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derivatives of the formula R5_R6 R7 41 O- NRs

R~-0; R 3 RO Rz and enantioners and pharnmaceutically
acceptable salts and esters thereof, wherein R is
hydsagetdlor Cl-7=alkyl; 5 R2 and R3 independently from
each other are hydrogen, O _7-al kyl or Cl-7-al koxy;

R4 and R5 independently from each other are hydrogen,
Cl_7-al kyl, C3-Piryii @bl HeriviivedRIPPAR activators

Cl-7-al koxy-Cl -7-al kyl, C2_7-al kenyl, C2_7-al ki nyl,
fluoro-d _7-al kyl, cyano-Cl. -alkyl or cyano; R6, R7,
R$ and RO i ndependently from each other are hydrogen,

Cc3 .7~ | oal h | e
CLm7- gyt gt corgam Yy ORPER degivptivgsiof the formale

fluoro-d -, -al kyl, cyano- C—7 al k%g or cyano; and one

of R6, R7 and Rs is RL3 - (CR10OR11 14
wherein 15 Rl is hydrogen,
C3_7-cycl oal kyI or fl q;oro ;7 Rl1lis

hydr ogen, d 7-al kyl , R y-d _7-al iyl

DK/ 07. 01, 2005 WD 2005/ 0:852 QT FP2006/ 0020 -2 one
of R1L7 or RI3 is h og C 7-alkyl, "C3_7-cycl oal kyl
C2-7-al koxy-Cl _7- aﬁky 7- aR&enyI C2. 7-al ki nyl ,

or fluoro-GC-7-alkyl; ar!:g‘eth 3ot her one is a |one

and enantiomers and pharmaceutically acceptable salts and esters thereof, wherein
R' is hydrogen or C;s-alkyl;
R*and R’ indepéndenﬂy from each other are hydrogen, C,.-alkyl or C;.s-alkoxy;

R? and R’ independently from each other are hydrogen, C;y-alkyl,
Cs.y-cycloalkyl, halogen, C;.;-alkoxy-C; 7-alkyl, Cap7-alkenyl, C,7-alkinyl,
fluoro-Cy.7-alkyl, cyano-Cy.7-alkyl or cyano;

R®, R7, R® and R’ independently from each other are hydrogen, Cy7-alkyl,
C3_7-cyc1'oa]ky1, halogen, C;.7-alkoxy-Cy.y-alkyl, Cy.7-alkenyl, C; y~alkinyl,
fluoro-Cy.7-alkyl, cyano-C;.7-alkyl or cyano;

"and one of R®, R” and R® 1s
13
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00— (CR“OR”)n
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wherein
R is hydrogen, Cy.7-alkyl, Cs ;-cycloalkyl, or flnoro-Cy;-alkyl;

R is hydrogen, Cy 7-alkyl, or Cy.7-alkoxy-Cy7-alkyl;
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pair; R14 is hydrogen, Cl_7-alkyl, C3.7-cycloal kyl,

hal ogen, Cl _7-al koxy-Cl _7-al kyl , C2_7- 5 al kenyl,
woCRues/esseds nyl, or fluoro-Cl -7-al kyI; R15 i s arBQT/BR2005/002074

het er oaryl ; and nisl,2or3. It has been found that

compounds of fornula | are useful as |ipid modulators

and | BRARY SEESIARLSn, CIL-RRAL t?gekfdioaﬂ%@@‘%“ﬁl%w%z 7-alkyl, Co.

formul a roxi_s
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of the nucl egfy, hornone receptor superfamly. The

PPARs are |i gand acti vat ed transcription fact ors that

regul aj g e exp ess and mul t
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sdescri bed M&r@h@f;&lﬁﬁ’ﬂ?ﬂn liRIPARS (dkgp known as

PPAR(3), and PPARy. PPAR& is ubiquitously expressed.

PPARa |8 0 pressed in the liver, kidney
and hegrtlp r% egerqugr’éggt | east two maj or |soforms of

PPARy. PPA. Ryl is expressed in nost tissues, and the
| ongernisberd PPARy2 is al nost excl usively expressed
i n adi pose tissue. The PPARs nodul ate a variety of

physi of:0@t B&ln fHesPans E@ran@xﬁdéCHflfcﬁnhﬂQﬂ htiseft] &flipid modulators and
neostasl s, a
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cardi ovascul ar events. 20 Approximately half of all
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artery disease risk independently of LDL-C |evels.
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20913511/1(9\%? 3F Sholster b ad L3R %gx%éherél%issues 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
Framingham study showed that HDL-C levels are predictive of coronary artery disease
~ risk independently of LDL-C levels. The estimated age-adjusted prevalence among
30 Americans age 20 and older who have HDL-C of less than 35 mg/dl is 16% (males) and
5.7% (females). A substantial increase of HDL-C is currently achieved by treatment with
niacin in various formulations. However, the substantial side-effects limit the therapeutic

potential of this approach.



As many as 90% of the 14 mllion diagnosed type 2

di abetic patients in the US are overwei ght or obese,
woaads/essbisgh proportion of type 2 diabetic pat iPETVEP2E©2074

abnormal concentrations of |ipoproteins. The

preval ence of total cholesterol > 240 ng/dl is 37%in
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insulin-levels (Aiver et al; Proc Nat Acad Sci USA
2001; 98: 5306-11). Recent 35 observations al so
ggest that there is a independent PPARa 9*1“@9%#002074

effect on insulin- sensitzation in addition to it

wel | known role in reducing triglycerides

(Guerre-MIlo et al; J Biol Chem 2000; 275:
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15 todstveearnhendedsherapehticpmoertad compsiadde thadombpiundsaberdy known in
aQf,rconbi ned dyslipidem a and the T2D di sease syndrone
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enhAR? eempaiwids sisiased sereirthan exhérpapeyed pharracological

propBAIRS bfPard'te RAYwK BOMPoidls. the art. The conpounds
di scl osed may further exhibit inproved pharnacol ogi cal
properties conpared to known conpounds. In a first

aspieced first fepeet, ittserg isoprbdedd compourndisofdife foauleor nul a RS
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R6 R7 R4II_OR8 1011 RO RZR3 wherein 5 R is
hydr ogen or C _7-al kyl ; 5

_ : RS R

R
R~
: 0O N R® I
1
RZ R’
‘ wherein H
5 Rlis 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-C;.7-alkyl, C; y-alkenyl, C;-7-alkinyl,
fluoro-C; 7-alkyl, cyano-C;_s-alkyl or cyano; :



R2 and R3 independently from each other are hydrogen,
Cl.7-al kyl .or:Cl.7-al koxy; R4 and RS independently
from each-ot'her -are hydrogenfacl 7-alkyl, ~ . ..
C3_7-cycl oal kyl, hal ogen, Cl-7-al koxy-Cl-7-al kyl,
C2_7-al kenyl, C2_7-alkinyl, fluoro-C _7-alkyl,
cyano-Cl _g-al kyl or cyano; -4a- to R6, R, R8 and R9

i nde n m.each ot her are hydrogen,

10 _7P§E%§' {}J %%{_ 157%)18961?%5%@5( ’gowaqagb@ﬁ'x’er azge ydrogen, C_y-alkyl,
fC: -7-al lélo@.;r-@ljtelyzlﬂhﬂid)dlogeﬁZGZ—,;ﬁIkF:Eﬂ?l_ra@l,Ezé}Laﬁktﬂ‘g'l, ,Cz-y-alkinyl,

| uor o- - ano- - or cyano; and one

of R, R7ﬂ§‘1‘r’f “égrf"%"c'%i’?“o' o HRIST YB% (CRIORI), R14
15 wherein R10 i s hc%/dg ogen, d _7-al kyl, '
C3- 7- eykpoaeidy) Roand Rldsr o- C1 7-al kyl; R 1 is
hydrogen, d _7-al kyl or Cl-7-al koxy- @/¥-al kyl; one of
R 2 or R13 is hydrogen, C -1-aRyl, _7-cycl oal kyl ,
C2- 7-al koxy-Cl_7-al kyl, C2- 7-al K§m#, C2z7-al ki nyl or
fluoro-Cl -7-al kyl ; Qthhe ot her | one pair;

- R14 is hydrogen, Cl17-&Kky{GR'¥R" 7 cyt{ oal kyl, hal ogen,
Cl.7-al koxy-C .7-al kyl, C, _, alkenylRg™2.7-alkinyl or
fluoro-d _7-alkyl; R15 is aryl or heteroaryl; and n
is 1l 2 or 3; and 5 all enantioners and

15 phar melerein cal | y acceptable salts and/or esters
thereof. In a second aspect, there is provided a
proc - f Nk FCEUT ¢ Sas I ned
abovggm\lligh}&cr:dﬁg ?bdg%sg[ b%’? i%ggéa @?ggg% g’ & conpound

of forpula Rs Ra R7 _Al R4 H ONRa ROI1IX R R R3
R" is hydrogen, Cy7-alkyl or C;.z-alkoxy-C;_7-alkyl;

one of R%or R?is hydrogen, C;.z-alkyl, Cs.7-cycloalkyl, Cy.7-alkoxy-C;_s-alkyl, C,.
7-alkenyl, Ca.7-alkinyl or fluoro-C,.;-alkyl; and the other one is a lone pair;
R'* is hydrogen, C)_,-alkyl, Cs.y-cycloalkyl, halogen, Cy.7=alkoxy-C)_s-alkyl, Cy5-
alkenyl, C,.7-alkinyl or fluoro-C,_;-alkyl;

R is aryl or heteroaryl; and
nis 1,2 or3;and

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

In a second aspect, there is provided a process for the manufacture of compounds as defined
above, which process comprises

‘a) reacting a compound of formula

5 R
R o7 4
Rt
O N R® I
1
R~ 0)2% . Re
R R

wherein R! is Cr.7-alkyl, R%, R?, R* and R® are as defined as in claim 1 and RS, R, R® and
R’ are selected from hydrogen, Cy.y-alkyl, Cs5-cycloatkyl, halogen, C;.;-alkoxy- Cyz-alkyl,
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wherein Rl is C-7-alkyl, R2, R3, R4 and R5 are as
defined as-in claiml1l and R6, R7, R8 and 30 R9 are
sel ected from hydrogen, Cl-7-al kyl, C3-7-cycloal kyl,
hal ogen, Cl-7-al koxy- Cl-7-al kyl, -4b- CZ _7-al kenyl ,
Cl_7-al kinyl, fluoro-Cl_7-alFkpr, cyano-Ca-al kyl, and
cyano with the proviso that one of R6, R7 or R8 is

@é"; ametngl x, (}%Qﬂnﬂiucﬁg d,oramai a:qu@’—C] R:laa\g!\' aRH%yaﬂo With the proviso

1 5 mhereln X Y,
Rﬂ%ﬁoﬂi@ I%‘Hﬁﬁlﬁ(gﬁe as defined inclaim1 and R16

| Svith@tompéiind offormuk Or anot her | eaving group, to
obtain a conpound of forrula RS R ~ R4 1 1 ONRB
1 R- ORS R2 R3 wherein R is Ckr¥¥-alkyl and R2 to
R? are as defined in claln1qq%§nd bptlonally
hydr ol ysing the ester group to &z

formula I, wherein IO R is hy'

R~ 41V NRB N

wherein X, Y, R®, R*, 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

wherein R! is C;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;

or, alternatively,

b) reacting a compound of formula

wherein R* to R? are as defined as in claim 1,

witha compound of formula



9 wherein R4 to RO are as defined as inclaim1, is

with a conpound of formula O R-11 KRL7 RZ R3 -4c-

wherein R is Cl-7-alkyl, Raand R3 are as defined in

claim1l and R' is halogen, triflate or another

| eaving group, to obtain a conmpound of fornmula R R6 R7
wiRfeih R' @ O RikylHS dnd®'Ree BZ dBcwhe eIk 1 Rid iRY Igllal%géﬂ k¥ate or
ang[ﬂrlavto@are as defined in claiml1, and

pti onat1§ fydrol ysing the ester group to obtain a

cortpobmnhaxfomﬁ)omﬂwf&dnulamherel n R is hydrogen. In a

third aspect, there is provid%d conpounds as defi ned

above when manuf acturgél by aR process as defined

above. In a fourth aspe there Fﬁ provi ded
phar maceuti cal conpositORS=COM ing a conmpound as
defined above as WRH—&s a phad aceutically acceptabl e

carrier and/or adjugantp-+ma b aspeck, there is

provi ded conpounds ds defined abo for use as

t her apeuti cal | R~agt | substdnces. In a sixth aspect,

there is provided 0 s as defined above for use

as therapeutically ‘active substances for the

treatment and/or prevention of diseases which are

nodul ated by ~PPARS and/ or PPARa agonists. In a -
whergiie iy dspeer-allheraadi Rpr i ded arhe aasede@ﬁect:ompouhds 1,

ancﬁ§ptﬁ|ﬁ£1ﬂ}nl%€dlnﬁps@ﬂgethé Qgtertéi‘(ﬁlp tH rogﬁﬂlra%dnﬂz% o%gﬁquﬂ&h@efsehn R'is

for the treatnent and/or prevention of di seases
hydipgen. pdul at ed by PPAR6 and/ or PPARa agonists. - 4d-

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

In a fourth aspect, there is provided pharmaceutical compositions comprising a compound as

defined above as well as a pharmaceutically acceptable carrier and/or adjuvant.

-In a fifth aspect, there is provided compounds as defined above for use as therapeutically

active substances.

‘In a sixth aspect, there is provided compounds as defined above for use as therapeutically
active substances for the treatment and/or prevention of diseases which are modulated by
PPARS and/or PPARa agonists.

In a seventh aspect, there is provided the use of compounds as defined above for the
preparation of medicaments for the treatment and/or prevention of diseases which are
modulated by PPARS and/or PPARa agonists.



20

25

30

Unl ess otherwi se indicated the follow ng definitions

. are set forth to iIIustra% and 20 define the neaning
~.and scope of the various teérns used to describe the
i nvention herein. The term"alkyl", alone or in

conmbi nation with other groups, refers to a branched
- or  $lnlak gterwhaimlicmabihalfdiwisadufiatieds aleisph@tthao illustrate and

h dr car bon radi cal one.to twent rba
b B TP o S LER AP sTakrdS Jrgrie BPention berei.
preferably one to ten carbon atons. 25 The term
"| oW tatrk$Alkyl’h nlon€lor Ta edtkipidationwatieotber groupemifiersdt iadrranched

%&‘Q%B{q{h %O%H%ﬁ%tfg é’%{ea af gh%ﬁﬁ&&?ﬁjm?{ ghcgl of one to twenty
cazbon ﬁtczmr @mferahbfm to gixéden cat oyl aéﬁ@srroormﬁfeeaéﬂmxﬁe to ten carbon

aehans. This termis further exenplified by such
radi cal s as nethyl ethyI n- propyl i sopropyl,

n-butyl, s-buty v roups specrfrcal
exerBF {9 clower d’E%’elﬁ'{’]er nol Bgembinatrg, with gther groups,
rd‘fér@@cr B Bemcﬁedi eF étPeﬁ htbﬂﬁm nendfdeh0dil @adiddhof b&¢ 10 seven carbon

uor fluorQ-.CL7-al kyl," refers
OGP RN OgF 2%%1 « cfopr oS Thintgs Mt errvphﬂecf’br such
raglidadst dstoothyl, sdhyln nfpropyl] Bepropyh rpb eiyl, efbuklueloy]l awethe groups
I g CF3, -CH2CF3, -CH( CF3) 2 and
Séﬁ%§%ahsﬁggﬂ§g%§5§¥§ar|y exenplified herein. ;4. WO
2005/ 085235 PCT/ EP2005/ 002074 -5 The term' alkoxy
r ef “éhetem thatoggn om&rRto ﬂ)lornwh ehlerrmerbrorrrgnaraﬂx@/mdmme
term"l ower- al koxy" or "Cd _7-al koxy" refers to the
gr O¥Re BraCinofh\$s @I &5 ‘ﬂu@f@fclayl—m 17 rdEX QP Rer @fkyl groups

_ r - al koxy re e. nmet hoxy ethoxy rop
Wilrgﬁgrw@kly- OBH{”g%a? srﬁsseezrﬁfgw f&ﬁ&%ﬁﬁr@rz g 0 wreripwisr alloi

grotps ke 4. ovRy, -@HKORY - H‘{’@Pg? SREG dr6@bd pe@ROAR| exbinplfied herein.
hereln 5 The term "I ower fuoroafkoxy or
"fluoro-Cl.7-al koxy" refers to | ower alkoxy groups as
defi ned above which are nono- or multiply substituted
with fluorine. Exanples of |ower fluoroal koxy groups
are e.g. -0OCF3, and -OCH2CF3. The term "l ower al kenyl ™
or "C2_7-al kenyl", alone or in conbination, signifies
a straight-chain or branched hydrocarbon residue
conprising an olefinic bond and up to 10 7,
preferably up to 6, particularly preferred up to 4
carbon atons. Exanples of al kenyl groups are ethenyl,
1- propenyl, 2-propenyl, isopropenyl, 1-butenyl,
2-butenyl, 3-butenyl and isobutenyl. A preferred
exanple is 2-propenyl. The term "l ower alkinyl" or
"C2_7-al kinyl", alone or in conbination, signifies a
strai ght-chain or branched hydrocarbon residue
conprising a triple bond and up to 7, 15 preferably
up to 6, part|cularly preferred up to 4 carbon atons.

Exanpl-es—of-alkinyt— i
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groups are ethinyl, |-propinyl, or 2-propinyl. The
term"cycl oal kyl" or "C3.7-cycloal kyl" denotes a

wo adognedzed carbocycic group containing from 3p¢DEF2005/002074
carbon atons, such as cyclopropygL cycl obut yl
cycl opentyl, cyclohexyl or cycl©oheptyl. 20 The term
"aryl "~relates; to,t hen nayp e e]0) € )
pr ef erj':’;{jr‘?leﬁg"/rDi.1 hagk%’ﬂ'eﬁ?/ rsqar%%ét%? 8%\/% ?ﬁh%g%efé’%t{ ﬁgﬁgﬂl §h‘“bt§?m lower
nodimxyd or T+ ildwy? sefbsttp thw grdup Ba-i whergin B/ ipdsisr-alyyl. Examples of

dijawsHORES &y Hpoxy Grutoxy, isobut
B ERERD BR8P B e TR e gy Rt o ooy
arAnddreayipen Preferredvaie-tas Joyier-alkews grOfdpﬁlQREQI_ﬁgP]%WX,emphﬁed-herem.
| ower - al koxy, |ower fluoro-al koxy, aryl and/or

5 ar Y| oxphe 188 FRAWeE dusidaRloki UsitiRiod-€ . halkegEefdrd-th lower alkoxy

OCF3, lo 25 al kylL .and/or | ower-al koxy. .Preferred .

T OLPRER BB PR SRR AT B B W padorine

t ebxampietedi@edr\luorsaifey groupsane ag.o M cng--QsFH,CFs.

6- menbered ring which can conprise 1, 2 or 3 atons :

sel ectgd from ni e / ,

Fury ,ﬂ%gtg{r? cet YRERT P WEARE, JonP B NmHA R Sgaifes o

t htesighit-chiinox bretched hpdresasbon residiegam@riping &grolefinic bond and up to
10 g%?g%f?ﬂgbl ru?\% & Bhrfculdel fEGRY up foM {hBEn AOLR! Bxdrples of alkenyl

tiC groups conprising two, 5- or 3
eSERPRATE FHISEE, L PRORGRTh A RIREET TG 9P E?U&%.fﬁfiéaﬁ‘i%ﬁlﬂ’ 3-butenyl
1, and i86bulerdl QU bresetedckeaipldioMprapdnybgen, oxygen or
sul phur such as e.g. indole or quinoline, or partially
hydr ogenat ed  bi cygl i ¢ aromat i,¢c_ghQ - -
ndor T e eEKn g SoR5 el AR 46 SodBuety, it o
padttaéght-chsindesuaidhed hpduocambon iresidsrnaprising aliripe kond and up to 7,

t ’ p tg BT ¥4 SHRHRR0RE FExBriples of alkinyl
15t ?nlgrrear:eﬁ[ﬂg{ﬁ% t? E’fr?{r&%%hp%ge%&gp i oné:?{b% beosubst F?)uets gd 7
asgrespyasctiindal-pounieyl orePewamily with hal ogen, CF3,
| ower - al kyl and/or | ower-al koxy. WD 2005/ 085235

PCT/ EPERORHA ORIyl BorX Csl, 0 EloRRIIN dehSteda Rttnfatddf carbocydlic group

el ectrons jn the_outernpst shell of. an ato [
pa?qqt@e%rfrcan AP F&%’é’ﬁ aa?famsuﬁh%ﬁcv‘gpgr%i gty crclopentyl,

bosdiohgxyl bheydeteptyl.pr ot ecting group” refers to groups
such as e.g. acyl, al koxycarbonyl, aryloxycarbonyl,

silyl, L mdaedefivative '

B Y T AR R B LA B651 588, Lot e otent
gr gropy, whish cak aptigmafly be ewmiongr gradiiis-sabssiteted, particularty mono- or di-
bu /INH,, N(H, lower-alkyl), N(lower-
PMSUER i, DR SISO N s e
catlkiier: EAsBEPTH BFIRGTATOINEE TG FHTSAVERH THOTYT b:; owggralkoxy, lower
|( gﬁﬁém~ﬁ1|<dﬁb§r|, any}qiﬂd‘/ &f ir@kh}ﬂ'réfehﬁﬂ aiH‘sﬁEuenw’Kig h?logen, CFs, OCFs, lower-

-trichl oroet hyl - esters, i can used for. t he
2507 RS 1O eF 0L b g Bpae Robr SO AL By A Eroups

conpounds that have identical nolecular formulae but
t hat dThé ermi thetetdueyli atfemseo on atcmeatisSe ve Aesembetsdnidigmgrich can

of cchgsf.’ige 2L P4mb PR f?érﬁ%%%xy%gn LRE0E 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-

30 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 havea
substitution pattern as described earlier in connection with the term "aryl". Preferred
heteroaryl groups are e.g. thienyl and furyl which can optionally be substituted as

35 described above, preferably with halogen, CFs, lower-alkyl and/or lower-alkoxy.



atons in space. Isoners that differ in the arrangenent

of their atons in space are terned "stereoisoners".
woneyestdoners that are not mrror inages of AEE/EP2005/002074

anot her are terned "diastereoispnmers”, and '

stereoi soners that are non-superi nposable mrror

Iogﬁggsﬁ‘ .Efg% é‘rglrll%rafé%gr a?rf ﬂagt%dsqgﬁgegonu& 135?5?91?@1 df'lﬁ%tom, in particular a

nanﬁdgaﬂatwmstuwndtuea&mbpgdmérned a "chiral center"

The term "pharnmaceutically acceptable salts” enbraces

sal t's 19fe tErl?ﬁ ggr% ﬁ’ refEQrtéTgfo% @lsﬁcHMstel'% acyl alkoxycarbonyl
phar maceuti ca bl e base

u
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é é i?rz cﬁ’g%ﬁﬁhafd g- £ri Yo ?{h?ﬂ estygew 2h L bOfsed for the

] e course o € rmhu acturing
privossomef eaboxyateups ace e.g. as a consequence of
hygr oscopi ¢ properties of an initially anhydrous

10 conpoufg, nafrof aQE PG 03§ds(t¥ﬁt Haly ﬂeﬁﬁ&a@ Aolecling fbﬁ‘ﬁlﬂhe but that differ in
phar rmceutl accept a B ts al so i n | u £ thei
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derj vati ves ,0
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- LdWéssteatdigdmerkly dnd xterdotsmerersthktydre non- supenmposable mirror images are

15I ot"‘%n CFJ'elflgl)l(‘MOJflg ¥ fog%hﬁ%%e%&g{xﬁ&}qg AldMon ARABorded to four
mqﬂm@nh@d—spbmew foytPrmasha rcb1rplcﬁen@rr -ower - al kyl ,
pi peri di no-| ower - al kyl , piperazi no-| ower-al kyl,
| over ﬁké%mp Pﬁhﬁ%kﬁ&ahﬁa&éﬁaﬂkﬁltsa@&br&fc%d{m |of&ﬁ:tc6fr§>ounds of
are exa es o sui tabl g est'er The n&glfw et h% dK
prigpgnla ( #anasewcply acceptable bages spy eablf‘%‘cfa]é f:8yNa- and K-
Thwtgrandauhe aﬂd] &ilthyd.g. €at lﬁli(SM@Fseltﬁ&ﬁglanﬁhbmupf @f sbstétdted
The term "phar ceutlca accept a esiers” « .

20 RmOPHS s B et EComeBREE SRS ity Thefefm, phapaceutically
whicedptitylel sabte'y 2lgp caliiss toaueh tafen converted to the
corresponding esters with inorganic or WO 2005/ 085235

PCT/ EPI?IQOC%/ Q44 of %)Z ﬁ aﬁ%'b@%o@'ﬂ d. ¢ g hg’ﬂkattéd The solvation

aci d, rc acl g or|c acl
focramb@ e§e¢tad in ﬁhmcew@e atthg MapuECHEngRTPCess QF 64ThiEe BRFGE-8- as 2
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to

!

u&l caC| and the_like, )Qf re-n
25¢ obtl 6T RRTCRAS e Al Reap Rl ?%‘é‘é es
izyﬁama@dmutﬁl}adce@tﬁﬂe&ﬂmaunds of formula (1) R5 R6
| O N Re

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-

.30 or di-Jower-alkyl-amino-lower-alkyl, morpholino-lower-alkyl, pyrrolidino-lower-atkyl,
~ 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

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




RO RO 5 R2 R3 wherein R is hydrogen or O _7-al kyl;
R2 and R3 independently from each other are hydrogen,

wWOoa00yessk3¥yl or C _7-al koxy; R4 and R5 i ndepenkiEHEPAp05/002074

3

10

15

fromeach other are hydrogen, O -7-allcyl, 10
C3_7-cycl oal kyl, hal ogen, d -7-al koxy-Ci _7-al kyl,

C%r%aﬁ&‘éﬁgé/ &Tc}g% 1tr?é a}E J])ﬂllphuflk 985 %}Qspgoriﬂ dW, citric acid, formic acid,

i naels@r?@@n@q:e\ylcwéml@@mp m%é@rﬁaﬁfe%hﬂya? sulphonic acid, p-
C toRefbddphoni&adid aky SeQfkk Kythich Bad geRxic to lwmg organisms.

a _7-al koxy-CG _r-al kyl, 2 7-al kenyl, C2-7-alkinyl,
fluoro-C -7-al kyl, cyano-d-7-al kyl or cyano; 15 and
one of : and R8.is R13 .R12 | Ris. ~

(Or O eﬁm@?}g P SR B e g bees ey
C3-7-cycloal kyl or fluoro-d-7-alkyl; R is hydrogen,
Cl_1-al kyl or d-7-al koxyp8 7-alfyl: 20 one of Rl2or
R13 is hydrogen, d-7-al k F-\Gal kyl ,

Cz- 7- al koxy-d _7-al kyl , C2-,-allcinyl
or fluoro-Cl_, -alkyl; one is a |one
pai r; WO 2005/ 085235 PC{) EP3 8 -8 R14 is

hydr ogen, Ci1-7-al kyI 7- ‘ , hal ogen,

C,.7-al koxy-Cl 7- aI al kghyl , C2.7-al kinyl or
fluoro-C _7-al kyl ; F% B or heteroaryl; nis 1,
2 or 3; and 5 all enant rrers and pharmaceutically
acceptabl e salts and/or esters thereof. Preferred
cowpawnids of fornmula | of the present invention are
conpounds of formula Rs R6 R13 R7 12 1

R} is hydrogen or C;.;-alkyl;

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

R*and R’ independéntly from each other are hydrogen, C;;-alkyl,
Cs.7-cycloalkyl, halogen, Cy.7-alkoxy-Cy.7-alkyl, Co.7-alkenyl, C; ;-alkinyl,
fluoro-C,.y-alkyl, cyano-C;_7-alkyl or cyano;

RS, R, R*and R’ independently from each other are hydrogen, Cl_y—'alkyi,
Csz-cycloalkyl, halogen, C).7-alkoxy-C,.7-alkyl, Cy 7-alkenyl, Cy5-alkinyl,
fluoro-C,7-alkyl, cyano-C,.;-alkyl or cyano;

and one of RS, R” and R® is
: 13

RA. M

@ s
~~0— (CR"R"),
14

R

wherein
R is hydrogen, C,.5-alkyl, Cs5-cycloalkyl or fluoro-C; ;-alkyl;
R is hydrogen, C;.7-alkyl or C,s-alkoxy-C,.7-alkyl;

one of RZorR¥is hydrogen, C,.7-alkyl, Cs7-cycloalkyl, Cg-y—aﬂcoxy-cm-glkyl, Cs-
s-alkenyl, C, 7-alkinyl or fluoro-C, 7-alkyl; and the other one is a lone pair;



4 RI5 PN 101 NR O-(CRloR11)n R Ox y1/ 9 R4 R2
R3 1-A whereinto R to R5, RIO to R35 and n are as
W@ eg05H83herei n before; R6, R7 and RO i ndependB@ET/ER2005/002074
from each other are hydrogen, Clg?-alkyl,
C3-7-cycl oal kyl , hal ogen, d -7-al koxy-d _7-al kyl,
C2. 7- ahkenWdry @ QIaﬁdyl ¥h.,- cycfl&ll'l%ﬂ Qrafdgek; -al kéﬂ\@xy—cl 7-alkyl, Cap-

cyano-GCi. 7-al K antioners and
phar maceut 3k )¢2ac3é]€f3 é’élﬂé“)%pu%'agﬂglor esters

thereof. 15 More preferred are those conpounds of

f or mul R kis Ayl ot lRegoaggnce with the present invention,
wherein R6, R7 and RO are hydrogen. Al so preferred are
conpoundssla faor IH,H al having the fornula R13 R5 R6

R 12 /P8 22PN e 15 4 O-(CRIOR11)N 1 ° a ONRs R

1 RORO -R2 R3 1-B WD 2005/ 085235 PCT/ EP2005/ 002074

5whalt giantipmeroandphaRnaceupcallysiceaptable site and/oredtern drpreof.

herein before; R6, R8 and RO independently from each '
ot her Weﬁﬁ@oﬁ%ﬁnd%ﬁf&xﬁmﬁld t ép%e%n@ W@ Ktk compounds of
ha olgnélﬁ], d al’koxy- Cl1 -al kyl kenyl ,

Colormi i nyl, 5 fluoro-Cl _7- al kyl, cyano-GCi . 7-al kyl

or cyano; and al | enanti OMe[ S and phar maceutical ly

acceptabl e salts angé or esRers ther eof Espegp®l | 'y
preferred are conpounds of forr&r}a | - Rmherell\{n R6, R8

and RO are
e
O_(CR1OR11)HJ\(¥
R! 5 R14
‘--..O R
2 3

I-A

wherein
10 R!to R, R to R* and n are as defined herein before;

RS, R’ and R° independently from each other are hydrogen, C.7-alkyl,
Cs.7-cycloalkyl, halogen, C.;-alkoxy-C,_s-alkyl, C;7-alkenyl, Cz.7-alkinyl,
fluoro-C;.5-alkyl, cyano-C;_7-alkyl or cyano; and

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

15 More preferred are those compounds of formula I-A in accordance with the

present invention, wherein R%, R” and R are hydrogen.

