75.2, from 1,1,1,3,3,3-hexafluoro-2-(2-methyl-2,3-dihydro-1H-
indol-5-yl)-propan-2-ol (exampie 51.1) and 3-(4-chloromethyl-5-methyl-oxazol-2-y1)-
pyridine was prepared 1,1,1,3,3,3-bexafluoro-2-{2-methyl-1-(5-methyl-2-pyridin-3-y}-
oxazol-4-ylmethyl)-2,3-dihydro-1H-indol-5-yl}-propan-2-ol, Light brown gum, MS: 472
(MH").



19. Compounds according to claim 18, wherein A is
244-(1-hydroxy-ethyl)-pheny11-5- methyl-oxazol-4-ylmethyl,

wefsiidysypxy-ethyl)-phenyl]-5-methyl-oxazol-4- yimethyl or oo ppages/oo44ss
5-methyl-2-pyridin-3-yl-oxazol-4-yImethyl. 32 20. Compounds according to
any one of claims 1 to 19 selected from the group consisting of;
1,1,1,3,3,3-Hexafluoro-242-methy1-1-(Exmﬁﬂglﬁz-m-tolyl-oxazol-4-yhrteth
yl)-1E1- indol-5-yli-propan-2-ol;

2-(1-Bepzyd- 3G OrFIRatiY kR de R/ L dednl e BRRAINPLORR acive

an-2-ol;

15pgredienfen . BrasiFies.ohethirto b e geanedtin 1H-indo
1-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol,
1,1,1,3,3,3-Hexafluoro-2-{2-methy1-1-[Penetbidi?-(3-trifluoromethyl-pheny
1)- oxazol-4-ylmethyl]-1H-indo1-5-y11-propan-2-ol;

52 th‘geq%éai&{oro-z-methyl-lH-indolzgoyi.}l)g-l,1,1,3,3,3-hexaﬂuoro-pro
pan-2-ol;
ooierpesystaling, calulRsno-1142-(2-fluorb2 P&y 1)-5-methyl-oxazol-4- -ylm
eth}dh?stﬁieﬂ'lyl 1H-indol-5-y11-propan-233lmg

CJ,[‘;E ,3,3-Hexafluoro-2-[2-methy1-1-(3- %orgholln -4-ylmethyl-benzyl)-1H-
-yl]-propan-2-ol;

34Hmwmmr@mmriml@igsq-hydroxy-J_ﬂ;mgoromethy|-ethy|)-|ndo|-1-

10 25yImethyll-benzoic acid methyl ester; 435 1
2-[1-(3-Dimethylaminomethyl-benzy1)-2- methyg'i 1H-indo1-5-y1]-1,1,1,3,3,3
- hexafluoro-propan-2-ol;
1,1,1,3,3,3-Hexatoro-2-1142-(4-fluoro-3-methyl-pheny1)-5-methyl-oxazol- .
4- yimethy11-2-methyl-1H-indol-5111-propan-2-ol;
301,1,1,3,3,3-Hexafluoro-242-methy1- ExzmpaBromethyl-quinolin-6-ylmet
hyl)-1H- indol-5-y1]-propan-2-ol;
2-1142-&%@mmwime}%mmmhﬁrmmﬁwm dbe active

-o- }}flgglfié@%h% B%&guoro %}PQ‘%I ﬂhe\%ﬁ)owing composition:

2-11-12-(4-Chloro-pheny1)-5-methyl-oxazol-4-ylmethyl]

15 -2-methyl-1H-indo1-5-y1)- 1,1,1,3,3,3-H&ERB84E propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2- (2-methyl-
-quinplinieytdiety1-1H-indo1-5-71)-projfarPaeg
SJCEI?Ilﬂ%tgrgﬁHexaflu0r0-2-12-methyl-1-1§O[H%tl%yl-2-(4-trifluoromethyl-phe
nyI)-

Lactose 95.0 mg
Talc 4.5 mg
20 Magnesium stearate 0.5 mg

220.0 mg



4]

oxazol-4-ylmethyl) -1H-indo1-5-y11-propan-2-ol; 2-
(1-Benzyl-1H-indo1-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol;
1.1 .3,3.3-Hexafluoro-2-(2-methyl-1-phenethyl-1H-indo1-5-y1)- p-2
V‘ilgl;ZgZTD'I"I:gi?,ii,1,3,3,3-Hexaf|uoro-2-12-meth =1- )é%i}%W%MM
(5-methy1-2-phenyl-oxazol-4-ylmethyl)-1H10indo1-5-y11-propan-2-ol; 2-
(1-Benzy1-2,3-dichloro-1H-indol-5-y1)-1¢, 11343, 3-laexafluoro-propan-2-ol;
2-11-[2-(4-tert-Butyl-pheny1)-5-methyl-0xaZol-4-ylmethyl]-2-methy1-1H-in
dol-5- y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol; 2-11- [2-
(4-Chloro-phenyl)-5-methyl-thiazol-4-ylmethyl] -2-methyl-1H-indo1-5-yll
1,1,1,3,3,3-hexafluoro-propan-2-ol; '
2-(1-Behzyb@ygeutiddiof ftemdolB-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol;
1-Benzyl-5- (2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-1H-indole-2-
carbaldehyde; 2-(1 E
-Bipheny1-3-ylmethy1-2-metﬂ:
pan202-ol; 1,1,1,3,3,3-Hekédgfo-E (2-methyl- 1/
-naphthalen-1-ylmethy1-1Hj bB-yrpre
2-(1-Benzyl1-3-iodo-1H-indod-54w1)
N-Benzyl-N-methyl-3-12-mBthy1-5-427Z 2iflugrd-—R®
1-hydroxy-1-trifluoromethyl25ethyl)-indo1-1 Imeﬂﬁh] -benzamid§) 4-
[2-Methyl-5- (2,2,2-trifluoro- 1 -hydroxy-l-trit p'r?methyl-ethyl)-indol-l-
ylmethyl] -benzoic acid methyl ester; 2/m
N-Methyl-3-12-methy1-5-(2,2,2-trifluoro-1-h3}droxy-
1-trifluoromethyl-ethy0-indol1-yImethylj-N-gR&titfyl-benzamide;
BO(Methy1-13-[2-methy1-5-(2,2,2-trif|uoro-11hydroxy-1-trifluoromethyl-ethy
[)-indol- 1-ylmethyl]-benzoyll-amino)-acetic ﬁél_q thyl ester; 3-
[2-Methyl-5-(2,2,2-trifluoro-1-hydro3cy-I-trifltiorérhethyl-ethyl)-indol-1-
ylmethyl] -benzoic acid; N- [2-C 1H-Indol-3;g(1)-ethyl] -N-methyl-3-
[2-methyl-5- (2,2,2-trifluoro- 1 -hydroxy-1-
35trifluoromethyl-ethyl)-indo1-1-yImethy Thbenzamide;
{3-[2-Meblaydizb- (2,2, 2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
ylmethyl] -phenyl} -morpholin-4-yl-methanone; WO

2005/ 1R54HRELERPARNSINIAR( folkBT; hydroxyalkyl or trifluoromethyl;

R*is hydrogen, alkyl, alkenyl, alkynyl, cyano or halogen;

R® is hydrogen or alkyl;
R* is hydrogen, alkyl, hydroxy or alkoxy;

R’ and R® are independently selected from hydrogen, alkyl, arylalkyl, heteroarylalkyl,
hydroxyalkyl, alkoxycarbonyl, aryl and heteroaryl;

A is aryl or heterocyclyl, wherein aryl and heterocyclyl are optionally substituted with
one to three substituents independently selected from alkyl, halogen, amino,
hydroxyalkyl, aryl, aryloxy, alkoxy, arylalkyl, arylalkenyl, alkoxycarbonylamine,
aminocarbonyloxy, carboxy, alkoxycarbonyl, alkoxycarbonylalkyl, aminoalkyl,
trifluoromethyl, arylalkylaminocarbonyl, atkoxycarbonylalkylaminocarbonyl,
indolylalkylaminocarbonyl, morpholinylcarbonyl, aminocarbonyl,
aminocarbonylalkyl, aminocarbonylalkoxy, alkoxycarbonylalkoxy,
pyridinylalkylaminocarbonyl, alkyloxycarbonylalkylaryl,
alkyloxycarbonylalkoxyaryl, carboxyalkylaryl, carboxyalkoxyaryl,



N,N-Dimethy1-3-
[2 methyl-5(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
d@ JL %‘?bqthyl] -benzamide; PCT/EP2005/004454
t 342-methy1-5-(2,2,2-trifluoro-1-{yygroxy-1-trifluoromethyl-ethy T
hindol1- ylmethyll N-(2-pyridin-2-yhethyl)-benzamide; 5N-Methyl-3-

