Ani | i ne derivatives The present invention is concerned

with novel aniline derivatives of the general formnula
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PPARd (al so known as PPARb), and PPARg. PPARd
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R? and R’ independently from each other are selected from the group consisting of
hydrogen, C;.7-alkyl and C;_7-alkoxy;
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estimated age-adjusted prevalence among Amerlcans 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 million diagnosed type 2 diabetic patients in the US are
overweight or obese, and a high proportion of type 2 diabetic patients have abnormal
concentrations of lipoproteins. The prevalence of total cholesterol > 240 mg/dl is 37% in
diabetic men and 44% in women. The respective rates for LDL-C > 160 mg/dl are 31%
and 449%, respectively, and for HDL-C < 35 mg/dl 28% and 11%, respectively. Diabetes is

a disease in which a patient’s ability to control glucose levels in blood is decreased
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without the side-effects such as the weight gain seen with PPARYy agonists.

The novel compounds of the present invention exceed the compounds known in
the art, inasmuch as they bind to and selectively activate PPARS or coactivate PPARS and
PPARo simultaneously and very efficiently, and with much improved pharmacokinetic

properties. Therefore, these compounds combine the anti-dyslipidemic and anti-
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The term “halogen” refers to fluorine, chlorine, bromine and iodine.

The term “fluoro-lower alkyl” or “fluoro-C,.7-alkyl” refers to to lower alkyl groups
which are mono- or multiply substituted with fluorine. Examples of fluoro-lower alkyl
groups are e.g. ~-CF3, -CH,CF3 and -CH(CFs), and the groups specifically exemplified

herein.

The term “alkoxy” refers to the group R’-O-, wherein R’ is alkyl. The term “lower-
alkoxy” or “C.7-alkoxy” refers to the group R’-O-, wherein R’ is lower-alkyl. Examples of
lower-alkoxy groups are e.g. methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy
and hexyloxy. Preferred are the lower-alkoxy groups specifically exemplified herein.
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the term "aryl". Preferred heteroaryl groups are e.g. thienyl and furyl which can
optionally be substituted as described above, preferably with halogen, CF3, lower-alkyl

and/or lower-alkoxy.

The term “protecting group” refers to groups such as e.g. acyl, alkoxycarbonyl,
aryloxycarbonyl, silyl, or imine-derivatives, which are used to temporarily block the
reactivity of functional groups. Well known protecting groups are e.g. t-
butyloxycarbonyl, benzyloxycarbonyl, fluorenylmethyloxycarbonyl or
diphenylmethylene which can be used for the protection of amino groups, or lower-
.alkyl-, B-trimethylsilylethyl- and B-trichloroethyl-esters, which can be used for the
protection of carboxy groups.
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which hydroxy groups have been converted to the corresponding esters with inorganic or
organic acids such as, nitric acid, sulphuric acid, phosphoric acid, citric acid, formic acid,
maleic acid, acetic acid, succinic acid, tartaric acid, methanesulphonic acid, p-

toluenesulphonic acid and the like, which are non toxic to living organisms.



consequence of hygroscopic properties of an initially
anhydrous conpound of formula (1) (hydration). The

wo esomipivas maceuti cal |y acceptabl e salts al so i PCT/EEB®4/005871
pharmaceutically acceptabl e solvates. The term
"phar maceutical |y acceptabl e €6ters" enbraces
derivatives of the conpounds of formula gl), i n_which
a carHewRib Besugpenidsvansion relatsy & ¢mapqunds ot Expaa (D
Lower - al kyl, hydroxy-| ower-al kyL
Iomer-alkoxy-KDmer-aIkny am no- 1| ower - al kyl , nonoor
di -1 ower-al kyl|t am no- | oyer - alkyl ,
nnrpholj%6\ < ‘ | i di no-Iower-al kyl,
pi peri di no- Mlowey~\al;ky per agf no- | ower - al kyl ,
| over - al kyl - pifper & wergal kyl and aral kyl estqrs
are exanpl es of supb ¢ estars. The nethyl, ethyl,
propyl, butyl and enzyh7est;;iié¥i red esters.
The methyl and ethyl esterR>are especi gl | ppprri'erred.
The term "pharnaceutical |y accept ablg rs"
furthernmore enbraces conpounds of Rornula (1) in which
hydr oxy groups have been converted to the
V&g§ﬁgsponding esters with inorganic or organic acids
such as, nitric acid, sulphuric acid, phosphoric acid,
citric acid, formc acid, nmaleic acid, acetic acid,
suce ni ds Nand,Y is3re 4506 aci d, met hanesul phoni ¢ aci d,
pt ol uenesul phonic acid and the |i ke, which are non

toxixe taqs$byOngdor gayi sns. In detail, the present
invention relates to conpounds of fornmula (1) wherein

XisiNand Yis S On@r Xis Sor Oand Yis N, RL is
hydﬁ%geﬁsgwhgfﬂﬁéﬁl'%@&RZ, R3 i ndependently from each
ot her. are hydrogen, Q -7-al kyl, Q yal koxy; R*,-

R5, -RR6eREndeRndentlyizparedenethy: fre biffkgen GihdkylaFer-alkoxy;
hydrogen, G -y-al kyl,- C3-7-cycl oal kyl, hal ogen,

Q Y GUKRXRE 2l RT 1 ¥ defrtty fronidatR¥hdr ade gyd@b | Gyy-alleyl;
C2- 6- al kenyl , Cﬁ&f- I ki ny], Iqug-Cl- -al kyl , éyaggﬁ
R8 is hyewogsivalky halogn, (4-7-atkexy Cayealiohr Guyralk a3y i s &
1- 7- al kyd,;¢-dRReriys Ry i@ Huded-Gi-sadlkpl] cyakid;- 7- al ki nyl ,
C3_7-cycl oal kyl', fluoro-C 1-7-al kyl; R10 is hydrogen,

Cl- Tssal ky) . C2-7-al ki pyl , 3. Kyl ioif | -C
17 e roge Ol S| Phoermpa BRIy 715 %,

DA

bl

R’is hydrogen, C_y-alkyl, C,7-alkinyl, Cs.;-cycloalkyl, fluoro-C;_7-alkyl;
R"is hydrogen, C;_7-alkyl, C,7-alkinyl, Cs.7-cycloalkyl, fluoro-C, 7-alkyl;
R is aryl or heteroaryl;
nis0, 1 or2;

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

Preferred compounds of formula I of the present invention are those, wherein X is .
Sand Yis N.

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

Compounds of formula I, wherein R? and R® are hydrogen, are also preferred.



and all enantionmers and pharmaceutically acceptabl e
salts and/or esters thereof. Preferred conpounds of

wo ool w20 of the present invention are those, P@h@&PBO#005871
Xis Sand Yis N Furthernore, conpounds of formula I
wherein Rl is hydrogen, are préferred. Conpounds of
formula I, erein R2 and_R3 are hydrogen, ,are al so
pr ef Bithen prefier ¢rbare ﬁP@P@FIP@d)féqfén‘%i;ﬁﬁ?ﬁ% Rofis s pspaCror-alkyl,

¢3-7~%Rfaﬂd}’n hibger§ Y HIRSENC, Alkyl=@l Kalkoxy-Cy.7-alkyl, C,7-alkenyl, Cy -

a(@_ '@%{C' oél kXLllle I}al %&en, ﬁ;’_ E-aaé?&lé])é%l roge e preferred are
nh BT Gl AmEsRaR 614 Ko Ry pR§ R awiroaepaipre p

BAse7congdaindy;lwhef ¢in R ds i diegénaC iy hlkyly hadygemg C;.aalkoRp or fRgoro-Cr.

a . r o md

7C%%g%nr@a?ug\%%?}2191%%&{'&%%@?@%&?%03%%@&9 _ogfogﬁ%?}a[el’, wherein R is C; 7

Alafldrpdagen o1 dpord-Koxyplkat f 1 uoro-Q 7-al kyl, and

particularly preferred are those conpounds of fornmula

I i V@ﬁfe{?féf&ﬁedl & h?lds of foyhulalTal@gemgab éhe present invention are
uor 0- Q- : er _preferred conpounds or nul a.

O BBPRITG, ©5VEIEED PESEEl A LH N CAPORAGs arhera R methyl,

Ivdiey eirticB8ly prefisrebdogen or Cl-6-al kyl, with those

conpounds, wherein R8 is nethyl, being particularly

pref i n_ [

Py o SR S SRR Rl B8 ) g teoaI T & 5ol e oo prefered.
preferred conpounds of fornula I according to present

i nvittrthsh Preferrechensapousls pbformmrlad dcsondyiy (9 apsent invention are
thrbse! whkleH R'OW4 hylrbRQS&: COraNHVFsh tHBEEShPoldldd, Wherein R' is
neqﬁj%}) beer)%% ﬁSBe%I al]y preferred. Conpounds of

15 anp SRR PH 'R i s aryl, are preferred. Mre
preferred are those conpounds of fornmula I, wherein

R11 Cemposadsaififormeel Iprensih ROTis plybnyd petistli Maregreferred are

it el - .
A SR8l PSR OV B2 ST o B st
with. ane trobecegrapenssiested iwer GimaliRyly Gi-z-afkearhalogen, fluoro-C.7-alkyl
B g e Pl Bl gen or
f@tﬂw&mo@@ﬂ%@%ﬁﬂiﬁ Bre Ilfefi?#ﬂPéE}p eff‘ﬂe%p?ﬁ% se compounds,
wh&einR efser frifthoasebohplamtls of formula I, wherein n
is 0. Further preferred are conpounds of fornula I,

}Mg re %tgp{]ef%?eéil 4R Eé%gmngcasﬂ oggol%{u% £ rm;heegeirq AP .%q‘ﬁleﬂnreferred are
qozaprenidy bf for it lhyhefein mistly| - 2- (4-tri fl uor omet hyl - phe
nyl)-thiazol -5-ylmethyl]- am no }-phenoxy) -acetic

aci dgxamples of preferred compounds of formula I are the following:
(2-methyl-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -
amino}-phenoxy)-acetic acid,

(2-methyl-4-{methyl-[2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl ] -amino}-

phenoxy)-acetic acid,

(R, S)-[2-methyl-4-(methyl-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-
ethyl}-amino)-phenoxy]-acetic acid,
(2-chloro-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -
amino}-phenoxy)-acetic acid,
(2-fluoro-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl]-
amino}-phenoxy)-acetic acid,
(4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl]-amino}-2-
trifluoromethyl-phenoxy)-acetic acid,

(2-ethyl-4-{methyl- {4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -



(2-methyl -4-{methyl -[2-(4-trifluoronethyl-phenyl)-thia
zol -5-yl net hyl ] -am no}- phen xy) -acetic acid, (R S)-
WO 2e0aaitego - 4- (met hyl -{ 1- PCT/EP2004/005871

[4-methyl -2-(4-trifluoronethyl-phenyl)-thiazol-5-yl] -
et hyl } - ami no) - phenoxy] -acetic?aci d,