Also preferred are compounds of formula I having the formula

13

12
5 RB RN . {
| R . Nd RS
f S(CR1R™),
R 14
QO N 8 R




hydrogen. Further preferred conpounds of fornula I
have the formula R13 R12 ~ R15 (CR1OR11 )n 5
WRYMSAF233 0 /NR8 RO/ RS RR RB3I1-C 10 \Ahe?%T/ﬁquflO/002074
to R5, RIO to R5 and n are as def.ined herein before;
R7, R8 and RO independently from each other are
hygf}é)fgﬁ:, Cl-7-al kyl, C3.7-cycloal kyl, hal ogen,
a oxy C]-r al kyl, C2_7-al kenyl, C2.7-alkinyl,

15 fluoro kyl,, cyano r cyano; and
al | en%{r'%oi %ngr §°§noﬁ“&ﬁh rﬁ&éélgl‘t‘?egaheﬁ'ixgﬁfg”éept able salts
and/ or esters thereof. Mre preferred are those
conpouRfRéahd R@) hfdepmden@y frofe eah RtRT areRgdargtnR0;-arkkyl,

hydr og 0 oF MU e
98D SR RS TIEAYE Sl obeiei,
5f or mul fudro- @h;enlkylnCMOéhd 4Ryl ion degpei t ly from each

ot her are hydrogen or nethyl, are also preferred. WO

2091%8%3% Ry ﬁg?&@&/ 2074 cepkbl A0 apd of euiER dhatet

conpo I, wherein at |east one of R2 and

R3 is _methyl. Preferred are her .c

f or mul &spect ereéqrfrdpe&e F@T‘B%ﬁ“{fd’é OIm‘%ﬁ%EUﬁ%%m ‘?J Rand R are
f opfdioged., wherein RS is hydrogen, C _7-al kyl or

hal ogen, are also 5 preferred. The integer nis 1, 2

or 3. erre ane I reinn

‘s 1 TOpeerepRa fe OB Tl BRI ST D
wherein n is 2. 13

RA.
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wherein
R'to RS, R to R* and n are as defined herein before;

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

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.
Furthermore, compounds of formula I, wherein R' is hydrogen, are preferred.

20 Compounds of formula I, wherein R*and R? independently from each other are

hydrogen or methyl, are also preferred.




Al so preferred are conpounds of formula I, wherein n

is 3. Further preferred conpounds are those conpounds
WO@gposfagsal a 1, wherein one of 10 R6, R7andRsi SCIZEAWR/ 2074

~O- CRIORII n R14 and R10 to Rig, R4, R5 and n are

as defined herein before. Especially preferred are

those Ghadelyit 180t one of R* and R’ is

fl uoré&%@%ﬁﬁar%%ﬁ%d%%ﬁ%#gﬁfed ar ei compounds of

f o¥f#ila |, wherein one of R6, R7 and R8is R13 / NN

Rls ~O(CR1(]R’)n / Ro and Rl, R1 R13 to R15 and n

are agrdaréded fheheaidoliriadeof fonpRUneerefn Rk hydragdn,.

wherei n R15 |s aryI are preferred. Mire preferred are

e RS gt VR B Ao e e

| 5 ompeeferoed. hr ee gr oups selected from CL. 7-al kyl ,
Cl a- al koxy, hal ogen, fluoro-Cl r-alkyl,

fl uor g ] fIdﬁrh 1.
i TR o ey haRe comaU S s

leuotherme erreé|aR§/ForaP0wrr4§cﬂféqre} oL Yhessy n 1héi ng
particularly preferred. WD 2005/ 085235

PCTI ER2Q05:R0r20 4de co@i d@%fﬁfrnﬂﬁeﬂf eiheeth adpounds of
formul a | arethefol W ng:

6 LS 8:8]11&1?[' {/)qle erte ecto 0518 hgr%%gse Hn%%ﬁ%&&!}f BT8R ¥in one of

-in
10{616[157a(n@-1tshlsoro phenyl ) - 2, 4- di net hyl - 2H- pyr azol - 3- y1ne
t hoxy] -indol -1-yl }-acetic acid,
16-[ 2-nmet hyl -5-(4-trifl uoronet tp;/1 ph yI) 2H pyrazol -3
-yl met hoxy] -indol-1-yl}-acetic %
{6-[5-(4-chl oro- phenyl)-4 et hyl - 2- F}ZH-pyrazoI-B-
yl met hoxy] -i ndol - | - yl T-QrefGRRY)i d
{6-[5-(4-chl oro-phenyl) -2-net hyl - 2H p;qr“azol 3-yl met hox
y] -i ndol -1-yl }-acetic acid,
{5-[5-(4-chl oro-phenyl)-1-net hyl - 1H pyrazol - 3- yl net hox
y]anididdte 2R} R ehd 6 ag€isdlefined herein before.

Especially preferred are those compounds, wherein R" is Cp.7-alkyl or fluoro-C7-
alkyl.

- 15 Also preferred are compounds of formula I, wherein one of RS, R” and R is

/
—~N

N 15
| /R
T0—(CRRM),
R

3}

and R, RY, RY to R'® and n are as defined herein before.

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
20 with one to three groups selected from C,.7-alkyl, Ci7-alkoxy, halogen, fluoro-C,y-alkyl,
fluoro-C,.7-alkoxy and cyano, with those compounds, wherein R¥is phenyl substituted
with halogen, fluoro-C;.;-alkyl or fluoro-Cy.7-alkoxy, being particularly preferred.




to
{6-[2-ethyl-5-(4-trifluoronethyl-phenyl)-2H pyrazol - 3-

WO 2008085035 ] - i ndol -1 -yl }-acetic acid, { 6- PCT/EP2005/002074
[ 4- brono- 2- et hyl -5-(4-trifluor.anet hyl - phenyl ) -2H pyra
zol - 3- ylnethoxy] -indol-1- yl}-acetic acid, (5-{2-
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érﬁ‘#ettnlﬂyprfsnf(tmltnhewlu ARG iﬁ%ﬁ’?}%’jﬂ i{lf-i?}y]r Yy ety acid,
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|6f[§t Oéh‘i’droquéﬁ h=2l4- Mirﬂaethﬁeﬁmﬁraﬁl -BhylrfetBoxy]-indol-1-yl}-acetic acid,

FrAne gt ST e T

{ Secfd- et hyl - 5 (4 trifluoronet hoxy phenyl ) 2H pyrazol -

R R I RN ek D A

- 24didpyr azol - 3 yI rret hoxy] - indol-1- yI }-acetic acid,
{ L KenhBLDWettRA-2H-pyrazol-3-ylmethoxy) -indol-1-yl}-acetic acid,
e S T B

- {ﬁ’d[él-@ gdorp- e}iy]aéllegqllghyié?[-{jpyg ' aé%ﬂthcg%ri rre&oqcl 9{1 -acetic acid,
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acttty {6-[
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rret1 0X % |r&dol -l-yl}- acetic acid, 30

{er'[BE %: %1 chl or o- pheny! ) - 2- met h |- 2H pyr azol. - ¥Ln§

t hg{Z-{3- nadiyl-ﬁ (¢+tyiflmoenethdcphenyl}-2H-pyrazol-3-yl f:tho:scyr -indol-1-y1)-

{Gac[eécFL gfl uoro-3-trifluoronethyl-phenyl)-2-nethyl -
pyrazol -

P b hykodhies (A husp bR B B oy Sk Zidol- 191

I]mxggggﬁ }-indol-1-yl)- acetic acid, 35

ol {égf ﬂfgfﬁép@l f§1?1 & tr ToL}lqg§§enyt X rﬁgleg)sjl%xg&{oﬁyfnﬂﬁ 1-yl}-

[Za&eﬁc%cﬁ trifluoro- et hyI )-5-(4-tri fI uor onet hoxy- pheny

o) T SRS VG S 1

t heceyicphidnyl ) - 2H pyr azoI 3 WD 2005/ 085235
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30

propionic a

ﬂ;;ﬁ:%? Qjé/ L1 @%\8{ 4?th§%}25 -(4-trifluorpmeth 1~%heny1) -2H-pyrazol-3-ylmethoxy]-
indol- Ivyl -acetic acid
{4-methyl-6-(2 —methyl -5-(4-trifluoromethoxy-phenyl)-2H-pyrazol-3-ylmethoxy]-indol-
1-y1}-acetic acid tert-butyl ester,

. {6—[2-(2,2,2—triﬂuoro-ethyl)-5—(4~triﬂuorqmethoxy~phenyl)-2H-pwazol~3—_ylmethoxy']—
indol-1-yl}-acetic acid,
{6-[1-methyl- 5;(4—triﬂu0romethoxy—phenyl) -1H-pyrazol-3-ylmethoxy}-indol-1-y1}-
acetic acid,
{6-{ 5-(3,4—dichloro-phenyl)-2-methyl—2H—pyrazol-3—ylrriethoxy] -indol-1-y1}-acetic acid,
[6-]5-(4-fluoro-3-trifluoromethyl-phenyl)-2-methyl-2H-pyrazol-3 -ylmethoxy]-indol-1-
yi}-acetic acid,
(6-{2-[2-methyl-5-(4-trifluoromethoxy-phenyl)}-2H-pyrazol-3 -y1] -ethoxy}-indol-1-yl)-
acetic acid,
(6-{3-[2-methyl-5-(4-trifluoromethoxy-phenyl)-2H-pyrazol-3-y1]-propoxy}-indol-1 -v1)-
acetic acid,

(6-{2-[2-(2,2,2-trifluoro-ethyl)-5-(4-trifluoromethoxy-phenyl) -2H-pyrazol-3-yi]-
ethoxy}-indol-1-yl)-acetic acid,
[rac]-2-{6-[2- (2,2,2—triﬂuoro-ethy1)-5-(4—triﬂuoromethoxy—phenyl) -ZH-p}nT“azoi—B-




{6-[2-difluoronethyl-5-(4-trifluoronmethoxy-phenyl)-2H

pyrazol - 3-yl net hoay] -indol-1- yl}-acetic acid, [rac]

WO 205085835 [ 2-net hyl -5- (4-trifluo romet hoxy- ph&hiPi005/062874
-2H-pyrazol -3 -yl nethoxy] -in dojy. | - 5 yl}-propionic
aci d,

(4m éﬁ:zy ROV GG Ly OmRLTYL - phenyl ) - 2r- pyr azo

propoxy} acetic_acid.
PAfL ﬂwqow%hséf—‘e%éreﬂwm -poEn¥ b RopEagolJrvimsghoxy]-indol-1-
pg@ ghtichayention are the follow ng: 10

L Pl LSS L PR B iy incc -
5[2y1]1pidpydm5ac(14 trifluoronethyl-phenyl)-2H pyrazol -3-yl.
0 .
{5 R e e AR d A P ey gt
ol acBtigdandkt hoxy] -indol-1-yl}- 15 acetic acid, {6-
[ 2-nmet hyl -5-(4-trifluoronethoxy-phenyl) - 2H-pyrazo| 3-y

| met hoxoydictd fdrrofl dom Hb Sfﬁfﬂnql I of the present invention are the
{6- ;12(:?((2A2£1(:2u ZIIP)dﬁef Irﬂor 0- thy 5-(4- tarlofl qu; onet hyl - phe
yﬁ 0WREpyrazol - 3-yl net hoay] - indol-1-yl}-acetic

10 aC{'Gd[z #Bthyl-5-(4- tnﬂuoromethyl—phen 1)-2H-pyrazol-3-ylmethoxy] -indol- 1-yl}-acetic
(6-{2-[2- rrethyl 5-(4- trlfluororrethoxy phenyl ) - 2H-pyraz
ol3%by| ] - et hoxy}-indol -1-yl)- acetic acid, (6-{3-

[ 25nt [IZyﬂneﬁryl-GZ(%ﬁmﬂﬁ;btmﬂi‘rﬂt—ﬂ&hmyl—)fﬁiﬂpyfa)ml -3-y1}-ethoxy}-indol-1-y1}-
-ZH,gé/&(c%ol 3-yl ] -propoxy} -in-.dol- I-yI) - acetic -
a

{6¥6EQs%ldlﬁmqnbﬂdiré‘t-hlyﬂucﬁowh?hphbm}“6%Pﬁ93@r3pﬂ@¢§l10yq]zﬂdol- -yl}-
5|Oy£ gilcni% yl met hoay] -indol-1- 25 yl}-acetic acid,

f 2&%&1@9@‘55((4 -trifuprraetbrat RYFubhERsY a0l imegrylsngpl-1-vll-
] id@ﬁ@p@&(y} i ndol -1-yl)- acetic acid. EspeC| ally
pr %f"ﬁf{?ez %) aI Sg }1%:}53 Sn{ %%frlo og@%et%olngg SZI—?-fpy;a%E)fry-ly?methoxy]—
{6m[d81' [@I}%de’cﬁa&:é trifluoromethoxy-phenyl)-2H pyrazol -
20, _ {AZ@ goaﬂth- —tnduo¥oxlqetha‘%§%hgnyﬁcflﬁ );raz%I 3[Y1] -ethoxy}-indol-1-yl)-
roacehhydld 5-(4-trifluoronethyl-phenyl)-2H pyrazol - 3-yl
[2 Q@x‘{]ﬁlfneg]}@ (-510 4—&1%01“01?19@15&)9 pﬁ&iy‘#}- 21({6py{r§zol-3 yl]-propoxy}-indol-1-y1)-
(4aq€ﬁ¢ﬂ¢ldbor onet hoxy- phenyl ) - 2H pyr azol - 3-yl ]
- PIQPRXifthot SHHahyILs Y b drifluoromethoxy-phenyl)-2H-pyrazol-3-ylmethoxy]-indol-1-
25  yl}-acetic acid,
(6-13-[2- methyl—S—(4—triﬂuoromethyl—phenyl)-2H-pyrazol—3—yl]—prbpoxy}-indol—1—y1)~

acetic acid.

Especially preferred are also the following compounds of formula I of the present
invention:

30 {6-[2-methyl-5-(4- trlﬂuoromethoxy-phenyl) -2H-pyrazol-3-ylmethoxy]-indol-1-yl}-
acetic acid,
{6-[2-(2,2,2-trifluoro-ethyl}-5-(4-trifluoromethyl-phenyl)-2H-pyrazol-3-ylmethoxy]-
indol-1-yl}-acetic acid,
(6-{3-[2-methyl-5-(4-trifluoromethoxy-phenyl)-2H-pyrazol-3-yl]-propoxy}-indol-1-y1)-

35 acetic acid,
(6-{3-[2-methyl-5-(4-trifluoromethyl-phenyl)-2H-pyrazol-3-yl]-propoxy} -indol-1-y1)-
acetic acid.




35 acetic acid, (6-{
3-[2-nethyl -5-(4-trifluoronethyl-phenyl)-2H pyrazol - 3-

W@ pqos0gz8poxy}-indol - |1-yl)- acetic acid. WO PCT/EP2005/002074
2005/ 085235 PCT/ EP2005/ 002074 13 Furthernore, the
pharmaceutically acceptable salts of the conpounds of
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acmepba kibnvzmsdd atrfgnetixmal griupytd provide daevatwas Wgéb are CaPable of
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15 NY&RYA9Erhnda | REviPh @08 Wiltin tiescopaof tatinventin.
compounds of fornula (1) as defined above, which

E;ogssi@‘rt r/r a!slsngq% P %rp;%%tpéim%n%oam er o d af f(&%ﬁ&@anuﬁéture of

whesiepourls df$orGhda &) lay defired ab &, Wﬁtth@rdcda's') CaMprises
defined as in claiml1l and R6, R7, Rs and RO are

sel ect e éﬂf‘{,@ J]‘?ﬂ%ﬁo&&%ef%%‘ﬁﬁl kyI C3_7-cycl oal kyl

halogen

C2. 7- al kenyl

CJ.7-alkinyl, fluoro-d _7-al kyI gyano-CI_?- al kyl, and
cyano with the provi so that oneRof R6, R7 or Rs is

- OH, R’
rR—< _
o - 11
1
ot A
Y R’

20

25

wherein R' is Cy.7-alkyl, R* R’,R*and R® are as defined as in claim 1 and R®, R7, R® and
R’ are selecied from hydrogen, Cy7-alkyl, Cs7-cycloalkyl, halogen, Cy.7- -alkoxy- C;y-alkyl,
C.7-alkenyl, Cy.7-alkinyl, fluoro-C;-alkyl, cyano-Cy-alkyl, and cyano with the proviso
that one of R®, R’ or R® is -OH,
with a compound of formula

R

12
RN

1*( ) R'S
R™& (CRRM) ’l\e; ‘
§ 14 HI

R




with a conmpound of fornula R1I3 R N N 1}~~Rts RI16
((:;RIoR11) R14 11l 25 WD 2005/ 085235

WOPEVH/eEe2305/ 002074 - 14 wherein X, Y, R10, R11PCRER2005/002074
R13, R14, R' and n are as defiingd in claiml1 and R 6
is-OH - d, -Br, -1 or another |eaving group, to
olhiatdn & ?oﬁp)oﬂndRUf fsoﬁmlaanﬂﬁreaas%égng@m@dlm\lFﬁ?nd R is —OH, -
wherein RL’is Cl:7- aIkI and R2 to R9 defi ned
i rClciBai ot anst%ﬁ&aaﬁgugmw RVl R T et b %ﬂ%zoré%‘{‘%r
group to obtain a conmpound of forpula I, wherein R
i s hydrogen; or, alter na{ﬁvel Y, E?Ureacti ng a conpound
of formula R5 R6 7 R4 | H 710 wherein R4
to R9 are as defined as in ghaim ith a conmpound
of formula O R 1 R 17r% g grein R is
Cl_7-alkyl, R2 and R3 ape R *d._ig claih1 and
R17 is hal ogen, trlfl at & or/° anofher Reavi ng group, WO
2005/ 085235 PCT/ EPR&% 74 R°

R R

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

R is hydrogen;
or, alternatively, |

b) reacting a compound of formula

Rs R6

R v

N 8
H . "
R

10 wherein R* to R’ are as defined as in claim 1,

with a compound of formula

wherein R! is C;_y-atkyl, R? and R’ are as defined in claim 1 and RY is halogen, triflate or

another leaving group,




- 15 to obtain a conpound of formula RS R6 R7 a 1 N
Rel ~y /| s ROR~( RB Rwherein R is O _7-alkyl and
WERHE/08RE are as defined in claiml, and opti oREI/EP2005/002074

hydrol ysing the ester group to 09§aln a conpound of

formula I, wherein 5 R is hydrogen. As descri bed

above,  t .caonpounds formula (1) of the present
i nvent Qﬁ%clgna mpoﬁls%&ffgs n“gg, canents for the
treatment and/or prevention of di geases which are
nodul at ed by PPARS and/orR“PARa .aonlsts Exanples of
such di seases are di abet es,

dependent di abetes nEII|tu aged |ipid and
chol esterol io |evels, Rpz | ow
HDL- chol esterol, high LCL-c‘e e hp8or hlgk

triglyceride Ievel sclerotlc di seases,

nmet abol i c syndrorreF% R evat ed bl ood
pressure, endothellal y fq@%tlon pr ocoagul ant
state, dyslipidem a, polycystic ovary syndrone,

i nfl ammat ory di seases (such as e.g. Crohn's di sease,
i nivhereaR bis\C, baiel amﬂ R%ast@ aread ddfinsd in daimeieatitis,

hol /
gr %)Ih ﬁg’ﬁ"i@aﬁ@?’&"? estt ng-“H VFOa%btélg%%ngiug)tdhoéf rforrxr(ulal wherein

5d|Rbmdze'dsqgeand di seases that have an i nflamatory
component such as e.g. Alzheimer's disease or

i pai r adhiaR6eY ARve, RO Sk blYl?dsfdf'?&rtdlﬂE‘ II) %E' ¢he present invention can be
proliferative di seases é ancers such

| | prrdas sordicameatar thefecapmendand smvane Ot gﬁaarfssr‘glm gre
c aﬁﬁﬂ'iﬂa%&ﬂb PEARS alﬁki?IBfIBPAROL-E i6iS Gﬁ)ﬁﬁ]ﬁEdjf@ﬂﬂ‘Bdhteaﬁ@rare diabetes,

the treat t .of

chBISH "E%Peﬁ@rlgl Lerient ?fﬂ%ﬁ?& i s BB LA Ebtestero
10melerble] patici2ithslpwdiDircholeytartd drigh Kb;)ch%mbs’eﬁdr orchigh Tgdyceride levels,

I nV gtg(lfsf eronrzzecflseasoers erng:lag‘&m s%&to%e an C QH‘L t&gﬂﬁOOd pressure,

|ne

an dn@tbﬂaaﬂ dmfemtmapltoyoas&%mfatﬁ, éy%@pdqnéa, nodiEyeic ovary syndrome,
adjiﬁjé?ﬂhatgrf séa!gcesr suéhhag ' gn&ﬁﬂ{d OlfiséaBe, @ﬁfﬁﬁnﬁ'x@t&? BBREMEkRase, colitis,

as de ove use as éﬁeuth

s ubsRGARs, cl'pgqas{;qsyé{'ﬁbégqxg,ofgge %WF'é’r gma;qﬁ égfyxppé, osteoarthntls, psoriasis
55 UDRRE BAER Skih HWisckdgs, 2Ad diseak At hﬁ&CHthﬂﬁhmaeﬁtﬂceﬂxpOﬁent such as e.g.
O et AL e Y AR, L0 P s
paﬂideﬁddb tdahyernauchian el liposatepeadenisn cancer, prostate cancer, pancreatic
cancer and breast cancer). The use as medicament for the treatment of low HDL
cholesterol levels, high LDL cholesterol levels, high triglyceride levels, and the metabolic
20 syndrome (syndrome X)) is preferred.

The invention therefore also relates to pharmaceutical compositions comprising a

compound as defined above and a pharmaceutically acceptable carrier and/or adjuvant.

Further, the invention relates to compounds as defined above for use as
therapeutically active substances, particularly as therapeutic active sub stances for the
25 treatment and/or prevention of diseases which are modulated by PPARS and/or PPARa
agonists. 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

30 state, dyslipidemia, polycystic ovary syndrome, inflammatory diseases such as




di abetes nellitus, increased |lipid and chol esterol
| evel s, particularly | ow HDL-chol esterol, high
wa Blospsfabest erol , or high triglyceride |evel s, PCT/EP2005/002074
at heroscl erotic di seases, netaboljc syndroma
(syndrorre X), elevated bI ood pressure, endotheli al
%unc o1c(1) RechRES o(s)t%gl’”t}iarnus, EQO faltsi%taﬁd ofhys slgﬂ'd%{ﬂe@; and proliferative
I'c ovary ammat ory di seases such
ast@s@OOS/ 085235 PCT/ EP2005/ 002074 - 16 rheunatoid
arthritis, osteoarthritis, psoriasis and other skin
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polpemsd i ¢ ovary syndrome, inflanmatory di seases such
as rheumatoid arthriti s, ost eoarthriti S, psoriasis

'?‘Eg ?:15. Ef[ﬁ {Dis g’#llqlg F rf%l%tf aTtrc]) ge "Jf 8{@%}{&% asqieﬁﬁ?c?&gwe for the

-as tidefmene andbopmvéntiont dsfedxs¢$@ athnimre ardiulstedol § gid/or PPARa
of dis RRARZnsuli
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dl dbmnésnt dabretesoulipusyinprsased dipid and Ff’é‘lélﬁfve i BsEpyarly low HDL-
héﬁaﬁ?fo P'Afb%lrlﬁﬁds-ﬁgolbét@oﬁ 0@'&%%@1};@&‘1&! 1e¥eld, ethelsclerotic diseases,
ar

particu

ter
L Dmesaisltie gyrékgme (Wﬂdmrﬁﬁ% ,rq? géﬂchiegqewyéq, gndothehal dysfunction,
at hesQaghiesatds d@*ﬂﬁﬁ@é&ﬁﬁ olidks arg syinanerinflammatory diseases such

Zoéf,é? g{«;gqu%c;}% ngflgﬁ‘ d’ébﬁcff‘]gif‘l]th% lpg%rZass%g&S lotﬁg}ggrxﬁrh;flﬁr@ér, and proliferative

poldyeyst.i ¢ ovary syndrone, inflammuatory di seases such
20 as rheumatoid arthritis, osteoarthritis, psoriasis

and ot ITrtl adcﬁlﬁb{} AL Q080 réH’(gs ﬁ%rtﬁk hgeed'f%t)hrlg%ungd SQRER&] above for the

I n add he Tnvention relates to use of

comppepamationaf roesidamesataion the tf@ftmﬁhfemdb‘?féﬁﬁY%UPB ©f giseases which are
geqﬁ&cﬂﬂﬁg& ??ARS hgdfok ?? oﬁﬁ&/ Pfelgdsifeﬂ\éﬁﬁﬁlplm obfuch diseases are
i seases which are a
25gebabstes, AR ww-&s&aﬂ%ﬁ "(S‘FX%‘SE e BaG0EunG e Lipid and
di I%Ikastegt%m Rk l;ﬁbﬂxcﬂﬂdr}»y mwmmgs:uhblﬁsreﬂﬁnagmm -dfiokestetadsor high
mel l.itus,, inc | and_ ¢
pal.tflglgaqrglﬂlve{ O%ﬁ?—rl l%ﬁét: dispasesy lme ?ﬁ%%droﬁ%\(s;nﬁrome X), elevated
L Dbl sdibpressties, ehdotbelidh d@ﬁuncttmgbgcceagﬁamt Istates Hyslipidemia, polycystic
;; ho%r %S%L%r grﬁé %ﬂhﬁ%%%ﬂw&?&%ggg b S hSYRAE B thSiE) AE0HR thritis,
30 psoriasis and other skin disorder, and proliferative diseases. Such medicaments comprise

a compound as defined above.

The compounds of formula (T) 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.

35  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




bl ood pressure, endothelial dysfunction, procoagul ant
state, dyslipidema, polycystic ovary syndrone,
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6-Hydroxyindols 1 and the regioisomeric 4- and 5-hydroxyindols are commercially

5 available, known or can be synthesized by methods known in the art. The bydroxy
function of compounds 1 can be protected by methods described in the literature, e. . by -
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schemes 3-6) and/or the hydroxyindols 5 contain chiral centers, ester compounds 7 and
carboxylic acids 8 are obtained as mixtures of diastereomers or enantiomers, which can
30 be separated by methods well known in the art, e. g. (chiral) HPLC or crystallization.