[2- mE‘thy1M&MMWW@M&&&BBM@IWE%%iﬂii@ﬂ:ronylamino,
1-ylmethyl Imeth I-bengzam de
[1- Benzyl-Lil}(‘iP%ﬂg? EPlnd%O?ﬂy ﬂ,faﬁ%@’ﬂ&%\ﬁ%@o}%%%)gy ’

n-2- ol; 1- c[}lc-ladﬂqhmﬁaocarbonyi morpholinylcarbonyloxyaryl, morpholinylcarbonylaryl,

(2,2, 2-triflugep NArory I A BB ARy BB kT ary),

propan-Il-ol;

5 1,1,1,3,3, PHeckifingieatbanviah RBFEolcARanyls ninsr irgdepbpayloxyaryl

ylmethyl]- zryﬁemyﬁkﬂamqiyarﬁﬂzfmﬁmmﬂiqﬂarﬂ hydroxy(alkoxycarbonyl)alkylaryl,
é )1/11] 3p§0:21Hdexaxgﬂﬁ%?nc2)§alrb - M ﬁ%)/in)]ﬂ EIQ th i) -2-methyl-1H-indol-

152-(1-Benzy1-2-hydroxymethy1-1H-indo1-5-y1)-1,1,1,3,3,3-hexafluoro-pr
opan-2BliNeEpdoRSEAN-methyl-3-
[2-methy1-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluorametieybethyj)-indol-1-ylmethyl]-benzamide; 2- [1-(5-Chloro-benzo
[b]thiophen-3-ylmethyl)-2-methyl-2,3-dihydro-1H-indo1-5-

10 Y1113 3.3 hexaflunrg: i aRPseRiso that the sum of m,nand pis 1, 2, 3 or 4;
201,1,1,3,3,3-Hexafluoro-212- methy1-1-(5-methy1-3-phenyl- |soxazol 4- -yl

methyl)-2, hydro -1H-indol-5-yll-pro

2-(2- cmlaﬁi‘zﬂa &ZEQ’H? ?&Qg?zﬁrzhﬁ%?g%ﬁ%}”é’%%%&b%ﬁé@'
hyIethyl),}Z}Iﬁcﬁmﬂe&aﬂm;sﬂelpyhpmﬂqmbbxazoIe -5-carboxylic-acid methyl
ester;

1,1,1,33,3; WReAfN ore i B idnl ke M LgsRil ey hRaaE0l A YRR rbon
-2,3- 25_d|h%/dro -1H-indo1-5-y11-propa

11,1, 358 R RACANRIORORS HEHY 424 aaerh%ﬂﬁ)iewmcﬁyﬁa%%f% §thap carbon
15 YI)-2,3-ddéihlirbebid-RidaldRyUrpradpant2-ol;
2-(1-Benzy1-2-methy1-2,3-dihydro-1H-indo1-5-y1)-1,1,1,3,3,3-hexafluoro-

propan; bar ticall table salts and ph dcall ble csters thereo
Sor i el secpible s and phrmcaiolly apcepgtl e tere

ydro 1H indol-5-y1}-1,1 1 3 3 3 hexaflu ro-propan-2-ol;
141,358 *benzyl)-2-methy1-2,3-dihyd
ro-1Hindol-5-y11-propan- 2 oI

342-|v|&hyﬁxﬁd@@m-amddudqgmd@mhhmﬂwrmﬁ@ihyueiﬂyorz,rsedmwr
o- 35indol-1-ylmethyThbenzoic acid methyl ester;

1,1,1, 38 & hirua by atid ] irken(d; huereyh b hbhaeen]-oxazol-4-yimeth
yl]-2- methyl-2,3-dihydro-1H-indol-5-y11-propan-2-ol; WO

90 2005/]1957%1%(‘?{3%%2% 004454

R* is hydrogen, alkyl, hydroxy or alkoxy;

R® and R®are independently selected from hydrogen, alkyl, arylalkyl, heteroarylalkyl,
hydroxyalkyl, alkoxycarbonyl, aryl and heteroaryl; |

A is aryl or heterocyclyl, wherein aryl and heterocyclyl are optionally substituted with
25 one to three substituents independently selected from alkyl, halogen, amino,
hydroxyalkyl, aryl, aryloxy, alkoxy, arylalkyl, alkoxycarbonylamino,
aminocarbonyloxy, carboxy, alkoxycarbonyl, alkoxycarbonylalkyl, aminoalkyl,
triftuoromethyl, arylalkylaminocarbonyl, alkoxycarbonylalkylaminocarbonyl,



- 106 - 2- {1-
[2-(3-Chloro-pheny1)-5-methyl-oxazol-4-ylmethyl]-2-methy1-2,3-dihydro-1

wingeligsydsl-1,1,1,3,3,3-hexafluoro-propan-2-oh ' PCT/EP2005/004454

B

10

15

1,1,1,3,3,3-Hexafluoro-2-11-12-(4-fluoro-3-ppgthyl-pheny1)-5-methyl-oxaz
ol-4- ylmethy11-2-methy1-2,3-dihydro-1H-indo1-5-y1}-propan-2-ol;
51,1,1,3,3, BaHielykllayison 2 (2anbetiyll-fmipbodigl 2 B oibydronblifhdofs-y
1)- propan-2-ql; -Ke -12- Yl

[5-methyl-%?l-?%}-lgllt %{iﬁﬁ%@ﬁéﬁ%@éﬁﬂﬁ% gﬂgoxycarbonyla]koxy,
oxazol-4-yysidinyelkriamiepcathenil sk daprrashepalalisviaryl

1,1,1,3,3 3agrafiNarno RiReiavE koo tidiarahenybeyakeksnyneth
yl)-2,3- 10dihydro-1H-in %ﬁ] ro an-é-ol' . .
111,33, 33 R AT D AR P QR SRR e B no,
yl)-2,3- dihydrindddrinonldey kinpropabdygloxyaryl, carboxyalkyl, carboxyalkoxy,

&ﬁ:%ifgiﬁﬁ@%%%ﬁ%%%@ VN AR AR arborytry,

t ( ro-1H-indol-5-yll- ropa
151,1,1,3,3%. Qm}@@ﬁmﬁyxl@ﬂm&mﬁb@wpﬂmhydro
-1H- indol-gyy-

1oHlRRRArBoAylaryl, piperidinylcarbonylaryl, piperidinylcarbonyloxyaryl;
e R B e A By aS Y Sty
[2-(4-Chloroygietyyikirocethyhphalkylatyy amétpytjdiayiethy 1-2,3-dihydro-1

H- 20indo1-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-ol,
1,1,1,3,3,3sHexafluergy3:(2-methyl1-1-quinolin-2-ylmethy1-2,3-dihydro-1H-

indol-5- y1)-propan-2-ol;
2-(1-Biphenyl-3-ylmethy1-2-methyl-2,3-dihydro-1H-indol-5-y1)-1,1,1,3,3,3-
hexaflué‘r%s-%(?B%gﬁTz-ol;
251,1,1,3,3,3-Hexaf|uoro-2;12-methy[-144-(4-trifluoromethyl-pherjoxy%-ben
zyl] -2,® %ﬁﬁ?%ﬁdi@%@ﬁ@-wwﬁﬁ’-ﬂlﬂﬂ;the sumofm,nandpisl,2,30r4;
2-11-[2-(4-tert-Butyl-phenyl)-5-methyl-oxazol-11-ylmethyl]-2-methy1-2,3-d
ihydrolbhihdaiefeinlthelcdmpdtnd-haxatfliiobproyhd 2-dibydro- 1H-indol-5-y1)-

'I2-(1-Bei1§hyg - -_%%{Q&(Si%%gﬁ/_g[&}wind01-5-y1)-

20

25

r -
'1,3,3,3-'hé)dau"IéL(I]cj)r%1 prop
3-[2-Methy1-5-(2,_2,2-trif|uoro-l—hydroxy-l-trifluoromethyl-etré/g)‘-z,&dihydr
oind O|_%gwﬁlq;@ﬁ£ﬂe%w$n the carbon atoms C*and C”’is a carbon carbon
[2-Methyihgle B BButiif bokat i euye thisiBoadivestbsh M 2.3 islihwdtain carbon

ndol-l-;@w t?l/g]o-b Zoic,anid methyl ester;
351,1,1° ‘f" - eQ‘éFf%oar%(-i -11‘5‘22%%%8Fbxy-|-pheny|-ethy|)-2-methy|-2,3-dih
ydro-1H- indol1-5-yll-propan-2-ol; ) : :
and pharmaceutically acceptable salts and pharmaceutically acceptable esters thereof.

