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| NDOCLYL DERI VATI VES SUBSTI TUTED W TH A THI AZOLE RI NG
AND THEI R USE AS PPAR MODULATORS The present invention

WO 3008005423 ned wi th novel indolyl derivatives oPCT/BB2004/006924

formula RO R2' R and enantioners and pharnaceuti cal ®
acceptable salts and esters t-Hereof, wherein Rl is
hydrogen or C -7 -alUcyl; R2 and R3 independently from
each other are hydrogen, Q -yalkyl or Q -7-al koxy; R4

iotd yRopErIdepeRd entelsy 1 Fem faeh aothekoss &y Mi@0efkrrCise as ppar

. -al kyl, C3-7-cycl oal kyppurhabegen, C . 7-al koxy a-7
-al kyl CZ 7-al kenyl , C2-7-al ki nyl, fluoro Ci _7-al kyL
cyano-Ci-?-aI kyl or cyano; R6, R7, R8 and R9

i ndependently from each other are hydrogen, Q‘-alkyl,
C3 7 cycl oal kyl, hal ogen, G .7-al koxy- G -7 -alkyl,

C2 TSRO Sy e LRSSl @i prmut
iss - 12 R -Y L R13 O (CRRLgN X wherein Xis N
andY is S; or Xis S and¥sis N FR10 i s hydrogen,
C-7-alkyl, C3 _7-cycloa -Ci_7-al kyl;

i s hydrogen, Qy-al kyI or /G oxy-G . 7-al kyl; R12
i s hydrogen, Qy-al kﬂ, &3. 7 pal kyl or {Iuoro C
i.7-alkyl; R13 is arylQor N aryks and n'is 1, 2 or
3. It has been found tipat/ conpgunds of formula | are
useful as lipid H%d‘t(bat andR°nsulin sensitizers. In
particul ar, conpounds gfmula | are PPAR

activators. Conmpounds nodul ati ng PPAR activity are
known inter alia fromlInternational

and enantiomers and pharmaceutically acceptable salts and esters thereof, wherein

Rlis hydrogen or C,.7-alkyl;
R?and R® independently from each other are hydrogen, C,.7-alkyl or C,.7-alkoxy;

R* and R’ independently from each other are hydrogen, C; 7-alkyl,
Cs.7-cycloalkyl, halogen, C;7-alkoxy- C,7-alkyl, C,7-alkenyl, C,.7-alkinyl,
fluoro-C;.7-alkyl, cyano-C;.7-alkyl or cyano;

RS, R7, R® and R’ independently from each other are hydrogen, C,.;-alkyl,
Cs.y-cycloalkyl, halogen, C;.7-alkoxy- C;.7-alkyl, Cy.7-alkenyl, C,.7-alkinyl,
fluoro-C;.7-alkyl, cyano-C;_-alkyl or cyano;

L

and one of RS, 7 and R®is

— (CR1OR),

wherein
XisNandYisS;or
XisSandYisN;

R¥is hydrogen, C,.7-alkyl, Cs_;-cycloalkyl or fluoro-C,;-alkyl;



Patent Application No. WD 03/074051, published on 12
Sept enber 2003. The conpound having the fornula is

wa p@siobsseal | ydescri bed therein. Peroxi some ProbPcT/e&Pa0e006924
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Activated Receptors (PPARs) are nenbers of the nucl ear
hor mone receptor superfanmily. The PPARs are
l'i gang; activated transcription factors that regul ate

gene Rexishadesigem Gucrlked ot Cob-alkary-Coballerbt abol i ¢

pat hways. Three subtypes have been descri bed which are

PPARR'3PRARG g é:81(3 9-a8 0, &a@cleﬁmﬁb)r fudRel PPARg1; PPARd

i's ubiquitously expresse PPARa i s predom nantly

expressed | ki dney and heart. There are at
| eas %ry,lngfﬁeefog s of PPARy. PPARgl is expressed

in most tissues, and the longer isoform PPARg2 is
aInDsUSéxk¢m%ivelyexpressed i n adi pose tissue. The
PPARs nodul ate a variety of physiol ogical responses

i ncl ll%d@%e&?ﬂﬂllnﬁtthé}rboﬂ{ oﬁhH?@%rm@l@q aké L@eﬁﬂ Qm?ﬁﬁ tAShfators and
and netabolism energ balance ere at1on,

ILATILR SRS ahaareavla¥>69@§ewc§ro éQFé‘ilﬂ % a LRI (R 2
hal f of all patients with coronary artery dlsease have

| ow c(mm;mﬁntdamdm&tmfg PP AFSTeevithredhovash et alia frdidnternational

e el R Rﬂ%&@a&%i%ﬁ%ﬂh ShApoFhgCompound

demegitiee fonguknvi ronnental factors that influence HDL
| evel s. The protective function of HDL comes fromits
role in a process termed rever® chol estero
transport. HDL nedi at es the reno al of olestero

fromcells in periphepa ts cI f hose |n
the atherosclerotic.l¥s of the arte |aI3waI
then delivers its c OPESt-roI to the liver and

sterol -nmetabol i ziHg organs for conversion to bile and
elimnation. Data fromtheFram ngham study showed t hat

ﬂ% ictive of coronary artery disease
9ﬁ;§§§%%agﬁgp3ﬁg LDL-C | evel s. The estimated

age- adj usted preval ence_anong Aneri cans age 20 and
ol derPeigsomsrolfsrater éftnfaé@sl%qce@ﬁrss@l’ htre raemlggyg of the nuclear

%ﬁgﬁé re@epto5sdp§élnﬁﬁﬁ1vyﬁtleesp%AF& a&te B@irﬁiﬂidt?bted ?ﬁh@@ﬁﬁldﬁffactors that
IS curren cnl eve re n W acCl

e b P hed Cor o B s T e B b types have
deche detfibel which aid PR AR tmmqehb kaownt:e BPARP),ahid PRARY. PPARS is

E@S@%g}/‘a RMPPR Y % ér&fon%ﬁgn@%)%?ésgedo A il ﬂx&%%ﬁ&y and heart.

{1c patl en over wel
sieare afldass v ghyjgrrisormes fiPPeRvt PpeR Pl idieyessed in most tissues, and

RARL 1oRRLS MR, INIO2TRbImost exclusively expressed in adipose tissie. The PPARS
modulate a variety of physiological responses including regulation of glucose- and lipid-
homeostasis and metabolism, energy balance, cell differentiation, inflammation and

cardiovascular events.

‘Approximately half of all patients with coronary artery disease have low
concentrations of plasma HDL cholesterol. The atheroprotective function of HDL was
first highlighted almost 25 years ago and stimulated exploration of the genetic and
environmental factors that influence HDL levels. The protective function of HDL comes
from its role in a process termed reverse cholesterol transport. HDL mediates the
removal of cholesterol from cells in peripheral tissues including those in the
atherosclerotic lesions of the arterial wall. HDL then delivers its cholesterol to the liver

and sterol-metabolizing organs for conversion to bile and elimination. Data from the
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concentrations of |ipoproteins. The preval ence of
total cholesterol > 240 ng/dl is 37% in diabetic nen

wan@s4d923 n wonmen. The respective rates for LDRETEP2006006924

ng/ dl are 31% and 44% respectively, and for HDL-C <

35 ng/dl 28% and 11% respectivéky D abetes is a

di sease in which a patient's ability to control
&F@@@%am@mwhpwecbﬂ@bhlmscd@@b@ag predissizaobw@repary artery disease

F?ﬁk‘h:x@e! eh&@ﬁl‘yrolﬂlﬁl)l Gfbvflﬁm%mﬁ%dtagi@—a@j%ﬂelg r&hlence among

i nsul.in e et es al so ca

ASRET i8¢ Pger?%oﬂél&é#fgeém odae éilf;ls Catlest a8 3 m@%ﬁv 1§¥(males) and
3t 7% [ fetxial3N)- A9@1b%1ﬁ)ﬂcialad1drea(ib abEIDIGCﬁﬁ&drﬁeﬁhUS}* athiiect@Ms] teqaedent with

%(i)é'lc?rtl #uxga%togs gorglalu dtioht ﬁ-& a?fl\,%{ %ﬁ%ﬂ%&ép 1a sideOffge 2 él?fll{ H1a r%}SleArapeuuc

Potratial <bﬁih1S|ameadn actl on, mainly nuscle, liver and
adi pose tissue, exhibit a profound resistance to

| NS Ul AT Sty JA9b& 419R. léir ReibAdY: ﬁQ&H't%befdﬁlS’etﬁ BEMS ‘?ﬁ the US are
by procu0|n unphysi.ol ogi cally high'levels g@u I.n

WREFRightor RResel apdadugiepaperiion oldyee 2 dishgs wleaﬁs gbriormal
@Uﬁcdn@raﬁ&ﬁ@bﬁi}io@fbtaﬁﬂ ﬁ}@ﬂrékra@en@é oPREL tRelkdt&rol > 240 mg/dl is 37% in

it PR Ao BB I prsiPulie TG SR B i e/l are 31%

mltitzllcl% eespecﬂwellw ahidtfoeRDIRCEIush mg/dl A8 dnd 11186 irsdpacttvely. Diabetes is
: | i
qydgi éf amm 2 &H%S %er O@Qpéggtgl Sgthﬁ‘@sé I%Lrel?%scflé}(?&{s'd%&easted

b@ﬁavdgl of th@iem‘palrqut i raspemes togidn eetidnl of tywlip) Ve 1 diabetes (T2D)

1@%&’35 @eﬂle@Hgn-ln‘l’éﬁ‘hﬁ|d'é?é}§ﬁn€'&ﬁt)etesel¥1@1'hﬁiss(§ﬂﬁW)"ﬁicﬂiﬁhcts 80-90 % of
HOV\Bver nce can e_rl'm erate

&ﬁ&@é@@c Batbf’@ﬂse@sdé ¥elop 345. 19¢ T4Lh dhe, B chradic ﬁ%?ta Béﬂ}n@erhans
(&Oﬁtlﬁm@m@reﬁu&&ﬁmﬂﬁﬁSHB%ﬁé&St&E Yargéttdrgghsdor insulin action, malnly

%ﬁscgrygo r6}1 {jﬁpgse %g@%%&s}gﬁg (Pgﬁﬁog}l %%fgsianceegogms&m Stiinulation. The
dolly oonytinires frscaompemsite by prodifcarg unphysiplogicelli lsighevels oAinsulin,
RIS glltlﬁgaé'af ﬁ'ec‘féa@e;’ssin?iteldsrt%‘cbf ﬁ?s%asre,e&iﬁqg le%ﬂm?ﬁﬁ@n and failure of
i ntroduce at resensi own

iPABEreRtic lpmﬂguptqqlug@gchzt@ﬂébus 112@31,5 eﬁyrda@@ﬁ@ﬂqrn@etﬁb@kfd

g T EOBR agﬂ)(éla:téd x@ilt]i/ﬁﬁﬂthﬂg CJ)I%UQJI&IUEQIH@QH[H%’I 1n51ﬂii‘1dfeél§taﬂéiany
opvl at 1 ng e [requli
gg%ﬁ%’g’ PRETIFRYOD, @P@@tﬁﬁfeaﬁ%&{ﬂnﬁ qa&é(l{lﬁ%lmaw atherosclerosis.

rosi glitazone (Avandi a(tn))belong to the
t hi aZddst ihatecitmaet fHd dB)iptleaisand diFRARpcagally dtvelvanalow-fat and
I d f r. N
el%cregrgea ({het{i g%err]%lgle ant?iewell.% gtslgs%i%lg%e\pe? CF%PXH%]QX? an?) (%)c?ewe, and as
ﬂln@dmscsascj progfdseasiteeatinpe Qfdhﬁgarroalns endalrolis év@mglqlem\b@wmes necessary
LM £k thi:uc( ﬁ?od_%%@i‘ﬂ ‘ﬁ’lf;é s Mcﬁgals kt‘iﬁﬁ@gﬂ@ ﬁbrﬂé@i’m qjyﬁ%ldemla and

|ncre%s in alen s. Therefore nor e
VPP EETHE éf%ﬁ) swcm Lgﬁ@actréaetécam fprawlmdwéﬁa%qed% promising

elefretdss op&:@osmméuehﬂ B@@ﬂﬁ&odﬁ&@l&ﬁét 18écucities fRkevls €8 their own

?ﬁlslu%;nrz?nesuﬁn ?etnsi% %ersj %‘mr&y restoring blood glucose and triglyceride levels to

normal, and in many cases, obviating or reducing the requirement for exogenous insulin.
Pioglitazone (Actos™) and rosiglitazone (Avandia™") belong to the thiazolidinedione
(TZD) class of PPARy-agonists and were the first in their class to be approved for
NIDDM in several countries. These compounds, however, suffer from side effects,
including rare but severe liver toxicity (as seen with troglitazone). They also increase
body weight in patients. Therefore, new, more efficacious drugs with greater safety and
lower side effects are urgently needed. Recent studies provide evidence that agonism of
PPARS would result in compounds with enhanced therapeutic potential, i. e. such



PPARd woul d result in conpounds with enhanced
t herapeutic potential, i. e. suchconpounds shoul d

wo psova2t he |ipid profile, with a superior efPEEPING/006924
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HDL- C rai sing conpared to current treatnments and with

addi tional positive effectson nérnalization of
insulin-levels (Aiver et al; Proc Nat Acad
sempoaRdoshouwdBimmeusthe lipid Redimwitbssepesen ebfset ot BBL-C raising

LeaFRsdd HhhatrehPGEfrefts@nk Wﬁpﬁ@ﬁﬁﬂﬁl fgsﬁﬁ% e@f’é‘&b @B %grmahzatlon of
ef f ?ct on jnsulinsensitization

WBTHIRA YRS (COlFer £ ,Péaa%f@h@chrﬁcgpyﬁéép%fe"é %@éelrlﬁeRqeﬁqlq 0

etbsa@katichsBlselsu 2006k igo fndellﬁﬁﬁﬁt RPARE melliMi&d effect on insulin-
sel ective. PPA g% | st Rd agoni s

Senst ttlzagﬂg I1n $ WFLF %n%ro TGS TR frzﬁlycerldes (Guerre-Millo et
tahsd M&Eﬁem 20610 2T 968t isd2). Thes silaevePPARS sgaighomBPARS
gSnﬂé\@' #ﬁ'ﬁ(ﬂxaf BERARY! aE‘H\nﬁp §f1§r th-g%ge@t%/ é’}hcacy without
0 e Vert on

t
oun resent ceed
c,tbm}éwﬁgctkmms ﬂne waightgein, se¢rhw§hﬁ’é°ﬁ\l’ﬂ§g@miéty bind to

and selectively activate PPARd or coactivate PPARd and
PPAR&“}felﬂmblt@ REREHY oARE pHREM iB¥dhitioh @REdeN ,theadwh;wu&aas known in

qﬁfggrél lgg %EE 3}”}%& %g cﬁsg egfhfelrly gcsxgitaf:egji her e?ﬁ%lvafe PPARS and

dRARgl ynmﬂmnecﬁfsfyemtiszeqf efRPARYY, amrﬂWRHAE%a:haﬁtplrmaﬁl pharmacokinetic

PP
‘%r&ﬁ rﬂ@s g@é%%r{e Ocﬂesle céﬁ%oa %%\?-gﬁé‘gney nng?ﬂéﬁ/ Hgﬂnﬁsahﬁ él%-
@@ﬁmcaffeam)f ﬁPéBgané IPBABQfeacamlqwmh np eHfecs oné’@@&@d '

(Gdrﬁéc?ﬂ ?r%@Di'chbl%?c&x‘o‘?ﬁhncrlei&e@daﬁgﬁrbé%mes We&@%@%\ﬁéa lipid

ower er ol ecr ease
mre%%hwi Blagme é&ﬁ?%@agenﬁu Pla‘é‘frﬁ’?étl?ﬁdyﬂ—éﬂsﬁblf* é%}t@ﬁ%%ﬂ)sln addition,

Fueh bahpouiels maycdsodowRoLDL shélesteral, docrbfe bildpredsare and
treatl seas

it t d
sPRRer TR ot €55 T B S pleh @ ds may also be
mstful foir érehiceinglanimatorytsiisvests syl dsphelemitaidearthritiseost@Brthritis, and
jiséﬁ:?s‘?se Siitd g@&?cgts g?g(;rﬁﬁﬂcﬁg&j d?s)l’lp eﬁﬁ% and Ble8SD éﬁ?ease safndrome

goni sts an a coagoni s are expect
taae #tressechbe RRAREedlertisragprigtsiand é’é’ﬁ&étaméloc ewvapstedhemare
tetBe GQIMTRAINE 8n RhKAREY tHERPMRE %bt%ﬂﬁ’/dl%[)ﬁu a%ﬁ%oﬂ%w&%ds already
f the present I nvention furt er exhibit inproved
WH&E(S]P%%}” -cal properties conpared to known
compounds. Unl ess otherw se indicated the foll ow ng
def i Miliciconpoands sfhe bﬁerséxh ifientibh dsithateghibitdmpedvede t he
an| n I ter ed to
élf:rfl? 41 ?cwjal %%OrOP% |C8}r]5l ree\Flig? k&%'% C&{lgré ulLiIéfsat kyl ", al one

or in corrbl nation vvlth other groups, refers to a
br andhdess othsswisaingheateshihi follpsnoy d¢fentionseare pe festh to illustrate and

AehRD Al Fedt Y AEALBPN ALY £/ usArn@NBed & 8WBMYthe invention herein.

The term “alkyl”, alone or in combination with other groups, refers to a branched
or straight-chain monovalent saturated aliphatic hydrocarbon radical of one to twenty
carbon atoms, preferably one to sixteen carbon atoms, more preferably one to ten carbon

atoms.

The term “lower alkyl” or “C;.7-alkyl”, alone or in combination with other groups,
refers to a branched or straight-chain monovalent alkyl radical of one to seven carbon
atoms, preferably one to four carbon atoms. This term is further exemplified by such
radicals as methyl, ethyl, n-propyl, isopropyl, n-butyl, s-butyl, t-butyl and the groups
specifically exemplified herein.
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carbon atons, preferably one to sixteen carbon atonmns,
nore preferably one to ten carbon atons. The term

wO b@dmos4ad kyl " or "Q -y-al kyl", alone or in coPQi/RP1000006924

with other groups, refers to a branched or

strai ght-chai n nonoval ent al kyl5-radi cal of one to
seven carbon atons, preferably one to four carbon
at onEhe tFpins halogen’} referyiotfhverinexcbiigrine bruning asd idine.

radi cals as nethyl, ethyl, n-propyl, isopropyl,

n buwé ter@r “Bubyd-lover *aﬂkwlor afforobe,;. gamylp Sefees td owat hl¥yl groups
lified herenT term a refers

?V A HEoneh P mulfply xg]?']aﬂ}l e, Examp sp ugro-lower alkyl

gifoupe11@-elgOWEF;, aCKYCT;, @H(@mnahd 1z grodpadpkeyificallpfegermpliftied herein.
to | ower al kyl groups which are nono- or nulti pIy

b de
;uk;*;fhé Hz'i‘r% amogcg Jﬁelfelfg{o gro@ﬁ%%«zh%ﬁ Cﬁgﬁg ‘Tﬂgrt%rhn ‘lower-
glkoxpors §®maﬂ406‘ﬂi teﬁeretoethpgrd@elﬁ -@reMaerein Rivis 1owerralkyl. Examples of
lcﬁ\lek—%mb 5§rete9 trﬁ@h&fyoé’cﬁogf pQﬁpoxW’i%ﬁbﬁoﬁ bhi®xy, isobutoxy

K
f‘léfi<{‘??@' @Wolffﬁ Rﬂe @rg twl\ﬁ;@weg?ﬁkquy g,'r%ugsamhaghkﬁempﬁ{eglilerem

Exanpl es of | ower-al koxy groups are e.g. mnethoxy,
et hoXle tepmdienat,allien g od fOXy alkbustxjoneios db ubakipadmg signifies a
gcﬁaég t? @ég} (Fr;/beraﬁcrhﬁgqﬁy?rocarbﬁgrrlgs?érffe cPﬁnlepl%? Xﬁ’gﬂ (ﬁgfﬁ)nslc bond and up to
&l eefeydbly ap td' €Paticuldcrpyeferred opeo éranban etamhi. Haahples of alkenyl

br -
?f&?h Elleeeezl'(l)éfi’l Byl ﬁogmgﬁ C%?rle?fng}fl Clp(éﬂﬂg% 1@&’(@9}9&1 Qﬁf}nyl 3-butenyl

pr&isabusnyl ﬂ?fﬁt ferred exmnls s ArRIPPSYhr eferred up to 4
carbon atons. Exanpl es of al kenyl groups are ethenyl,

1- pr Upe Ry, “I@v&r088y br “Gﬁ;oﬂk@mé’na{lbne dr 1liiLHoﬁﬂ)y1|1at10n, signifies a

B o BHLE A SO SN o A L B g and 07,
bfZerdblalukito ) Bartiaklerepeferied upcotdi cradmrmtomsJ quanfpﬂ@sof alkinyl

t . b id
Bl Pl ?-rp‘*‘%w%@%ﬁ%?*’%@*ﬂ?f o 7, preferably up to
6, part|cularly referred up to 4 carbon atons. .
Exanpheteref “caglraliiyll ogreupercloalkybtdenates a satupateshsasyecyclis group

aorpcaﬁamgr%m 310e daftsdn ateds, sadh Kydycloprodéydolswsl, eldpehtyl,
‘E‘g} as ﬂ}lilrat ed car bocycl ic group containing from

SF A such as cycl opropyl, cyclobutyl,
cyclopentyl, cyclohexyl or cycl oheptyl. The term

“ar yThe teeheitaegd” tabatedie thtpluyl ornayhgin ydupgpredpably the phenyl

o%%%ﬁ%%aﬁﬁ P?tn?ﬁa?lgyob Sn?cf %ﬂ ?’é aﬂm{pélp tsﬁ@ﬁ tﬁﬁﬁyﬁ)ﬂﬁ&ﬂrl}bﬁonm or di-

slibstibyged b‘jﬂh@dgﬁyl, ydroxy, CN, CF3, NO,, NH,, N(H, lower-alkyl), N(lower-
alkyl),, carboixy, aminocarbonyl, lower-alkyl, lower-alkoxy, aryl and/or aryloxy. Preferred
substituents are halogen, CFs, lower-alkyl and/or lower-alkoxy. Preferred are the

specifically exemplified aryl groups.

The term “heteroaryl” refers to an aromatic 5- or 6-membered ring which can
comprise 1, 2 or 3 atoms selected from nitrogen, oxygen and/or sulphur such as furyl,
pyridyl, 1,2-, 1,3~ and 1,4-diazinyl, thienyl, isoxazolyl, oxazolyl, imidazolyl, or pyrrolyl.
The term "heteroaryl" further refers to bicyclic aromatic groups comprising two 5- or 6-
membered rings, in which one or both rings can contain 1, 2 or 3 atoms selected from
nitrogen, oxygen or sulphur such as e.g. indole or quinoline, or partially hydrogenated
bicyclic aromatic groups such as e.g. indolinyl. A heteroaryl group may have a

substitution pattern as described earlier in connection with the term "aryl". Preferred



hal ogen, hydroxy, CN, CF3, NO2, NH2 N(H, |ower-alkyl),
N(I ower al kyl) 2, carboxy, am nocarbonyl, | ower-alkyl,

wo owsneakkoxy, aryl and/ or aryl oxy. Preferred PCT/EP2004/006924
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substituents are hal ogen, CF3, |ower-al kyl and/ or

| ower - al koxy. Preferred are thesspeci fically

exenplified aryl groups. The term "heteroaryl" refers

heteamurdpoomgisiace &g. thiengl-andrfet wlichicag ophpreily dgubstituted as

SEATBELE Socl, el FLETICERY %%qﬁwéf ?%P%“y*g?“’? gL

1,3- and 1, 4-di azi nyI L hi en i soxazol

i mi ddReksFm “TePtepyRg FOYP. Tef?¥é¥ct FOHPS HEP &f §'r f(aﬁ(ﬁdcﬁg?"nyl

%ﬁﬁ@}fy“éalb@nﬁl éil‘ﬂ; bk ﬁnﬁfeoaeaivh@veg,rmp}sa@m toSﬂeﬁ@otamY Block the
one..or bot ngq§ can

?ﬂ‘?f%%oéﬁnrfmd’la{ & OgP% r¥¥ leérfoé"@} R FHBRET PP Srgee oxygen
(bm;swypztrb ondyisnzEexgathoniyh tﬂubEnmhmeqlwlwmcanb@pY]mT
;%35%_ ? dlghyq%rﬂg?tp Q:I'&lelﬂ 1? G YS th ﬁﬁ@c‘ﬁ%ﬁ'o‘f a uﬁé‘ R lower-

eroary roup may
slitybi ttumeamspiahyetm ron-treshp -t w@wh ¢on be used for the

3)96‘@&?&&&%%90&9 gldipsterm "aryl . Pref erredhet eroaryl
roups are e thirenyl and furyl whi ch can optionally

be sybstityted as des ove, , pref er abl I t.h s
Al oQDRICSL35¢ PSRRI Pa g BT Sieb R By A tht difer in
ith¢ H&tuﬁlfcli(tttb@tdqﬁgn@r(ﬁ lbpndxrngfoé tigeirtatorgs oujpsths aoangesnent gf their

ac al koxycar b ar X ]

i e KERGROE e A REXGRIRRK! oCok HlomTh spres g tomed
t“hteraosamersv; $tyreofsomerthibara homauprs mages q>f das@enather are termed

p‘rd%tsf%Fgolls%gleg%’oﬂﬁfstére&sgmgrs tfrcpc%é’ h VG bele mirror images are

benzyl oxycar ['uor enyl onycar

deTphsh) ynmttmré ner Wé%mésa‘?i)t’&él 1&@%8% Far Bﬂ’é amg%‘&‘ﬁd&ﬁ four

Qfon@Bn A6l SHIRERTent ik térevdaradtickiyAl-center”.
b-trinmethylsilylethyl- and b- trichloroethyl esters,

whi ¢ can be used f he
gr ou EE;’ L rherma lgaliy gvlﬁ?ba tﬁ a?mﬁ%agésasla % o%’ the c?mpounds of
rfotraalal( Hmf}ophmhaeemmllyt mept@blé bases sughtak elknhsadtsee grNa- and K-

sal(%s %ﬁgﬁ'&nc[ca?th%glttﬁ Q %dCQ M% neis .l Qﬂ‘m&ﬁuﬁlrbrtsﬁﬁsututed

n space. soners
dinfheniuimsatheugh amg;éﬁmshyéarmmﬁewn saltorEhq g pahaégélﬁ@ltlcaﬂ‘y

a%Eéﬁ leéltﬂa@éal%&%ftésud@aﬁ{ eoi soners that are not
or 1mages of one another are terned

"di aster eoi so r hat
non- ilfh?éf‘) Fﬂtﬂ%} ?)‘Pfefoﬁtﬂ’lgé H—&%@i?e 5P gatfé, S &y’drated The solvation
" &8 tffest®l i9"the edurs©afhe Mufapturnglpromcsan tﬂkeqda@@;g asa

acté)?lﬁe@gtglgcdee gﬁlﬁrgﬁ&%@c rgroilﬁlq%g_éf Q}alllllt%ﬂ? 3#5}’&118{1@ c%nlqzoﬂnld of formula

rmaceut |
ddreptmbios). Shicte'n phinzacedicli tsepble ﬁ@is@&%édﬁél@ﬁ of

pharmaceutically acceptable solvates.

The term “pharmaceutically acceptable esters” embraces derivatives of the
compounds of formula (I), in which a carboxy group has been converted to an ester.
Lower-alkyl, hydroxy-lower-alkyl, lower-alkoxy-lower-alkyl, amino-lower-alkyl, mono-
or di-lower-alkyl-amino-lower-alkyl, morpholino-lower-alkyl, pyrrolidino-lower-alkyl,
piperidino-lower-alkyl, piperazino-lower-alkyl, lower-alkyl-piperazino-lower-alkyl and
aralkyl esters are examples of suitable esters. The methyl, ethyl, propyl, butyl and benzyl
esters are preferred esters. The methyl and ethyl esters are especially preferred. The term
“pharmaceutically acceptable esters” furthermore embraces compounds of formula (I) in

which hydroxy groups have been converted to the corresponding esters with inorganic or



formula (1) with pharmaceutically acceptabl e bases
such as alkali salts, e.g. Na- and Ksalts, alkaline

weaoshomatts, e.g. Ca- and My-salts, and anmonNPCIYEPR2004/006924
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20

substituted anmoni um salts, such as e.g.
trinethylannoniun1salts. The t€fm "pharnmaceutically
acceptable salts" also relates to such salts. The
otgaptuavitls soth fsoninit acid.Isylpbanicatidophspberivani® ditrie agd, formic acid,
AL EY, o Thea ROl NALO Reif AR R £ Qﬁétﬁ&esﬂpwﬁc GeM! 5.

e nmanufacturin rocess or can ace e. as
aolemél@b@méaéfanﬁﬁ% VhiH a5¢ BYRFANEE hé’fngaiﬁgamsms
initially anhydrous conpound of formula (1)
(hydration). The term pharmaceutically acceptable

sal t $n dbtad), the @teselr&s’m\tdﬁﬁbﬁaaeuet tocainhporads epoatnlui (T)

sol vates. The term "pharmaceutically acceptable
esters” enbraces derivatives ofgpthe conpounds of
formula (1), in which aF%.rboxy groug has been

converted to an ester. Lower-abwyl
hydr oxy- | ower - al kyl ,
am no- | ower - al kyl ,

Kk

di -1 ower - al kyl - am no-

mor phol i no- | ower - alkyl|

pi peri di no-1 ower - al k grazrno-| ower -al kyl ,

| ower - al kyl - plpera2|n6€ﬁomg¢-alkyl and aral kyl esters

are exanples of suitable esters. The nethyl, ethyl,

gﬂggﬁg butyl and benzyl esters are preferred esters.
thyl and ethyl esters are especially preferred.

The tern1 pharmaceutically acceptable esters”

f ur t Ré istyrdeogminr dhesllgbnpounds of formula (1) in which

hydroxy groups have been converted to the

corr gSROAGS Hﬁlegé{d%hg bh ok %E&?Qi&gﬂ?%osp{]ﬁa&ﬁ'cﬁ% _-alkoxy;

such as, nitric aci phuric aci oric acid

citrig a . rnjc.a c aci acetic id,

succiiy .aeg&iru{e ensiepdy ﬁenh%ic oﬁﬁéﬁﬁgwgmeﬁh ri-tlkdei d,

pt ol uene@gl wyaealkylale;dlageandl ; Bl okyi-KE) - alil Oy, 24l RertyQIT, 7-alkinyl,
toxic toglivi ﬂ&g agqetall the present
|nvent|oﬁ'P5?§$é§ %%ﬁﬁ%ﬁh NHFYB%ula (1) F R
mhereln Rl I's hydrogen or G .7-alkyl; R2 and R3

i ndep8 Ialyd R%/mdﬁp@dhnfd);t frem eacke othed mdla‘drom, Cy.7-alkyl,

el O B AR

hal ogen, Hore-kosyplkylereyapo: 1<91k2f Oezyazwm kenyl ,
C2-7-al kinyl, fiuoro-C i _7-alkyl, cyano-C |_7 al kyl or

cyan@nd one of R6, R” and R%is

rrol|n¢no | ower - al kyl ,

~0— (CR"R"),

wherein

XisNandYisS;or

XisSand Yis N;

RYs hydrogen, C1_7-é1kyl, Cs.7-cycloalkyl or fluoro-Cy.-alkyl;

R is hydrogen, C,7-alkyl or C;.7-alkoxy-C_s-alkyl;



R6, R7, R8 and RO independently fromeach other are
hydrogen, G _7-al kyl, C3_7-cycl oal kyl, hal ogen,

waxgsabseexy- Ci_7-al kyl, C2-7-al kenyl, C2-7-al RCTVEP2004/006924
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fluoro-Q‘-al kyl, cyano-C i _7-al kyl or cyano; and one
of RRand R8 is ,12 \ 13 R O-(&R 10R11)n X wherein X
is Nand Y.is S or is Sand Yis N R10 is
hyd r dgein hydxogmeﬂllwwlk}d;@ﬁ- Gylonksal deyfluose-Gulriles- C i

7-al kyl; R11 is hydrogen, G _7-al kyl or G -7-al koxy-C
i-7 ;a#g%kﬂ%;gabgm_ drogen, -y-alkyl, C3_7-cycl oal kyl
or fluoro-Ci-7 -alkyl; RL3 is aryl or heteroaryl; n
i's o) d all enantiomers and pharmaceutically
accedi%ﬁi%ogéﬁp and/ or esters thereof. Mre
specifically, the present invention relates to
efrepentictsem fand pbaforcautialinhacptiahle Rlts andhgrdisgethewsof. Q
-7-al kyl; R2 and R3 independently from each other are
hydr oggn. 'SP g1ﬁ2a‘ll | tlﬁ);( Ere@ént@we?m@h KkQXeks toRnFWhrd® of the formula
|ndepende tly ft ot her are hydrogen,
C-7-alkyl, C3.7- cycloal yl ha
G -7-a|ky|, C2-7- al kenylR c2-7-9
fluoro-Q‘-al kyl, cyano-C i
R8 and R9 |ndependenthy f pom
G .7-al kyl, C3_7- cyd?oa yl,

G-7- al kyl , C2-7-al ke
i -7-al kyl, cyano- g1y a
FR'7 a. nd RB is 19°RY

2

rR? R’

egen, G .7-al koxy-

gen, C _74al koxy-
w$  fluoro-C
and one of W5,

wherein
R' is hydrogen or C,7-alkyl;
R? and R®independently from each other are hydrogen, C,.7-alkyl or C;.7-alkoxy;

R* and R’ independently from each other are hydrogen, C;.7-alkyl,
Cs.7-cycloalkyl, halogen, C,.7-alkoxy- Cq.7-alkyl, C,.7-alkenyl, C,.7-alkinyl,
fluoro-C,y-alkyl, cyano-C;.;-alkyl or cyano;

RS, R, R®and R’ independently from each other are hydrogen, C;.7-alkyl,
Cs.7-cycloalkyl, halogen, C,;-alkoxy- Cy.7-alkyl, C,.7-alkenyl, C;.7-alkinyl,
fluoro-C,.7-alkyl, cyano-C;_7-alkyl or cyano;

and one of R®, R” and R® is
12

Ty

R
~~0— (CRR1),

wherein
XisNandYis S; or
XisSand Yis N;

Rjs hydrogen, C;.7-alkyl, Cs.7-cycloalkyl or fluoro-C;.7-alkyl;



- 13 O (CR1I0R11)n X wherein Xis Nand Yis S; or X

is Sand Yis N, R10 is hydrogen, G _7-al kyl,

w@3008/0a34es oal kyl or fluoro-C .7-al kyl; Rl1 i s hpdr/apmn4/006924
Qy-alkyl or G -7-alkoxy-Ci_7-alky].; R12 is
hydrogen, G _7-al kyl, C3.7-cyci%®al kyl or
fluoror Q- al kyl; R13 is aryl or heteroaryl; nis 1, 2
or 3R'dA ABYFoa, Canzeliel oner-salinwy- Ghashebeut i cal ~
acceptabl e salts and/or esters thereof, provided that
compeimgrydbgdo oyl ,@L& uwh alkyne of R 7
or RBis }12 %2 O%‘ga%y% %7 &%?Sgglg%glr gbl sx?-ltﬁzgpr esent
mvegﬁa .on tes tgcorrpounds of the formula (1) , 6

F\*S?-’TV 8PS n RL is hydrogen or Gi-7-alkyl;

R2 and R3 |ndependently from each other are hydrogen,
G . pialkddr pendi -7 -al koxy; R4 and R5 independently
from each other are hydrogen, Qy-al kyl 15

5 % eZarﬁ)b?ﬁé?§£M %:Zarﬂﬁlcgﬂﬁ:@ﬂ))r Sdeeptdb18bHRRNKA/ SPlestérs tREKYE, -

kenyl

provided that compounds of formula I are excluded, wherein

one of R” or R¥is
12

N R I:\>—R13

O— CH,

Preferably, the present invention relates to compounds of the formula (I)

10

wherein
R is hydrogen or C,_7-alkyl;
R%and R? independently from each other are hydrogen, C,7-alkyl or C,_y-alkoxy;

R* and R’ independently from each other are hydrogen, C;_-alkyl,
15 Cs.7-cycloalkyl, halogen, C,-alkoxy- C,_s-alkyl, C,y-alkenyl, C,.7-alkinyl,
fluoro-C,s-alkyl, cyano-C,7-alkyl or cyano;

R% R/, R® and R’ independently from each other are hydrogen, C,.7-alkyl,
Cs.7-cycloalkyl, halogen, C;.7-alkoxy- C;7-alkyl, C,.7-alkenyl, C;7-alkinyl,
fluoro-Cy.7-alkyl, cyano-Ci.7-alkyl or cyano;



fluoro-Q -7-al kyl, cyano-C i .7-alkyl or cyano; R6,
R7, R8 and RO independently from each other are

wogasogars G . 7-al kyl, Cs.y-cycl oal kyl , hal ogrOT/EE2004/006924
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. 7-al koxy- G -7 -alkyl, C2-7-al kenyl, C2-7-alKki nyI ,
fluoro-Ci .7-alkyl, cyano-C i-18-al kyl or cyano, "and
one of R, R7 and R8.is 12 R Y 13 >>- RO (CROR )N
V\her@ndoxep’éR%JRaﬁJ@IdRSlSs S; or Xis S andY isN, RIO is
hydr ogen, Cl1.7-alk.yl,C3 7-cyrl%al kyl or fluoro-C i
.7-alkyl; R11 is hydrogen Qy a % 18 -y-al koxy-Q
-y-al kyl; R12 s hydr (g >— 7-cycl oal kyl
or fluoro-Ci-7-alky “R@Rf@“&ryl >E)r heteroaryl; n'is
1, 2 or 3; and all enantr oners and pharmaceutl cal A
acceptabl e salts and/or esters thereof, provided that
{5-] Mhﬁé‘tl%yl -2- (4-trifluoronethyl - phenyl )

-thi azol - 5-yl met hoxy] -i ndol - 1- yl}-acetic acid is
excl DQORAN afd €ise3: bed conpounds of fornmula | of the
present inventi on are conpounds of fornmula 12 RHO --

%?1 R I-Awherein R 1, r ,2r.3 Rt 44, R
55 ]ﬁ § , Rli 2, t>113i and n are as defined
her ei N, before R6, R7 and R9 |ndependen tly from each
ot heR'4is ydrpger Gan-alll, Csz-ccleglkyl il rolky|

hal ogen, C -7-al koxy- Qy-al kyl, C2- 7 al kenyl ,
C2- 71@“{glhwiogeﬁI@{gta@ky1@fc77a1u@xyclgsaﬂrw G -7-al kyl or

cyano; and
R%is hydrogen, C;.7-alkyl, Cs.7-cycloalkyl or fluoro-C;_;-alkyl;
R is aryl or heteroaryl;

nis1,2or 3;and

all enantiomers and pharmaceutically acceptable salts and/or esters thereof,

provided that {5-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-indol-1-

yl}-acetic acid is excluded.