_ Carboxylic acid esters 7 can alternatively be synthesized via regioselective
condensation of pyrazoles 6 with hydroxyindols 1 under the conditions given instepd
(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).

35 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 can be
synthesized by methods known in the art. Examples for possible syntheses of these key
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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

10 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-bromosuccinirmide 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

15 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
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Substituted acetophenones and heteroaryl ketones 1 are commercially available,
known or can be prepared by methods known in the art. Acylation of compounds 1 with
oxalate derivatives can be performed under standard conditions, e. g. with diethyl oxalate
in the presence of a base like sodium ethoxide at temperatures between -78 °C and 50 °C
in solvents like ethanol, or with with lithium hexamethyldisilazide at temperatures
between -78 °C and ambient temperature in solvents like ether, to form after subsequent
acidification free ethyl pyruvates 2 (step a). Alternatively, pyruvates 2 can be synthesized
via i) transforming ketones 1 into the corresponding silyl enol ethers 3, e. g. through
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Reduction of pyrazole esters 1.(compounds 4, 5 and 6 in scheme 3), preferably
_ using lithium aluminum hydride in a solvent like ether or tetrahydrofuran, preferably
5 between 0 °C and room temperature, gives primary alohols 2 (step a), which can be used
as such or can be converted into the corresponding halides 3, e. g. by treatment with
methanesulfonyl chloride in dichloromethane in the presence of 2,6-tutidine, preferably
between —20 °C and the reflux temperature of dichloromethane, by treatment with
thionyl chloride in a solvent like dichloromethane or chloroform, preferably at
10 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 b). Esters 1 can further be converted into
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Pyrazole 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, e. g. &
halide (step a), reaction with cyanide ion (step b), saponification (step €). 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 R''Li or lithium aluminum
hydride in solvents like ether or tetrahydrofuran give alcohols 5. R*°CO- alkyl ketones
can also be reduced, e. g. by treatment with sodium borohydride in alcohol, preferably at
fernperatures between —15 °C and 40 °C. This reaction can also be carried outin an
enantioselective fashion leading to the (R)- or (§)-alcohols 5, e. g. by treatment with
borane—dimethylsulﬁde complex and (S)- or (R)-2-methyl-CBS-oxazaborolidine as chiral
catalyst in tetrahydrofuran, preferably at temperatures between —78 °C and ambient

~ temperature according to Corey et al. (E. J. Corey, R. K. Bakshi, S. Shibata, J. Am. Chem.
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Alcohols 1 (compounds 6 with R'* = H and R¥= OH in scheme 1, compounds 7 and 8
with R* = H in scheme 3, compounds 2, 4 and 6 with R} = H in scheme 4, compounds 1
and 5 with R'* = H in scheme 5) can be protected by methods known in the literature, €.
g. by treating them with tert- butyldimethylsﬂyl chloride in the presence of imidazole,
preferably at room temperature in solvents like N,N- dimethylformamide, to obtain the
corresponding tert-butyldimethylsilyl ethers 2 {(step a). Halogenation of protected

* pyrazoles 2, e. g. through reaction with bromine preferably at temperatures between 0 °C
and ambient temperature in solvents like dichloromethane delivers 4-halo pyrazoles 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
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251056 8R 23 r TR0 240 B2 B Zdsformed 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 tetrachioride or carbon
tetrabromide and triphenylphosphine in solvents like tetrahydrofuran, preferably in a

temperature range between room temperature and the reflux temperature of the solvents.

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

. compounds of formula (I).

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 PPARa 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 amptlified
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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PPARy receptor binding was assayed in TKE50 (50mM Tris-HCl, pH 8, 50 mM
35 KCl, 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 ug



Gal4 DNA binding domain proteins fused to the |igand

bi ndi ng domains (LBD) of PPARS (aa 139 to 442), PPARy
Wo(zg%,(,];gﬁato 476) and PPARa (aa 167 to 469). Tec3mEpr2005/002074

acconplish this, the portions qof the cloned sequences

encodi ng the LBDs were anpllflé@ fromthe full-length

clones by PCR and then subcloned into the plasmd

VBOl Ma8s (HHaRRhcia SreRBsmval £ fingrviohinedlofhp ubkix shakipe Fbe resulting

R
anal ysi s | E Th ;
e S SRR R oot o cocrr
f dbsitARing habeind pmmm wap easmoveldm ithe gemidy] H’eué Croéit‘ﬂmg the recptor-

BL2 él ggogg ‘i S‘lra %Eﬂlée dkif{ g@gmgﬁ‘yaﬁaﬁnmﬁye EETI000 dpm 2(S)-

ec ol ogy, WIley Pre dited,h
5 A(aswabquthmmaymno)geamm,h WOBH@J yhﬂ-s?ggﬁ PALLEH4BY). ethoxyl-
7&}{3%9@ %frﬁﬂo'ﬁ%a%?% vy G pﬁ%@é/ S8 NhERNMEQof S:Qﬂb/h’dcé peRT fagHh and

amrgtﬂ]fat;g@ PBSAMA &oglgtl egp%lf bgjgér}g E‘. tw)éll'e performed in 96 well
%E hﬂ&‘t}ﬁ: 2R %fB@I&hd/ a@ﬁmaﬁuﬁﬁﬂ%rﬁ%mbWIng

i s ety BAEOR e

10 2gdkbélel |c:om§alot1f1d tDeretdpphsduieayere dQFan6Rp Qag-é &yithin a range of

aC| d, u (ST0) A beads 10
%‘Aﬁf%ﬁg d]l%)rr%vﬂln a'final volune of 50 | by

shakl ng. The resultl ng sI urry was incubated for Ih at
' FaRea¥ssay300g. The super nat ant
cont ai ni ng unbound prote| n was renoved and the

sem diy, Jpﬁ’:l @ﬁﬁyadem KHEATECRLION) seat grdwn e AISEM medium
was resus

2 |
apontpiéng &5‘/@{9}35 ,arlt QX %?@@Oglg%ﬁga I}'n%slg e $EW§§V8?ECLQ%C1 in 6 well
15 ?la@és khaAbh® d@uo%@mstweucamunhembatpbnjamﬁargdd mithieither the pFA-

emc ijé)f P%ﬁ%&‘gﬁﬁw g§ V\Bﬁ&sﬁ’&g%lgﬂgds plus a reporter

Rexs D li[&hnsfécﬁbnumd atacgpmimheda@uth@]gglﬁngge 6 ﬁeageqiégigglgq)Molecular
T%?q?:glgpré@r zl gg)ﬁ(%%t 'tg) tsﬁ?ffe&»&@i:‘f%%&) cixPRSes foRsP@astinsfection, the

T cat wthin a
¢ atlbsondce heivosted by bpSGZAEIANdseadpdAn 90 HPRIGCY 43 Sepsipy of 10"

20 D nlijségg]’{gf& 2@ S8YR Y0 bilow KERPn{n0Bellsithe hGﬁxun}DHaBrenﬂﬁ’ed and

nmvi EDTA, /m, fatt amd
arrdpla.@:dWW!ﬂDmf) ul Olfehe@iéﬁil @gg mefjum F%%&W%t t*%ﬁ i‘%‘s’%}ws or control
eqih Y& @Rkl BMS@J@BE}&E?@:&B@ lﬁMSF@ibvpngtmbawSoﬂdtbg s for 24 hours

‘to 10 SPA be Pharma ls0 Ul of Lucif
V(.WIE}h@l fangess fllltfa éﬁweﬁba e &é?%ﬂ%ﬁ:ﬂé‘d anf %1?1? 50 plofLud erase

' r@d&ﬁ?&n@i@l@ﬁRdaEerﬁt(R&%edﬂ(ﬂe&dm Biothegeigals)dio tpse ﬁlpencegﬁ § and initiate the

I hir&d MesPackard
25 j Tape éFeﬂf%Pﬁ glrag géc?eglt Luﬁl%ﬁts%{n@% g%}%ﬁ%?é&@ raP FRL®Ir ar

dp@dtmd 'headslpWagalrae‘g*mtmgdn ithe E@sqncg,pg ariest su&g?_gce was expressed as
&i&%ﬁgn B{r{}q:klgﬁ @ulﬂltedligqgga%ﬁﬁéeq'ff the substance. BC50 values were
€ en

nzo y am no 4-
1 cm iated wiing Qae ﬁ’e@rwﬁw %ﬁ@ﬁ{gﬂﬁss&)@}ﬁtbqns 2 K-
The free acids of the compounds of the present invention (R! is hydrogen) exhibit
30 I1Csp values of 0.1 nM to 10 pM, preferably 1 nM to 500 nM for PPARS and/or ICsq values
of 1 nM to 10 uM , preferably 10 nM to 5 pM for PPARa. Compounds, in which R'is
not hydrogen are converted in vivo to compounds in which R' is hydrogen. The

following table 1 shows measured values for some selected compounds of the present

invention.
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materials for injection solutions are, for example, water, alcohals, polyols, glycerol and
vegetable oils. Suitable carrier materials for suppositories are, for example, natural or
25 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.
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i gands (final DMSO concentration: 0.1% . Foll ow ng
i ncubation of the cells for 24 hours wth substances,

W(fg)g%o f.{he supernatant was was discarded anob@f;m@@mgmﬂ

(¢! f erase Const ant - Li ght Reagent (Roche
Mol ecul ar Biochemicals) to lys@-the cells and initiate
the 25 luciferase reaction was added. Lum nescence for
I ucifemnbssbilieess, peastnevEsi wetinpask amalsiiap @seHe consistency-
0 :hen én@ ,fsilﬁ Presan ﬁl@cfsnﬁ)tic%éssure,
%Qfﬁ% gén\%sé@%otﬁq;ﬂé)\é Y g gents FARE

S expre -activation, ove
burffﬁu beltstahcen selnbiliatys.sninsarss 3{1 @%ﬁﬂ%?@ﬁ?&%ﬁndﬁé@"\éﬁﬁégm nto

c‘gﬁ]gﬁera%%h%' Blreth ek dadibeand.f it program (1D Business
ol utions Ltd. UK).' The free acids of the conpounds

of the prese |nvent| dro

| 50 e aregs SrheromRMS %@fﬁﬂﬁ%{}i B ‘Q%?%W %Qiepen ding

cErMHeQﬁseEMRSe aoglrolied, %Oigv ahdigs 1nd;rﬁr1d11a}ﬂvqrxsi¢j:10100f|\sz}1e patient and
%c[ Q% &ﬁ 3 a’ﬁrr]% (}élg M P ERARR Be Goep Wﬂl@glndl'vﬂuﬂ}ka@ﬂrements

af & eonvertéd in vivo to co
mmamﬂnpaimcﬂar case Rod mdgle patieritea daily dosegern) 2bawl %mgngMiOOO mg,

&?Q&ﬂffa%o\ﬁ?i H’%o aBEutleU@ij%ed et afo E@Mﬁ@l‘m Qfeptiding on the

5/0 @5 PCT/ EP2005/ oouznqty
@qsag%ltﬁ lisscopverpaRo PAERRiSPRR BEe B FBTA) §osage
| C50(4nol /1) 1C50 (nol /1) Exarrple210 10 0.140

Exanphé&p d&rg}é?utﬂ:gl eﬁﬁﬂho@@iﬁpﬁﬁeﬂﬁr dgn&m ahout@. Dﬁw mie
nas o or t he armaceuti ca
B’@ggﬁli’l{%iﬂl eloé)épg’so?gr?am(?é%lf‘gf)g fermy llaog ‘used as d

medi canents, e.g. in the formof pharmaceuti cal .

pre p’@hafdliomg onmpieseetve talljuspete dre present BYvepden Wgpore detail.
mnistration hee Rdm M isitek ethnnkpr exanpl e,

gg’%"}fﬁf‘? Vjatver’ gt ;B@Sydﬁgwor m of tlgébl et§, coated

t abl et s, dr agees, hard and soft gel ati ne capsul es,

solutions, enmul si ons or suspensions, rectally, e.g. in
the formof suppositories, parenterally, e.g. in the
formof injection solutions_or i,nfusion solutions, or
topically, e.g. 1in the forﬁﬁ%ﬁﬁ%ﬁntnents, creans or
oils. 10 The production of the pharnmaceutica
RhBpasialdmans can be effected in a manner which wll
be famliar to any person skilled in the art by

?‘ﬁ? Ln ﬁﬁetdteSISMPpeﬂT Ccﬁ_{mf&gfggﬁn%ﬂeobm@ =(1,3-danéthyl-3,4,5,6-

gnreal yacce

o 61 #%Eﬁe?)gi ethanol,
m:tmhydsct -2 Gl )opyrimidinansgbPAeT hthmrﬁ dijgprrgpylams aien
| ﬁ%ﬁé cfxﬂﬁﬁ@aﬁ@é‘tﬂ'lcalrbé(mci?ﬁgétahﬂé eI‘HEQHttGak@rdrdwﬂuehﬂ d

FrTer terials and esi red, usual

har maceuti cal adjuvants.
P J Example 1

al [5-(4-Trifluoromethyl-phenyl)-1H-pyrazol-3-yl] -methanol

A solution of 5-(4-trifluoromethyl-phenyl)-1H-pyrazole-3-carboxylic acid ethyl ester
(160 mg, 0.56 mmol; PCT Int. Appl. (2003), WO 2004000785 A2) in tetrahydrofuran
(2.5 ml) was added to a suspension of lithium aluminium hydride (43 mg, 1.13 mmol) in
tetrahydrofuran (2.5 ml) under an argon atmosphere at ambient temperature within 5
min. The mixture was heated to reflux for 12 h, cooled to 0 °C and treated cautiously
with water (2 ml) and 10 % aqueous NaOH (0.5 ml). The reaction mixture was filtered
over celite, ice water/ethyl acetate 1/1 was added and the layers were separated. The
aqueous layer was extracted one more time with ethyl acetate, the combined organic

layers were washed with ice water/brine 1/1 and dried over sodium sulfate. Removal of
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15 Suitable carrier materials are not only inorganic
carrier materials, but also organic carrier

dﬁ ?g-s. Thus, for exanple, |actose, corn SEEEFEH002074
eritvatives thereof, talc, stearic acid or its salts

can be used as carrier materials-for tablets, coated

tabl ets, drages and hard gel atine capsules Sujta 5

&r@rsbllv&ft it ercdata! fressusodave Gk (038 remeb P &8) ofithe tigrompound
%ﬁ X dvegetable oils, waxes, fats and sem -solid

T 8b|d pol yol s (dependlng on the 20 nature of the

active ingredient no carriers are, however, required

M§: 24l QdsH)of soft gel atine capsul es). Sui t abl e

carrier materials for the production of solutions and

BY 5 Midoroflethyl- fSQ(EAL—'@?ERﬁBduﬁeﬂlj@kﬂgm D ypotaolesucr ose,

Invert sugar and the i1 ke. Suitable carrier materials
fqara sﬁﬁhlt:%ﬁtof{Hl(éi@zhﬂﬁér@ﬁ&t}@ﬂ@heﬁ}drlﬁxwrptcdﬁ “yiriresthanol (40 mg,
al cohol s

S cer ol o
807 eeimd i picdief B BT M0 aieadh b7 b atoC
%ﬁé&pin%er d}g&th!{o@}ﬁhéié P sBhftidaned stired at $3EHr 2theerssl a46@ °C for
sem-liquid or

i qui d pol yol s. Suitabl e,
ﬁﬁp@pi Theqnixgire “faé%'PEEﬁ p%%ﬁ&?”ﬁ?" equs] Cﬁ&b’g?[ 1 extrac:ted two
5 ﬁt?l%&ﬁ%k?néﬁ%@?ﬁﬂ&ﬁ@%dxﬁb@ﬁ?&? extrmerra yldreda g:map@um sulfate.
oil's, Tiquid waxes, I qui araffins ui %
av@mh@m@ isberaran usdes sengranesgiomsr & M0 E8hiniot, 2% of the
?{{ﬁ&, B as WHLQ99AR85235 PCT/ EP2005/ 002074 32

I|zers preservatives, wetting and
enulsrfylng agents, consistency- inproving agents,

ch e onaF=R dfﬂ[&mdﬂgd_agmﬂ&v)Sﬂﬂdlslvﬁﬂracmg@gﬂMﬁﬁg

osnotic pressure, buffer substances, solubilizers,

(TR Rt FOBPAR PO e P et car%%ﬁamﬁ?‘i&
dassageobfanidhvesicmngaobrmise ﬁﬁ ngg prgIramp}))in 2 rnan argon

d A ). Th
RO PRREDIAG acRl Al DR %Eﬁ?ﬂ?@%“‘é‘?’ ¥

Urhistypa tiee netuEelly AT i RO fTBRRFFS SEEAGH, LahgoRiefonto 2N
AfCHRY s 1AGd Jﬁ:‘ﬁ@'teﬁ@wé lﬁﬁmek R\IﬂtthtﬂjtlaJceta‘eq’ﬂhaf @msited organic

n each particul ar cas adul at i,ent
:jg\gegg\geréfpwaw Wﬁﬁ:rtagd QHB E)vq(%a %b leaée %‘hgscﬂ@%rltmras removed

%gm& aéﬁuﬁéli fressaboatid 4R Qesidne meified byrbhmgo nblomfzgrmhﬁ’ (silica gel,
pen LN e i 1 .
e e 1 03000 Lo BP LR Y Run o yllow o

The pharnaceutlcal preparations conveniently cont ai n
akieL3620t MBHD . ny, preferably 0.5-100 ng, of a
conmpound, of formula (1). The foll owi ng exanpl es serve

' gj 6! ﬁg&%ﬁﬁ‘iﬁél *19119 GeaRkid @A N Tore detai|
intended to limt its scope in
g’gégg@acg rc]:géimtg'glu% a k%ﬁﬁqb%r%%}ggnﬁm%tm&oief JﬂY lacetic acid
=ferSb@thletenyd.2 g, Al.&nfinol) in THF (24 ml) was added a 1 M solution of
tetrabutylammonium fluoride in THF (11.6 ml, 11.6 mmol) within 15 min. The reaction
mixture was stirred for 1 h at ambient temperature, poured onto 1 N HCl/ice water 1/1
and extracted two times with ethyl acetate. The combined organic layers were washed
with brinefice water 1/1 and dried over sodium sulfate. The solvent was removed under

reduced pressure to give 3.4 g (quant.) of the title compound as brown oil which was

used in the next step without further purification.

MS: 265.5 (M+NH,)™, 248.4 (M+H)".
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tetrahydro-2(1H)-pyri m dinone, LDA = lithium
di i sopropyl am de MeOH = net hanol, quant. =

Wo%@r/tkﬁiﬁt ive, = roomtenperature, THE = pCI/EP2005/002074

tetra ydrofuran 20 Exanple 1 _al

[ 5- (4-Trifluoronlthyl - 12henyt $4 1 H gyr azol - 3- yII
- nmet hanoI A soI uti oril of

/ P R ! LS C cindoly acetic acid
: hyl: est er (160 ng, 0.56 mml PCT I nt Appl :
‘%g'gﬁ%—‘W) 2004000785 A2) in tet rahydr ofuran (2.5 m)

dd f i
I R e e
cﬁﬁé&hetﬁﬁl &r(gﬁﬂﬂabﬂm]ﬂ}éﬁéleaﬂ) éprjg‘ﬁ;ol@ g4 1y @mol), cesium
Cﬁrbogat&(g% m(g0866 Elm?]lg"aP 42 élteaeg\@fép&%%ﬁgloﬁgier Wark H%sﬂeﬁ’died]tﬁ N,N-

auttously wth wa ég 14h
diin} thatfer nd4nite 4 ¢ ndb TheNaspen§ion wamt)rred-m @rr}bé%{gttergﬂeratur oF

.agd)i’{nu % Ka W oid "I‘hte %{)}@glat Vpa\é%ﬁraﬁb@!tt'e& @ndérGedit @iésetifeyand the residue

| ayer re separate
ditsolvedip bBUSCT g sndd] B i R et DhelarEs FERAeRp R and te
%Msl ARelLal Brrdcha m&bh&eﬂﬂoétbﬁmtaaﬁorham@mé prganic layers

dwth jce t.er/ br /1 an
F AR TR ST SRS P08 DsaR R BB SR a
reddvidign & lradinted predaire m«ﬂ &medslmeasgtﬁeé hyacpburgn ch@matography

égxﬁ &el tanfggcq@ E\)ﬂtﬁ-’é'pg ﬂg (tléﬁrrﬁ)? Y BF’theQﬂeVéBkﬂp%und as orange

&bl or onmet hvl - 5- (4 trifluoromethyl - phenyl) 1H oyrazol e
5 To a solution of [5-

Wjﬁ - PREANLIE Do a2)- 82 hetBoyt] Hndok1 yiirmktic acid

T n chl oroform(4 mM) was added

t hi onyl chl or 0,34 m at 0 )
T pepiutiome @& Siorenetiv] e il i Sy Bhdol1- Yl}
Zeellc 308 teat- bﬁer )GétérQB g 1mmmotjrmertﬁfmﬂnhmtaa (760 pbgvas added 1 N
onto i¢c ter/a bi
FU5EYS }ﬁlac&t‘ﬁ?ﬁ‘ g@ﬁﬁ@f ﬂ?‘?ée d& ﬁg co ggeg fté%?’?“é’% %m ent
weiRrdiicemdevatersatidumden kdduced preas@trg{,[hg@e yegpasshssplyed in 1 N
s uRBER1
T e
eardcRdiwith ethylstchigte. She sombised preasiclaveps Werget?ﬁﬁ%d e
thh§QdWEﬂ m @faporated i oto
e e & (5 6.
glzeﬁlqﬁﬂﬂqorrmwnééém&n é‘é‘?‘ﬂo@r%{"g S(Cqé’wé‘ CéYSt ¥.8 mml) in
DMF (130 m) under an argon 15 atnosphere was added

Mg;qu_@?qtﬂty acid tert-butyl ester (8.5 m, 57.8
nmol ) . m xture was naturally warmed to room

tenperature, stirred for 1 ’{AC}H? yred onto 2 N
HCl /ice water 1/1 and extrac wo times with ethyl

acetate Ia ers vver_

The.conblned organlc

5—(4—Chloro—phenyl)-4—methyl-lI—I-pyrazole-S—carboxylic acid ethyl ester (58 mg,
0.22 mmol; PCT Int. Appl. (1997), WO 9721682 A1) was added to a solution of KOH
(15 mg, 0.27 mmol) in absolute ethanol (1.6 ml). The solution was stirred at ambient
temperature for 15 min. Methyl iodide (30 pl, 0.44 mmol) was added and the reaction
solution was heated under reflux for 2 h. The solvent was removed under reduced
pressure and the residue dissolved in brine/ice water 1/1 and ethyl acetate. The layers
were separated and the aqueous layer was extracted two times with ethyl acetate. The

combined organic layers were washed with brine and dried over sodium sulfate The



under reduced pressure and the residue purified by
col umm chromat ography (silica gel, 20 heptane/ AcCEt)
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as yellowoil. WM 362.4 (MHL+. dI

(6- Hydr oxxy-indol - 1-yl ) - acetr acid tert-butyl ester
To an ice cool ed._so

SOBEPE Wit LeRRrSE uaﬁi%tiﬁwg Efﬁ%ﬁ A3 e sesidig Pyrifiad by comma
&Qéﬁatotg&dglhybsﬂlyd geﬁfhteptrané/M@Bg) to jgj_ve@ang)[C) 1 mqnqh_@ %2 3-(4-chloro-

ek At t%ﬂgzl% Pl eu}-c%% %Thc%é a3 | BIBARLY cBrals and
mgr(&a%mnwi 3619} tSeiechlere- @temvlaé&-ﬂweth}’lhl%tmgﬁﬁaﬂ &—farboxyhc

%& Egﬁ%g&gSag 4L ed- a0 1 N HO/ice water 1/1 and

|nes W th ethyl acetate. The conbi ned
organic |layers were washed wth brlne/ 1
Sl o P BT i P BT8O et TR T s 2790
ﬁ@ Z)M reduced pressure to give 3.4 g (quant.) of the
1tlheé conpound as brown oil which was 30 used in the

% 'l%/fﬁq e%h\gﬁgsﬂm T t %%B%G%@lf %&fi@%@hc V84 e’&@ﬁes@et MS:279.0

EEIEEP2005/002074 -34 el t6 [5 (4 Trifluoronethyl
phenyl) 1H pvrazol - 3-vl met hoxvl -indol - 1-vl|-acetic

tert-butyl ester

37 , 0.15 mol
g:hmlnggvetpﬁbq: Plsmedw@ drsrbet @ﬁéwwle Sk (4 Hlerosphenyhr -
BB 219 pyPa3TE0} ):arb@ﬁyﬂic&ﬂid dhhyt astbowat red (&4 vngx lithiung alurnlmum

W P e

%&bﬂéﬁdxﬁiﬂﬁnblent tenperature for 14 h and for 4 h
at 80 The sol vent was evaporated under reduced

d4he residue dissolved in 1 N HCl/ice
&@féﬁgfﬁ}ﬂgﬁh ethyl acetate. The layers were separated
and the aqueous Iayer mas extract 4 eS Wi th
ﬁ hl e e s [ A L 8.

mashedAtmo'tlnes w th brlne and dri ed over sodi um

IH lafxﬁbgy toTttPl@ p§6&e&§ﬁtde¥@ﬂ)ed @y ldﬂnld]e f5~|(£‘dhk>sr+phenyl) -2,4-
pressufre

S rifie .
et g BRP (] PrCngbies et AP ARG cHorids for 2g mn at0
g t6 L&rerPEhlorbnidthydf3-(drehlbid- p]argbﬁhé@mie@sﬂ-bﬁamg@mleoqsweﬂow oil.
n 16 [5 (4 Trifluoroneth || phenyll 1H Pyrazol 3

XX, - 1-311-acetic acid 15 To a solution of
%%g?%gqiﬁﬁ?hgduoronethyl phenyl ) - 1H pyrazol - 3- yl net hox
yI-|ndoI-I-yII- acetic aC|d tert-b

aqueous L|CH solutlon (600 1) The reaction mxture

WES 4 8 e cf)ﬁlcgof&fon]d’f ch@drt-d @ﬂheth@deﬁhﬁﬂakw tHaindole (1 g, 4.04 mmol)

&%‘ﬁ%&éﬁga&hegﬁ Ir 45rge, > mmof) S DMF (10Tm?J L&Rk grltlgrUWﬂsatmosphere
was added bromo-acetic acid ethyl ester (490 pl, 4.45 mmol). The mixture was naturally
warmed to room temperature, stirred for 14 h, poured onto 1 N HClVice water 1/1and
extracted two times with ethyl acetate. 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
1.2 g (3.6 mmol, 89 %) of the title compound as yellow oil.

MS: 3343 (M+H)™.



HCl /ice water 1/1 and ethyl acetate, the |ayers were
separated and the aqueous | ayer was 20 extracted with
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Ice water/brine 1/1, dri 33d6 over sodium sulfate
and the solvent was evaporatedin vacuo to give the
t|tIe corrpoun ( s ,,68 9% as brown crystals.

Vi Xaladw: ky 8418 A =82l 7 2l 5 (4 Chlorophe yl) 2

4 di met ~ ~LI - 2H— pyrazol e-3-carboxylic acid ethyl ester
BOEh fre Ol sohltRnmfibéryl-bityldimethyl-silanyloxy)-indol-1-yl]-acetic acid

B B e e st
@trabutgtanyrhomistrefludqrs® ing, HR) N5 rn{yé&S rp:ngamf Aéﬁ}ln 't'he reaction
%ﬁ%@my‘%@& "tzc}rBﬁBl)% aﬂrﬁbx‘éﬁtsteﬁﬂv‘éﬁ%kop&nwbﬂid ON HIEL’ 1Kél7dater 1/1

I n absol ute et ol 31’) e ched
ool ma@wd\mg tiogs pitoptiayl aaeiptee by %%féfe%ﬁa’f i §f5f‘6‘?’ i)
%ﬂ ML atkogh Qﬁd Gﬁ@d Bker s@dﬂi‘ﬂn m‘tﬁlté Thasolagdeds agrdoved under

e reactlon SO undsgr
raCesISHIC JRSNF ered iy RO sty i £
h&Rak28LOBE téigihe 69@/&@ (p.nv thiioh&Bi%eofthe eﬂe ggrapawril @tquyqﬂess
acetate. The [ayers were separated and the aqueous
FESfer was extracted two times with ethyl acetate. The
conbi ned organl c layers were washed with brine and
NES: 210.0(eh)T,9460um sul f ate. The WD 2005/ 085235
PCT/ EP2005/ 002074 -35 sol vent was renoved under
dueed_ERIBSS BhénANsle i ARENEUGyBrAi3- et tnycybahdui -yl)-acetic
1 U ogr ap siTirca gel, heptane/AcCEt) to give 29
agdethylesiefpl |~ 47 % 5- (4-chl oro-
phenyl ) -2, 4-di net hyl - 2H pyra zol e- 3-car boxylic acid
et Qﬂ{zho Qhe pocediredbesibed forskanplednd, (622 -doB 1-y1)-acetic

gnag &t F%?Q)Wﬁﬁgm?%wﬁh A céllorog)ﬁ:ﬂprl I3'_$_4pc§}1}%1r§ o;fhengl) Clafér-diomxethyl 1H-

: ? iyazbleas itk redepte eisedumasroaiaty axgis]got@asm dide in acetone ¥o give {6-

e

Eﬂﬁr&e&td:rlaslydlcmgﬁwl)sr 1, 4-di met hyl - | H pyrazol e- 3- car boxy
lic acid ethyl ester: Ms: 279.0 (MtH)+. to bl [5 (4
(Iﬁ glqﬂ@mﬁ 2 4-di net hyl - 2H pyrazol - 3-vl | - net hanol
n ana]ogy to the procedure described for exanple 1

5- 4 hi or -ph]

70]-3-v1

‘euced vvlth 'ithium alum nium hydride to give

[5-(4-chl oro- phenyl ) - 2, 4-di net hyl - 2H pyr azol - 3-yl ]

_Irq%%.a oE?Lo e prgc%ld&[el ﬁ?&lbcé'dyfé} éﬂaﬁ'xplé. 3 f]',vﬁv[Sz@cﬁodebh&rﬂyl)-Eﬁl—
 dimethyl-2H-pyrazol-3-ylmethoxy]-indol-1-yl}-acetic acid ethyl ester was treated with

LiOH to obtain {6-[5-(4-chloro-phenyl)-2,4-dimethyl-2H-pyrazol-3 -ylmethoxy]-indol-

1-yl}-acetic acid as colorless crystals.