3.  Compounds according to any one of claims 1 to 2, wherein R' is methyl.

4. Compounds according to any one of claims 1 to 3, wherein R? is hydrogen, alkyl or

halogen.
5.  Compounds according to claim 4, wherein R? is hydrogen,
6. Compoundé according to any one of claims 1 to 5, wherein R’ is hydrogen.
7. Compounds according to any one of claims 1 to 6, wherein R* is hydrogen.

8.  Compounds according to any one of claims 1 to 7, wherein one of R® and R®is

hydrogen and the other one is hydroxyalkyl or aryl.



WO 2005/105791PCT/EP2005/004454 - 107 - 2- {142-
(4-Chloro-pheny1)-5-methyl-thiazol-4-ylmethyll

ng, %}.‘ﬁ%@f dihydro-1Hindo1-5-y11-1,1,1,3,3,3-hexafluom-pgapapsasdiiiiss

exafluom-2-11- [3- (4-fluoro-glaenoxy)-benzyl]
-2-methy1-2,3-dihydrolH-indol1-5-yll-propan-2-01;
5151,1,3;3 BrbdealuerdrdibkAd-atf- isansoaamsnhe s, Nireraethy oxag r4-
ylmethyl]-2-methyl-2,3-dihydro-IH-indol-5-y1}-propan-2-01;

1,1,1,3,3,3- Hexa om-2 ethyl- - JF

- ;Iy%dln le?r?u%ﬁ]aﬁcg ?H %i% fol%%sgré%zrn giwf%}f{k[%]ﬁ%%
(2,5-Diphenyl-cocazol-4-y1)- ethyl] -2- me hyl-2,3-dihydro-1H-indo]-5-yll -

1,11 ,3 SamRoupfides ﬁ%}iwf? flaims] i1 Aty bitesn pyispagro or L.
(4-isopropyl-pheny1)-5-methyl-oxazol 4-ylmethyl] -

2-methyl@yBpdinydirect btdigpd-sny apafslain@s Q1o 7 and 9 to 11, whereinmis 1, n is

1 1,13, 3 1Q-2-1142- -(2-methoxy-phenyl)-5-methyl-oxazol-4-ylm
eth yl] - 5emeqtﬁé?%é% %?ﬁydro 1H-indol-5-yll- propan -2-01;

151,1,1,3,3,3-Hexafluom-2-12-methyl-145- met -2-(2-
v oxb SRS B GEFSE L IBERSS. ﬁb

(4- Ben@]ﬂj@hﬁhﬁlﬁyﬂaﬁ-ﬁﬂhm-@mb@h&qmmyigle bc)nd
-2 methyl -2,3-dihydro1lH-indo1-5-y11-1,1,1,3,3,3-hexafluoro-propan-2-01;

between the

é ounds according to any one of claims 1 to 12, wherein the bOnd between the
(1 enzy methyl 1H-inc101-5-y1)-1,1,1,3,3,3- hexafluoyo- pro

201,1, 158 bR AIEA Corfos e 9B SEFRemPB e HemdcR ?re absent.
yl)-2H- pyrazol-3-ylmethyll-2,3-dihydro- 1H-indo1-5-yll-propan-2- 01

10 2- 1142{&1&;@@@&@@%@@@@@mmmmmyrazmammemw]igpmiybmom,

-2,3- d'h dfo '&%ﬁa faptithien S G RPHAPRBxA81, quinolinyl,

(4-{5-M&
(2,2,2- tpﬂudmyj, hﬁdmgagltﬁmggmﬁwpbﬂhyqyﬂem phenyl, oxazolyl, quinolinyl,
252,3-dilyd Inﬁaﬁ%ﬁmémﬁ%%%gaﬁ@faﬁkﬁyvltsaﬁ@zmquxﬂﬁanﬁﬂcﬂzmnyl 2H-

Erzlezthg Itﬂster thyl oty ethyl e n@,mw.lbsntuted with one to three substituents

15 2,3-dihyddepmﬁﬂnﬂyhdedﬂgd]frmnaibﬂzhylbgmmweawdmadkyl aryl, aryloxy,

1,1,1,3,3;3-Hex 1),
Mﬁy |n o1- -yI Jﬁ'p pan- ZMéQWL}pX%%%YY

ethyl] -
301,1,18 Ec,@,czqaré@m carhemnialidsaminagiiol sifaekaweibily -phe
nyl)- cueAzalyPal EHSU%YHD%)@ Qlll}ziﬁij@arbﬂn M}&Mﬁh@&mﬁ ;01;

e T

20 acetamideindb2idnylalkyl, ammocarbonylalkoxy, alkoxycarbonylalkoxy,

25

30

[2-(3-BepzdyRRAR sty a8k mRa kAR s i fo R el g latkoxyaryl,

- carboxyalkylaryl, carboxyalkoxyaryl, aminocarbonylalkylaryl,
aminocarbonylalkoxyaryl, aminocarbonylamino, aminocarbonyloxy,
aminocérbonyloxyaryl, carboxyalkyl, carboxyalkoxy, cycloalkylaminocarbonyl,
morpholinylcarbonyloxyaryl, morpholinylcarbonylaryl, arylalkoxyaryl,
aminocarbonylaryl, pyrrolidinylcarbonyloxyaryl, pyrrolidinylcarbonylaryl,
piperidinylcarbonylaryl and piperidinylcarbonyloxyaryl.

16. Compounds according to any one of claims 1 to 15, wherein A is phenyl, oxazol-2-yl

| or oxazol-4-yl, wherein phenyl, oxazol-2-yl and oxazol-4-yl are optionally
substituted with one to three substituents independently selected from alkyl, tolyl,
ethyl-phenyl, trifluoromethyl-phenyl, fluoro-phenyl, chloro-phenyl,



wig g

1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-01; WO
2005/105791PCT/EP2005/004454 - 1 08 -
4-{5-Methyl-442-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoro - 45

!)VI %}’ﬁc}‘)-indol-l-ylmethyl] -oxazol-2-yljsbenzoic acid met %@é’t@ﬁy&“ﬂ
3-{5-Methyl-4-
[Z'meth&;‘r"gbﬁ%;%& ' yhyeimoctofivioremeihybiathyl) cdr8oxy-phenyl,
dihydro-inqol-1-ylmethyl -?azol-z-%lﬁgenz?icgcid .meth%)l es%ler'
53-15-NEHPA P ARy HS S BB BT Ry B PR Rt
yl)-2,3- dihydro-indol-1-ylmethyll-oxazol-2-y1}-benzoic acid;
4-B-Mefomppindn eteprding @ anyifne s daparbiy otingsrtndethphesiy |
)-2,3- dihydro-indol-1-ylmethyl]-oxazol-2-y1}-benzoic acid;

- 344 2- ety dihnld Zodoidi e -dnipeenddeldims 1 to 14, wherein A is oxazolyl which is

5

-trifluoromethyl-ethyl)-2,3zdihydro- 4 . 4
100 PSRRI A e herenae il o seconsobstivent whih i
[2-(2,5-Pignghyt-pyeidoh A, yhhathyheRyiiethpstitetadaath bydroxydkyl 3,3, 3-
hexafluoro-propan-2-ol;

1.34L,3 8B ualy Qdihg do(@rnAnmmHRERY 1 Dnethubexagokiyy)-phenyl]-5-
methyl]2-met yI-lH-indo -5

151,1, 1088 8%5 Al Qﬁ%ﬁggﬁrﬁg‘%ﬁﬁﬂ&%@ﬁ{%ﬁ:g}gglg_‘g}r_%g,zol—‘l-

Imethyl}jiretigthyl-3Hnistiol- 3-yijidiropayi-2xakol-4-ylmethyl.
1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-[5-methyl-2-(2-trifluoromethyl-phenyl

10) %az%a‘}'ﬁbﬂlmﬁ{ﬁwl-&h'f&}ﬂg 1625 b OPERIZOY #r19 selected from the group
yl:

1--2-methyl-1H-indo1-5- 20yl}-1,1,1,3,3,3-hexafluoro-propan-2-ol;
4-15-MERRF LR Hethy1-5-(2,2,2-trifluoro-I-hydroxy-1-trifluoromethyl-ethy
1)- indoli]rylmesbytexdinra-gi phasdlylDirtkunpticdrdamiolbidxazol-4-ylmethyl)- 1H-

4-{5-methyl; -“% methyl-55(2,2,2-trifluoro- 1-hydroxy- 1-
trifluorolr%%/?ﬁ)%- cq%%‘?)f—f—‘i/lmethyThoxazoI-Z-?l1-phenyl ester;

251,1,173( 3; Berteadahlore-R meshiii 1 i in doldeyhyl d.piehisvadepmoyprppan-2-ok;