Preferred compounds of formula I of the present invention are compounds of

formula

S

M
T
n

wherein

RLREL R RY RS, R RY, R*2, R and n are as defined herein before;
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all enantionmers and pharmaceutically acceptable salts
and/ or esters thereof. Mire preferred are those

waoeopoosids of fornmula [-A in accordance with tPET/EP2004/006924

present invention, wherein R6, tR7 and R are hydrogen.
Al'so preferred are conpounds ofllif-ormul a | having the
formul a 12 N 13 Rﬂ('{l ORH)n |-B wherein Rl, R2
R3, R4, RRmd Rigderndentiripomeachurticmara ppdragen &hirmdrli n

clai m,1. 8 ~9 0 e ot mehyl -
claim,l.c Béau&i hﬁﬂgen[?gl %ﬁﬁ?@gma% &&ﬁg ozgen v, fluoro
G-7- m@iﬁ@ CYeno-%aga 0“@2‘“’/‘3& kenyl, C2-7-alkinyl,

fluoro- C -7-al kyl, cyano-Q -7-al kyl or cyano; and al |
afl2ntntborees and gh;almrceiﬁdmuy h@apthahle3sloeipidad estemsathtiof.

and/ or esters thereof. Especially preferred are

conmpQy I a

hydr ogensp %{J a%&ef Or%rpe g%%bﬂéﬂr@s 0 i ewém%l% 9e{v$1th the
rpaesentmerftmmﬂ]amm fg brEyagen- C wherein R1,
R2, R3, R4, R5, R10, R11, R12 R13 and n are as

def i DQg prRfebeiaR domFhndRBE fwﬁlmfﬁ gneagantly from

each other are hydrogen, C .7-alk.yl, 7-cycl oal kyl ,
hal ogen, Q y-al koxy- G -7-al kyI 12
C2. 7-al k. enyl , C2- 7-;al ki mge, fluoro- Ot ™NoalNyl,

cyano-Ci-?-aI kyl roy cyano; and all enant om§ Rrid

phar maceuti cal » acce s salks
t hereof. More 44 “a thosg?Fg amnds of formul a

|-C, wherein R 8 \a
N

R1\)X7< R
02 )

R R I-B

wherein
RY R R RY RS, RY RM, RY R and n are as defined in claim 1;

R%, R® and R’ independently from each other are hydrogen, C;.;-alkyl,
Cs_y-cycloalkyl, halogen, C;.7-alkoxy- Ci.7-alkyl, C,.7-alkenyl, C;.7-alkinyl, fluoro-
Ci.7-alkyl, cyano-Cy.7-alkyl or cyano; and

all enantiomers and pharmaceutically acceptable salts and/or esters thereof.

Especially preferred are compounds of formula I-B, wherein R®, R® and R® are
hydrogen.

Further preferred compounds of formula I have the formula



Al so preferred are conpounds of fornmula | having the
formula 12 R13 R 0 - (GRIORLV K I-D wherein Rl, R2,
W®R30058454285, R10, R11, R12, R13 and n are as de€T/RBTO#/006924
claim1; Rd, R7 and RO independently from each ot her
are hydrogen, G -7-al kyl, C3-71%ycloal kyl, hal ogen,
G -7-al koxy- G _7-al kyl, C2-7-al kenyl, C2-7-al kinyl,
fluoro- Ci-7 -alkyl, cyano-C i-7-alf® or,,cyano; and
all enantiomers and pharmaceutical ® ac p’?j ble,salts
and/ or esters thereof.Especiall ypreferred AreR hose
conpounds of formula I-A whe{eROERS @nd RO are
hydrogen. Furthernore, comgwunds of Tornula |, wherein
Rl is hydrogen, are ef errjed. npounds of fornula I,
wherein R2 and R3 i ndepends rom each other are
hydrogen or met hgt 3 preferred. Preferred are
further conpounds ®f F wherein R4 is
hydr ogen. Con‘ppun of fornula R wherein R5 is
hydrogen, Q -R=a or halgfgen, are also preferred.
Q her preferred comgoopes of fornmula I acqgrding to
t he present i nventfon &re those, wherein R 10 is
hydrogen, GCi-7-al kyl or C3_7-cycloal kyl. Especially
Whefsyred are conpounds of fornula |, wherein R1O is Q
y-al kyl or C3-7-cycl oal kyl. Furthernore, conpounds of

formula.l erein RL1 s hydrogen, are preferred. The

ot odportni 0TS R RSl Y 895 BGehit it For

formula I, wherein nis 1 or 2. Especiallypreferred

are ®Poumdds infdefeadentlyfrdm exdherthérrarahydrogen, Kiyp tatial,

preferre 0 of f - the_ -alkinvl. fl -
> i nventf ocgdéagﬂf ﬁ%géﬁn’ %@%@‘W gili al(aéyl’h%d r %Hée ’o%r”(slkmyl’ Hore

- y- alQeytallgpl, toandr6s e-abohgrowmes andherein R12 is net hyl,

being particularly preferred.

all enantiomers and pharmaceutically acceptable salts and/or esters thereof.

More preferred are those compounds of formula I-C, wherein R’, R®and R’ are

hydrogen.
10 Also preferred are compounds of formula I having the formula
R‘/ R12 s
13
)
O—(CRIOR1) N
I-D
wherein

R', R% R%, R4 RS, RO, RY, R, R and n are as defined in claim 1;

R® R’ and R® independently from each other are hydrogen, Cy.7-alkyl,
15 Cs.7-cycloalkyl, halogen, Cy.7~alkoxy- C;.7-alkyl, Cy.7-alkenyl, Cy7-alkinyl, fluoro-
Cy.7-alkyl, cyano-C;.7-alkyl or cyano; and

all enantiomers and pharmaceutically acceptable salts and/or esters thereof.
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Conpounds of fornmula I, wherein R13 is aryl, are
preferred. More preferred are those conpounds of

wo ososb®23 , wherein R13 is unsubstituted phenyPCDEP2004/006924

phenyl substituted with one to three groups sel ected

fromC -7-al kyl, G .y-al koxy, -halogen, fluoro-C

i-7- aIkyI and cyano, wi th those conpounds, mherelnﬁR;S

| s pheregialls preferred are thase compeurslyen fesmps [y wheyein R,
cgggyl being particularly preferred. Especially

rred are those conpounds mherein R13 is

4 tr oronet h of pr.efe

c onpé S or GrHAR Y LB RS T B ﬁ@L {fofeh, are preferred.

{4-[4-nethyl -2-(4-trifluoronethyl - phenyl) t hi azol - 5-yl

rret h@oy]paundobf formbile-Iawhtrein Ricind, R’ independently from each other are

ac trifluoronethyl-phenyl)-thi
(%gﬁ T%wﬂ%ﬁ§g§¥ #ﬁa?&: -yl)- acetic acid, v

[rac (4-{2- nethg

1- [ 4 Prefeed are figy qrrcpmm@némﬁfﬁvnulpﬁe\ﬁlwywﬁq.@érfimeﬂw ]

- propoxy}- indol-1-yl)-acetic acid,

[ r aclcogrdoAmbid ot Myla 12whéretn RTib Hpdrop®d, kyl, aﬂgﬂﬁﬁyhalogeﬁhl, are also

zoI 5-yl'nmet hoxy] -indol -1-yl}- propionic aci

PEEBed 4- et hyl - 2- (4-tri f1 uor omet hyl - phenyl ) - t hi azol - 5
-yl]-ethoxy}-indol-I|-yl)-aceticacid,

{ 6- [ Dthé-pirefefred o lompeumdd ofiitvamylh ] a¢Cb'r¢izg) Lo-Eheyiresentioxgition are

%@s?ovll}ie};%lf}le @ﬁﬁg} ﬁ‘c(bl 7'-111{}71 o(r) Cage yTloalkyl ){slpeaaﬂ/ %referred are

and R’ are

or zol
cym]pogndm&?mmﬂaé,lwlnerymﬁ aisétiralkyt Pﬂca 7-cyclo
(4-{3-[4-nmethyl-2-(4-trifluoromnethyl-phenyl)-thiazol -

- Y| ] TREHBBONE; éHill‘i’glLO'drr& b form@ld I(}Wﬁ@ﬂeﬁl R'! is hydrogen, are preferred
[rac]-(6-{2-nethyl-I-[4-nmethyl-2-(4- trlfluor0|nethyl p

25% l’l')hetlrrl]tlegaezr%l 18 ? 4 01] 3 M aeRsd ;re compoun&s gtl f))rmgl% wﬁerem nis1or

(26E{p3:el[a14y pretdnydd-a2e (Ampourfdswdfamedhl Wwhetemypliy 2.t hi azol - 5
Egg](propoxy}-indoI-I-yI) acetic acid,

¢
ol F@lr ke %%fe?ﬁ%ﬂ@%hd)%ug? 51{ f%)f&xﬂgé%?gre?{'&gﬂh?%(ﬁﬂoﬁ e @ose,
Ml‘[enelﬁ& hr@ogfan of Cf-+-albyl owréh Hyase por@Rg LY I HPEZS) R8Iy pthyl,
b%id%%)ﬂﬁcdlﬁ%refeﬂre&' )- acetic acid,

Compounds of formula I, wherein R" is aryl, are preferred. More preferred are
those compounds of formula I, wherein R" is unsubstituted phenyl or phenyl substituted
with one to three groups selected from Cy-alkyl, C;7-alkoxy, halogen, fluoro-C,.7-alkyl
and cyano, with those compounds, wherein R' is phenyl substituted with halogen or
fluoro-Cy.7-alkyl, being particularly preferred. Especially preferred are those compounds,
wherein R® is 4-trifluoromethylphenyl.

Examples of preferred compounds of formula I are the following:
{4-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-indol-1-yl}-acetic acid,
[rac]-(6-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-yl)-
acetic acid,
[rac]-(4-{2-methyl-1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-propoxy}-
indol-1-yl)-acetic acid,
[rac]-2-{4-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-indol-1-yl}-
propionic acid,

(4-{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl] -ethoxy}-indol-1-yl)-acetic



[ 6- (5- et hyl - 2- phenyl -t hi azol - 4-yl met hoxy) -i ndol - -yl ]
-acetic acid,

WO e@spo423 {| - [ 4- met hyl - 2- (4-trifl uoronet hyl - phrey/EP20041006924
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35

azol -5-yl]-ethoxy}-indol-1l-yl)- acetic acid,
(6-{2-[5-nmethyl-2-(4-trifluorodéthyl -phenyl)-thiazol -4
-yl ]-ethoxy}-indol -1-yl)-acetic acid,

@@d{z [2-(4-trifluoromethyl-phenyl)-thiazol-4-yl]-etho
% [24 (@ qahubrOYAe)chy@%ﬁteh )-Rigih£h]- S-y'lmethoxy -1nd01 l—yl} acetlc ac1d

fl
1<ﬁ1{az[é1mgh¥ﬂr2} L%%W?mﬁﬂw Pfiww thiggl O e SXY} St )YD -acetic
(a@fdz [ 4- et hyl - 2- (3tr|fluororrethyl phenyl ) -t hi azol -

{(% {][5 Ellﬁetﬁéﬁ M‘P‘g%tlhb‘ﬁg%ﬁhﬁ ﬁﬁg}yg) ﬁ’gazy 'Yé]t BTO)PW }-in * IYI -acetic

ayld} - aceti c acid,

([ﬁafcggg I'&' &fx}flzl' Eﬁﬁ i %21 1‘# (grhg‘&ltﬁol%%f ) Rz e L propoxyt-

Ic'acid,
(isdql2L [’ldaﬁ@tchiyl 2- (4- tr| | uor orret hyl - phenyl ) - t hi azol - 5-

] ¥ d5C/ ppt dol-1-y1
B e et oo e

r’i‘é oxy] -indol -1-yl}-acetic acid,

((6)— {@24 IJﬂé—lﬂiﬁﬂﬁWl% @L*‘(Iéfhlbfd)lﬁhﬂh@f—p]ﬁmtyﬁetﬁmjzebﬁ?ﬂyéthe)tyl}ﬁladaﬂl-1~y1)
tXla] tlioxy}-indol-I-yl)- acetl c acid,
%\ {4- hydr oxy-1 - [4 net hyl - (4tr|fluororreth

NEMB) 14 mm&zth}'l-E(%fltI]lﬂlmmmﬁ}Yl phcm;d») -tHiazp]-p- sél:etﬁlngy}az@dqfl—yl)

(13 h h | h dol -1
o2 Lot s 2 pheny L azol _toxl Yoty ndol -

[&4dUb 3 11[40hethiler P1- @SBRI roie hety] pt8adonas-ipkihowiirigdol-1-y1)-
[rafg:ﬂe? {1[4ﬁrre{plf1yl 2-(4-tri Iﬁ@]r)grrethyl }fpl)}lzeny -t hi ’
Evae, k2] ] -ethoxy} -indol- 1-yl)- acetic acid,
{(6- {22[5(1ﬁeﬂhlyl-2J(Mnﬂmbmelthyﬂ)mhamﬂ)-thlkzoérﬂs)ﬂ}~5thjbbf}’ﬂehidokj{}yl) -acetic
|nd -yl }-acetic acid,
2 [4 met hyl - 2- (4-trifluoronethyl - phenyl)-thiazo| -
(§+{]2 [8t (Haixifiporamakshylt phenyl) dbisgélcd-sidieghoxy}-indol-1-yl)-acetic acxd

(4 cjli)tiéz% g@ eﬂﬁri bt &iﬂhbmgggfﬁmelnymﬁwws LhiaESly} Sndol-1-

(6 {2-[4-methyl-2-(3-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-yl)-acetic
acid,

{6-[2-(4-methyl-2-phenyl-thiazol-5-y1)-ethoxy]-indol-1-yl}-acetic acid,
(3-methyl-6-{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-
yl)-acetic acid,
(6-{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethozy}-3-propyl-indol-1
yl)-acetic acid,

{6-]5-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-4-ylmethoxy] -indol-1-yl}-acetic acid,
(6-{2-[4-methyl-2-(4-trifluoromethoxy-phenyl)-thiazol-5-yl] -ethoxy}-indol-1-yl)-acetic
acid,
[rac]-(6-{4-hydroxy-1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-butoxy}-
indol-1-yl)-acetic acid, and
{6-[2-(5-methyl-2-phenyl-thiazol-4-yl)-ethoxy]-indol-1-yl}-acetic acid.



aci d,
(6-{3-[4-nmethyl-2-(4-trifluoronethyl-phenyl)-thiazol-5

wo gioppopisepoxy} -i ndol -1 -yl)-acetic acid, PCT/EP2004/006924
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(R -(6-{1-[4-methyl-2-(4-trifluoronethyl-phenyl)-thiaz
-5-yl]-ethoxy}-indol-1-yl)--déetic acid, [rac]-(

5-{1-[ 4-net hyl - 2- . .

( 4- t Pattiqiarbrmeefeyred porongimdstdfiferzoila oihE peasprhigyenitind oke the

ﬁﬂ%wwh acetic acid,

{2-[ 4- et hyl triflu 'yl ), -
%ﬁcggén{1§4wqth@r%&w§wq%a@|e&wypslenyé>c 1370 é ?(det gRg-indol-1-y1)-
@Bet{cZcld- met hyl - 2- (4-tri fl uoronmet hoxy- phenyl) -t hi azol -

Cld Especi.al Ly. .
K e TR e G R e S TR LI
(6{52 [theecthyledéatrifluvnrentetbyh phenyl) th1azol 5-yl]-ethoxy}-indol-1-yl)-acetic
{2 [ 4- met hyl - 2- (4- trlfluoronethyl phenyl ) -t hi azol -
- et hox %@% i ndol -1-yl)-acetic acid,
ﬂAtme M&—ilgﬂlgqmmethyl phenyl)-thiazol-5-y1]-propoxy}-indol-1-y1)-acetic
gLMuoronethyl phenyl ) -thi azol -5-yl]-propoxy}-indol-I-y

%{35@3'{1?&?142 2%%%9?01“2“’6@3’% -PhemihsHurA-RyIL-BrnNly indRl- 4D -acetic
@kid5-yl ] -et hoxy}-indol-1-yl)- acetic acid, and

1- 4-1 -t hi
LB8Eb AT PGl R ATP PR bl -
Boetidweidyor e, the pharmaceutically acceptable salts of

(B ATERATSy o RIS 1)

@ﬁ%HQHC ally constitute preferred enbodlnents of t he

P8 RBRIb-d- (W PN eeyl- ZQ@%‘ﬂuﬂﬂﬁnaﬁylfﬂ{eﬂW)&hiazél%“—yl']'&‘ﬂ%x?ﬂﬁldol 1-
b nor.e a Qggtrlc carbon atons and can exist in th
W'rﬂ?afaﬂat% |1y pure enantiomers, mxtures of

g6 Dt [ anethsl-3(¢hrithsorofrethaergriiehd)- thlaﬂﬂifﬁaj?léa&tho&pl -irclal1yyl)-acetic
RUsse di ast ereoi soners, m xtures of di astereoi soners,
di'§st er eoi soneri c racemates or ni xtures of

di astereoi soneric racemates. The optically
Especially preferred are also the following compounds of formula I of the present

invention:

(6-{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl] -ethoxy}-indol-1-yl)-acetic
acid,
(6-{3-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl}-propoxy}-indol-1-yl)-acetic
acid,
(R)-(6-{1-{4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-y1)-
acetic acid, and
[rac]-(5-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-y1)-

acetic acid.

Furthermore, the pharmaceutically acceptable salts of the compounds of formula I
and the pharmaceutically acceptable esters of the compounds of formula I individually

constitute preferred embodiments of the present invention.

Compounds of formula I can have one or more asymmetric carbon atoms and can
exist in the form of optically pure enantiomers, mixtures of enantiomers such as, for
example, racemates, optically pure diastereoisomers, mixtures of diastereoisomers,
diastereoisomeric racemates or mixtures of diastereoisomeric racemates. The optically

active forms can be obtained for example by resolution of the racemates, by asymmetric



active fornms can be obtained for exanple by resol ution
of the racemates, by asymetricsynthesis or asymretric

wa@ boosoed4exyr aphy (chromat ography with a chiral edparPiesnsnce24
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15

20

or eluant). The invention enbraces all of these forns.
It will be appreciated, that tHé-conpounds of general
formula | in this invention maybe derivatised at

fspmibesioordsyreatipe chronyptagvahy (elenonveiedreilyy wikh e khiggl@dsorbens or

GARAR)! ?h@fnv@%@éﬁb%em%ﬁﬁé%e tdisparent conpound in

vivo.” Physi ol ogically acceptable and met abolically

| abi | rlvatlves whi ch are capaple o .he .

par eﬂ Fersateh thatthe coma phegnef f@ﬂ)—‘g g’rnent%]zfl 1gypntion

\Mﬁ}}!’bdﬂe&i‘vetlﬁedap ﬁnﬁﬁoﬁ!ﬂlgﬁoqp@ v@ptdvdﬂ:e deAvhtives v choesp eatable of
esent,lnvention 1S

SantSeRhrac Gt BERL b pana R E5RRToL Sy fpihte and

abeviglically ebilpdotessescwhioh pwespab)le piprodirvigg shapmptisagpounds of

gengng fggljn?la Tlin WRRT 8¢ Rs thﬁl th¥ S%Jp%)éhlﬁszmvgﬂ?hoﬁdf and R5

e as |ne as In c | R7, R8 and RO are
sel ected from hydr ogen, 7 al ky oal k
hal odefirther aspest qiékwpreéﬁrgf/ m@mwn tﬁéheip%cﬁsé%% thTnatiticture of

@émpoahlé 8fformilaloy f-defihed/abab Kyt hiclE yrriaess Q)mﬁnaéskyl :
and cyano with the proviso that one of R, R7 or R8 is

a_caonpound,of . foryula ,12 Y ,13 15 R -
(mﬂiﬁ?n&a EoRPRHaY 8{?“5%“% RI0, R11., R12, RI3 and
n are as defined in claiml and R15is - O4, -d, -Br,
-1 or another |eaving girgup, tdobtain a conpound of
formula RO\ . R4- O Ra

R
4
RO 8 II
1 R
R\OJ7< Rg
2

wherein R is Ci-7-alkyl, R% R®, R* and R’ are as defined as in claim 1 and R% R’,R®and
R’ are selected from hydrogen, Cy.7-alkyl, Cs.7-cycloalkyl, halogen, C;.7-alkoxy- Cy.7-
alkyl, C,.7-alkenyl, C,7-alkinyl, fluoro-C,.7-alkyl, cyano-Cy.7-alkyl, and cyano with the
proviso that one of R®, R” or R%is -OH,

with a compound of formula
8 (cp1opii
R'®= (CR™R), o

wherein X, Y, R'%, R, R* R*? and 1 are as defined in claim 1 and R is —OH, -Cl, -Br, -1

or another leaving group, to obtain a compound of formula

RS R® o
R
QO N R® !
R OJ\/< R
RY R’



R\ Ra R2/ R3wherein RL is Q-7-alkyl and R2 to RO are
as defined in claim1l1, and optionallyhydrolysing the

W@3a0s/003eduUp to obtain a conpound of fornula | PCWARI08H/006924

10

15

R1 is hydrogen; or, alternatively, b) reacting a
conpound of formula IV R whereilai-R4 to RO are as ,
defined as in claim]l, with a conpound of fornmula 14 R

@brrein R' R Giherlloll andR” fsRGire 7s d¢flepll iRdaiamd R3 are as
| ' ' ' i jinld@dror@hula 1, i
gin?gto Eggmiﬂzg\%?ﬁy%ggotgg,gSttE%g%g%? gjljﬁ%tg&%o% r%%%dnd of formul gv herein
Whéylydgogems i s G- 7- al kyl and R2 to RO are as defined
in claiml, and optionally hydrolysing the ester group
108, Mfraikivels, compound of formula |, wherein Rl is
hydrogen. As descri bed above, the conpounds of fornula
() t S i tion can be used as
rredi% ﬁ%ﬁﬁg{gorrgﬁéuen 6r/fgg rrrlrlgl%t and/ or prevention of
di seases which are nodul ated Ry PPARd and/ or PPARa
agoni sts. Exanpl es of g§uch difseases are
di abetes, particularly n F@ependent di abetes

mel |itus, increased4li esterol |evels,

10

particularly | ow HBE hi gh
LDL- chol esterol, or hig ) E’Bde | evel s,
at heroscl eroti c di seased] net apol i ¢ syndrone (syndrone

X), obesity, elevated bl ood ;Rgessur e, endot heli al
dysfunction, procoagul ant state, dyslipidem a,

pal ycysti c_ovary,.syndroume, .inflammatory di seases (such
3@’%‘?%?{ @%h%e§¥a?%§g§é}n?lﬂﬂ mmat ory bowel di sease,

colitis, pancreatitis, cholestasis/fibrosis of the
l'i vemjithraheumpedumidcbfdotrimlat i s, osteoarthritis, psoriasis
and ot her skin disorders, and di seases that have an
i nfl ammat ory conponent suchQas e. g. Al zhei ner' s di sease
or i mpaired/inprovabl ertogn tives unct{),on)

O

R R®

wherein R! is Cy7-alkyl, R? and R? are as defined in claim 1 and R*is halogen, triflate or

another leaving group,

to obtain a compound of formula

wherein R! is Cy.7-alkyl and R% to R’ are as defined in claim 1,
and optionally hydrolysing the ester group to obtain a compound of formula I, wherein

R' is hydrogen.

As described above, the compounds of formula (I) of the present invention can be
used as medicaments for the treatment and/or prevention of diseases which are
modulated by PPARG and/or PPARa agonists. Examples of such diseases are diabetes,



and proliferative di seases (cancers such as e.g.
| i posarconmm, col on cancer, prostate cancer, pancreatic

wa@ansens4and breast cancer). The use as nedi canPOI/EPZNNG/006924
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the treatnment of |ow HDL chol esterol |evels, high

LDLchol esterol levels, high tritiyceride |evels, and

the metabolic syndrone (syndrone X) is preferred Al so
maefielrlmé)dndneinsrién dsreendsntncé@bect@rmeihtdsancztehgdthpe:hzmﬂecrholesterol

qgve@s?rgﬁtfcﬁlaﬂgm&v ometdidRe b &Y C@‘pm]? cl%lés‘?el{)? lo?h%ﬁ c}hggcende levels,

ceutic osrtlons C r-sing
oréhrrﬁéféera%deeaaﬁrd Hﬁta;bﬁhﬁ pEcERmE é%rrldrormXb pba%rreelevated blood

Citedsufd, eAdEthelfal apifiicaiah, prlodbddieint stta{bed‘jrsﬁiéﬁl@irh@ @aolycysuc ovary
reI tes to, C oun{[is as defined g qflor use b
VBHEATR £ AT g ORE Firsracsd bt o e GTOEY dipeasp SHjagnimgtory bowel
t disaasy eolitiss pactéaviels, shbkttasic/@brdsirof thedivier, @B éuraatoidareritis,
p&s%o%ﬁ%bgg@ggnggl a%%so%ﬁer\égi Ccﬂfogﬁgrs an%ucil%tasgeg 0¥ LERARM 1nﬂammatory

Sts I seases ar
cloatpinest syshras reguéblalnenylemdlseasm suimpalmépemme‘mblmnogméwe gunction)

@Jdl ﬂrBHﬁra‘dv@ ‘?ﬁs%?s%f@ahée?é & Qgﬁg{lgé P g{ngl c['?lorhcancer, prostate cancer,

| evel s, partlcu(fr
LITBRCEaREF eagcer a1 brepst pangar tT YYSFEE I arr@rzéfog the treatment of low

amtmrcesek@fcgrdv@ls dhg}easeeholeata@bwvu@ rﬁgmﬂ 1&6’5%?@{ QAB the
ncti

X | evat bl ure, sf

ShieBali Phionts G PRy Pirere AE*&@%@# thija Medicament
s(‘ymdte@m,tmemﬁdf&rbmﬂyory di seases such as rheumat oi d
arthritis, osteoarthritis, psoriasis and other skin

di Sorﬁ?ef mvé}{if% Rﬁ@éefo&@ﬁl’g‘é ke‘faﬁe{t‘osp%%ﬁﬁéceuh@al %ﬁﬁgbg{mns omprising a
enbodi ment , e Inventjon relates to a net fe

t GOSRQTRE2 aiﬁ@m%ira previcht Parmsrewicgbracsenipble ﬁarareéand/or adjuvant.
nodul at ed by PPARd and/or PPARa agoni sts, which nethod

CONpriweer aﬁmmzleﬁﬁ@r tena@esaco %@Hﬁb@uﬂds é%fdeﬁﬁéc[%oare fdr)ust @s a
rererre SucC

TP Hisal et sy R AR S 0 e QAR Shegs for the

otmah)mteﬁflSamMﬂ pfemnon € dBasedwhichiark raadiulaﬂed bg FPARGIand/or PPARa

La%\ég A +1as(1c}¥d1ﬁ9as%sq% Eh%F gi; ﬁ{cﬁiaﬂy og,binsulin dependent

aixh@t@snelbmx ingreiied dig: @@mln levelsypattionterly ynidPdneholesterol,
Ebivﬁfofééte%lo&qngﬁ fde ROHQLBR) bRl er StySdibiacds! BBrabolic

ghoagu st at e, yStIC ovary
s%‘/ﬁ roeﬁeez swcﬁrpr%%r 5\@; leefgeeesewdaﬁlehﬂém&pew, procoagulant
adtattb,rdytslh;ﬁderﬁﬁt p&?&yk‘@dﬁ bialr syridsétk aﬁﬂﬁnmﬁbrpu&earsesséﬁcﬁ as

PHEEHEY athntt ogoAr e s R GRp TR a SRR g prolferaive

echsmeesf or the treatnent and/or prevention of di seases
whi ch are nodul ated by PPARd and/ or PPARa

In another embodiment, the invention relates to a method for the treatment and/or
prevention of diseases which are modulated by PPARS and/or PPARw agonists, which
method comprises administering a compound of formula (I) to a human or animal.
Preferred examples of such diseases are diabetes, particularly non-insulin dependent
diabetes mellitus, increased lipid and cholesterol levels, particularly low HDL-cholesterol,
high LDL-cholesterol, or high triglyceride levels, atherosclerotic diseases, metabolic
syndrome (syndrome X), elevated blood pressure, endothelial dysfunction, procoagulant
state, dyslipidemia, polycystic ovary syndrome, inflammatory diseases such as
rheumatoid arthritis, osteoarthritis, psoriasis and other skin disorder, and proliferative

diseases.



agoni sts. Preferred exanpl es of such diseases are
di abetes, particularly non-insulin dependent diabetes

woredosiova4s3 i ncreased |lipid and chol est erol | evRCBHEP2004/006924
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25

particularly | ow HDLchol esterol, high LDL-chol esterol,
or high triglyceride |evels, ath®rosclerotic diseases,
met abol i ¢ syndronme (syndronme X), elevated bl ood

pr essUheinverides frsthentelassgp iherseof compoerdsgaidahnedabayefor the

dyredthiRihegna, @r M@beﬁ%ﬂd@se%\é?{vﬂmﬁﬁ%jﬁl@Hﬁlvatédrﬁc BT 81dYor PPAR,
di seases such as rheu arth oste thrltls

p&Inishss iPeetemer gramgles w lgfsfeaéfe abfaesp%rlﬁﬁ HgppRénsulin
ddq:e:aaa& dIthte%dﬂémﬂugrincr&atsed lipMemtd dBBlestetAle@slst @rtitigarly low HDL-

A0 BHs B BRI sfoleoh PERieRaR e it 25, BOBRRIGR L Biscases,

ofrxdtaé)ehs sgmdmbme ksyadenmoXl) kv add bipoPRaARu=NadotheHFARafunction,

bg%gant Ear 3 ggl‘fﬁjdeﬁi@ :?6 rﬁ %g&vﬁﬁcsgré@é%?fﬁ?ﬁgﬂﬁ%ory diseases such

nheemstoiq pthrts @éie@armrwsmn@% a@%@@r—mlﬂm diserder, and prohferatwe
p@lrsédsgsul arly | ow HDL-chol esterol, high
LDL- chol esterol, or high tri gI yceri de | evel s,

e A e T ROt A B a0 o e

ppﬁ:pmguh afitnedicatnentsdyrsthe piegl@mdnd an ol pogrshtian ofukisegses which are

?rﬁt%ﬁplf&?gl%gb}} 4 20,4 / ﬁ IQR&S Ssts. Pied A% %aﬁggr%fgkg}] diseases are

sorrasi s an
diisbetaw partemhtrlwmlnrmsﬂmt depen@ﬁnﬁ diabetss meliishs, nxa¢asediipid gnd

C OB k36 léve@so g&@i&ﬁﬂﬁgFox@ﬁﬁjLn&%I&P&MlehggyL@LQ%@%&QIS oPhigh

formula ( nuf act ur ed net hods gi ven
bmgéweerlé?/ etfﬂ@ aﬁﬁ?ﬁsﬁgpt@ %eﬁsqsmﬁtﬁé BERpIoEe (§ndspme X), elevated

abll@b@@@éJ;Sure]eetdal@&sehalAﬁpﬂua@uimatpeocroaglﬁamtcueate Qi?@lipﬁd@ﬂﬁ patycystic
t he indiyvidual reac g}sst e

SR BB Falay Bt R NP Ao ar B e RDartbrit,
cpsomiasis kad biheavkin dasbtder,omdganlifemtive diseased Shgh medicadents comprise

Q%Ig?gﬁllzd 101d5he4 f@faods given bel ow, by net hods
i

descr nre erences cited in the text or in the

exarrpl es, or by nethods known in the art.Scheme 1 14 R
Pr ot . Thecompaunds.of fprmula (I) can be manufactured by the methods given below,

by the methods given in the examples or by analogous methods. Appropriate reaction
conditions for the individual reaction steps are known to a person skilled in the art.
Starting materials are either commercially available or can be prepared by methods
analogous to the methods given below, by methods described in references cited in the

text or in the examples, or by methods known in the art.



,15 R (CRIOR11)n X -.12 Y 13 " - R O4+ (CRIORL X , 12
Y14 R. 0 R15 R (CR 10R11),," X R V 6Compounds of
wo eoosb=28 1) (conpounds 7 and 8 in schene 1) CBOT/BR2004/006924
synt hesi zed according to the nmethods depicted in
scheme 1 for R8 being equal toc2040 | | D12 Ti with R
, R, R, R13 and n having the neani ngs as defined
herein before. The same readchemedequences can be
appl i ed to synthesize conmpounds of fornula (1) where
R6 or R7 i;s equal to 6-Hydroxyindols 1%and"™t he RS R®

r egr 4- and 5RRydr oxyi ngolls’\@ coimer ci Y
avai | g KnoWn Qr can be-synthésized R t hods

i R A The—hydr Bxy<f u on of cenpounds b c

pr ot e byromet hods  deskT i Bed o Phe Iqter@tur Je 1,

g. by deil ng themwi th tertgebutyl di net hyl si (" , R
chloride in the presence of im dazole, prefer any Rt
roomtenperature in solvent2 |ike 4

N, N-di met hyl formarnd de, to obtain the correspondi ng
tert-butyl di methyIF%l . ethers 2 (step a). ‘c
N-Al kyl atign of inte Irepiates 2 with carboxylic acid
ester fsT vherdCRI™YcanXbe equal to e. g. chlorine,

brom neY triflate, gor another |eaving group, delivers g
i ndol es 4 and can be performed by standard technoR{gy;

e. g. in the presence of K2COB or CS2C38 at

temp&rat ufes between 10 OC and the reflux tenpeRatdre

of th R in a B® vent like acetonitrile ot N
aretL n the presence 1 sodi um hydri deRétIOJZ< R®
t enpe S d}glmenn); 0C and 50 0C in a sol yenit'g®

| i ke N, Ndgaret hyl formam de (step b). Ester derivatives

3 are comercially avail able or can be o
o RNY,
o R [ "
e} R'&— (CR1R1) X
R2 RS n

3 6
N

R’ R'2

Y
4 1
R/ j[; R
O N 10R1M \
OH— (CR1ORM) X
Rko)k?< R®
2 3

DU

R R

Y

/4 o 13
" I“%—R

N OH— (CR10R11) "~ X
H\O)x>< R9

2 3



synt hesi zed by nethods known in the art. Deprotection
of indoles 4 by nethods described in the literature,

we200g/0033g3treatnent with tetrabutyl anmoni um f PODEPZIE4/006924
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at tenperatures between -15 0C and anbi ent tenperature

in a solvent |ike tetrahydrofuran, provided that the
protection group is a silyl ether, gives hydroxyindols

5 ( stUemmpundApfiarhivkz@) Eoopopodndsnds (IpsrChpxatr: é¢lcasbe synthesized

%‘%Jrr h&gq" :5%1 3 %ggg%e ??%fga mastrcgerggp? AOWN lsgré(g{:&alcit ures: if

R15 represents a hydroxy group_®. ¢g. via Mtstno
mreaction, with triphenyl phos%h Yand

di-tert- butyl , diisopropyl- or | P R'

di et hyl - azodi car boxyleatge_@g?m ieag or by using
tributyl phosphine and NN NN , N~ tet ramet hyl

azodi car boxam de; this transformation is preferably
cath RER'GRiRT andnhueing the teeantindsue definedi heidin befived. hane
or tetrahydrofuran at anbi ent tenperature.

Al t erfathye !ré’actﬂ)lfx én&? 2t % @t(h hilSize H&ﬁw)lﬁ{cﬁ oq Formula
SPTh adore

t osyl at e noi npounds 6" can
(BarheseRipt R ﬁy@\ﬁ@%‘yl ndoI s 5in sol vent s |ike

N, N- di met hyl f or mam de, acetonit r| I e acetone or

nmet hyl - et hyl ketone in the pré% vof a weak base
| i ke cesium or potassium car bonat 2 a tserrper ature

rangi ng fromroom tenper at referably
around 50 0C, to vyiel P et & ZDY&@n'pou 7 (step d).