(2-chl oro-4- mshl-4meth|24tf th
%wlrn)) 'Ph?%?‘{ﬂset‘flaﬁ@t jeth 053%% éthﬂn ' % ronzérf%eoromethyl-

o g:) -thiazol-5-ylmethyl] arnzno} heno )acztli acid, |

ri ro -

e S B s PR RS b b pogms el phe
I(Hén{m@tdtyﬂlc odd,met hyl -2-(4-trifluoronethyl-phenyl)-thia -
(_ig{lgg‘gﬁl)éi —g%—}tgﬁdl&rbﬁf&ﬂ}?—bhgﬁylf—Eﬂigéo&'—% [}QHE{IR'Y] l—airﬁfﬁ%?-%)f%}mxy) -acetic
acid et hyl - 4- {’mst hyl -[ 4-met hyl - 2-(4-trifl uoronet hyl - phen

oL grathiaacd- (@trYﬂd&Bﬁ)éiﬂyi PR HAB NS X the @GR tdrgind FpHenoxy)-
(2-nmel |o(yi -4-{meth

a[cﬂtl‘hﬁctl 2- (4 tri fI uor onmet hyl phenyl ) -

(t4h{ 1= 5 ryilaﬂhi?I MthﬂﬁdSﬂoﬂ&]thyﬂ%ﬁ@y{}'}hlaMISLﬂnﬁduﬂi] -amino}-
é {) La ({1 met hyl -2- (4-trifluor omethyl-phenyl)
hepbRDaice C i3 et hyl] -amino }- phenoxy) -acetic acid,

(4-{ethyl-[2-(4-trifluoronethyl-phenyl)-thiazol-5-ylne
t hy | Jurther posferpdvecraxyounss of fogmal&:alz) the present invention 1nclude the .

f()ﬂo‘{,gé nmet hyI 2-(4-trifl uor omet hyl - phenyl ) -t hi azol - 5-y
| et hyl ] - am no}.- phenox7) - acetic ac

@4 wetheyr-propivethipethyl (4-methyli ubt-& h@t%g}meﬂw 1-ehgmy)-thigzol-5-
thryBl= Mhﬁi%?@&&%ﬂloxyma&}acmphenoxy) acetic aC| d

e
I ORI T RN B -

Iﬂ&any)nmehoxddpropy!) 4- { met hyI [4-methyl-2-(4-trifluo
(4ogﬁ‘é}?)£ll n?é?ﬁggieg4’—£ﬁﬁﬂ§ﬁé§fyl—¥hw)hwizlzoI-g-r{}hﬂgthyl ]-amino}-2,6-
ppknary)fadetiveacislyl - 2- (4-trifluoronet hyl - phenyl)-th

| Laeh YomeBRS HetryBdxdzol-5-ylmethyl
028618 méh%” [4 rrek]hgfmeﬂgi 2t(llirztlhtf%ilﬂgﬁgr orr%t ﬂefls zgnyl got h?’;nzet -
"‘tﬂ“ng xPIhﬁ%Q’W a]:‘?t’éfrﬁc’ﬁ}o} 2,6- dimet hyl - phenoxy) racetic.

(@&;$)d[2-methyl-4~(methyl-{1-[2-(4-trifluoromethyl-phenyl)-thiazol-5-yl]-ethyl}-
amino)-phenoxy]-acetic acid,
(2-methyl-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-oxazol-5-ylmethyl]-
amino}-phenoxy)-acetic acid,
(4-{ethyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl | -amino}-2-
methyl-phenoxy)-acetic acid, and
(2-iodo-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -amino}-
phenoxy)-acetic acid.

Particularly preferred compounds of formula I of the present invention are the
following: ‘
(2-methyl-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -
amino}-phenoxy)-acetic acid,
(2-chloro-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl]- -
amino}-phenoxy)-acetic acid,
(2-fluoro-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -
amino}-phenoxy)-acetic acid,
(4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -amino}-2-



(2,6-dinethyl-4-{nmethyl-[4-nmethyl-2-(4-trifluoronethyl

- phenyl ) - oxazol - 5-yl net hyl ] - am no} - phenoxy) -acetic
w@eid/111(0R) S) - [ 2-net hyl -4-(methyl -{ 1- PCT/EP2004/005871

[2-(4-trifluoronethyl-phenyl)-thiazol-5-yl] -ethyl}-

am no) - phenoxy] -acetic acid,10-

4{meth|-[4 thyl-2-(4-trifluoronethyl-phe

tﬁéll?r FP}‘B?WWEVHJE no} - phenoxy) - aceti ¢ aci d,
Qdetl{lﬁtmyﬂqet[hs#} Peinetyl-2- (@4riﬂﬁbfdmlﬁhﬁr§ﬁehyl|) ~thiagsly3 )zhﬁdﬂh;&]&

0}¥£enoxy3/aletmacﬁo} - met hyl - phenoxy) -acetic acid,

(2 i odo-4-{methyl -[4-net hyl -2-(4-trifluoromethyl - pheny
) - tAlb@poticalasly pmfctrydd] arafﬁ -G methirroepyl)- 4a{ave¢thy§1 [A:cmdthyl 2-(4-

tﬁﬁﬁchﬁHétﬁ L eﬁ §ltRar Q- %[Gﬂ?ﬂ 105} - S 0%Y ) 2ackti@hcid Bed (2-
e he fol o

t
r@%i%ﬁ nﬂ -m@ﬁ@?ﬁ%q?{ﬂﬁar%%thylrp@wﬁ hiazelr 3rglmesthylhymints
phéehdxh)ice@hci®- yl met hyl ] - ami no} - phenoxy) -acetic
acid, (2-chloro-4-{nethyl -

L4 TRl d b UOL AR ML BRSO oF B33 RlpoRd] Ftbemmuta 1
an2-the pbamsateitivellgdceptablinestis|of Saq ebnprivinkls of fomenital ingivislually

J&%Lt)tu&é‘éx%?e‘i’}ed%n}ﬂoﬁﬁh&}% be @B iRRGRRYY) -acetic

(4 {rreth | - rreth 4-trifluoromethyl - hen¥ )-thia
zol @orypm ffarg ﬁbﬁanéname PR OBFERBIPINGHE FRIRYH atoms and can

e&izis@hi ﬂle&@ﬂlﬁ‘ of i a;:];fure enant1omers, mgtures ?f enantlomers such as, for
met tr.l uo

Sopie fcagate W prestatoiopiot sy et

&hsaemaomenufaaemwepoemmumd ofidiastereoisomeric racemates. The optically

at(c vé ﬁoﬁg{r@o?{g E% ﬂ@l{a&%ﬁ |f3r q%&ﬁélﬁ%eft{lét}&? I)ﬂ%‘x %ﬁeﬁu%tes, bry symmetrlc

Synesis 9y aqqu‘:tuc g no(ljméqagiaplgz (chromatography W1th a chiral adsorbens or
-éi@irﬂ)”'[‘h@ nﬁ&eﬁwﬁ%ﬂ%kac%s {fotthbdelfQnor net hyl - phenyl ) - trii

azol -5-ylrneth y ] -am no} - phenoxy) -acetic acid.

Furt ceuti cal acce al

t he IE&HEB?J mpge%#eg &?#ﬁﬁacqmaw il gﬁwﬁﬁrﬁ @67 fhlvnvenﬂon
rﬁ@ﬁb@ﬂ&b&aﬁs@ﬁd’c fursctiohaltgheumsatpoorids datvatiogsadiieh bre capable of
crgrrxggréﬁ)ln aa:g% ﬁ% og)%eln g epglgne({ &ied Pﬁmgglg}gi taséce%ftaglé1 fnd
metabolically labile derivatives, which are capable of producing the parent compounds of

general formula I in vivo are also within the scope of this invention.

A further aspect of the present invention is the process for the manufacture of
compounds of formula (I) as defined above, which process comprises reacting a

compound of formula

L

RQ)\{ t:[ | >—=" T

R

wherein L is a leaving group and X, Y, R%, R', R" and n are as defined as herein before,

with an aniline derivative of formula



Conpounds of formula |I can have one or nore asymetric
carbon atons and can exist in the formof optically
w@ooog/1erwamt i oners, m xtures of enanti omers SucPCHEP2000005871
exanpl e, racemates, optically pure di astereoisoners,

m xtures of diastereoi soners,” di-ast er eoi soneric

racemates or m xtures of diasuereoisoneric racenat es.

The optically activeOfornms c be obtai ned for exanple

by resol ution ofttheliracgyratels, bysasymetric

synt hesi s or asyﬁﬁe rig ch gr aphy (chﬁﬁnatography
with a chiral adsorbgfs8r ntey. Th e7inven

ti on~enbraces all of thes Nt will be

appreci ated, that the coﬁpou&ﬁs of general formula I

in this invention maybe derivatised at functiona

groups to provide derivatives which are capabl e of
velneR RS ii00; P alkid dnd R*he Rpareas tefwsdioueid befors,ity obtain a compound
kle%&glogically acceptabl e and netabolically labile

5 iVatives, which are capabl e of producing the parent

conpounds of general formula | in vivo are also wthin
the scope of th i nventRon. A further aspect of the
present inr&qtishy i Ot helprordss for the manufacture

of conpounds ©f f gt nul}

A as_eefi ned above, which
process conpriség rfac e%npound of fornulaI
wherein L is a | eavi

groupand X, Y,R 9, TR, 10 5RT
Il and n are as defined g5 h&eEdH with an
ani line derivative of formR awher &'h @&4&“7-alkw

and R2 to R8 are as defined hereiq%? , to obtain a
compound of formula wherein RL is Cl-7-al kyl, and
optionally hydrolysing the ester group to obtain a
wiesrgia®ids Of ,-Elwlul @ 1, wherein -RL isiydrogeXu

T L e

Ridabpdmgen.of fornula (1) of the present invention can
be used as nedi canents for the treatnment and/or

pr e‘@%@ﬁibf&ﬂe&ﬁnggéréﬁ%tslgﬁe%l RiRAhesuNRd et Bt YhIBRARS: bromide.

and/ or PPARa agoni Exanpl es of such di seases are

0 SheL e, P 0L L R o SrpEndent AP cn
used as medicaments for the treatment and/or prevention of diseases which are
modulated by PPARS and/or PPAR« 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 state, dyslipidemia, polycystic ovary syndrome,
inflammatory diseases (such as e.g. Crohn’s disease, inflammatory bowel disease, colitis,
pancreatitis, cholestasis/fibrosis of the liver, rheumatoid arthritis, osteoarthritis, psoriasis
and other skin disorders, and diseases that have an inflammatory component such as e.g.
Alzheimer’s disease or impaired/improvable cognitive function) and proliferative diseases
(cancers such as e.g. liposarcoma, colon cancer, prostate cancer, pancreatic cancer and
breast cancer). The compounds can also be used as medicaments for the treatment
and/or prevention of obesity. The use as medicament for the treatment of low HDL
cholesterol levels, high LDL cholesterol levels, high triglyceride levels, and the metabolic
syndrome (syndrome X) is preferred.