15 “ethyll - 1H-ndpl Pl IRRAM S Hhethyl- oxazol-4-yimethyl] - 2-methyl-1H-indol-5-yl}-

20

25

30

1,1,1,3,3,3-Hexafluoro-2-{2-methyl-144-methyl-2-(4-trifluoromethyl-phenyl

)- oxazdHslAmer RARA IR SR b pan-2-ol; 2-11- [2-Ethyl-5-

(4-trifluonmB-HeenyiydHb grazeh gl inghptaehyfiflidromethyl-phenyl)-

30indod oo ita kel P TR R R E Y-l
2-(1-Benzyl-3-fluoro-2-methyl-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-{1-[2-(2-fluoro-phenyl)-5-methyl-oxazol-4-ylmethyl}-2-
methyl-1H-indol-5-yl}-propan-2-ol; |
1,1,1,3,3,3-Hexafluoro-2-[ 2-methyl-1-(3-morpholin-4-ylmethyl-benzyl)- 1H-indol-
5-yl]-propan-2-ol; : |
3-[2-Methyl-5-(2,2,2-trifluoro-1-hydroxy-1-triftuoromethyl-ethyl)-indol-I-
ylmethyl]-benzoic acid methyl ester;
2-[1-(3-Dimethylaminomethyl-benzyl)-2-methyl-1H-indol-5-y1]-1,1,1,3,3,3-
hexafluoro-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-{1-[2-(4-fluoro-3-methyl-phenyl)-5-methyl-oxazol-4-
yimethyl}-2-methyl-1H-indol-5-yl}-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-{ 2-methyl-1-(2-trifluoromethyl-quinolin-6-ylmethyl)-1H-
indol-5-yt]-propan-2-ol;
2-{1-[2-(3-Chloro-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl- 1 H-indol-5-yl}-
1,1,1,3,3,3-hexafluoro-propan-2-ol;



1,1,1,3,3,3-Hexafluoro-2-12-methyl1-142-methy1-5-(4-trifluoromethyl-phen
y1)-2Hpyrazol-3-ylmethyl]-1H-indo1-5-y1}-propan-2-ol;

v{é—i%%\ﬂﬁ[@%#-[2-methy|-5-(2,2,2-trifluoro-1-hydroxy-1-trif|uorq;@qmy5@,t§)yd4454
- indol-1-

y methyl]-oxaz'ol-2-y1}-phenoXy)@@@ﬂc acid methyl ester;
35(4-15-Methy1-442-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-e
thyl)- ingo[1L{plettiibhesinalyDFlinptighongzalsetidractiyl MOmethyl-1H-indol-5-y1} -
2005/10 TIEP2005/004454 - 109 - 2- { 3 - Chloro- 1-[ 2= (3
-chIoro-frgérg(ﬁ%:{ﬁ%ﬁ%g}'}%%gﬁpf -9?rlhofﬁhyl] -2-methyl-
1Hindo1-3,}:813 8; HexaBiemekd Avoashptdpanipobin-2-ylmethyl- 1 H-indol-5-yl)-propan-
Pyrrolid;l-,_n%}’l-carboxylic acid 445-methyl-442-methyl-5-(2,2,2-trifluoro-1-

hyd -1-trifl [-ethyl)-indol-1-yImethy T -2-yll-phenyl
5 e)s/t er g x5y i B:ﬂﬁ%%%-nﬁ%ﬁ PS%E?%%{ l’érlé%tgiyil—lm g-%e&%ﬁ%ﬁl—trgﬂugr(?rggﬂayl-phen}fl)—

10 10indo 25§

15 3.15-mdthydds:

20

4-{5-medaybdid2-yhatbypid-(HApdvifigippropan-2-ol;

Do A SR P 0l Y SRR Bl MR
2-(2-Chiotokdibhyienaiuaretdy( Bmthy-iinbersthyhy frorslol-finbopsrme2-ol
ylethyl){ndelsls Wmeihyliiexazote-enearaoxyHcasiryi22 Johddyl-oxazol-4-ylmethyl)- 1 H-
-(2-Chlaro-phen i)-S-hydroxgslpethyl-oxazol-4-y|methy| -2-methyl-1H-

"RI9PER- 17l fluoro-propan-2-ol;
'N,N-DirpefinBes#2]5-dietilylodUd-indthyi-51( 2 2,2;3;¥)Bidrexd flapdoogyo pan-2-ol;
trifluoromethyd-ethyl)-indol hyll-oxazol-2-y 11 gngx)na elamide: o-; }
2-{1-[2-%%@22@%6%&% u&%}%ﬁéﬁﬁé{gﬂ%@%‘fﬁ%‘%ﬁe yI]-2-mé%F1yI-1 -iﬁgfumdd‘s
01-5- yyik-1,1,1,3%3shess@nordappaing-2lol;
153-_{5-M@ibpd-%%ml@myﬁﬁeﬁ%l%@iﬂém?mtﬁam;%mﬂwt%e{wh—ﬂﬂihdoi-s-y1}m
yD- indol-1-yImethyll-oxazol-2-yll-phgngl; Morpholine-4-carboxylic acid
mrﬁt%r.?zl?ﬁ%nﬂ%-éﬂb-l-

hydroxyz 4 Iriflerrprdgthdiicetoyl Hriddb-Shethllikekdzbe2 filqpoeprdpan-2-ol;

_ FZStrEr}]ret%rI@B%th%%%ﬁ%%?é%ﬁ%%{rgw&ﬂr -trifluoromethyl-ethyl)-1H -indolewz—

20trifluckd Véfthyl)-indol-l-ylmethyl]-oxazol-z-ylI-phenyl ester;
Pyrrolidingrlmipthayylic Agidthyl-2-methyl-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-propan-
3-{5-methyl-442-methyl-5-(2,2,2-trifluoro-1hydroxy-1-trifluoromethyl-ethy T
hindol-f—'ﬁhethyli-oxazol-2-y||-phenyl ester; (3 - 5-Methyl-4-42-methy1-5-

(2,2,2 -trifljich 3,3k Hexafluoro-2-(2-methyl-1-naphthalen-1-ylmethyl- 1H-indol-5-yl)--

~ -hydro ré%t‘{ﬁl Qgpmethyl-ethyDindol-l-ylmethylI-oxazoI-Z-yII-phenoxy)-ac
thy

25

30

35

etic aci ester; .
253-15 MatRananz3niedeylL bz dob-RritRidds L drbsiR inaneatpRing 1ok
hyD-  N-Benzyl-N-methyl-3-[2-methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-triflucromethyl-

ethyl)-indol-1-ylmethyl]-benzamide; .
4-[2-Methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifiuoromethyl-ethyl)-indol-1-
ylmethyl]-benzoic acid methyl ester; '
N-Methyl-3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-indol-
1-ylmethyl]-N-phenethyl-benzamide;
(Methyl-{3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-indol-
1-ylmethyl]-benzoyl}-amino)-acetic acid ethyl ester; _
3-[2-Methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
ylmethyl]-benzoic acid;

N-[2-(1H-Indol-3-y1)-ethyl]- N-methyl-3-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-benzamide;
{3-[2-Methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl)-indol-1-
yimethyl]-phenyl}-morpholin-4-yl-methanone;



indol-1-ylmethylkoxazol-2-y1}-benzoic add methyl ester;
4-15-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-I-hydroxy-1-trifluoromethyl-ethyl)
wislpkAnhyethyl]-oxazol-2-y1}-benzoic acid methyl ester; 3-{FdMatbybrroo4454
[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifiyggamethyl-ethyl)-
30indo1-1-ylmethyl]-oxazol-2-y1}-benzoic acid,;

1,1,1,3, 3v-piabtigie32f1-IngtHi-Bydiagymidtiniephéndhcbnriethifloxazethyl-ethyl)-
4- ylmethyl]-2-methyl-1H-ndo1-5-y11-propan-2-ol;
4-{5-Mef%/i%ﬁ-][?’-?rrﬁéh?jﬁgzaﬁfy%ﬂuoro-1-hydroxy-l-trifluoromethyl-ethyl)

- indol-1NAM ety hdkametindyi-Cbh2oitfhstge-1-hydroxy-1-trifluoromethyl-ethyl)-indol-
3514, 14 DimeiRyi-ArJo-Mathw-444- o) hadnidetrifluoro-1-hydroxy-1- :
trifluoromethyl-e@ l)-indol-1-ylmet X”-Q azoI-Z-i;II- enzamidﬁ; WO .
52005/108 7B %,;Eaz@@g;@bﬂgg,_ 1t§_1§q0r0-1- ydroxy-1-trifluoromethyl-ethyl)-indol-
(3-15-Methiydeth]P-Nepyyldin2 itk dreniatnidepxy- 1-trifluoromethyl-eth

yl)- indol-1-ylinethyll- ol-2-yll- y)-acetic aeid; e ) .