Those can optionally be hydrolyzed according to
stand r oc res, b at ith, al kal i .
ny dr S TGOl G of seliomet s oppap BT ORERl s Gppmercally
laivigEablegthianiy df edniisceayhthekiacidy Iwaﬂheds k@ hgthe ert. The hydroxy
ggﬂgtpgoxyl | 8161%((:3 déspggae} a}ﬁ?o (f)éteglrbgr %ﬁo@ﬁsr%{e(s:ﬁ£&d%g{ gtemture, e.g. by
areatmgathetnhmthydrt@nwlcﬂmﬂtls/l@ybdmraimn¢h¢ prgbense af emdazole,

1 %a%@ﬁ%{.gg&gqgtggeﬁﬂge GALRRAKHKE NARL &’i%le%ﬁfogmggﬁ@é &?tham the

astereomers or enantio

TSR e Dy TG PR R 0P ik WHHRRtion of infgrmediates 2
(it &a@lbaxyHE’ b&d ChePBIREE RPRYN BE eqifay & @lgl ¢}ﬁ@ﬁm@ Bromine, triflate, or

Spritine Lrvia 2on FRFBUBRUEs T U5 LOTOGHEUETE Sof tandard technology;

&l y.lin thd msﬁrﬁs oBKYE@ o1t GReCOx 1t tanhpksitiiresibeterrert He°C and the reflux
dit

S B0 e T oL P

rseé:ganh;s:lrkleaas tmmanube@eﬁment—ﬁ@ °*Gynd ABET én @)ﬁol‘é@tt dkegNgN

g}n ?Roﬁn%‘ﬁfcﬁ t@% b). sty QEMN&.@A@ %oﬂﬂn{éﬁmaﬁablésﬂcan be

ecte OXyI nd (schenme 1 a g

taﬁ@hﬁuw onsbiis kRom ing @aeu@%p@m% jndglsaf wé?él‘lods
Qfe@crib@@\iﬁ]tﬂéﬂlt@ﬁfhr@% g}ﬂ?tt@&héﬁdmﬂyieﬁﬁb@@ﬁﬁnm@wm flnoride at
tthelP g:ra%uresEé(et\rf;rrEeneSLS 8 %Ilekr)llt %em er%gtrl]l?es 1%Sa s%ivenp Ielge tejc(ral)fy rdrofuran,
provided that the protection group is a silyl ether, gives hydroxyindols 5 (step c). Aryl-
thiazole compounds 6 (prepared as outlined in schemes 3-6) are condensed with
hydroxyindols 5 according to well known procedures: if R represents a hydroxy group
e. g. via Mitsunobu-reaction, with triphenylphosphine and di-tert-butyl-, diisopropyl- or
diethyl-azodicarboxylate as reagents, or by using tributylphosphine and N,N,N’,N’-
tetramethyl azodicarboxamide; this transformation is preferably carried out in a solvent
like toluene, dichloromethane or tetrahydrofuran at ambient temperature. Alternatively,
if R'” represents a halide, mesylate or tosylate moiety, the aryl-thiazole compounds 6 can

be reacted with hydroxyindols 5 in solvents like N,N-dimethylformamide, acetonitrile,
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crystallization.

Carboxylic acid esters 7 can alternatively be synthesized via regioselective
condensation of aryl-thiazoles 6 with hydroxyindols 1 under the conditions given in step
d (step f) and subsequent alkylation of the obtained ethers 9 with alkylating reagents 3 as
described for the synthesis of esters 4 in step b (step g).

6-Hydroxyindoles 1 (scheme 1) and O-protected 6-hydroxyindols 2 (scheme 1) as
well as their regioisomeric 4- and 5-hydroxyindol analogues are known or canbe
synthesized by methods known in the art. Examples for possible syntheses of these key
intermediates (compounds 6 and 7 in scheme 2) are given in scheme 2 for R®in I being
equal to hydroxy or protected hydroxy. Analogous key intermediates where R°or R’ is
equal to hydroxy or hydroxy carrying a protecting group can be synthesized applying the

same reaction sequence.
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12 RR13/ OKNH Br/Cl R' "MR12 / (CRiv i)-T7r '
12 R

Introduction of a protecting group at the nitrogen atom of indols 1 can be
performed under standard conditions, e. g. by deprotonation with a base like n-
butyllithium, preferably at -78 °C, and subsequent addition of e. g. tert-butyldimethylsilyl
chloride at temperatures between -78 °C and ambient temperature in solvents like
tetrahydrofuran (step a). Halogenation of protected indols 2, e. g. through reaction with
N-bromosuccinimide at temperatures between -78 °C and ambient temperature in
solvents like tetrahydrofuran delivers 3-halo indols 3 (step b). Compounds 3 can -
following halogen metal exchange, preferably with tert-butyllithium at -78 °C in solvents
like tetrahydrofuran - be reacted with alkylating reagents 4 with X e. g. being a chlorine,
bromine or iodine atom, preferably with alkyl iodides, at temperatures between -78 °C
and ambient temperature in solvents like tetrahydrofuran, to form indols 5 bearing a
substituent in position 3 (step ¢). N-Deprotection or simultaneous N- and O-
deprotection of compounds 5 leading to building blocks 6 can be performed by methods

described in the literature, e. g. by treatment with tetrabutyl ammonium fluoride at
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Thioamides 1 are known or can be prepared by methods known in the art, e. g. by
treatment of the corresponding carboxamide with phosphorus pentasulfide or with
Lawesson’s reagent [2,4-bis(4-methoxyphenyl)-1,3-dithia-2,4-diphosphetane-2,4-
disulfide] in a solvent like toluene at temperatures preferably between 60 °C and the

reflux temperature of the solvent. Condensation of thioamides 1 with a suitable bis-
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‘transformation of the alcohol function into a leaving group, e. g. a mesylate, ensuing
treatment with cyanide, saponification and reduction, affording thiazoles 6 with an
optionally substituted hydroxy-propyl function attached to position 4 (step d).
Alternatively, cyano intermediates of this elongation process can be reacted with alkyl
Grignard reagents R™°MgX in solvents like ether or tetrahydrofuran between 0 °C and the
reflux temperature of the solvent to form the corresponding RYCO- alkyl ketones, which
upon treatment with an alkyllithium reagent RM"1Li or lithium aluminium hydride in
solvents like ether or tetrahydrofuran give alcohols 6 (step d). The alcohol compounds 5
or 6 which contain one or more chiral centers can optionally be separated into optically
pure antipodes by methods well known in the art, e. g. chromatography on a chiral HPLC
columu, or by derivatization with an optically pure acid to form esters, which can be
separated by conventional HPLC chromatography and then converted back to the
original alcohol. Alcohol compounds 5 or 6 correspond to or can be converted into
compounds of general formula 6 (scheme 1), e. g. by treatment with methanesulfonyl
chloride in dichloromethane in the presence of a base like triethylamine, preferably in a
temperature range between —20 °C and room temperature, or e. g. by reaction with
carbon tetrachloride or carbon tetrabromide and triphenylphosphine in solvents like
tetrahydrofuran, preferably in a temperature range between room temperature and the
reflux temperature of the solvents. By appropriately combining the above outlined
methods, substituents R'®and R" in 5 and 6 can be varied independently.
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%)°C a-gx G35nY e%%gyaqgrse, glvgsapringaery alcohols 4 (step b), which can be used as such

or can be converted into the corresponding halides 5, e. g. by treatment with
methanesulfonyl chloride in dichloromethane in the presence of 2,6-lutidine, preferably
between —20 °C and the reflux temperature of dichloromethane [compare PCT Int. Appl.
(2002), WO 02/28433], by treatment with thionyl chloride in a solvent like
dichloromethane or chloroform, preferably at temperatures between —20 °C and +50 °C,
or by treatment with tetrabromomethane and triphenylphosphine in solvents like
tetrahydrofuran at temperatures between 0 °C and the reflux temperature of
tetrahydrofuran (step c). Esters 3 can be further converted into tertiary alcohols 6 with
R' = R" through reaction with alkyl organometallic reagents, preferably using alkyl
Grignard compounds in a solvent like tetrahydrofuran or ether, preferably between —15
°C and the reflux temperature of the solvent [compare PCT Int. Appl. (2002), WO
02/062774 A1] (step d). Alcohols 6 with R'® not equal to R can be prepared by a
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conventional HPLC chromatography and converted back to the original alcohol.

The alcohol compounds 4, 6, and 8, and the halide compound 5, correspond to or
can be converted into compounds of general formula 6 (scheme 1), e. g. by treatment
with methanesulfonyl chloride in dichloromethane in the presence of a base like
triethylamine preferably in a temperature range between —20 °C and room temperature,
or e. g. by reaction with carbon tetrachloride or carbon tetrabromide and
triphenylphosphine in solvents like tetrahydrofuran, preferably in a temperature range

between room temperature and the reflux temperature of the solvents.
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Thioamides 1 may be condensed with 1,3-dichloroacetone in solvents like acetone
or acetonitrile between room temperature and the reflux temperature of the solvents,

5 followed by treatment with a strong acid, e. g. concentrated sulfuric acid, preferably at
ambient temperature (step ). Alternatively, thioamides 1 are condensed with alpha-
bromo or alpha-chloro ketones 4 in a solvent like ethanol, preferably at reflux
temperature, to give aryl-thiazoles 5 bearing a methyl function at position 4 (step b)
[compare Eur. Pat. Appl. (1987), EP 207453 A2]. Derived chloromethyl compounds 6 are

10 obtained by treatment of these aryl-thiazoles 5 with N-chlorosuccinimide in solvents like

acetonitrile, preferably at reflux temperature, (step c) [compare PCT Int. Appl. (2001),

WO 0119805 Al]. Chloromethyl compounds 3 and 6 can be converted into

hydroxymethyl compounds 7, e. g. by formation of the primary acetates (e. g. with acetic

acid in the presence of sodium iodide, potassium carbonate at elevated temperature) and

15  subsequent saponification (e. g. with lithium hydroxide in ethanol / water at room

temperature) (step d). Hydroxymethyl compounds 7 can be oxidized in one step to the

corresponding acids 8, e. g. by use of oxidizing agents like chromic acid, alkali
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el evat ed tenperature) and subsequent saponification

(e. g. with lithium hydroxide -i29 -et hanol / water at
roomtenperature) (step d). Hydroxynethyl conpounds 7
qenmbeganRtdir adidiciagidoaléersateplyt otwheer pracedponai hg usesh doxidation
8<iftﬁfe biltroRndife ceinp%%&hég ﬂ(ﬂﬁe ag& %n{ﬂng%k@ia @f@u@m%%' &Swern

kall gana nitric aci r nat

158 %10@@ qsqaly elelaride é@@%@lﬁ%@@de/ Jrigthylagminegia dé@f}ﬁ@wethanea ~78
h’ﬂib Q&Nﬁ&éxﬂ‘pbraﬁﬁﬁp &yl ﬂﬁ&d of(ﬂaﬁ&@tcﬁ@k ra@ﬁlft@ﬁﬂioﬁgds 8 by using e. g.

SRG aoyttn g efiphSUEds BuGR0l L THsT R atesgnce of NaHzROL

dalndlﬁ -oretybHanee, pre’fé?ralﬁlﬁat WohoemMpleepey (aitep ke )Acid tc)mpounds 8 or

FHE LOGEp8XABLLRN LOnL AEuBE LA, GRIRONIE B il 3% the
Vc@p@qunqlmg@ubne gdmw fffo gikeribearbstided alcohol compounds 9.
2-nmet hyl - 2-butene, preferably at roomtenperature

(st epriR)aicoliel ErsHmRl ﬁ‘iﬁd@ aga tﬁéﬁalﬁ@rcbﬁﬁ)@aﬁ@d Nen®s tr.&rr&pond to

can bg further transfor r ester 3
&R BF FARISERHITHG cappgun SrP §8’P1"é Oamtﬂ& )>. g by treatment
Siilts Iﬂeth&h@.ﬂllfbh?lﬁhﬂﬂndkdﬁ]dﬂihhﬂﬁm@thaﬁh & ﬁﬂe@ﬂ&@hce&ﬁmﬂﬁwﬂﬂ&

d
SreR Rt ot SRR BEReCe ARy SaE e p T B yfperatare
&or(esg Hoyreactipp vath gurbdoytetraddomener cartidn wethransde bfidny|
%Héﬂ dsﬁhl?lk: EPLANNREL qgt?%}iyﬁrafﬁﬁnpg{r ‘B’elnoaf teﬁliplgfia%@re range

am ne, prerera erature
ﬁoomztgm@gaglpf@ apg glag qeﬂ% efptare qr}{)t heso ygentsbgham elongation
rig fatibRRs Wkthile LRGP M $BEMmaehl oride or carbon
tetrabrom de and tri phenyl phosphine in solvents |ike
tetrahydrofuran preferably in a tenperature range
bet ween room t enperature an&glﬂeﬁ‘é ef l ux tenperature of
t he sol,yents. Chain el on ati on is feasible as detailed
bel ow f n scheme 6. Sche 6cL/ ( RR)" 0 Rac CRR
)- ak: (R ROERM e R A D-ORPEICIRLE V R (CRVR™—=N

R —_}/k\, —::;)\\, 2.

R
1 2 3
R R'2
1011
)7/(0R R )—/( d X)>/(CR1°R“);+TOH
R13/k\\;/ R13//‘\LTY~’
4
5

Aryl-thiazole alkanols 1 with a chain length of n carbon atoms can be converted
into analogues with a chain length of n+1 carbon atoms by methods well known in the
art, e. g. by conversion of the primary alcohol function into a suitable leaving group, . g.
a halide (step a), reaction with cyanide ion (step b), saponification (step c) followed by
reduction of the acid formed (compounds 4) to the primary alcohols 5, e. g. by using
diborane in tetrahydrofuran (step d). In order to introduce substituents R'% and/or R!
different from hydrogen, cyano intermediates 3 of this elongation process can be reacted
with alkyl Grignard reagents R'®MgX in solvents like ether or tetrahydrofuran between 0
°C and the reflux temperature of the solvent to form the corresponding R'°CO- alkyl

ketones, which upon treatment with an alkyllithium reagent RMLi or lithium aluminum



1 R12 .0 (CR1I0R11) (CRIOR11)-OH OH X," R13-" U R 13.
4 Aryl-thiazole alkanols 1 with a chain Iength of n
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chain length of n+l carbon atons by nethods wel | known
in the art, e. g. by conversiomBoof the primary al cohol
function |nto a suitable |eaving group, e. g. .2 hal i de
(lsytdepieau) solvemgclilieathaniot heteahadiotierah give (@tobplsi5) R'°CO- alkyl ketones

f
aCI (yre(r%rg&c]'{ % n%tbS/Q de%)c%fr?é Jnﬁ%l\%o%?l}/m ﬁ)%%fydh{ag xﬂglfs&ﬂg preferably at
eten@era&ﬁtyreub¢mgerd~rﬁo°ﬁi‘aamel WG Ehxsabﬁytap@fcmm alfo be gaspiedput in an

| &aﬁﬁgﬂecﬁ% ﬂaﬂﬁér@ﬁ'&&ﬁg %6‘ BRLRY —U&n(tS? -aR&AoRBIE. bspéféatment with

3},} ff er y%Or er nedlﬁ_{%ﬁ 0@25@1{8 %‘ne as chiral

r@agﬁm iﬁtemmmarg @kefeﬂabs alt téﬁ@pe@ithﬁd’s between ~78 °C and ambient

trah fl
gt e e SRR R g Ll E A Bl et A e
R0.O087al 0y 5551k 61568k St byvhicetmeanpoitht(r-2aemenB-wi t h an

. _ -
ol BB AR e ¥ (Dle, D, ARO T WIEy £¢
Raptdlasdmn, Rigoe. AaVk?;md@r@ﬁ@éi &ﬁramoT ayahedsancsynmetry 1994,
es, 1961@@/741)rﬁ@érﬁawewalwhm%%uﬁ@gsmmhlceﬁtahrno@é &0h8te chiral

f bl -
CCLEEIREL T R o I M
einané m,See b ecmﬁfd)metogﬁ@hy on a| daadl MPLC Qolﬁlhﬁ’l ©ORby dewivatization with an
( c ohal s. r.eat rr?ln 1t

t]acl:a %ufﬁgflﬁ for rs,Cx«éhlc can't be(* ge)parated by conventional HPLC

(th)r@JZlaW%tdrp}lly a@%@@lmeatzé borlotoitHe neglasl a¢rihoh Thealcahyktonigpunds 5
%%B%Qf t%fdfrcgﬁl be pLEiEHAN Mt@lorh s%tf HEdezal k?&tn‘i\ﬁgt@ (scheme 1), e.

and “anbi ent tenperature according®to
ag by(t]Eatngent@@qhgpet ragsulfeppl shloridein dighlesergethane ;gntbe presence of a
%Eﬂlkeﬁ@&tb 1&918171& pke@rabdpiak-tedd 31)atur@frarb§é Hefﬁéi:hlmof’c\éhﬁ Room
%@ ‘1‘1‘%% I‘OdIISO napga bar,ane g%f de and
G, 915 Br pdfeona h (N B ACHA AP Ae™ fabtomide an
@ﬁfp@enﬁpﬁbspfﬁh@d@ sadvdrts lilkd tefCahyidirofivan, ]Sedtfemhbdn S memperature range
99 i cohol
R e M At
can ti onaIIy be separated into optically pure
ant i p ollpiyinggestodere wedried woivin order toedesgrmingthegetivity of the

CHIQPRIA9bARMAuRNIR chiral HPLC col um, or by
derivati zati onuvvln(tﬁl

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”, (1998) Anal. Biochem. 257: 112-119.

Full-length cDNA clones for humans PPARS and PPARx and mouse PPARy were
obtained by RT-PCR from human adipose and mouse liver cRNA, respectively, cloned
into plasmid vectors and verified by DNA sequencing. Bacterial and mammalian
expression vectors were constructed to produce glutathione-s-transferase (GST) and Gal4
DNA binding domain proteins fused to the ligand binding domains (LBD) of PPARS (aa
139 to 442), PPARY (aa 174 to 476) and PPAR« (aa 167 to 469). To accomplish this, the
portions of the cloned sequences encoding the LBDs were amplified from the full-length
clones by PCR and then subcloned into the plasmid vectors. Final clones were verified by

DNA sequence analysis.
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optically pure acid to formesters, which can then be
separated by conventional HPLC chronat ography and

wa@eovzeoi4exl back to the original al cohol. The aPCDRP1004/006924

conmpounds 5 correspond to or can be transformed into
conpounds of general fornula 63{schene 1), e. g. by
treatnment. with nethanesul fonyl chloride in

di chiledetennespeespiantang v disaieneoidsS rLBRusipp pgoteins were
Eelrfsfzhyd AN, R6Y; sthig BEs Hptyssb BelB by SRRELALHEBAAIREE Current

BEa i Melssilon ity BElekERRornyel b Absbei ).

tetrabrom de and tri phenyl phosphine in solvents |ike

Retiodilgyat Bindirgm\sspr ef erably in a tenperature range

bet ween room tenperature and the reflux tenperature of

et e

M YpCleatkmesahatty ﬁﬂérfh%etﬂseﬁ\nar&wl&m Bed? &i%ach 96 well
T AYA a@e@ n?% qhi@alet of GSTL\IDIQAI@MBJDSfu@fbn otemtaemqla@il@ngﬁid, e.g.

Ihosfh dim b ore s fueli e @Psgdﬁmﬁﬂrﬁ%%psﬁ Biefcl g
ditrigiontethylsi@@Hyl] ﬁhaimcyBam]hanﬁd Rasbouhtide ]lﬂ)f))l.g SPA beads
S0 A0 RIS T R A0
HrabatsdSer 1h YT mntrpfgg 2vainyat 1300gn€lble §upemnatant containing
Bk@@%(ﬁjgyo@ 3/5 r@”@ve&%‘:wﬂftﬁees%nhﬁr ﬁc%ﬂ%ﬁ‘igg\eﬂ&: receptor-coated

acferil lan_e eSSl ‘vecto
gs%détwéwapftr@e% rrb%ﬂ}é@ Iﬂﬁa?hﬁl@h&&f@%&ﬁéﬁ%@%@e cestipn
%[Uﬂxb@&kl‘&t Mbﬂﬂﬂid@uﬁﬂlﬁﬁb QSutipgtrioPmbd éh the presence of

and?g@%ﬁ%g ggt%%gn% néﬁ Iﬂﬁgg]‘c atsgggé?fgge Haengﬁ%§§ n %wezﬁ plates and
dmmnptmtsif bbhnd ligandevas andasmrd onfa Rdokard| Top€ldustasenOptiPlates

gs'acc%gfdj gDB%%ﬁi‘p%Rgﬁ %Qﬁ&e% V\aquh#)lgé 1% Ti fl a@gsklﬂﬁuﬂ ?lrllnr% g)@g(t)rlpcentratlon

en su one
foon H0°S” MFtpriaI Ml ones were verifi ed by DNA sequence
anal ysi s. I nduction, expression, and purification of

GST- IPBRRoUSE 1B 08RE Aes %@&ﬁdﬁﬁqﬁ@’s Sorh W1 Eris-81etl] pH 8, 50 mM

m%ﬁéﬁ%p@ R aliﬁ}.ﬁ{?lé darcﬂg&}%ﬁ@ (lg}reeggh 96 well

echiction ahy 4A\ng edpdlalatt odIGSY - P%mmamﬁm@n@mtéimgam;mgd to 10 pg

EE&%%a&Se@%g}lﬁ&l%%ﬁ%g%s %@%}g%eﬁq SQIH%}QSh(a?]%?AFh% {esultmg
al@.rldf W@rseeaBSkdafﬂUMS war[drdé)ltnfmgcd fsa@miggt \Aé(DQg The supernatant
E?Iéﬁ%&ﬂﬁ@gﬁmﬁ%g g eﬁg\% \é\%hl%%d 2ia e be R de bbb ARl the
receptor-coate beads Was resolveél in 5(9 ul of TKE. For radioligand binding e.g. 10000
dpm of 2(5)-(2-benzoyl-phenylamino)-3-{4-[1,1-ditritio-2-(5-methyl-2-phenyl-oxazol-
4-yl)-ethoxy]-phenyl}-propionic acid or 2,3-ditritio-2(S)-methoxy-3-{4-[2-(5-methyl-2-
phenyl-oxazol-4-yl)-ethoxy]-benzo[b]thiophen-7-yl}-propionic acid in 50 ul were
added, the reaction incubated at RT for 1h and scintillation proximity counting
performed. All binding assays were performed in 96 well plates and the amount of bound
ligand measured on a Packard TopCount using OptiPlates (Packard). Nonspecific
binding was determined in the presence of 10 M unlabelled compound. Dose response

curves were done in triplicates within a range of concentration from 10™° M to 10 M.

PPARYy receptor binding was assayed in TKE50 (50mM Tris-HC, pH 8, 50 mM
KCI, 2mM EDTA, 0.1 mg/ml fatty acid-free BSA and 10 mM DTT). For each 96 well
reaction an 140 ng equivalent of GST-PPARy-LBD fusion protein was bound to 10 pg
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acid, was bound to 10 ng SPA beads (Pharnaci aAmer sham
in a final volume of 50 m by s¥2aki ng. The resulting
slurry was incubated for Ih at RT and centrifuged for

PN Bladt p%f%%ggalm AR Pﬂ&ﬁﬁ‘:ﬂv@ R A fHORY by SRAY The resulting

protein mas reane ry pel | et contalnlng

tSngY wedptehatedhiar 48 abE"&@gdm&nﬁ@gé speabyat 1306 Tihe sypernatant
HoMaiiRag uabb@aiskonas mgé&%@aqnm@e Jefadityifelletl DBEHRALE the

5s$@£?rﬂ%étadﬁ>e?ﬁ§w%%é” v o 2 eEFRE s ctiagEg oiking e.g. 10000
dipine 2 () (@ ehendbifl- Iﬂieﬁﬁammca%%jﬂ Ivditeitip ex-{ B ereedy1-2Aplhyl-oxazol-4-

@aétl}}?!é}at @%,ngﬁ %rggl%m n#gp é(f)i% lgl%yenagddeéé%?ngﬁ \é?gn incubated at RT for
(Wﬁ@}ﬂlamg,prqxggm ncglmtmgrp@ dormed. @A]Jdgnémg fssays were performed in
Ll pdil ﬂ@t‘é?a?nd"ﬂh‘é Rt B%chﬁldqgaﬁ@ REGQIERbA QPabiELAT %%Count using

10M.to recept was assayed I n
(%W@M E@E? I)B@qlssec1§® Iﬁmn&aras doteimmetan ﬂ@@eﬁ%@mﬁfo 10*M
fiafldbelled t(ﬁnfxblﬁﬁi BoAertpdide vl Wire doge i@ ic&8s Within a range of
react%oQ a 8 ggﬁévﬁgent of GST- PPAR a-LBD fusion
Pt ]\RB Rd SPA beads
(Phar nmaci aArrershan) in a f| naI vol une of 50 m by

1% % : ssaw | ncubated for Ih at
RT and centrlfuged for 2 mn at 1300g. The super nat ant

‘cont giBl RgmURb R EHQY EJH@‘(EHRzY‘@%d@@EEﬁ% e §fd?«ﬁ1 SEFVEM medium

pel l et contal nin recept or - coat ed

rcestAiniag 10% Hi$ %706 HTKB5%Q%=5%§@|2 éﬁrm@ﬁh@reb@ﬁhume geged in 6 well
@&Q@at‘iﬂféha of 10° Cells/well and then batch-transfected with either the pFA-

%ﬁ%@}ﬁé ﬁ&ﬁ’%@gﬂ;@g& Sﬂ IFPAROL iﬁD[eXpress%rE {3 atsrln{)d_s Pl 853. reporter

Hlydn)id T ﬂ’amtfydtttheen;)dckompl@hed)mth theFapene 6 reagent (Roche Molecular
2]}1§chdeln‘hcal tﬁ{%ﬁes e eﬂtzog%lgflth%oﬁﬁ !} l%g transfectlon, the
|chn Werad‘nadfesmd 5@ tlmfpsmv@afeoramedetdhe % tpladﬁs atﬁ batyez;f 10*

Qieu eli 9[ftelr 54 %Qrs% o116 At t BE Qofils [ht YncBRHA 16 Qemoved and
|n?%£ssa ys were performed in

\KéPllaC‘fﬁl Vgﬁeéo%#@f@hénca fee Brediyen peptringagige ﬁ@éb@{h&@aw@r@r control
&K@ nl ﬁpﬁ@éﬁﬂceh@iﬁtﬁl Onbvé)PEallREng Prekaidh) of the cells for 24 hours

CIfIC was d t rmned,in se

wﬂh% Shpier APt bods Predlsntal el GRESHE & Luciferase
domstann-ItightH dagantt €RodkictMolactdar Bingenttalgdan dysatheatellomd initiate the
f
allééig?re?sg ré%%%g%g%%wﬁé%&eh%cﬁpi\&ﬁféﬁ%%b%%@?@d 15 a Packard

BivpAovot. T ramgerptipaal pytiatipd if ﬂ@@r@@n@eaﬁ@ t410 SRV Jvas expressed as
oI - 826 R APoW8 L Ls incubated in the absence of the substance. EC50 values were
calculated using the XLfit program (ID Business Solutions Ltd. UK).

The free acids of the compounds of the present invention (R' is hydrogen) exhibit
ICsp values of 0.1 nM to 10 uM, preferably 1 nM to 100 nM for PPARS and ICs, values of
1 nM to 10 pM , preferably 10 nM to 5 uM for PPARa.. Compounds, in which R' is not
hydrogen are converted in vivo to compounds in which R’ is hydrogen. The following

table shows measured values for some selected compounds of the present invention.
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shaking. The resulting slurry was incubated for |h at
RT and centrifuged for 2 mn at331300g. The super nat ant
cont ai ni ng unbound protein was rermved and the sem dry

pel l et {[containing th ept or c beads
resolved in 50 ul ofﬁ¥k ra 31 gand |I¥Pd§%69 e.

10000 dpm ICsp (umol/l) ICso (}lmOl/D 1Cs }J.mOl/l)
2(S)-(*’ benzoyl -phenylam no)-3-{4-[I,l-ditrlitio-2-(5-m
ethyl -2 5 oxazol yl ) ~et hgxy] - phenyl|

- propi in c CI d in 50 2%13 wer e ag 36 t he rea(%:'(t)zl%n

I ncubated—at—RT for—h—and—scintittattomproximnity

count i ngxpapkedt ned. )Nolzzﬁl ndi ng |d9says wer e H&4F or med
in 96 well plates and the amount! of bound lli gand
measured on a Packard TopCount using Opti Pl at es
(Packard). Nonspecific binding was determ ned in the

presence of 10.4 ound Sg res
CLr v age reREol B RO IR i BT BRaTHIeHe P i e g DL salts and
cesuense:lah batis@hasfmativabentq) blgt in the fodM oﬂ.pha'rrhaaa’eaﬂeal preparations for

ISAr Iﬁ 0 ?Jé}ﬁgc%? %r‘?:%‘sg%ﬂﬁbfﬁ% W?éﬁn pa Qdmﬁﬁ&g%%é% example,

rr@mr @«gntnathn forgn aDeblEBS cated3zbles drngeas,s}@MHcssx&ﬁCXeZatme
hs%ﬂlﬁlon@eédlﬁswﬁg 8r s?fs‘ﬁgﬁﬂ)n's '}eﬁal‘l‘ﬁ Rl BE &SpRbf Appositories,

den3|t t hen § h-transf ect eg

\zaaffﬁlt%r?% 66 b ﬁp@f/@eaww lutimg orb pRRsign selftigns, or topically, e..

i fhABARDT bBIheX Bl @sshoor gilsasm ds plus a reporter
pl asm d. Transfecti on was acconplished with the Fugene

t6 hree S ent 411RC %greo £ (S (alfalflm%cre)l(lgﬁeﬁ&reé)a]xa aqlng)carhg frfe%%e%QHtaomanner
twhids Wi ldlq famjliar e awepérsonmkiliedhia tivest b)dbbygmg the described

t(f'b)ﬁ?%hﬂ&}g?ﬁfbgﬁ l’eﬁ a%?ecﬂﬁj Ph ?%g?lﬂgtjzh %é&?ét@ﬁleaﬁ) %valemcal

adpael BFmdersth er Wilesuiishleuno e drfsl dherapgutically compatible
rs6Rd apE@luwcaﬂme; %t&talsca‘ndpﬂaemedr @l HIRemABAIteAD adjuvants.
cont aining the test substances or control |igands

@) trati Fol | [ .
o ¢ NIt FUT R Bt ROV TG e e TG 1 200 organic
tcheries upeerivdd dhis, fasexanplglisstae,doch stmath toln daritedived thefeof, talc,
He%h SLADF it ??:ﬂ?t QIFEe s o U3 ngg%]lt ls(fgzzoéigﬁ%sl\/@%aﬁ&ij%agfets, dragées

em ca the ce S an
|au |hfaéi @éﬂéme@amql@nSwmbleac@trm matenidlikos sefih sdating capsules are, for

eﬁ&hﬁﬁr@%&aﬁ\ﬁ%ﬂm§ &fs il ol %H@ hAd FQREPIMols (dependmg on the
Transcr.i pti onal a(;!t ivation in the pres (g%ﬁi% test

SUHSE AhE RS BEpFISEE Y CHEisKar 8 AEET VB RepEhe cFI0g ot

| g@l@ui@@t@dulleg) slhieabadoaeﬁ@&naénﬂh ﬁ)tihl@?ﬁodﬁﬁt@on &MU titak WES syrups
ategl usi ng. the XLfit @tl{eltl)Bg J(I’g?

§6‘T S(pl egﬁxglp & g4 eBI@OW s, Sucrose, invert ug like. Sutable carrier

materials for injection solutions are, for example, water, alcohols, polyols, glycerol and

vegetable oils. Suitable carrier materials for suppositories are, for example, natural or

hardened oils, waxes, fats and semi-liquid or liquid polyols. Suitable carrier materials 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.

Usual stabilizers, preservatives, wetting and emulsifying agents, consistency-
improving agents, flavour-improving agents, salts for varying the osmotic pressure,

buffer substances, solubilizers, colorants and masking agents and antioxidants come into
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The free acids of the conpounds of the present
invention (RL is hydrogen) exhibit 1C50 values of 0.1

- Wokosoosk@s M preferably 1 nMto 100 nM for PPARIERZU4/006924

| C50 values of 1 nMto 10 nM, preferably 10 nMto 5
nmM f or PPARa. Conpounds, in whikgh Rl is not hydrogen
are converted in vivo to conpounds in which RL is

bysHi @G8fen dihatfrahdeautNgdiuaiiie shows measured val ues
for some selected conpounds of the present

I( mﬁfhi )%l 0 %@M@%& @‘é‘%ﬂg@ %én{@;lé/ v%&}BJé ﬁ%(hrmtf depending

8nQh2aEedb0 tdbebtibHed, thrgeuand shoidividual Fendifipn ahdhe patlent and
tt e rnodgJ ht’"&ﬂ&%@%‘aé&ﬁ' all\‘ld%ﬁ e&tc@ms@ lieaﬂtgeﬁ t@@l‘i’? Balvedidl fQftirements

pth aaqh&@emmlmasep%rpaalﬂl&maaﬁ%ts ﬂ@ilaﬂ%ﬁ@seg%wf abﬁ&F L ftedp bot 1000 me,
tes%'cﬁlﬁg 66l 1th td #ou@ D00 H%e&brﬁé%rin{@QoﬂﬁHhﬁhﬁh ab@stndingron the

SR e bR el R reysfdy e unis

capsul es, solutions, enul sions or suspensions,

rect @He}phaﬁn@:eumfal pf@afaamzm ofnvenigptp Eamaingbout 0.1-500 mg,
par f Jectlon sol uti ons

é)rrefeﬁ%’g’s(?g M%n}g(:?%aocno%l Mﬁ’dtogg&é’ﬁ iam in the form

of ointnments, creans or oils. The roductlon of .the

phar rikedolaei cprepar sricdndlisiAteiae BRFEUTBERFAN it More detail.
Defe, WBlvERrMdt intBRdddaBilinhiddts §@paiyarjahs@ierskil l ed in
e’art by bringing the described conpounds of formula
(I') and their pharnaceutical ™ acceptable, into a
gal eni cal adm nistration formtogether with suitable,
non-toxic, inert, therapeutically conpatible solid or
liquid carrier materials and, if desired, usua
phar maceuti cal adjuvants. Suitable carrier materials
are not only inorganic carrier materials, but also
organic carrier materials. Thus, for exanple, |actose,
corn starch or derivatives thereof, talc, stearic acid
or its salts can be used as carrier materials for
tabl ets, coated tablets, dragees and hard gel ati ne
capsul es. Suitable carrier materials for soft gelatine
capsules are, for exanple, vegetable oils, waxes, fats
and sem -solid and |iquid polyols (dependlng on the
nature of the active ingredient no carriers are,
however, required in the case of soft gelatine
capsules). Suitable carrier materials for the
production of solutions and syrups are, for exanple,
wat er, polyols, sucrose, invert sugar and the |ike.
Suitable carrier
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materials for injection solutions are, for exanple,
wat er, al cohols, polyols, glycerol and vegetable oils.

weiosabi4es carrier materials for suppositories BCEEP{004/006924

exanpl e, natural or hardened oils, waxes, fats and
sem -liquid or liquid polyols-33ditable carrier
materials for topical preparations are glycerides,
sem -synthetic and synt het i Exaghpleer i des, hydrogenat ed
oils, liquid waxes, liquid paraffins, liquid fatty

%'b%?&‘?e&?bnsﬂ erol s, polyethylene glycols and cellul ose
derivati ves. Usual stabilizers, preservatives, wetting

and _enmul si_fyi ng agents, |sten [ OV

PRFS 0P Hh gt st ey DR By DR PN ot Ramide,
mpl Ui 1,@%1&13:&’[}&3 éﬂ;wé ﬁ@fah?&lbﬁl(dm%mrﬁﬁiﬂadﬁlel HPECSs high
colorants,an skin ant i,oxi dan

PR BB SR TR el R e Sl E LB ni 8 eom =
doskgel,ofuanhe qompctindRIHE r@@nrtm@el(at@re,éﬁtﬁb“ waetyahpdrdfiiran.
wide limts depending on the disease to be controll ed,

the age and the individual gopdijtiion of the patient
and the nmode of adm n| stration, and will, of cour se,

bout 1rrg toabout 1000 epeC| aI I y abot I 1 to
&bmﬂiéuﬂew 4rlydregyimtold (100 m:g,oogls dﬁigﬁt)l ®uhlobepethdi-bgnalyl-2-(4-

0Sage .| onv m nj
Efo@éfggﬂrﬁh& aehd 86T nd 075 RS Rtk et ag0), wo
PRETAH &t 1i) oresiuooravizoriagn t4|89 rrcga ﬂ:b‘aanb)mmldta tPact o5 poxaspiyim iodide were
%’%ﬁj ﬁ&%f WacBone &Rprnl 5egTh@sfus &@Wﬁ%grﬁa af £h h@te(ﬂé))erature for 14

ow ng ser eto il ustratet dS
ibntherselvent mp%teé derferlucephgssaresndibagssisty ? lved in I N
Ht1ERE Rtk /11 dnfdl h&teﬁ@ OpR lé}}l‘rmé&e RERAE] Eﬁ@ﬂ@laqaeous layer was
Abbre atigns: -eth n- BL| =
ﬁx“é%&t e BngH! ‘é yerpiypig washed two

|t1,n&s d\hth%ﬂw{d and], diied, (ﬁfet &idhahydllfale ZIIHeH))l-merwm reimpeeieynder reduced
lpll‘?SFﬁlrE 8%}% geg{dglg LR C Ioﬁl}gﬂa% cﬁ%&{[ﬁ%&%ﬁ?&h%’a Ig%ll:)ﬁe_p'fane/AcC)Et)
doigive iLB@trige, 33Rfrmcl Aé &@1 crfélmqaietﬂmqmeouﬂdm hght yellow solid.
tetrahydrofuran. Exanpl e ai
%]zggyat(leLH? B4y.4 kbuor omet hyl - phenyl ) -t hi azol - 5-yl m
oxy1l-THindole A m xture of4 hydr oxyi ndol e (100 ny,
0 | -

-1-vl}-acetic

- teﬂnxbutﬁm@der (2002) WO

To a solution of 4-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy] -1H-
indole (50 mg, 130 pmol) and bromo-acetic acid tert-butyl ester (20 pl, 140 pmol) in
DMEF (4 ml) was added sodium hydride (55 %, 8 mg, 176 pmol) under an argon
atmosphere at 0 °C. The mixture was naturally warmed to room temperature, stirred for
72 h, poured onto 1 N HCl/ice water 1/1 and extracted three times with
dichloromethane. The combined organic layers were washed with water and dried over
sodium sulfate. The solvent was removed under reduced pressure and the residue
purified by column chromatography (silica gel, heptane/AcOEt) to give 50 mg (99 pmol,
77 %) of the title compound as light yellow oil.