| evel s, particularly | ow HDL-chol esterol, high
LDL-chol esterol, or high triglyceride |Ievels,

wa@tdenosed eroti ¢ di seases, metabolic syndrone PCY/REI0#805871
X), elevated blood pressure, endothelial dysfunction,
procoagul ant- state, dysli pi de‘rﬁza, pol ycystic ovary
syndrone, infl at ory di seases (such a n'
di se%léee‘nv‘?rﬁﬂnatﬁﬁj 91y SO ERIRIFS 19 g{g@ceui}fﬂ F?V’g’osmons Comprising a
Eansdiedtas definedcdbol € sids bhdriddos iy adcepitbisle lchntiE and/or adjuvant.
rheumatoid arthritis, osteoarthritis, psoriasis and
Ot heﬁur%hl%' r{hgin%gﬁg orh reérlﬁte d c%lm o%ﬁgssastdiﬁhﬁcpa) %re%]r use as
tﬂnesea\s’recaﬂy' a¢tmg aub@mqemawablﬂe a8 dzgmneuv@aﬂfmﬁbvq sybytanged for the
*IQéa%n'eﬁ@a[rﬁlt/6r%e¢ér§i%ﬁ%?§13@&%ﬁfcﬁ af5Dd@%te8 H9-PPARS and/or PPAR«

Iposarcona col on cancer prostate C cer, pancr at |
Reanicty xamopley eA8eh dissrsesare dpheles FAEIINAY RoRrinaHe dependent

dighdesaneliRg] 1@1@1!%&%31})&@&11& Hﬁ)lésfe@ﬁtlmﬁt ﬁ'ﬁdﬁl@ﬂy low HDL-cholesterol,

Th
BeE LBTsrpltafrologt gt himuragt Brelh e lRoRy ditepis mofibolic
sylndfcﬁﬁé eyndrobhei), slevdtedjblobd ipgesyurerdndethebislelysfunation, tpnecoagulant

Tk ARGt BOIpEB e YRR, bRy BhldEy (B tibuch s
dehpetdid pshytis ontepirshriiis, psarizip et @Itheﬁé skie tliseederegns\proliferative

&idsa. pharmaceutically acceptable carrier and/ or
adjuvant. Further, the invention relates to conpounds

efi ned ve, for use as _therapeutic
subglt"aq‘?@gé? ﬁ%@?}reiﬂtaﬁ%ﬁwﬁ‘ﬂ% é“rl%nge‘iﬁ’ﬁ fegthipé *ﬁﬁegreeatment and/or
pﬂébéﬁtﬁm&ffﬂlsfeﬁes whizhtar eaiodelateddyd PaR fprmely@r Ao aonists, which

R

I'seases are
Beefariedidcamples pbruchrisehsen axtalirbetternar diuarlt een-fsulin da@endent

{iﬂﬁétﬁfrﬁgﬂﬂls' ﬂfc%ar?éa]qlpqﬁ %(‘ﬁ a{cﬁés@éroll JE0R Earu@ﬁl’aﬂlyw ﬁPDLcholesterol

est e I est

high éD}c qg‘f__erq)leg)éhlgh trg ﬁ@pég quglp,@ghegog:}eggté% g§eases, metabolic
SRuahat idevsa tEIquaré@ufw EIBEh Kbl d}%ﬁﬁl\éﬂbﬁ throkeupdiant state,

ure, dot helial dysfunc | on ul a at e
ﬁxﬁﬁm RO CTHEOY e STREOBA S R arangpatoid
Shitlsiis eﬁtemdhltaspsrohﬁum&otdieﬁslduh dlsd)lrdsr, apd tpeolifetahive diseases.
psoriasis and other skin disorder, and proliferative

d' S gf‘ﬁneg%ﬁelgw%%ﬂetla%%{tg ﬁféé?&tof 8(}1%?0!11%’5%@ tdefRed ﬁJfo"i’fE fot the

revention
tts@msé@ldxm plsventnaidiscatcewhish arpmRrd 0 laied/ bty PRkdrend/or PPAR

ALRNS P&fer}ﬂéaf égdra {:fb??u&pdwaéesﬁ a5 AFNLQ par@iciRby Aon-insulin
u
&?Péﬂg?fft htes rﬁ§§ Shrbaned BBl ialsegasticularlylow HDL-

padldsteadl, BIgthIQthblE@éibl or H@h&figl@fﬁndﬁll@blsl ahemﬂénohu diseases,

| n&ﬁ)p&?e}%ﬂ%}xggt &eg Q\(f)a!teedsbl od prelsseu\fg,l chdoftd fiy d: l!lé/n,
procoagulant state, dyshp1dem1a, polycystic ovary syndrome, inflammatory diseases such
as theumatoid arthritis, osteoarthritis, psoriasis and other skin disorder, and proliferative

diseases.

In addition, the invention relates to the use of compounds as defined above for the
preparatibn of medicaments for the treatment and/or prevention of diseases which are
modulated by PPARS and/or PPARo. agonists. Preferred examples of such diseases are
diabetes, particularly non-insulin dependent diabetes mellitus, increased lipid and
cholesterol levels, particularly low HDL-cholesterol, high LDL-cholesterol, or high
triglyceride levels, atherosclerotic diseases, metabolic syndrome, obesity, elevated blood



hi gh LDL-chol esterol, or high triglyceride |evels,

at heroscl erotic di seases, netabolic syndrone, el evated
whb@adipeessur e, endot helial dysfunction, procpPemyEPEN$/005871

state, dyslipidem a, polycystic ovary syndrone,

i nfl ammatory di seases such as Pheumatoid arthritis,

osteoarthritis oriasi s and ot her skjn _di sor

PEesewes endethalial fbfsg@ag% prwgvh%ﬁ%%fv iﬁmé@ﬂ@p Pg]é(FYaiP% gvary

s yedrbohe, Hﬁl@n@ﬁat@@fﬂi&uswSuc&ﬁasdﬁéurﬁﬁdubdiﬂﬁﬁlsf Gsrtedahﬁrms, psoriasis

d’?jlil FEI& and/ 2 ﬁgf g‘? :S?t%% glﬁﬁ g}eéma&eg{;secror alse a

coxgiphdas défiredabodi. seases are dlabetes particularly
non-insulin dependent di abetes nellitus I ncreased

Lbﬁ'ﬂﬁneacgﬁ %ﬁﬁ{iseéftfgfrﬁﬁla ?)Vc%h $e n%@fdc@&f%@ HI Yhé IﬁWhods given below,

ol estero ol est er ol
byrthgmptads grep @v@e@arap}?é PBHRY: fralegous Haﬁﬂsqdés gproprlate reaction

caRERRAb for tﬁé/ﬁﬂ[v@diﬁx,l réogsh bivps £ RM@ME@O bb@@dn piiBebiartRe art.
endot hel i al sfunction oco | ant

e st by comireBILAFIE R aF b b Rprathumsiteds
aﬁa&gaﬁm theiptethasls piven balive, by aretturdis tlesribed trefaredues ¢ited, in the
ori.asi s _an t I d proliferative
tg’asoé Le€ TR leg’dﬂ%gl Iﬁ&hp Sglbfo(r?{{/ng]%ttp%%@r elates to the
use of conpounds as defined above for the preparation
of medicaments for the tredheneland/ or prevention of
di seases which are nodul ated by PPARd and/ or PPARa
agoni sts. Preferred ex such di seases are
di abetes, particularly non/i ns#in dependent diabetes
mel litus, increaged Iipiq Qnd choIe§(§70F\l§vels,
particul arl yRgt HDL- chol esfero
LDL- chol est erol , N, hi gh } rlglycgrlde | evel s,
at heroscl eroti c di seases, netabollc syndrome, obesity,
el evat ed bIoodprEssure, endot hel i al dysfuncti on,
.. procoagul ant state, dyslipidema, polycystic ovary
syndrone, inflammatory di@Bases such as rheunatoid
arthritis, ostejarthr' ] Esor|a3|s and ot her skin

di sorder, and prldifer ti w" di seases. Such nedi canents
conprise a conpgqund a® defined above. The conpounds of
formula (1) can be manufdactur'ed by the nethods given
bel ow, by the nethods given in the exanples or by

anal ogous net hods. Appropriate reaction conditions for
the individual reactR'on steps are known tg,a person
skilled in the art. Starting materials arg either
comercially avat;E?I or carf be prepar t hods
anal ogous to t ods gi ven bel ow, by._n/ét holls
described in references cited in thert€xiNor in the
exanpl es, or by methgds known in the art. ¢

Thioamides 1 of scheme 1 are known or can be prepared by methods known in the
art, e. g. by treatment of the corresponding carboxamide with phosphorus pentasulfide
or with Lawesson’s Reagent [2,4-bis(4-methoxyphenyl)-1,3-dithia-2,4-diphosphetane-
2,4-disulfide] in a solvent like toluene at temperatures preferably between 60 °C and the
reflux temperature of the solvent. Thioamides 1 of scheme 1 may be condensed with 1,3~
dichloroacetone in solvents like acetone or acetonitrile between room temperature and
the reflux temperature of the solvents, followed by treatment with strong acid, . g.
concentrated sulfuric acid, preferably at ambient temperature (step a). Alternatively,
thioamides 1 of scheme 1 are condensed with alpha-bromo or alpha-chloro ketones 4 of
scheme 1 in a solvent like ethanol, preferably at reflux temperature, to give aryl-thiazoles



Schene 1 5 6 Thioam des 1 of scheme 1 are known or can
be prepared by nethods known in the art, e. g. by
wo e@atin®ea of the correspondi ng carboxani de w POT/EP2004/005871
phosphorus pentasul fide or with Lawesson's Reagent
[ 2, 4- bi s(4- et hoxyphenyl ) -1, 3-4i1 hi a- 2, 4- di phosphet ane
solvent i ke tqu

4-di sul fide] at '
5 r?ﬁ]é‘?“a% hg%@f}graépéthﬁl%}%}c%’t HPeRitign 4deter R s R BT Pt Appl.
(198 EERLOT453 2] t]fk}etr&@h‘d@trﬁf thekb b@ill-mmdﬁﬁesls off scehe aith N-

be condepsed e n. solv
PG HE 6 ol B Pt PRl Db B R SR
Ghluiotrieehyﬂ eémpaunchmélsdtemeel ak obtme;kﬂstppm-b $corfimire Bddnt. Appl.
Nr gntr strong acid, e. g. concentrated
]f)Url C aC| ef erably at anbl ent tenperature (step
a) Alternatlvely thioam des 1 of schene 1 are .
condensed wi th al pha-brono ﬁhﬂﬁFﬁha chl oro ketones 4
of schene lin a solvent |ike ethanol, preferaply at

reflux tenperaturem to give aryl-thiazolesS schene
1bearin nethyl unction at position 4 g /
[conrpaﬁ ;' shak~ 1987) ,a EP 207453 . o

treatnent Bfzthese /ryl7TRrazoles—5 of geteng 1wid h

Nchl orosugcinim dg ™ n eolvents |ike acetonitrige,
preferably at reflux tenperature, chl orjonethyl
conmpounds 6 of schene 1 are obtained (ﬂtbp c) [conpare
PCT Int. Appl. (2001),WD 0119805 Al']. Schene 2
Condensation pf thioamdes 1 of schene 2 wWeth a

sui tabl e bis-jel ectrophile, e. g. nethyl 4Rbronn or
4- chl or o- 3-9?%7&PK@QQ§;e 2 of schene 2, ably,in
a sol vent,, Lik¢ tol Uengat o evated tenp ( ures (%? g.