MS: 410.3 (M+H)".



cl 5 Chloronethyl 3

(4-chl oro_phenyl) - 14-di net hyl -| H pyrazol e I n anal ogy
wol®@ed/fe243r ocedure descri bed for exanple 1 b], PCT/EP2005/002074

[ 5- (4-chl oro-phenyl)-2,4- dineth I-2H-pyrazo| 3-yl]

“methanol was reacted with thi odyl- chloride for 20 nin

at 0 Cto give

5- cbl or omet hyl - 3- (4- chl or o- gixample 31, 4- di net hyl - | H pyr

azole as yellowoil. 20 Ms: 255.1 (MtH)+. dI [6 (tert

Bpgh_ QAR Byl SHhamew-gHagah '21-1’ %Haz@@-@tdaﬂjo&ﬂlda@cﬁ Bjak] ester and

esrer |? an i ce cold %Olutlo

4. 04 mml) and ceS| um carbonate (1.45 g, 4.45 mol
"In%lo € fhe)prodrdefe dRfcrited dor @damibmdt B (4vwafu yi-phenyl)-

G R b4 SR s o

Stidstresttédowith dneithyl profidesid tbﬂpxrsa_ncmof-mtmsgjén roxide/tg give 2-methyl-

?n{ﬁ ﬁ'é%” %%’1%‘%}& Bﬁﬁ f{”e)nﬁ‘cl V@IH&@B Rylbe ta%fd@ethﬁ*&@ter and 1-methyl-5-

organic re wWash
dr(|4etdlﬂ00e¢ms’fbﬁlrphﬂn§ hperazqlgs- gngg:gr £ a%ggglf L agoth as colorless

q?.ﬁtalgeduced pressure and the residue purified by
col Uurm chr omat ogr aphy (silica gel, hept ane/Ac(]Et) to

A B RN T B

PGRoEPA@9E002074 -36 el
(6 Hydr oxy- indoI-I-vI) acetic acid ethyl ester To an

- acid ethyl ester: MS:
et R o B N e SR S g
c Zﬁﬂﬁ(MeHiyl ester (1.15 g, 3.45 nmmol) in THE (11.5
m) was added a 1 Msolution of tetrabutylanmonium
fl ' -rh&chansl.
or 1 h at anbient

t enper at ure, poured ont o e er / X ' )
15 exIrr ey tovkF RPREST O R BT SRR &1 2 ey g quorometbyl
v9-1H @zoveegeaﬁbasﬁemadmmﬁ ebtet wey riedecedarith lithium aluminium
ried ov ate. 1
R B R R R et
CO{vhRBthfaMat ography (silica gel, hept ane/ AcCEt) to
give 500 ng (2.7 mmol, 78 %9 of the title conpound as

ystals. Ms: 219.0 (M+, 146.0. fl i6 f5
L@Poro(%%}?nl) 24 dinetllyl , '
2H- pyr azol - 1yI met hoxyI -| [

eXaEBlca i dthyl ek hydr oxy- i ndol - 1-y1). - acet ic 15 aci d

et hyl ester was reacted with

] G PIR yER it 1

polass] examphdl e, i [2rmerbgtt Dif-ttiBugrioweetliyl-phenyl)-2H-pyrazol- 3-v1]-
methanol (41 mg, 160 pmol) and tributylphosphine (50 pl, 19 ttmol} in tetrahydrofuran

25 (3.5 ml) was added N,N,N’,N’-tetramethyl azodicarboxamide (33 mg, 19 pmol). The

cooling bath was removed and stirring continued for 14 h. The mixture was filtered over
Celite and the solvent removed under reduced pressure to give a brown oil which was
purified by column chromatography (silica gel, heptane/AcOEt) to obtain 22 mg (50

1imol, 30 %) of the title compound as colozless oil.

30  MS: 458.3 (M+H)".
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[ 5- (4-Chl or o- phenyl ) - 2, 4-di net hyl - 2H pyr azol - 3-yl net ho
xy]-indol -1-yl}-acetic acid ethyl ester as yellow

Wogq&%s?&a%- M5: 438.1 (MtH)+. 20 gl 116 [5 (4 Chicaror200s/602074
eny 4

di met hyl - 2H Pyr azol - 3- yl net hoXd#l--i ndol - 1-yl | - acetic

acid In analo to the procedure described for
dll {B1[2-M16ehiB5-( g-znﬂldlmg}@ép igﬂegnlb—%i -pyrazol-3- vlmethoxvﬁ( rE;Pol 1-vl}-

ad| mtch¥l - 2H pyrazol - 3-yl net hoxy] -i ndol -1-yl } -acetic
hyl ester was treated with LiOH to obtain

6- 5- (4- chl henyl )- 2, 4- di vl

Iinrﬁ@E%kO]ga(f tdsiprocd Ellf—eny‘}f} b7 S i/gs?étﬁo éﬁ%@ YT
t‘ff%ﬁé%%% '-\ﬁxengi OBy M) 3- 1&%8@@5&@&5]2—35 -acetic acid ethyl ester was
P -
tweated Wk SHHRY bePHb Z% "fl?—bngs (éztrzﬁuog %{g%‘gyé %Yg) el

ﬁhﬁiﬂox?}iirﬁfol andh-acktioatidss bdown crystals.
trifluoronethvl-Phenyl)-1H pyrazol e- 3-carboxvlic acid
@&hﬁﬁiiﬁﬁ%% -In anal ogy to the procedure described for
5-(4-trifluoronethyl-phenyl)- 5

1H pyrazol e- 3- carboxylic acid eth ester (PCT Int.
Appl . (2003), WD 200400078Exampl e%as reacted with
met hyl iodide in the presence of potassium hydroxide
X -t%lo%om%hm -2-oxo-pentanoic acid ethyl ester

- uoronE yl-p enyI) 2H pyrazol e- 3- car boxyl i c
aci d eth este and 1- i
DpdEr TS SRR RSP RE RE Rpsstym tbuioide (292 e, 2.6 mmol) in
apettqd ethby {108 sdlpwas hﬂﬂdfd @s-78 6C end etgrged fswrﬂﬁmns}m eoaﬂ argon

FB’&?&%’F%("S é@%ﬁw&{x:ﬂf Hhua! H%?é rﬁj?gﬁgy &héii&%@ﬁﬂ 21,36G@mol) was
4d et Hyydyribgd ahdt the mm@mwﬂor pREHH 4 rgg\na{mkgngnec@ %
?/onﬁ{%)l) gn %%{h?} | Fr (35830 Gfas a&@d dr3 is€ otévisid)mrin Wit stiring. After a

h
Rathasy0aniol diathy| sl a2 TEHOL s agged p qggorton. The

&ﬁ%ﬂﬂtﬁwg%ﬁ{dv’@@ and SHe RxamR stirteddds 2.5 h after reaching ambient
methyl -5-(4-trifl

éﬁ@wﬁ oAy FABURE SS AT By Pl PEap gl ey M The solid
rhed peRBioned Betviebh i Mfﬂluﬁdmthyhacettydr'ﬂhﬁ@quwtg;.lm@r was Stracted two

]tlmemgflﬂ%qﬂyﬁ ééate f uo nﬁeﬁ?ﬁaat@%&y\lﬁ%%gmnﬁﬁﬁ' and-d¥fed over

Gbdihen ftﬂfaﬁ&E#@plor@o(rmf the sohd gave 740 mg (4.6 mmo{vHI-S %) of2 tlg)e title

trifluoro henyl ) - 2H pyr azol - 3-yl et hoxvl -i ndol -
oRR° }m%cg?l tclg%acllf)d ethyl ester

bl 5-( 4-Chloro-phenyl)-4-ethyl-1H-pyrazole-3-carboxylic acid ethyl ester

Hydrazine monohydrate (0.13 ml, 3 mmol) was added at ambient temperature to a
solution of 3-(4-chloro-benzoyl)-2- -oxo-pentanoic acid ethyl ester (740 mg, 3 mmol) in
ethanol (4 ml) under an argon atmosphere. The solution was stirred for 8 h at reflux
temperature, the solvent was removed under reduced pressure and the residue
partitioned between 1 M HCl/ice water and ethyl acetate. The aqueous layer was
extracted two times with ethyl acetate, the combined extracts were washed with brine (3

times) and dried over sodium sulfate. Removal of the solvent under reduced pressure left

"an orange oil which was purified by column chromatography (silica gel, heptane/AcOEt)
' to give 355 mg (1.27 mmol, 49 %) of the title compound as yellow crystals.

MS: 278.1 (M+H)™.
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To an ice cold solution of
(6- hydroxy-indol-1-yl)-acetic acid ethyl ester (35 ny,

W(iﬁ)@a/()d%@' exanple 2 e]), PCT/EP2005/002074

2- et hyl - 5. (4-trifluoronethvl-phenyl)-2H pyrazol - 3-yl
I- met hanol (41 ng, 160 nol) éﬁd tributyl phosphl ne (50
ul_, 19h1rml) |n tetrah%dro r 25

e 3-Carhgx 35 quxq ester and

emoi YnlorHaShe 00k iefigl- bab el permvlees-gartiostlicrrideghyl ester
continued for 14 h. The m xture was filtered over
nglnlélltogggoat%ﬁfpg%e 39! V %)r &9 g)ur | % ggg%ﬁﬁ)qo%%ﬁﬁW4eethyl 1H-

isiizoiead-ogibapiiic 4cé] d:thzlaestgems ot Teaseamih soETHodige BbibgRResence of

| 0 Vi_ 1_3_

%o%?sﬂln‘gﬁ droﬁde ’t%g) q\ﬁ i% §Tﬂ%?o BECIEE@) @Qﬂﬁg—lgn%/e@g Epl yrazo eth 1
RETIERC 008 ehybesrer as elop crygal mn Hfyyphlogo-p 203153 ethyl-1-methyl-
\T(ﬁtf‘yﬁzb}éoi Q%BQMcaEM}H)astgﬂ‘ks@ﬂcweﬂ 3-yl met hoxvl - i ndo

- acetic acid In analogy to the procedure

d bed, f f1. L6 o
it IHBC(; h%‘%fri\%/g %@“&9@5“%&%&%&46- "C %Brrex?hc&%/ cthyl ester: MS:
193&0(}1\’131313“0 acid ethyl ester was 5 treated W|th Liod
to obtain

{ R BB LR LG P Aot B lohy B Ry idglecd: M

acld as brown crystals.
ME.3 A28K5 . (M H) - Exanple4a| 3
(4- Chl oro- benzovl) 2- oxo0-Pentanoic acid ethyl ester 10
WPeeis eﬁw&&aeavm@%ﬂu%emazﬂowudm Of-npthandi um
t-butoxide (292 nmg, 2.6 mmol) 1n diethyl ether (100
Enalega 0 SRS G CRAET EIPIS] o CA T or- PR d-ethyl-2-

ReEHyREY- E‘}?ﬂEicﬂE-Bydar’tblﬁd?hemd €th3l aster w28 rqrdmtd wvth dithiggyalgminium

Bi!%ﬁié{}p (%g'ﬁt s rtg %sg gtg rP % 18 ﬁ-ﬂ:f%;ﬁ’ rZI—Ingﬂ%cﬂé yle Emeet}mnd as

¢Abrleds krynats. added dropvvl se over 30 min with stirring.
After a 15 further 30 mn, diethyl oxalate (3.53 m,

i +added in one portion. The cooling bath
vvasl%%veg iand the reaction stirred for 2.5 h after
reach| ng anbl ent =] )
%C@aﬁttbﬁtimdsﬂgetv\een 1 M HCl and et hyI . acet ate. The
aqueous ayer was extracted two tines with ethyl
c e co G L R 0®)-acetic
e e i T e

&ﬁldlt&t@avsé edtdO)(emgmple. 161] irwes 1eadted withdh- (ﬂrréﬂqrpmf@nﬂt) 4-ethyl-2-
)ﬁ%pglsaggl; [}g el‘élgllhlﬂn 194 t1'§e ﬁrésegh.é of lsi_ll\lpﬁle RYltdtrfmethyl

Car ['1'c acid e
1carboxa1mde and tnbutylphosphme to give {6-[5- (4 Yehloro- %enyl) 4-ethyl-2-

methyl-ZH-pyrazol—3-ylmethoxy]-1nd01 1-yl}-acetic acid tert-butyl ester as colorless oil.

MS: 480.3 (M+H)™.

- ] {6-15-( 4—Chloro-phenv1)—4—ethyl-zemethvl—ZH—Dvrazol-3—V1methoxv] -indol-1-vli-

acetic acid

In analogy to the procedure described for example 1 f], {6-[5-(4-chloro-phenyl)-4-ethyl-
2-methyl-2H-pyrazol-3-ylmethoxy]-indol-1-yl}-acetic acid tert-butyl ester was treated
with LiOH to obtain {6-[5-(4-chloro-phenyl)-4-ethyl-2-methyl-2H-pyrazol-3-
ylmethoxy}-indol-1-yl}-acetic acid as brown crystals.



Hydrazi ne nonohydrate (0.13 mi, 3 mmvol) was added at
anbi ent tenperature to a solution of

W(;Sz})gw%%%.or o- benzoyl ) - 2- oxo- pent anoi ¢ aci d et hydr/gslosd002074
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3 mol) in 25 ethanol (4 m) under an argon
at rmsphere The sol ution was "#irred for 8 h at reflux
tenperature, the solvent was renoved under reduced

Ng:egar(®-3dhd the residue partitioned between 1 M

HCl/ice water and ethyl acetate. The aqueous | ayer was

extracted two tines with eghyhpro®tate, the conbi ned
extracts were washed with brlne (3 times) and dried

over sodi ut %£terand5 4-

eptane/AcCEt) to gl ve 355rrg(1 27 mml 49 % of

i e o S

@’rhmﬂea.’){daémydyl)c arid ethyl ester (T. van Herk et al., J. Med 3, 416 3945-
Bf ¢h Ktdnytide to to give
3 SS?ZLJ&?I%&E@WP}%‘E%HB {123%'&2{1 %eﬁﬁési@ﬁ&y p@)tﬁ@u letdnyrtide to to

Sbchigro phe - A orers o ERURR - CoRoRe A At ey s glores
g‘}&!ﬂ%’ 9¥d 54t dhgord [ﬂféﬁﬁﬂ)ﬂl@rtﬂﬂﬁ@ﬁl‘lb@d‘aicﬁe-f’) exd:rqadylec @Mé?thﬂ ester as

- chl oro-phenyl ) -4-ethyl -1 H pyrazol e-3-carboxylic
@8? SéPﬁyI ester was reacted with nethyl iodide in the
presence of 5 potassium hydroxide to to gjve )
5-(44hkibghenyinenykihyl2st pyyhzofe- h@@mlmcmtaﬂcﬁﬁ@f :348:265.0
éar xylic acid ethyl ester as yellow crystals and

~chl or o- phenyl ) - 4- ethyI-I-nethyI

1H— razol e- 3-carboxylic acid ethy ter el |
5+(I4pc)}/ﬂoro phenyl)-1-methyl-1H-pyrazole-3- carbox%s c acid g&y?’esjter:%vs: 265.0

Mf}_})ehl or o- phenyl ) - 4- et hyl - 2- net hyl - 2H pyr azol e- 3- car
oxylic acid ethyl ester: M5 293 0 (MH)+. 10

[5(4 "ol or o- ohenL1) . 4. ethyl t hy 2H-12yr ol
Ik andTBik AL piotednaldegyibed farhmxpp ) ﬁg@g%p@@m} 2> Ymethyl-

%fa%az@ﬁ}%ﬁl&?%{lg %H RO Irédtf&e@ Wiﬁ‘il h'tﬁmrn alurmmum hydride

I t
tegive e[-:ﬂ(mmrmmhnﬂwernmh{ﬂ'm?r%? A ethang! g colitfess crystals.

[ 5- (4- cbl oro- phenyl) - 4- et h7l - 2- net hyl - 2H pyrazol - 3-yl ]

Y colorless crystals. M5 251.0 (MtH) +. el
&?ﬁ???ﬁh\ﬁoro phenyl) 4 et hyI 2 _
2H- pyr azlglal h [

1 ot | 9-dot 2y id ;
C{@ﬁgj‘ulzﬂ%gkef or exanpl e 3 cl, (6 hydroxy |ndoI 1 -yl)
-acetic acid tert-butyl ester (exanple 1 d]) was

rI%aa%gl%g;y % tthh etz 8k l%dpfgﬁéﬁmp‘lé" 3 &f, ¥hydroxy-indol-1-yl)-acetic

acid tert-butyl ester (example 1 d]) was reacted with [5-(4-chloro-phenyl)-2-methyl-2H-
pyrazol-3-yl]-methanol in the presence of N,N,N’,N’-tetramethyl azodicarboxamide and

tributylphosphine to give {6-{5-(4-chloro- phenyl)-2-methyl-2H-pyrazol- -3-ylmethoxy]-

indol-1-yl}-acetic acid tert-butyl ester as colorless oil.

MS: 452.3 (M+H)™.

di [6-[5-( 4~Chloro-Dhenvl)—2~methvl—2H-Dvrazol—B-vlmethoxv] -indol-1-vl}-acetic acid

Tn analogy to the procedure described for example 1 f], {6-[5-(4-chloro-phenyl)-2-
methyl-2H-pyrazol-3-ylmethoxy] -indol-1-yl}-acetic acid tert-butyl ester was treated with



met hyl - 2H- pyrazol - 3-yl] -nethanol in the presence of
N, NN N,N -tetranethyl azodi carboxam de and
1sphosphine to give PCT/EP2005/002074
“M%%Mfgg%i chl or o- phenyl ) - 4- et hyl - 2- ¢
met hyl - 2H pyr azol - 3-yl met hoxy] - #éhdol -1 -yl } - acetic acid
tert-butyl ester as colorless oil. 25 Ms: 480
( M’fb‘BHo obtaid 66-[ B (4-4hlGHd-phenyhebrvibeth vi- B fptiragoip3- Sirmethoxy)-indol-L-
t hoxyl -indol -1 -yll- acetic
3ﬁ C‘ﬁ:%%§¥§g§g%%étﬁ%g%?ocedure descri bed for exanple
1 f], {6-[5-(4-chloro-phenyl)-4-ethyl-
ZBﬁéﬁﬁﬁﬂi yrazol - 3-yl net hoxy] -i ndol - 1-yl } - aceti c
acid tert-butyl ester was treated 30 with LiOHto
obtain Example 6
{6- [5 (4 chl or o- phenyl) - 4- et hyl - 2- nethyl 2H pyrazol -3
I : I !

jcrystals.
MZZl

M. Examle 5 al b (4 Chi ki hen! |
gmnl:&ﬂagptéﬁng-pgmeﬁgx}deséﬂbaé |f@o€gigmg’lee]2¥]t 512 R Tpee ppgnyl)-1-metbyl-
ph}? EJ?I&Q{)\@ n,’xgz)rF é'rg;ﬁtc @J:ldlejfﬂiﬁ' Yk&aaRds@educed R»\Bﬁﬂithiu@n algbdnium hydride

n ‘anal the pr d esc
f dp ggxéﬁﬁ&@hﬁ)rg]phegyl V4= xgpﬂaxﬁlr ‘1:—)63 )Lii ol s x% te solid.
pyrazol e- 3-carboxylic acid ethyl ester (T. van Herk et

aly).s.ts. (Mﬂoglﬁmnvﬁoﬂﬁaeﬂ@lamvra&ﬂEi)Vlmﬁhoméﬂntl@ieﬂ -yi}-acetic acid

witTh methyl iodide in the presence of potassium
10h S%H to give
5- (4-chl or o- phenyl ) - 2- net hyl - ZFprrazoIe 3- carboxg
aclnthnaloly to #atpeocedsradrsoitbedSer exampde akk (engidroxy-indol- Iy1)-acetic
> zfcbd éé%}h D91 &Fe‘? ?ééla)np}e PE@W s r{edétéamaﬁ@i £4-3h16A5 PREHI)- C-methyl-1H-

€SS OI

5- Iéﬁamﬂﬂi’*esrlbmﬂﬁhﬁ%ﬂl jo-the pesseyie S BN o oigemegiy] gderhoxamide and
gci(]% gthl:;ﬁ/ gﬁﬁ{‘{% g“’% 5')—@5{91@& &é‘ﬁ)ﬂ) -1- rnethyl 1H-pyrazol-3-ylmethoxy]-

I-I raz 3-carboxylic
15acindolei fiii-acsle agic t%%ug’g %Sﬁs g% bl
[ 5- (4- Chl or o- pbenyl ) - 2- ngthyl 2H pyrazol - 3-yl |

nﬁghgnpiﬁun}gnalogy to the procedure described for
exanple 1 a], 5- (4 chl or o- phenyl ) - 2- met hy| -

ZHME Og¢- T-"” ot )Vi 1SRG Ay %WL)I gsvllﬁéth\ﬁﬁﬂ AU ESH -acetic acid

oTrt—ar T T arrT IIyUI I de
[ 5- (4-chl oro- phenyl) 2H—pyrazo
| Bsarabdgyrth elsspx@c%l.raﬂ@mbfvé'ﬂr gyenple 1 %d& 35 (é(;hgqgﬁpgwnﬂ)-l-
[ 5rq(eﬁ1 ?ﬂ-pg aB&Sf‘?ﬂH etRoxXTRARNL- 1241 Ryétazeld tert~buty1 ester was treated with

20 L10H to obtau; (5" [5-(4- chlorlol ﬁl?e%%})l f—rr%:%h}g lﬁ-pyrazglu 3 Xr m&ﬁ&%’: -indol-1-

yl}-acetic acid as colorless solid.

MS: 396.1 (M+H)™.
Examplie 7

a] 2-Ethvl-5-( A-triflaoromethvl-phenyl)-2H-pyrazole-3-carboxylic acid ethvl ester

25 In aﬁalogy to the procedure described for example 2 al, 5-(4-trifluoromethyl-phenyl)-
1H-pyrazole-3-carboxylic acid ethyl ester (PCT Int. Appl. (2003), WO 2004000785 A2)
was reacted with ethyl iodide in the presence of potassium hydroxide to to give 2-ethyl-5-
(4-triflaoromethyl-phenyl)-2H-pyrazole-3-carboxylic acid ethyl ester as colorless

crystals.



In anal ogy to the procedure described for exanple 3

c], (6-hydroxy-indol-l-yl)-acetic acid tert-butyl
woSabSfssigxanple 1 d]) was reacted with PCT/EP2005/002074

Fz%_a £>chl or o- phenyl)-2-nmet hyl - 2H pyrazol - 3-yl ]

-met hanol in the presence of N-MZN ,N -tetranethyl

azodi car boxam de and 25 tri butyl phosphine to give

{ 61 [ 55611 Ghl Otcihphenythyk Fhamst HAH -p2tazplybablamethagolmet hox

y[- indol-l-yl}-acetic acid tert-butyl ester as
ALY e e A —
p\phazd)-2B-pymeiladxaarbaxiorcid etprhestE oS gedycedywith lithium alum;murn
| v TR0 LS ' A@y-2H ob-31ylf-Inethanol a
T e et

5 meelylesoeygeisazol - 3- yl met hoxy] -i ndol - 1-yl }-acetic acid
tert-b utyl ester was treated with WD 2005/ 085235
PGESERZ0054PE2074 -41 LiOH to obtain
{6-[5- (4-chl oro-phenyl) - 2-net hyl - 2H pyr azol - 3- 7] met hox
3890Vt |4 SEELLC RG] A O MRl R BB b - acetc
5d]

[ ecidteEhboybesgeny| ) - | - net hvl -] H p- nazol - 3- yl |
-met hanol I n analogy to the procedure described for
- ¢ 'E%'al%gg r§he RobdufdRESsRE Matmple STBY, (6hydroxy-indol-1-yl)-acetic
1ﬁ% ra Iejg-carbox l1¢..acid ethyl. este reduc
10 i achl Yt WitabeseT areFIEtAn R ares geictedgrigh pisctnyt S b Sfhethy-
l[%Heﬁag_tﬂt}%débﬁﬁyg)mé&ﬂﬁ%lhﬁljrhdéliqﬂemazﬁN;l\Bll‘&N]-tm > bﬂ
as _White~ solid. . Qor PRVE o bl
 Lmpgicamaminardanbyy PHoRRe {1 RARRg byl
t epKenil)t3H-pasdzel-3yimethatdgndolel -y ercpriousid terebesabestar pegplorless oil
for exanple 3 c], (6-hydroxy-indol-Il-yl)-acetic acid
t - er (exanple 1 d]) was reacted with -
[ 5 4§§¢1¥%ﬁah'enyl )-1-met hyl -1 H
pyrazol-3-y|]-nep?anol
15N, 4\ G- et g A

.- . : t ' S ;_, _ ch:i@dvlmethoxﬂ~indol-1-V1}~

- 15 indol -1-yl }-acetic, acid tert. . ethvl-
Z%)I%?ﬂaé@ tg dbs Br?é)c%g]g_re g;lrz’r}%ecf 1%% %aglplg ﬁﬁg%—([g—ség}[—é%iat}uguorom thyl
P EEHéﬂyl}-iH il?él-&ylmethloxy] -indol-1-yl}-acetic acid tert-butyl ester was treated
1 ra - 3~ yl. X i al- - ' o 2
e o L S i e
20{ Sylnbetkdiyd Hihdolok-phenstic)acid as yellow crystals.
nmet hyl - 1H pyrazol - 3-yl net hoxy] -i ndol -1-yl }-acetic acid

tegis lwesther was treated with 20 LiOH to obtain
(5§F%?%%¥éﬁfg¢é-phenyl)-1-nethy|-Ikkpyrazol-s-ylnethox

| -indol-1- yl}-acetic acid col.orl ess solid. M5
506, 1 (M+H) +, } Exarple 8

a] 5-(tert-Butyl-dimethyl-silanyloxymethyl)-1 -methvl-3-(4-triflaoromethyl-phenvi}-1H-

pyrazole

25  tert-Butylchlorodimethylsilane (32 mg, 0.21 mmol) was added to an ice-cooled solation
of [2—merhyl—5—(4—triﬂuoromethyl~phenyl)-2H-pyrazol-3—y1]—methanol (50 mg, 0.2
mmol; example 3 b]) and imidazole (15 mg, 0.22 mmol) in DMFE (0.5 ml) under an argon
atmosphere. After stirring at ambient temperature for 14 h, the mixture was quenched
with ice water (5 ml) and extracted two times with ethyl acetate. The combined extracts

30 were washed with ice water and brine and dried over sodium sulfate. Removal of the

solvent under reduced pressure left yellow crystals which were purified by column



Exanple 7 al 2 Ethyl 5 (4 trifluoronethyl Phen
l'y)-2H pyrazol e- 3-carboxylic acid ethyl ester 25 In

w@mb@ﬁgﬁgo t he procedure described for exarrplpx;ﬁEpjog:,/ggzgm
5-(4-triftluoromethyl-phenyl)- 1H- pyr azol e- 3- car boxyl i c

acid ethyl ester (PCT Int. Appl (2003) WO 2004000785

oSk e b LA B L LR SSRES o) o

(dofapbhhdier @@l bryplRNY| ) - 2H pyrazol e- 3- carboxylic
acid ethyl ester as colorless crystals. WO

2 GTI EP2005/ 002074 -42 bl [2 Ethyl 5 (4
3‘??5 gg?iﬁét benvl) 2H pvrazol - 3-vl | -methanol In

I toth d d bed f | e
gMﬁ%ﬁﬁ%ﬁmﬁneﬁ% ler)r(xggl?fl 3-( 4—tr1}:'luoromethvl-
5 p By 1 _1 Y gol e-3-carboxylic acid ethyl ester was
hi um al um nium hydride to give
(& stoflmmcrwrso%ﬁwwlpemﬁ—séwwgfafw%l PRyt ifuoromethyl-
' a h@nﬁ@lﬂr pRgsole (63trag, 37 i) R dicHloodiethane (€17 ol Wag added within

2,l|_ ép,lln 2%‘}’1-,%[ i fl {?%}:3 (#%@O?WW)HP ) agg godium carbogxate (93 mg,
t 8'80 Hadl yin chﬁlerorhethamsﬂ:idgyﬂ)tao()f‘ Gandepetgeratgeespherpetifter stirring

| t
ac | 8%{; H? f(%u]tgh Ghd ﬂﬁe@ a@ig{](:géﬂ ’térﬂqé?ﬁ le %2{'; )Sl ng:g:cﬂl&tur% vas quenched
[ witht wytier 65 k- EtDtdI xfrage

t
e Hifles 9romethane 'Fhe comblned extracts

%rPWaﬁ?eglmél deeoﬁﬁﬁhﬁ%f&' Nd.HB@JB%lLﬁI@SﬁHQﬂlrﬁhce water 1/1 and dried

t Mvgngcﬁnaﬁget r amt@%}&bﬁ)%‘g gtl)lggnrt ?1% er reguce% pressure left off-white crystals

{ ﬁvl{l@h G u‘rﬂie(i%ytcbhfduu elﬁl@ljlmtch‘gthphy (sﬂlca gel, heptane/AcOEt) to give 90
phen P met hox cetic
15 ac%l@ éﬁm%%%é’éﬁéﬁﬁx §§0 "ﬂF s C%k%’ﬂsasoo 4
(MtH) +. 15 dlI 61[2 Ethyl 5(4tr|fluororret
beryinp-2hhe : e thy

ylel . 2 (-8 ke ) LB
aC|d In anal ogy to the procedure descrlbed for exanple

t 4-brom rt- 1-dimethyl-
ﬂl] go%%}ffh% lﬂ%ﬁ{:ﬁdﬁré d%s&ﬁlbefcﬂ fdPEﬂEE?ﬂl@Y'e}, bromo-5-(tert-butyl-dimethy.