MS: 525.2 (M+Na)", 503.3 (M+H)", 447.2, 256.1.



0262774 Al'), cesium carbonate (489 ng, 1.5 mml) and a
trace of potassiumiodi de were suspended in acetone

WO 2@s50bH23 The suspensi on was stirred at anbi enPCT/EP2004/006924
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tenperature for 14 h, the solvent evaporated under

reduced pressure and the residuwg di ssolved in 1N

HCl /ice water 1/1 and ethyl acetate. The |ayers were

s jal{atMethalnl (4-heflasroaaits]payen) -weasrobst iaetiedyl elol-1-yll-acetic

ties with ethyl acetate. The conbi ned organic |ayers
washed two tinmes with brine and dried over sodium

sul fate. The sol vent was renoved under reduced

pFes salnizomoi 4t [Hemethyl-a(é-tptnefonsdhByphenylinthiazol-5-ylmethoxy] -indol-

Chy QIRLQU APV kil d RRREANGA AREFb ot o)
13,81?@ (O:CSS_ rmo"f;(ly jge?/()(g)g#xg’t he t?l?ﬁlédqo o%lﬁ%l %gté%llﬁlg)lﬁas added
JEilrgthaseicagid (Nenl)3Ble maqhgrppixiure 339 strred &g 24 atigmbient
{t4mipérablaelThe sdiviefit wlaé fehitQE QIR bduRE @Yéshn’lé hh@# refidid purified
g%ltm?]i))(%%ﬁ‘l{ﬁlﬂpté %c_) gljve _Sz%gge 1|1 Curr?o(i,l Pl ‘% E)%’Ehbelﬁtye corensi)tmelgd Is? ligaht yellow
&olid- met hyl - 2- (4-trifl uoromet hyl- phenyl)-thia2ol -5-ylm
et hoxy] -1 Hi ndol e (50 ng, 130 nmol) and bronp-acetic

cd hptylnaster (20 m, 140 mmol) in DVF (4 ml)
\;\qgg'%%?;%ﬂggfd’iligrlﬁqhydri de (55 % 8 ny, 176 nmol) under
an argon atnosphere at 0 OC. The m xture was naturally

war ned to room tenperat ure, EX3mpledd for 72 h, poured
onto 1IN HCl/ice water 1/1 and extracted three tines

vil] t{uctliocih | [ar oneetyh-an@ - trifla 6rozesthyl e en ol ARk ¢1-3-ay @Esoxwe 1 H-indole
washed with water and dried over sodium sul fate. The

| vent S, I.eno nder d sure d.t
Rt Séolé‘?fﬂuftﬁogﬁﬁgwé'ia?% e b7 S S By et 2- (4
Heifftarvertetitg QEtenyl) shigzales-Bi-ethpnob@ 16mug, 0.73 Ingpl; GCTiIne Appl.
tg lyi : i 11 325,
(o TR Sl 0303
(tatrplydxpfragt (5zmb) avas mrded RAbNe Nirtstramgthdigedicarhpsamrle 6194 m,
ﬂaf@ﬁlﬁﬂﬂ){’ I?hle icBéi?{fBa‘tH Mas f&%ﬁ;vb% ﬁﬂ@ bigkrihe c@nﬁﬁdﬁ]édt f'o@llﬂ_c }gff%e mixture
- [ 4- -2-(4-1rifluorone -pheny] ) -t hi azol - 5-, .
etibier L oD g e SURET GO RETeR PRI P PSS it 2 light
@p}vﬁ%ﬂrwml:l) wi$pkii il hyraaﬁm alﬁlﬁn(actogrhpl;w\(aﬂicagdelmbptane/AcOEt) to
tr uar tic.a The reac Xture was
5%1+er§r2erag ?@?fgl nﬁOlaﬁ zor)r‘g)l%ghr?tt}t{eec r%n Pa gra ge<.%iecﬂfahv‘;e.%lis$oI vent
was removed under reduced pressure and the residue
pYUbi 4B ed MiyHpr 8phpadi™e HPLC to give 5 ng (11 nmol,
119 of the title conpound as |ight yellow solid.
bl [rac]-(6-{1-[4-Methyl-2~(4-trifluoromethyl-phenyl)-thiazol-5-yi]-ethoxy}-indol-1-

vl)-acetic acid tert-butyl ester

In analogy to the procedure described in example 1 b], [rac]-6-{1-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-1H-indole was reacted with bromo-acetic
acid tert-butyl ester in the presence of sodium hydride in DMF to yield [rac]-(6-{1-[4-
methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-yl)-acetic acid tert-

butyl ester as colorless gum.

MS: 517.4 (M+H)™,



M5: 444.9 (MH ", 401.1. Exanple 2 ai
[racl-6-U-[4-Methyl -2-(4-trifluoronethyl-phenyl
WO »eosloda=2z®l - 5-yl | -et hoxyl -1 Hindole To a i ce CBCTIEP2004/006924
sol uti on of 6-hydroxyindole (100 ng, 0.75 mmol),
[rac]-I1-[4-rneth gl-2-(4- -37-
tr| fluor omet hyI phenyl ) t hi azol - 5hyl ]-et hanol (216 rrg
il 2008 ‘ Z j

tgq Qg#g! Bgosphl ne (280 m, 1.13 mol ) in | o
furan (5 m) was added N N N N-tetrarrethyl
azodi car boxam d . The cooling b

at h
We2 fanRmel [a7d- §t{|1 ﬁrmgthab%{%ﬁuﬂdommwlwhewé Whazols. vi-
NAtRS:E SndWLS] fIIDJaE&fc%@doc\éﬁfb lebter (FNHg, 13381861 yremHF/methanol 2/1

nmoved un ced S ht
, EBiRGandal redueed prctslre o 6\ e o Lo BN L
(Sﬂrfeid(far gie]h at dlﬂilélaﬁempéi@fﬁ%,) néueratjtedevii? 1 Mpdu@odSHEhwllytion
q% ic he ! Idtclfggec o l?rgde?%c%%leci Sygss%lré Th¥Residi3v 2 dissolved in

r]r NCHG]@@@ Whtef Mlmﬁ@h}d ZCQ‘tﬁeIthf— Falyens mesnesegiatastrmdythy aqugous layer

A exéaé‘tk&-w@c}ml’é }1ce'teﬁg Gﬂ'hel c)ﬂh’)mn geirﬁc Pa%lg Wed fradhul W1th ice
ester I n an procedure describ In ex

10 wHpr/bripgl . &l QV[EELSQQQ@IﬁySp ate pnd the solvent Was evaporate n vacuo to

tg*wé‘ th @itle aBMBY tind (aMitb, )52t Fhelz el 95 -ayhghtefem@w oy} - I Hindo

l'e was reacted with bronp-acetic acid tert-butyl ester
ol ce of sodiumhydride in DVF to yield

[%c{@( 6{1\?1%)?'4 _ methyl -2-(4-trifluoronethyl - phen

gl)-thiazol -5-yl'] -ethoxy}-indol-I-yl)-acetic acid

tertbutyl ester as col orl esBxguple\s: 517.4 (MrH) +. cl
[racl -(6~f 1- [4-Methyl-2-(4-trifluoromethyl -

rhigay k&f—BﬁW@%etﬁVNiﬂ%nVl@%%ﬂ&- i ol cediyhcid terRBEE Ester

acrd To a solutioh ot

15 aégps]pg(s&%p]{clf sgdlﬁgﬁgb{glylidﬁa%gupetrgligl &gc@tﬁ écll égrr%&rrl]dﬂ as ac{ded toa
t hitidaudfyl (tes-batyl {30 ethyl-sikBylorp)- ) Hiind dleif2 3tembanmimdly Bur. Pat.
(5 hionea it AN sygas, AL, b .1t
aII‘ﬁN -dirhethglfiperaide €10 mBut P&4C |u21édr i argorl hfraeppbengs TOreaction
gﬂﬁllegghs YagRLLy &ﬁ?ﬁé&qy é&l@ terfy é}%% rsﬁfr@@ fd'i'rqu{ and cooled to 0
uced p e resi

ressure ue wa di SSO ved
20 ﬁ@ eeceatgudl@iml) and eoneenirpod Hed &2 mlbwerepdd f—‘%\%‘? Ql%lﬁ@lre was
s&pALRH ekkcaRthet hehaligedmdiaRr TM@&)IE@%E@@}&%&S\M&B washed with

\?\%rpz%/]el 3 eattg.t and d-l;lhe o%gp;odd?l?nq sulfae nthe soﬁ% Tt was Temoved unc?er reduced
pressure to give a yellow liquid which was purified by column chromatography (silica gel,
heptane/AcOEL) to give 246 mg (0.68 mmol, 67 %) of the title compound as light yellow

25 oil
MS: 379.5 (M+NH,) ", 362.3 (M+H)™.

bl (4-Hydroxy-indol-1-yl)-acetic acid tert-butyl ester

To an ice cooled solution of 198 mg (0.55 mmol) [4-(tert-butyl-dimethyl-silanyloxy)-
indol-1-yl]-acetic acid tert-butyl ester in 2 ml of THF was added a 1 M solution of

30 tetrabutylammonium fluoride hydrate in tetrahydrofuran (0.55 ml, 0.55 mmol). The
reaction mixture was stirred for 1 h at ambient temperature. Diethyl ether was added and

the ether solution was washed with saturated aqueous NHCl solution, water and brine.



water/brine 1/1, dried over sodiumsulfate and the
sol vent was evaporated in vacuo to give the title

w@eowosads (24 nmg, 52 mol, 90 % as |ight yel | pe@/aP1004/006924
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M5: 459.3 (MH) . Exanple 3 ai
[4-(tert-Butyl-dinethyl-silanyP8xy)-indol-I-yl1- aceti C
acid tert-butyl ester A dispersion of sodi um hydrid
ifyapRratiem pf B solygy updersredpepd pressuspgsyy 4vas (Adgemol 86 o) of (4

39Uy ARd AL 1- ?71) -acetic acid tert-butyl ester as white crystals.
4-(tert-butyl-dimethyl-silanyloxy)-IHindole [251 ng,

Moo EOTEE U R butyi ester (160

1. 1mm|) in N N-d| msthylformamde (10 n1) at O 0oC
) cievey A h %

sz vll-propoxyl-

nﬁ&d’lrlakrll)ﬁéc&?cfa@%%ﬁ%kt%m t errpe at ure, st irr d or

nand coot ed ce water (10 m) and

concentrat ed HC wer e added and the m xture S
et ateice exld selpien 9{ Gfﬂe&ycfxpﬂhnmoeﬁw&mf Ad éert*bﬁshj ester (49 g,

g)m(h;mﬂ [£%1- szﬁétﬁ l\l\@lf[f-n\l&ﬁ % (MtrifthoB6inBE yRPHeWat @liazal syl |-

rie sodi su e

Pl eane Degtiol § i Jeet e WO RR AR R ana

mbuwlpﬁofsp')}&ﬂe o9 1d . mrmn(dh [mttatihghaﬁi'nyn (Gemb)i e agdbd N,N,N’,N’-

DEPLALEG CRFak ALY 1% T SRyl Skl

4:))el,1n§6@h Jrag M{a&gveql ang lstn(rm.gmpatlgugd. fondéh- Flltyqt)onazy@t ¢edite and

%%815’0&@51{ otbd'ﬂ: ¥(1>1vé;‘rr°ttuﬁﬂer-r1%d§&d @ssﬁ?& ﬁ‘éja lowt dlprhiQﬁ Was purified by
r t- b | - | -silan

mbann ¢ rymatogia&v é1 laacs }tEé?Fatne it E%%l‘éf’r ngz%ﬁmﬁ 12 %) of

-Ethuﬂ@Sorﬁﬁ&ﬁdi@yLl%ﬁ@ﬂutl on of tetrabutylamoni um
fluoride drate in tetrahydrofuran (0.55 m, 0.55

1) T ction mxture was stirred for 1 h at ,
%lﬁt <&ZJI::%z@ature Di et hyl ether was added and the
et her soI uti on was vvashed W|th saturated aqueous NHACI

Miethyl- vk nheth hozsemethylaphenyb -dhiagzokarvll-

65,/1 64950, PLESSUR gave 49 My (0.2 mmol, 36 % of
k@—-ﬁ%ﬂﬁ%@—r—m -acetic acid tert- butyl ester
3?1 a\flx\‘;llgtg}?tocr %%tﬁ_geaw%fsm%fgﬂqe% by A%Iracf%f {5' ngehc/ﬁyl-l -[‘-4 -methyl-

(ﬂ(@fﬂﬁddﬂ@m@mﬁ PiydrryDbditgbl-5Jy1] t—ﬁlio@éﬁ}}}-ﬁdyll-l—y})perce@@a@jdl tert-butyl
coamas e PR BTy %tssa, biidalersimst 1 igafoet ¢

tteifltietuutathylggtenyl) (tHi9zal gyl ] -propoxy} 1ndol 1-yl) acetic acid as yellow oil.

MS: 487.1 (M-H)".
Example 4

a] [rac]-2-{4-[4-Methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-indol-1-yl}~

propionic acid tert-butyl ester

In analogy to the procedure described in example 1 b], 4-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-1H-indole (example 1 a]) was reacted
with 2-bromo-propionic acid tert-butyl ester in the presence of sodium hydride to obtain
[rac]-2-{4-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-indol-1-yl}-
propionic acid tert-butyl ester as yellow oil.

MS: 517.4 (M+H)*.



0.2 mmol),
[rac]-2-nmethyl - -[4-nmethyl -2-(4-trifiuoronethyl-

WO b@apb}23 hi azol -5-yl]- propan-1-ol [62 ng, 0.PCTERP10D4/006924
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PCT Int. Appl. (2002), WD 02/062774 Al] and
tributyl phosphine (70 m, 0.3-@fvl) in tetrahydrofuran
(3 n1) was addedN’N N, N 5- tetr%PethyL

iﬂﬁ?gggggﬁl‘The cool i ng bath was renoved and stlrrlng
0

r 14 h . Filtration over cellte and
3 GBRIPEHORe PrbseR AR e i1 PP S Ch i (-1 Teth i fa-
Qﬁﬂ@mﬁ@lﬁn{(ﬁithmﬁcﬁ—%ﬁmetﬁlﬁm -l 1ﬁﬂ9§tdp1<bnuc géid gerl-Butyl ester
3%5 (treﬁlfégnnhsNaal—I@g}q%ta% I‘&F]t ht 46[4Cr8£%01u£] ?4 %ﬁﬂé(oer hl%myl -phenyl)-

[thiagdl-{-#nf2h o] Hydolt L-yli-prepibayic-agid(ag light Yellawgomet hyl - ph
enyl Vt hi azol - 5-yl | propoxyl - indol-1-yO-acetic acid In
I e procedure described in exanple 2 c],

?@24% %ﬁ%?éiﬂethyl-l-[4 nmet hyl -

2-(4-trifluoronethyl - phenyl thlfﬁgl-S-yl]-propoxy}-in
dol - 1-yl)-acetic acid tert*® ster was treated
with NaOH to obtain [rac]-(4- {2 nmet hyl - 1-

(A1 &l 2{ {4rifluoromethyl-phenvl)-thiazol-5-yl]-acetonitrile
trifluoronethyl phenyl) t hi azol - 5-yl ] - propoxy}-i ndol -

egﬁpér?%%oaxcdrrg %%mee( é%‘@ 8 }'de\@wasd' el 16 Ysblition of 5-
Zz-h[cxto{rxtthvé{élhmlethzl—@-z(4ttr1ﬂf1q)ngpme@lmétgh§:nylﬁyﬁ]@ﬁ§,qlg 135 & 4 mmol; PCT
I oL r@ 3(9@‘(‘)2) 'WéﬁbZdZ’Sgd) her ledc%hﬁrlﬁec(lﬂo LY. trhbe 'd&lﬁluo@ $agktirred at

rocedure described in.e
mbuexﬁ@pwpragur@ior P h, saturated aqueous sod1um bic XborH?ate soilutlo]nllce water

t /i hhe @ﬁl‘*}ﬂ"ﬁ{eﬁ% whikedyéd aﬁJﬂh@Z@krsSveyb seplatuted/ [The byicode lager was

(Ghechytyih abtiardr BReoEPinelinde iy ORI RO AM iR

oW4tai/Brih¢ 8] dried over sodium sulfate and the solvent was evaporated in vacuo to

%}Y%%A% Y ‘j’li Whlensids éﬁlﬁ jﬁfwlﬁﬁﬁtﬁ$m%g%¥h} (§ifta3e0l - 5

I oni tert-
ers—lheptaag/ (%I—ég]Cllzj\jsp pield. 8. m SQWP M ofthgfitle compouncy as light yellow
{ agl -2-{4~[4-Methyl -2-(4-trifluoronethyl-phenvD-thiaz
0 -yl nmethox7i -indol-1-yl}-- propionic acid In
anal o he procedure described in exanple 2 ¢
[ Mac385L {M)h net hyl - 2- ( 4- w b
trifluoromnethyl-phenyl)-thiazol -5-yl met hoxy] -i ndol -1 -y
| b1 [ar Mleiteh e 4agifldot@ndthitphehvigshigrol-5-yl]-acetic acid

A mizxture of [4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl] -acetonitrile (8.86 g,
31 mmol), sodium hydroxide (12.5 g, 314 mmol), water (160 ml) and ethanol (160 ml)
was stirred vigorously at 100 °C for 2.5 h. The reaction mixture was poured onto crushed
ice and aqueous HCl and extracted three times with dichloromethane. The combined
extracts were washed with water and brine, and dried over anhydrous sodium sulfate.
Evaporation of the solvent under reduced pressure gave 9.5 g (quant.) of the title

compound as light yellow solid.

MS: 302.0 (M~+H)™.



was treated with NaOH to obtain
[rac]-2-{4-[4-nmethyl -2-(4-trifluoronethyl-phenyl)-

WO booamad425- yl net hoxy] -i ndol -1 -yl } - propi oni ¢ acPdI/aB2004/006924
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light yellow gum Ms: 459.2 (MH . Exanple 5 al
[4-Methyl -2-(4-trifluoronet hyl—4ﬁhenyl Wt hi azol - 5-yl 1-ac

etonitrile Tet rabutyl anmoni um cyani de (118. 5 q, 67
o [ -Metbylazidéd anwthviipheey! hthigzol-5-yl]-ethano

chlor omst hyl - 4- mat hyl - 2- (4-tri fl uoronet hyl - phenyl ) -t hi
3%&’1@(1({11]@1” [9-Hethptlo ARk fudR (h—ﬁﬂ—phéﬁﬂ’j -thid76083)}-ad86k acid (6.01 g,

92590 in acetonitri I I ut 0 vvas
S mpel it Bg D AP Do S enisr 1 7 WS LR
ZBH!;@'DH$ i edthlifean l@@ﬂﬂ&hﬂ £ thinhdd)) /Dheeowl&igdfatﬁﬁvhs Eﬁmdaved and

Shepalii i Tt auenp s brmkac PR B G hawpyipe it

adedHtaed itcheaten nMDﬁoki:Iexnnagm with 2y OFs sthmgwas}hedWet/brme 1/1,
S&ﬁv g&%g DGt tedgdde&agafﬁaoﬁ Bﬁih%%ﬁra {)1@& 5 cm I}r&?uct which

evaporated I n_vacuo ive rown oil
v e¢fluxed fqmoumﬁnea MeOHdp liberateruomntitasiyels pre T eealeqhoh The solvent

%%ls ey oP%Qc% iy ec@'i'a@@al?eﬁe&@ué@vﬂ rﬁiea% Qo(u%gll Amat&Paphy (silica
9 u S |
lzglfhfowmethspe g @&&g&f’ ok Shed i idiRpmpound as

Jyelldwr galial. - 5- vyl acetl c acid A m xture of
[ 4- nmet hy] -2-(4-tri fl uor onet hyl - phenyl ) -t hi azol - 5-yl ]
1\?5%@9 i kle (8.86 g, 31 mmol ), sodi um hydroxi de
( 14 mmol ), water (160 m) and ethanol (160
rH) was stlrred Vi gorously at 100 OCfor 2.5 h. The
b Sk remethyl mhepyl -thia -yl -athexpt-indol-1-v1)-

aagggpiémtlé@blﬁgpes@(t ract edt hr ee times with
di chl oronet haheé. The conbi ned extracts were washed

th water_ and brin d.d d nh ' .
okt B2 Bt 2000t Led, S50, ARILUS, 209 Waceic acia
nm&&wl estgla(\eealapfe 3cb () quaardacted ofitht 1 gt-tiethyd-2e@nipidmodorasthyl-

RS e e B e Bfesche Y pEnibhosbine and distert-busy
-ﬂoﬁlaarbe)AatS(bd) pielddy-{8f [4-methyl-2-(4- tr1ﬂuoromethy’l phenyl)- thlazol 5-y1]-
fa LRI reP SR crifthigzol - 5-yl ] - a

cetd}%5 amoé21 g§6EgtiC adﬂ% t%q |tr61: t et rlahcyrgr of uran (180

g was trea ed at 0O OCW|th a 1M sol ution of BH3THF
iMS+ 7 A ErdF ur an (49.8 m, 49.8 mol). The cooling
bath was renmoved and
el (4-{2-[4-Methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-y1]-ethoxy}-indol-1-yl)-

acetic acid

2ACT)

In analogy to the procedure described in example 2 <], (4-{2-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-y1] -ethoxy}-indol-1-yl)-acetic acid tert-butyl ester was
treated with NaOH to obtain (4-{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-
yl]-ethoxy}-indol-1-yl)-acetic acid as white solid.

MS: 459.2 (M-H)".
Example 6

a] [6-(tert-Butyl-dimethyl-silanyloxy)-indol-1-vl]-acetic acid tert-butyl ester

In analogy to the procedure described in example 1 b], 6-(tert-butyl-dimethyl-
silanyloxy)-1H-indole was reacted with bromo-acetic acid tert-butyl ester in the presence



the reaction mxture stirred at anbient tenperature
for 16 h. Careful quenching with MeOH and ice water,

wo emsobsd2ext racti on with AcCEt, washi ng with i BET/EP2004/006924
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wat er/ brine 1/1, drying over magnesi um sul fate, and

evaporation of the solvent |ef#dla crude product which

was refluxed for 30 mn in MeCHto liberate

@ &ninilﬂhdtyﬂhiéé o dbteinf [6e@crabaghdimetiilesibofloentindals1-yl]-acetic acid
L cuq. and the residue was purified b

E%I??fﬁ’n[ﬁ Sr%?roarsrecl Igalre%sgwl ‘silica gel, P d

di chl or onet hane/ MeOH) to yield 5. 68 g (20 mmol, 99 %

(MSt3I6é4t(M+IPé) conpound as yel | ow sol i d MS: 287.1 (M +.

(bIIIszvadﬁo)IvahaMI 1%(&@{1& a&at&feﬂm &¥dr- phenyl Vt hi azol - 5-

yIT-ethoxylT-indol'-T-yl )- acetic acid tert-butyl ester
I I to t d
(4 2R9BPCE g%Fz&l%;ﬁ%cgg&@;q SR B MO Bt
(sﬂ%r@rffmdy&tlrﬁioﬂﬂl}yliha&trcaadtteﬂ-bmyl I&ster was treated with tetrabutylammonium
I t -5-
%TutL) ano%f(ﬂx{e t? gémll gé Lk&lr%&g?i?cto??ip pﬁl(c)lg. F’)cEﬂt%%g regely es]yellow
@il t ert - but yl azod| carboxyl ate to y| eI d

(4-{2-[4-nmethyl-2-(4-trifiuoronethyl-phenyl)-thiazol-5

M&:126581( 4)””2@'4'\}61\713‘ tacetic acid tert-butyl ester
7.4 (MtH) +. el
. he

as \/\,hlte crysta S

Muggeﬁtulre descrl bed in exarrpl e 2 c]
(4-{2-[ 4- et hyl - 2- ( 4-

tlg %1818}; %r‘[ﬁg PYJCf?&%%Lc)ﬁbteH Hr?é&hllp'i %Ht '((F%Zdroxr—mdol 1-yl)-acetic acid

acet1 caci d
tteré—;hu@;d ew:mﬁasmg@tpd; mtb[{;2-é{l-ﬁnﬂuoromethyl—phenyl) -thiazol-5-yl]-methanol

(fcdnt. ng‘(@()de Bwb%z/bdsﬁm QI PIFEthe ;skes@ﬁ&rafkalb&tmpeégﬁm@e and
,@é&kl&g}% ot q)%qq} Iyrl] a%@é%g@caguge%ol y(ielg ({:6 ?2 ?2 t%uoromeohyl phenyl)-

-thia@1t 5-ReicyhoxeH -id diyl-yl$-Hak aftyak ebaytt-bungabtet agvhitawditi ¢
acid tert-butyl ester In analogy to the procedure

%ﬁgggég‘e{gﬁﬁﬁi@%%s%anyl oxy)- | Hindole was

reacted Wi th brorm acetlc acid tert-butyl ester in the
4 L il b -thinzahpyimethoxy]-indol-1-yll-acetic ac1d

[6 (ter butyl dlmet hyI si |l anyl oxy)-indol -1 -yl]
-18G84bEy Rthe pklnideydriiRE iR Exaa$Hle DL RN E GBS 4 thiflb@methyl-phenyl)-

thiazol-5-ylmethoxy]-indol-1-yl}-acetic acid tert-butyl ester was treated with NaOH to
obtain {6-[2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-indol-1-yl}-acetic acid as

orange solid.
MS: 431.2 (M-H)".
Example 7

a] (6-{2-[4-Methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxyl-indol-1-yl)-

acetic acid tert-butyl ester

In analogy to the procedure described in example 3 c], (6-hydroxy-indol-1-yl)-acetic acid
tert-butyl ester (example 6 b]) was reacted with 2-[4-methyl-2-(4-trifluoromethyl-
phenyl)-thiazol-5-yl]-ethanol (example 5 c]) in the presence of triphenylphosphine and



MS: 362.4 (M+H) +. bi (6-Hydroxy-indol-1-yl )-acetic
acid tert-butyl ester In analogy to the procedure

walemsnodaesl i n exanple 3 b], PCT/EP2004/006924
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[6-(tert-butyl-dimethylsilanyloxy)- indol-I-yl]
-acetic acid tert-butyl ester-vwas treated with
t et rabut yl anmoni um fl uori de hydrate to obtain

ﬁﬁté@%@ﬁ% yrodiv ozl layel th et (G- (2- B irtkityd 2t (Ubtuiflybr s tbyl-plsenyl)-
%/e' l ﬁ l ﬂﬁoﬂ’ u@%@ﬁ—%—?}’%%@g{\l g‘@ij ’tertz—%gtyf'esg%wigﬁ't yeﬁlaw oil.

") - thlazol 5- ylnethoxyl |ndoI-I~yU-acet|c aci d
ﬁﬁ%ﬁbﬂﬂjhﬁéiler In anal ogy to the procedure described
in exanmple 3 c], (6-hydroxy-indol-Il-yl) -acetic acid
[SatEpLY] WietBAL (48K I SRS p Wbty -thiazol-5-71]-ethoxyl-indol-1-y])-
[Z-(4-1ritTuoronethyl - rhenyl)-thiazol-5-yl] -nethano
Appl . (2002), WD 02/ 062774 Al] in the
presence of tributyl phosphi ne and
I B AogiNo-the praapdire yescaibed ircexabptalrild 6-{ 2 [4riestlayl-2- (4-

Flﬂﬂg%rgﬁneéh& lpfhl {L{ﬂg 9{!?%0'1‘)6 dﬂF gﬁ%g 1nd01 Iy}:) %{:g’luc acid tert-butyl ester was

tteatedbmﬂyNa@H teroban il 2-4-sost xtl 2- Mstrl oryef(hndFRilpr)VD -thiazol-5-
9etﬁP}§JWE'aom Hiackif dcit {livh{tk sqfdomet hyl -
| eng I azo - 5-yl'met hoxyl -indol -1-yll-acetic acid

n anal o to the procedure described in exanple 2 ¢
PEST924AMAH)X 1 uor onet hyl - phenyl ) - b
t hi azol - 5-yl net hoxy] -indol - |-yl}-acetic acid
tert-butyl ester was treat efixample 8NaOH to obtain
{6-[2-(4-trinuoronethyl-phenyl)-thiazol-5-yl net hoxy] -i

2 ekl PSP S A o1 Sbih oS- 2 (M

anpre
(6-{2-[4- N@thyl-z (4-trifluorongethyl -phenyl)
A sippensierx9f - Eir ensmathylt4-meghyder @- fé@uaﬁif’é?’f e‘gfaégle 48

'1"3 ﬁﬁﬂd}ﬂé’d‘ ﬁqtgﬂﬁﬁ)lp(z@gﬁﬂ W@todmlﬁm dndl ﬁbcﬁumﬁpﬂﬁe:ﬁlm g,
-1 acetl

(@@Wmc&(@ qgft)ongvgé) %bams SHrrgd fl'hre?llu}g tetnlelaretratgyet £t 2830Rer an argon
?a’cﬁlﬂas[b‘fﬁtrél)mhe&el(o% pfetipllt@fewdséﬂﬂe;ddpjfé thyd filtrate evaporated to dryness

t hlﬁgf f%&ﬁ%ﬁy%ﬁsggep?pdoéms% gn{p ke?t—? ﬁ[ el h%'/'l & HBIERe water 1/1.

ne an
dtediqnas tedxyer atae extoacykdedg more time W1th tert-butyl methyl ether, the

ﬁ?}nﬁ%n cﬁg&ﬁ{cﬁgWaSﬁed(ve"tﬂ l‘de&«la‘t'éfr a%ﬁ@%tmébdﬁ?r?ﬂﬂéslﬂfate, ice water/brine 1/1

-I n acet

tagydt dripgtgyer @gi@tgp sglgatp iIgwesolyent ¥ rsxinpveci unc?er reduced pressure and the
residue recrystallized from tert-butyl methyl ether/heptane to give 2.5 g (6.5 mmol, 48 %)

of the title compound as yellow crystals.
IMS: 383.9 (M+H)™.

b] 3-[4-Methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-propionic acid ethyl ester

A solution of ethyl acetate (2.24 ml, 22.8 mmol) in tetrahydrofuran (6 ml) was added toa
-78 °C cold solution of LDA (2 M solution in tetrahydrofuran/n-heptane; 9.8 ml,

19.6 mmol) in tetrahydrofuran (15 ml) within 30 min under an argon atmosphere. The
solution was stirred for 30 min at -78 °C and DMPU (3.9 ml, 32.6 mmol) was added
within 20 min. A solution of 5-iodomethyl-4-methyl-2-(4-trifluoromethyl-phenyl)-
thiazole (2.5 g, 6.5 mmol) in tetrahydrofuran (15 ml) was added within 30 min and
stirring was continued for additional 30 min. The mixture was naturally warmed to

ambient temperature, stirred for one hour and poured onto aqueous ammonium -



M5: 517.4 (MtH) +. bl (6-12-14-Met hyl -2-
(4-trifluoronethyl-phenyl) -thiazol-5-yli -ethoxyl

wo povdobs423-y - acetic acid In analogy to the pPOLERM0€006924
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described in exanple 2 c], (6-{2-[4-nethyl-2-(4-
trifluoronethyl-phenyl)-thiazek35-yl]-ethoxy}-indol-I-
yl)-acetic acid tert-butyl ester was treated with NaCH
thioﬁldé/&tteﬁvater 1/1. Twofold extraction with ethyl acetate was followed by washing of

ghe :1{0111141{1% eXt ha\é ts. ng“i( ice \t/\;i{er/lbf' HaL ?ﬂe(]ttéé} u gﬂ%)e '&Y}h)ﬁ %)J?Qr"i}gcﬁhmssulfate

sod ranowBof thsgolzer(tmmdyr redgg@girfp'p@ug "Bhe residue was purified by column
§BJOM%QH}L ‘hclggélhﬂé el A i) hhd efyeRBLEY FroRltepydnkedidtloro-

azol e

SregkAns o miskh %Q g b FRolp2) %) of the itk ommonpel s gyl oy solid.
hi azole [4 g, 13.7 mol; PCT Int. Appl. (2002), WD

02623474 (M4HEnd sodi um i odi de (10.3 g, 68.6 mmol) in
acetone (70 m) was stirred at reflux tenperature for

20 BN RN BRE Gl ﬁﬁgzo‘f%lélgﬂf%iagfl'ygletszt e
under reduced pr essure and dissolved in tert-b tyl . . .
serchyfoncafie 4-methybi e Hues vstert-peny)) Fhizelcirlysopionic acid
el o
WeiBRy aéa@@au@%v ATt WBoLAPEPE 10 fegia P%H] i ydgr an argon
aﬁﬁo shhleficht Qufiers @thpéthtdid ‘fvﬁhﬁ 5 rhire Thelnviehire wasstirestiford h,

glﬁﬂ {%69 g >t;‘f)ea 2 %@r}foué Y atelte g.'vln eﬂ%nrdel6 fo¥ %é@&!g)lu's L&) (1 ml).

ﬂ&e&emh ml&ﬁlr%vas)filtetrb@ qurtcblge,ogenW@i@r{dtha acgalg H\l\,was added and

A
N
apetalsi dwicombinied cgays lapas yﬁrw@bﬁw eeorate{ e 11 and dried over
A6&iuat ﬁllfa?e B4milal of 2heBoRRE dndef rddRicEBPEauRE g;%vara yelourbil which

was a a -78 0C cold,s tio

S5 @GRS Ph C?léWaq%wafpath ESIﬁ@&Qh@faé%c W tggicid 265 mg

fos0 .mbl) 60 &b ¥ chigeltité corapoyribasrblorisbstdil.n 30 mi n under

an argon at nosphere. The solution was stirred for 30

' - and DVPU (3.9 nml, 32.6 mmol) was added
%4}@1@9% A sol ution of

4- rrzthl -2 (4ht1r| fI lioromet hyI

5 |odonethyl
hs

‘@l@&lcaﬁférﬁtbl &Rted0 . mn and

In analogy to the procedure described in example 3 c], (4-hydroxy-indol-1-yl)-acetic acid
tert-butyl ester (example 3 b]) was reacted with 3-[4-methyl-2-(4-trifluoromethyl-
phenyl)-thiazol-5-y1]-propan-1-ol in the presence of tributylphosphine and N,N,N’,N’"-
tetramethyl azodicarboxamide to yield (4-{3-[4-methyl-2-(4-trifluoromethyl-phenyl)-
thiazol-5-y1]-propoxy}-indol-1-y1)-acetic acid tert-butyl ester as colorless gum.