at refl UX terdperature), produces thi BY6l e 3 of schene
2 carrying an agetic acid ester function at Rgosition 4
(step a) [conpare PCT Int. Appl. (1997) W97/ 31907

o PRSI (ST A0 T B ElectiOBEiLE . 5.
h@&@%@orﬂ@oﬂ @EhloﬁpNoxo(al%bhte%ﬁl&ﬁe}ﬁe?ﬂ%réﬂeﬂably in a solvent like
i 4zo can
ISR TRyt GRS (o e s areahr bt G Birglesof
thémE emah)rmg@ptac«maﬂddwstea furetiongaposiiornt (stépea)sicampare PCT Int.
é}%ﬂt Cl p WB@?B Pﬁ)ﬂﬂﬁr Lngg&ﬁc Sk o Qﬂkgfi’&ﬂesrﬂ%ﬂggéne 3B known or

or ma I'nto a |eaving gro
@ by preapaTed jy meiodeksewnin theast isemPata KGT [yiahPHel 2001, WO
@1@%‘2@* lq af‘l‘llgiblé@dofrséfgﬁ?é 2 &k th@lfx beFciuRed, th % Qﬁﬂi 1§hiven Qfuminum
hydm{g,3 to alcoho?s 4 of sch errr(l)exil(s?epobp)yOptlgrrx]acl yl, o elgglgaatgr]le(%tﬁe side chain
can then be performed by standard methods, such as transformation of the alcohol into a
leaving group, e. g. a mesylate, ensuing treatment with cyanide, saponification and
reduction, affording thiazoles 5 of scheme 2 with a hydroxy-propyl function attached to
position 4 (step c). Finally, alcohols 4 or 5 of scheme 2 can be converted into compounds
of formula 11 of scheme 9, 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 by reaction with carbon tetrachloride or
carbon tetrabromide and triphenylphosphine in solvents like tetrahydrofuran preferably
in a temperature range between room temperature and the reflux temperature of the
solvents; thus yielding compounds of formula 11 of scheme 9 (R’ =H) as

" methanesulfonates, chlorides or bromides, respectively.



position 4 (step c). Finally, alcohols 4 or 5 of
schene 2 can be converted into conpounds of fornula
walef/1sowbene 9, e. g by treatnment w th net haneBOl/ERIog4/005871
chl oride in dichloronethane in the presence of a base
like triethylamine preferablylPn a tenperature range
bet ween -20 0C and roonrtenperature or by reaction
with carbon tetrachl oride &¢he&gbon tetrabroni de and
tri phenyl phosphine in solvents |Ik§ t et r ahydr of ur an
pref rably |n a Cimiper at ure range~] en room
g%erat { he refluxatenperat e 1othe
1$ nts; thu %\ﬂﬁ corrpoundsnjF ornula 11 of
schene 9 (RO & Fboas nmet hanesul s, chlorides or
brom des, respectively. Schene 3 12 b Thi oam des 1
of dcheme 3 can b® reacted with 2-hal o-acet oacet at es 2
of schene 3 in solvents |ike ethanol, preferably at
reflux tenperature, to give thiazol:tbarboxylic esters
3 (step a). 2-Hal o-acetoacetates 2 e known or can be
preBareq by methods_known in the art [conpare PCT Int
002) , WO 02/ Bep¥74 Al ]. Rellfstion of the est
3 of chege 3e prefer bl ywusidng |t bl um.al um aum
hyd#i a sol ven é éther or$teprahydrofuran, /j\
neﬂeﬁably betme C and r 0Ok erature, givgs
rimary al ohol s (step b), which can be used as such
or can be converted imto the correspbnding halides 5, 3
e. g. by treatne wi th nmet hanesul fonyl chloride in
di chl or onet hanér i n whe presence of 2,6-1utidine,
preferably between -20 0C and the reflux tenperature

of di chl or onet han&BLconpare PCRypto Appl. (2002HOMOR’
02/ 28433], by treatient with thi oyl chIorlde in a

gloalfent 14 ke at orrs e or Rt or efer@

at t8nperatur bef ween -20 C a 50 0C, or by /)\
treatment with tet?abrononetﬁé &nd

triphenyl phosphige in solvents I|$e tetrahydrofuram at
tenperatures between 0 C and the reflux tenperature of
tetrahydrofura c). Primary _al cohols 4 of schenge

n st ep
3 calrhiprmisies apﬁeg\em@ 3spi bpiegeisd avith2-halormsqtoagigigh phscheme 3 in

sBF’J@n@ Nike efbran8l, pRYerkBIPaf rERGE téﬂlﬁeli‘atﬁi/er ikl Fl‘% ﬂ{ﬁizole-carboxyhc esters 3
c Iogochronate i n di chl qQr onet hane

(bleRPeratialosacelnaesiaien? Psdmora RS SPAPE DesPard Whbeoy kpwn in the

ar el WbﬁfpafdJIPGT Ofit, Apph (ZBOQ)]WV(D@ZH)GQW@%H ﬁdﬁdﬁfﬁﬂtof\ﬁhé dsters 3 of
. C

snl?eég%g G eﬁera&?y lrrsbrb%#tgg%g lgll\ﬁg}qﬁﬁlgl h(y?flde i3 50 %ﬁn’l‘?&@ &h&r or
tefralehiyofasars podfersblydrb@en ACtandobm tewmporturegives priveary alohols 4
gt%{) LS SPARE LG, SELANIRIN RlSPBOLShvErtkd iRY UM ERASHIRENg halides 5,
e. g. by treatment with methanesulfonyl chloride in dichloromethane in the presence of
2,6-lutidine, preferably between ~20 °C and the reflux temperature of dichloromethane
[compare PCT Int. Appl. (2002), WO 02/28433], by treatment with thionyl chlorideina .
solvent like dichloromethane or chloroform preferably at temperatures between —20 °C
and +50 °C, or by treatment with tetrabromomethane and triphenylphosphine in
solvents like tetrahydrofuran at temperatures between 0 °C and the reflux temperature of
tetrahydrofuran (step c). Primary alcohols 4 of scheme 3 can be oxidized to aldehydes 6
by methods known in the art, e. g. by treatment with pyridinium chlorochromate in
dichloromethane, preferably at temperatures between room temperature and the reflux
temperature of dichloromethane or by treatment with manganese dioxide in solvents like

dichloromethane, preferably atroom temperature (step d). These aldehydes 6 of scheme



al kyl organonetal |ic conpounds, preferably using al kyl

Gignard conpounds in a solvent |ike tetrahydrofuran
waoroogtinwe) preferably between -15 0C and t he re€T/ER2004/005871

tenperature of the solvent [conpare PCT Int. Appl

(2002) , WD 02/ 062774 Al] (step ¥)- Reaction of
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wel | known in the art, e. g. by conversion of the

primary al cohol into a suitable |eaving group, e. g. a
whaddelogst ep a), reaction with cyani de (step BYT/EP2004/005871

saponification (step c) followed by reduction of the

aci d fornmed (conpounds 4 of sdAeme 4) to the primary

al cohols 5 (RO=H), e. g. bg usi ng di borane in

t et rahydr of ur an (step d) ¢hegretbr to introduce

substl;uents RO different from hydrogen, cyano

i nt er f8di ates 3 can be rfreacted with al kyl @4 gnard .

rea RBNpXal n sol v ! (clHl)ke et ger or

tet/kh dr oPtr an—bret we n C\an|¢l3rt he—reflu errpesz{Lure——»
&"Th& sol vent to R he correspondi RY al kyn

ket ones,whi ch can be reduced to the correspondsng
secondary al co 5 of schene 4 by nethods known in

the art, e. g. by tre t with sodiunyggrohydride in

al cohalw preferably at tenperatyres between -15 0C and

40 0C stq@Hg) hl% reaction gan also be carried out
in anfe antldz’ CLLME fashl q/@w the (R - or
(R \‘ohols of schene 4., by tgeatnEnt W th
bor ane- di net hyl sul fi de codﬁlex and (S)

(R) - 2- methyl -~ CBS- oxazabor ol i di ne as chlral cat al yst
in tetrahydrofuran, preferably at tenperatures between
-78 0C and anbi ent tenperature, according to Corey et
al. (E. J. Corey, R K Bakshi, S. Shibata, / . Am
Chem Soc. 1987, 109, 5551-5553), or by treatnent with
(+)- or (-)-B-chlorodiisopi nocanpheyl -borane (D P-d),
according to,Brown et al. (P. V. Ramachandran, B

Gong, A V.RTeodorOV|c H C Brown, TeﬁPahedron
Asymmet ry Hh061-1074) ¢ Primary alcohohs

schene 4, can be 6%fd|zed—fe—a%dehydeg;§§7ngthodé known
in the Ert *e. g. by treatment w tR'pyrKdi ni umr’®

chlorochronata i n di chl oronet hane, preferabjy at
t enper at ures betmeen room tenperature and the refl ux

t enpge t th
ran g Bl PSR FRR SOPPRETH EHT Bl SEL Hihghioon atoms
@nét ebm\halrt;ed aito maaloptemath athuie lengthesfe-dl @aippdeems by methods

‘g%hil%gﬁi I%EH% er:t %ﬁg b%’?Cé)‘ialg 51%91 f?ﬁe\?ﬁm%&%ﬁéﬁgpﬁﬂgﬂﬁ Yuitable leaving
gabh ea kyHalide gianm?emttﬁcrrcvvttb epraudisteppy eqapqa:alﬁp%uqys(ls% )

lg\)/édh dl‘eggé"cfo‘iil SEORPRYD Einidd (@01% biEdMt4 dfisKigeme 4) to the primary
tetra uran or ethe prefeﬁ@ﬁg% 8@ en - Ei@@
adgpdots Pr T fx8 tbéfrﬁmaadl PrAngn fe P
1hffbdué%ﬂkst}t{1@ﬁg)ﬁa differ 2 B2 Hydtodéd, cﬁaﬁlbﬁﬁtefﬂxedlaeﬁl alchiybe reacted
t cConol s vert
ST I N e N T R T —
W drfd metehhuxeempéramyb ot thlesoivelet torfomhn til cxormﬂ[umdam@R 1GO- alkyl
ﬁelgoneg («%%c%r}:%ﬁ bg ecﬂm@c@’?‘o thlglc%ﬁeggon% sg%mdgﬁr AESHE PO s¥heme 4 by
rnethods known 1n the art e g by treatment with sodium borohydride in alcohol,
preferably at temperatures between —15 °C and 40 °C (step e). This reaction can also be
carried out in an enantioselective fashion leading to the (R)- or (S)-alcohols 5 of scheme
4, 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. Soc. 1987, 109, 5551-5553), or by treatment with (+)- or
(-)-B-chlorodiisopinocampheyl-borane (DIP-Cl), according to Brown et al. (P. V.
Ramachandran, B. Gong, A. V. Teodorovic, H. C. Brown, Tetrahedron: Asymmetry 1994,



and roomtenperature or by reaction with carbon
tetrachl ori de or carbon tetrabrom de and
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2041 2044. Finally, the al cSh&m§57 of scheme 5 can b e
converted into conpounds of fornmula 11 of schenme 9
(n=l, RO=H), e. by tPeat pent wi t h nmet ha@esul f onyl

chloride in di cyil oronmet Name i n thé’presench*o a base
like triethffia dﬂe breferably i mat Zat (Ire range
bet ween -20 0C &nd roon1KEnperature or byog tol on