D ey LBt A Rateahy o tery) PR oap freated with
{ Gte{rgb\ﬁ%f&}ﬂm&nﬁﬁr ﬂﬁdrtdeqﬁmmewwﬂd PPBRyth)-22efiyt-a7(@} trifluoromethyl-
20 vyl xy]-| g %}E‘%‘Y cet |d as yel |l ow

2°cr3}§lﬂ PWSZOQ vt Smf’ asy e 8 al 5 (tert Bu 1
di net hyI

si Manseyn@hA)f .- 1- met hyl - 3- (4-tri fl uor onet hyl - ohenyl)
1H rpy azole

d] 16-[4-Bromo-2-methyl-5-(4-trifluoromethvi-phenyl)-2H-pyrazol-3-ylmethoxyl-

indol-1-vl}-acetic acid ethyl ester

- In analogy to the procedure described for example 3 c], (6-hydroxy-indol-1-yl)-acetic
25  acid ethyl ester (example 2 e]) was reacted with [4-brome-2-methyl-5-(4-
trifluoromethyl-phenyl)-2H-pyrazol-3-yl]-methanol in the presence of N,N,N°,N’-
- tetramethyl azodicarboxamide and tributylphosphine to give {6-[4-bromo-2-methyl-5-
. (4-trifluoromethyl-phenyl)-2H-pyrazol-3-ylmethoxy]-indol-1-yl}-acetic acid ethyl ester

as colorless crystals.

30 MS:536.3 (M+H)".
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di SHERR t hane. The conbi ned extracts were washed
W t h aqueous sat urat ed NaHSO3 sol ution and brine/ice
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crystals which were urlfledb ol utm. chr omat ogr a
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crys
- Br zﬁ@m 3|5pr51‘1-(%0}1+‘£}qu WSSt ﬁ&ambﬁg%&;ﬁpeyz'ﬁure for 16f1 saturated
| aq'debum&aﬁ@hcawbmmmmme waer pHooddting adefgtsrvaseadded and the
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4-trif th
phelmpinat Sirapyn (aict 8- zyiz]eptandﬁﬁ@ﬁd tOéfzz?- @e &1 %\fw %ﬂ’mo’wés %) of the
33
gﬂg é&(ﬁéﬂ?{i aswfn%?lcf I uor onet hyl - phenyl ) - 2H pyrazol - 3-
I rret hoxvl - d -ell-acetic acid ethyl ester In
anM%é?GQ *ﬂ‘g procedure described for example 3 c],
(6- hydroxy-indol -1-yl)-acetic
s ¢l [2-Methyl-5-(4-trifluoromethyl-phenyl)-2H-pyrazol-3-vl]-acetic acid

A mixture of [2—methy1?5-(4—triﬂuorometh?1-pheny1) -2H-pyrazol-3-yl]-acetonitrile

(267 mg, 1 mmol), sodium hydroxide {403 mg, 10 mmol), water (4 m!) and ethanol (4

ml) was stirred vigorously at 85 °C for 14 h. The reaction mixture was poured onto _

crushed ice and aqueous HCl and extracted three times with ethyl acetate. The combined
30 extracts were washed with water and brine, and dried over anbydrous sodium suifate,

Evaporation of the solvent under reduced pressure gave 286 mg (1 mmol, quant.) of the

title compound as off-white crystals.
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[ 4- br ono- 2- et hyl - 5- (4-
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or onet

10 neqvhg,q)ratg. (11,3r vgqqoftp yisld 2 me B}{gﬁlyﬂn)lani p_l_o the étlztléal cgm ouFd as colorless

@4y to the procedure described for exarrpl e 1 b],
[2- methyl -5-(4-trifluoronethvl -

p ylo) -2 azol - 3-yl | -nmet hanol (exanple 3 b]) was
gglg }e)&lv\;_l\blgﬁ{)hi onyl chloride in chloroformto yield
5- chI ororreth I-I-rrethyl 3- (41tr|fluororreth I?’-h\‘2 {1
15 @ eyjof \4 PO =Y a0 - )

tr&%ﬁyg&%%&h&kaphenyl ) - 2Hpvrazol - 3-vl | -acetonitrile
ylanmmoni um cyanide (1.96 g, 7 nmol) was -

dded t [ uti
15 himormalgy o P RistgR descnec for PRATIRIG R Sb G ARty Py )-aceti
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G i

wat@heﬁﬂphmpﬁmmgivedééﬂe[tzme@VESé@d@@u@rﬁmW~P¢aﬁkP§‘ pyrazol-3-
r at tled with
R R A T
vvashed vvlth |c water/brine 1/ 1, dried over sodium
20suMSat&. hﬂd*‘ﬁ‘)e sol vent was evaporated in vacuo to
gi ve an orange oil which was purifi ed by col umm _
chEqeab gaei-6 Siltiifacaehethyl-fleayiamel-AuGEnl)3 v -efhestvi-indol-1-vi)-
267 g (. , 18 % ofthe title conpound as yell ow
geHgRs= MS: 266. 0 (MrH) +.

In analogy to the procedure described in example 1 ], (6-{2-[2-methyl-5-(4- |
trifluoromethyl-phenyl)-2H-pyrazol-3-yl] -ethoxy}-indol-1-yl)-acetic acid ethyl ester was
25 treated with LiOH to obtain (6-{2-{2-methyl-5- (4—tr1ﬂuoromethyl—pheny1 }-2H-pyrazol-
" 3-yl]-ethoxy}-indol-1-yl)-acetic acid as yellow crystals.

MS: 442.4 (M-H)".




25 cl [2 Methyl 5
(4trifluoronethvl -phenyl)-2H pvrazol -3-vll-acetic acid

WO 00%/pdsese  of PCT/EP2005/002074
[ 2-met hyl -5-(4-trifluoronethyl-phenyl)-2H pyrazol - 3-yl
]-acetonitrile (267 nmg, 1 mol" ) 40 -sodi um hydr oxi de
(403 ng, 10 mmol), water (4 mM) and ethanol (4 ml)
was stirred vigorously at gExanfd¢ 194 h. The reaction
m xture was poured onto crushed ice and aqueous HC

het mdimeibel- it é-triflheromethyl-

I ne 0 extracts were washed with water and bri ne,
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l eft a crude product which was refluxed for 30 mnin
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t ft t l.e
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t rklfah @ yi}-1,4-dimethyl- 3 (4—tnﬂuoromethyl-phenyl) -1H-pyrazole was treated

g’&ﬁé%/ ' 2 %i%lnl 6513% ylte %lr g%n%_h%l -5 2L ek foromethyl-

d e Eﬁfﬂyt)eﬂ-lf;qrrazekamb] meﬂlam})], a$ yellow oil.
(6- hydroxy i ndol -1-yl)-acetic acid ethyl ester

f gﬁ\ﬁ%i)wvas reacted with
}1 (4trif|uoromethy|-
: phen -2H pyrazol_

20di ek 4y[imaethy {EHBAE
-a\f@hc acid ethyl ester _
( - 2- et hyl - 5- 4 trifluoromethyl-phenyl)-2H pyrazo

b LB T i ) e
( Zabdietethiyl ester((dxdmple |2l¢¢) waetiytd w1th [2,4- dlrnethyl 5- (4-tr1ﬂuoromethy1—
ph eggnﬂ) P4 IE)}X'EZ%{ %l-ﬁ]?’ mdthart BOXY lprésglgc%l GER, ML D N@&Blahfethyl
25 azodicarboxamide and tributylphosphine to give {6-[2,4-dimethyl-5- (4-trifluoromethyl-
phenyl)-2H-pyrazol-3-ylmethoxy]-indol-1-yl}-acetic acid ethyl ester as yellow oil.

a1 {6-]2.4-Dimethyl-5-(4-trifluoromethvl-phenyl}-2H-pvrazol-3 -vimethoxy]-indol-1-
vll-acetic acid

In analogy to the procedure described for example 1 f], {6-[2,4-dimethyl-5-(4-

‘30 trifluoromethyl-phenyl)-2H-pyrazol-3-ylmethoxy]-indol-1-yl}-acetic acid ethyl ester was
treated with LiOH to obtain {6-[2,4-dimethyl- 5-(4-trifluoromethyl-phenyl)-2H-pyrazol-
3-ylmethoxy]-indol-1-yl}-acetic acid as yellow solid.




In anal ogy to the procedure described in exanple 1 f],
(6-{2-[2-nethyl -5-(4-
wd Foof/bssesomet hyl - phenyl ) - 2H- pyrazol - 3- yl ] - et haxyyer20es02074
-l-yl)-acetic acid ethyl ester was 25 treated with
Li OH to obtain TET
(6-{2-[2-nethyl -5-(4-trifluoronethyl-phen)i)-2H pyri az
oIM-iI«-%[Z]Z-@i{ﬂ%iy}-i ndol -1-yl)-acetic acid as yellow
crystals. M. 442.4 (MH-. WO 2005/ 085235
PCT/ EP2005/ 002074 -46 Exanm@saniledl 5 (tert Butyl
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3- (4%t 111 uor onet hyl - phenyl ) - 1H pyrazol e as yel |l ow

oi frystBlsch was used in the next step without further
purification. bl [2 4

Di ve: Bys.0(¥4-H )" f | uor onet hyl - phenyl ) - 2H- pyrazol - 311- e

thanol 15 In analogy to the procedure described for

15eXEWO%—%h%IM &H%{f?_d?é’—b-’carboxvlic acid ethyl ester

Si =1, &= 0 et n

(4-trifluoronethyl -phenyl) -1H pyrazol S freate 4
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[ 2,48 r'ggr&:lm’c! 5 95HeAyh blaf L URLRIRIdWhy] ester was reacted with hydrazine
2?3&%@&? e%izgaorlg)i %il#r%rétﬂgct %%H'&Q{'; F’to i%!e g&ﬂt%hhbro’i@éthoxy—phenyl) -

(414 b laHaE 0Bk by tip ke by dtirpy yekot crgstyls.met hoxyl - i nd
ol -1-"yll-acetic acid ethyl ester In analogy to the

roQ [ 4 bed for exanple 3 c],

2 6@356%&?%& l-yl)-acetic acid ethyl ester
(exanple 2 e]) was reacted with ..
[ 2 A2 dVipbiyh§] (45;@ggmomqtmphenﬂﬁ;aH-pvrazoleS—c:arboxvhc acid ethyl ester

Dhenyly) 2h DX @20k i dn SBLRRQN. 1 prheoRrsabosyliafadd ethyl ester
N, NSNN- : yI" 25 aZodi car boxani de and .
E rzl,Ig iéwgﬁg%?g@hgﬁ%eg%&gm Wp_ple 2 a], 5-(4-trifluoromethoxy-phenyl)-
ph %‘W—girfa%&em’—f:ﬁﬁ Bkylid ayiklreetyh estit] wisneadted wigh jneglsd iodide in the presence
25a ¢ Io%pogahs%/illm S)}dertr)xigéc’ to t%l gliv%\%-r%ehiyl—S—(4-triﬂuoromethoxy—phenyl)-ZH-
pyrazole-3-carboxylic acid ethyl ester as white crystals and 1-methyl-5-(4-
trifluoromethoxy-phenyl)-1H-pyrazole-3-carboxylic acid ethyl ester as yellow oil.

2~methy1—5—(4—triﬂuoromethoxy—phenyl)—2H—pyrazoIe—3-carboxylic acid ethyl ester: MS:
315.0 (M+H)™.
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nﬂ%sﬁéélé Ywithin 20 nmin to an ice cool ed solution
of nmetallic sodium (552 ng, 24 nnDI) in ethanol (15 .
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renpve the reaction stlrred 30 mn after
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emheaﬂaszmewwa%ﬁw el
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Trifluorometho phenyl)-1H pyrazol e- 3- carboxyllc acid
etirg! 47250 @vi+HN*.anal ogy to the procedure described for
exanpl e 4 b], (Z) 2- hydroxy 4- oxo0- 4- ( 4-
L ! 1o P9I 20-A¢ '
d ] pnohydrate I n et hanol
un ncaeﬂlux conditions to give
5-(4-trifluoronethoxy-phenyl) -

kaxy BieriBed fbrekinpleadt,d6-[asnsthyl- k-
t :%/r?ﬂ%ggv@%@ RE g H- DR et RN 121} Acetic peid ethyl ester

et yd tr@a%%&hthdﬂ@[—ﬂtombtzﬁy|{6-E§2-(r14€thy1—5 (4- mﬂuoromethoxy—phenyl) -2H-
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zoetHWFZékéa tﬁﬁ%% ?g ?ﬁé&%%%%ggﬁﬁgégescrlbed for

exanple 2 a], 5-(4- trlfluoronethoxy phenyl ) -
IkmﬂyﬂaieKh@EHbarboxyllc acid ethyl ester was reacted
with nethyl iodide in the presence

Example 12

al 5-( tert-Butyl-dimethyl-silanyloxy)-1H-indole

A solution of 5-hydroxy-indole (5 g, 38 mmol), tert-butyldimethylsilyl chloride (6.13 g,
25  39.4 mmol) and imidazole (5.37 g, 68.1 mmol) in DMF (50 ml) was stirred for20h at

RT. Diethyl ether was added and the mixture was washed wih 1N HCl and water. The

organic layer was dried over sodium sulfate and concentrated under reduced pressure to

give 9.4 g (38 mumol, quant.) 5-(tert- butyl-dimethyl-silanyloxy)-1H- indole.

MS: 248.1 (M+H)™.
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tributylphosphine to give {5-[2-methyl-5-(4-triftuoromethoxy- -phenyl)-2H-pyrazol-3-
ylmethoxy]-indol-1-yl}-acetic acid ethyl ester as colorless oil.

25 MS: 474.0 (M+H)".

e] 15-12-Methyl-5-(4-trifluoromethoxy-phenyl)-2H-pyrazol-3-ylmethoxy] -indol-1-vli-

acetic acid

In analogy to the procedure described for example 1 1, {5-[2-methyl-5-(4-

trifiuoromethoxy-phenyl)-2H-pyrazol-3-ylmethoxy]-indol-1-yl}-acetic acid ethyl ester .
30 was treated with LiOH to obtain {5-]2-methyl-5-(4-trifflucromethoxy-phenyl)-2H-

pyrazol-3-ylmethoxy]-indol-1-yl}-acetic acid as yellow foam.




RT. D ethyl ether was added and the m xture was washed
wh INHC and water. The organic |ayer was dried

woe e’ um sul fate and concentrated under r qatgERo05/002074
pressure to give 9.4 g (38 mmpl, quant.)

5-(tert-butyl -di met hyl -sil anyl oi% 1H i ndol e. MS:

248. 1 (M+H) +. WD 2005/ 085235 PCT/ EP2005/ 002074 -49 bl
| B34S 4é6.0 (BN - di met hyl - si | anvl oxv) -i ndol - 1- vl | - aceti c
acid ethvl ester A suspension of
5-(tert-butyl-dimethyl-silagyhgpw13lHindole (9.2 g,
37.2 mmol ), ethyl brormacetate (4.79 m, 40.9 mol)

andzceSIU 'abo (36 skomethivl-phe i)H— 4 e—3(- 4‘90 lic acid

annia@an1xture mas mashed 5 mnth IN HO and wat er,
and dried over sodiumsulfate. The ether phase was

L ce
s ( %ré gen gly%- &j (gg%jg_}SPgrgl%#(iﬁ gr&H gltsfﬁl" P@?a fr% Qh')fﬁoli} wadadlled to atrlll 11
i redoled Iselvt@n at @{(mamn@mumhpheaﬁﬁafimmw Sraecepacgic id ethy
4, 43hEB; gjﬂ?ﬂl I (2069), Wi pdd400aHs5oe) iVBMB . ) under
e&%igw@i ?‘e %}Cﬁ@ﬁgh@% (ﬁ)tngpd Yor)lO%%%talt Gl 9 £§ hin at
[ SiHi8dtterRpérsturel 'T’iﬁidbh‘betﬁﬂh@ﬂhfé 07 g, rnhobl) kwag 2dded and the mixture

- acet thyl. est
10 ( %% shfx;:g gﬁig hcle ltexgttstpglrgﬁ{wgm 50 u%o l»ﬁgg%b%lleﬂ B d l’@ 1 N HCl/ice
hyghtat 92 6d@ dﬁh@,roﬁl&thinmfe) add&"&él?he@qutqm dayeT Weuedragigd two times

tirred f hat e ic d
R Ty L S 1o

s ariedrtvensodérm Jsslfarte dveporation 9§theé0 stz 60173 Cffgarewre gave yellow
m?‘tﬁtal?%glél i«éeg ?X:?ﬁ&fgyfdﬂﬁ% fhf&!!ﬁt Id' @ﬂﬁﬁ igell, atHeptane/AcOEL) to

15¢ ryidld §33 mﬁ@ﬂa@mehéﬁmafzb% Srapou ‘Pﬁ%?&ﬂfi’m%dm

-1-vll- acetic acid ethyl ester 20 In analogy to the

prpgedune-tegahidetyl &-(Lxefapremathel-phenyl)-2H-pyrazol-3-yl]-methanol
(54hydr0xy indol-1-yl)-acetic acid ethyl ester was

; -t € -
| Dol s e ror s RS BRI P AR Filugro-ethoD-5 (4

'3 btiﬂ]uof@ﬁkthﬁl@j)henlyl)tﬂérpprasb%earbﬁxyhc acid ethyl Rdter was reduced with
t r%{ﬂr?%g Hg&ﬁ&é toa@&%%fszmoqg Ah-5-(4-trifluoromethyl-
20{ 5?@@1?82}@}':@01( Ayl rWthﬂGﬂ’cﬁﬁé?Wél%V BEHY | ) - 21 pyr azol -

3 ylnethoxy]-lndol-l-yl} acetic acid ethyl ester as

%563 . 25 M5 474.0 (MtH)+. el 15 [2 Methyl 5
(4 tri uoromet hoxy phenyl) 2H

yr az{%l [2-( 2y2| er%l 1 uo 0 e ﬂog (‘Ltl'l QOrome: §1t phghcv'l)dZH pyrazol-3-vimethoxyl-
indol-1-vll-acetic acid ethyl ester

In analogy to the procedure described for example 3 cl, (6-hydroxy-indol-1-yl)-acetic
25 acid ethyl ester (example 2 e]) was reacted with [2-(2,2,2-trifluoro-ethyl)-5-(4-
trifluoromethyl-phenyl)-2H-pyrazol-3-yl]-methanol in the presence of NLN,N°,N’-
tetramethyl azodicarboxamide and tributylphosphine to give {6-[2-(2,2,2-trifluoro-
ethyl)-5-(4-trifluoromethyl-phenyl)-2H-pyrazol-3 -yimethoxy]-indol-1-yl}-acetic acid

ethyl ester as colorless oil.

30 MS: 526.0 (M+H)™.



In anal ogy to the procedure described for exanple 1
f]1, {5-[2-methyl-5-(4-

Wdi'ob%i{) 9§s0met hoxy- phenyl ) - 2H pyrazol - 3- yl met hopeylppRoedozo74
“acetic acid et hyl ester 30 was treated with

L|Q—|to obtai n -51-

5- 2meth| 5-(4-trifluorongt hoxy-
(5-[2-methyl -5 (4-trifluoromethoxy. pi

f 2@1%5“@ gétlEQE{AEPZOOS/ 002074 - 50- I\/S 446. 0

( i%* é? nple % al ZZ 22Tr|fluoro et

5-(4-trifl omet 3, )
adpanslegnid %sw FrRECER i ?a%? Sl
m(@QE@boﬂjﬂqethﬁO@ldﬁgL) ﬁ{wnlzg:} ama]gnqh@:gdqpéolahy‘l ceetic acid ethyl ester
cool ed . ) rifl bl
s pterith g e e i e e
acphdnel) oH-pyesoles-y(niet oml—mﬁ@fl yiberetigaad %ﬁo‘b(% Wq‘efﬁo‘@iﬁ,sa s

‘WD 2004000785 A2) in DWMF (60 m) under an argon

Igg g\dﬁge solution was stirred for 10 mn at 0 C
for 40 m anbi ent tenperature.
Trlfluoroethyltr|flate(10 ) was added and
the mixture to was stirred f%&“ﬁaﬁqg? anbi ent
tenperature. The solution was cooled to 0 C,1 N

HGY/ 6-BenzyWadyer-niktiR-abidindiobhl-carbpeylivzacid wer e added. The
aqueous layer was extracted two tines wth

od ‘glél @r 0 I}O ha %btafs %g,?pgaﬁn%q %ﬁ{a'h%?((%s’\ﬁ[ @ .9ashel) was added to a

ried over,. so
sum‘hamm o G gy iR Ipdple e ORI SCBATEY gster (100 mg
DY 538 WA DPLS IhE 1A W(z@my&tvw oMM MEN én piahdli(@anlpyThe mixture

fnChF omat ogr i ane/
15w;$ AR @2 é-,h (si deﬁ @ngi) NJ#?CFH@I Lnaial £36 b kinded with ethyl
JREHB dfl%ﬁ:oﬁmlﬁéd S&Acte IW:&I adshed blith[HRife2and cBle'ﬂrqvf:I spgin sulfate.

-5- 4 t | %
155e n@fwgpon p {rongln{igxyrteﬁvéceg ng%ru f%li'g%% @ 3 311%1%%1 89 %) of the

exgfpkémpoand as’&ye(llawzrgﬁtaﬂm fl uoro-ethyl)-5- (4-

tri fI uor orret hyl - phenyl) - 2H pyr azol e- 3- car boxyl i c acid

ﬁ; star was. Le ugedndith 1ithium alun nium
[2-(2,2,2-trifluoro-ethyl) 4-trifluor y
phmsper@mrpgfréabwylgw}mﬁwlh Sndgle Aoy B acid (38 mg, 0.95 mmol)

C ¥an % é &ﬁ%mﬁ%@@qug Mot melol)i8 qundleZ1 2 db) iwak beated at 230 °C
e

2¢ r i( ni;dwgaﬁtfﬁg,]r 3 BhERR B pgyrgd onto lan%i[%Clhci water 1/1 and extracted
I ngRlee ks wigc@hilGeaeiedTied duptbinat extracts vegra Iwaglyedmth spgurated

pr ocedur ed for,examl alfate. Evaporation of the
(6 aﬁya%%yﬂ‘ﬁ@éfo fiign S AR I yyieder drer BT §{f [ or
( e&alvehmrﬁiee}édum presaict ket atiladk oil Whlch was PUlﬂﬁe y column
2o 2ntabdhl d AébBt to yi€ld 90 mg (0.52 mmal, 34 %) of the
tr |41f%?t8ﬁeatpﬁ% (Hﬁ%e‘%ﬁﬁ.‘)hﬂgfﬁ p{/r azo E Wel ]- rretghanol in
2% hent]@rc@srqrmmd@ﬁbwwm N - tetranet hyI
azodi car boxam de and tri butyl phosphine to give

{63 423, 2yt | uor o-

cl (6-Benzyloxy-4-methyl-indol-1-yl)-acetic acid tert-butyl ester

In analogy to the procedure described in example 1 ¢], 6-benzyloxy-4-methyl-1H-indole
was reacted with bromo-acetic acid tert-butyl ester in the presence of cesium carbonate

50 in DMF to obtain {6-benzyloxy-4-methyl-indol-1-yl)-acetic acid tert-butyl ester as
yellow oil. '



ethyl)-5-(4-trifluoronethyl-phenyl)-2H pyrazol - 3-yl net
hoxy] -indol -1 -yl]-acetic acid ethyl ester as
oil. 30 Ms: 526.0 (MrH) +. WD 2005/ Og5e@&005/002074

W%@?%Eéﬁg%és/ 002074 51 dl 16 (2 (2 2 Trifluoro eihyl) 5

(4-trifluoronethyl -phenyl)-2H wdzol -yl met hoxyl

-indol - 1 -yII -acetic acid In analogy to the

pbESdadd Mgt i bed for exanple 1 f],

{6-[2-(2,2,2-trifluoro-ethyl)-5-

(Acr]t(s irf}orRuRE bk BRENY): 2bkpytdzat-blyVteet hoxy] - i nd

ol™-1I-yIT-acetic acid ethyl ester 5 was treated wth

LiOH to o

{5 ohuion ot B Eenppiomsnebryinok L - Roetie P FoiReR poer (140 me

phefin ol Pt @lied L4 ﬁﬂ)ydmﬂtykimgcjmtedl dwér-10-% p}u@@@np@ charcoal

SR SRR R (e
1G:vApSFateddsoidet Tedmeat prp@ugst@. girve 180 arid fasemmq) Q)qa’lc et1t1e

(Q afddeth the next 5l without ﬁﬁfther urification.
%ﬁ-ﬁo&ﬁ"ngxagbggw l“)hlélﬂlz—‘l-%llSndoI e- 2- gar bsgé%yl ic acid etphyl

est eowialoo O 32 mmol ; PCT Int. Appl. (2001), WO
g%ﬁ ‘i et hanol (1 nm). The mxture was
heated at reflux for 1.5 h, acidified wwth 1 N HC1 and
exdiagl ety 902 trhéth -5 4- brifatdrumethagetmeey])-THepyrazdbi3rgzmethoxyl -
ext r,act slvvere wa he th brine and dried over sodi um
1°sdpé§1t—- L he solvent under reduced
pressure gave.90 ng (0. 32 mmol, 99 % of the titl
C olmpmatugyas ﬂyaqlrbo&dum gestrabesl fob]example 3¢l (6- hydroxy—4-methy1 -indol-1-
)Eg D& EUT tert ! tﬂy%sfeﬁwaé ndoke wﬁhqgsrﬁﬁﬁ?ﬂ—m-@ﬁﬂuoromethoxy-

-4- H 1 ndol e- 2- b d
by D Hamazol-Ankl-vetipeel BipeRieracr oo o G Ry
' nﬂﬁ;&ﬂtdxaemiéarﬁ bk sﬁl@iﬁb@tﬁ iaé {@&Qﬂ@queﬂnam -5-(4-

hem) for Lo Enéﬂg ki ARO[ EA LR Acelc acid tert-butyl

et hydr aaeslodle® lighhk conbl ned extracts were washed with
saturat ed aqueous NaHCO3 sol ution and brine and dried
ggﬁd%r@g l.f ate. Evaporation of the solvent under
re c re left a black oil which was purified
by col umm chr omat ogr aphyﬂ(3| l'ica gel
Melpibfyh OHA§

4 : Thenpy2H-pyragal-35 ylmetho
thed g_g_tq t{keeicggﬂpound as brown oil. M 252 4 ( MtH) +.
~cl nmet hyl -indol -1-yl) acetic acid
tert-butyl ester an o t he e _
201 nlaeipEo e procsNBe R Bk o SKET R AT HEpPER T RaRs-o
trifluoromethoxy-phenyl)-2H-pyrazol-3-ylmethoxy]-indol-1-yl}-acetic acid tert-butyl

. ester was treated with LiOH to obtain {4-methyl-6-[2-methyl-5-(4-trifluoromethoxy-
phenyl)-2H-pyrazol-3-ylmethoxy]-indol-1-yl}-acetic acid as colorless solid.