MS: 553.3 (M+Na)*, 531.4 (M+H)".

e] (4-{3-[4-Methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yi]-propoxy}-indol-1-yl)-

acetic acid

In analogy to the procedure described in example 2 c], (4-{3-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-yl]-propoxy}-indol-1-yl)-acetic acid tert-butyl ester
was treated with NaOH to obtain (4-{3-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-
5-yl]-propoxy}-indol-1-yl)-acetic acid as white solid.



stirring was continued for additional 30 m n. The
m xture was naturally warned to anbi ent tenperature,

wa@toeosnesd2s or one hour and poured onto aqueous PBOTVEPZ00#106924
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chloride/ice water 1/1. Twofold extraction with ethyl
acetate was foll owed by washi ngieof the conbi ned
extracts with ice water/brine 1/1 (two tines), drying
oMer4Bdd(Mmdsul f ate and renmoval of the sol vent under
reduced pressure. The residue was purified by colum
chr omat ogr aphy (silica gel, %@é / AcCEt) and
crystalllzed fron1heptane/d|c romet hane to yield 480

(1 2199 of the title conmpound as_li ght

g;bé thiksl - [ 4-methyld Ay ,{Aqtnﬂ.uoromethvl Dhen*L) th1azol 5-yl]-

Crdpbdyt Nt byl -yB-= icéuéidlcuewomﬁmés&yl -phenyl) -t hi azol - 5-y
| 1- propan-1 - ol A sol ution

F%“aﬁ‘%ﬁ?’ng%% riiefisg ‘%Vlf:rllbge gg’%t(rg, ﬁ@‘?@%’m}a&t 45 a§1°1§ 130 Yacetic acid

ttgttflahyldsm (rxamplst bi))wasmsceddeith fraclel- mﬁtlméﬂsiélemedfyl -2-(4-
't‘rfﬂ'ﬁb ?l[ﬁrbﬁlén%? éayﬁqgsf Sjmgﬁé’sgﬂ}h ot gﬁc }aﬁ (2002), WO

t et r a ¥ n arg
hirethgpuesenesi af il telphpsphink-rsndn %{ r,@ -Higitamethyl

Siztbﬂfc%ofc&huﬁ tB; e@cpgb@ad 0-Sefipl-and hd t@m @ﬁﬂﬁé@ﬁﬁemfﬂ-
W

0.aguéous
BRI laﬁ?&w@%@%} lvoéqirle% GG & ﬁe’ftebUt?l;Tc?ét%{]l&l‘/‘ yellow
eguiyl acetate 1/1 was added and the |layers were
separated. The aqueous | ayer was extracted one nore
thIgB i yl acetate, the conbined organic |ayers
vvereséﬁ\;y/azfsgé frltznth ice water/brine 1/1 and dried over

SOdI um sulfate ReanaI of the sol vent under r educed
2 : e ] iff PE i chisurol 5-y1i-

Cé}_'o - %qﬁaglnp_?% ggca@@;ya& lica eI hept ane/ AcCEt) to
yi e , 69 % of the title compound as
Ior ess |I
Helogy fo e@rachét%m PGB E T EIEREhy Bt 4yl 1 - methyl-
52 y4 -krifiroropextyyl-pheadkd) thl%yBa,d]ept@oﬂyz}i thdbb tylbateyit acid tert-butyl

u d |l e

Bl BRI B §r§§ (RS T pE o
etslﬁ]gprqree(chﬁppl"eengl)tt}l)azola%y @;@p@@f Finddi-1-y1)-acetic acid as yellow solid.
3-[4-nmethyl -2-(4-trifluoronethyl phenyl) -
tisaz@lo @iy rropan-1-ol in the presence of
tribufyl phospliine and N, N, N\N - tetramnethyl
azodi car boxam de to yield
(4-{3-[4-methyl -2- (4-trif| JSPSHRIEADI - pheny! ) -
t hi azol -5-yl ] -propoxy]-indol-1-yl)-acetic acid

6-{ BtV ethgt-2+(4 asiflaodonret oy} -tBz 0l 553 ] -Brividdaindsl-1-y1)-

1:
Sa%A‘ticA'acg&/EéifQ—bﬁtyl ester

In analogy to the procedure described in example 3 ¢}, (6-hydroxy-indol-1-yl)-acetic acid
tert-butyl ester (example 6 b]) was reacted with 3-[4-methyl-2-(4-trifluoromethyl-
phenyl)-thiazol-5-yl]-propan-1-ol (example 8 c]) in the presence of tributylphosphine
and N,N,N’,N’-tetramethyl azodicarboxamide to yield (6-{3-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-yl]-propoxy}-indol-1-yl)-acetic acid tert-butyl ester as

colorless gum.

MS: 531.4 (M+H)™.



e]
(4-{3-[4-Methyl -2-(4-trifluoronethyl-phenyP-thiazol -5-

w@ kdospozapoxyl - i ndol -1 -yPacetic acid | n anal ogyPCDEP1064/006924
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procedure described in exanple 2 c],

(4-{3-[4-net hyl -2-(4- - 45 -

trifluoronethyl-phenyl)-thiazol -5-yl]-propoxy}-indol -

b (- Bd et ethded-U-tiefldorbhicyHyl-gheei) - s ol -b edl-prbpaiyhindol-1-y1)-
QH t%_obtaln

é&g—{%&%ﬂ met hyl - 2- (4-tri f1 uor onet hyl - phenyl ) - th| azol -
5-yl] - propoxy}-lndol-l-ybl) acetic aC|d as whit
1

dokndoggo therquye Me}d)escr Bst émexlaspde Atl, (6-{3-[4- methyl -2-(4-
rtflﬁﬁéfoﬁ@‘tﬁﬁ—pﬂ{%ﬁﬁwthﬁzcﬂ-%— % tﬁ {rﬂi'ol-ﬂl)ﬁ -HQkie Bt vk bﬁbyl ester
e

Xyl | Vacet. i

tvsé@llsttrebwfl)y\fﬁe@pgf tq CH’%‘H 38314@6 = -bf} pgleggi é)ﬁ ghthmzol-

ISDyleﬁSﬁHx? }-thdol-1-yl Bateyid eidys whdekolld yl ) - acetic acid
tert- but ester (exanple 6 b]) was reacted with

yl-1-[4-methyl -2-(4-
tl\f‘[?fjﬁaﬁr o Ryl - phenyl ) -t hi azol -5-yl ] -propan-1-ol [PCT
Int. Appl. (2002), WD 02/062774 Alle in the presence of
tributyl phosphi ne and N, N, Bxantple Ek r anet hy|
azodi car boxam de to yield
[a @9166( - i@mawmtmttr{ﬂﬁof@ﬁam &ehémth] abbIUDE T R A PR L-1-y1)-
nyT) |a ol - 1}/T] propoxy}-indol-T-yl)-acetic acid
tﬂéﬂ—"-’é@ s lightyellow gum Ms: 545.4 (‘MrH)
+. bi
finaadlegBtoftRe Mridaghhreldesctibed ithydanidlé ek, (6-hy doxprivddiyl-ylphacetic acid

%&){ l’t)u&{/'@ t@lz(?-:%arg %%ﬁagg%%y Ete!i l(g\B lyﬂél)-m%&l b(\(ézlat?xiﬂgo}&ethyl- :

[pham]’l)-(d@a{oi-.SHﬁHqShanpl [EL,EWQ?’/(?;;BE(;T Int. Appl (20 ), WO 02/062774 Al] in

g rebdrick '()F'ﬁ‘fb%@ﬁf)ﬁ%bh%%ﬂﬁ IN,NOP I@Zﬁltraéleﬂiyl azod1carboxam1de to

aup ?@y&%bn[% Q%%gé%ogp%ﬁ)lfldphenyls tglazol 5~yﬁ eehoxy} indol-1-
[yh)a&deti€ 8cid zerffbﬁfjfl/ éstéra{s éolﬂiﬂéﬁ)hlqu?& [Re configuration was tentatively

t ri.fl nmet hyl - n I
agyigre ﬁégtaf; 1&)@5 gs&ﬁ%ﬁn E{ZTgn‘y ’@%pf) Ag@ﬁé)y\%lﬁ (W&%ﬂlm Aland
Exagqieeall¥@capted Sy2-type mechamsm of the Mitsunobu reaction.
f6-{3-[4-Methyl-2-(4-trifluoronethyl-phenyl)-thiazol-5
I ~indol-1-yl)- acetic acid tert-butyl
es%glglsﬁﬂgﬁ%? ogy to the procedure described in exanple
-indol-1-yl)-acetic_ acid
I Y L o P O ko mb o eeryt) thuagol-5-y1]-efhosyl-indol-1-y1)-

acetic acid

In analogy to the procedure described in example 2 ¢], (S)-(6-{1-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-y1)-acetic acid tert-butyl ester was
treated with LiOH to obtain (5)-(6-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-
5-y1]-ethoxy}-indol-1-yl)-acetic acid as orange oil. According to chiral HPLC (Chiralpak-

ADH), the enantiomeric excess amounts to 69 %.

MS: 459.2 (M-H)".



tert-butyl ester (exanple 6 b]) was reacted with
3-[4-nmethyl -2-(4-trifluoronethyl phenyl) -

wWo booanad425- yl ] - propan-1-ol (exanple 8 c]) in tPEI/EP2004/006924
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presence of tributyl phosphine and N, N, N\N -tetranethyl
azodi car boxam de to yield (6-{3q4-nethyl-2-(4-
trifluoronethyl-phenyl)-thiazol -5-yl]-propoxy}-indol -|
-yl)-acetic acid tert-butylEssise 12s col orl ess gum
M5: 531.4 (I\/H—|) +. bi

e PBLYHesEsEr | bed i n exarrpl e 2 c].
(6-{3-[4-nethyl -2-(4-

tIIhI afn|a @@metpfbceah&melsanﬂeauﬁé@imﬁewc] mgaw}maadplyblaceuc acid
L‘l¥ t%let : Cée?ax%n%ket 6eb t) was ré/acteg 1’81r (S\s\qs 4t rrneet g (4- trﬁuoromethyl-

(16hep 8D {thianet Sryl] -cPhrand} feei=f 930t PATTHY Apph¢2002),- Wi 622042774 A1) in
%BX% e?éﬁc%%?ﬁf%t&lgggph ﬁygn)dﬁf\?ﬁ 15K @e%a%e%ﬁyl%&&&rﬁ&lamﬁe to
fditain@R)4(6{{ 2= fmndilpyl- 22(4{ triflyarpmgthybpbery)-thisrehd i }-ethexyd -indol-1-
lyiRadekk a@iﬁh@ﬁ@ﬂuﬁl el 4 colb%gs%ﬂ Q‘h@‘ébxﬁigtu%ﬁormv‘ﬁsyctanﬁﬁ‘ir@}; assigned

In anal roce ure describ

(B H a5 St S T S 200 NG DPIOELHich 2nd the

(Rxanmy ece @H)SNMﬁperrﬁ@ﬁlhﬁﬁnMﬂtHe Mitsunobu reaction.
(R-I1-]4- msthyl 2-(4-trifluoronethyl -

nyi.-) ol -5-yl]-ethanol [ee = 79 % PCT Int.
R\ZISI %7 32@@2 "WO 02/ 062774 Al] in the presence of
tr| butyl phosphl nle and N, N N, N -tet ramet hyI

(a%ettl‘{éa‘l(h uoorrethyl phenyl ) -t hi aoI I ]
ethoxy}-indol- 1- yl)-acetic acid tert butyl ester as
T8 Paloa e racsdsTancng e el P B (1 Thmestbyi- (4
Asmﬂluordrﬁ& }pheWd) AR1a 08 25 3 -efhoxghhddie ‘ﬂ}f‘rﬁ&t@ahﬁi tert—butyl ester was
CosBL s %%ge_ﬁm@a&' A M SIS A i
fBS)rl-] febhqly}-fitd Ut Hy-heeRicfadidtas ih’ght_Lhmmb]n@/ | Aqpbetyg fo-dhiiaBIAPLC
Qchratpa kefgﬁ $io LR lgnlofrﬁe@g&% arﬁ?@l&géo ?éﬁ%ana' 091/ to

t'he proce escri i'n exanpl e

(S)-(6-{ I-[4
- et hyl
tMﬁfﬁ?dr@f’é&hyl - phenyl ) -t hi azol - 5-yi ] - et hoxy}-i ndol -1 -

yi)-acetic acid tert-butyl ester was
Example 13

al [6-(5-Methyl-2-phenyl-thiazol-4-vimethoxy)-indol-1-yl] -acetic acid tert-butyl ester

In analogy to the procedure described in example 1 a], (6-hydroxy-indol-1-yl)-acetic acid
tert-butyl ester (example 6 b]) was reacted with 4-bromomethyl-5-methyl-2-phenyl-
thiazole [PCT Int. Appl. (2001), WO 0119805 Al] in the presence of cesium carbonate
and potassium iodide in acetone for 14 h at ambient temperature to give the title

compound as yellow oil.

MS: 435.3 (M+H)".



treated with LiOH to obtain
(S)-(6-{1-[4-methyl-2-(4-trifluoronethyl-phenyl)-thiaz

wWo@bkeo5H034k3 - et hoxy}-indol -1-yl)-acetic acid as BPCEHEBE04/006924
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oil. According to chiral HPLC (Chiral pak- ADH), the

enanti omeri c excess anmounts to469 % MsS: 459.2 (MH)

Exarrple 12 aI (R) (6\ 1-F4- l\/lethyl 2f4tr|fluorome
il 1) a 1

acet | c aC| d tert butyl ester In anal ogy to t he

?ﬁ%&ﬁg%x ﬂjﬁﬁ% eﬁﬁt@ §trﬁ>’é@f@éﬁrr§119i 5 methyl -2~ {)henyl -thiazol-4-

acetilc Uty
KB-mdpi-j ;x],ﬂaq.pe eadq egt-Rptyhester was treated with LlOH to obtain [6-

(&) éth H2 PRbI L th 2z d14e- Yl dih d36)- @Rl Ny 1IpRest akid as light yellow f
t(hlrgzo 5- yllj?;}lett hgnol y[ee d:3@995 % P%ijal nt . Apaps) et yetow foam.

(}\55)0%% @fl) 2/ 062774 Al'] in the presence

B osphine and N,N,N , N -tetranethyl

azodi car boxam de to obtain

(R)-(6-{I - [ 4- met hyl -2-(4-trEmmpb€rb¢Tethyl - phenyl)-thiaz
-5-yl]-ethoxy}-indol-lyl)- acetic acid tert-butyl

%?f%e(ter@%u@ﬂlc@ﬁltﬁﬁﬁs&hbtoﬂtﬂ?anat,ﬂegur ation was
temafvely assigned as R according to R Cadilla et

g%ffé?‘é‘?ft 9% %@x@w@&leﬁ f? p’?é m@vgng%gﬁ%%ﬁeﬁ@%ﬁg@ﬁm 6.13 g,

r3@acininl) arlSmi8dzoleX 5(3Wekd8.+ mibol) in DME (50 ml) was stirred for 20 h at

Y o et Sl Gt s iy gl sl e

axrgmi¢ hymadsa@tedtwert sloéiqm otatkans desentrdsed uncﬂﬁreﬁ@tcpd pressure to

Sl Aol ko s ot

yl)-acetic acjd tert butyl ester was treated with Li CH
Mg'{%@ S anas

(R -(6-{1-[4-nmethyl-2-(4-trifluoromethyl-phenyl)-thiaz

] 55 tert-Buel-oneythyl- gl alloky)inloRT 8] &etic add athyl éstdnt

br own solid. According to chiral HPLC (Chiral pak-ADH),

( § egr?snctnl o’t’?ﬂ,{)ﬁerct b_t%)glecﬁrsnea'xr{t? g@&n%flo‘)&) %gl—ior/i)doi\ﬁé 2”35 873 mmol), ethyl

[‘tﬁo(r@am:tﬂaﬂ 72 npHfyinmdl) insbeskium sarbendtioép)d srddl.5 myol) in DMF
“(R4F éﬁvé&é&ﬂreﬁ%t3 gld{ W, I§§|{11;§7'1 eﬂh@r AN RRY 2h @ R ixture was washed

proce escri N exa

(BRI e, P sntedpet peding o sl Theeibsn phasg wps concentrated
(ErdRRldRc&l Pﬂeésu‘f@@ 1‘@@t%§‘ Eﬁt) of [5 (tert—bu 1- dlmethyl silanyloxy)-

o WA O S T S &St%e ¢ Betnsich wlious Eyrther

qairbieads e

MS: 334.1 (M+H)".

¢] (5-Hydroxy-indol-1-v1)-acetic acid ethyl ester

To an ice cold solution of [5-(tert-butyl-dimethyl-silanyloxy)-indol-1-yl]-acetic acid
ethyl ester (12.9 g, 38.7 mmol) in THF (130 ml) was added tetrabutylammonium fluoride
hydrate (12.5 g, 38.7 mmol). The reaction mixture was stirred for 1 h at RT, diluted with
diethyl ether and washed with 1N HCl and water. Evaporation of the solvent under
reduced pressure gave 7.07 g (32.2 mmol, 83 %) of (5-hydroxy-indol-1-yl)-acetic acid
ethyl ester.

MS: 220.1 (M+H)™.



and potassiumiodide in acetone for 14 h at anbi ent
tenperature to give the title conpound as yellow oil.
wOB05488H28 ( MrH) +. bi PCT/EP2004/006924
[ 6- (5- Met hyl - 2- phenyl -t hi azol - 4-yl met hoxy -)-indol -1 -
g -acetic acid In anal ogy to t-H&-procedure descri bed
in exanple 2 c], [6-(5- nethyl 2 phenyl-thlazol 4-
3 L_.g(j ethivl w4 cCATR 2 gt I 1 fag
mas treated with Li OH to obtaln [6-
(R MBI ¢ E’m nl¥[4 M@:Hﬁ%@l 44tr1ﬂh8ﬁ§1ﬁ&ﬁg) sHeRgI9l thiazdl4-yBGthanol

g’clgc 60 %ﬁrgolsP ldp %0@3&@@/0@7@%} %Iﬂoromethane (2
1h1‘)|'w'a@ ded & hissl &;Hlbﬂ&ﬂe (1 2, Nydienaly athdoPC. (ﬁleg:,ooﬁﬁg bath was

s e R TR M GO L et B hemove

\Aﬂﬁleﬁtﬂdﬂt@ﬂprfemre?ﬁldlthalresiﬁﬁe diedtungér etrheto gims22tagd0.7 mmol,

P S T O TR e A 05 i
riberpurificetiomnder reduced pressure to give 9.4 g (38
nnDI quant.) of

%}jia%r 45 *PPH)%’JMéthEZl i drametok phedyit-iHishol-8-y1 MBhoxyl-indol-1-

10 & 1 t hyl -sil anyl oxy)-indol -I-yll -acetic
acid ethyl ester A suspension of
Ga(ahelogy Buthy lprokdedetenddseriiet amytaoxply 1 b bgdtaxy(i8dd-yl)-acetic acid

3 \ acet (¢ .

e N

miyenV\Iééhlgmlﬁ iethefpsesegcerpf a@snmr carbioagteynd @okassiupaie disde dre i, N-

"ngqe{ ofhXhteGoNa S YRS PRA WhifdrdtieHblyivRRHe WA &mp AR as yellow
over sodium sulfate. Thé ether phase was

éﬁhgentrated under reduced pressure to give 12.93 g

(quant.) of [5-(tert-butyl-dinethyl-silanyl oxy)-

iMg0i89l- (Wil H)acetic acid ethyl ester which was used in

the next step without further purification. Ms: 334.1

(fM- rHZ 15 1C|[4 ﬁetﬁ%%@( leﬂd?)g&lneﬂhvyai&%ﬁt ﬂh‘fazgfb qu eétﬂg;cv} indol-1-y1)-

er 10 dirt 1C¢e SOl Ut

ﬁLﬁ&}Qi but yl - dlnethyl S|Ianyloxy)-|ndol-l-yl] acetic
acid ethyl ester (12.9 g, 38.7 mol) in THF (130 m)

VRSnARget the 5;@&@% m&m{dm@é bdp haseqir( ¢ @Jnaet 193- (4-

20 3§1ﬂ£qrrrg¥1.gqltf‘lﬂf nwr)ttﬁgtzclﬂ%nylﬁneﬁg 1r\1lga ? 1—yl$ tdéeeuc afc1 ethyl ester was

treated with LiOH to obtain [rac]-(5-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-
5-yl]-ethoxy}-indol-1-yl)-acetic acid as yellow solid.

15

MS5: 459.5 (M-H)".
Example 15

25  al (6-{2-]5-Methyl-2-(4-trifluoromethyvl-phenyl)-thiazol-4-v1]-ethoxy}-indol-1-y1)-

acetic acid tert-butyl ester

In analogy to the procedure described in example 3 c], (6-hydroxy-indol-1-yl)-acetic acid
tert-butyl ester (example 6 b]) was reacted with 2-[5-methyl-2-(4-trifluoromethyl-
phenyl)-thiazol-4-yl]-ethanol [PCT Int. Appl. (2001), WO 01/00603 Al] in the presence
30  of triphenylphosphine and di-tert-butyl azodicarboxylate to yield (6-{2-[5-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-4-yl}-ethoxy}-indol-1-y1)-acetic acid tert-butyl ester as

colorless oil.
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di et hyl ether and washed with IN HO and water.
Evaporati on of the solvent under reduced pressure gave

wQ 208/0054¢82. 2 Mol , 83 % of PCT/EP2004/006924

(5-hydroxy-indol -1-yl)-acetic acid ethyl ester. Ms:

220.1 (MtH) +.dl [rac]-5-( |-chbero-ethyl)-4 -

nmet hyl -2-f4-trifluoronethyl - phenyl)-thiazole To a

868 6L 7.0 0Mef)".

[rac]-l-[4 met hyl -2- (4-trifl uoronethyl -phenyl)-thiazo
el (42 ' L) RET ol L] e‘%‘H&J(yi-mdol 1-yD)-

N d oromet hane (2 ni

aﬁﬂEdJéhlonyl chlorlde (0.1 m, 1.4mol) at -10 OC

The cooling bath was renoved after 10 min and stirring

YY@&naﬁ Sfytth ibkeprobeturd@edttibed gasy le\lzi‘cﬂt (onfes [ 3-areptvwda-(4-
%opggrgf ‘Pg?% i g'4ﬁ’nﬂ—?fﬁ}PXY}qlf} dP el) qtcleii?%aa@ getr{ %utyl ester was

mmdm@l TAOH/ e db(Dawvns{éJr RdSMthZv(dstrlﬂSled)mﬂhylhBhﬂmab)tthlazol 4-y1]-
f fhGatd I -(5-U
P B RSB 2 1 2 Sl -5 y1

-ethoxy}-indol -1yl)- acetic acid ethyl ester In
M6yt Mo he procedure described in exanple 1 a],
(5-hydroxy-indol-1-yl)-acetic acid ethyl ester was
reactedw th Example 16

[rac] 5- (I -chloro- ethyl) 4- net yI 2-(4-trifluoronethyl

at anbi ent tenperature to gi ve the t|tIe conpound as
y‘sedolllctwnmfl[z-déc tiBnomagethyl (itepyl)-thiagdl-4-yl]-acetic acid (3 g, 10.4 mmol)

Llﬁaif]s]tofu% t%ﬂygtcﬂyﬂqo ?—@Lﬁdlta'ié JO'E"%Q%EM mHﬁ@cﬁ)ﬁlxol 30 ml) and

i azol oxy

ace C ac In
L AR R LI Y] TR SRR (M e %t%]neutrahzanon
EW"I@PJ @&ls{slo;i{ﬁﬂn Hﬁﬁfb}b'nat%‘s&‘i:rtlon and evaporatlon of the solvents under
r orone n Z0
I
bpdreds stididim kulEHe. tRyaphtation of the solvent gave 2.65 g (8.8 mmol, 84 %) of [2-
4 ] V.
s i
solid. Ms: 459.3 (MH) . Exanple 15 a
DES:BP2REMudERY| - 2- (4-tri fl uor omet hyl - phenyl )
-thiazol -4-y -ethoxyl -indol- 1-yl)-
b] 2-[2-(4-Trifluoromethyl-phenyl)-thiazol-4-yl]-ethanol

In analogy to the procedure described for example 8 c], [2-(4-trifluoromethyl-phenyl)-
thiazol-4-yl]-acetic acid methyl ester was reduced with lithinm aluminium hydride to

give [2-(4-trifluoromethyl-phenyl)-thiazol-4-yl] -ethanol as white solid.

cl (6-{2-[2-(4-Trifluoromethyl-phenyl)-thiazol-4-vl]-ethoxy}-indol-1-yl)-acetic acid
tert-butyl ester

In analogy to the procedure described in example 3 c], (6-hydroxy-indol-1-yl)-acetic acid
tert-butyl ester (example 6 b]) was reacted with 2-[2-(4-trifluoromethyl-phenyl)-thiazol-
4-yl]-ethanol in the presence of triphenylphosphine and di-tert-butyl azodicarboxylate to
yield (6-{2-[2-(4-trifluoromethyl-phenyl)-thiazol-4-yl] -ethoxy}-indol-1-yl)-acetic acid
tert-butyl ester as yellow oil.

MS: 503.3 (M+H)™.



acetic acid tert-butyl ester In analogy to the
procedure described in exanple 3 c],

W@ Boolpaisexy-i ndol -1 -yl) -acetic acid tert-but yPCEEPEN4/006924
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(exanmple 6 b]) was reacted with

2-[5-methyl -2-(4-trifluoronethyd phenyl) -

t hi azol - 4- yI] ethanol [PCT Int Appl . (2001),MD
AOBO8 (L ¥rd vibfe 123 r

di -tert-butyl azodlcarboxylate to yleld

PP BT P SR Ehnasarrle 3 PR p et
ARG A MR R q—bwﬁeﬁerarap Eipaged with
4-trifluoromethyl-phenyl)-thiazol-4-yl]-ethoxy}-indol-1-y1)-
?ﬁﬁigo[(’tsyﬁ% hyztag(g-tllrlfr e phenyIY)] g T
a?ﬁﬁﬁéﬁﬁék%ﬂﬂrﬁ& -1-ylV acetic acid In analogy to the
procedure described in exanple 2 c],
(VEs: 425.p3MvivED hy | - 2- (4-
trifluoronethyl-phenyl)-thiazol-4-yl]-ethoxy}-indol-I-
yl)-acetic acid tert-butyIE§§5§E]was treated with Li OH
to obtain
(6-{2- [5 nethyl

24 fl hyl )-thi | -
; ( t{l 3uoronetHy~ Peny )-thiazo

: J 228 HEFEEas of f-white
crystals. Ms 459 4 (Mdﬂ -. Exanple 16 ai
sl ftiolt bN-WRIoBERREAMImIEE €770 the, A vnad) indligHlbroneetietied4 ml) is

Egd‘z%ﬂtfirlﬁodgg%%sm%m&ﬁgﬁ)ﬂrtsfg %nrrgz'%met}f‘/l ilanylgxy); 1F{-indole (500
aed,d rﬁﬁlo@ in Hxhioromethana () gd)tao OiEnmslar armtngen atm@isPhere The

dr at b derd I’J‘Q{Mtlrl(ea(%om ). RBGater was
{STDHrl!lg],g ‘i(z %E%lgf&argfefl%o e \Na[gé %ﬁ
Wik bt o e B e Teh T

g*r% rk%h@c‘@ et d: R0 cﬁr@fjso%{\(@ﬁ@ﬁﬁétb efd ee sbh@ntsxﬂils\/reﬁlmed under
er re uced pressure t he %Péggs E?h dlssolv dlnds lid
redcs ppreppurgi ByF O&h me1-4heprae W das'rel so

SAHENNT Sl @ the dexeey aithou fofththmurifchtiemt gave 2. 65 g
(8.8 nnol 84 % of [2-

t hyl - phenyl ) -t hi azol -4-yl]- acetic acid
rng'r?;? @&ﬁgﬁgs light brown solid. MS. 302.2 (rer) +.
bl 2- [2- (41Tr|fluoronﬁrhyl phenyl '% thrazo

ot-B . A ‘ ¥ g @

[
id };;ert butyl ester

exanple'8 c]A.[Z (4 tri pﬁoronethylﬁphenyl)

tIH' 51;8 fly ﬂ‘lle]pgl)cgﬁﬁfe' déséﬁﬂgg ru:ifgia%ﬁle €51 ,85-(teADutgdligethyl-

[séaqyjro‘fyf) T%f}aq@qoo tiRg Fﬁep‘sestwﬂ?r&gr&n%acﬁlf acid feri-butyl ester in the
dsresthitd 6f @ibarbonate in DMF to obtain [6-(tert-butyl-dimethyl- -silanyloxy)-3-

chloro-indol-1-y1]-acetic acid tert-butyl ester as yellowr oil.

MS: 504.4 (M+H)™.

c] (3-Chloro-6-hydroxy-indol-1-yl)-acetic acid tert-butyl ester

In analogy to the procedure described in example 3 b], [6-(tert-butyl-dimethyl-
silanyloxy)-3-chloro-indol-1-yl]-acetic acid tert-butyl ester was treated with
tetrabutylammonium fluoride hydrate to obtain (3-chloro-6-hydroxy-indol-1-yl)-acetic

acid tert-butyl ester as colorless gum.

MS: 299.3 (M+NH,)*, 282.2 (M+H)™.
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10

15

20

25

anal ogy to the procedure described in exanple 3 c],

(6- hydroxy-indol-1-yl)-acetic-atid tert-butyl ester
(exanple 6 b]) was reacted with

a1 [ROhbrbrd-{1-Upnedet-Byl-tpiflenydnyethyili D-thiagdl}5- -indol-

inl_hetgre [of trlphenylphosphlne and
épitgﬁf—ﬁéagﬁ—g%gértarboxylate to yleld (6-{2-]2-
(4-trifluoroneth I-phengg% -t hi azol - gé&

Te ehadagy toi thelptocedury dyscribed incexamply 3 os {3-shlpya-6dydepyzadol-1-yh)-

&l coa‘éi&)de}t— 1N$ esép§a§e§é\(§{%tﬁ 20 4-methyl-2-(4- tnﬂuoromethyl phen 1)-
e

PLEL e Qrblestdts adeld (B- ebﬂaf’@|6€{22[4€1}1ethyl 2-(4-trifluoromethyl-phenyl)-

w%oié—ﬁ‘ef» Wiﬁ}v?)"%&g?f o RIS bl ey ag il ellow ol
tert-butyl ester was treatedwith LiOH to obtain

0MS:531 BAMHEN i f | uor orret hyl - phenyl ) -t hi azol -4-yl ] -et ho
xy}-indol-1-yl) - acetic acid as brown solid. M

%’f“é_’j enid¥otd-(2-[ @&éﬂi&h 9. (dri@laoromethyl-phenyl)-thiazol-5-yl] -ethoxyt-indol-
&tert-Buty met'hyT-siTanyl oxy)-3-cHoro-TH1indole A
N—chlorosu00|n|n1de (270 ng, 2 mol) in
di chl oronmethane (4 m) is added within 30 mn to a
38 hbilbgntaathe rocedure descr1bed in example 2 c], (3-chloro-6-{2-[4-methyl-2-(4-

grlm t%ﬁtlgghgml 1a 0 ha%L ?‘%%Wnﬁdo -W&)“%%'n@ aédﬁ%}t-ggtyl ester was

areged vathrbrﬁiliew ebtaiﬁl‘(é chbiratd-6h [ dweesthd2utatriflponemaitpl-plenyl)-
ggc hgrg Xlg ee@iﬁcﬁfyﬁ?ﬁ’cfo@ 18};1&@ ic R ﬁl y%llgw sbl§® water was

xture sextract two tines with

tert - but nmet hyl ether. The conblned extracts were
A 36V§4}§bd|un1sulfate and the solvent was renoved
under reduced pressure to give 560ng (1.98 mml, 98 %
of the title conpound as r &kaspldé BB whi ch was used in
the next step without further purification. Ms: 282 2

1ﬂgﬁnt¢1ﬁ0|d tert butyl ester In analogy to the
procedure described in exanple 1b],

6rd 4 &ﬂ&ﬁ&%fs&l n@tHWIZhMLéiﬂHJ@%&Kthe%VDfth&&@lelﬂ'tdrﬁﬂ@é}@rde (200

gL TR U SR RN A T
[Boxdne? byt yhacdisiRibydmigle i teylahydrofidan (2.06 ml, 1.03 mmol) at
ambient temperature under an argon atmosphere. The reaction mixture was stirred 1 h at
ambient temperature, saturated aqueous NH,Cl solution was added (15 ml) and the
mixture was extracted two times with ethyl acetate. The combined organic layers were
vrashed two times with brine/ice water 1/1 and dried over sodium sulfate. The solvent
was removed under reduced pressure to give 280 mg (0.72 mmol, 98 %) of the title

compound as colorless oil which was used in the next step without further purification.

MS: 388.2 (M+H)™, 330.5.



chloro-indol-1-yl]-acetic acid tert-butyl ester as
yellow oil. Ms: 504.4 (M+H) +. cl

W@ 300800332 - 6- hydr oxy-ndol -1 -yl )-acetic aci d t ePCFBR109S/006924
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ester In analogy to the procedure described in exanple
3 b], [6-(tert-butyl-dinethyl sgtanyl oxy) -
3-chloro-indol-1-yl] -acetic acid tert-butyl ester was
bl gatlets-9- {13 Dabrabyyy I dninehylr-f4-tdftdatenteytit-pheny lathiazol-5-yl] -
Bb_taln O_hl_ O -g.crox% Iileser-|-y|) acetic acid

M5: 299. 3 (MtNH4) +,

282.2 (MtH) +. dl {3- Chl o o- 6-{ 2-
[ amaogyytb-tRe prbceduirt aswribedinrhmplechelh §6-hydioag-indobLyracetic acid

&t IBQ?YES%IF(?%& lexlbg) @/Qsexteé&ec?&itﬁ fa%] By Mﬂoxﬁﬁtz%ﬂ 14[2-methyl-2-

«Mﬂwpme@xmwwrm% S propangicetipdhagiesenes of
kL Qb LtyR Hbyﬂhlﬁegirﬁi'NWN’ Neagtgktifltabodicarboxamide to obtain [rac]-(6-{3-

th
bty FEa(E kRt ggﬁ%%‘l‘é' SBERf el ol alohisge -
@hddl¥1i- jﬁm-a&}ticmhm]stphmtﬁylaslﬁr ahi yellewobut vy
azodi carboxyl ate to yield

(I\?is%%%r +6H}+2 [4-methyl -2-(4-trifluoronethyl-phenyl) -
i'azol et hoxy}-indol -I-yl)- acetl c aC| d

tert but ester as light vye|l.ow VE:
[rak]-(6- 3 [1,3]Dioxan- Z—Vlg -[4- myet vl-2-( f trlﬂuoromet D%elgvlﬂi-mmml 5-yl]-

(&omm 1) adetiiciy| - 2- (4-trifluoronethyl -phenyl)-
thiazol -5-ylT-ethoxy}-indol- 1-yl)-acetic acid In

gaalﬁl%lgéf %)otg% ?ng%r O%g%ﬁ?%egescr IrrR)?QZ cp Iea)é?r(@ {5a 123]'}1]10xan 2-yl-1-[4-
trﬁéthirlbm(blﬂiﬁﬂﬂﬁ;tbmﬂazﬂiﬁphyn}ﬂht}aezz@lﬁSdkpqomcmbxylpl—,lTy@)oqcepc acid tert-
ybu)tyl t%]? JNgs @& LEL i EMLY bbest Bhc)M@S{ 3L [ EFdRkaMioty)- L[ LOHethyl-2-

((3 tuﬂuoro@n@hxlzﬁ{emylaébﬁml Syl prepap-iritdrietiigretsieiiys yellow oil
thiazol -5-yl ]-ethoxy}-indol-1-yl)-acetic acid as |ight
wabk! gy ssaligy, Ms: 493.0 (MH . Exanple 18 al [rac]

-3£4[I 3|hD: o>2(a? 2-yl -

1 nmet hy 4-trifluoronethyl-phenyl)-thiazol -5-

- propan-1-ol Toasolutio:ﬁ 1&;] a v

4- et hyl - 2(4tr|fluororrethyl- heny

| &) ehlyidthyl-200 - tmid]. ethyt ﬁ ale
was added slowy a 0.5M soI ution of (1, 3-

dzé Qggﬁon% o3 %@X&rbﬂ%%@ :$thid P2 Ak 51N 28 e tnhdbly dhafethiyBD-chloro-
acetoacetate (3 2 ml, 23.2 mmol) in ethanol (300 ml) was heated at reflux temperature
for 14 hours. The solvent was removed under reduced pressure and the residue
partitioned between ice water and ethyl acetate. The layers were separated and the
aqueous phase extracted two times with ethyl acetate. The combined extracts were
washed two times with ice water/brine 1/1 and dried over sodium sulfate. The solvent
was removed under reduced pressure to give a yellow oil which was purified by column
chromatography (silica gel, cyclohexane/dichloromethane) to yield 5.1 g (16.2 mmol, 70

%) of the title compound as colorless crystals.

l) - thlazoled5vcarba

a—

MS: 316.1 (M+H)™.

b] [4-Methyl-2-(3-trifluoromethyl-phenyl)-thiazol-5-yl] -methanol

In analogy to the procedure described in example 8 c], 4-methyl-2-(3-trifluoromethyl-
phenyl)-thiazole-5-carboxylic acid ethyl ester was reduced with lithium aluminium



anbi ent tenperature under an argon atnosphere. The
reaction mxture was stirred 1 h at anbient
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10

15

20

25

30

added (15 m) and the m xture was extracted two tines

with ethyl acetate. The conbi ned-organic | ayers were

washed two tines with brine/ice water 1/1 and dried

ayeridsoditeiiatkthal2-(3 Hifuaoimednt-phasyl)-eesctd-d hdethanol as
ce Fressure to give 280 0.72 mmol, 98 % of

Fﬁg%Fﬁ%Wgcgonpound as colorlegg gl| whi ch was u;%d in

t he next step W t hout further purification. Ms: 388.2

MA&:y4.2 (Ma30)'5. bi

fracl-(6-{3-fl 3l D oxan-2-yl-144-methyl-2-(4-trifluorom

el 5yt bl -4t e A% DD=(3=1¥ifludlomethyl-phenyl)-thiazole

propoxyHndol-T-yl)-acetic acid tert butyl ester

B T R ey o B PRI B Y&{Jﬂhamm 28

: @@(mfﬁﬂlﬁn&hbir&)fmmsﬁrm]é@\tae dddddtthionyl chloride (0.64 ml, 8.8 mmol) at —10

g{‘a"{n]delf‘[‘ g{rﬁ&%ﬁ !% ﬁlff %ea% qo az%{ﬁdg%ﬂ ]stlrred fora3r(])_m1n, a]turated

|a|qu¢cm§ spdmgehgnggmate pﬁ)lgt]my/pcgn@g,ghl, hye an the layers were
|§|e %bsﬁ‘r Tﬁeeatq[l@(;@stlm& waé %&@Jd%é&fﬂl&%ﬂpd@lﬁlb?drﬁethane The
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&N ethgle-@3tniflwratnetylphente fr-acefienitrile hed i n
exanmpl e 2 c] [rac] (6 {3-11, 3]d|oxan 2-yl-1-[4-
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th»dwflﬁnt 1?