W th carbon teLrachIorlde r carbon tetrabyom de and
tri phenyl phosphine in solvénts |ike tetrahydrofuran
preferably in a tenperature range between rpom
tenperature and the reflux tenperature of the

N
R/ I\\\N c y /NICCI
~ R
0 R' o) R
5 4

N 0 e N OH
R11 /4 I OH — R11 74 l
o) 10 10

0™ "R

I 7



sol vents; thus yielding conpounds of formula 11 of
schenme 9 as net hanesul fonates, chlorides or brom des,
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schene- 6 are either commercially avail able, known, or
can be prepared by standard opérations of N—acylatlon
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t en‘pﬁnﬁb“&?e A0 Ao sgltxelnlil 5 L4 S oﬂb%&i ?Eo Ecﬁﬁﬁ@iﬂéﬁ R formula 11

nmpoun
mm@g (n$b rgRaFI;ié,, e gtb[yétea@@@t @ﬁthgpgﬁtpg@g onyl chloride 1 m

V\],h CRBEShhEhYin the b%s&?&i'o@ﬁ BasePike ftl@étﬂﬂhﬁlﬂelpfb{ferﬁﬂbm te9nperature
ereiln X1S ox%wgn and Yis nitrogen and n

BpsabHwge-2Q°C 08 HEReEeEh r;:act@&h ont s?er%racﬁlonde or
é’a‘r&&lbﬁztﬂlabtﬂrﬁﬂe 4nd &ﬁﬂ)l@ﬁ@l@&bspﬁﬂ@%ﬁ?@%ﬁﬁﬂl&é tleabRi@)ﬁaqn @keferably
an a be obtai ne r

i bttt ot R Al At of
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by careful evaporation of the solvents after addition

of toluene; ii) the thus obtained exude cyclized acid
wa@hboanimeo i nt ernedi ates are treated with tri et gt/aRt0€005871

and net hanol (or another alcohol), preferably between

0 OC and room tenperature (sré@‘ , scheme 7).

Reduction of the ester function in conpounds 2 of

scheme 7 by well known met [FERRMES6 g. With diisobutyl

al umi num hydride in a solvent |ike tetrahydrof ran,

produces i mary al cohols 7.3 (step b) .. al ly, these
al coh®'s of SChéﬂE_ZfﬁVane cohvertéﬁ 0 C nds
offonmlam oschene 9 (n=0," RO=H), e.

treatment w th/nethanesul fonyl chloride in

di chl or onet in the presence of a base |ilk

triethylam ne, preferably in a tenperature_range
between -P0 O0C and room tenperature, or by“reakction
wi th carbon tetrachloride or carbon tetrabroni and
tri phenyl phosphine in solvents |ike tetrahydrofuran,
preferably in aQe rature range betvve1e1n ®om
t enper at ur erR t he XefLux tenperatureR he ,COOH
sol vents; thus yNeydi fd conpoudnds of formul §¥1 of
scheme 9 as net hdngsul fonates, chlorides or om des,
respectively. The nthesis of final conmpoundg with
the general sthuctflre | is described in sche 8 and
schene 9. Schene 8 ritro -phenols 2 of schene 8 are

I

conmer ci al avail abledor can be synthesized from
phenol s of the general structure 1, which can be
nitrated in para- 05|§mon according to well

establ i shed ngth e.g.with & §olut|omaE}K® in

wat er/ conceRt ed hydrochlorlc acid in a sol t

like Et20, foll ovéd the addition of acetic aci|d
anhydride at RT [foll Qw ng a procedure of P. Kell ,OH
Bull. Soc. Fr. 1994, 131, 27-29] (step a). Phenol 2 of
schene 8 can altgrnatively al so be synthesizedd from

ani sol 3 by deprotectionwi th agueous 62% HBr in acetic
aci d _bet n, RT an C ( i tro- heno

t hegNh%’ -GS CEarSi %ﬁ’%%@?%&e“?%rkcé’“r—f{‘ﬁﬁ‘ ‘JC‘JP}ZW v, or
&hyﬂiecpjephredlb)t ﬁenq‘,u‘ré supanaaom‘ ofi/a6ylativeh. Morae: ald;iyldttﬁdk estedeR of

ﬂ:‘he@e ?_I iy e%sﬁK bF b%fndouloﬂedeéﬂ c?tﬁxtlaetfbncaf 1 ‘gl?lité & Et]q&% AbA-

budmpézdmlaseelﬂE LlHMDﬁen P asr@ﬁe eolggn keI HIF, tppetiy 2§ 17 83Cs
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Piten e SRRl I rEP A |mt§va?6[m 138 |a@d6% ?5391 havhich are then
&xﬂstf&%sédz ﬁﬂlo%’x%’@élhé&@eﬂahkﬁ@ﬂlﬂeﬂamré peecaddnce T MddaChert 1996, 39,

g897), Rt cor p%ru% ]:lro? gc]hte%% 6 (step c). Ring-closure to the oxazole using
trifluoro-acetic acid and trifluoro-acetic anhydride as reagents generates key
intermediates 5 (step d), which, finally, are elaborated via hydroboration to the target
alcohols 6 of scheme 6, e. g. with 9-BBN in THF and ensuing oxidative work-up with

H,0, and NaOH (step e).

Finally, the alcohols 6 of scheme 6 can be converted into compounds of formula 11
of scheme 9 (n=2, R’°=H), 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 by reaction with carbon tetrachloride or -
carbon tetrabromide and triphenylphosphine in solvents like tetrahydrofuran, preferably

in a temperature range between room temperature and the reflux temperature of the



correspondi ng al cohol. Aniline 6 can al so be

synt hesi zed fromacetate 5 and nitrophenol 2 in a two
wat@p/1proecedure: first by O al kyl ati on as descpChber2004/005871

above, followed by hydrogenation with Pd/Cin an

aI cohol like MeOH or EtOH in thke- presence of AcOH or

(step e%. BOC- protectl on with di-tert-but
wl‘eaﬁ%ﬁmw ding quuependspf foymudg Ll sghepe? aeaﬁ%‘@@ﬁﬂﬁ?naﬁe&
MloBERTBr&nidst, eBpkdtivel t ernatively, 7 can also be
synt hesi zed direct| yfrom bronoacetate 5 and

rote ne
descharaiee it hetichonr Samudey 1 e ARAY igniosen and
wisl leawibegbgrioede. g3ct@rding ®rsakdnale 7 of scheme 9 is
optionally al kylated at nitrogen using sodi um hydri de
and a reactive al kyl hal og Lwesylate or triflate
to give 9 (step h, schene Sc)&hg%t Zﬁdard
BOC- depr ot ecti on (TFA/ CH2C12 or "HCI |n di oxane) at Gy
C to RIR&ffmrds aniline 10 o e step i).
Reggl i o Wit h 1| nt efnedi at®g SOdI um hydmode N
DVF, r , AT 0C to RT, ve 12 (step k). ___Ik
Al terpatively 11 (X=CH) can betra ormed with in R
situ to the coresponding triflate by treatnment with
trifluorgqnethanesul fonic

anhydride/ 2,6-di-tert-butyl pyrldl ne in CH a2 at O C
This triflate is then reacted W|th q-mlll 0

pr estSubstipted 2eurgiozazel-p- e yisasiZd l llgﬁoup) can be
Shthine Ao NCarb el WERID abilisanst s&Q&r&Q ;IsQieyctrﬁied id 2J. Chem. Soc. Chem.
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aude kydized axid cigoride mtermedlerrestareﬁeﬁﬁdawﬂbétl@thv pgBac arpbmethanol
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Bﬁm@w theeske factige Flacqrgpetﬂn@&ﬁaﬁgi@w(%{? S kg methods e. ¢
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vi t 0npou ofe for myj
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t@npmnds of Firahikd ¥1 dSche¢emaP. n—ﬂDeR?elPBpengr’ny trghtmaent with
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51“1)}‘ rela%g%{R\bltH BAof k@RREIor Rk of UirRBA tdtRARSnaARGNBRARRerBShosphine
1n solv een’cs like etﬁygrofuran, preferably in a temperature range between room

temperature and the reflux temperature of the solvents; thus yielding compounds of

formula 11 of scheme 9 as methanesulfonates, chlorides or bromides, respectively.

The synthesis of final compounds with the general structure I is described in

scheme 8 and scheme 9.



obt ai ned by RT-PCR from human adi pose and nouse |iver
CRNA, respectively, cloned into plasmd vectors and
waoesnsfiimdo by DNA sequenci ng. Bacterial and nmanpel/ERI004/005871

expression vectors were constructed to produce

gl ut at hi one-s-transferase (GSB2-and Gal 4 DNA bi ndi ng
domai n proteins fused to the |igand bi ndi ng domai ns

(LBD) of PPARd (aa 139 to 4#89mePpaRg (aa 174 to 476)

and PPARa (aa 167 to,469). To acconplish this, the

portiong of the %Io 2 d Sequences en odlng the LBDs

wer et LR ed fr'o & fuIIbIeﬂg ones by PCR and
then oned i ng Pl asmd u @0 Fi nal cl ones

wer e vertfled by DNAseéquence anal ygi sb- | nducti on,
expressmn1 and purification of GST-LBD flusion

proteins were perfoermed in E. coH strain BL21(pLysS)
cells by standard net'hods (Ref: Current Protocols in

Mol ecul ar Bi ol ogy, /|1 ey Press, edited by Ausubel etg
aNo)s Ra@hoﬁhganéj di ng Assay PPARd \Rd . r eceptlQ &ﬁgaa QR
mas ayed in HM O™ Hepes, pH 7.4, 10 nmiM

SmM Mgd 2, 0. 15 ng/ Wi fatty acid-free BSA and 15RAM

DIT). For each 96 wel | réaction a 500 ng eqU|vaIent of
GST- PPARd- LBD fusi on _protein and radlollgand e.g?

2000 dpm {2- et hy - 4-

R4 PR o Dife4 ot 1 i f ronethyl~phenyT/tth|azoI-5-y di t
ritirRdomét hyl sul f anyt N2 pit€noxy} -acetic acid, wasfbpund
to 10 ng SPA beads (Pha?magaAnersham in a fina

volune of 50 ml by shaking. The resulting slurry was

i ncubated for Ih at RI' and centrifuged for 2 31n atge

130 The super ngd_ant eontalnlng unbound pLg R
Fegﬁggwwaﬂﬁmﬁhetse y fel | et contaimtng t heg Jk,i<
receptrdr - coat ed beddy W esuspended in 50 uI 6 o
Radi ol i gand was added and the reaction incubated att RT
for I'h and scintillation pPOX|n1ty counting perfornmed.

in the presence of test conpounds was determ ned.