MS: 460.4 (M+H)™.
25 Example 15

a] 2-( 2,2,2—Triﬂuore—ethvl)—5-( 4-trifluoromethoxy-phenyl)-2H-pyrazole-3-carboxylic

acid ethv] ester

In analogy to the procedure described for example 13 a], 5-(4-trifluoromethoxy-phenyl)-
1H-pyrazole-3-carboxylic acid ethyl ester (example 11 bj) was reacted with

30 trifluoroethyltrifiate to give 2—(2,2,2—triﬂuoro-eﬂ1yi)—5-(4~triﬂuoromethoxy-phenyl)-ZH—
pyrazole-3-carboxylic acid ethyl ester as colorless solid.




was reacted with bronp-acetic acid tert-butyl ester in
the presence of cesiumcarbonate 30 in DVF to obtain

wolRudeRas oxy-4-nethyl -indol -1-yl)-acetic aci CT/EP2005/602074
tert-butyl ester as yellow oil. W 2005/085235
PCT/ EP2005/ 002074 -52- MS: 352.5B (MeH) +. dl
6- Hydr oxy- 4- neLhyl -i ndol -el | -acetic acid tert- butyl
eMer3sAlgdi)iti on of (6-benzyl oxy-4-nethyl-indol- 1-yl)
-acetic acid tert-butyl ester (140 nmg, 0.4 nmol) in

eth ig—gbiZ(iZJ—'ﬁrigi_l%ro"\@fﬁ%!g%g :4%%%&?1&%52{ -phéhv¥h- paldvadiolspayll-methanol
0 rent tenperature for 3 h.
bl bty S Gk BB A USR5
%tnﬁfmfd’iﬁethbi)}- he ﬂf&@%@ax@fe b-rca\hﬂxyﬂld ac;dfﬁtb)ﬂ estarswassredinced with
xt, ste out I -
5 29&"3‘“& th Rz um EY‘%C&EQ {Vﬁ)# (%9% | &@*ﬁ) Dy tr1ﬁ{§)romethoxy

tr Heh’gil()¥2(§f@tyhzelp3}¢]’]yrh¢th2:bblpay malpdbss%kg met hoxyl 10
[ ndol 1-y11 -acetic acid tert-butyl ester In anal ogy

O P T ol -1 V1) acet | ¢ acl &
t %&ﬁ)ﬁm&m&momeﬁom phenyvl)-2H-pyrazol-3-
%WMI in the presence of
N etramet hyl azodi car boxam de and
10 1 nbalilfa}/()gg ehﬂrgt?edtu(r)e eis\c/sr(;fbéd4 fogg)t{aqg;l)lég'cjl,%&'}l?mly—'iﬁdélgi—yl)—aceﬁc
t ridid ewssed fievayopdhiz el Was 2¢4cpdraizio] 2- @2 reflnereyqthylhdd -

-l ?ﬂu} rorﬁ}gﬁh %&@B%\%r p)k}y%c?fl <y F%e@l‘iarﬁ mcﬁle 9%3@1%:% of NN,N',)N’-
9 i Al
t rifﬂanmﬂqmmd@cayqum@ﬂ andzmb@%rlmph@ew e E%i%n(z 23- élﬁuom‘
| NABUD L M L RRED RS- %h@x@ylj _DERPALREY-fithetliayplmiobdyilacetic acid

desc or_examnpl e

15{ qethk asier a6yqlpwit hy| - 5- (4-
trifluoronethoxy-phenyl)-2H pyrazol - 3-yl net hoxy] -i ndol
- In4: bapgema«giaci d tert-butyl ester was treated with
Li OH to obtain

p o1 o '
ac l(dneabo mecﬂdalebl cidVs: 460 4 (I\/H-|—|)+ 25 Exanpl e
15al 2 (2 Z2 Trifluoro ethyl) 5 (4

t r b]; Lo %Wtﬁpggoc%@ﬁbgcr1gtﬁ PcWe%Zxﬁbﬁ 13f} C{af QC(&)QJ - &1ﬁuor0 ethyl)-5-
UG TV {1. ucﬁ@ o) %rcétlc acid ethyl
20f of%u&mméleﬂ@}a]p eByl) @H-PVW%? ai}ﬁ%f 'n]ﬂ; 7
ester was treated with LiOH to obtain {6-[2-(2,2,2- :criﬂuoro -ethyl)-5-(4-
. triffluoromethoxy-phenyl)-2H-pyrazol-3-ylmethoxy]-indol-1-y1}-acetic acid as brown
oil.

MS: 514.2 (M+H)™



1H pyrazol e-3-carboxylic acid ethyl ester (exanple 11
b)) was reacted with 30 trifluoroethyltriflate to give

wolz00R08823%- trifluoro-ethyl)-5-(4-trifl uoronet hoxyrpboosho2074
)-2H pyrazol e-3-carboxylic acid ethyl ester as

colorless solid. WO 2005/ 085235 5RCT/ EP2005/ 002074

-53- MB: 382.1 (M+. bl [2 (2 2
2Trifluoro-ethyl)-5-(4-trifBxasmpleiédoxy- phenyl)-2H Dwr
azoI 3-vll-nmethanol In analogy to the procedure

! ' fSQ -E’%%% g henvl)~1H-pvrazol-3~vﬂ -methanol
-4

tr| f1 uor orret hoxy- phenyl ) 2H— pyrazol e ar boxyl i
cThyiloty 5 hoaser Guraeet et foRRRDI L SO Bt Tucromethoxy-
hy 1 id eth 1 t le 11 ¢]) was reduced with
R du A e
i SmrE PG A 19 e K ThERGT > LG S PR e L Ry
'V$p yrabl 30/ (- Metariol Blbro®nfsalid.2 2
rifl uoro ethyl)-5-(4-trifluoronethoxy-phenyl)-2H vvr

cZJNHrS%rM xyI-|ndoI 1-yll-acetic acid ethyl ester
1 /4 to t he procedure descri bed for exarrpl e 3
C]

6-h drox |ndoI -acetic acid ethyl _es
( 16 v I il oiphenvl-1H- pyrazol—g vimet oxﬂ indol-1-vl}-

[ ‘ : ﬁﬂl orotyl - (4-

Zac cgﬂge{h JSJEP y- phenyl ) - 2H pyrazol - 3-yl ] -nmet hanol in

the presence of N, N, tetrane
mazleaonn@mwempa@eém'\ciwﬁzﬁdm P46l (s bydrpay-indol-1-yD)-acetic

{G:Ic[td?etit?l e2te? (echinbletros] Dwaetdaydell with [1-methyl-5-(4-trifluoromethoxy-

[
| th h ) -2H |
DL Y A 1S o ol PER L R S Rl
Oi dzodMaxbosdid? aﬁﬂ/}tﬂ-rbmylpdhlosp}}ﬁnfﬂ) gige {5- [1 methyl 5 (4 trifluoromethoxy-

2Tr f I - et h 0 MHess solid.
az lf‘ Ov_? oxy g )H]Ilah@] fggeitc' %Cé‘?gﬁ?ﬁé%eﬁ%%gy
to the procedure descrlbed for exanple 1 f],

15{ 6MS24744 M2IDT.i f | uor o- et hyl ) -5- 20 .
(4-trifluoronethoxy-phenyl)-2H pyrazol - 3-yl net hoxy] -in
dolr k- -ﬁte@t BtJ @-tﬁﬁﬁ&o%éﬂi& - - t476lB-edimethbly]-indol-1-yl
Li arn ,2-trifluoro-ethyl)-5-(4
trﬂ@lt—&é?—érret hoxy- phenyl . ) 2H pyrazol - 3-yl met hoxy] -i ndo
| -1-yl}-acetic acid as brown oil. M 514.2 (MH) +.
m:z&md &5&&@r9@hm@eﬁbmmmpls4 fx{erbirecthpl-ai(4{

H:éfit}% xy—p enyll e ”9%5{6‘? XYRIRBINY ) -irdd1 Y14 dtic3c ethyl ester
20 was treated with LiOH to obtain {6-[1-methyl-5-(4-triftuoromethoxy- -phenyl)-1H-
pyrazol-3-ylmethoxy]-indol-1-yl}-acetic acid as colorless solid.

MS: 446.0 (M+H)".
Example 17

a] (Z)-4-(3,4-Dichloro-phenvl)-2-hydroxy-4-oxo-but-2-enoic acid ethvl ester

25 In analogy to the procedure described for example 11 a], 1-(3,4-dichloro-phenyl)-
ethanone was reacted with diethyl oxalate in the presence of metallic sodium to give (Z)-
4-(3,4-dichloro-phenyl)-2-hydroxy-4-oxo-but-2-enoic acid ethyl ester as off-white solid.

MS: 289.0 (M+H)™.




In anal ogy to the procedure described for exanple 1
al, l-nethyl -5-(4-trifluoronethoxy-

“xphmamkﬁsdk+pyrazole 3-carboxylic acid ethyl estBEP2005/002074
(exanple 11 c]) was reduced mnth 5 l'ithium al um ni um
hydrlde to glve

1Sa ,_ ethvl ester and 5-

( M’S'ﬂ)—dlchllélro {)ﬁeﬁ\lﬂ 1- methvl IH—Dvrazole 3- carboxvhc ac1d ethvl ester
Met hyl oS- (4 tritluoronet hoxy phenyl ) - 1H pyrazol - 3-yl ne

e

( 6h}fﬁyd5t}0x-ymo-rwm42-¢nqx¢ ycidetyl QStEI aeb thactef Wlthe'gp@iylhydrazme in ethanol
E ix nd{;g?ﬁe &gg%%ﬂt’(ﬁ? Fc{ %@g 53&4"\&1&1&0:0 -phenyl)-2-methyl-2H-pyrazole-3-

ph@mly¢>9y it prip pthak eterds ;h‘iﬂwmémnd. i rdichlargaheayiyrt -methyl-1H-

%&Eal%\fs = LRI PREL AN bthyPaad a6 il HResasiysielsand
uty phosphlne to give

S5-(4;triflu t hoxy- —
DhET By R R - St R R A BT oy acid gtyLeser Ms: 299,
a01q+ﬁmhyl ester as colorless solid. 15 M5: 474.4
(I\/H—|)+ cl {6 fl l\/bthyl 5 (4
JRbhoxyi - i ndol

trif
10,18 ocedur e
descri bed for exa e f 6-[1-neth 5-(4-
t r Irf dnabogyrte theoxpc %E@h glcpsyn!!ﬂ ‘{g»y EXpIRnle g_a |5r@b%g¥ﬂorpﬂ16pyl)—2—
'L' nbéh}yl-%ﬁg%hﬁzcﬁ&lsdca% &ylic 88 ethyl S8rvaSdduead @ithWithiom aluminium
0

{ ebydrideetoigpte [5:(p A-dichlorarBhePr e ety Tzl -vil-methanol as white

pyg@gpl-s yl met hoxy] -i ndol - 1-yl }-acetic acid as

colorless solid. Ms: 446.0 (M+H)+. Exanple 17 a

(Z 4 %% émilchloro henyl ) - 2- hydr oxy- 4- oxo- but - 2- enoi ¢
9 ster 25 In analogy to the procedure

descrlbed for exanple 11 a],

155

U‘I

3, 4 di chl or o- ph I
it 1R -prsazela-slopethy ‘s.- ~1>1;d<))l 1-yl}t-acetic

’g [ glnetall[c gbdlun1to glve (2)-
g%-g—g%%ﬁ?oro phenyl ) - 2- hydr oxy- 4- oxo- but - 2- enoi c
aC|d ethyl ester as of f-whi sol i .

( Mirgpmalogao ZboBYCS sée@ré&@ﬁ@ﬁ%@é@ﬁﬁh@sm&bﬁndgl Fh)-acetic
4- Dhiahtigl @st&f(emh 132 emmeaczé&m 6203, e&mﬁobpwﬂ)ez -methyl-2H-

aci d et est
2 el ol @%P?l I%W“ﬂf NP -tetprpstby o icerboxamide and
ac ttﬂbxﬁszllpﬁlbspeﬁﬁﬁro dive {6riaH Gglydichlotbrphpmyble adualla;rméﬁmrm%
or -
h éf%%@r% é‘ﬂ Tk 1 C)étﬁ%?cgég@?'%&? hp{oq%lgétgggﬂwas react ed
mnth nethylhydra2|ne in ethanol 5 under reflux
coM§:#F8A<MdIYi ve

5- (3, 4-di chl or o- phenyl ) - 2- et hyl - 2H pyrazol e- 3 _
e] {6-15-(3,4-Dichloro-phenyl)-2-methyl-2H-pyrazol-3-vimethoxy] -indol-1-yl}-acetic

25 acid ethyl ester

In analogy to the procedure described for example 1 f], {6-[5-(3,4-dichloro-phenyl)-2-
methyl-2H-pyrazol-3-ylmethoxy] -indol-1-yl}-acetic acid ethyl ester was treated with
LiOH to obtain {6-[5-(3,4-dichloro-phenyl)-2-methyl-2H-pyrazol-3-ylmethoxy}-indol-
1-yl}-acetic acid ethyl ester as brown crystals.

30 MS: 430.4 (M+H)",



carboxylic acid ethyl ester as colorless crystals and
5-(3, 4-di chl oro- phenyl ) -1-net hyl -1 H

weysaasshes 3- carboxylic acid ethyl ester as col pCT/EB®05/002074
crystals. .
5-(3,4-dich|oro-pheny|) 2 nethYl{§F+pyrazole-3-carboxy

lic acid ethyl ester: +. 10 cl [5-(3
4- Di chl or o_phenyl ) - 2- net hyI %%‘B?/\gg@ol 3-yl | - met hanol

In anal ogy to the procedure described for exanple 1
a] _J_ _(_3(@CMFIdbehBQﬁﬂuDﬁtﬁﬂiBthﬁl-ﬁmnvD -2-hvdroxv-4-oxo-but-2-enoic acid ethvl
:%I - 2H pyrazol e- 3-carboxylic acid ethyl ester was
re%E ed with lithiumalumnium hydride to give
[ 5- (3, 4-di chl oro- phen nmet hy I-2H-?yrazol
- et drakngy tashe\mpt:@urséetspdbedl@r pRmplsg. (11\@4411“56 p- {’61’5’[“9I°methYl'
3%%11 lr)aet% IleOrI]Zl)t/: vsas reacted W1th dlethyl oxalate in the presence of metalhc sodium to

t |
" 55 ) edeobro-Aeiridneroma b LR G DRt 2-oe acid thy

pr &efdursiodesghlidbed for exanple 3 c], (6-hydroxy-in
dol- 1 -yl) -acetic acid ethyl ester (exanple 2 e])

?@C%fﬁé th [5-(3, 4-dichl oro-phenyl)-2-net hyl -
maﬁ%& |]-met hanol in the presence of

-tetranethyl azodlcagboxan1de and

azole-3-carboxylic acid ethyvl

RHY BiZ¥radile-3-carboxylic
=L T -y | yl-"ester -as . -

cofpe Fe gl . MS: 458.2 (MrH) +. el 16 15 (34

Di chl or o- phenyl ) - 2- met hyl - 2H pyr azol - 3- vl net hoxyl -i ndo

| - fis Malog@a8thprodiiae u&cﬁbwforeﬁdm eI%]ﬂ&i@L@g@Lﬁumcﬁ-m

{ gi?rc %gér%gﬁ)af Bﬁl pRd &%@?ﬁ? —but— e’n01c acid ethyl ester was reacted with
meiﬂa:yd mﬂsmdthz&oy hﬁmrheﬂmq conditiins|te glvk Seldefiazogei d

15 6?:?%10%%&1%{11&'},\%§Frg e% %Y‘ %I-Ii] é)yl”a'.zﬂg- —%ar%mrgicrhm et‘xgrl efter as colorless

t hoopythisiand Gk (4-flugro}3- amfé-tqroma‘&wb‘pbc ) 1@3@ agls-3-carboxylic

C@@E@%’bgﬁ%@g’g%ﬂ% cé‘ys%;bpl'"e Yo §|005/ 085235

4-Fl uoro-3-trif]luoronethvl - -4
oxé (ﬂ) uogoSnigifmozemethe phsny é%-p—&th rﬁgﬁé{gaﬁé‘;' —Bar @%rhc acid ethyl

Pr eg&dNi® sdps cri+hed. for exarrpl e 11 a],
1-(4-fluoro-3-trifluoromethyl- 5 phenyl) et hanone was

o el Mol SR o R Aienlf o HE aRA SBERGE, Al3-yll- mechanal

(Z)-4-(4-fluoro-3-trifluoronethvl-phenyl)-2-hydroxy-4-
ox &r mdlo@-teribé prazedwrededryibed for example 1a], 5- (4 ﬂuoro 3-trifluoromethyl-

phenyl)-2-methyl-2H-pyrazole-3-carboxylic acid ethyl ester was reduced with lithium
aluminium hydride to give [5-(4-fluoro-3-trifluoromethyl-phenyl)-2-methyl-2H-
pyrazol-3-yl]-methanol as white solid.

25 MS: 275.3 (M+H)".

d1 {6-15-(4-Fluoro-3-trifluoromethyl-phenyl)-2-methvl-2H-pyrazol-3-ylmethoxyl-
indol-1-v1}-acetic acid ethyl ester

In analogy to the procedure described for example 3 ¢], (6-hydroxy-indol-1-yl}-acetic

acid ethyl ester {example 2 e]) was reacted with [5-(4-fluoro-3-trifluoromethyl-phenyl)-
39 2-methyl-2H-pyrazol-3-yl]-methanol in the presence of N,N,N’,N’-tetramethyl

azodicarboxamide and tributylphosphine to give {6-[5-(4-fluoro-3-trifluoromethyl-



. \ uo - LT yl-p
5zolnaloBlAlraesligReid  acid ethyl ester as col orl ess

ester as colorless solid. Ms: 307.1(MtH) +. bl
5-(4-Fluoro-3-trifluoronethvl -phenyl)-2-nethyl - 2H pyra

Wosz%df 5 garboxlic acid ethyl 10 ester and PCT/EP2005/002074
uo

ro-3-trifluoronethyl-phenyl)-1-nmethyl -1 H pyra
zol e-3-carboxlic acid ethyl estsmr- In analogy to the
procedure descri bed for exanple 4 b],

Bynehyl)4-fletio-0F3pyrazol-3-yimethoxy]-indol-1-yl}-acetic acid ethyl ester as white
trrﬁ uoronethyl ﬂenyl) 2- hydr oxy- 4- oxo- but - 2- enoi c
hyI ester was reacted with nmethylhydrazine in

ethanol under reflux conditions to give 5-(4-fluoro-3
15MS: 476.0 (M+H)™.
trifluoromethyl-phenyl)-2-nethyl -2H pyrazol e- 3- car boxy

3e]-3-ylmethoxvl]-
-l H pyra

crystals.
5- hflaﬁdrcsgs)rt@ i protddusod aombdivior phemle ) fR{6rbi-dfludte-pyr a
égltre uorgx%g (})rf(gfdenyl n-getk? oy py‘rea%leg—yln[}/e%w)gf} zné)ol(lwfﬂ}'!)atetlc acid
[ 5et¢1§l=1— dstenomotrdated iwithd dDBrtefabitaip iehS(§-popeBtiriflnomgmgshy-phenyl)-2-
zo| - N 89V J1P 2l BE 2PTI0S BEIE solid.
descrl 2?1_!1 P{);%Ag%aﬂgf&%ﬁg?{ ﬂ)a
5-(4-fluoro-3-trifluoronethyl -
10ph by K¥8.2 (Mehyd - 2H pyr azol e- 3- carboxyl i ¢ acid et hyl
ester was reduced with lithium alum nium hydride to
gi ve Example 19
[5(4f|uor03tr|fluororrethyl enyI) 2rrethy|
pyr 1:113 I tha&o :
( y
- 2- met hyI 2H pyr azol - 3-yl met hoxv] i ndol - | -yI -acetic

ac il amalogyt toake proceduradedcosd far ej_(q;mp]}grlch] e@ulfﬂétbérbé 4t bed
f - d 2@ reacted with
et F QTR Fhenfip 2DF mﬂsﬂg’;ﬂggl}%dlkeﬁg@ué 1 djg&iod reacted w

q 5 {iignyl chiorisledn t:}plpqug,mghzéip -chpromat yl-lygpethyl-3- (4-trifluoromethoxy-

L1 At RN AZR coBmdedd gillet hanol in the presence of
ﬁﬁ 1li1))q\r -ttbe)?r anet hc)(/)l azodi car boxam de and

trlbut i,he to give
2% RP@*&E =3-trifluoronmethyl WO 2005/ 085235
PCT/ EP2005/ 002074 - 57

'cetlc acrd ethyl ester as vvhlte oIrd M5: 476.0

':_LlaﬂnggyL?t? F)?cicedure des 1bed rexam le $b], 5- chloromethyl 1-methyl-3-(4-

t .
20 3r1ﬂb«m¢ﬂ§ww P hadl vk |w3?¥s@ére§a~”§tre b D R G cranide

o %%@et@xﬁ%@%‘ i%e gﬁﬁf&ﬂ}@@dﬁf-@[ﬂu@&ﬁfféﬂh@xﬂ-pﬁ&nﬂ) -7H-pyrazol-3-yl]-
{ acetogntrﬂe as yellow sohd

MS: 300.4 (M+NH,)".

1 [2-Methyl-5-(4-trifluoromethoxy-phenyl}-2H-pyrazol-3-yl]-acetic acid

25 In analogy to the procedure described for example 9 ci, [2-methyl-5-{4-
trifluoromethoxy-phenyl)-2H-pyrazol-3-yl] -acetonitrile was treated with sodium
hydroxide in water/ethanol 1/1 at 85 °C to give [2-methyl-5-(4- tnﬂuorornethoxy-
phenyl)-2H-pyrazol-3-yl]-acetic acid as off-white solid.

MS: 301.0 (M+H)".



trifluoronethyl-phenyl)-2-nethyl-2H pyrazol - 3-yl net hox
y]-indol-1-yl}-acetic acid ethyl ester was treated
wovdobdnskis®H t o obtain PCT/EP2005/002074
{6-[5-(4-fluoro-3-trifluoronethyl -phenyl)-2-
met hyl - 2H- pyr azol - 3-yl met hoxy] -i¥dol -1 -yl }-acetic acid
as brovvn SO|Id io M5: 448.1 (I\/H-|—|)+ ExarrPIe 19 aII15
e il ,. - q_.._]_‘_ H

yrazole In anal ogy to the procedure descrrbed for

ex[ﬁ F;ltcpﬂhe E&eﬁgﬁe%c&eﬁ‘for example 9 cJ, [2- methyl 5-(4-
tri f t ho

yr.azol.
( EKERPI LIRS R0 LT SRR Sy [P ing 1 M solution
| Nhf@M 8TEFoR fettyiicBh@n to give 2-[2-methyl-5-(4- tnﬂuoromethoxy phenyl)-2H-

5- chIo met.h 45 trrfluororrethoxy-

pr@’ﬁ%c’; gn}'ﬁi B%ﬁaﬂ%l&sédgée%&"%ﬁless oil. M5 291.0

(MrH) +. bl [2 Methyl-5-(4-trifluoroneth~-phenyl
- MASA7LZMM+BOYI | - acetonitrile In anal ogy to the

procedure described for exanple 9 b],

5 4 I'EB b qmgﬂvl‘—lj { ﬁr%ﬁﬂero%éﬂ%xvz&envﬂ-2H—mfrazol-3—V11 -ethoxy}-indol-1-
t refTuor onet hoxy- phenyl’)-TH-pyrazol e was reacted with

t el cyanide in acetonitrile to give

[ 2- met hyl - 5- (4-trifl uoromet hoxy- phenyl ) - 2H pyrazol - 3-y

| ] Tn BGRIZP R tHel précedarey/ddstiivedsot exhmpl3 cBQ6-hadicvyiikidgl+ -yl)-acetic

*10F i pyLesiep Aemel 280 EERSIR WY | et S iorgmethoy-
a P}m@’t)*mwﬂd-?fﬂ Fethand irothe ItTgsen‘tfeO & azodlcarboxylate and

detsrc qdhcﬁs?;?])m%)%gw 36 %g c{%mét%yln?t( ﬂlﬂé}r@ﬂfethoxy-phenyle -2H- pyrazol-

azo acetonitri
vva% ﬁ]r@h@ﬂdﬂwi@lhl Elddlc@#ﬁ a Blfr‘sdéaﬁ iR FYER anol
|II at 85 Cto give [2-nmethyl -5-(4-trifluoronethoxy-
F,ﬁy azol -3-yl] -acetic acid as off-white
1 d I\/B 30 .0 (I\/HrH)+ WO 2005/ 085235

ﬂg.@ eétlcajcm anal ogy to the procedure descri bed for
exarrple 9 c], [2-nethyl-5-(4-

h _ . indl
MR A LA AR 1 i ac
t emﬂaiwdmﬂlm&mhtmylbaﬂepyrazol -3-yl]-ethoxy}-indol- 1-)(151 acetic acid ethyl ester
2-Las HFthCY lrvlrt?'l,(ré ﬂb'Jblt:Hﬂr@-W@-t hoxsthpbe ik fitorfethoxy-phenyl)-2H-

p7raz anol as colorles C tals M5: 287.0

20 MpFpaoL T (hopg SaVe FY Regieasid 1P| PGty ho
yl)-2H pyr' azol -3-yl | -et hoxvl -indol -1- yl)-acetic acid
et R 4684 €R+H)".

Example 20

a] 5-Todomethyl-1-methyl-3-( 4-trifluoromethoxy-phenvl)-1H-pyrazole

A suspension of 5-chloromethyl- 1-methyl-3-(4-trifluoromethoxy-phenyl)-1H-pyrazole
25 (3.2 g, 11 mmol; example 19 a]) and sodium iodide (8.25 g, 55 mmol) in acetone (56 ml)
was heated under reflux conditions for 30 min. Tert butyl methyl ether was added, the
solid was filtered off and the fltrate was brought to dryness under reduced pressure. The
residue was dissolved in tert butyl methyl ether, washed with ice water/brine 1/1 and the
aqueous layer was extracted two times with tert butyl methyl ether. The combined

30 extracts were Washed with agueous sodium thiosulfate solution and brine and dried over



In anal ogy to the procedure described for exanple 3

c], (6-hydroxy-indol-I-yl)-acetic 1o acid ethyl ester
wo R¥§0ahss 2 €]) was reacted with PCT/EP2005/002074

2-[2-methyl -5-(4-trifl uoronethoxg

phenyl ) -2H pyrazol -3-yl] -et harioP “i n t he presence of

ot e Tl e e A eab KRN PPN Dt

_ ( QD L:3d Re ik §it {hich Rk hosarianied deox yrep hethyl) AR theppugication.
-yl ]-et hoxy}-| ndol - -yI )-acetic acid ethyl ester

a% SgﬂZOM %?5%4 orome @%m’ﬂ)@ﬂi@w azolL8- \IUI phddidific acid ethvi

t resﬁef uor onet hoxy_pheny~- 2H pvrazol - 3-yl ] - et hoxv} - i ndol
-I- yl)-acetic acid In analogy to the procedure

? 1&@&%f1&ﬁ§i}§§ﬁgﬁo§néﬁllml&fh& 2 n{l%f et xbiuBioh4n

R S R TR O D LR S
' t Qo ng a, WV1t{11|'1]1 30 mm a soiutlon of ethyl ageﬁate (3.77 ml, 38 mmol) in _
(0),4 o
S 5 AR, U il s e

cqb@Blals 55 ainysl) alas addel?sl@nth’iﬁ Q0 fif birdihe miBvameptas kept fak additional 30
| odonet hyl, -

o A28 (G VPR RPN Sl P T N PetaT 2
S lisqﬁenmmahmty -phenyl)-1H-pyrazole (4 2g, 11 mmol) i tetrahydrofuran (25 ml) was

a1 HE} g f . q
| 'i py razo %mdf g K%%EH¥H T Mniﬂr%t 'Jés)'(? qq%éd]%&'bﬁﬂﬁ%@ rmoved an
Seic avi 4 ChL T o

g B TRHEPY mwuawﬁ%moreg bhig jqueous NH,Cl

Was%ld’cﬁﬁ‘lt{ﬁg wiftdehd eatddid GRNehis ﬁﬂﬁetﬁ?lraca@td’ﬂl‘he ca'xabined extracts
buty 1 he o K d_was

et her . added
15 of‘f’e’fS NHS}?‘?I%LﬁeItFP%&‘@ “B‘F%G’EI?F apd, ‘&F‘i} HESS SOdm&ﬂ ?‘ﬁfa?g The solvent
r &dmeﬁ:oﬁ)é&mdﬂr @edileé presasie togiveas oxings ofl wiich was mrrified by column

ed C Y]

e ARt b DAY ATERL Lot £ 2By 0 o) of the it
tezrdm;lzmirgdlaswdldwbﬂet her The conbi ned 30 extracts were
washed w t h aqueous sodi um thi osul fate solution and
brgg@ %n d over WD 2005/ 085235 PCT/ EP2005/ 002074

SO u$n sul'fat e. The sol vent was renoved under

puri f| catl on. bI
3- in2aﬂb;t b tkﬁr;(rétéddré Hesoribekiohexaynpl el 3+ [2-methyl-5-(4-

pytrrﬁfuloﬁexaﬁeﬁaﬁ %‘gg’ggg a??%g}eo - —)&Pé Orﬁlgﬁci% S&dgetlﬁfl §&}a%és%duced with
i nlithiweh mhhmdrmﬁ inydridérepdieths) e@nmo pian 20l ; mgthyhidiytriflgoromethoxy-

Lelt AyOsigTut A 629, 1L HBSAGO9LER, 040 78 C Whin

hyl  ace ate (3 77 m, 38 mmuol)
in tetraé%dlofuran (10 M) was added. The soI ution

25\aMSsB9G-2 €M) For 45 nin at -78 C, DWPU (6.63 nl, 55
mol ) was added within 20 mn and the m xture was kept

f of] ad-td-enahvi 30(4-trifluoromethoxy-phenyl)-2H-pyrazol-3-vl] -propoxy}-indol-1-

vl)-acetic acid ethyl ester

In analogy to the procedure described for example 3 ¢], (6-hydroxy-indol-1-yl}-acetic
acid ethyl ester (example 2 e]) was reacted with 3-[2-methyl-5-(4-trifluoromethoxy-

30 phenyl)-2H-pyrazol-3-yl]-propan-1-ol in the presence of N,N,N’,N’-tetramethyl
azodicarboxamide and tributylphosphine to give (6-{3-[2-methyl-5-(4-
triffuoromethoxy-phenyl)-2H-pyrazol-3-yl]-propoxy}-indol-1-yl)-acetic acid ethyl ester

as colorless oil.