¥tafecromethyl-p en 5 th1azo e ( 1V?g, 4.1 mmol) in
[arc&%}lrtﬁ@ ©Bndl). T3 dbloxan vas ylirréd ftbnititdtytbmBerature for 16 h, saturated
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EEX)&mJ\lvae l&)aaé,ted The aqueous layer was extracted with ethyl acetate, the combined

cg/rfgamc Xera W(Sf.%&l{ghfeé Wﬂlq%\g\'gﬁxbbﬂﬁg ! drddbR7 Qd Bum G RAnd the

Fotvenf Wmv@mtwllm viGuoe sebreen O8 V‘é’ll(’é’gw% reies by sglumn
ShPYha gfﬂ%hig'(%%‘ep PRt Ry Bactiotd) 10 IRL70TL L 5 Rumol, 60 %) of

ated 'at reflux tenperature for
Eheﬁ899§nPQ?ﬁd%ﬁﬂWﬁ%ﬁ°1 s renmoved under reduced
pressure and the residue partitioned between ice water
afd4-elibayl]-acehafeorofteehyll- phend) enml-Sedbnratiedcidnd t he

A suspension of [4-methyl-2-(3-trifluoromethyl-phenyl)-thiazol-5-yl] -acetonitrile

(700 mg, 2.5 mmol) and sodium hydroxide (992 mg, 24.8 mmol) in water (4.5 ml) and
ethanol (4.5 ml) was stirred vigorously at 85 °C for 14 h. The reaction mixture was then
poured onto crushed ice and aqueous HCl and extracted three times with ethyl acetate.
The combined extracts were washed with water and brine and dried over anhydrous
sodium sulfate. Evaporation of the solvents under reduced pressure left 430 mg (1.4
mmol, 58 %) [4-methyl-2-(3-trifluoromethyl-phenyl)-thiazol-5-yl]-acetic acid as yellow
solid.

MS: 302.2 (M+H)™.



aqueous phase extracted two tines with ethyl acetate.
The conbi ned extracts were washed two tines with ice
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sol vent was renoved under reduced pressure to give a
yell ow oil which was purified-B§¥-col utm chromat ogr aphy
(silica gel, cyclohexane/dlchloronethane) to yleld 5.1
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| ayers were washed with ice vvater/brl ne 1/1 and dried
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[Lo-avelogy fo the poogediure] %rgwéﬂﬁﬁa%ﬂ%ﬁ;ﬂ N Ethzpgrindoly}-yl)peetic acid
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us sodi um onate solution/ice
water 1/1 and et hyl acet ate vvere added and the | ayers
V\M|565751€5p@\f1‘aHéd The aqueous | ayer was extracted with
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Wt (3- f2C- MRERT- 2/ (BLitifB oddnsth drpleeviosRiaz el aityilertsudy-drdol- 1-yD)-
and tﬁe solvent was evaporated in vacuo to gi vebrown
eti h was purified by colum

In analogy to the procedure described in example 2 <], (6-{2 -[4-methyl-2-(3-
trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-yl)-acetic acid tert-butyl ester was
treated with LiOH to obtain (6-{2- [4-methy1~2—(3—triﬂuoromethyl-phenyl)—thiazol—S-y].] -
ethoxy}-indol-1-yl)-acetic acid as yellow solid.

MS: 459.1 (M-H)".
Example 20

a] {6-[2-(4-Methyl-2-phenyl-thiazol-5-y1)-ethoxy] -indol-1-yl}-acetic acid tert-butyl ester

In analogy to the procedure described in example 3 cl, (6-hydroxy-indol-1-yl)-acetic acid
tert-butyl ester (example 6 b]) was reacted with 2-(4-methyl-2-phenyl-thiazol-5-y1)-



chromat ography (silica gel, pentane/ ethyl acetate) to
yield 700 ng (2.5 mmol, 60 %9 of the title conpound as
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gl - phenyl ) -thi azol -5-yl| -acetic acid A suspension of
[4-methyl -2-(3-trifiuoronmethytsphenyl)-thiazol -5-yi]
-acetonitrile (700 ng, 2.5 mmol ) and sodi um hydr oxi de
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to crushed
a@@e}ddsph{mfl -tiazobRt i hethewy] tlﬁd@]eltyi}n%fgﬁwa‘#] tegt h i ester as colorless
ggetate. The conbined extracts were washed vvlth wat er
and brine and dried over anhydrous sodi um sul fate.
Evapor at Qf the solvents under reduced pressure
égaéé% 1.4 mol, 58 %
[4 rrethyl 2-(3- trlfluororrethyl phenyl) th| azoI 5- yI]
: 1 -Olwiazd ' d :

2- r4 Met hyl - 2- (3tr|fluororrethyl phenyl) th| azol 5 yl]

ritagﬁ?%’ ﬁo’%&? ?g&%&&? dQdcribed i in exam le 2 ¢, {6-[2-(4-methyl %@henyl -thiazol-

["'uor onret enyl ) -t hj ZQ| g,
éeBﬂ) eth@ecvldlr(d@sa)- THgacetic acigrest- ¥uw e @ raararee L5 btain (6

M Y A MBShIL £ h@ﬂd—@lﬁm@)l@cﬂy\‘eﬂfbxﬁ osmytu}t h&¥fic a&dBk-Bff'KHEte solid.
intetra ydrofuran (3.6 mM, 3.6 mol). The cooling

ved and the reactlon m xture stirred at
g‘%g%@i\ﬁ Mﬁ:ﬁ’ﬁgrature for 16 h. Careful quenching with
MeOH and ice water, twofold extraction with AcOEt,

washi ng with ice water/ bri digample 2ldr yi ng over
rragnesi um sul fate, and evaporation of the solvent |eft

a1 51148, P71 QHLEbu P hERMASi1E S )-8 8 t-bafy]-3thn hil-diRnNBEH- 1H-

ro froerate quantitativelry the free alcohol. The
nt was evaporated in vacuo and the residue was

purified by colum chromatography (silica gel,

iy b@M@Gﬁhoﬁbh B{lLlaﬁ okathag (6 &7 i, a0 lﬁﬁﬁlmas(aGdBd tmsolution of 6-

? ethyl sdanyloxy —1ndoefe 2ye| g r\ﬁvrﬁ)o'lj in TYEE (Z(?I%l)%t -78°C
(vﬁtl{lﬁ 2D4n1wb1ria1yf arPargBa bimadspherecHiee tegétiqphmitgire was stirred for 20 min
aér 8 bu?ert %u)f)%lhm?eltt}%@?ﬂ% ?ﬂ&g@ e % %%%hl%c}%s%dded and the reaction

g}ytot eproceg descri %ld
imixeues s etugecé for 10 uinydr Sxy=-andder 1 b.ay R dbemieugcyes chilied to
t 9? bc th{rbm%%&fmﬁﬁd@(m 8@ rﬁﬂrﬂol)\/\ﬁzﬁs ddaad bedtstitrinB was continued for
methy! (S trifl ?’l) thlﬁ-jé(?tsyndlwashed

Ieli hferr;fél Claﬁ‘dtf‘l’rre1 ]bﬁ%%qé S8 u“tOP.V}s%%éﬁii erS]'hVISl et SR

dirith @ftiirabsd agueous NaHCO; solution and water. The ether phase was dried over
sodium sulfate, concentrated under reduced pressure and the residue was purified by
column chromatography (silica gel, n-heptane/ethyl acetate 1:19) to give 2.64 g (6 mmol,
74 %) 3-bromo-1-(tert-butyl-dimethyl-silanyl)-6-(tert-butyl-dimethyl-silanyloxy)-1H-

indole as brown solid.
MS:440.4 (M+H)™.

b] 1-(tert-Butyl-dimethyl-silanyl)-6-(tert-butyl-dimethyl-silanyloxy)-3-methyl-1H-

indole

A 1.5 M solution of tert-butyllithium in pentane (3.3 ml, 4.99 mmol) was added
dropwise to a solution of 3-bromo-1-(tert-butyl-dimethyl-silanyl)-6-(tert-butyl-
dimethyl-silanyloxy)-1H-indole (1 g, 2.27 mmol) in THF (6 ml) at -78 °C under an
argon atmosphere. After 15 min methyl iodide (0.28 ml, 4.54 mmol) was added at -78 °C.



azodi carboxyl ate to yield
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as colorless oil. Ms: 571.5 (MtH) +. hi

(6-{2-[4-Methyl -2-(3-trifluorefethyl - phenyl

)-thiazol -5-yll-ethoxy}-indol-1-ylV acetic acid In
Thalegtion miktuee mmtemqirfer dwsleari30eniiniat - B 4ngsidethen &9r 2 h at RT.
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4- et hyl 3-try hen |azoI
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solid. Ms: 4591(MH) . Exanpl e 20 ai
{cb31Methgl- NBfihgdl-@obhenyl - t hi azol - 5-yl ) - et hoxyl -i ndol - |
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@etfﬁu@ﬁixﬂ)ﬂon%nﬁ HRBYilde hidazab obtay 3-reéthAnH-ihdbl-d=ol as brown
Li ndberg, G Bexell,B. U ff, Acta PharnmaceuticaSuecica

PS8 49-58] in t he pr esence oftri phenyl phosphi ne
and di-tert-butyl azodi carboxylate to yield {6-[2-(4-
$:Hyb0ZMpliBny! - t hi azol - 5-yl ) - et hoxy] -i ndol -1 -yl } - acet

ic acid tert-butyl ester as colorless oil. M 449.4
%ﬁ%eﬁrvl B {2-[4-methyl-2-(4-trifluoromethyi-phenyl)-thiazol-5-yl] -ethoxyl-1H-
[Z-C4-Methyl=2-phenyT -t hi azol -5-yD- et hoxyl

indele| - 1- yU acetlc acid In anal ogy to the procedure
descrlbed in exanple 2 c],
{18ahAogAtomE yoceduihtnabet i azelple 3 ], 3- methyl 1H-indol-6-ol was

\K/ﬁ%‘l %dr et hgﬁxvﬁn?“ﬁdﬁ"&[ t{ﬂ&%%fr% 1}}’? PﬁFnY ethO} 1- Eth%ﬁ&e(example
d\c] hlrat:he\pféielgde)ofemplmenyfp]hom‘}omebancbdh}teaémty:l age @arngylate to yield 3-

of h%lhé t{$ % t?lléért 1 &%&T&n%hﬁ‘yf%hgfnﬁmt)?S% ]-&hoxy}-1H-indole as

gileblmﬁstéhcbrt butyl d| met hyl - si | anyl oxy) -1 Hi ndole A 1.6M
solution of BuLi in pentane (6.57 m, 10.5 nmol) was

agded 7qv+ g9t uti on of 6-
(tert butyl di mef hyl -si | anyl oxy) -1 H-i ndoI e (2 g, 81

:.*:.-a ‘ '_I' 49 Plagf OC I t af"g Bl

~{2-T4-methyl-2-(4-trifluo }-indol-

anavelas aW.s

20ylAaBetic acid tert—buty’l ester

Tn analogy to the procedure described in example 3 a], 3-methyl-6-{2-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-1H-indole was reacted with tert-butyl
bromoacetate in the presence of sodium hydride to obtain (3-methyl-6-{2~[4-methyl-2-
(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-yl)-acetic acid tert-butyl ester

as colorless gum.
MS: 531.6 (M+H)™.

f] (3-Methyl-6-{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy!-indol-

1-yl)-acetic acid

In analogy to the procedure described in example 2 c], (3-methyl-6-{2-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-y1] -ethoxy}-indol-1-yl)-acetic acid tert-butyl ester was



at -78 0C. tert-Butyldinethylsilyl chloride (1.6 g,
10. 5mmol ) was added and the reaction m xture was

watised2for 10 min at -78 OC and for 1 h at RICT/Eb@04/006924
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m xture was chilled to -78 0C, N-bronosuccinimde (1.6
g, 8.9 mmol) was added and stisring was continued for
1 hat -78 0C and for 1h at RT. The sol ution was

@edeed Rah MOH td iogtahxy (3-atekigf- 6a{gd[4mﬁgﬂ2wﬂttﬁﬂﬁaxmﬁhﬁ¢heny1)-
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reduced pressure and the residue was purified by

sk &0 Mrldirat ogr aphy (silica gel n-heptane/ et hyl

acetate 1:19) to give 2.64 g (6 nmmol, 74 %

3-brono-1-(tert-butyl-di rreEJaMhplgizhanyl )-6-(tert-butyl -

di net hyl - si | anyl oxy) -1 H ndol e ‘as brown solid. MS:440.4
. bl .. . . :

@I anyl oxy) - 3I - HinoI e A 1.5M sol ut | n f
tert-butyllithiumin pentane (3.3 m, 4.99 mmol) was
dded dropwi s At § 5 -1-(tert- -
I PSPl gRetLd brpple CUMR ARy lg
dire¢thyltsilasyl)-ariggrokyivldimpthioiilenylexy - 1-indolgfgmn thfT/ﬂ was
tBah M@tteft%%tﬁﬁh%ﬁ%d@@o@ﬂ I Ao TRIP Dt - bA-Elimdihyl-silanyl)-
mn nmethyl iodide (0.28 m,” 4 was,. added at
5‘7(86r0b¥1fl7¥ré1m%¢§¥1r§1]éﬁylﬁ?c&%f%‘P@%ﬁﬁé%{%‘& r‘?cglnlq‘ﬁ ot her 30
mn at -78 0C and then for 2 h at RT. After quenching

Wi 8iprepiuratimibl-ageleous NaHCO3 sol ution the reaction
m xture was partitioned between ether and water. The

t her, a s dri Yolel fo (W= di 1-silanvl)-6-
Toendr Qe pRedls %%sc?é%%nv%%?@c%i‘é&%&?&% Cimehy-gtaorh
I(teftt-urtyl- dimephyl chilamst by -3s progily 1 Bi-indole was treated with

3 : rf A0BEAY hydrhiean ¥haxy3- 1p3dndoi6i sldekite
gestgrbglgh%r?ifso%ﬁg]ugI.ﬂqg%lag!lﬁ?!hyl -lHin olé%l- ol I n anal ogy
ceystatre procedure described in exanple 3 b],
| ~(tert-butyl-dinethyl-silanyl)-6-
MerysbyhEHY met hyl - si | anyl oxy) - 3- met hyl -1 H-i ndol e
was treated with tetrabutyl anmoni um fl uoride hydrate

M@@egﬁﬂgf@{hgp&&&%@%fﬂn-%%ami%‘)%l S ABSropyl-1H-

3add@t hyl - 6-12-[ 4-net hyl - 2- (4-trifluoronet hyl - phenyl) -t
hi azol - 5-yl 1- et hoxyl -1 H ndol e I'n anal ogy to the
l@{}@ﬁﬁg%}f t%Gtﬂg ?P(fde@&@ deferéanmpbambléel c), 3=prebilylH-indol-6-ol was

I ndO| S, reacted wt .
2eqaiethg (ame B b TGS REAY-EBFRAY Fizfalsa e hangh (rample
-ed) hanek pt@xadeiferiphenylphosphine and di-tert-butyl azodicarboxylate to yield 6-
{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-y1]-ethoxy}-3-propyl- 1H-indole as

yellow oil.
MS: 445.5 (M+H)™.

dl (6-{2-[4-Methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl|-ethoxy} -3-propyl-indol-
1-yl)-acetic acid tert-butyl ester

In analogy to the procedure described in example 3 a], 6-{2- [4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-y1]-ethoxy}-3-propyl-1H-indole was reacted with tert-
butyl bromoacetate in the presence of sodium hydride to obtain (6-{2-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-3-propyl-indol-1-yl)-acetic acid tert-butyl

ester as colorless oil.



5 c]) in the presence oftriphenyl phosphi ne and
di-tert-butyl azodi carboxylate to yield 3-
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azol -5-yl]-ethoxy}-1Hindole as yell ow solid. Ms:
417.3 (MtH) +. el - 58 -

(3-Methyl -6-{2-[4-nethyl-2-(4-trifluoronethyl-phenyl)-
MH: 3398 {BEH) - et hoxy} -indol - 1-yl)-acetic acid
tert-butyl ester Tn analogy to the procedure descri bed

' y
é_meecggeagﬂed W|th tert-butyl brom)acetate in the
presence of sodi um hydride to obtain
(3 amRb b tRe %Cé&rgﬁEﬁﬁbed’zm exarnple2 g , (6-{2-[4- methyl -2-(4-

4
i ﬂﬂ%({;‘:ome or 0 ew&%f}%w él Y& f: fcy éﬁltpwpyi é‘ldé]} At }a? aXJtIC acid tert-butyl
@ﬁ%ﬁ%bm@t@wﬂth MOH 53 dbtair( (¢+) [ £#mefHyl-2-(4-trifluoromethyl-phenyl)-

4 net h trifl
Bt oot s tadler s SR BB )
anal ogy to the procedur e descrlbed in exanmple 2 c],
(l\zBSr‘BQBﬁ)(MmXZ [ 4- et hyl - 2- (4-
trifluoronethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-I-
%/I ) - g;:etl c acid tert-butyl peahple astreated with Li OH
0 obtain

off V\hlte SO|Id I\/IS 473.0 (MH) . Exarrple 22 a
A (dl@uidn - yiﬂu&rmtt&nyl-t}smbearmyh)de&l &t 1.3 mipnely hndipreblomg2-

&?1'6%12)‘1 r(? 5%%15 ik ozy n 1L o‘f (%dln@%s‘?x%(te& ® }dM®ix for 30 h under

3nbrgyrpatmogpleare. Tﬁlgtrechpm re was concentrated to a volume of 10 ml,
%bb@ﬁ¥+ ¥0 Q: Qﬂc@&ﬁ \@%Iﬁle’cﬁ’éﬂ@@ kM) wad d ey H@@@&hsé Fthie l@lQh@n was

exa
fgpgbgqto pr@é;eﬁé efrtpeg;aig}e;t aetrgsultl\l\grgt ?rygtglrs g/\repeuttﬂy t& was cp with ice
|c0(d &ifsb ?Uﬂ)ty})éi:he@ hA@HHYd iSvdcanyd give 2.6 g (8.9 mmol, 45 %) of the title

ert-but d silanyl oxy)-3-pro ryl -1 Hindole
an é’&nflraﬁrﬂﬁd“’hlklcrﬁ?%? opyl -1 Hi ndol - 6 ol In analogy to

t he procedure described in exanple 3 b],
IM§1 258t BAtK) ™ di et hyl - si | anyl ) - 6-
(tert-butyl-dinmethyl-silanyl oxy)-3-propyl -1 Hindol e

1A Bfo‘i‘ﬁ&rﬁ?thw & b g At Y RRBRRIYID hOr fhgteoley dr at e
to obtain 3-propyl-TH1ndol -6-0l as white

4,5-Dimethyl-2-(4-trifluoromethyl-phenyl)-thiazole hydrochloride (2.6 g, 8.9 mmol) was
suspended in ethyl acetate and ice water. Triethylamine (1.2 ml, 8.9 mmol) was added,
the organic layer was separated and the aqueous layer was extracted with ethyl acetate.
The combined organic layers were washed with brine/ice water 1/1 dried over sodium
sulfate and the solvent was removed under reduced pressure. The residue was dried in
vacuo and dissolved in acetonitrile (30 ml) under an argon atmosphere. The solution was
cooled to 0 °C, N-bromosuccinimide (2.05 g, 11.5 mmol) and 2,2’-azobis(2-
methylpropionitrile) (145 mg, 0.89 mmol) were added and the reaction mixture was
stirred at ambient temperature for 14 h. Water was added and the formed precipitate was
filtered off, washed with water and dried in vacuo to give yellow crystals. The crystals
were purified by column chromatography (silica gel, n-heptane/dichloromethane) to give
385 mg (1.2 mmol, 13 %) of the title compound as off-white crystals.

MS: 336.2 (M+H)™.
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procedure described in exanple 3 c],

3-propyl -1 Hindol-6-0l was reasded with 2-

[4-met hyl -2-(4-trifluoronethyl-phenyl)-thiazol-5-yl]
C]G%hf%npﬂetl(@mlpdrﬁu&(ﬁﬂlﬁthﬂﬁﬁehel)ﬂhﬁﬁﬁn@elnaﬁthoxvl-indol-l—Vl‘r-acetic
trl he_ ] ggﬁsrphl ne and di-tert-butyl azodi carboxyl ate

d

{2-[4- et hyl - 2- (4- trlfluoromsthyl phen )-thiazol - )y
In atdbagyoy thdSpcedyrt deseribertiol axampleyled ], Gnhisrpxy-wstol 44}% -gcetic acid

d 4— th 1-5-methyl-2- 4—
st st sl
tryflyoremyg phgn 39:3210 g Iﬁ(y]@,qt pregenge P ]éltn? ¢dr e an otassmm

icﬁﬁ&e BUlc¥on8 &ren H At agibdr @é&nﬁ atufetpfiacthd itle cdﬁ@@ﬂncb edcolorless
]riexanpeBa], -{2-[4-net -2-(4-

i f1 uoronet hyl - phenyl ) -t hi azol 5- yI ] - et hoxy} - 3- pr opyl
-l Hindole was reacted with tertbutyl bronpacetate in
M 5ps.8§BRdé)'of sodi um hydride to obtain
(6- {2 [ 4- met hyl ~2- (4-

b ! J é J.%J QUATRL ilY | 1Yk L BERI Y- Bridol-4-yimethoxy]-indol-1-yl}-acetic

SethoxXy}y-3-propyt -1 hdol -T-yl')-acetic acid tert-butyl
asider as coI orless oil.Ms: 559.3 (MtH) +. el (6- [2-
| 4- Met hyl -2-(4-trifluoronethyl-phenyl)-thiazol-5-yl1

1&&1@5125 toXhP mauﬂeraewrrbedxryé;amqﬂez tl; |&65-hetinylnai-ogy
ﬂ%&%&%@étﬁgﬁﬁ%ﬁifo -)ﬁmelc T( oll 9 ﬁ} ﬁie’tm acid tert-butyl ester was

thdafddmt}oh‘iﬂ}mw elpthimr{+ [5- mbihaiz 1(4 Srifthdrometityphesyl hitlipgal-4-

S HRbl Mab POALL G ARkM fibsRuky] ester was treated

e ééah“@a”?h?*y '. e?héiyi 3 propyl i ndol 1oy) acet ¢

acid as brown solid. Ms: 503.3 (M+H) +. Exanple 23 a]

4,5-Dimet hyl -2- (4-trifl uormxanipy24 pheny -thi azol e
hydr ochl oride; A solution of
i, Hlo ol-1-y1)-

(ﬁ&ldﬂcidwaisblht&httseed to refl ux for 30 h under an argon
at nrosphere. The reaction m xture was concentrated to a

\‘igla%gﬁ)g? fo £h2 p%cedure described in example 3 c], (6-hydroxy-indol-1-yl)-acetic acid
tert-butyl ester (example 6 b]) was reacted with 2-[5-methyl-2-(4-trifluoromethoxy-
phenyl)-thiazol-4-y1]-ethanol {prepared from 4-methyl-2-(4-trifluoromethoxy-phenyl)-
thiazole-5-carboxylic acid ethyl ester (PCT Int. Appl. (2001), WO 2001040207 Al)in
analogy to the procedures described in examples 19 b] to 19 f]} in the presence of
triphenylphosphine and di-tert-butyl azodicarboxylate to yield (6-{2-[4-methyl-2-(4-
trifluoromethoxy-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-y1)-acetic acid tert-butyl ester as

yellow oil.

MS: 533.5 (M+H)™.

b] (6-]2-[4-Methyl-2-(4-trifluoromethoxy-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-vl)-

acetic acid

In analogy to the procedure described in example 2 c], (6-{2-[4-methyl-2-(4-
trifluoromethoxy-phenyl)-thiazol-5-y1]-ethoxy}-indol-1-yl)-acetic acid tert-butyl ester



cooled to 50 OC and dii sopropylether (20 m) was added
dropwi se. The solution was cool ed to anbient

WO eowpeoEtire, the resulting crystals were filteecEaPID/G06924
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washed with ice cold diisopropylether and dried in
vacuo to give 2.6 g (8.9 mol 645 % of the title
conpound as off-white crystals. Ms: 258.4 (M+tH) +. Di
4raBeenmawtihyli OPF fl‘ﬁdma&h-(é-{244{1ﬁétﬁjflub(@ueﬂhtqrbmpt}@ﬁy-lphenyl)—

') thi le 4, 5:-D t hyl -
%&?@T? ﬁﬁﬁ?ﬁ%?@%ﬁ ﬁz?ﬁegfl Qraélgggoqg9 mol ) was
suspended in ethyl acetate and |ce wat er .
M$:dZbPl(dhe (1.2 mM, 8.9 mmol) was added, the

organi c |l ayer was separated and the aqueous | ayer was
extracted with ethyl acetatggamphersconbi ned organic

| ayers were washed with brine/ice water 1/1 dried over

drgsélQed |h acetonltrlle (30 n{) Qndé; aﬁ arg n
atonsltéoreof [fag-1spl- uieththv(Astrlﬂooﬂomhthyi -the@@d)-thiazol-5-yl]-but-3-en-
;F (g‘ Qgéz’ 8%?@ gg %Q}? E&%I 1 %5005?@@02%@2774 Al] 18ngtetrahydr0ﬁ1ran

n tri 145
rtrwbl) waeaddedadiebl htticnied pw@ttiemh%r&ﬁumrbc%&l%ﬁ teirghydrofuran

6{% 2@?&' ?QQ rﬂrﬁ@ﬂ? &f ahbiest tfeﬁfpeﬂa‘ﬂuﬂ% un¥ét 81 arges aaflskpter@NThe yellow

ekisionaiia SHRFE Kb pictioL 88 l\&gﬁﬁgqqsg\@@@ﬁyé‘lpgpg (8 3y and 35 %
%@Mé&@lﬁzoy%bﬁm@w(om 8l weye aidledand efirmgatagoaiimyed for 1 h. Water
o SRR 010 RIS Bty e
mxyrattadl withMEhyl 33@at2. Thidembinesd] organic layers were washed two times with
br% nez )?uﬁcfrm a‘g'xi !o?uhﬁ 's&llfa{’ﬂg F[q’ig%&lk}é(ﬂt Vpcﬁ%‘ﬁ‘lb%& \IHC&% flduded/pressure to

acid ter est
e li@yng 0. 641@@10@@@@9 éfféé;%lélﬁ COEROTH 9é “fecglj“ tLe next step
(‘pﬁﬁmﬂrﬁgmer gica{loﬁ{l) acetic acid tert-butyl ester
(exanpl e was reacted with

br ong 5-nmet hyl - 2- (4-
tMﬁ?ﬁ@o?\’n@ﬁﬂv_ljﬁyl -phenyl)-thiazole in the presence of
cesi um carbonate and potassiumiodide in acet one for
2 Bachid-EadriBntl-dievaged -atlanvioxy o1 o hum et eHh

as. ¢ I_g_ri 5 I\/IS 503. 3 (I\/H-H) +. di 6-f
%}?e&l'mﬂ%—fgg—m- f 1 uor onet hyl - phenyl)

-t hi azol rmet hoxy] -indol- 1-yl cetic.acjd .
tert-Butyl- dlme%hylsﬂyl chlgglde (115 mg, 0. 76¥m}no was a%decf in one portion to a

stirred solution of [rac]-1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl}-butane-
1,4-diol (212 mg, 0.64 mmol) in pyridine (2 ml) at 0 °C. The solution was naturally
warmed to ambient temperature and stirred for 14 h. Pyridine was removed under
reduced pressure and the residue dissolved in ethyl acetate. The solution was washed with
1 M aqueous HCl solution and two times with water and dried over sodium sulfate. The
solvent was removed under reduced pressure and the residue was purified by column
chromatography (silica gel, n-heptane/ethyl acetate) to give 120 mg (0.27 mmol, 42 %) of

the title compound as colorless crystals.

MS: 446.0 (M+H)™.



In anal ogy to the procedure described in exanple 2 c],
{6-[5-net hyl - 2- (4-

wo eooSloesaed et hyl - phenyl ) -t hi azol - 4- yl met hoxy] - pemaP2004/§06924
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|}-acetic acid tert-butyl ester was treated with Li OH

to obtain -61-

{6-[ 5-net hyl - 2- (4- trlfluoronethyl-phenyl) thlazol 4-

gﬂ_{fmﬂh@{ﬂ(temﬂotvl -Hirpbthylagletyloxyel-o e
( .

-yl ]-ethox

y}-|ndoI-I-yI) acetic acid tert- b‘ﬁd6 ester

mab@y te ghermecqsoedesaieedda serTBled G SaRRpTE Iﬂg"]c}'YD acetic acid
I&i‘e)‘(éx’&%le 6 byl x)ers&@ﬁtddﬁm&@[rdc]t@—(ﬁerﬂabmw]-dﬁﬁdtbyl -silanyloxy)-

;—? %ﬁf%/ 4b Qq%argmreﬁyﬁ Bﬁgﬁfa {%W]pﬁ Il 1Fl)ltan 1-ol in the presence of

irm@ﬂﬁhos@hMie]andMNrN1 N{mtepettetiafodimrboxamide to obtain [rac]-(6-{4-

tﬁliqg)é%% edlgleﬁlgfl &g&; &?ﬁﬁ% P E@Mﬂd omethyl phenyl) thlazol 5-

{120049xy} W@ﬂ@ﬂ%@@@mﬂl t)‘lrtrh’qlfidﬁéﬂebwe @Wtoﬁe pr ocedur es
descrlbed in exanples 19 b ] to 19 f]}in the presence

gygppgpgiphosphlne and di-tert-butyl
azodi carboxyl ate to yleld (6-{2-[4-nethyl -2- (4-
| |

Bh’(o;gﬂ\ﬁdoﬁii %lﬁaddtﬂ: lah1d-tert—ﬂ)utv1 ester

f6-{2-[4- Met hyl - 2- (4- trlfluoronethoxy-
e g}ut}o%' %%8%@%%&9111]&% et o R arheeX b 1, 809ikhe) A6 lided to

66 idecolbdiselitiopl oF 2 (6. {4 (tert-butyl-dimethyl-silanyloty)-] - A-ikthyl-2-(4-

ttﬁﬁh}cerH{] ﬁgﬁgﬁ@f}ﬂ) Rhgys)yit-bh@ipl n15101 1—yl) acet1c acid tert-butyl ester

éi @gv\%ﬁsump -aél g%g\i}a-'y.flipﬁp_qa@?ﬁ gt 1361ﬁgllﬁe ba%{l was ren¥oved and the
(Btufidn kB EdIB0 1R (o4 afnbicht tepnpaatieoRhypheiate yvas added and the

a&gﬁég l‘vge,p%ﬁ}‘]ed,\xyg ggl} quf}f gﬂu%l Exggre\%lés é@%&gd Yith ethyl acetate

hrace don[llﬁnédatmydctﬁwe(rdwwheﬂ rtm mmmm}u brisreeang| driedivesadium

u T f
¥ty SRYAANED b Pl P SRR AP ) ol et copponnd.
yellow pilbut - 3- enI ol [200 ng O 64 mmol ; PCT Int.
Appl . (2002), WD 02/062774 Al] in tetrahydrofuran (2

3. 34as (Rfldgek. @ 1M sol ution of borane-tetrahydrof aran
conpl ex 1 n tetrahydrofuran

el [rac]-(6-{4-Hydroxy-1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-

butoxyl-indol-1-yl)-acetic acid

In analogy to the procedure described in example 2 c], [rac] -(6-{4-hydroxy-1-[4-methyl-
2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-butoxy}-indol-1-yl)-acetic acid tert-butyl
ester was treated with LiOH to obtain [rac]-(6-{4-hydroxy-1-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-yl]-butoxy}-indol-1-yl)-acetic acid as brown crystals.

MS: 503.0 (M-H)".



(1.28 m, 1.28 mmol) at anbi ent tenperature under an
argon at nosphere. The yell ow solution was stirred for

wdasoveeer (1 nml), 3 Maqueous NaCH sol uti on POT/EP200J/006924
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and 35 % aqueous H2Q2 solution (0.2 mM) were added and
stirring was continued for 1 ho62Water and et hyl
acetate were added, the |l ayers were separated and the

‘aqueous | ayer was extract edxainple 26t hyl acetate. The

conbi ned organic |ayers were washed two tinmes with

Q'i i) @%&ﬁ\}l— -D RS- a2 U s b & eind SN e jﬂoic\éﬁ% Ecﬂ’?le?t-butvl ester

removed under ce essure to glve 2

nmol , quant.) of the title conmpound whjich was.u
dentlest todheprosFitia descriipd HEPRBIR 1 Flo A THHF SR M acetc acid
&Ry Test@ﬂ (example 6 b]) was reacted with 2-(5-methyl-2-phenyl-thiazol-4-yl)-

e&?a%!o fLel By S eyl o1 SV QN R Rie oy

t{es (Buhwhyldz ~phtryHtisiab ot 4-gliHetraxgtpir(dbl3 }r}bace@ca@dmb)ltyl ester as
@ qed In one portion to a stirred solution of
P? - [ 4- nethyl 2-(4-trifluoronethyl-phenyl)-thiazo
5-yl ]-butane- ,4-diol (212 ng, 0.64 nmol) in
@#Sﬁﬁﬁﬂdh@ﬂﬁhi) at 0 0C. The sol ution was naturally
warmed to anbient tenperature and stirred for 14 1|i.

(b 4h 18- Mes vl EFRMe-thassr4- T dueas -Didéduyl b acid atide
residue dissolved in ethyI acetate. The sol ution was

hed with 1M | ut
Vyas ?.log)}:’lm P & F#’E%f%%k}rgrd%c&heg rlf? g uth ? 2 C??ﬁ é& g%lrﬁé Q?SZ\AE’}:&{T‘/I -thiazol-
r@ymxedd)mhdefol—ﬂ eilseetic [acidstsrm-l’oat}é aetert Wies treasdduish Rt to obtain {6-
ﬁ?r gt%gf tpﬁlgljll}}f MHial (l)'lrég ?Ble X Ii‘ﬁ/do(lsl 1 —Qéetﬂ%tzlzd as Icolorless solid.

ace gr've 120
% of t he t|tIe conmpound as colorless crystals VE:
ME:; 1O+, ]
[racl-(6-j4-(tert-Butyl-dinmethyl-silanyloxy)-Il-f4-meth
yl-2-f4-trifluoromethyl phermsdample 27
thiazol 5-yl | -butoxy}-indol-Il-yl)-acetic acid
rt-butyl € te n.. anal o e procedure described
2% ﬁl' d XPfulB -1 -yl)- acetlc aC|d

tert but yl ester (exanmple 6 b]) was reacted w
[A adpedsién ef --hpdroyy-intaled g)a&@moé)ngﬁpbkytylémethylsﬂyl chloride (6.1 g,

%9[ zg‘nﬁf&fﬁ‘ éﬁ}d %u(iézh did isf4 g%%bt)}ih IR r(lw i)t saEieted SoryAdlh at RT.

e presence of I
FEERONERAE et i e
[$:3Ghic (a@’e{ Has dri@rdvebsddrbmaintat byd csideatyledxiyler rkduced pressure to

el b S ST L PR e,
as yellow oil.
MS: 248.1 (M+H)™.

bl 3-Bromo-1-(tert-butyl-dimethyl-silanyl)-5- (tert-butyl- dimethvl-silanyloxy)-1H-

indole

A 1.6 M solution of BuLi in pentane (30.7 ml, 49.2 mmol) was added to a solution of 5-
(tert-butyl-dimethyl-silanyloxy)-1H-indole (9.36 g, 37.8 mmol) in THE (190 ml) at -78
°C within 20 min under an argon atmosphere. The reaction mixture was stirred for 20
min at -78 °C. tert-Butyldimethylsilyl chloride (7.64 g, 49.2 mmol) was added and the
reaction mixture was stirred for 10 min at -78 °C and for 1 h at RT. The mixture was
chilled to -78 °C, N-bromosuccinimide (7.64 g, 41.6 mmol) was added and the solution
was stirred for 1 h at -78 °C and for 1 h at RT. Diethyl ether was added and the mixture

was washed with saturated aqueous NaHCOj3 solution and water. The organic layer was



M5: 675.3 (MrH) +. di fracl -(6-{4-Hydroxy-I-
[4-met hyl -2-(4-trifluoronethyl-phenyl)-thiazol-5-yl] -

Whisxy3423 ndol -1 -yl ) -acetic acid tert-butyl esPEr/EP20b4/006924
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solution of tetrabutylamoni um fluoride hydrate (30
m, 30 nmmol) was added to an i é&-cool ed sol uti on of

[rac]-(6-{4-(tert-butyl-dinethyl-silanyloxy)-Il-]4-meth
;&1@(2 oyet-sodium sulfate and concentrated gnder reducgd press)ure e crude product

%/ %; Ehﬁﬁécpl%%chyrhn Qﬂﬁﬂr\[a{tb ?ﬁya?sﬁ ca %él}’thz@}#lﬁgbéhe 119ptodive 12.87 g

aceti1c acid tert-
? Evyelr 67 B Arbrowios- ﬁqeyt buppedimeh g RS ETBY e
tieyRakut omdslei rred for 30 min at ambient
tenperature. Ethyl acetate was added and the sol ution

mgéggp i:th 1N HC . The aqueous | ayer was
h et hyl acetate and the conbi ned extracts

mere mashed tmo tlnes MAth brlne and drled over sodi
- : hyli g : b3 " silanyl ot i 1H-indole

nnDI quant’) of the title conpound as yeIIow-0|I VE:
: chﬂ'gn of teﬁlbutylhthlum in entane (3.3 ml, 4.99 mmol) was added

e et e

anak Nsﬂaﬁylbhﬁ‘) manésle( g, deBmimdipth THF é& artpite 78 °CJinder an argon

%Uflzﬂh%fer et LS R RS IS B el ops e 78 "Gy e

otactioy Inixaretwacstamiddot 3¢ mimalt 7B *esnd rfowalg at REaferr anenghing with
lsétgﬁt&? acgﬁga%ﬁlai{t@ﬁ]so (J)ﬁoil %%QEM mhx’t{lé vﬂ%tplaﬁitro%'eﬂ detween ether

uor t hi azol - 5- but o l -
ylh)l Vﬁl@@t The @F@W@C gagr elbWW“é‘-r‘?@f %ﬂdéugl w@fa’fs Gl?sé SOI(CiW'irﬂted In vacuo to

%gz@thol 99 %) 1-(tert-butyl-dimethyl-silanyl)-5-(tert-butyl-dimethyl-

enyl -t hi azol - 4-yl ) ~et hoxy1-i ndol -
-s”éﬂ 0’%‘( eo?t"?tg;i dn‘fqli‘?t butyl ester In analogy to the

procedure described in exanple 3 c],
(@S Bedsai+H)dol -1 -yl ) -acetic acid tert-butyl ester
(exanmple 6 b]) was reacted with

2 %§E —EM]D sphenyl -thiazol -4-yl)- ethanol in the
6geséﬁgé—uf—§rrp§enylphosphlne and di-tert-butyl
azodlcarboxylate to .
{(tjabuiykreppipm fu dr‘%tﬁﬁlai 8143 0ynl) wepeddrr-tp Apdfe-gooled
“o¥lutioAGRLL eraﬁhﬂﬂ-uﬁﬁéthﬁu@mhyl@st @ertasitplalimethybsilanyldgy)-3-ethyl-
(8T b 2 el R Smb The o5 R ity Wity for 49
iid Acetbient aahperature, diluted with ethyl acetate and Washed with 1 N HCI and
water. The organic phase was concentrated under reduced pressure and the crude

product purified by column chromatography (silica gel, ethyl acetate/heptane 1:2) to give
258 mg (1.6 mmol, 74 %) 3-ethyl-1H-indol-5-ol.

e] 5-[4-Methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy|-1H-indole

A suspension of 3-ethyl-1H-indol-5-ol (235 mg, 1.46 mmol), 5-chloromethyl-4-methyl-
2-(4-trifluoromethyl-phenyl)-thiazole [425 mg, 1.46 mmol; PCT Int. Appl. (2002), WO
0292590 A1] and cesium carbonate (712 mg, 2,19 mmol) in DMF (3 ml) was stirred for
1.5 h at ambient temperature. Diethyl ether was added and the mixture was washed with
1N HCl and water. The organic layer was dried over sodium sulfate and concentrated
under reduced pressure. The crude product was purified by column chromatography
(silica gel, ethyl acetate/heptane 1:3) to give 522 mg (1.34 mmol, 86 %) 5-(4-methyl-2-
(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-1H-indole.