AUb [ Nﬂidﬂghﬁﬁﬂié:‘@/ of sckérre P eref himetciaha®dable bt cypl it wathesided from

L %ngﬁ)et L%eOf %rl; k. lﬁee]l.fg\glgld Pﬁac Eg%gfa%cg% Spa@a~ of ﬁ&lf Qgc%rdmg to
‘mlf tdlivhnden nés, g vith péaletaaree NaNQs in wahednﬁgecentrated

@P@%ﬂﬁﬁ%@ % | SO}W lﬁe@eﬁ%ﬁ%ecpbﬂ%erlﬁdm cﬁ%@&i&%@d dhhydride

foliawing agEpdrrecy PBRallosnlh Gor 39 5EcH- 23 dHe). Phenol

Zl@ﬂ skheme 8 can alternatively also be synthesized from anisol 3 by deprotectionwith
aqueous 62% HBr in acetic acid between RT and 120 °C (step b). Nitro-phenol 2 is then
hydrogenated in an alcohol like EtOH or MeOH with hydrogen in the presence of Pd/C
and an acidlike HCI or AcOH at RT to give aniline 4 (step c). Intermediate 4 is then
alkylated at oxygen with an acetate, like bromoacetate 5, in the presence of K,CO3 or

Cs,CO3 in a solvent like acetonitrile or acetone between 10 °C and RT to give
intermediate 6 of scheme 8 (step d). Halo-acetate 5 is commercial available or can be
synthesized by methods known in the art. Triflate 5 can be prepared from the
corresponding alcohol. Aniline 6 can also be synthesized from acetate 5 and nitrophenol
2 in a two step procedure: first by O-alkylation as described above, followed by
hydrogenation with Pd/C in an alcohol like MeOH or EtOH in the presence of AcOH or
HCI (step e). BOC-protection with di-tert-butyl dicarbonate in THF at RT to reflux
yields compound 7 of scheme 8 (step f). Alternatively, 7 can also be synthesized directly .



reacti on an 140 ng equival ent of GST- PPARa-LBD fusi on
protein was bound to 10 ngSPAbeads (Pharmaci aAnmer sham

wo nooa/1iioe@l vol ume of 50 ml by shaki ng. The reBOl/EPIIg4/005871
slurry was incubated for I'h at RT and centrifuged for
2 min at 1300y. The supernat arf® cont ai ni ng unbound
protein was renoved and the sem dry,. pellet cantaini

frave brarpprdstaseaned BRSaproterest anding 8 With KaCg opfos:5Osprgescribed
fEPthelspsthedid S té@g)dl ng e.g. 10000 dpm of

2(S)-(2-benzoyl -phenyl am no)-3-{4-[I,|-ditritio-2-(5-m

et hyl - 2- phenyl - oxazol - 4-yl )S het h&xy] - phenyl }

-propionic acid or

2,3 ditritio-2(9)- msthoxy 3-{4- LZ (5- et hyl -

Qhe 1 50X qus-4 yI) et xxﬁj(en o;a]thmphen?yl} .
- pPa 0 in 50 u ed° t react‘l\sj}(o R
i ncubae-ed aﬁ 5 r Ih and® s% prOX|mtR§/R R
counting Perforned. Al bindi ngias@ays were perfor msd

in 96 well plates and the anmount; of bound |igand 10
nmeasured on a Packard TopCount usi ng Opti Pl ates

(Packard). Nonspecific binding was deternmined in th
presence of 10 Munl abel | ed conpound., Dose response

curves were done in trip |legv%§g S W|th| range of K
concentration from 10 10 T0 4 MRP Wfébtor

bi ndi ng was assayed in TKESO (50 Tri s- 0
mM KA, 2nmM EDTA, 0.1 ng/m fatty acid-fré&e BSA and v10

mM DTT) For each 96 well reaction an 140 ng
equi yal ente of GST- PPARg- LBD fusi on protepn vvasgbound

to PArsbeads ( Phar maci aAnmer shan)\

vold 0 wi by shaki ng—Fheresultih

|ncubat< of Ih at (RT and centrifuged for )‘é:

1300g. Thé& gdpet antyrcont ai ni ng- urr bound- prdiaa gar >>_Rﬂ
was renoved and g Ysem dry pellet containig the R®

recptorcoated beads was resolved in 50 ul of TKE ,Jfor
radi ol i gand bi nd| ng e. g 10000 dpm 2('S) -

(2- benzoyl - phenyl am nq).- 3- ditritjo-2- (5% hvdrid

-2 pfﬁéf‘ﬁmed@iea%e S¢ ex§1|e)91%@1.ﬂ ya]%}z) |a} m B' 61ng0 m hydride

A Lreb (tiveQIYl hitesenideldrdlate betriflectoi give 9 (3toplia satnet9)Ritandard
n

e %apﬁﬁse% éﬂ?“a@/@% SRRt A B PG RE Bfine 10 of

sheme Beéstapm)uﬁtacmbnbfaﬂndtdrmgéntt Iesing sodivon hadm#cmé?MF DMA or

’-gllqﬁ l(')"]’IC HSP a@ﬁ ﬁ‘c%tk%sAl@{’ faths g)dl)l )d\%ﬁpé‘a?i l;é tfansformed with

was d sence of

ool ee@res@ﬁpémdrl To 5B trﬁ@tsrpf@ﬁwhduﬂ%@%h@%ﬁgu? n o
érfﬂyehasfétee& LB 5] ﬁﬁa@g@cpizcgtaﬂoe@tnﬁ& tﬂsﬂaté fs@henlRadted with

e B0 v rcacl e Toarsert Pt one SoPOL el B e
RE afd 60 0G0 il DNVENbll®dh g mprocedure of Belostotskii, Anatoly M., Hassner, A.,
Tetrahedron Lett. 1994, 35(28), 5075-6] (step k). Secondary aniline 12 (R®.=H) can
reductively be methylated with an aqueous solution of NaH,PO3 and formaldehyde
between RT and 65 °C [Loibner, H., Pruckner, A., Stuetz, A., Tetrahedron Lett. 1984, 25,
2535-2536]. Ensuing hydrolysis with aqueous LiOH, NaOH or KOH in THF/EtOH or
another suitable solvent produces the final acid 13 of scheme 9 (step 1).



containing 10% FBS at 37 Cin a 95%X2: 5%C0O 2

at nosphere. Cells were seeded in 6 well plates at a
walergitiyw2of 105 Cel |l s/well and then bat ch-trane¢eermd4/005871

with either the pFAPPAR d-LBD, pFA- PPARg-LBD or

pFA- PPARa- LBD expressi on pl asni‘gs plus a reporter

plasm d. Transfection was acconplished with the Fugene

6 r ebeltloTRades WereseuledrouBinRifehiocttanine Burgting elshe

¢di8pSitHas 88fRhuR @).0col . Six hours fol |l owi ng
transf ection, the cells were harvested by

tryp]?% I zati,on. and.seeded in.96

t,. .
denePBaRng GEBRTSTER Foe D EBPeS oGP Of &0 1] iyichols IS et
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expeeshiohas&orsaagat t@’ﬁstx\m&dad @estiuck ghttathmeﬂetearfsfarase (GST) and Gal4
b%@@?%@ﬁo\?ﬁ?zﬁx pléo%le ﬁ{sle% Eo fhe E’g%nﬂlgd&gmlﬁs %Bpg of PPARS (aa
Kifhiet4dn) #PARY (exiteodidd) arsl IFRAI&Ioc é@t 16740 469 E@@ﬁcqz@PIISb this, the
%%B?Bfﬁi‘e cﬂ)n%% §e Qﬁgég% cd?fmé e L%wg Wl 91%})11 £CPRoMah B length

r e ca gram ness
denertiydiR ardith ewmylbc Imiceibe alashd tqrﬁeFua ﬁgmﬁwgreaﬁnﬁed by

Dm\&ﬁﬁé‘rﬁc@tanhl%iﬁml on (Rl is hydrogen) exhibit |C50
val ues of 0.1'nMto 10 nM preferably 1 tho 100 nM

f d d 1C50 | f

pr cf GRS FORFR 608 PG IoTeIoRRd. PR TUOT Prisins v
patigraisdds Fesdhi shiain BE2 EpLysS) tefls by stRmierd metmeﬁﬁwé
f)roq()co} 191 gl%&ﬁgluﬁgfogyl ‘Wﬂ\éé;‘PP R&tédjﬁf&%su‘%ﬁét qpgn are

nvert nmpoun 2Th
hydrogen 'The foll ow ng table shows neasured val ues
A dBAEHSHYconpounds of the present invention.
The conpounds of formula (1) and their

phar PPRR&Eédépﬂo'r PirAEEER 5mb@e@aihﬂslmrm<5@?mm$epewp}be4 10 mM
t r

KB TSR 8 9L B PR oy 96w

feapmmah 5@0chng eqmtaieattlo:ﬁ GSTIRRARE BBDifesiad proteintaadaddioligmd, e.g.

coat &¢ %% ggﬁ{ ?r{ Qﬁ m%ﬂ"gl 2 (2 thﬁgg%%@ﬁfpﬁeﬁglg Shizol-5-yl-

dipisainethylsslianpll- plm@owh@ne@p efid, 6s lwgééﬁ 4 da‘ﬁ§PA beads
(Iﬁ}fatrﬁlla&){Am%rsﬁa h 'i‘n b Real AT ObS %W%h&l@ﬁg €he resultlng slurry was
parenteral |y In bg C{ rm of ectJron sol utt
Bicubaed gk % BiL At reatritgged i9h? ap ey 130 The sypeRB A taining
ghb@ifd profds Wa§fe@iﬂﬂ&d@hd ehd Smide p@ﬂﬁdﬂdﬁtahﬁmg dlie febeptor-coated
ﬁﬁﬁﬁmﬂceu“ cal CF ar agW ﬁa fn fect d X

ras taspspended jn Raqig %ﬁg Vﬁaé ra %rk e Lepction
irtvabated abBT ifwri Mgamﬂgschﬁﬂiades praxbeify counting performed in the presence of
test compounds was determined. All binding assays were performed in 96 well plates and

the amount of bound ligand was measured on a Packard TopCount using OptiPlates
(Packard). Dose response curves were done in triplicates within a range of concentration
from 10" M to 10* M.