XDt A e A B o5 Lo by sgeduoro-propan-2

trifluoromiethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yll-benzamide;

51,1,1,3;3;3-klexaflyore 2o {s@atdNydipiypethylinherychl-anmetiyl oNaaadol-2-yl)-

[-4- yIm%tf@l]-Z-m thyl-1H-indol-5-y1}-propan-2-ol; 2- i MT ol-2-1
1012, 3-DinkEARM-1-:@ methy1-2-phenyl-oxazol-4-ylmethyl)-1H-indol-5-y1]-

1,11, 3 ) 33 3»'1)39363 Mﬂwb [2 %4“ﬁ®r&mmﬁnp}b_2 methyi- oxazol-4-

(Z-methyl L (Grme iyt e RO AT H- 10ndoL-5-y1

-propan
2-(2-Chiotelgifegxadiparrthyil S 3hpdpekyr rbenyhyihsky 2t msthidrdHréndol-5-y1]-
hylethyl -ligggll;@;ﬂ@ethylI-oxazole-5-carboxy|ic acid methyl ester;
1,1,1,3,3,3-Hexaflugrp-2- - X : '

15 3 et Ur I8 TL RSVl Ty e ihessforo-propan-2-ol
-propanp2-Oyclohexyl- N-methyl-3-{2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-

1581 1 g fubmallionathdsl 4 ienplienauhanzyLl-2-methy1-1H

-indol-5- yll-propan-2- ' . _
1,1,1,3,3; Blr{extehiospobermathiipphenaphmeter ) 22gmsehni2e3-1dfydrs: A-indol-5-
Ipropan Q',;l,l,3,3,3-hexaﬂuor&propgn—zﬁoi;

20 T3 N g Y R T e U o2 R ST 2 p bty -2,3-
dihydro-1H-indol-5-yl}-propan-2-ol; '
2-(2-Chloro-phenyl)-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-triftuoromethyl-
ethyl)-2,3-dihydro-indol-1-ylmethyl]-oxazole-5-carboxylic-acid methyl ester;
1,1,1,3,3,3-Hexafluoro-2-[2-methyl-1-(5-methyl-2-o-tolyl-oxazol-4-ylmethyl)-2,3-

25 dihydro-1H-indol-5-yl]-propan-2-ok
1,1,1,3,3,3~Hexaﬂuoro-2-[Z-methyl-1—(5-methyl-2~m—tolyl~0xazol—4-ylmeﬂ1yl)-2,3» :
dihydro-1H-indol-5-yl]-propan-2-ol;
2~(1-Benzyl-fl-methyl-2,3-dihydm-1H-ind01-5—yl)-1,1’,1,3,3,3—hexaﬂuoro-propan-2-
ok |

80 2-{1-[2-(4-Ethyl-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-
indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-[1-(3-hydroxymethyl-benzyl)-2-methyi-2,3-dihydro- 1H-
indol-5-y1}-propan-2-ol;
3-[2-Methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-

35 indol-1-ylmethyl]-benzoic acid methyl ester;
1,1,1,3,3,3-Hexafluoro-2-{1-[2-(2-fluoro-phenyl)-5-methyl-oxazol-4-ylmethyl}-2-
methyl-2,3-dihydro-1H-indol-5-yl}-propan-2-ol;



205-y1)-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-12-methyl-1-[2-methyl-6-(4-trifluoromethyl-phenyf

\égl‘ldln -3-ylmethy11-1H- indol-5- -yll-propan-2-ol; and - CT P200S/004454
-5-(2,2,2-trifluoro-1-hydroxy-1- %@loromethyl eth -indol-1-

ylmethyll-phenyll-piperidin-1-yl-methanone. 25 21. Compounds according
to any one(efRlaisHideo %ﬁ{@ﬁ@qﬁéﬁmlbﬁa%mpyﬁﬁsmﬁqm&fem 1-2,3-dihydro-1H-

1,1,1,3,3,3;Hexa y1-1-(5-methyl-2-m-tolyl-oxazol-4- ymeth
y)- _1HindBAgLR- Eﬁggrﬁff gn ﬁ ag[uoro»propag 3 T
2-(1-Berzy 535 &mdﬂeﬁﬁnetbﬂ—{m-[Inﬁbﬂtﬁ)m)i-hxkxhﬁ-ﬁlﬁtmxaﬂmhyﬁ)mcazol~4-

O ooy,
Boxazol-4Lyirh é@ﬁﬁﬁ@?ﬂﬂﬁﬁfﬂ g.@ m%ﬂhlz;g}enethyl 2,3-dihydro-1H-indol-5-y1)-
11,1333 ﬂuproZ{l-

[2-(2-flu ;ﬁfr? g.]s %-@Z Ol_ﬁ}grﬂe% e%hyl—z (3-trifluoromethyl-phenyl)-

methy1-
2-1142- @s@hbﬁeybheﬁyﬂ}ﬁmmydroxb[iamqlw&rympamﬁeﬁiyl-lH-mdo

|-5-y11- 1?’15311:5 % 3. B exailer 4: ?JS»' methyl-2- (]j)hengl oxazol-4- Elnzlethyl) -2,3-

1,1,1,3,3;3 Hexafluoro-2-(2-methy1-1-p enethyl 1H -in -propa
10_01; WoBmobaddhindat: Ao ROOBADOR s - 111 -

1,1,1,3 3;3 HexdlanreAuoro-2- [2-methyl-1-(2-trifluoromethyl-quinolin-6-ylmethyl)-2,3-

[2-meth |- I- 4 Imethyl)-2,3-

dinycro SRR P é%—e%?nvgxﬁg% e
[2-(4-Ethyl;plich§HEmibtioybcbed2 abdtyjinbiBAinethyl-2- (4-trifluoromethyl-phenyl)-
-2-meth }a% i 91493591%1]* dﬁ‘%%&%ﬁzk%éd?}t%@%%ﬂb’ﬁ{ﬂ -prgpan-2-ol;

52-{ 1-- -
15indol- 51y1,ﬂ,§ 2{/[,1 @g{@lﬁ@%@w@hh paphthalen-1-ylmethyl-2,3-dihydro-1H-

1,113, ﬁladﬁgx;ij‘julg),rng;(&metlyl 1-phenethy1-2, 3 d|hydro 1H-indol-5-y1

ro 3-He ro -2-12-methyl-1
%5F;n ert)h %%gl_ﬁl—fﬁjé; 9PBF1%§9&¥ roxy-1-tri uoromethyl ethyl)-2,3-dihydro-indol-
10oxazdlyﬂdyih&a§ﬂydta;3aida§/nhmﬂm&leﬁhﬁol 5-yll-propan-2-ol;

(4-{5-Msthylrd- (s Chioro-phenyl)-5-methyl-oxazol-4-yimethyl]-2-methyl-2,3-dihydro-1H-
[2-methyl- 5& 5 Frfluoro- en{}glroxry%t|fl%%?netﬁ'yﬁngt 6 ~mety thydro-1H

202 3- dlhyﬂﬁﬁ’]ﬁ]‘éﬂ tiineyit hesadeprepreptsdoRl)-acetic acid:

N,N- DInnql;hﬂ%(ﬂé&mﬂ&yb@%mmhvﬁ(ﬁ;&zmﬂﬂm@ﬂ%szsiﬂamyﬁro-1H_indc>1~5-
trifluoroy%qgll)gﬁg'gl_)élzé%3-dihydro-indo|-1-y|methyli—oxazol-2-y1}-phenoxy)-

2-(1-Biphenyl-3-ylmethyl-2-methyl-2,3-dihydro-1H-indol-5-y1)-1,1,1,3,3,3-
hexafluoro-propan-2-ol;

25 1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-[4-(4-trifluoromethyl-phenoxy)-benzyi]-2,3-
dihydro-1H-indol-5-yl}-propan-2-ol;
2-{1-[2-(4-tert-Butyl-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-
1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol;

2- (I-Benzhydryl 2- methyl 2,3-dihydro-1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-

30 propan-2-ol; |
3-[2-Methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-dihydro-
indol-1-ylmethyl}-benzoic acid;
4-[2-Methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl- ethyl) 2,3-dihydro-
indol-1-ylmethyl}-benzoic acid methyl ester;

35 1,1,1,3,3,3-Hexafluoro-2-[1-(2-hydroxy- 1-phenyl-ethyl)-2-methyl-2,3-dihydro- 1 H-
indol-5-yl}-propan-2-cl;



15acetamide;
3-15-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl

“) {jsg%? Mro -indol-1-ylmethyl]-oxazol-2-y1}-benzoic acid; PCT/EP2005/004454
P ethy ﬁ ?1
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15
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25