In anal ogy to the procedure described in exanple 2 c],
{6-[2-(5-net hyl - 2- phenyl -t hi azol -

wd2yspesabhoxy] -i ndol -1 -yl }-acetic acid tert-buPgl/ERRD€006924
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was treated with LiOH to obtain {6-

[ 2- (5- et hyl - 2- phenyl -t hi azol =@yl ) - et hoxy] -i ndol -1 -yl
}-acetic acid as colorless solid. Ms: 391.0 (MH)
Ecantil.2 (X#HI.

5-(tert-Butyl -di nethyl -sil anyl oxy)-IHindole A

g%{n@&g\?l' iy %eﬁﬁﬁwm)fﬁﬂuo%ﬁ&h{d@pl%nvﬁ&h[ﬂi@l'—éavlmethoxv] -indol-1-yl}-

-pbutyldimethyrsityl chloride (6.1 g, 39.4 nmol)
(5.4 g, 68 mol) in DMF (50 m) was -
Stll‘l‘ed for 20 h at RT. The reaction m xture was taken
M?sulsp’kneﬂoheif saadme@ghed4-wiifudrintdiyl-phenydptieazol-Frdmethoxy]-1H-

BRI st iaerrsimca by B LD £ 3 otbop g st
brahoacgtagn(0. )5 ml, 1.28 mmol) in THEF (5 ml) was st1rred for 1.5h at amblent
geilgg ?5% Eglwhyﬂlbﬂ%taﬁw1@Hbﬁ%¥ie@’f)ﬁ)w$r’é‘hﬂ@§9 T8 ef¥; phase was dried

av@rsodouh sylfase andmenypenteterbunder reducedhprepsse fq give Oung (126
et ABL ylr)%1@13»1150Wﬁm{}g’l-aat@ltﬁﬂaoﬂon@whﬁgmmonhmﬁolwﬂmethoxy

[N entﬁn .2 mol) was added to a
aﬁtIC@CId(qtlé}leS But y1 - di et hyl - si | anyl oxy) -
IH-indoIe (9.36 g, 37.8 mol) in THF (190 m ) at -78
0G:\s0Bhi(M-28) i n under an argon atnosphere. The
reaction mxture was stirred for 20 mn at -78 0OC.

A4k BB %L ﬂ' ﬁﬁfh'%lvh%'txhu&%@mﬁ & Hedylf4hiGzol @vl&emmw indol-1-yl}-

S—adgded reaction mxture was stirred for 10
M@.?S OC and for 1 h at RT. The m xture was
chilled to -78 0C, N-bronosuccinimde (7.64 g, 41.6

'NTPM ad¥Rd uagﬂ@t%@mlbhp(mﬂnummm;wsa dddeé b 4 solutiomof {3 ethyl—
a0 B LA L MBI i
NetyCester (507 uig, ons andolvit EHE (mmel)okfga rstlmngafye& heé gapbieat
%/rgé%ra Lgle,ua%]ﬁl %Ioélr } d§8 1%? g%&l% ﬂ&eﬂﬁfﬂcﬁ&?@gg@{? alrd@.g&J &8Pthe reaction
ahixama g mped/fo(rﬁuntharé SdelDle@Viz@ﬁm{éﬁwdmaﬁadf@)l 't resulting
gJ %& 11'a?te §JZ. Elt&rg& off aHH?édlssglzle@ 1n eth 1 acetate and 25 % aqueous HCl
o S ert -butyl- i met hyl awygé t - but 1fat

cﬁph@pm(ﬂglp A BRI ayqq_waﬁd@]slée %dél ve_; 50 le sulfate.
'Re&ﬁ&wat oﬁ% ¥bivalitmtbyled sicdamyssireazatd B3 mb(Q.¥7 aototed7hie) {3-ethyl-

té!bg{le Exy\fﬁr {ffﬂi?tﬁkflp@ﬂ ](a§013%v| Xff&l;tﬁ&éig r1ndolI ])—yl\}vaacetlc acid.

added dropvvl se to a solution of
be@ﬁfrll(Mﬂéift butyl - di met hyl -sil anyl)-5-(tert-butyld
I met hyl -

Example 28

al 3-Butyl-1-(tert-butyl-dimethyl-silanyl)-5-(tert-butyl-dimethyl-silanylozy)-1H-indole

In analogy to the procedure described in example 27 c], 3-bromo-1-(tert-butyl-dimethyl-
silanyl)-5-(tert-butyl-dimethyl-silanyloxy)-1H-indole was reacted with 1-iodobutane in
the presence of tert-butyllithium to form 3-butyl-1-(tert-butyl-dimethyl-silanyl)-5-(tert-
butyl-dimethyl-silanyloxy)-1H-indole as dark brown oil.

MS: 418 (M+H)™.
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silanyloxy)-IHindole (1 g, 2.3 nmmol) in THF (6 nm) at
-78 0C under an argon atnosphere. After 15 mn ethyl

WO oesmes4d. 37 mM, 4.5 nmol) was added at -78 OBRCT/ERE04/006924

reaction m xture was stirred for 30 mn at -78 0C and
for 2 h at RT. After quenchi ngésm th saturated aqueous
NaHCg 3 solution the reaction m xture was partltloned
bebBweetl- Bt henethpld? \Watefluordmethyt-gheriyt) - thiaret-Swamedioxeldindol-1-yl}-
over sgdlun1sulfate and concentrated in vacuo to give
§§§—ng—(2 26 mmol, 99 %
[ -(tert-butyl - dlneth | -silanyl) tert-hutyl -
Bi 4mingly 6x §he pracestumss $¢mheﬁ@bﬁi@mm6£7 dbw. &, 1¥?H1 1n&era1%utyl~
gm’?&ﬂmlm&m) eot@ért Budl- dﬁﬁ&hﬁbdﬂwﬂaﬂmnqm&b was fresformed to {3-
E%‘W{J% gﬁr(l%qayl Zq (4- trlguorome th\alsleny?) ‘Suazo? 5-ylmet% xyc]omdofjl—yl} acetic
hcidt ert-butyl -di net hyl -sil anyl )-5-(tert-butyl -di met hyl
-sil anyl oxy)-3-ethyl- IHindole (840 ng, 2.2 nmmol) in

- m¥he reaction mxture was stirred for 45
ﬁﬁﬁségogh %@nt tenperature, diluted with ethyl acetate
and washed with 1IN HCl and water. The organi c phase
was concentrated under rediaEPkssure and the crude
product purified by colum chronatography (silica ge
@T tlydertamk@aﬁﬁa "tﬂaﬁans?(};ert Bu@fl B0 @68 BN {1bxP-Framthyl-1H-

% 3-etlTryl- I ndol - 5- ol

Met hyl - 2- (4- trlfluoronethyl phenyi)-thi azol - 5-yl m

et hoxyl-1 H i ndol e A suspension of 3-ethyl -1 Hindol -5-o0l
(R3] sgy, to thetprovediry dedsribél mreaampleyl7-d4- Irbtdiyd-1- (tert-butyl-dimethyl-

%yn %E#tfbﬁ{t%”%ﬁﬂﬁ?@%ﬁrgﬁ) xhs gxgxggq%%%gﬁt@wm@dometham in

tarivereateoftprsburglitiumndo give|l) (terkrbpivE-digethyl-silaag)-> Ctert-butyl-

Arh&hfidsih Al ody)23-thelityl AR sWIBOA @lsbdi®-oilDi et hy!
Iherﬁmé59§0%2d and-%he n1xfhre was washed with I N HC

and mabw The organic |ayer was dried over sodium

M P4e éﬁ@ concentrat ed under reduced pressure. The

crude product was purified by columm chromat ography

b3 i 3-ivbahyde- [4-etethyll-2a@etridier dveghdrshehyl3) thiagolgs ylm&hoxirndol-1-
~%é1wgy 86 %9 5-[4-nethyl-

-uoronethyl phenyl ) - thiazol 5-yl met hoxy] -

| Hindole. Ms: 417.3 +

{hs amlogy toshe pravedurgs éc_scqﬂzﬁdﬂn iekaaple aret g B s byblidigethyl-

oh S{% )yé (@%hhweﬂ dirfdRf1=silai1d:85-8t inethd il H-@idb)el wa sta@fomed to {3-
O}WA 2 Ureiflvsr e HyphesrRribiopok Bl ahowdipdel 1-vll-

B@éﬁt]acrdl Hl ndol e

MS: 488.9 (M+H)™.
Example 30

a] {6-[4-Methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxyl-indol-1-yli-acetic
acid tert-butyl ester

In analogy to the procedure described in example 1 a], (6-hydroxy-indol-1-yl)-acetic acid
tert-butyl ester (example 6 b]) was treated with 5-chloromethyl-4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazole [PCT Int. Appl. (2002), WO 0292590 Al] in the
presence of cesinm carbonate and potassium iodide in acetone for 14 h at reflux

temperature to give the title compound as yellow liquid.



(485 ng, 1.16 mml), cesium carbonate (1.38 g, 3.49
mmol ) and et hyl bronpacetate (0.15 m, 1.28 mmol) in

wabkhes6s42d ) was stirred for 1.5 h at anbi ent PCT/EP2004/006924
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tenperature. Diethyl ether and IN HO /water 1/1 were
added. The ether phase was driedl-over sodiumsulfate
and ‘concentrat ed under reduced pressure to give 635 ny
§48: 268.4n0dh-H)98 %)
{3- ethyl 5-[4- nethyl 2-(4- trlfluoronethyl phenyl )-thia
O B0V, of : Sh&EMhdol-1-yl}-acetic

As_léet _hyI ~2- (4 tri fI uor omet hyI phenyl ) - th| azol -5-yl net h
oxyl -indol -1 -yllacetic acid A1 M aqueous sol ution of

kb Q&dl&g% t8 i prodeBirHBIbNES REMAGK 2 &), - Bomettiyba-(@f

3- et
ki spriveeyl-phed-ivel-SalBRBO R gRehy T e aga e bypgster vas
efelxed with-TiiO8Dlo-obiaiy {}-] aaedthyl-2204- ttrifbtdrymethyt- pher(y5)7t?nazgl 5-

irring for 1 h at
Brstafn tu)écrlr%glr T&F‘é‘““&i spRiggRaft L 09 O N L o
sol ution were added and the reaction m xture was
MS:iéo8 (MoH)turther 2.5 h . Diethyl ether (10 m) was
added, the resulting precipitate was filtered off and
r edi ssol ved in ethyl acetaggamptt 35 % aqueous HC
solution (2 n). The organic |ayer was washed wth
) | sul f.ate. Rermoval of the
et d ----'--. 365 mg (0.77 mol,
67 % {3 ethyl 5- [4 methy -
panfsioncufdrﬁedllﬂybrqahenﬂhf)mnmﬂa}d@lenmﬂdﬁél Bobd/ melend 2,4-
%wg%ne]%:cﬁ&? gstdYﬁn ﬂid'dlﬁl]r?#%’c@le—ﬁ AEX3BHE (128ve8don’s reagent;

960 (rtgeil @J@I@pg)un @t@yﬁrof@qanéﬁ pﬂ}]yp%st%eq ynder, gifreWeye irradiation at
3B@POGN: ltSannh The 5(519@‘@ Wa&éiﬁ&féﬁhﬁi@ér ﬂeﬁu@e)d%ﬁ'ﬁés&reaz gble,an orange oil
3- brono-| - ﬁrt but di net an

GO A A FTSTRRN O A RfBREc{psORY) to ield 1.0 g
r(sg aeﬁ@dl b 06) ofthodidbedmpeurdustylovweystelice of
tert- butyl lithiumto form

il acid ethyl

@S@(I\/H-H) +b] |3-Buty|-
| 4- met hyl - 2- (4-trifluoronethyl -phenyl)-thiazol-5-yl net
hothtisn SYod.altsEfaetiftofsihéth %’mthﬁﬂ)@h%ﬂldE 01.1#5g, 4.8 mmol) and ethyl

prqocedures d
u escrlbedla¥ exa

:;»’ Hiespracetopreste (BaY ¢ in et%ancﬂ] 7 ml)gxlvas heated at reflux

temperature for 14 hours. The solvent was removed under reduced pressure and the
residue partitioned between ice water and ethyl acetate. The layers were separated and the
aqueous phase extracted two more times with etlyl acetate. The combined extracts were
washed two times with ice water/brine 1/1 and dried over sodium sulfate. The solvent
was removed under reduced pressure to give a yellow oil which was purified by column
chromatography (silica gel, heptane/AcOEL) to yield 700 mg (2 mmol, 42 %) of the title

compound as yellow crystals.
MS: 352.3 (M+H)".

c] [2-(2,3-Difluoro-4-trifluoromethyl-phenyl)-4-methyl-thiazol-5-yl]-methanol

In analogy to the procedure described for example 8 c], 2-(2,3-difluoro-4-
trifluoromethyl-phenyl)-4-methyl-thiazole-5-carboxylic acid ethyl ester was reduced



silanyl)-5-(tert-butyl-dinethyl-silanyl oxy)-IHindole
was transforned to {3-

whedaogloeE23 4- met hyl - 2- (4-tri fl uoronet hyl - ph. enyPQFEP208Z 6924
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| -5-yl met hoxy] -indol -1-yl}-acetic acid. Ms: 503.0

- (MtH) +. Exanple 29 al - 67 -

| -Ctert-Butyl-dinethyl-silanyll-S-ftert-butyl-di nethyl
wgtH lithidno Xy Saivet hydridet giel[2-(2.4-diffedrogd it Bnarhmethyl-phenyl)-4-

g B e R 2 FERPRIRL )

tert- but |- di methyl S|Ianyloxy)-ll—|-|ndole was
AéaALed ( M*t}%) 1-i odonmet hane in the presence
oftert-butyllithiumto give

| (St@lﬁlbrdiﬂétlﬂfl diaeidilorsid-aiitlo}ordethtleplienylit Ahtitigithigrole
si ['anyl oxy) - 3- et hyl -1 Hi ndol e as brown viscous oil.

3 A Méilﬂk}?m Fivpppe bl p e
azaharil Y4 eghiory e oln dD¢hlb1;df<}rm el wasadied thmora}ﬂu ghletjyle (20 pl,
f@? ﬁ.t%ol)o{;coqsd@ rugaexdeﬁ'ﬁaﬁg ? exafRl Ra&ibnthixk@reHas stirred for

50(ruies tatatop aqammw@uurrsbllcarhyn@ﬁ9911190%%%’@1 Wi miseropdded and the

‘l‘@y%rst w&p st 'I‘h@ afideous layer Was extracted two times with d1chloromethane
/ qnet

s Sy st ere shed BRACe SO gL g gl oFer

(sbitiidin sulfatex @h@kcﬂvéﬂﬂ V\ah evaporated in vacuo to give the title compound (44 mg,

{6+ [ 4- -2 - |
AR PR Ty R AR IR e it B R
anaificgfyort.0 t he procedure described in exanple 1 aj,
(6- hydroxy~i ndol -1-yl)-acetic acid tert-butyl ester

(&xamle 3@)1@11)5ro\ﬂ@§rlﬂﬁ&%h?é§hwlﬁ1@nvj 4-methyl-thiazol- S-Vlmethoxvj indol-
5-cnl Oror‘rethW b4- thyT- _C -

tlr i )-thiazole [PCT Int. Appl.
(2002), WD 0292590AI] in the presence of cesium
danbelogy & he ‘#rcﬂﬁﬁ@@&iem’lﬁeddﬁ eeanple aaht(&-ﬂlgdfcmy -ifhdolhl -gik)-acetic acid

;}gl{t}bg{)}({yl e?etgﬂee e%&é%w%l Y& %{h% @o?o%ﬁﬁnﬂ (£8-difluoro-4-
|tﬁﬂu4pdmmgl+phznﬂm4metﬂﬂyhdnm in thy preptnsapf Jesivm garbpnae and
YRk bhidetd Bbtaby ¥4- }7-8£ 81 R614drifluoromethyl-phenyl)-4-methyl-
thiazol-5-ylmethoxy]-indol-1-yl}-acetic acid tert-butyl ester as colorless liquid.

f] {6-[2-(2,3-Difluoro-4-trifluoromethyl-phenyl)-4-methyl-thiazol-5-ylmethoxyi-indol-

1-yl}-acetic acid

In analogy to the procedure described in example 2 c], {6-[2-(2,3-difluoro-4-
trifluoromethyl-phenyl)-4-methyl-thiazol-5-ylmethoxy]-indol-1-yl}-acetic acid tert-
butyl ester was treated with LiOH to obtain {6-[2-(2,3-difluoro-4-trifluoromethyl-
phenyl)-4-methyl-thiazol-5-ylmethoxy]-indol-1-yl}-acetic acid as yellow solid.

MS: 481.2 (M-H)".
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In anal ogy to the procedure described in exanple 2 c],
{6-[4-net hyl -2-(4-

wo eooSloesaed et hyl - phenyl ) -t hi azol - 5- yl net hoxy] PCT/EP2004/006924

-indol -1-yl}- acetic acid tert-butyl ester was treated
with LiOH to obtain - 68 -

{6-[4-methyl-2-(4-trifluoronethyl-phenyl)-thiazol -5-

yl met hoxy] -i ndol - | -yl } - acéixamplei3@ as yel | ow sol i d.

M5: 445.0 (MH) . Exanple 31 al
3 AR | z

. -m%%s%methoxﬂdmdol-L
H-ageticacid ethylleytennd 2, 4-
bi s(4- met hoxyphenyl) -1, 3-dithia-2, 4-di phosphet ane- 2, 4-
£ St Sdyds thd FWBSRRE desdrARAS biar@0278) andl 7 fiyeshydrory-2-

t et r ahydr of ur an )., was. stirred,under .mcrowave. i -
i R oL o S LS DL GO o
vlerehed] undsir1-y@duscciar <5 ester 4sdight ydloarpawrdenge oi |
whi ch was purified by col um chromatography (silica

) tape/ AcOEt) to yield 1.0 g (4.1 mmol, 93 %
I ety

e conmpound as yellow crystals. b |
2-(2,3-Difluoro-4-trirluoronethyl -phen -4-met hyl -t hi,
b} 1 -Meshd 5 Homethyl-2 {4 triflaerom et mA Y )a LL methoxyindol-1-
fi Zucdrdidid uor o- 4-t xi fl uor onet hyl -t hi obenzam de (1.15

, 4.8 mmol) and ethyl 2-chloro-acetoacetate (0.67 m,

4.8 ) jin ethanol, (7 was t a f othvloo_ (4.
o i bl P ot sed i SRIER PRt uet-2-
uilieororediyt etleny pEsarok Sahaethosy Fasobiigl jpaetit a¢id gyl ester was

et ween, i t ang = agc (e 1-
SRR SO e R LS PEGA f.2. (6 B SRR eny )
thingd-Sajlttethetiindet-d t At-acetivheides AT Wit RV deEct s wer e
washed two tines with ice water /brine 1/1 and dri ed

QM§M5§gg¢pm1§giﬁ§iggg%ﬂqkaolvent was renoved under
reduced préssure to give a yellow oil which was

purified by colum chromatggra silica gel,

hept ane/ AcCEt) to yield 7@ aﬁ§E%§§nnnl, 42 % of the
title conmpound as yellow crystals. Ms. 352.3 (MtH) +.
@) {6-[2-(3-Fluoro-4-trifluoromethyl-phenyl)-4-methyl-thiazol-5-ylmethoxyl-indol-1-
LA 24 ac;géygﬁgvéiéyifluoronethyl-phenyl)-4-nethy|-th

AZ 0T =57 -mrettanol I n anal ogy to the procedure
descri bed for exanple 8.c], 2-(2_ 3-djfluoro-4- .
tin enalogy torbe Ryacepiesiytribad Heewyple %FLﬁ%%&é@K&W%séle? @eetic acid
ﬁ&‘é-qg_ug}l Rytkr @84:8ple\Was ) vaskaaddwiitn [2i(Busd-al-uifiuotsnethyl-phenyl)-
ydri

[omethy: thirselar gl metianel (RS T AR (3007 O §228434 A2] in the

presence of tributylphosphine and N,N,N’,N’-tetramethyl azodicarboxamide to obtain
{6-[2-(3-fluoro-4-trifluoromethyl-phenyl)-4-methyl-thiazol- 5-ylmethoxy]-indol-1-y1}-

acetic acid tert-butyl ester as light yellow gum.
MS: 521.3 (M+H)™.

b] {6-[2-(3-Fluoro-4-trifluoromethyl-phenyl)-4-methyl-thiazol-5-ylmethoxy|-indol-1-

1}-acetic acid

In analogy to the procedure described in example 2 c}, {6-[2-(3-fluoro-4-
trifluoromethyl-phenyl)-4-methyl-thiazol-5-ylmethoxy]-indol-1-yl}-acetic acid tert-
butyl ester was treated with LiOH to obtain {6- [2-(3-fluoro-4-trifluoromethyl-phenyl)-4-
methyl-thiazol-5-ylmethoxy]-indol-1-yl}-acetic acid as off-white solid.
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nmet hyl -t hi azol -5-yl ] -nmet hanol as white solid. M
310.2 (M+tH) +. d

w®2@8loag4esret hyl - 2- (2, 3-di fl uoro-4-trifl uor onet bgtT/EPIVe#n 06924

[ )-4-nmethyl -thiazole To a solution of
[2-(2,3-difluoro-4-trifluoronethyl - phenyl)-4-nmethyl-th
i azol -5-yl]- nmethanol (45 ng, 150 nmol) in chlorof orm
V&S: db).0sHadded t hionyl chloride (20 m, 290 nmol) at
- 10 0OC under an argon atnosphere The reaction
mxture was stirred for 30p aﬁﬁurated aqueous
sodi um bi car bonat e solutlon ICB wa 1/1 were added
and the_l ayers were separated The aqueous | ayer was
exi By ethpeslanylow ) dfi-ehpro-Shcindalse.  The™ conbi ned
organlc Iayers wer e mashed mnth |ce water /brine 1/1
andlitionasd N BlorSddibimidel { @trﬁ% ZTihﬁlo$)Qh\d@d’lﬂorV}ﬁ&thane (4 ml) is

SRR oy B Rra R T Re G ERRER ) i Mote Goo

nex € nsmel) imididhénrbntetiaht €10 mplrak f °Catnideman &gon atmosphere. The
gcﬁﬁhgn g %Mﬁ&e? i) E.Ihé pre Hﬁﬂe a%la.esﬂ}{ljea 'f(élr TBUBY Water was

- acet

pdded amgltt;ar: n@s&ueqz wmx@mﬂeé &iyo tipnes Wéthﬁﬁlﬁd@@ﬂ tbnéﬁhqrb“él&
'camgi&?ea”@k&aéts Akve &@d%@ﬂs@&m gélette bndih)e‘s@l%@ﬁt' Ms&@ﬁu@ved under

%ﬁpgg%rga g61r§e %@Xrgrgrg 1.9% H’G’F%; %8\/\@3 of ’ﬁ1aeqc}ﬂee compound as red solid
WhucfH wanee® ihhe nekiestaf WwitkourEhtiydr-pubifieztidre i n t he
presence of cesium carbonate and potassiumiodide to

?@;?EEEéhﬁﬂg*fluoro 4-trifluoromethyl - phenyl) - 4- net hyl

thlazol 5- Inethoxy] -indol -1-yl}- acetic acid
h Jinpethy <silamylosev) Sschlofomimdgl-14vi] -acetic acid tert-butyl ester

{6 [2 (2'3 D'fluoro 4- trlfluoronethyl phenyl ) - 4- net hyl
m Qﬁaa toxhY prRENR% YesctiBEDIr ex&m\plé EB}?GL(@er@-@hﬂ/leﬂnethyl-

%téschgqrprﬁ& cquegr{vgs r%gg’tgcli tﬁ%romo acetrgjaad tert—ﬂ)&tyl ester in the
tpfesélhdmif emem:hxthrbrmhemyh DME tedbtyin- (Chitaz-bltyb-dithaibyhgblpjloxy)-3-
\xjﬂloﬁo t’?dc% lt%l (%Eﬁcﬂc aﬁf:cl ter%lbut);l 25P &t}yeho&%gler was treated

{6-[2-(2, 3-di fluoro-4-trifluoronethyl phenyl) -
Aﬁﬁé@ﬁﬁKB@Hthol 5-ylnmethox ) ]-indol-Il-yl}-acetic
acid as yellow solid. Ms: 481.2 (MH .Exanple 32 a)

EReVenhtyb-cahidtoRR - 1%:1%&&& LHQRGEBLRY kstgheny| Vi hi azo
-5-ylI'methoxyl-i'ndol -Tyl'T -acetic acid ethyl ester

In analogy to the procedure described in example 3 b], [6-(tert-butyl-dimethyl-
silanyloxy)-3-chloro-indol-1-yl]-acetic acid tert-butyl ester was treated with
tetrabutylammonium fluoride hydrate to obtain (3-chloro-6-hydrozy-indol-1-yl)-acetic

acid tert-butyl ester as colorless gum.
MS: 299.3 (M+NH,)", 282.2 (M+H)™.

d] {3-Chloro-6-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy| -indol-1-
yll-acetic acid tert-butyl ester

In analogy to the procedure described in example 1 a], (3-chloro-6-hydroxy-indol-1-yl)-
acetic acid tert-butyl ester was reacted with 5-chloromethyl-4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazole [PCT Int. Appl. (2002), WO 0292590 A1] in the
presence of cesium carbonate and potassium iodide in acetone for 14 h at ambient

temperature to give the title compound as yellow crystals.



In anal ogy to the procedures described in exanple 27
e] and 27 f], 5-hydroxy-2- nethylindole gave

W@ 200503393 - 5- [ 4- met hyl - 2- (4-tri fl uor onet hyl - phreyEP2005006924
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azol -5- ylnmethoxy]-indol-Il-yl}- acetic acid ethyl
ester as light yell ow powder. -I¥B:- 489 (MtH) +. b

{2- Met hyl - 5-

[MS:rpB7BYM-ZHY'4-t ri f | uor onet hyl - phenyl ) - t hi azol - 5-yl net
hoxyl -indol- 1- yl}-acetic acid In analogy to the

%&h -pHenvl)-thiazol-5-ylmethoxy]-indol-1-
Wﬂﬂﬁﬁﬁ@&@ﬁethyl phenyl) thlazol 5-yl met hoxy] -i ndol -1 -y

| }-acetic acid ethyl ester was treated with LiOH to
QBbﬁMB to the gE}:@ocedure described in example 2 c], {3-chloro-6-[4- methyl -2-(4-

ﬂ%ﬂy%h@ R ey 1 Lo AR bty ser s

Gfa‘ated:mtlehmﬂvd@bbtaﬁﬁ3 - @ ofVf dnethyl/R: (418Thb8Em OByl pleayl)-
FE 9@5(3 @%" Bvindell-ylhasstic acidas offwhite salid) ot hyl - t hi

azol - 5- ylnethoxyl-lndoI-IyU- acetlc acid tert-butyl
48:e 90 MiRl-ogy to the procedure described in exanpl e
3 c], (6-hydroxy-indol- 1-yl)-acetic acid tert-butyl
ester (exanple 6 b]) was rgaahpte 36t h
[2 (3 fluoro~4-tri puoromet hyl - phenyl)-

h I

&6 S Sutylrdix 5 :
hn&ﬂatylphosphlne and N, N, N\N ~tetranethy|
azodi car boxani de to obtain

|Iﬁ a['lglf)gy’r)’fof th¥ ?f@ceéutter debdrit 35 FHTE{a}ﬂ;M PHERY tér’c AuRpldih¥hyl

oXyl-in I Cc_aci
tséw Q) Y- ergic%erwa%reﬁqtgﬂwt b éart- B meﬂwgl lybgrloride apd gybsequently
tyitN-bromosuccinimide to obtain 3-bromo-1-(tert- bUtIY% mineth)tflhsﬂlan);l)h6 (tert-
ro eny met hyl -t hi
%%%h‘%&VﬂWLﬁ§6W§¥Y AE&PHP%@EE5¥é¥$@HaC|d In anal ogy to

the procedure described in exanple 2 c],

(\GS:{20.4 BVEHHIOY 0- 4-
trifluoronethyl-phenyl)-4-nethyl-thiazol -5-yl net hoxy] -

'bﬁ g0l e Rii: -dfig _H;v;f-gﬁ'e&izﬁ-é-?tfeftb&&%'-diﬁ?eﬂ%ﬂ-sﬂ@éﬂ&@-%tl%@thﬂ-11—1-

Wt LiOH 1O
{izd¢le- (3-fl uoro-4-trifl uoromet hyl - phenyl) - 4-
met hyl -t hi azol - 5-yl met hoxy] -indol- 1-yl}-acetic acid
a8 a0hIbgyY the pseletiBreVBscriHed iWexaMipth 27 c 73 ¥ph® - B4tert-butyl-dimethyl-
silanyl)-6-(tert-butyl-dimethyl-silanyloxy)-1H-indole was treated with tert-butyllithium
and methyl iodide to vield 1-(tert-butyl-dimethyl-silanyl)-6-(tert-butyl-dimethyl-
silanyloxy)-3-methyl-1H-indole as red crystals.

| 3-Methvl-1H-indol-6-0l

In analogy to the procedure described in example 27 d], 1-(tert-butyl-dimethyl-silanyl)-
6-(tert-butyl-dimethyl-silanyloxy)-3-methyl-1H-indole was treated with
tetrabutylammonium fluoride hydrate to obtain 3-methyl-1H-indol-6-0l as brown

crystals.

MS: 146.0 (M-H)".



a
6-(tert-Butyl-di nethyl-silanyl oxy)-3-chloro-| Hindole

waé2@sioos42®n of N-chl orosuccinimde (270 ng, 2 PODEP200#006924
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20

di chl oronmethane (4 m) is added within 30 mn to a
sol ution of -71 -
6- (tert butyl dlnethyI_S|Ianonxy

b i . ) haethary|-1H-indole
argon atnDsphere The solutlon was naturally war med t o

Ziggﬂéﬁ By hePERRLAE dandihal Y a6 teoz7 g, ahmeltﬁs;@ I9EERI01 T wes

S ex S. W, th
Feetatiy ﬂl@f gl fapciorhrie %Hﬁiu Fplhnd- fasgle (PCT Tnt.
p E@ZW%W@X@%B@@MIF@R& jpgerichef ée@ﬂu‘ﬂemrb{\jme toegm@e 2ehethyl-6-

P2 BrSRRRE at B Bt o T B TR b brow
%Rﬁﬁ?eit g}ep w t hout further purification. NS 282 2

hGs: b e {nBptyy! - di met hyl -sil anyl oxy) - 3- chl oro-i ndol -1 -y
-acetic a0|3 tert-butyl ester In analogy to the

\wongsacé@cam@fémbﬁﬂmat@rm acet |caC| dtert- butyl ester in

the presence of cesiumcarbonate in DVF to obtain

L M AL oo
yefihawnethyl- pld@:lyl}'rﬂnawl-(‘jmkﬂ}:tnexy clH- 1ndole was reacted w1tn tert—butyl
fb?org’gecg{a@e o tFl¥ fégé)’ce'o@ g&ilurln %ﬁhd@&%ﬂtﬁma{glrge&lﬁr L6 ‘[Méﬁhyl 2-(4-

ester In _ana re SCrl
f })-acetic ac1d tert—lgaty? ester as

grifgoropethyl-ghe sébflwzw ﬁShO§Y
Br&bih g710-1 ndol -1 -yl ]-aceti.c acid tert-butyl ester was
treated with tetrabutyi ammoni um fluoride hydrate to

3@?3&2 g -%E+oro- - hydr oxy-indol -1 -yO acetic acid
G ter as colorless gum Ms: 299.3 (MtNH
4)+ 282 (N%kb+ d

- 6 ;

ozlcet? é/él({ret hoxyl ' ndo| - yI }- acetic aci d tert- butyl

nal ogy to the procedure described in exanple
a 3-ch 0- 6- hydr oxy- i ndol acetic i d
ﬂ%?’]flalﬁé}’tfﬂth%@foé? W dciahed W«W#ﬁl ]) {3-methyl-6- (£ methyl-2-(4-
%ﬂﬁﬁr@fr@ Yllen)ﬂ)—ﬁﬁkib)l’JS- Wmeé#roxy]-indol- l—yl} -acetic acid tert-butyl ester was

SR BB R B BBl -

c]amhﬂmﬁmednmybmmal-ylMWmdladﬂasnffa@htmmédf or 14 h at
anbi ent

MS: 459.3 (M-H)".



tenperature to give the title conmpound as yel |l ow
crystals. Ms: 537.3 (M+tH) +. el

WO 3008l0b3ae®- 6- f 4-rnet hyl -2-( ' 4-trifl uoromet hyl PEhEP304/006924
")-thiazol-5-ylmethoxy 1-ind.ol-lyl}- acetic acid In
anal ogy to the procedure descrVbed in exanple 2 c],
{3-chl oro- 6-[ 4- net hyl - 2- (4-
trifluoronethyl-phenyl)-thiazol -5-yl met hoxy] -i ndol -
1-yl}-acetic acid tert-butEixamplesk was treated with
Li OH to obtain
{3-c Reyth e
I a%&o@;ﬁ%‘tﬁ&%%ﬂ@%&}r&g&hﬁt lefolv}ﬁ?g;‘iggﬁdg%g% clﬁid o drufactured in a
ePHvVeRPR® mPFNEY. M5 479. 0 (I\/H—I) . Exanple 35 al
3-Brorno-I-(tert-butyl--diniethyl-silanyl)-6-(
‘tert-butyl-dinethyl-silanyloxy)-IH ndole |n al ogy
t@@@%ocedure described in exanpl e 27 pjertablet
6-(tert-butyl-di nethylsilanyl oxy)- | Hindole was
riéaatled with tert-butyldinmethylsilyl chloride and
subsequent ly with N-bronobsuccinimde to obtain

tyI di met hyl - sil anyl ) - 6-( ut
di ms?ﬁ&fd fpgﬁﬁla y)-I H i ndol e as brown solfldadh‘x% 3Q|OOOmg
NS4404£| % bi |-ftert-Butyl-dinmethyl-silanyD
geeystyling rdlylaset hyl - si | anyl oxyl - S- met hyl 23 Hagdol €35 mg

In anal ogy to the procedure described in exanple 27
Cllacto3e Bydaas | - (tert-butyl -di met hyl sil anyl )-60.0mg  70.0 mg
6- (tert-butyl -di net hyl -sil anyl oxy) -1 Hindol e was

y}]g(m&edﬂ th tert-butyllithiumand nethyl |pzdégl%t0150mg

| -(tert-butyl-dinethyl-silanyl)-6-(tert- butill - di net h>7/
s$ddagmistaxsh) gly@latet hyl - | Hi ndol e as red crysta? g c| 17.0mg
3-Methyl -1 Hindol-6-0l In analogy to the procedure

?ﬂésﬁ%@s’cbeﬁ‘a@xa”m e 27 d], 1.5 mg 4.5 mg
rt-butyl -di nmet hyl -si | anyl ) -

ter | - di met hyl - si | anyl oxy) - 3- net hyl 5 i nda]

n?ﬁl&%&lég wi th tetrabutyl ammoni um fl uori L%d{%)’&r at%egs'0 meg
to obtain 3-nmethyl -l Hindol-6-0l as brown crystals.
mlmmato (MH .di 3-Methyl-6-[4-nmeth

-2-f4- trlfluororreulyl phenyl) -t hi azol - 5-yl net hoxy

gglgakr(@}gghq?émgacgmlﬁgiy to the procedure desgsifed ifnomg

-1 Hindol -6-0l was reacted vvlth

%é%ﬁég%%li 4- mst hyl - 2- (4-trifl uoronet hyl - é)henyl ) -t 1% mg
Talc 1.3 mg 2.6 mg
Iron oxyde (yellow) 0.8 mg 1.6 mg
Titan dioxide 0.8 mg 1.6 mg

The active ingredient is sieved and mixed with microcristalline cellulose and the
mixture is granulated with a solution of polyvinylpyrrolidon in water. The granulate is
mixed with sodium starch glycolate and magesiumstearate and compressed to yield
kernels of 120 or 350 mg respectively. The kernels are lacquered with an aqueous solution

/ suspension of the above mentioned film coat.