PPARa. receptor binding was assayed in TKE50 (50mM Tris-HCI, pH 8, 50 mM
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-PPARa-LBD fusion protein was bound to 10 pg



conmpounds of fornula (1) and their pharmaceutically
acceptable, into a galenical admnistration form

WO o@etiinweo Wi t h sui tabl e, non-toxic, inert, PCT/EP2004/005871
therapeutically conpatible solid or liquid carrier
materials and, if desired, usta- phar maceuti cal
adjuvants. Suitable carrier materials are not only
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carrier mat or suppositories are,
caxeawpress doreiniteplietes mathde peangsiof songasraiion fratnsl()anM to 107" M.
sem -liquid or liquid polyols. Suitable carrier
mat epp At Sret@rort REIER waP h ARRHIA TRES0 QS(ﬁnM YESHTESH 8, 50 mM

S el B B e FE% ey D] BB SR e
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and” émnu ? consi stenc
sluray was mcwmtcd/ omdhatBhtnd centrifugetldor X/mHy ierg’fOE)ﬁe he supernatant

“c%%?%frii'g tugﬁagﬁﬁd’#gyéel?ﬁfag ?Jrréén\{‘ég%gg QH@%{IP% b’{ go%%{olﬁel’g the recptor- -
qonted beasicvardeselyeann A4 ugﬂfaTIﬁ%cF@a {3 alpgaaéjbwgﬂ% &2 980 dpm 2(S)-
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e Imils e 1N on e sease 10
ReEy ORI P A PR e tiF Eoceion g asepat R g Thr and
saidiltatien podemaf caditing ;&:tfbahed)mll landmgﬂ abdays Wéreqm:ﬁosraged in 96 well

ﬁaGte% !cntlc{ % abdd utnlg 5t Wd\ﬁ%ﬁgh AT 'Tog@annt u31

ICU ar case ents a a

@p@alateg (Rpckard) H&nspm@@bwémgé@q@@bteammyedané PIPﬁleCF @f 10 ‘M
Bl ed O0mPBund PHRS rdspb e CORRS HeFdnn tiSIRERE WBiPa range of

the dosage 1t 1g, convenient to adm nister the daily
osarjErtion kv éPal Mdgdlgdluni ts. The pharmaceuti cal
preparations conveniently contain about 0.1-500 ng,
Luciferase Transcriptional Reporter Gene Assays

Baby hamster kidney cells (BHK21 ATCC CCL10) were grown in DMEM medium
containing 10% FBS at 37 °C in a 95%02:5%CO; atmosphere. Cells were seeded in 6 well
plates at a density of 10° Cells/well and then batch-transfected with either the pFA-
PPARS-LBD, pFA-PPARyY-LBD or pFA-PPARa-LBD expression plasmids plus a reporter
plasmid. Transfection was accomplished with the Fugene 6 reagent (Roche Molecular
Biochemicals) according to the suggested protocol. Six hours following transfection, the
cells were harvested by trypsinization and seeded in 96 well plates at a density of 10*
cells/well. After 24 hours to allow attachment of cells, the medium was removed and |

replaced with 100 ul of phenol red-free medium containing the test substances or control



preferably 0.5-100 ng, of a conpound of forrmula (I).

The follow ng exanples serve to illustrate the present
worwenticon in nore detail. They are, however, POI/EP2004/005871
intended to limt its scope in _any manner. Exanpl es
Abbrevi ati ons: BOC = t-butyl oxy€arbonyl, CH2C 2 =

B A o T o e O el for 24 o

withyhbaetas,&) pEbOHe suprhannl WasEIza%lecafﬂie& LAY Itl?éd"Bi‘f ul dElLuciferase
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r o ur ng. Ceneral renm ns wer
n@ﬁgeqe Hngehitednghp plsencelofthe substance EC50 values were

(aacu@mdh as1ﬂ§ ERt pRHSReXYD Buskels S%hﬁfdn‘é’ L&l o ester A
sol ution of et hyI brom)acet ate (7 , 63 mmol) and

4-a cr 739 dr gtonitrile
(220 iS5 ISRl byt Og‘@e\ﬁr‘f%mcélﬁ%%%’ G815 dgpgenf extivi
Ig@vm| of OclmeMdo iL9 pbll patfer@blyf onM2h.10AdM fdrtPfP&lRSQinlﬂ)lbso values of

PR a0aN TpisRuatly Tog ol G AFERALAT: ZRh G sofupounds
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H}tcﬂrb@iﬁﬁie %kﬁfeﬁlé@ﬁp\ﬁ% &ﬁccﬁﬁp(ﬂin‘ﬂ@ il whith 19 i{ %ng?%é { "i"hé Yo?l)omng

g él gﬁr enoxy) - aceti c acil

agle %W%Ié‘lﬁasél[‘réfdv n(ewp.iéyte fogl})ounds of the present 1nvent10n
(4-tert-Butoxycar bonyl am no- 2- net hyl - phenoxy) - aceti c
acid ethyl ester A solution of

(4-am no- 2- net hyl - phenoxy) - acetic acid ethyl ester
(10.44 g, 50 Mol ) | b, (150 stre1 ?\ th o

di -terjt-butyl dicar bori)r%) (11.6 ﬁAﬂ@Z 5n R§nn
heated for 2 h at 8()I@@(Mm®/llsollﬁs¢@m¢lé?5 L@qaénmbh!b)
and eXtracted with agueous 1O%aj HSO4 [ Et20 (3x). The
or gani|Exphpsel.pas waghed with aguegus 10% dried
over NlaZSO evaporated and purjfified by fl ;gﬁhw

chromaES% ﬁ)ee vvlth §4grad| ent of nheptane EtOAC 91
1.0

to 7:1 (71 % |of 10 0.021
(4_ t ert huf o\, car hnn\ll am-no-2- net hy| = phpnjxy) -acetig

[SAC R LAN A Ac L =g

acid etnydnpwEr as a.d6i ght yelll»wcrystal|pogog
residde, MS: 308 (MH) , MP: 78-[81 0C, dec.|1.3)

f4'(t“Etxa§1 e?ycarbo@%at%net hyl - a>ml(51o)-2-ms 8.}5]1620%”0)()

o

1-acetjic a et hyl
Example 7.8 0.308 2.21 0.0101
Example 13.10 3.96 > 10 0.034

The compounds of formula (I) and their pharmaceutically acceptable salts and
esters can be used as medicaments, e.g. in the form of pharmaceutical preparations for
enteral, parenteral or topical administration. They can be administered, for example,
perorally, e.g. in the form of tablets, coated tablets, dragées, hard and soft gelatine
capsules, solutions, emulsions or suspensions, rectally, e.g, in the form of suppositories,
parenterally, e.g. in the form of injection solutions or infusion solutions, or topically, e.g.
in the form of ointments, creams or oils.



To an ice-cooled and stirred sol ution of _

(4-tert-butoxycarbonyl am no- 2- net hyl phenoxy) -acetic
wa@cood/1etopyl ester (3.09, 10 nmol) in DVF (30 nPQTARE04/005871

added within 10 min NaH (55%in oil, 0.65 g, 15 mmol)

and after Ih, CH3l (4.98 nl, 8@7mmpl ). The reaction

it B ESD g Foaome<esien Brpethtions brdlgugtusd L0sgmanner
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TR R e
Izt ényddanilej waxep,Hets any yeraiclduid ontiiid glohydls. Sﬁi&afb_'le Sl tid hdterials for
9 - l-4~ hyl am n enox ~acetic |
e B e X A R RS byFrfey Progenated
st Bawid graxes. Bawidghraffing BewidfehEtl Qw9 Stefols, poRethylene glycols and
llglodederfaBdesd (38% of . .
(2- met hyl - 4- met hyl am nophenoxy) -acetic aC|ddOet42yI
il, Ms: 224 (WMH + ) an .

?Ztlag S‘%fst‘(?‘gﬂig?r&gtnﬂ%%egvﬁﬁﬁeét W‘f/tltlaﬁﬁﬂéﬁ %étcp@s%ﬁew-
imgtrbyihg egdres, ﬂaSOLﬁﬂ'nquraﬂgg agdnlts, sd¥e:for?d@yiaMehe dsmoticptessire,

| - 4- hyl - . . .
A S, sl b selogaate mod iping Pt angaptionidayts gpme into
cohgideratignianphirnperoelddjaceats. c aci d ethyl ester To an
i ce-cooled and stirred sol ution of

(2- nﬁ{e?igsa dﬁﬁ@%dx%%m% )Bpﬁﬁ]%l@ (1) 8P witfilrw Bt Bidics depending
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théirade o€ adhﬁgﬁﬂtﬁatlﬁ)n, Qﬂdﬁ%&/l}lﬂp&furéé%np«jzﬁﬁgf%%la gggvl\ig'l%h r%%%i/gements
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The pharmaceutical preparations conveniently contain about 0.1-500 mg,
preferably 0.5-100 mg, of a compound of formula (I).

The following examples serve to illustrate the present invention in more detail.

They are, however, not intended to limit its scope in any manner.



phases were washed w th aqueous 10% NaCl, dried (Na2SO
) and evaporated to give 0.87 g (quantitative) of
W@ radAa11020 PCT/EP2004/005871

(2-nmethyl -4-{met hyl -[ 4- et hyl - 2- (4-trifl uoronet hyl - phe
nyl)- thiazol -5-yl met hyl ] - anmi n@B-phenoxy)-acetic acid
ethyl ester as a yellow solid, Ms: 479 (MH#). 1.6)

(2- Met hyl - 4- { et hyl - Examples

[4-met hyl -2-(4-trifluoronethyl-ph.enyl)
Abbravzadions- y| met hyH - ami nol - phenoxyVacetic acid A

sol ution of crude (2-nethyl-4- {nethyl- [4-nethyl-2-

YA | ). o
G S ATEE CERERS dishloremgthon, St =qesthyiedige DMA =
dimethylacetgnidg, DY aidinetyylforfdhngide, EtOA crmehylatetate, Fit'\O/lH = ethanol,

E a: t [ eat ed i1 h. -
g;& hyictnés, Bl m%%%fﬁ%?ﬂézgﬁéﬁﬁ&x?%@% DRl plpginiuem
1% dieQR s metbanel Natlsy sediamiydride B ro9ediksdorohydride, Nal

anddiueiodide, Wa€1 Wasdiexdt £36488 TMH D 1 &k 2RI ane. The
organi ¢ phase was washed with aqueous 10% NaCl, dried

2S ted. .Crystal,lization(CH

R e BS G Cbs e et o (et hy! -
[4-methyl -2- (4-trifluoronethyl phenyl)-
i azol -5-yl net hyl ] -am no} - plExampld t acetic acid as |ight
yel | ow powder, Ms: 449 (MH) ", MP. 146-149 0C, dec.
X3 (AeniR02- thkthyl- ' _

-Tri y y - carboxylic
i d et hyl T luti f NaOEt (21%in EtCH,
S ST e Bl AT oot om0 o0
Bfioljrivnd. ﬁy_aaftd?itﬁlla:r(éz(v\hﬂ)‘wm@éagdgga(tggg&m%ﬁcé_%ﬁbs (£00PE,929 mmol)

[ er i : m xt ure

REENLF PR B T FBS e bt 035 el S i gs added and
#Hter @ i, 200mistyire Wasdilteesiyivashed vadi dcdtowitsilchirrbehyedtddnThe residue
CRTp AR T R, BrrEt PP Olbb B Yo sl 1904 pgtitive) of (&
yping-frpithylshepprngpeeidc said pthyl askes ane gxsap bil S U2 KO ™).
2Ch. After filtration, the Et OH was renoved under

1.2V et BiRs g Bodin @t I- AEHBL pheh Sy §HRM 2 Both {1Hds P

The organi c phases were washed wth H2ZO, drred (NaZSO
ap ted t [ rude .conpoun | ch .