10 mn at -78 C. Wthin 20 mn a solution of
5-i odonet hyl - | - met hyl - 3- (4-

wd Sbdhdsessomet hoxy- phenyl ) - 1H-pyrazole (4.2 g, BAdr/pPoby002074
in tetrahydrofuran (25 m) was deed The sol ution
mas stirred for 40 mn at -78 C the cooling bath was

enoved and _stirring was continued for 1 h. The

réﬁ%ﬁ@%ﬁ(ﬁfﬁﬁhre was poored onto aqueous NH4C
solution/ice water and extracted tmo tinmes mnth ethyl
a@t@«@@«{.’lﬁhﬁhﬂm @e%cemtm bt : & - pire hel & s
ti th,ice water/brine an ried over sodi um
sGﬁE%?ﬁLégge solvent was renoved under reduced
pressure to give an orange oil which was
cdhmnmlogrm@ﬂm@gdap’r@ﬁsc(r eﬂlf@raﬁxg@lple h@p@%\&%i Eél 5t(3

59l u&ro?n%h&}ﬁj;sﬁhéﬁc@l ZH? rafdl- Pjygtéfk%ibﬁ}l-lﬂdop@?@%t@ﬂc £3d ethyl ester

FkkiAp A LR K R——

PhoRRA}- _hdanal0gycetio atiletpl eaedhsyellaie orm. bed
fopYre>‘?arrpa}fﬂebrlc%w}l 3-[ 2- i hyl - 5- ( 4-

tr| t.hoxy- phenyl) - 2H pyrazol - 3-yl ] - pr opi oni ¢
E %@%&@Eégfer was reduced with [ithium alum nium
hydrlde in diethyl ether to give

3-[2-nmet hyl - 5- (4-trifl uor ondixasple 21
phenyl ) - 2H pyrazol - 3-yl ] -propan-1-ol as yellow oil. 25

I“S%I ﬁ@%o@g&%ﬂ 1.9b 208 2 Mot VA - (B thifludrbhdetiofy Rt DA H-pyrazole

azol-3-yiT-propoxyl-indol-1- yl)-acetic

F o owlayie 03 Repeedies SEREALOT ORI BTy e Fgsy ghyD-5-(4-
et ﬁﬂuo@&h@ﬂhoﬁﬁ?ﬁ%ﬂﬁ?lﬂ— B)zohasyl)-artisa! (dxtinple 15 b]) was reacted with

ph&‘!‘ﬂﬂﬁ 1%989 f%gfb}uﬁ%r oag%hﬁ%f%orqegtlyl- %2 2,2-trifluoro- ethyl) -3-(4-

of tri‘ﬂ,ultsir%eﬂioxyﬁhtmé}ﬂﬁtmhzo&z@d:pm}emm de and
trlbutylphosphlne to give (6-{3-[2-nethyl-5-(4-
| xy- phenyl ) - 2H- pyr azol - 3-yl ] - propoxy}-ind
15 Ik& 9?% Qﬁt?ﬁc acid ethyl ester as colorless oil. WD
2055/085235 PCT/EP2005/002074

;

-ZEERMﬁ@ggl-é yI]:propo;vl-fhdol-l-uy{) acetic acid In
analogy to the procedure described for exanple 1 f],
(6:{3 met 5-

{ T AR CHOR SR s ribed iy PSURPLe g Y T Cﬁoromethﬁ R
ol trftydrd- eﬂ@}é} B 4atfidoreniyhoxasphenyl) vidd-pyrazaleserswpacted with

20( Gtej_ng‘)tlg?%{nﬁ)n}un% q(ainc}e in falcetorrngrrxrlg t% gwe [2- (2 2, 2—tr1ﬂ2ul9!2:0 -ethyl)-5-(4-
pytrammfeﬂmmqwmh@pﬂ%yﬁ PYI@@JI-”I ¥1%ayeta@étﬂe(,ﬂs el ety
ester as yellow foam

MS: 350.3 (M+NH,)™.

c] i2-( 2,2,2—Triﬂuoro-ethvi)—5-(ji-tﬁﬂuoromeﬂzoxv—phenvl}-2H-pvrazol—3—vﬂ —acetic

acid

25 In analogy to the procedure described for example 9 ¢}, [2-(2,2,2-trifluoro-ethyl)-5-(4-
trifiuoromethoxy-phenyl)-2H-pyrazol-3-yl] -acetonitrile was treated with sodium
hydroxide in water/ethanol 1/1 at 85 °C to give [2-(2,2,2-triflucro-ethyl)-5-(4-
triflaoromethoxy-phenyl)-2H-pyrazol-3-yl]-acetic acid as brown crystals.

MS: 369.1 (M+H)™.




ME: 472.1 (MH)-. Exanple 21 to al 5 Chloronmethyl 1 (2
2 2
wd tdokhases0- et hyl ) - 3- (4-trifl uoronet hoxy- phenvl petlEppysen2074
zole In analogy to the procedure_ described for
exanple 1 b], [2-(2,2,2- trlfluorélethyl) 5- (4-
trlfluoromsthoxy phen I) :
raethe

rrazol-3-vl]-ethanol

chI or of or mt o vyi eI d
5- t-AlRTe éhyé bce(c&r@d&chbécf fou example Byd) ) [232 4 trifluoro-ethyl)-5-(4-

| ag{rf %(r)c%gg ho%ﬂ%pe E%ljrlg —gsy—)él?zagét% AR G 2RI Nidid 1 M solution
Tr bf mprxmemyﬂrahﬁwmm tof gxwmz,aéxtyxﬂyﬁ@mh)fl) PHoyr a
I -
R Y o S S S R e R A IS
trifluoro-et hyI ) 3-(4-trifluoronethoxy-phenyl)-1H pyra

zoMs: 8583 (adt)éd with 20 tetrabutyl anmoni um cyani de in
acetonitrile to give [2-(2,2,2- trlfluoro ethyl) S5- (4-
o)

I [2 (2 2 2
F Sty =4t frdo-orret hoxy- pxe-iyl)- ZFprraz

ol - 3 yII acet ¢ acid 25 In analogy to the procedure

dess ey thahe poaagire desaribed for example 3 cl, (6- ~hydroxy-indol-1-yl)-acetic

SERERN SO BB AT

\Nasnﬂmcaatredmmt];lhegdd1 yﬁy@ﬁr Tlogthanel q,% PFSERGSRf d1-tett-butyl
]ap?cflca@ﬁo 140284 r[e%rlgpaz né ol gaw(@t{q it (yd, )t ote-ethyl)-5-(4-
ri

as thfl vtljjx(y)nrq?:tqﬂg@g'x ylg:?ly DEHZY! %—Mﬂ éﬂ%’;%gﬁ?@é& ethyl ester as

PCTLERRQQR] 002074 61 dl 2 (2 (2 2 2 Trifluoro et hyl)
5 (4 trifluoronethoxT-phenyl)-2H pvrazol -3-yl | -et hano
In analo Yy she procedure described for exanple 9
1Z] M§255 @/&Jg[{ﬁrifluoro ethyl) - 5- (4-

trlfluoronethoxy phenyl

AU A (LY

tetrgh%ﬁrog régg o
trifl uoronethoxy- phenyl ZFprrazoI t }
col loranelogy &t the prwgdu%@esgrﬂ(q@ppﬁcamg 1(% (}52{3 ga@% Zzi".‘r?luoro -ethyl)-5
- Tri ¢4| | 44058y Gha¥baly-Bhéithl)-2H-pyrazol- 3-y1 ethoxy}—mdol 1-yl)-acetic acid ethyl
tri

| uor orret h i
28t @t@guwas ineatse W Xith&fse_)?-g‘géqq g§ {2 @t 3%%’ ftluoro -ethyl)-5-(4
an aﬂrﬁlﬂ)ﬁrdrﬁeﬁhbﬁr Fhﬁ@éﬁﬂﬂ‘l@}dm-ﬁl-}ﬂ]adtﬁom‘f} mdgh—éwé) Felif: acid as off-white
(6- hydroxy-indo yl)-acetic

MS: 528.0 (M+H)™.
Example 22

25 al [rac]-2-{6-[2-(2,2.2-Trifluoro-ethyl}-5-( 4-trifluoromethoxy-phenvl)-2H-pyrazol-3-

vimethoxyl-indol-1-yl}-propionic acid ethyl ester

In analogy to the procedure described for example 3 c], [rac}-2-(6-hydroxy-indol-1-y1)-
propionic acid ethyl ester (J. E. D. Barton, D. Cartwright, C. J. Mathews, Brit. UK Pat.
Appl. (1992), GB 2253848 A1) was reacted with [2-(2,2,2-triflucro-ethyl)-5-(4-

30 triffluoromethoxy-phenyl)-2H-pyrazol-3-yl]-methanol (example 15 b)) in the presence of
N,N,N°,N’-tetramethyl azodicarboxamide and tributylphosphine to give [rac)-2-{6-[2-




10 acid ethyl ester (exanple 2 e]) was reacted with
2-12-(2,2,2-trifluoro-ethyl)-5-(4-
trifluoromethoxy-phenyl)-2H pyrazol -3-yl }-et '

WQ 3HESB¥E¥ence of di-tent-butyl azodicarboxylgﬁgﬁgﬁg%ﬂmﬂW4
tri phenyl phosphine to give -62-
(6-{2-[2-(2,2,2-trifluoro-ethyl)-5-(4- .

t f i £ b uanasetabylpp- @heifiybjon2ibegr pheorD LR ryraehdsimpethagy]-indol-

ol -1-yl) - acet i of] | ¢ as colorless oil. 15
WYﬁ%@%?%MﬂgF&W‘ﬁ%&?g %" 0%5% 2 2 Trifluoro ethyl)
5 (4-trifluoronethoxy-phenyl)-2H pvrazol -3-yl | -
eM8o%§6.5 (MddT) | -yl ) -acetic acid In anal ogy to the
procedure described in exanple 1 f],
(81 1212464222 3L T4 iR MOLhEY-BY W)triBuoromethoxy-pheny)-2H-pyrazol-3-
(Z=trrfTuar onet hoxy- l),-2H pyrazol - 3-yl ]

5 . s RORV IR -V PTODIORICALCIL
treated with LiOH to obtain )
( 8n hRalb@r to2h pibekdiirt HeworibedinhydinpB-1( - [rac]-2-{6- [2-(2,2,2-trifluoro-
trifluoronmethoxy-phenyh)-3H : @k nondal-1- ropionic
| G e e R RERL Sl Ry S Averor

acid ethyl 20 ester was

e, solid 8.. =

( Wtid)ethyl Estempiser@zdagtaliQH grebteineaq 2-{6 (?zig“mauom'em’:) >
Tri fLyor Siphenyl)-2H- 1-3-ylmethoxy]-indol-1-yl}-propionic acid as
( ﬁ ttPlH??rg)g?etgFr% hé)}g(efl?l) pheﬁz;rla)zc-, 2I—|var azol - 3-

10 1lcnktlesndpimi ndol - 1- vl | -propionic acid ethyl ester In
anal ogy to the procedure described for exanple 3 c],
[rﬁgjﬂg:g((@{mgf_ oxy-indol -1-71)- propionic acid ethyl
ester (J. EE D Barton, D. Cartwight, C J. Mathews,
Brit. UK Pat. Appl. (1992), 848 Al) was
reacted with [2-(2,2, S ori ) Eagietes yl)-5-(4 30
tryfluoronethoxy-‘zenyl)-2tﬁpyri;ekh§é¥£bwﬁgaéﬁﬁgg%OXVHCaddeﬂgd

hAugrOmCHIOXE-

azole-3-carboxylic

- g
15 PGEAERBEAGSE1D02074 - 62
(2,2,2-trifluoro-ethyl)-5-(4-trifluoromethoxy-phenyl)-
2 ”%ﬂ%ﬁf&ﬁ&ﬁéx’%‘rﬁ@%@ 2 ¥ 331 infma) hwas Intydducpd opi erfpensael af 5-(4-
et hy

o D cosooghoss phomio v s Bopphe id et .7 mot
(4esdabigld YDBYrREhAKytrphepthdsi@kcppomato(2.36 550 mmol) in dry N,N-

%/ Lg&gﬁ@&héﬁ%@gb %L%fﬁr“%? PHCARL cg)o!iﬁgﬁﬁéihﬁﬁ)dré Was poured into

I'n exanple 1 f], ;
20[ ' &6 Jraler {600 1) (2R d2xRadted foup smses m@M:F})Ioromethane. The combined

- Sl LE VL VLR AR RIENA da@HbAYE adolinidd ylarblinay julfate The
e

! fﬁ?Fl-proplonlc acid ethyl ester.,was f&%ﬂ&ﬁqV urified b
Wi sdivdrt @ds remensdainger reduced pressure’to give a yellow soll as p v

[ T 88l dfodndedgfaphy Zsifidal del, ueptan&BoPE) ) tb-give 281 mg (0.8 mmol, 12 %) 2-
E |4;}ﬁ[;f;ﬁgqrh;ﬂgﬁg%ﬁéﬁ&g%ﬁ@é&ﬁ%ﬁs gﬁ)—%ﬁiéﬁl&-@e H}B&Wlic acid ethyl ester
55 as white solid and 1.29 g (3.7 mmol, 55 %) l-diﬂuoromethyl—s-(4-triﬂuoromethoxy—
phenyl)-lH—pyrazole—S-carboxylic acid ethyl ester as white solid.

2—diﬂuoromethy1—5-(4—triﬂuorometh0xy—phenyl)-ZH-pyrazole-S—carboxylic acid ethyl
ester: MS: 351.3 (M+H)™.

l-diﬂuoromethyl-S—(4-triﬂuoromethoxy—phenyl)—lH—pyrazole— 3-carboxylic acid ethyl
39 ester: MS: 351.3 (M+H)". |



10 colorless foam Ms: 528.3 (MrH)+. Exanple 23 al 2
Di uoronethyl 5 (4 trifluoronethoxv phenyl)

oI e-3-carboxylic acid ethyl ester apgrkp2005/002074
WO'%!Iﬁﬁl?uoronethyl 5 (4

trifluoronethox)Lphenyl)-1H- pvré%ol e- 3-carboxylic 15
acid et hyI est er ChI or odi f uor omet haﬂ

tr| fl uoromst ho)yphenyl )-i H-pyrazol e- 3-car boxyl ic acid
efmxﬁalsg%tt%rthé gr&,edaremawnbed émmhpleu Bjifaedomethyl-5-(4-

‘I\gdr ous pot %?e:%um E)%%g §a§b({,§ggacé§?ﬂ1$‘f‘&'te)r vl r&ﬁﬁéed with
c Qlﬁhhﬁgaluﬁlﬁtﬁum Bitcuide togise ;bwrfbw@r@rnttbylz@(fi éréﬂwgwﬂ(%@henﬂ)"
i d_extract th dichl th
5 %@ REol 3] i%%e%gn& W bk MBI, Wi i chl or onret hane.

FActs ‘were washed two times with ice
wat er/ bri ne an+d dri ed over sodium sul fate. The
soUE:eNP.4@%+Heroved under reduced pressure to give a
yel l ow solid which vvas purified by col um

C%ﬂa&ﬂ%& Y heibbanehact P )
rrg o =
dil AR 2aid £ | uor onet hoxy- phenyl ) - 2H pyrazo

| e-3-carboxylic acid ethyl ester 25 as white solid ci
1.12%nalogBtd t}ﬁ'l}‘ﬁbcedﬁﬁe &pcribed for example 3 c], (6- -hydroxy-indol- l—y )-acetic

10 pl‘?&h{ff %rﬁﬁins eg%mg? ié]') Gk Eéa% QR IiQﬂﬂuorometh\yl 5-(4-

oxylic aC| | ester -
V\knrﬂﬂaosnhethoxy -phenyl}-2H- pyrazol~y-y1 methanol m t e presence of RONN N

2- @%&@H&gﬁ)@mﬂb&a&%& Jddftlrm%wlbmyt Phientd- 2~ aifupyorethyl-5-(4-

1 thifiupran lghy]:lergf Ia fﬁ(\e}}mz%/qjaryg%tfhﬁmymsﬂgﬁ??}) ac%& '5@1& ethyl ester as

Z%ﬁﬁ sohi@r boxylic acid ethyl 3o ester: Ms: 351.3
MiH) t. WO 2005/ 085235 PCT/ EP2005/ 002074 63 bl [2
D| uor o
15¢ r M @E’ré% xv phenyl) 2H pyrazol - 3-yl | -met han’ol In

anal ogy to the procedure described for exanp ]]g\]v
2- di fe- ipeDéftetrbirlettfyl-644- -trifluoromethoxy-phenyl}- ZH-Dvrazo tmethoxyl-

trifluor _aéeggégldphenyl ) - 2H pyrazol e- 3-carboxylic acid
etwgp—gﬁgf—was—r duced with ~1ithium al unini um

hydride to give ]

[ 2imirfalagyrtomes Piricedsirg described ioPramBlerchy Sieifpgrometbyl-5-(4

2 r'ﬁ_)%qo? 39 tl%)d/lﬂhenﬂ?-tmﬁf}ﬁ'az@%- ictioxsPlhrdbl- 1B} -2809.24id ethyl ester

20( r WRS Uﬁ%ﬁﬂqﬁ&lé’}gﬁﬁ%‘%ﬁl}ﬁ %ﬂ% %gll'ne%xybﬁ 4- tt 1ﬂu0fomethoxy—phenyl)
i ndplp Jhww -Aeaithayhthdblar-fiyacesned s nolaraisegyids t he

procedure described for exanple 3 c],

/ I-I-yI) acetic 10 acid et hyl ester
(e%ﬁ%&géil@] was reacted with

[ 2-di fl uoromet hyl - 5- ( 4-

3n]"aethemol

Example 24

2] [rac]-2-{6-[2-Methyl-5-(4- tnﬂuoromethoxv—vhenvl) 7H-pvrazol-3-vimethoxv]-

25 indol-1-vll-propionic acid ethvl ester

In analogy to the procedure described for example‘S c], [rac]-2-(6-hydroxy-indol-1-yD)-
propionic acid ethyl ester (J. E. D. Barton, D. Cartwright, C. J. Mathews, Brit. UK Pat.
Appl. (1992), GB 2253848 A1) was reacted with [2- methyl-5-(4-triffuoromethoxy-
phenyl)-2H-pyrazol-3-yl]-methanol (example 11 d}) in the presence of N,N,N',N'-

30 tetramethyl azodicarboxamide and tributylphosphine to give [rac]-2-{6-[2- methyl 5-(4-



trifluoromethoxy-phenyl)-2H pyrazol -3-yl]-nmethanol in
the presence of NNN, N, N - tetranmethyl azodi carboxam de

and_ tri butyl phosphine to give PCT/EP2005/002074

WOBYYBSHP | uor onet hyl - 5- (4-

10

15

20

25

trifluoromet hoxy-phenyl)-2H pyazol - 3- yl met hoxy] - i ndol
-l-yl}-acetic acid ethyl ester as whit so{ id. 15, I\/IS:d hvl
5&@1;1&0&1%&1‘@?:?:}311%5’10QH-EYI@'EQiﬁ“WYhW]5“‘@ -1-yl}-propionic acid ethy
trifluoronet ho- phenyl)-2H oyrazol - 3-yl net hoxyl -
ieﬁtﬁb‘i‘s—?ivpc‘lgs’-%lgeti c acid In analogy to the procedure
described in exanple 1 f], {6-[2-difluoromethyl-5-(4-
tviB:f488or(ddlhoxy- phenyl ) - 2H pyr azol - 3- yl net hoxy] - i ndol
-l-yl}-acetic acid ethyl ester 20 was treated with

Ly .9_gbbhanRthyl-5-( 4—triﬂuoromethoxV-DhenVD-ZH-Dvrazol-S-Vlmethoxﬂ;
{6-12-d). TTuor opet hyl -5-(4-trifl uoronmethoxy-phenyl)
ZEMMOW] -indol-1-yl}-acetic acid as
colorless crystals. M 482.5 (MrH) +. Exanpl F 24tha& 5-(4

[ naghlo@y fbtHe Brdketihyd deScribed in example 1f], [rac]-2-16-]2-methyl-o-{%-

pHRR O TBL RN AR e A BBl BmdoE LD vpiobacid ethyl

nic et’hyl ester .l a
t deer pras tredhad aviddd OH wef&?tﬁér[f%széhﬁ‘ @“@EQ}Y?'5 %';%Hir&thg'
[r 24 6+ XM -1hdyl)-viipsropionid aidies off-edhitylcrystals.
e%l?eé%n(zz}_i%‘é}%%”)ggﬁtgﬁﬂ]s Cartyv%/rpiifg t, C.IJ. Mat hews,
Brit. UK Pat.. Appl. (1992), GB 2253848 Al) was
r Mt WEHRD[2- et hyl - 5- (4-tri fl uor omet hoxy-

phenyl ) - 2H pyrazol - 3-yl ] -met hanol (exanple 11 d]) in

the presence of N, N, N, N 3Bxdarapleafet hyl
azodi car boxam de and tri butyl phosphine to give

MW%@\X{%%;&ﬁu\éQ£Q@l$f-Q§§%ﬁ51H-Dvrazole

trifl t hoxy- phenyl ) - 2H- | - 3- hoxyls-}

- lExli g!rhal}fggryl?tggﬁw)gﬁ)%e gg)e/@%hﬁ inp%(rgaz e %a]{%{éﬁtqr%é%}ig?-ﬁ%ﬁéﬁhﬁj-(.4-
MB; 4o§§m§g[§rﬂﬁﬂé 1)—@1{193&%& @x#é@pled dVpivaytredied aith sodium 10dide in
triti t - ph -2 |23yl By o
iLﬁ#ﬁé&b@p%ﬁgﬂgwﬁ%lTxagﬁwﬂy%ﬁéw‘g%%\%an“ﬁ?ﬁ%ﬁaﬁé35% prasoleas
d ?élfd'wl' Lo Vi e xaled id dd next stag Withofbifrthenpurifiration( 4-
trifluoronethoxy-phenyl)-2H pyrazol - 3-yl net hoxy]

099l aRE O Ce AR th BNV pESBE s WSl RAKEA ethl

[regtef - 2-{6-[ 2-nmet hyl -5- (4-trifl uoronet hoxy-

phenyl) - 2H pyrazol - 3-yl met hoxy] -i ndol -1 -yl } - propi oni c

29 dngetl meBkiesGroRlAlR id Buble 40 8], %-{okbbjethyl-1-methyl-3-(4-
triﬂuoreomethyl-phenyl)— 1H-pyrazole was reacted with ethyl acetate in the presence of
lithium diisopropylamide and DMPU to obtain 3-[2-methyl-5-(4-trifluoromethyl-

phenyl)-2H-pyrazol-3-yl)-propionic acid ethyl ester as yellow solid.

MS: 327.3 (M+H)*.

] 3-[2-Methyl-5-( 4-trifluoromethyl-phenyl)-2H-pyrazol-3 —vl]-propan-1-ol

In analogy to the procedure described for example 1 a}, 3-[2-methyl-5-(4-
trifluoromethyl-phenyl)-2H-pyrazol-3-yl]-propionic acid ethyl ester was reduced with
lithium aluminium hydride in diethyl ether to give 3-[2-methyl-5-(4-trifltuoromethyl-
phenyl)—ZH—pyrazal-3-yl]—propan-l—ol as yellow oil.