30

as

1 442-methy1-5-(2,2,2- tnfluoro@&nydroxy 1-trifluoromet
[)-2,3- dihydro-indol-1-ylmethyli-wcazol-2-y1}-benzoic acid;

204-{5- b/l by ffd@:}mﬁ—ﬁl}ﬂh@rﬁﬁ)Zszﬂféﬁkwfﬂulazlamt?]ﬁ(e%h?l Woraesy! £lihydro-1H-
yl)- indol- 1methyThoxaz ?Eﬁd phenol;

(4-{5-M 95{ ﬂﬁ?o?BoEaﬂy&‘r%]Xy 1-trifluoromethyl-ethyl

)- indol- ﬂ,iylrﬂﬁbyﬁmﬂzmlrﬁ—%ﬂl—ﬁlﬁe@eﬁy@:mpﬁemﬂ benzyl]-2-methyl-2,3-dihydro-

N,N- quﬁlh & ?éjﬂri I 4 [2 methyl-5-(2,2,2-trifluoro-I-hydroxy-1-
25tnfluorometﬁ 1 1 yImeth []-oxazol-2-yll-phenoity)-acetamide
1, 1 13 3, 3 Hexa uoro- -{1-{2-(4- isopropoxy-phenyl)—s methyl-oxazol-4-

3-{5-M 5%&%&@%&3&1@5@?@@%meethyl ethy
[)- indol-1 ﬂ%lmeth on zol-2
t

(5 May S HE B 2 SRy S R Brhnansghderpeny)

)- mdolphyttn&ﬂwlnm@gﬁl—?,@*lﬂéﬂmdzmd:[ﬂmrﬂol 5-yl}-propan-2-ol;
301,1, h
i T

ol-4-y n -2- o
4-15-Mbth}244d-heea VPBQ(PPE’MﬂtR;ro 1-hydroxy-1-trifluoromethyl-ethyl

MU s S A o
35tr|flu%r %ﬂﬂﬁ%@ﬁ’%ﬁ@\}%ﬁﬁa} 8)1('8%? - -benzamlde
(3{5-Me1hy13 3,2 Herdfiyiotof2:3 12 [ Zoneth oy epbayyl)-Hiftnetiyrhetiagbbthylmethyl] -
L o T Bsae e g, WO
N,N- Dlhbﬁ%ﬁo&—ﬂsxﬁfé%ﬁwﬁiﬁmé (5-methiidorertrifiyaremethyl-phenyl)-
tlrnlulo;%mm:% Vet I ﬂ-ﬂiﬁwﬁfbylif@xﬁael-zth |-Respamirgl;and

e oro me
methyl%igT@%ﬁ ﬂﬂ{ él%ﬂgéfﬁ] %ﬁt%)%gfgé&fﬁ%%%xﬁz > Z5mgthgl-2,3-dihydro-
Compdilidsddcondink td 2y 3ehexefletamrsrtipablselected from the group

consistng gf. 17ans. thy1E-indol-5y1)-1,1.1,3.3.3-hexafluoro: -2-0]
1,1,1,35,3% H%xg tor0-242 metlﬁyol (grl methyI-2 styr -oxazol Ay ?r?ethyl)’

-2,3- d[}q}dpééﬁﬁg@f@%_«] Br&%ﬂiﬂ ethg) -1 [2-methyl-5-(4~ tnﬂuoromethyl»phenyl) -2H-
241-(2:ReneyB-91m !rquhﬁdy}mﬁﬁiitm&wwraﬁaﬁhbyaﬁo 1H-indo

1-5-y1 i |
1,1,{32,3{3-]5%@%%& RS I et 23 el BByl gppetivt-2.5-
ethyl)- &fBrdibytieiddblrdpl} olyill;pihpdrdbhoro-propan-2-ol;

4-15-Methy Jofks lnile Byﬂm'i. 252(5 %'Eqm&d}xdf%%ﬂoﬁ&f QTSI - ethyl) -

)-2,3- hydro in oxazol 2-yll-phenol,
151,1,1,%:@,@3{% Bihprarols2riBrmhepopminsntin asid sertg ester
methyls.-{5-Methyl- 4—[2 methyl -5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-

2,3-dihydro-indol-1-ylmethyl] -oxazol-2-yl}-phenoxy)-acetic acid;
1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-[2-(2-methyl-5-phenyl-oxazol-4-yl)-ethyl] -
2,3-dihydro-1H-indol-5-yl}-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-{4-methyl-2-(4- mﬂuoromethy’} phenyl)-
oxazol- 5-y1methyl]~2 3-dihydro-1H-indol-5-yl}-propan-2-ol;
N,N-Dimethyl-2-(4-{5-methyl-4-[2-methy}-5-(2,2,2-trifluoro-1-hydroxy-1-
trifiuoromethyl-ethyl)-2,3-dihydro-indol-1-ylmethyl]}-oxazol-2-yl}-phenoxy)-
acetamide;
2-{1-[2-(3-Benzyloxy-phenyl)-5-methyl-oxazol-4-ylmethyl}-2-methyl-2,3-dihydro-
1H-indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol;



1H-indol-5-yli-propan-2-ol,
1,1,1,3,3,3 Hexafluoro-2-{142-(3-hydroxymethyl-pheny1)-5-methyl-oxazol-

-2-methyl-2,3-dihydro-1H-indo1-5-y11-propan-2-0l, v wpsoas/004454
“fLO y%},S_({J,lg%;lhexafluoro 2-11-[2-(4-hydroxymetgyl-phenyl)-5- met y{-oxaz'o -

4- 20ylmethy1]-2-methyl-2,3-dihydro-1H-indo1-5-yll-propan-2-ol,
1,1,1,3 aqmaﬁypm{weﬂg%@zamm@mmmm Bt eraRf-ethyl)-2,3-

-4- yIine me 1 ) .
1,1,1,3, exa é8¥ ﬂf ig’v ?)i‘% ge 01 6hderr§1ﬁt}hyl ester;
-5- meth?%mhﬁ"%ﬁem@ﬂﬁ@wtmﬂulminE—E}}ydl)e[a?mbariimcﬂpmethyl-ethyl) -2,3-

25(2R) dihydro- 1nd01 1- Q'Imethylg -0xazol-2 -y} -benzoic acid methyl ester;
1,1,1,3,3,3- Hexaf uoro-2-12-methyl-145-me h - Zé}Mnfluorometh yl-phenyl

5)- oxazok: i@%ﬂﬂ@%ﬁ%?ﬁ@ﬂ dnEusronl prBpERRD-lofr ‘Si)mme‘fh%’l ~ethyl)-2,3-
)1 1,1,3, alaﬁdﬁxaﬂa@rqzﬂi&tmlhakahdﬁm}hyé&dﬁ—ﬁrﬁmoromlethyl phenyl
- 0xazo}- ol and
1,11, 3% Nﬁ‘ %ﬁ( ééi"ﬁ% ﬁ?(%?j( r‘?ﬁil“tﬂr%!}l‘ L3 y‘i“c‘)ﬁx“a"z8|“2Fﬂ1Yl -ethyl)-2,3-
methyl)dﬂﬁ@mdm»ﬂmﬂﬁhlﬁi-ﬁxﬂqlﬂaﬁhmmamddpharmaceutlcalIy
accepta@lgs@t% RRAIMRERHIRALS. ‘icﬁgéﬁ-mﬁr qsm%}%ﬁgfhﬁ%thyi) 2,3-dihydro-

Compounds according to any one of claims 1 to'19 selected fror the
10 group Cgﬁgqh}n&l@rethyl] -oxazol-2-yl}-benzoic acid methyl ester;

1,1,1,3,3, grbggg@ﬂ ﬁe(ﬂ,d{aiﬂz&w@?%ﬁ}fw%@tbﬁmmﬁdﬁpﬁmmm 3,3,3-
zol-4- 8%@13 11- 2 methy o‘alH -indo1-5-y1)-propan-2-ol, WO
2005/1 ?/E"FS’Q’&B 1454 - 113 - 1,1,1,3,3,3-Hexafluoro-2-

(1-12431 (1 633dikJerafiydqonny 125 nistinepybpbledyl) - 5-methyl-oxazol-4-ylmethyl] -

yimethyl L2emetin=; A b insdolhos H Rppag;2 -ol, and
1,113, 3 3-HeXxafluoro-2-[2-met [}2 é methyl -2-pyridin-3-yl-oxazol-4-yl