Appl . (2002), WD 0292590 Al] in the presence of cesium
carbonate to give 3-nethyl -

WO 400803393 - 2- (4-trifl uoronet hyl - phenyl) -t hi azoPeBERLI0® 006924
hoxy] -l Hindole as |ight brown crystals. M5 401.1

(MH . el - 73 -
{3-Methyl -6-[4-nmethyl -2-(4-trifluoronethyl-phenyl)-thi
azol - 5-yl met hoxyl -i ndol - | yExampledt i ¢ acid tert-butyl

ester In analogy to the procedure described in exanple

27 f
i f e e R s s con bemamnfireding,
mm%m@mﬂedmmmhten bMyIkHommcaatelnthe
presence of sodi um hydride to obtain
- et hyl - 6-[ 4- net hyl - 2- (4- p 1
met hyl - phenyl ) - t hi azol - 5- yl met hoxy] - i ndol=§-=§Rsuie

acet i cid t t butyl ester as brown oil. Ms:
§}1071? 9§ stulp (D] 37 et hyl - 6. 250 mg

r4-nethy| 2-(4-trifluoromethyl-phenyl)-thiazol -5-yl net
Haxwde i ndol - 1- yll-acetic acid In analogy to the 150.0mg
procedure described in exanple 2 c],

(3Pl 6 [ 4-met hyl - 2- (4- | 20.0 mg
tritluoronet hyl - phenyl)-thiazol -5-yl net hoxy] -indol -1 -y

| }-acetic acid tert-butyl ester was treated with Liqy
{l5lobt ai n 0 mg
{3-nethyl -6-[4-nethyl-2-(4-trifluoronethyl-phenyl)-

t hi azol - 5-yl met hoxy] -indol- |-yl}-acetic acid as
off-white solid. Ms: 459.3 (MH .Exanple A Film

coat gfl RN LA A% hileq b0 éhm A LSEECL AT,

can e ure in a conventiona

I ngredients Per tablet Kernel: Conpound of fornula (1)
10.0 ng 200.0 ng M crocryst cellulose 23.5 ny

43.5 ng Lactose hydrous 605%&%%&3% 0 nmg Povi done K30

12.5 ng 15.0ng Sodium starch glycolate 12.5 ng 17. Ony
Injection solutions can have the following composition:

Compound of formula (I) 3.0 mg
Gelatine 150.0 mg
Phenol 4.7 mg
Sodium carbonate to obtain a final pH of 7

Water for injection solutions ad 1.0 ml



Magnesi um stearate 1.5 ng 4.5 ng (Kernel Weight) 120.0

mg 350.0 ng Film Coat: Hydroxypropyl nethyl cellul ose
W@2@5/005423 0 ng Pol yet hyl ene gl ycol 6000 0.8 nygPAT/BPIP04/006924

Talc 1.3ng 2.6 ng Iron oxyde (yellow) 0.8 ng 1.6ny

Titan dioxide 0.8 ng 1.6ng The Hctive ingredient is

sieved and m xed with mcrocristalline cellul ose and

the mixture is granul ated wExampleEh| ution of

pol yvi nyl pyrrolidon in water. The granulate is m xed

Wi t h spdieliinShpitd Cghya@@hgt& ?%iggw%%@ eal B aAtfictured in a
S O or ng

conpressed to vield kerne
r%%%@ﬂ??@ﬂ?@?n%ﬁe kernels are lacquered with an
aqueous sol ution / suspension of the above nentioned
f idapswoadntEixtanpl e B Capsul es contai ning the foll ow ng
i ngredi ents can be manufactured in a conventiona

: ' Per capsul e Conpound offornula (l90m
gg?%ﬁﬁgngggﬁgggﬁgg%.Ong Mai ze starch 20.0 ng Talc &
5.0ng The conponents are sieved and m xed and filled
i NEBO¥ABEul es of size 2. Exanple C Injection sol ut i orfs? ™8
can have the follow ng conposition: Conpound offormula
( Hyd3ogenawgd Geyebdan@ill50. Ong Phenol 4.7 ng Sodi um 8.0 mg
carbonate to obtain a final pH of 7 Water for

| Iiﬁ”ialreé:atlliy %Qd%%gryatté&)ﬁﬁma&lsl Om Exanpl e D 34.0 mg
Soya bean oil 110.0 mg
Weight of capsule contents 165.0 mg
Gelatin capsule
Gelatin 75.0 mg
Glycerol 85 % 32.0 mg
Karion 83 8.0 mg (dry matter)
Titan dioxide 0.4 mg
Iron oxide yellow 1.1 mg

5 The active ingredient is dissolved in a warm melting of the other ingredients and

the mixture is filled into soft gelatin capsules of appropriate size. The filled soft gelatin

capsules are treated according to the usual procedures.



Soft gelatin capsules containing the foll ow ng
ingredients can b e manufactured in a conventi onal
woremiens42Lapsul e contents Conpound of fornul a PCY/EB200#006924
Yel | ow wax 8.0ng Hydrogenated Soya bean oil 8.0ngy
Partial |y hydrogenated plant of?s 34.0nmg Soya bean oi
110. Ong Wei ght of capsule contents 165.0ng Cel atin
capsule CGelatin 75.0ng G y@éﬁ’@ﬂl@i % 32.0 ng Karion 83
8.0 ng (dry matter) Titan dioxide 0.4 ng Iron oxide
yel | sawhits tomtaitigy tetiblM@vih g gigeetient cdrsbedhssuthstackdin aa
warm pel ting of the other ingredients and the m xture
F%n%epgg%a&qaglpgr.so“ gel atin capsul es of appropriate
size. The filled soft gelatin capsules are treated
deompainbofifermeie (Wsual procedur es. Exanpl e E Sachet s50.0 mg
containing the follow ng ingredients can be

nmtgsg,q{n@:p@d,dgp a conventional manner: Conpound 0f1015.0 mg
formula (I') 50.0ng Lactose, fine powder 1015. Ony

crocristalljne cel | CELPH 102) 1400.0
St tsigAvEet i )8 T oy "1400.0 mg
Pol yvi nyl pyrrolidon K 30 10. Ong Magnesi unst ear at e
1Shddwrg cbavpnethygl @ldliotd ves 1. 0ng The active i ngredi é40 mg
is mxed with lactose, mcrocristalline cellul ose and

SO pyrrolidon K 30 10.0 mg
Magnesiumstearate 10.0 mg
Flavoring additives 1.0 mg

The active ingredient is mixed with lactose, microcristalline cellulose and sodium
carboxymethyl cellulose and granulated with a mixture of polyvinylpyrrolidon in water.
The granulate is mixed with magnesiumstearate and the flavouring additives and filled

into sachets,



car boxynet hyl cellul ose and granulated with a m xture
of polyvinylpyrrolidon in water. The granulate is

worosdosaes h magnesi unst earate and the fl avour i PGI/EP2004/006924
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15

20

‘additives and filled into sachets.C ains 1. Conmpounds

of the formula Re r . R4&- O \7R-R9 2 ' R2 V wherein
Rl is hydrogen or G .y-alkyl; R2 and R3 independently
fromeach other are hydrogenriﬁm;7 al kyl or Q

-y-al koxy; R4 and R5 independently from each other are
hydrogen, C -7 -al kyl, C3_7~cycl oal kyl , hal ogen,

Q y- al Kempoukdls of-thb thnulaCZ 7-al kenyl, C2-7-alkinyl,
fluoro-Ci-7-alkyl, cyano-Ci _7- aIkyI or cyano; R 1R
R and R |ndependently frqy1eachR@ther are hydrogen,

G _7-alkyl, C3 7-cycloalkyl, ha ogen, G . 7-al koxy-

G .7-al kyl, C2-7-alkenyl, : Yl , fluoro-Ci-7

- -al kyl, cyano-C _7-aldd 3 and one of R R and

Ris 12 RY >RO(
S; or Xis Sand Y is

wherein
R! is hydrogen or Cy.7-alkyl;
R? and R’ independently from each other are hydrogen, C;.7-alkyl or C;.-alkoxy;

R* and R’ independently from each other are hydrogen, C;.7-alkyl,
Cs.7-cycloalkyl, halogen, C,.7-alkoxy- Ci_7-alkyl, C;.7-alkenyl, C;.7-alkinyl,
fluoro-C,.;-alkyl, cyano-C;_7-alkyl or cyano;

R®, R’,R® and R® independently from each other are hydrogen, C;_y-alkyl,
Cs.7-cycloalkyl, halogen, C;.7-alkoxy- Ci.7-alkyl, C.7-alkenyl, Cy.7-alkinyl,
fluoro-Ci.7-alkyl, cyano-C;.7-alkyl or cyano;

and one of R®, R” and R® is

12

o=

R

TTO— (CR1RM),
wherein
XisNandYisS;or
XisSand Yis N;
R%s hydrogen, C;.7-alkyl, Cs.7-cycloalkyl or fluoro-C,.7-alkyl;
RM is hydrogen, C,.;-alkyl or C,.;-alkoxy-C;.7-alkyl;
R%is hydrogen, C_7-alkyl, Cs.7-cycloalkyl or fluoro-C,.;-alkyl;

R' is aryl or heteroaryl;



WO Ze0alobsaxy - C i . 7-al kyl; R12 is hydrogen, C .FcBER3004/006924
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R10 is hydrogen, G .7-al kyl, C3-7-cycloal kyl or
fluoro-C ~-al kyl; R11 is hydrogen, Q-alkyl or C

C3. 7-cycl oal kyl or fluoro-Q -y-alkyl; R13 is aryl or
heteroaryl;n is 1, 2 or 3; and74ll enanti oners and
phar maceutically accept abl e salts and/or esters

t her &df - :%Of%@ﬁéounds according to claim1 of the
fornmula wherein RL is hydrogen or G -7-alkyl; R2 and

RB chadepeadend ghaﬁﬂ&emmn a@bheble 3418 AR thereof.
G -7-al kyl or 7- al koxy R4 and R5 |ndependently

frome ch_other ar

c 72 e meRRgt e R L of s GRS Lty
C2-7-al kenyl, C2-7-alkinyl, quogo Ci.7-alkyl,
cyano-C _7- aI kyl or cyans

G _7-alkyl, C3_7-cycl o4alk
G -7-al kyl, C2-7-al key+</C2- i nyl, quqroC|

. 7-al kyl, cyano-C i.7-@l ky\-orgyang,8 6 and ‘one of R,
Rt 7 .and Ris R Y413 (CR ORHn) n"wherein X is N
and Yis S or X &\@BﬂY is RF RL0 is hydrogen,
Q*-al kyl, C3 7-cycloalkafl B fluoro-Ci-7-alkyl; Rl1
IS hydrogen G _7-alkyl" or G -7-al koxy-C i .7-a| kyl ;
R12 is hydrogen, G _7-alkyl, C3_7-cycloal kyl or
fWhepein-C i . 7-alkyl ;13 Ris aryl or heteroaryl; nis
1, 2 or 3; and aII enanti oners and pharnmaceuti cal ®

accepf tS r esters thereof, provided that
PR APl

compou are excl uded, wher ei n

a 7- al koxy-

R? and R?independently from each other are hydrogen, Cy_7-alkyl or C;.7-alkoxy;

R* and R®independently from each other are hydrogen, Cy.7-alkyl,

Cs.7-cycloalkyl, halogen, Cy.7-alkoxy- Cy.7-alkyl, Cy.7-alkenyl, C,.7-alkinyl,

fluoro-Cy_7-alkyl, cyano-C;_7-alkyl or cyano;

RS, R7, R® and R’ independently from each other are hydrogen, Cy.7-alkyl,

Cs.7-cycloalkyl, halogen, C,.7-alkoxy- Ci.7-alkyl, C;.7-alkenyl, Cy 7-alkinyl,

fluoro-C;.7-alkyl, cyano-C;.7-alkyl or cyano;

e

and one of R®, R” and R® is

—Q0— (CRWR”)

wherein

XisNandYisS;or

XisSandYis N;

RY4s hydrogen, C;.7-alkyl, Cs.7-cycloalkyl or fluoro-C;.;-alkyl;
R" is hydrogen, C;.7-alkyl or C;.7-alkoxy-C;.7-alkyl;

RY2is hydrogen, C;.7-alkyl, Cs.7-cycloalkyl or fluoro-C,.7-alkyl;



one of R7 or RB is 12 R 13 R\ O CH 3. Conpounds of
formula | according to claim1, provided that

w¢ 3005403123 hyl - 2- (4-tri fl uoronet hyl - phenyl) -t hi BRDEPEOYD06924
nmet hoxy] -indol -1-7l}-acetic acid is excluded. 4.
Conpounds of fornula | accordird§-to claim1 or claim?2
having, the formula wherein Rl, R2, R3, R4, R5, RI10,
R11, RRuip aryReshefstparylar e as defined in claim1; R6, R7
and R9 independently from each other are hydrogen,

Cl. 7nak Kk, %ér3;Gnd -cycl oal kyl, hal ogen, y-al koxy-
G _7-al kyl, Co.y-al kenyl C2-7-al kinyl, fluoro- -

-al kyl ano- al k r c ; d enan

A et g Phairsecitieali a2 8k o f8 Salpr SR éfféP

t hereof. 5. Conpounds of fornula I-A according to

Prravideddthatrenpoundr of fRhvdnchrRexdudedhylesgen. 6.

Compounds of fornula | according to claiml1l or claim?2

5 t@,@l\élopg75p§811‘sor mulal2 R 13 R (CRICRH) n I-B wherein Ri,

R3, R4, R5, R10, R11, sR12 R13 and n are as defi ned

|n claiml1l; R, R8 and R@l Nendentlyfromeach

other are hydrogen, Q -7- aI k |, )e-R"

-y-cycl oal kyl , hal og\@ goxy G .7-alkyl,

C2_7-al kenyl, C2-7-alki nyI fluoro- @ -7-alkyl,

cyano-C - 7- aI kyl or cyano; and all enantioners and

phar rzaesﬁﬁybaaa& ¥f BEGERT %Q:lo@dﬁglltd Slain @/ ;%vﬂ%a SHiad
jr eof

e rﬁlﬁh}’%—é% é?ﬁ\?c%ggnséplégr ‘Qﬁgf[ L[%?ZQI-?— thedl oxy]ngldoP 1-y1}-acetic acid
is excluded.

10 4. Compounds of formula I according to claim 1 or claim 2 having the formula

5 R
R’ R'2

M
/ T

4
QO N O—(CR™R)_ S
1
R\o)x7< , R
2

wherein
RYL RZ B3 RY RS R RY R R'® and n are as defined in claim 1;

R®, R’ and R® independently from each other are hydrogen, C,.7-alkyl,
15 Cs.7-cycloalkyl, halogen, Cy.7-alkoxy- Cy.7-alkyl, Co7-alkenyl, C,.7-alkinyl, fluoro-
Cy7-alkyl, cyano-C,.7-alkyl or cyano; and

all enantiomers and pharmaceutically acceptable salts and/or esters thereof.

5. Compounds of formula I-A according to claim 4, wherein R®, R” and R’ are

hydrogen.

20 6. Compounds of formula I according to claim 1 or claim 2 having the formula



hydrogen. 8. Conmpounds of fornula | according to claim

1 or claim2 having the formula 12 R- V - R13 (CRR)
wo2@s0054¢3 wherein RL, R, R, R4 R, R, R, ReCT/RP2004/006924

and n are as defined in claiml; R7, R8 and RO

i ndependent |y from each other -dPe hydrogen, O

. 7-al kyl, C3_7-cycloal kyl, hal ogen, Q -y-al koxy- C

7-al kyl, C2-7-al kenyl, C2.7-alkinyl, R'%or o,

G -7-al kyl, cyanop®i - 7-akyl or cyano; an I 13

enanti onmers and pﬁ% mace ticat;y accept ablle ;%TT%

and/ or esters theregf~9-=Coppo oR1f) S I1-C

according to cRa-8 ere} n R7, R8 and R9 are

hydrogen. 10. Cgyppolpedsgf-tepsula | according to

claim1 or cJaim2 having the formula RRV A G (CRIOR

)n N I-D wireh ., R2, /3, R4, R5, R10, R11, R12 R13

and n are as defjzne R$n claiml;, R6, R71amd RO

i ndependently frbom each other are hydrogen, Qy-alkyl,

C3. 7-cycl oal kyl, hal ogen, G _7-al koxy-

Grheyeial kyl , C2- 7- al kenyl , C2-7-al ki nyl, fl uoro-

C -7-al kyl, cyano-C _7-al kyl or cyano; and all

enanty @ L,neeeuhiscal ™ .
i S v L e
according to claim10, wherein R6, R7 and R9 are
hydr dijeR’ anbR” igdpprodently formieashnethar are hrdieamnrig 7dkvany
5 one qf,  Chaiodfkyll hiBgehl C, WARGLR)-C/R-AIRylNTHS-8IBeM, C.,-alkinyl, fluoro-

Ci.7-alkyl, cyano-Cy.7-alkyl or cyano; and

all enantiomers and pharmaceutically acceptable salts and/or esters thereof.

7. Compounds of formula I-B according to claim 6, wherein R% R® and R’ are

hydrogen.
10 8. Compounds of formula I according to claim 1 or claim 2 having the formula
12
RGN
l \>_R13
O/(CR10R11)n S
I-C
wherein

RL RZ R RY RS, R RYM, R¥2 R and n are as defined in claim 1;

R’, R® and R’ independently from each other are hydrogen, C;.7-alkyl,
15 Cs.7-cycloalkyl, halogen, C;.7-alkoxy- Cy.7-alkyl, C,7-alkenyl, C,.7-alkinyl, fluoro-
Cy.7-alkyl, cyano-Cy.7-alkyl or cyano; and

all enantiomers and pharmaceutically acceptable salts and/or esters thereof.
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13. Conpounds of forrmula | according to any one of
clains 1 to 12, wherein R and R i ndependently from

weawh/oei4ber are hydrogen or nethyl. 14. ConpouPdBEER{004/006924

formula | according to any one of claims 1 to 13,
wherein R is hydrogen, 15. CongBunds of fornula I
according to any one of clains 1 to 12, mherelp IS,
hydr §gepmperndsfifgums Iaacoeising toglaimshiybares R B0 R are
mza fhek@ | according to any one of clainms 1 to 15,

erein R10 is hydrogen, Qy-alkyl or C3.7-cycloal kyl.

RN A Rt A &ty PRES% the formula

C3_7- cycloalkyl 18 Cbnpo%nds of forrmula I according
to any one of cIaPﬁs 1 ter 17, wherein R11 is hydrogen.
19. Conpounds of foxnula]l ac&prdlng R any one of

claims 1 to 18, mher

: 20. ConpowgdS.of .

formula | accoRdng bne of clains [ t N%;&ﬁ?

wherein R12 is dr ggeneL-S npounds
ng td cIth1ggkh¥%Qneln R12 is

of formula I, ac
met hyl . 22.R ds ofRFornuIa | according to anyone
of claims 1 to %3, rein R13 is unsubstituted phenyl
or phenyl substltuted with one to thrqg gr oups
selected fromQ -7-alkyl, G -7 -al koxy, halogen
fluoro-C i-7-al kyi and cyano. 23. Conpounds of fornula
Whaotor di ng to claim 22, wherein R13 is phenyl
substituted wth hal ogen or fluoro-C 1.7-alk.yl. 24.

Conpey WSR@fR;fl@* AUl gilpiacgo 59& A%yl & &éﬁﬁbdﬁr?@fami"@er ein
R13 is tri 1uoronethy|pheny 25. Conpounds of

;?(r)ﬂ’é ,C%r?gx%.g{g ; nggdgn%ycflo%}l regtc ot eerI a?‘g )%jro;ern? 17~ aﬁqu
{3- eUlecyaoélﬁyIHMhbgéh Cr. {éﬂkt)ﬂ-f@luwﬂqmzf}ydlk Ky}, )alltibylafluoro-

o 1RV R A8 ny - phenyl ) - ¢ b B0l - -

yl]-ethoxy }-indol- 1-yl)- acetic acid, (6-{2-
bl enmttippher? afdipharivfaberdicallfetdagritalph e&l’gsla)ldtdnleaizrslth@eyf ]
-et hoxy}-indol -1-yl)-acetic

11. Compounds of formula I-D according to claim 10, wherein RS, R” and R’ are

hydrogen.

12. Compounds of formula I according to any one of claims 1 to 11, wherein R'is

hydrogen.

13. Compounds of formula I according to any one of claims 1 to 12, wherein R

and R independently from each other are hydrogen or methyl.

14. Compounds of formula I according to any one of claims 1 to 13, wherein R* is

hydrogen.

15. Compounds of formula I according to any one of claims 1 to 12, wherein R’ is

hydrogen, C,.7-alkyl or halogen.

16. Compounds of formula I according to any one of claims 1 to 15, wherein R" is
hydrogen, Ci.7-alkyl or Cs_7-cycloalkyl.

17. Compounds of formula I according to any one of claims 1 to 16, wherein R' is
Ci.7-alkyl or Cs.7-cycloalkyl.
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25

30

aci d,
{6-[2-(3-fluoro-4-trifluoronethyl-phenyl)-4-nethyl-thi

W@ 2@k/0654g3 met hoxy] -indol -1 -yl }- acetic acid tePtCTFBRL0YI/006924

ester, and

(R -(6-{1-[4-methyl-2-(4-trift8bronethyl-phenyl)-thiaz

ol -5-yl]-ethoxy}-indol-l-yl)- acetic acid. 26. ‘ .
Conpbt asnpfunide p figirerula Ieccwdidigig app oot of deimsdrtodl awpgrein R™ is
Bydreglected fromthe group consisting of

{4-[4-methyl -2-(4-trifluoromethyl-phenyl)-thiazol -5-yl

met hoxy] -i ndol -| -yl }-acetic acid, ) .
[T acto- Gompaupss piorpn T scavtding gBr BRepftims 1 to 18, wherein nis 2.
rhenyl)-thiazol -5-yl]-ethoxy}-indol-1-yl)- acetic

aci d20. Compounds of formula I according to any one of claims 1 to 19, wherein R is

-(4-42-methyl -1 -[4-nmethyl -2-(4-trifluoronethyl-ph
{é*(%%e-ri%ri §%7O%I-E)§l yl]-propoxy}- indol-l-yl)-acetic acid,

[rac]-2-{4-[4-nethyl -2-(4-trifluoronethyl-phenyl)-thia

zol - Bl.lomepdvady pf foneisla-ll acgerflingrte sladmi2e, wh¢rgin R™ is methyl.

(4-{2-[4-methyl -2-(4-trifluoroneth7l-phenyl)-thiazol-5

- yl6] z;g 2 <}L_rdfd|§1 @Pforfnu%‘cﬂhl)al'c&ﬁﬁlﬂgqo A dne of claims 1 to 21, wherein R" is
=[2-(4-trifluoro P .

WP E diaiens! TRy R ot ongrtp e groupsasgted from

Co7-pi2y], €7 pailoy), hatdgén thickb-(hr etied lyd eyahenyl ) - t hi azol -5

-yl ]-ethoxy}-indol-1-yl)-acetic acid,

(4-{3: 4 hyil. - 4-1rdfl t hyl - ) -8 =15

- %Iaj_%p BB I ol AT Bt TR 1 1 hs

$ubgdfut¢dwith ¢rydr fluorp A yvealkygh - 2- (4-tri f1 uor onet hyl -p

henyl) -t hi azol -5-yl ] -propoxy}- indol-I-yl)-acetic

aci d24, Compounds of formula I according to claim 23, wherein R'? is 4-trifluoro-

&g-%%gLﬁ-nethyl-2-(4-tr|fluoronethyl-phenyl)-thlazol-5

. ﬂ]- Bﬁbxy}-indoI-I-yI)-acetic aci d,

(S)-(6-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiaz

ol - 52%.IJorepdrandy pf fonahole1l acydriingaoetdim lasdetted from the group

&ﬁ%rgg- k-[4-rmethyl-2-(4-trifluoronethyl-phenyl)-thiaz

ol - 5oyp -ethoxy}-indol-1-yl)- acetic acid,

{3-ethyl-5-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-indol-1-yl}-

acetic acid,
[rac]-(6-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-y1]-ethoxy}-indol-1-yl)-
acetic acid,

(6-{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl] -ethoxy}-indol-1-yl)-acetic
acid,
{6-[2-(3-fluoro-4-trifluoromethyl-phenyl)-4-methyl-thiazol-5-ylmethoxy]-indol-1-yl}-
acetic acid tert-butyl ester, and
(R)-(6-{1-[4-methyl-2-(4-triflnoromethyl-phenyl)-thiazol-5-y1]-ethoxy}-indol-1-y1)-

acetic acid.

26. Compounds of formula I according to claim 1 or claim 2, selected from the
group consisting of
{4-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-indol-1-yl}-acetic acid,
[rac)-(6-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-yl)-
acetic acid,
[rac]-(4-{2-methyl-1-[4~methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-propoxy}-
indol-1-yl)-acetic acid,
[rac]-2-{4-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethoxy]-indol-1-y1}- .
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[ 6- (5- et hyl - 2- phenyl -t hi azol - 4-yl met hoxy) -i ndol - -yl ]
-acetic acid,

WO e@sjo423 { 1- [ 4- met hyl - 2- (4-tri fl uoronet hyl - phreyEP2005006924
azol -5-yl]-ethoxy}-indol-1-yl)- acetic acid,
(6-{2-[5-nethyl-2-(4-trifl uoroﬁ%thyl phenyl ) -t hi azol -

-yl ]-ethoxy}-indol-1-yl)-acetic acid, (6-{2-
pregiguiciacidy uor onet hyl - phenyl ) - t hi azol - 4-yl]-ethoxy}-in

(2[4 3hthACRIA-EriffIr6methyl-phenyl)-thiazol-5-y1]-ethoxy}-indol-1-y1)-acetic
gg chl oro- gl g [ 4- met hyl sz(4yt)“ fl uorgr;et hy}lcy phenyl )y

ﬂfiazol 5- yI] et hoxy}-indol- 1- yl)-acetic acid,
{6-{2-24- tr1ﬂuoromethyl~phenyl) -thiazol-5- ylmethoxy] -indol-1-yl}-acetic acid,

h
{(ﬁ éfﬁ% nﬁ%%%l—é-ﬁ t(l‘)lﬂ aogg @?géﬁ%lﬂ)o{i{?{‘z% ytl t?i%)%;} Rayl1- vB-acetic
f6df 2- (4- et hyl - 2- phenyl -t hi azol -5-yl)-ethoxy]-indol -1
24’ i3 @(}ﬁétrlﬂ 23?4 %ﬂuoromethyl phen(yl thurzol -5- Jma? )?oxy 1ndol~1 -yl)-acetic

uor
?Flidrazol 5-yl]- etho ry }-|ndoI-IyI) acetic aC|d

(©rc -26-[{2‘}115@11‘}?1}/1 f/izn{eﬂm-.rzt(mtuﬂh@f@hm&l-lﬂ{&wlthxatzdsuagz@lprapoxy}
%A ! 1‘?t 0X ropyl -indol-lyl)- acetic acid,
P67 5- et Ca§1 4-tr1ifluoromet hyl - phenyl ) -t hi azol - 4-yI

&t B xyrhethplel 4-krifd dromettyl-phawnyl dthidz61-p 2] -propoxy}-indol-1-yl)-acetic
Lé]i-dmethyl 2-(4-trifluoro

pi et hoxy- phenyl ) -t hj azol -5-yl ] - et hoxy}-indal -I-yl)-ace
1$)c (GaEl-td-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-yl)-

[agg:%&]acf(p {4- hydroxy-1|-[4-nmethyl -2-(4- trlfl uororrethyl
! hegé/ Lﬂ%%eatﬁ}?l 2- ?4 %/rllfluo?grtng %pheny otlh_lzlzo 5-yl -et ﬁoxyﬁ indol-1-yl)-
{aset{ozm@ nmet hyl - 2- phenyl -t h| azoI 4-yl)-et hoxy] -i ndol - |

W2l 0 of a. cordl ng
1 ity gRst g OBy o A e e
¢omrEi(SH mg modthyl-2-(4-trifluoromethyl-phenyl)-thiazol- 5—yl] ethoxy} indol-1-yl)-
g%tfa -net hyl - 2- (4-trifluoronethyl - phenyl)-thiazol -5

ox7}-indol -1-yl)-acetic acid

(e-2d S{methﬁllw-nzﬂt(cwomleﬂm Hb?%ﬂh*}ﬂdﬁﬁéh?‘thXﬁhméQbi -yb)-acetic

¥ld] -rropoxy}~indol-Il-yl)-acetic acid,
i B2 i bt by conen) s
(3-chloro-6-{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-y1]- ethoxy}—mdol—l-
yl)-acetic acid,
(6-{2-[4-methyl-2-(3-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-yl)-acetic
acid,
{6-[2-(4-methyl-2-phenyl-thiazol-5-y1)-ethoxy]-indol-1-yl}-acetic acid,
(3-methyl-6-{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-
yl)-acetic acid,
(6~{2-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethoxy}-3-propyl-indol-1-
yl)-acetic acid,
{6-[5-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-4-ylmethoxy]-indol-1-yl}-acetic acid,
(6-{2-[4-methyl-2-(4-trifluoromethoxy-phenyl)-thiazol-5-yl]-ethoxy}-indol-1-yl)-acetic
acid,
[rac]-(6-{4-hydroxy-1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl}-butoxy}-
indol-1-yl)-acetic acid, and
{6-[2-(5-methyl-2-phenyl-thiazol-4-yl)-ethoxy]-indol-1-yl}-acetic acid.



[rac]-(5-{
1-[4-met hyl -2-(4-trifluoronethyl -phenyl)-thiazol-5-yl]

WO eaolon3ap3 i ndol -1 -yl )- acetic acid. 28. A proceBCI/EP1004/006924
t he manuf acture of conpounds according to any one of
clainms 1 to 27, which process-88nprises a) reacting a

compound of fo la | erejn RL.is Qy-al kyl,, R2
R3, Ré- GoraP R 0B foggmbﬁmqe ingto ghaigy ]a?%lama%dd%t,ed fpm the
Q%@&ﬁ@tiﬁg@f sel ect leg from hydrogen, Q ) o -
- Y- ,.Cs.y-eycel oa .hal ogen,,.Q y-a - .
i s Sl o A ol 3 R S 1)-acetic
ayi@no-C i -7 -alkyl, and cyano with the proviso that

s 98Tt Rt R e T e R TRA DRy U 1) -aceti
Rﬁiﬂ; R12, R13 and n are as defined in. claim1l and R15
(R)(6 L[4 R(4-tri - Oindol-1-y1)-
SR Lyt A b By PG00 Y PHE oxfiAndol-1-yD)
WheieEHh i s G -7-alkyl and R2 to RO are as defined

i[Fact(8i{M[4.m&hd- B pt-tréfiadrbinetiytibbény$)- thiazoh6-yils ethoxgrindpl-1-yl)-
to obtgd'nn a conpound of formula I, wherein RL is
10 RyHTGEn; or, alternatively, b) reacting a conpound of
formula IV
28. A process for the manufacture of compounds according to any one of claims 1

to 27, which process comprises

a) reacting a compound of formula

5 R
R .
R? /
I
0O N RB
1
R\o&7< R

RZ R’

15 wherein R' is C,.y-alkyl, R% R®, R* and R® are as defined as in claim 1 and R® R’, R®and
R? are selected from hydrogen, Cy.7-alkyl, Cs.7-cycloalkyl, halogen, C; 7-alkoxy- Cy.7-
alkyl, C,.7-alkenyl, Cy 7-alkinyl, fluoro-Cy.7-alkyl, cyano-C,.7-alkyl, and cyano with the
proviso that one of RS, R’ or R®is -OH,

with a compound of formula

2

Y
I;}—R“
X

R'®—(CRI0R™)_

=
11
20

wherein X, Y, R'®, R, R*, R'® and n are as defined in claim 1 and R* is —OH, -Cl, -Br, -I

or another leaving group, to obtain a compound of formula



R wherein R4 to rR>9 are as defined as in claim]1,
with a conpound of formula O 14 RRV R2 R3 wherein Rl

wo s00Q0ys4a3 kyl , R2 and R3 are as defined in cl aPOT/EPZne006924
R14 is hal ogen, triflate or another |eaving group, to
obtain a conpound of fornulawhdiein Rl is
C-7-alcyland R2 to RO are as deflned in claiml, and
optionally hydronS|ng thﬁ estqq group to obtain a

I s _hydrogen. 29.

Rins 1 to 27 when

g to claim 28. 30.

i a cordpound

g@ as well as a

carrjier and/ or adjuvant.

31. Pharmaceutical c It isons ‘according to claim 30

for the treatnent and/ pf%ventlon of di seases which

are nodul ated by PPARd and/or PPARa agonists. 32.

RGNS, Eceal 40 P90 0 ARGeRlohR 1 L0 27 For

apeuti cal Ve Subst ances.
@@ﬁpm@ﬁdgﬂsa@@mlmmgthe@s@h groypdo ebtain awmmu%ofszm@l@ I, wherein
uses Bpdrbhgf; apeutical ly active substances for the
treatnen and/ or prevention of diseases which are
ated PPARd and/ or PPARa agoni sts. 34. A nethod
> fQﬁ FeAedat nent and/ or prevention of di seases which
are nodul ated by PPARd and/or PPARa agoni sts, which
met hdg reaxtipg a sesipadnd of r@muiang a conpound according to
any one of clains 1 to 27 to a human bei ng or ani nal
35. The use of conpounds accqgﬁlng to any one of
clainms 1 to 27 for thé{crepar-tlon pf nedicaments for
the treatnent and/ or

Phar naceut i cal conposi
according to any one o
phar maceuti cal * arée

wherein R* to R® are as defined as in claim 1,

with a compound of formula

1 14
3

wherein R! is Cy.;-alkyl, R? and R® are as defined in claim 1 and R* is halogen, triflate or

10

another leaving group,

to obtain a compound of formula



36. The use and/or nethod according to clains 34 or 35
for the treatnent and/or prevention of diabetes,

waensionsias i n dependent di abetes nel litus, | ncrRPEEEE2004/006924
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l'ipid and chol esterol levels, particularly |ow
HDL- chol esterol , hi gh LDL- chol-é8t-erol, or high
triglyceride |l evels, atherosclerotic diseases,

méteatoRi i @yredkidaed RS ymBr ores gfined i glaired, bl ood

RS HEJﬁallyqxg’gfgl | @k H¥SEAHRE b OFtain QEOREIHIAT 0:9hEE B wherei

3¥sl pj dem a, b%ﬁ%%ysfic %Va?y syﬁhrone, i nfl ammat ory erem
é%%%%%?mand proliferative di seases. 37. The use and/

or nethod according to claim36 for the treatnent

and/ gp. pompentdsancatiidgawatpbne bidlastsario27 vérealnsanufioglred by a

LDL chole%ﬁqukﬂie I's, high triglyceride |evels, and

tH&°He G0 o it syndrofre (syndronme X). 38. The use and/

or net hod according to clains 34 or 35 for the
t r eatePharaadyusicalsoampesitioon cunpBies f egmBouTheccatsiiag to any one of

GRAROY REIST A PLAFCRSAHr AR IRIIGOLS A VB Hieddh d) fiea e anaf
such conpounds substgntiglg as describééeherein ?
- *
bef or3?.' P}érmagefutical compositions according to claim 30 for the treatment and/or

prevention of diseases which are modulated by PPARS and/or PPARa. agonists.

32. Compounds according to any one of claims 1 to 27 for use as therapeutically

active substances.

33. Compounds according to any one of claims 1 to 27 for use as therapeutically
active substances for the treatment and/or prevention of diseases which are modulated by
PPARS and/or PPARa agonists.

34. A method for the treatment and/or prevention of diseases which are modulated
by PPARS and/or PPAR« agonists, which method comprises administering a compound

according to any one of claims 1 to 27 to a human being or animal.

35. The use of compounds according to any one of claims 1 to 27 for the
preparation of medicaments for the treatment and/or prevention of diseases which are
modulated by PPARS and/or PPAR« agonists.

36. The use and/or method according to claims 34 or 35 for the treatment and/or
prevention of diabetes, non-insulin dependent diabetes mellitus, increased lipid and
cholesterol levels, particularly low HDL-cholesterol, high LDL-cholesterol, or high
triglyceride levels, atherosclerotic diseases, metabolic syndrome (syndrome X), elevated
blood pressure, endothelial dysfunction, procoagulant state, dyslipidemia, polycystic

ovary syndrome, inflammatory diseases, and proliferative diseases.

37. The use and/or method according to claim 36 for the treatment and/or
prevention of low HDL cholesterol levels, high LDL cholesterol levels, high triglyceride

levels, and the metabolic syndrome (syndrome X).

38. The use and/or method according to claims 34 or 35 for the treatment and/or

prevention of obesity.
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39. The novel compounds, processes and methods as well as the use of such

compounds substantially as described herein before.

*X%