MS: 285.1 (M+H)™.



al 5 lodometh 1 nethyl3 (4
trifluoromethyl-phenyl)-IH pvrazole In analogy to the

(g;ocedure described in exanple 20 a], PCT/EP2005/0020°74

0eHP&SEB et hyl - | - met hyl - 3- (4-
trifluoronethyl-phenyl)-1H pyragote (exanple 9 a]) was
treated with sodiumiodide in 15 acetone to obtaln dol-1
3 3 ; 11 ~1-

5d|] ngm RigthH 5ot frifdueoBer dihylrplfd Pare 3 2 K
p azole as i e|EOMISO|Id whi ch was used in the next
S i er purification. bl 3- [2 Methyl 5

(4 trifluoronethyl phenyl)-2H pyr 3~ Vil |- propi,anj Cry . .
ath anadogpto theptosedurn deseaib @IF@@%%pﬁlo@e‘H’&F Sy IRdGI 1)-acetic
d%éﬁ éﬂﬁ’z térr(e be )ngast}]zacted with 3-[2-methyl-5-(4-trifluoromethyl-

t

ot mhﬁmb?Hr@%rh%ﬂl'-ﬁpsﬂﬂamanmowr%% Bresenes o Ny Bh ey
eta%dme@ﬁ@ia@ﬂhﬂe hid irﬂﬁtﬂpﬁ@e@hﬁﬁ togivel(b+{Bi[@rmethyl- S (4- tnﬂuoromethyl-

Flgvlhzg {&P{ \?rg]@q%r %T%a%%l\ép&:hl o? kit —gCé’%lc acid ethyl ester as colorless oil.

phenyl ) -2H pyrazol -3-yl] -propionic acid ethyl ester
aMgeisbsvdsai)'d. Ms: 327.3 (MrH)+. cl 3 [2 Methyl 5 (4
trifluoromethyl phenyl)-2H pyrazol -3-yll-propan-1-ol
22118 202heaN R4 E‘?ﬂ&ﬁ@ﬁl%ﬁﬁr ghelespibedaiods-@kampioryiindol-1-

2=Tret nyt -
10tmﬂ£&mﬁ£&ﬁéthyl phenyl) 2H pyrazol - 3-yl ] - propi oni ¢
acid ethyl ester was reduced with |ithium alumnium

hyl%fan% B ek bochupsdeesribied fgyi axmrple 1 ], (6-{3-[2-methyl-5-(4-

3-[2-ne (4 | Uor - cac1d ethyl ester
ph‘é&ﬂVPiQfQﬁLﬂyﬁ‘}éf%]b AR e s T
MBivasa8teH il HOH tmeﬁo@sfﬁs eeﬂwtﬁf@ezrﬂ@symegﬂwhmﬂ) 2H-
-65 d| 2 I b )ekystals.
phEﬂ'?T% ﬁpg&xggg 1§d£%?%%8§9%?Fﬁg§ %Yyl) acetic
acid ethyl ester In analogy to the procedure descri bed
15f oMSe&38¥p(M+BI)C], (6-hydroxy-indol-1-yl)-acetic acid
et hyl ester (exanple 2 e]) was reacted with
3-[2-nmethyl -5-(4-trifluoronethyl 5 :
phenyl ) - 2H pyrazol -3-yl]-propan-1-ol in the presence
of N N N ,N -tetranmethyl azodicarboxam de and
tri butyl phosphine to give
(6-{3-[2-nmethyl-5-(4-trifluoronethyl -
phenyl ) - 2H pyrazol - 3-yl ] - propoxy}-lndol-l-yl) acetic -

acid ethyl ester as colorless oil. Ms 486.5 (MtH) +.
el (6 {3 [2 Methyl 5 (4 trifluoronmethyl nhenyl |
211pyra7ol -3-vll pro 20x indol-l1- 10 j)-acetic acid In

anal ogy to the procedure described for exanple 1 f],
(6-{3-[2-nethyl -5-(4-
trifluoronethyl-phenyl)-2H pyrazol - 3-yl ] -propoxy}-indo
| -1-yl)-acetic acid ethyl ester - was treated with Li OH
to obtain '
(6-{3-[2-nethyl-5-(4-trifluoronethyl-phenyl)-2H



pyrazol - 3-yl ] -propoxy}-indol-Il-yl)-acetic acid as
colorless crystals. 15 Ms: 458.5 (MtH) +. WD
2 Q85235 PCT/ EP2005/ 002074 -66 Exanpl e A gdodi®r005/002074
Woc@g%ega’? abl ets containing the faollow ng ingr ggjiﬂéﬂr&s
can be manufactured in a convéentional manner:
I ngredi ents Per tablet Kernel: Conpound of fornula
(1) 10.0 ng 200.0 ny Mcroc:jt stall,ine cellul ose 23.5
ng 43.5 ng Lactose hydrous-%ég%ﬁkﬁ% 70.0 ng Povidone
K30 12.5 ng 15.0 ng Sodium starch glycolate 12.5 ng _
17. 0 nmim Mageesbles @heatiay ehelfolowingdnfredignts(ckebaglanufactured in a
- Weight) 120.0 350.0 mg Film Coat: Hydroxypropyl
MECRYFINOER EFBg%:B.S my 7.0 ng Pol yethyl ene gl yco
6000 0.8 ng 1.6 ng Talc 1.3 ng 2.6 ng |Iron oxyde
(yello 0.8 ng 1.6 ng Titan dioxide 0.8 5
Th&ﬁ@% i ngredient is sieved and m xed m”%%tﬁ_efg
m crocristalline cellulose and the mxture is
gr Xemelt ed with a solution of polyvinylpyrrolidon in
water. The granulate is mxed wth sodium starch

al X%?Aﬁéu‘id%(f%ﬂﬁﬁﬂﬁglgumo‘t earate and conpressed0anyi e2@®.0 mg
kernel's of 120 or 0O ng respectively. The kernels are

| acquered w.th aqueous sol ution suspensi f_ the
abSE AP BRI FIORm coat WO 2008/ 085235 Brothg | 435mg
PCT/ EP2005/ 002074 -67 Exanpl e B Capsul es contai ni ng

t h@aftobd lodirags | ngr edi ents can be manuf act ur ed0i0mmg ~ 70.0mg
~conventional manner: Ingredients Per capsule

Povidone X30 125mg  15.0mg
Sodium starch glycolate 125mg 17.0mg
Magnesium stearate 1.5 mg 45mg
(Kernel Weight) | 1200 mg  350.0mg
Film Coat:
Hydroxypropyl methyl cellulose : 3.5mg 7.0 mg
Polyethylene glycol 6000 0.8 mg 1.6 mg
Talc 1.3 mg 2.6mg
Iron oxyde (yellow) 0.8 mg L6mg
Titan dioxide 0.8 mg 1.6 mg
5 The active ingredient is sieved and mixed with microcristalline cellulose and the

mixture is granulated with a solution of polyvinylpyrrolidon in water. The granulate is
mixed with sodium starch glycolate and magesiumstearate and compressed to yield
kernels of 120 or 350 mg respectively. The kernels are lacquered with an aqueous solution

/ suspension of the above mentioned film coat.



Compound of formula (1) 25.0 ng Lactose 150.0 ny
Mai ze starch 20.0 ng Talc 5.0 ng 5 The conponents are
=3y d mxed and filled into capsul es of & 2865/002074
W%@?‘{gﬁgé%g I njection solutions can have the follﬁjl%ﬁ ng
conposi tion:. Conpound of formul®-(1) 3.0 ny Gelatine
150.0 ng Phenol 4.7 ng Sodium carbonate to obtain a
final pHof 7 Water for inﬁwﬂl@ﬁ solutions ad 1.0 m
WD 2005/ 085235 PCT/ EP2005/ 002074 _68_ Exanple D Soft
gel atcte[ias&%P?dHtﬁﬁi L B fnbRdleptd @nibagndriiceddicd it 8
can be“manutractured 1n a conventional manner: Capsul e
camverticialonpodhd of fornmula (1) 5.0 ng Yel |l ow wax
8.0 ng Hydrogenated Soya bean oil 8.0 ng Partially

hydrogenated plant oils 34.0 ng Soya bean oil 110 |
néggmgﬁglﬁt of capsule contents 165.0 ng Gelatin P capsule

capsul e latin.75.0 ng G ycerol 85 %32.0 ng Karigf
816‘38?11??‘1?36‘({3??1% er) Titan dioxide 0.4 ng Iron 20 mg
oxide yellow 1.1 ng 5 The active ingredient is
dilsswkaed in a warmnelting of the other ingredient 450.0mg
and the mxture is filled into soft gelatin capsules

of iate size. The filled soft gelatin capsul 280mg
arhé{gi??getgliueld according to the usual procedures.

Talc 5.0 mg

5 The components are sieved and mixed and filled into capsules of size 2.

Example C

~ Injection solutions can have the following composition:

- Compound of formula (I) 3.0mg
Gelatine 150.0 mg
Phenol ' 4.7 mg
Sodium carbonate to obtain a final pH of 7

ad 1.0 ml

Water for injection solutions



2005/ 002074 WD 2005/ 085235 PCT/ EP -69- Exanple E
Sachets containing the follow ng ingredients can be
ured in a conventional nmanner: Corrpw%l%obmmﬂ
Worg%u}&ﬁg&'t(l) 50.0 ng Lactose, fine powder 1015.0 ny
Mcrocristalline cellulose (AVI®8EL PH 102) 1400.0 ny
Sodi um car boxynet hyl cel | ul ose 14. 0 ng

Pol yV| nyl pyrrolidon K 30 10Eemmie DVagnesi umst ear at e
10.0 Flavoring additives 1.0 ng 5 The active

i ngr g%lftes%ﬁat{n a gsdco‘Pﬁatlﬁng@Eé RESwinFlisgediehs cal bé fRnufactured in a

cellu | um car boxynet hyl” cel | ul ose and
g:oammtmn@mnpm a mxture of polyvinylpyrrolidon in
water. The granulate is m xed with magnesi unstearate

apdniecdhterauri ng additives and filled into sachets.
WO I5005/ 085235 PCT/ EP2005/ 002074 70 Cainms 1.

ound fothg fgrmulas RE RR7 ' ~/ 1 1 O /Ngomg
gs&p“ﬁ@“-"%c%émﬁi&%ﬂ wherein 5 RL i s hydrogen O
Cl-7-alkyl; R2 and R3 independently from each ot her

affellwavasgen, Cl - 7-al kyl or Cl-7-al koxy; R4 and Rs 50™8
i ndependently from each other are hydrogen,

C]H;%l' %%M{Gd So%bzagpilf/l f)alcgyl7 alhﬁle(rjlslen C2. 7-al ki nyl, Some
Partjally hydrogenated plant oils 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.



fluoro-d _7-al kyl, cyano-d _7-al kyl or cyano; 10 R6,
R7, R8 and RO independently from each other are
; , Cl.7-alkyl, C3.7-cycloal kyl, hal ogeryrEr2005/002074

“%ﬁ%%ﬁ%oxy- a _7-alkyl, C2.7-allcenyl, C2-7-alKkinyl,

fluoro-Cl_7-al kyl, cyano-d _7-'a‘ﬁ<‘y| or cyano; and one

of R6, R7 and R8 is R13 Rl12 R's, ~O (CR10OR11 R14 15

wherein R10 i s hydrogen, Cli’iﬁ»—‘éﬂéﬁ, C3. 7-cycl oal kyl

or fluoro-d _7-alkyl; R1l is hydrogen, Cl-7-alkyl or

O _7- 8l ke Yofthiningddhk Ydliovengirgtediiits am WRiBaisfattythdogen,

d _7-alkyl, C3.7-cycloal kyl, C2.7-al koxy-Cl17-al kyl,

Coonventighal MPRET 2" 7- al ki nyl or fluoro-d _7-al kyl: and

the other one is a lone pair; WO 2005/085235

PQI4EPaqabsiroa0d4 (- 71 R4 is hydrogen, O 7-alkyl, “00m8

C3_7-cycl oal kyl, hal ogen, Ca-al koxy-Cl 7-alkyl, Cz_7-

al L, -al kinyl or fluoro-Cl.i-alkyl; R15 is 1015.0mg

ar%%{%%%ngt%é}rz’gg# yl; and nis 1, 2 or 3; and 5 all

enantioners and pha t] y acceptable salts 14000
anW@PCfe%%]JélP%cellﬁlﬁﬁeleqﬁ%%g.ﬂ@wﬁounds of formilal me
according to claim1 having the formula R5 R6 R13 R7

Rlsddidm Rsoxyshethf) ceRBoR14 RHO R2 R3 |-A wherein R 140mg
to R5, R10 to R15 and n are as defined in claim1; 10

R6,, ,R . and i endently from each other are 10.0 mg
e Rk e
Magnesiumstearate 10.0 mg
. Flavoring additives 1.0 mg
5 The active ingredient is mixed with lactose, microcristalline cellulose and sodium

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

info sachets.




C3-7-cycl oal kyl , hal ogen, G _i-al koxy-Ci _7-al kyl,
C2a- al kenyl, Cza-al kinyl, fluoro-d -7-alkyl,

WOC%]%}&'SQS—?' al kyl or cyano; and all enanti onens~@pghoosnozo74
phar mac

10

13

eutically acceptable salts and/or esters
thereof. 3. Conpounds of formut&1-A according to
claim2, wherein R6, R7 and R9 are 15 hydrogen. 4.
Compounds of fornula I accorc@ﬁ%@to claim1 having the
formula R13 12/ RI5 Rs R6 R4 O-(CRloR11)n (~ |
Rl4 ONR18 RORR R3 RI -B W 2005/085235
PCT/ EP290Rp Q01 b4 the fordulherein R to R5, R70 to RI5
and n are as defined in claiml;, R6, R8 and RO
i ndependently from each ot5her arg hydrogen,
G _7-alkyl, C3.7-cycloaRsyl, halogen,
Gt _7-al koxy-d _7-allryl, alLkenyR C2_7-al kinyl,
5 fluoro-d _7-al kyl, ang kyl or cyano; and
all enantioners and phar |y acceptable salts
and/ or esters thereof. NpOuvyrds formula I-B
according to clai 4, rein R6lg RB and RO are
hydrogen. 6. Conpo nd® " of ogrrul% | according to claim
1 having the formula R R°12 / jRI5 ,(CRtoRtt)a Rs
OR 14 R7

‘wherein
R is hydrogen or Cy7-alky};
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-cycloalkyl, halogen, C;.7-alkoxy-Cy -alkyl, Cyy-alkenyl, Cp7-alkinyl,
fluoro-C,s-alkyl, cyano-Cjy-alkyl or cyano;

R%, R7, R® and R’ independently from each other are hydrogen, Ci.7-alkyl,
Cs.7-cycloalkyl, halogen, C,-alkoxy-C,.7-alkyl, C,.5-alkenyl, Cp7-alkinyl,
fluoro-C,.7-alkyl, cyano-C,.7-alkyl or cyano;

and one of R, R” and R%is

£
~~0— (CRR"),
14

R

wherein
R'%is hydrogen, Cy.7-alkyl, Cs7-cycloalkyl or fluoro-Ci7-alkyl;
RY is hydrogen, Cy.7-alkyl or Cy.5-alkoxy-C,-alkyl;

one of R%or R¥ is hydrogen, Cy.7-alkyl, Cs.7-cycloalkyl, Cy.7-alkoxy-Ci-alkyl, Co
7-alkenyl, C;.7-alkinyl or fluoro-Cy.7-alkyl; and the other one is a lone pair;



4 pNRa RHORs Rz R31-C to wherein R to R5 R10
to R5 and n are as defined in claim1l; R/, R8 and RO

Wd ﬂ)‘égﬁ)&%%ent |y fromeach other are hydrogen, pCT/EP2005/002074

" formula I accordlng Y

d _7-alkyl, C3 7-cycloal kyl, hal.ogen,
a _7-al koxy A _7-alkyl, Cz_7-al 'nyI C2_7-al ki nyI

15f| 7a| yI,cynoCI _
al | el?ﬁahgt ¥ Wagﬁﬁ%ﬁhﬁﬁ@’i agy/ogéecte %%g{%@’ SHI fﬂé’ﬂ’ G
and/ or esdliedsl, td}gr&laﬁyl of fluGorparsablyl;of fornula 1-C
according to claim6, wherein R7, R8 and R9 are

hydr n_ 8 f formula | according to any

one ?éﬁ%\%ﬁ%ﬁ@gygg%ﬁﬁerei n R is 20 hydrogen. WO

2005/ 085235 PCT/ GP2005/ 002074 - 73 9. Conpounds of
formu & 4 2acéotml ng to any one of clains 1 to 8,

wherein R2 and R3 independently fromeach other are

hyipE:08e8nREs L PhHrmadQitic IR Heeupistte eitsfaad bnlesteds thereof.
according to any one of clains 1 to 8, wherein at

For mib-ETRGEP R 0P LOBH iR heiE RS e
wherein R4 is hydrogen. 12. Conpounds of formula I

according to any opé& of cRaims 1 to 11, whereR¥ RS is
hydrogen, O _7-al kyl\ or h

wherein n is 1 RO Corrpounds of

R L(gR:‘IO%{ﬁ ®Iinnis
3. 15. Conpgunds) of/ T or ac dih nto any4 one of
clalrrsltoFiﬁ~ emopéof R6, R7 and RsMis Ri12
~N_N R15 -~O( 1)@

I-A

wherein
R! to R?, R!® to R* and n are as defined in claim 1;

RS, R7 and R’ independently from each other are hydrogen, Ci.7-alkyl,

10
Cs.7-cycloalkyl, halogen, Cy.7-alkoxy-C;7-alkyl, C,.7-alkenyl, C,.7-alkinyl,
fluoro-Cy.y-alkyl, cyano-C, 7-alkyl or cyano; and
all enantiomers and pharmaceutically acceptable salts and/or esters thereof:
3. Compounds of formula I-A according to claim 2, wherein R®, R” and R’ are
5 = hydrogen.

4. Compounds of formula I according to claim 1 having the formula
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R14 15 and RID to R12, R14, R15 and n are as defined
in claiml. 16. Conpounds of formula | according to
115, wherein R12 is Q-7-alkyl O ~P2005/002074

wcﬁoﬁ%ﬁ%_ _7-alkyl. 17. Conpounds of fornula IPCT/EPZO /

according to any one of clains 7Z2to0 16, wherein R15 is

unsubstituted phenyl or phenyl substituted with one to

twireegngr oups sel ected from Cl-7- 20 al kyl, C1.

- al koxy, hal ogen, fluoro-C, _7-alkyl, fluoro-Cl

7- al koxy RN 6y O dkBare GONIIMEAGS clofm fior mul a |
according to any one of clains 1 to 17, wherein R15 is

phenyl, substjijuted wt al ogen, .fluono-C, _7-alk or
Pl ook, & and b gepenteotly Bomenbe b PR aeh ¢1_,-;ﬂ@,
acc OF@_ﬁ@zdd&P@l, ablvgdn, G5 6l adiotxgeC frradkytt Ger-gkeup Cor-alkinyl,
consisting.o )

> {6-[é§ﬁEPh thgéﬁg?P?{%ﬂgwgﬁgiﬁ?PgbI%%yl)-ZFprrazoI-3
-yl met hoxy] -i ndol - 1-yl }-acetic _acid,
(81 dranfidnwestdng| pherpaceuticallypoeaptblnsplts prd/ay psters hegsataz o
| -3-yl]-ethoxy}-indol- |-yl)- acetic acid, WO
2005/ 9%&@65%9&@ 082044 ding £4 claim 4, wherein R%, R® and R® are
{6-[2,4-dimethyl-5-(4-trifluoronethyl-phen)7l)-2H pyra
Zbrdregept net hoxy] -indol -1-yl}- acetic acid, { 6-
[ 2- met hyl - 5-
( 4- t ré iddinpeumRts bO Fotmpitehydc)rdit oydaaol hasind thetftroxyl
-indol- |-yl} - acetic acid, 5 -
{6-[2-(2,2,2-trifluoro-ethyl)-5-(4-trifluorgWethyl -phe
nyl)-2H pyrazol - 3-yl met hoxy] - indol-;g.‘12 | }-dcetic acid,
(6-{2-[2-nethy|-5-(4-trif|uoronethoxy:%
ol -3-yl] -ethoxy}-indol-1-yl)- acetic ad
[ 2-met.hyl -5-(4-trifl uoromet hoxyz pyrazol - 3-y
I'] -propoxy}-indol-1-yl)- 1 éﬁ%%:@y@ 14
6-[2-di fl uoronet hyl - B\(4-tri Iuorgnethoxy-ﬁﬁenyl)-ZFLp
yrazol - 3-yl net hoxy] -indol - yLFR acetic acid, and
(6-{3- 4
[ 2-met hyl - 5- (4-tr F¥ T UoX ong
] -propoxy}-indol-1Qyl )N"ace
of formula I agtor to c
group consi stingOof R

: R2 R3 I-C

phenyl ) - 2H pyrazol - 3-yl
c®id. is 20. Conpounds
4§ m1l, selected fromthe

10

wherein

R! to R, R!% to R* and n are as defined in claim 1;

R’, R® and R’ independently from each other are hydrogen, Cy.7-alkyl,
C3.7—CYCIO&H(Y]., halogen, Cl-y—a]kow-cl-y-alkyl, Cz_-,v—alkenyl, Cz-y—alkinjfl,
15 ﬂuoro—Cl_y-élkyl, cyano-Cy y-alkyl or cyano; and

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

7. Compounds of formula I-C according to claim 6, wherein R’, R® and R’ are

hydrogen.

8. Compounds of formula I according to any one of claims 1 to 7, wherein R’ is

20 hydrogen.




{6-
[2-met hyl -5-(4-trifluoronet hoxy-phenyl)-2H pyrazol - 3-y

-indol-I1-yl}- acetic acid, PCT/EP2005/002074
W By ’

10

15

25

2,2-trifluoro-ethyl)-5-(4-trifluoromnethyl-phe
nyl ) - 2H- pyrazol 3-yl met hoxy] =720 indol-1-yl}-acetic
acid, (6-{ 3-
[ 2- met Rpknpsupds ef forpuled R Hieg o persq 9 aims § g Sorheseip R and
% HBERRANHy A A QheH oilbrare B g&l @ChekhyRnd (6-{ 3-
[ methyl - 5- (4 trifluoronet phenyl) 2H- pyrazol - 3-yl
For "t HeCHAGPG 951 f%‘flaéé‘?ﬁﬁ’t} ﬂate el os DR SEREEn ot leest

. fnecdfai’ms R1is thah@0, which process conprises a)

reacting a conmpound of formula Rs Fe R7 4 Rl a ONR

an d F%l%ompou:ﬁ% %é—gtﬂg I af:crt])!r%]nglt Jg#%&yﬁ claFi%s 1@10 I%ﬁtensm R*is

Jydrbgear e sel ected from-: hydrogen CI 7- al kyI
C3. 7-cycl oal kyl , hal ogen, Cl.7-al koxy- Cl-7- aI kyl, WO

2005/ %S@:%%ﬁmﬁgdré Eﬁ%%él/a(i%’&?&ngﬂ Bnfdud oBdiK @R lto 11, wherein R’ is
. kin -al kyl, cyano-d _7-allyl, and
élﬁgg%> ‘@t‘%?ﬁtﬁ'&f that one of R6, R7 or R8 is

-(]—| with a conpound of formula Res R 12/ Rts RI16

( CRt of¥. Qomponhds Bl rhulteceirding to ¥ny 810of RimsRIQ IR wgherein n is 1

R14 R1S and n are as defined in claim1 and R16 is

-OH - d, -Br, -1 or another leaving group, to obtain

a conmpound of f ormula R5 R6
14. Compounds of formula I according to any one of claims 1 to 12, wherein n is 3.

15. Compounds of formula [ according to any one of claims 1 to 14, wherein one of
RS R” and R%is

12
RN N

N™N RS
T~0— (CRMWRM), ==
14

R

3

and R o0 R™, R* R'® and n are as defined in claim 1.

16. Compounds of formula I according to claim 15, wherein R*%is C;.7-alkyl or
fluoro-C; y-alkyl.

17. Compounds of formula ] according to any one of claims 1 to 16, wherein R” is
unsubstituted phenyl or phenyl substituted with one to three groups selected from Cy.5-
alkyl, C7-alkoxy, halogen, fluoro-C;.7-alkyl, fluoro-C, 7-alkoxy and cyano.

18. Compounds of formula I according to any one of claims 1 to 17, wherein R"® is

phenyl substituted with halogen, fluoro-Cy.,-alkyl or fluoro-C; . ;-alkoxy.

19. Compounds of formula I according to claim 1, selected from the group
consisting of
{6-[2-methy}-5- (4—tr1ﬂuoromethyl-phenyl) -2H-pyrazol-3-ylmethoxy]-indol-1-yl}-acetic
acid,
(5-{2-[2-methyi-5- (4-trifluoromethyl-phenyl)-2H-pyrazol-3-y1] -ethoxy}-indol-1-yI)-

acetic acid,




R 41 ONR RO ,( Rs R2/ R3 wherein R is
Cl 7-alkyl and Rz to RO are as defined in claim1, and

woopbs/ossadd y hydrol ysing the ester group to obt2UTER2005/002074
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conpound of fornul al, werein_,to R is hydrogen; or
;I7terR2a;|vely, reactl ng a cgﬁpound of forrru?a Rs R6
i1 Acimatrl b (e RRpp e T R R A e SR ipdel 1

chnl%ahcm? \ORV dR}g de-76 vvherel n R is Cl_7-alkyl,
e
G S 2 £ ARt St ?"%?V?’”@&g; by indal 151

to Obtain
ac&igmpind of formula RS R R7 4 0O NR8 R-ORs R2

Rg’-[2-(2,2,2-tr1ﬂuoro-ethy1)-5—(4—tr1ﬂuoromethyl—pheny1)-2H-pyrazol -3-ylmethoxy]-
indol-1-yl}-acetic acid,

(6-{2-[2-methyl-5-(4-trifluoromethoxy-phenyl) -2H-pyrazol-3-yl] -ethoxy}-indol-1-y1)-
acetic acid,

(6-{3-[2-methyl-5-(4-trifluoromethoxy-phenyl) -2H-pyrazol-3-yl]-propoxy}-indol-1-yl)-
acetic acid, |

{6-[2- diﬁuoromethyl—s-(4-triﬂuoromethoxy—pheny1)—2H~pyrazol—3-ylmethoxy] -indol-1-
yl}-acetic acid, and

(6-{3-[2-methyl-5-(4-triflnoromethyl-phenyl)-2H- pyrazol-3-yl}-propoxy}-indol-1-y1)-

acetic acid.

20. Compounds of formula I according to claim 1, selected from the group
consisting of
{6-[2-methyl-5-(4-trifluoromethoxy-phenyl) _2H-pyrazol-3-yimethoxy]-indol-1-yl}-
acetic acid,
{6-[2-(2,2 Z-Uiﬂuoro-ethyl)—5—(4—triﬂuoromethyl—phenyl)~2H-pyrazol-3-y1methoxy]—
indol-1-yl}-acetic acid,
(6-{3-[2-methyl-5-(4-trifluoromethoxy-phenyl)-2H- pyrazol-3-yl]-propoxy}-indol-1-yl)-
acetic acid, and
(6-{3-[2-methyl-5-(4-trifluoromethyl-phenyl) -2H-pyrazol-3-yl]-propoxy}-indol-1-yl)-

acetic acid.

21. A process for the manufacture of compounds according to any one of claims 1

to 20, which process comprises

a) reacting a compound of formula

RS Rﬁ
RT
r* /
o W " i
)
oA
rRY R°

wherein R® is Cy7-alkyl, R%LRY R*and R® are as defined as in claim 1 and RS R/, R¥and
R’ are selected from hydrogen, Cy-atkyl, Cs.7-cycloalkyl, halogen, C,.7-alkoxy- C;.7-alkyl,




wherein R is Cl_7-alkyl and R2 to RO are as defined
inclaiml, and optionally hydrolysing the ester

W@ ea@aesd2es obt ai n a conpound of fornula |, wherBCTERI65/802074

10

15

hydr ogen. 22. Conpounds accord[g to any one of clains
to 20 when manufactured by a gfocess according to

I

cl.ai m,21.. 23. Pha ceutd ca QNPOS)H-t i co LS :
C AP h ey TG Gty SR of e af AaTy SE B0 e proviso
wetkdt oas odRpFANBEsuiFEal | y acceptabl e carrier and/ or

adj.svant . eutical conpositions according to
Cg%#ﬁ%gﬁﬂ?%éx% eg%gggtnent and/ or prevention of

di seases whi ch are nodul ated by PP and/ or PPARa

agoni sts. 25. Conpounds accq$ding, o any one of clains

1 to 20 for use as therapeutticyltl acti ve substances.

26. Conpounds according to any ¢ RElains 1 to 20

for use as therapeuhﬁchgmguﬁ'** substances for the
treatment and/or prevention of di seases whilkh are

nodul ated by PPAR6 and/or PPARa agonists. 27. The use

of conpounds according to any one of clains 1 to 20

f evhetdig XpWERHY RY) A ROf, RMyed anheates Hefinetlin chirdtandR'® is —-OH, -

A R R A

claim27 for the treatment and/ org prevention of
di abet es, non- insulin degendentRdi abetes nellitus,

particularly | ow HDL-cQoIef
LDL- chol esterol, or hiRyh i de I.evelsI

at heroscl erotic di seasey, rgtab endr one~ ( syndr one
X), obesity, elevated bliood presgure,* endothelia
dysfunction, procoBguhantAst at e, RUys! i pi deni a,

pol ycystic ovary syndr , Rﬁnflannatory di seases, and
proliferative diseases.*29. The use according to claim

28 for the treatnent and/or prevention of |ow HDL
chelleesih & o4 C) paRYiSnd W ghRE Ble a¢ defieatiachimlievel s, hi gh

t( %ﬂ%@%h@fhﬁ?&%ﬁg thaerégte} Qr%uﬁé %ggliﬁ § ot OH LOBrormula I, wherein
R is hydrogen;

or, alternatively,

b) reacting a compound of formula

6
RS R

e v
N
H

RQ

wherein R* to R® are as defined as in claim 1,

with a compound of formula
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wherein R! is Ciz-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

RS N
RT
rRE—(
O N R :
R
ol
R R

wherein R' is Cis-alkyl and R? to R’ are as defined in claim I,
and optionally hydrolysing the ester group to obtain a compound of formula I, wherein R! is
hydrogen.

22. Compounds according to any one of claims 1 to 20 when manufactured by a

process according to claim 21.

23. Pharmaceutical compositions comprising a compound according to any one of

claims 1 to 20 as well as a pharmaceutically acceptable carrier and/or adjuvant.

24. Pharmaceutical compositions according to claim 23 for the treatment and/or

prevention of diseases which are modulated by PPARS and/or PPAR« agonists.

25. Compounds according to any one of claims 1 to 20 for use as therapeutically active

substances.

26. Compounds according to any one of claims 1 to 20 for use as therapeutically active
substances for the treatment and/or prevention of diseases which are modulated by PPARS

and/or PPAR0, agonists.

27. The use of compounds according to any one of claims 1 to 20 for the preparation of
medicaments for the treatment and/or prevention of diseases which are modulated by PPARD

and/or PPAR agonists.

28. The use according to claim 27 for the treatment and/or prevention of diabetes, non-

insulin dependent diabetes mellitus, increased lipid and cholesterol levels,
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particularly low HDL-cholesterol, high LDL-cholesterol, or high triglyceride levels,
atherosclerotic diseases, metabolic syndrome (syndrome X), obesity, elevated blood pressure,

endothelial dysfunction, procoagulant state, dyslipidemia, polycystic ovary syndrome,

inflammatory diseases, and proliferative discases.

29. The use according to claim 28 for the treatment and/or prevention of low HDL
cholesterol levels, high LDL cholesterol levels, high triglyceride levels, and the metabolic
syndrome (syndrome X).

Ak