15 methyl)ds ié»%ﬁawﬂfmﬂx}ﬁ%% isly opsthexspheRd hntihrkatieznl4-yimethyl]-
acceptablaablb BIdipha-atiepHemly- Mptable esters thereof 24. A

one of SRS o P RO R Yl PG Fe e R A g
of a cormpohd-atusthiyld tdlfdndalis-(1)- pr0pan-2 -ol;
2-{1-[2-(4-Benzyloxy-phenyl)-5-methyl-oxazol-4-ylmethyl] - 2-methyl- 1H-indol-5-
20 © yl}-1,1,1,3,3,3-hexafluoro-propan-2-ol;
4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
indol-1-ylmethyl}-oxazol-2-yl}-phenol;
Dimethyl-carbamic acid 4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1 -ylmethyl}-—oxazol- -yl}-phenyl ester;
25 1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-[2-(5-methyl- 2-phenyl oxazol-4-yl)-ethyl]-
1H-indol-5-yl}-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-{2-methyl- 1-[4-methyl-2-(4-triflucromethyl-phenyl ) -
oxazol-5-ylmethyl]-1H-indol-5-yl}-propan-2-ol;
2-{1-[2-Ethyl-5-(4-trifluoromethyl-phenyl)-2H-pyrazol-3-yimethyl] ~2-methy1- 1H-
30 indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ok;
| 1,1,1,3,3,3-Hexafluoro-2-{2-methyl- 1-[2-methyl-5-(4-trifluoromethyl-phenyl)-2H-
pyrazol-3-ylmethyl]-1H-indol-5-yl}-propan-2-ol;
(4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifiuoromethyl-ethyl)-
indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid methyl ester;
35 (4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid;



W&%{H}ﬁgﬁy B?otected 15b) oxidation of a colragound according to

10 in the presence of a compound according to formula (lll) LG (CH2),,
(CR5R6)n (CF12)p A(lll) wherein RI to R6, A, m, n and p are defined as in

claim 1 and LG is a leaving group and, wherein hydroxy grouRg: ?é%}i’ﬁ 5/004454

(la) wherein RI, R2, R5, R6, A, m, n and p are defined as |n claim 1, R3

and R4zar{%JmﬁEﬁgen RO VHSFS IR AR LMD S RESRAL 5 }-2-methyl- 1H-
protected., . 25. Com ound acﬂordlng to any one of claims 1 to 23 for
E’E shexg %‘ffh

use as fﬁélﬁi st bilylabive fAACESPSE: armaceutical
compos?tyemhdmWbuagbamdmpadﬁd{&medqrﬁéﬂ@anﬁﬂw&ﬁy(@@eﬁdbﬁms 1-

L1023 ng s anglcalnaLagITct Rl g%ljg)f%ao RPN oy ester

accordi ahy one o claims'1 to

5 for the M@gplpidms ér@zth@m;y'ya@rf&idﬁeﬁ@éhg @ﬁ@bﬂ"ﬁrézg%&]ﬁlﬂuﬂm 1-

10

15

20

25

30

35

10consigfing of -m%ﬁﬁﬁﬁéﬁﬁe’cﬁ)}wﬂ{ )mﬁ&%ﬁeﬁﬁaﬁt{?ﬁt%@z@@lw%enyl ester;

LD N T

dyslipideinib-sriis: Wﬁyb}ahxg&oﬁs@a&ﬁ%dméases colitis,

Sgg:;eeﬁrgftﬁhﬁh@k 05118 gL é‘;’%ﬁ&%&@%&%&ﬁ%ﬂ?& E‘%H&Byi} 2-methyl-1H-
indol-5-y1}-1,1, 1 3 3 3 hexaﬂizoro ~-propan-2-ol;
N,N-Dimethyi-2-(4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluvoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetamide;
2-{1-[2-(3-Benzyloxy-phenyl}-5-methyl-oxazol-4-ylmethyl|-2-methyl- 1H-indol-5-
y1}-1,1,1,3,3,3-hexafluoro-propan-2-ok;
3-{5-Methyl-4-{2-methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-trifftuoromethyl-ethyl)-
indol-1-ylmethyl]-oxazol-2-yl}-phenol;
Morpholine-4-carboxylic acid 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-
hydroxy-1-trifluoromethyl-ethyl)-indol-1-ylmethyl ] -oxazol-2-yl} -phenyl ester;
Dimethyl-carbamic acid 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
triflucromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-phenyl ester;
Pyrrolidine-1-carboxylic acid 3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-
hydroxy-1-trifiucromethyl-ethyl)-indol- 1-ylmethyl] -oxazol-2-yl}-phenyl estef;
(3-{5-Methyl-4-{2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-
indolﬂ1-ylmethyl]Qoxazol-z-yi}-phenoxy)-acetic acid methyl ester;
3-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
indol-1-ylmethyl}-oxazol-2-yl}-benzoic acid methyl ester;
4-{5-Methy}-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl}-
indol-1-yimethyl]-oxazol-2-yl}-benzoic acid methyl ester;

3-{5-Methyl-4-[2-methyi-5-(2,2,2- trifluoro-1-hydroxy-1- tnﬂuoromethyl ethyl)-

indol-1-ylmethyl]-oxazol-2- yl} -benzoic acid;
1,1,1,3,3,3-Hexafluoro-2-{1-{2-(3-hydroxymethyl-phenyl)-5-methyl-oxazol-4-
ylmethyl}-2-methyl-1H-indol-5-yl}-propan-2-ol;
4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-
indol-1-ylmethyl]-oxazol-2-yl}-benzoic acid; :
N,N-Dimethyl-3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
triflnoromethyl-ethyl)-indol-1-ylmethyl}-oxazol-2-yl}-benzamide;
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(3-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl}-
indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid;
N,N-Dimethyl-4-{5-methyl-4- [2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl}-oxazol-2-yl}-benzamide;
1,1,1,3,3,3-Hexaflnoro-2-{1-[2-(4-hydroxymethyl-phenyl)-5-methyl-oxazol-4-
ylmethyl]-2-methyl-1H-indol-5-yl}-propan-2-ol;
2-[2,3-Dimethyl-1-(5-methyl-2-phenyl-oxazol-4-ylmethyl)-1H-indol-5-y1] -
1,1,1,3,3,3-hexafluoro-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2- [ 2-methyl-1-(5-methyl-2-o-tolyl-oxazol-4-ylmethyl)- 1H-
indol-5-yl}-propan-2-ok |
2-(2-Chloro-phenyl)-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-triffluoromethyl-
ethyl)-indol-1-ylmethyl]-oxazole-5-carboxylic acid methyl ester;
1,1,1,3,3,3-Hexafluoro-2-[2-methyl-1-(5-methyl-3-phenyl-isoxazol-4-ylmethyl)- 1H-

* indol-5-yl}-propan-2-ol;

1,1,1,3,3,3-Hexafluoro-2-{1-[3- (4-fluoro-phenoxy)-benzyl]-2-methyl-1H-indol-5-
yl}-propan-2-ol; _
1,1,1,3,3,3-Hexafluoro-2-(2-methyl-1-naphthalen-2-ylmethyl- 1H-indol-5-y1)-
propan-2-ol;
1,1,1,3,3,3-bexafluoro-2-(2-methyl-1-naphthalen-2-ylmethyl-2,3-dihydro-1H-indol-
5-yl}-propan-2-ol;

1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-[2-methyl-6- (4-triﬂnoi‘omethyl-phenyl)—
pyridin-3-ylmethyl]-1H-indol-5-yl}-propan-2-ol; and

{3- [Z—Methyi-S- (2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl}-indol-1-
ylmethyl]-phenyl}-piperidin-1-yl-methanone.

Compounds according to any one of claims 1 to 20 selected from the group
consisting of:
1,1,1,3,3,3-Hexafluoro-2- [ 2-methyl-1-(5-methyl-2-m-tolyl-oxazol-4-ylmethyl) -1 H-
indol-5-yl}-propan-2-ol;
2-{1-Benzyl-3-chloro-2-methyl-1H-indol-5-y1)-1,1,1,3,3,3-hexafluoro-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-{ 2-methyl-1-{ 5-methyl-2-(3-triflnoromethyl-phenyl)-
oxazol-4-ylmethyl}-1H-indol-5-yl}-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-{1-[2-(2-fluoro-phenyl)-5-methyl-oxazol-4-ylmethyl}-2-
methyl-1H-indol-5-yl}-propan-2-ol;
2-{1-{2-(3-Chloro-phenyl)-5-methyl-oxazol-4-ylmethyl}-2-methyl-1H-indol-5-yl}-
1,1,1,3,3,3-hexafluoro-propan-2-ol; '
1,1,1,3,3,3-Hexafluoro-2-(2-methyl- 1-phenethyl- 1 H-indol-5-y1)-propan-2-ol;
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1,1,1,3,3,3-Hexafluoro-2- [ 2-methyl-1-(5-methyl-2-m-tolyl-oxazol-4-ylmethyl)-2,3-
dihydro-1H-indol-5-yl]-propan-2-ol;
2-{1-[2-(4-Ethyl-phenyl)-5-methyl-oxazol-4-ylmethyl] -2-methyl-2,3-dihydro-1H-
indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol;
2-{1-[2-(3-Chloro-phenyl)-5-methyl-oxazol-4-ylmethyl]-2-methyl-2,3-dihydro-1H-
indol-5-y1}-1,1,1,3,3,3-hexafluoro-propan-2-ol;
1,1,1,3,3,3-Hexafluoro-2-(2-methyl-1-phenethyl-2,3-dihydro-1 H-indol-5-yl)-
propan-2-ol;

1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1- [5-methyl-2-(3-trifluoromethyl-phenyl)-
oxazol-4-ylmethyl}-2,3-dihydro- 1H-indol-5-yl}-propan-2-ol;

(4-{5-Methyl-4- [2-methyl-5-(2,2,2-trifluoro- 1-hydroxy-1-trifluoromethyl-ethyl)-
2,3-dihydro-indol-1-ylmethyl}-oxazol-2-yl}-phenoxy)-acetic acid;
N,N-Dimethyl-2-{4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
triflnoromethyl-ethyl)-2,3-dihydro-indol-1-ylmethyl}- oxazol-2-yl}-phenoxy)-
acetamide; ‘
3-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifuoromethyl-ethyl)-2,3-
dihydro-indol-1-ylmethyl]-oxazol-2-yl} -benzoic acid;
4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl)-2,3-
dihydro-indol-1-ylmethyl}-oxazol-2-yl}-benzoic acid;
4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-triftuoromethyl-ethyl)-
indol-1-yimethyl}-oxazol-2-yl}-phenol;
(4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)
indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid;
N,N-Dimethyl-2-(4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol- 1-ylmethyl] -oxazol-2-yl}-phenoxy)-acetamide;
3-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro- 1~hydroxy—I—triﬂﬁoromethyl—ethyl)-
indol-1-ylmethyl]-oxazol-2-yl}-phenol;
3-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyi)-
indol-1-ylmethyl]-oxazol-2-yl}-benzoic acid;
1,1,1,3,3,3-Hexafluoro-2-{1-{2-(3-hydroxymethyl-phenyi)-5-methyl-oxazol-4-
ylmethyl]-2-methyl-1H-indol-5-yl}-propan-2-ol;
4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-trifluoromethyl-ethyl) -
indol-1-ylmethyl]-oxazol-2-yl}-benzoic acid;
N,N-Dimethyl-3-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-ylmethyl]-oxazol-2-yl}-benzamide;
(3-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro- l—hydroxy-1-tﬁﬂuoromethyl-ethyl)-
indol-1-ylmethyl]-oxazol-2-yl}-phenoxy)-acetic acid;

i
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N,N-Dimethyl-4-{5-methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy-1-
trifluoromethyl-ethyl)-indol-1-yimethyl]-oxazol-2-yl} -benzamide; and
1,1,1,3,3,3-Hexafluoro-2-{1-[2- (4-hydroxyn£ethyi-phenyi)-5~rnethyl—oxazol~4n
yimethyl]-2-methyl-1H-indol-5-yl}-propan-2-ol.

Compounds according to any one of claims 1 to 19 selected from the group
consisting of:

Trans 1,1,1,3,3,3-Hexafluoro-2- [2-methyl-1-(5-methyl-2-styryl-oxazol-4-ylmethyl)-
2,3-dihydro-1H-indol-5-yl]-propan-2-ol,
2-[1-(2-Benzyl-5-methyl-oxazol-4-ylmethyl)-2-methyl-2,3-dihydro- 1H-indol-5-yl] -
1,1,1,3,3,3-hexafluoro-propan-2-ol, ' '
1,1,1,3,3,3-Hexafluoro-2-{2-methyl-1-(5-methyl-2-phenethyl-oxazol-4-ylmethyl)-
2,3-dihydro-1H-indol-5-yl]-propan-2-ol,
4-{5-Methyl-4-[2-methyl-5-(2,2,2-trifluoro-1-hydroxy- 1-trifluoromethyl-ethyl)-2,3-
dihydro-indol-1-ylmethyl]-oxazol-2-yl}-phenol, .
1,1,1,3,3,3-Hexafluoro-2-[2-methyl-1-( 5-methyl-2-phenethyl-oxazol-4-ylmethyl)-
1H-indol-5-yl]-propan-2-ol,

1,1,1,3,3,3-Hexafluoro-2-{1-[ 2-(3-hydroxymethyl-phenyl)-5-methyl-oxazol-4-
yimethyl]-2-methy!-2,3-dihydro-1H-indol-5-yl}-propan-2-ol,
1,1,1,3,3,3-Hexafluoro-2-{1-[2-(4-hydroxymethyl-phenyl)-5-methyl-oxazol-4-
yimethyl}-2-methyl-2,3-dihydro-1H-indol-5-yl}-propan-2-ol,
1,1,1,3,3,3-Hexafluoro-2-(1-{2-{4-(1-hydroxy-ethyl)-phenyl]-5-methyl-oxazol-4-
ylmethyl}-2-methyl-1H-indol-5-yl}-propan-2-ol,
1,1,1,3,3,3-Hexafluoro-2-(1-{2-[3-(1-hydroxy-ethyl)-phenyl}-5-methyl-oxazol-4-
ylmethyl}-2-methyl- 1H-indol-5-y})-propan-2-ol,

(2R) 1,1,1,3,3,3-Hexafluorc-2-{2-methyl-1-[5-methyl-2-(3-triflucromethyl-phenyl)-
oxazol—4—y1methy1]-2,3-dihydro-»1H~indol-5-yl}-propan-Z-oi,

(25) 1,1,1,3,3,3-Hexafluoro-2-{2-methyl- 1-[5-methyl-2-(3-trifluoromethyl-phenyl)-
oxazol-4-ylmethyl]-2,3-dihydro-1H-indol-5-yl}-propan-2-ol, and
1,1,1,3,3,3-Hexafluoro-2-[ 2-methyl-1-(5-methyl-2-pyridin-3-yl-oxazol-4-ylmethyl)-
2,3-dihydro-1H-indol-5-yl]-propan-2-ol,

and pharmaceutically acceptable salts and pharmaceutically cceptable esters thereof.

Compoundé according to any one of claims 1 to 19 selected from the group

consisting of:

1,1,1,3,3,3-Hexafluoro-2-(1-{2-[4-(1-hydroxy-ethyl)-phenyl] -5-methyl-oxazol-4-

ylmethyl}-2-methyl-1H-indol-5-yl)-propan-2-ol,
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1,1,1,3,3,3-Hexafluoro-2-(1-{2-[3-(1-hydroxy-ethyl)-phenyl]-5-methyl-oxazol-4-
ylmethyl}-2-methyl-1H-indol-5-y1)-propan-2-ol, and
1,1,1,3,3,3-Hexafluoro-2-[2-methyl-1-(5-methyl-2-pyridin-3-yl-oxazol-4-ylmethyl)-
2,3-dihydro-1H-indol-5-yl]-propan-2-ol,

5 and pharmaceuntically acceptable salts and pharmaceutically cceptable esters thereof.

24. A process for the preparation of compounds of formula (I) according to any one of

claims 1 to 23 comprising one of the following reactions

a) reaction ofa compound according to formula (11}

RN R e

F .G

10

in the presence of a compound according to formula (II1)

LG

|
(CHo)n

(CRERS),
|
(CH,)

] P
A ()

wherein R to R%, A, m, n and p are defined as in claim 1 and LG is a leaving group

and, wherein hydroxy groups are optionally protected;

15 b) oxidation of a compound according to formula (la)



25.

5
26.
27.

10

-114 -

wherein R!, R*, R, R®, A, m, n and p are defined as in claim 1, R® and R* are

hydrogen and, wherein hydroxy groups are optionally protected.

Compounds according to any one of claims 1 to 23 for use as therapeutically active

substances.

A pharmaceutical composition comprising a compound in accordance with any one

of claims 1 to 23 and a therapeutically inert carrier.

The use of a compound according to any one of claims 1 to 23 for the preparation of
medicaments for the prophylaxis and therapy of a disease selected from the group
consisting of increased lipid levels, increased cholesterol levels, low HDL-
cholesterol, high LDL-cholesterol, atherosclerotic diseases, diabetes, non;insulin
dependent diabetes mellitus, metabolic syndrome, dyslipidemia, sepsis, inflammatory
diseases, skin diseases, colitis, pancreatitis, cholestasts of the liver, fibrosis of the

liver, macular degeneration or Alzheimer’s disease.