L AT R T PP
PHEA13G ind)l wasrtomastdhyith phairtgtt)butili dicxobanabe (drd9ax 2.6 enmol) and

' .. a5 b@" _whj t VB M- .
R AR A0 et A o
eHyPy £ Etp@ é?zz@p The grganigghiaserios waghgd with aquiepws 0% NaCl, dried over
Naﬁgbz,t erv‘alﬁtlbﬂd%tcﬁﬁ’ﬁﬁtﬂﬂﬁ‘iﬁ'ea BGAYdH cHr Bt S5ty vatd Pesdlehfof 1-
}?ecf)ltaneﬁ:}t&c 91t 7:1 to yield 11.02 g (71 %) of (4-tert-butoxycarbonylamino-2-
methyl-phenoxy)-acetic acid ethyl ester as a light yellow crystalline residue, MS: 308 (M-
H)", MP: 78-81 °C, dec.

To an ice-cooled and stirred solution of (4-tert-butoxycarbonylamino-2-methyl-
phenoxy)-acetic acid ethyl ester (3.09, 10 mmol) in DMF (30 ml) was added within 10
min NaH (55% in oil, 0.65 g, 15 mmol) and after 1h, CH,I (4.98 ml, 80 mmol). The
reaction was warmed up over night to RT, neutralized at 0 °C with aqueous 10% KHSO,
and extracted with aqueous 10% KHSO4/Et,0 (3x). The organic phases were washed
with aqueous 10% NaCl, dried (N2,S0,) and evaporated to give 3.46 g (quantitative) of



(5.122 g, 17.00 mol) in THF (85 m) was added

dropwi se with cooling (15 0C) LAH (IMin THF, 17.34
wWorego4A7103¢ nmol ). The resulting m xture was stPCT/E2E2080005871

mn at RT and the reaction mas quenched at ca 15 0C by

the cauti ous addltlon of 20 m2%sat urat ed aqueous NH4C

ol ut cipitate .t ered, .washed
e b e aest L e Bl S Ry S REDSES I eter
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en partitjone n E 2 ueous
rg%thmla@erwphmqw—acetﬁec regfith %erpmg@as %P@Mﬂ -4omethylamino-
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ﬁ%zﬁzx e e I T R

Ay )Anal ogously to exarrpl e 1.5 and 1.6,

(2-nmethyl -4-{methyl -[ 2-(4-trifluoronethyl phenyl) -
~1t3) @zquth% -XJ{HE%UZL%@’E%}l DOLRMIOoReRlyi-Bha] Htinas]-5-ylmethyl]-
- 4-methyl am no- phenoxy) - aceti c
aming -phenaxy)-acatic ‘~ LECEET or onet hyl - 2- (4-

tri fI uororret hyl - phenyl )-thiazole. Light brown foam
TSin 1%3—%061%&1)(1 stirrechsubh torBof3 2 Ahethyl-4-methylamino-phenoxy)-acetic acid

elt}é}{l R %9352 g( JI'? |nf"1nﬁiéf E];%ggrb%gnz engl{ﬁf&i-2 gi E&J t?ﬁo%m%g‘éfl lphenyl

thiazola (¢512g.1576mmio), W/@@szsg@fmavxém al §0.20 gn .6 otmek) HDARE (4.8 ml)
‘%Jg%gg@@mgée ohifl %ﬁ&l@%%@&hﬁﬂ? “The %&aeh %@ gt'u‘i’&?at RT for 2

m xture was g{ S) 'IQhC
il eghtith Hohreriigiresied BhARUo A% KBSOMEE ). The organic
PHASsivige washed with aqueous 10% NaCl, dried (Na,SO4) and evaporated to give 0.87

g (quantitative) of crude (2-methyl-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-

thiazol-5-ylmethyl]-amino}-phenoxy)-acetic acid ethyl ester as a yellow solid, MS: 479
(MH™).

1.6) (2-Methyl-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl|-

amino}-phenoxy)-acetic acid

A solution of crude (2-methyl-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-
thiazol-5-ylmethyl]-amino}-phenoxy)-acetic acid ethyl ester (0.84 g containing 0.74 g,
1.54 mmol) in THF/EtOH (9.2 ml, 1:1) were treated at 0 °C with 1M LiOH (4.6 ml, 4.6
mmol) for 2 min. After 2h at RT, the solution was acidified by adding aqueous 10%
KHSO,, and the mixture was extracted with Et,O (3x). The organic phase was washed
with aqueous 10% NaCl, dried over Na,SO, and evaporated. Crystallization



to O OCtriggered crystallization. Filtration and

washing with a tiny anount of cold EtCOH afforded 5.49
W@ 2@¥/111020 PCT/EP2004/005871

[4-met hyl -2-(4-trifl.uoronethyl -phenyl)-thiazol -5-yl]

-et hanone (79% as yell ow cry§t0al s of, M5 285 (M)

MP: 89-90 OC.
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-acetl c aci d Anal ogously, to exan‘pl e 1. 5 and 1.6, from

tfa Mﬁhlﬂg ?21@ 1 HOh R By BB Y Hrifkdd-b Cafifoxfli@iciy dthyl ester

ester an
(8)128 ¢ L Z.Rmsne)) in FYIF Y83 mibvyadded dronwise itk pontimgny T “GhlaH
@min T%hlﬂl@iﬂ% 1We3g Iﬂl&l@D&TE@ire@an mlxture Was stirred 30 min at RT and
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aqueets NI—hGl sblatiora The ghecipjtetd was flzaed, Wmedmﬁﬁl TﬂFkﬁVﬂporated and
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2.3) 5-Chloromethyl-2-(4-trifluoromethyl-phenyl)-thiazole

.];

To an ice-cooled solution of [2-(4-trifluoromethyl-phenyl)-thiazol-5-y1]-methanol
(1.556 g, 6.0 mmol) and Et;N (1.67 ml, 12.0 mmol) in CH,Cl, (14 ml) was slowly added
methanesulfonyl chloride (0.75 ml, 9.6 mmol). After 2h at 0 °C more EtsN (0.17 ml, 1.2
mmol) and methanesulfonyl chloride (0.07 ml, 0.96 mmol) were added. The reaction was
kept for 16 h at 0 °C and 4 h at RT until the reaction was completed by TLC (-
heptane/EtOAc 4:1). The reaction was then partitioned between Et,O (3x)/ aqueous
saturated NaHCOs. The organic phases were washed once with aqueous 10% KHSO4.
and aqueous 10% NaCl, dried over Na,SO, and evaporated to give 1.58 g (95%) of 5-
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Anal ogously, to exanple 1.6, from crude

1.2y @08 )05-91 4H oot dilyil) 44m ety gd(4-2riflderomethyl-phenyl)-thiazole

The above prepared (R,S)-1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl] -
ethanol (0.90 g, 3.13 mmol) was dissolved in 40 ml of CH,Cl; and treated at 0 °C under
Argon with 2 eq of SOCl, (0.454 ml, 6.26 mmol). After additional 60 min at RT, solvent
and excess of reagent were carefully removed by evaporation to leave 0.95 g of pure
(R,S)-5-(1-chloro-ethyl)-4-methyl-2- (4-trifluoromethyl-phenyl)-thiazole (99 %) as
colorless solid, MS: 305 (M, 1Cl).
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en@XY) iﬁ? 6 apif &thyd esperms 3 dight tr,eﬂawm“@tehNS :@28(M-H), 1ClI], MP:

Noelmyausly, to exanple 1.3, from
(4 tert butoxycarbonylantno 2-fl uoro- phenoxy)- acetic

-acetic acid methyl ester

fl uoro- henoxy] -acetic aC|d ethyI ester cont ai ni ng
{\.nangcmsgf uxerapdal-b oyl (drtertalyitarycad)onylamino-2-chloro-phenoxy)-

:?C?:ﬁ% 5;&9% gts hi@s%)%\}ﬁh CI-%@ %% e?&feqciﬂg&%y fkﬁ%&&gb@l Snethyl-amino)-2-
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&Bin®)-2-chloro-phenoxy]-acetic acid methyl ester, MS: 344 (MH?*, 1Cl) and 330 (MH",

1Cl).

4.4) !2—Chloro-4—methylamino—phen0)_cyz-acetic acid ethyl ester

Analogously, to example 1.4, crude [4-(tert-butoxycarbonyl-methyl-amino)-2-chloro-
phenoxy]-acetic acid ethyl ester containing [4-(tert-butoxycarbonyl-methyl-amino)-2-
chloro-phenoxy]-acetic acid methyl ester was TFA deprotected to give (2-chloro-4-
methylamino-phenoxy)-acetic acid ethyl ester containing (2-chloro-4-methylamino-
phenoxy)-acetic acid methyl ester, MS: 244 (MH?, 1Cl) and 230 (MH", 1Cl).

4.5) (2-chloro-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl) -thiazol-S-ylmethvl] -

amino}-phenoxy)-acetic acid ethyl ester



Anal ogously, to exanple 1.4, crude
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wo amatiiw2@ci d et hyl ester containing PCT/EP2004/005871
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meghil hg;pug)}-(p@e{l(p);ymag@tpcoa&g} mgihybertgyppd LiIOH was prepared (2-chloro-
4 t[ﬁieﬁgrmm axaﬁymt@ytﬁﬂuoaame@lw}-ghmn%moﬁmmah@+a@hmo}-

2 ?{%gﬁlfl%!u ac{lﬁglrgi HYFLO 49%4%3}}/[ 241%@~l 4(1%1%161@ MP: 149-150 °C, dec.

tr| fl uoronet hyl - phenyl ) -t hi azol - 5-yl net hyl ] - am no} - phe
noxy)-acetic acid ethyl estixemplaft ai ning (2-
luoro-4-{nethyl-[4-nmethyl-2-(4-trifluoronethyl-phenyl)

5 4 11 AR Pa ol BEhNb] TR0l PLANGKK - acet | ¢ aci d
Was prepare —('2 fI uor o-
gna{ﬂggec;}g l%q[éqalrngt l},,;f? (b A ;l— l{g ﬁ&&gﬁbggmoacetate was
])él@fb&ﬂ’@iﬂubfb -4 M¥ro48Rn o) H)cetlc adrl eth)’ﬂ&esﬂei 4s Hbrdwrnonpstallif solid,
é%@&k % Sé {% cifl uoronet hyl - rhenol A solution of
4 h)oé i%¥obenzotrifiuoride (24.73 g, 110.7
in acetic acid (260 nl) and aqueous HBr sol ution

@2%Aﬂrﬂﬂomﬂuomsaheganéehctmalsﬂ_tnhx_ﬁ§t 96 h, cool ed,
evaporated and taken up in aqueous saturat ed NaHCO

R%Bﬁﬂloﬁ e ? ﬂa%o(—/@)ﬁ)trd) -BE% %Qﬁa@étfc &H?&Hgﬂ Vet @17\’@3§ #8®2 mmol) in

ue r__Na2 n orate 8
BN (31 tmbgnd 2qgequadoy Hﬁl (222 Fﬁ&%ztrpmﬁu pgppated in the
PR]ARE ofS0RPVOWM.3 Q) tet2 dMps. AARS rdidbival ofMRe catalyst the reaction was

evaporated and treated with water/Et,O (3x), the aqueous phase was treated with

NaHCO; and extracted with Et,;O (3x). The organic phases were washed with aqueous
10% NaCl, dried (Na,SOy) and evaporated to give 5.39 g (45%) of (4-amino-2-fluoro-
phenoxy)-acetic acid ethyl ester as a brown crystallin residue, MS: 213 (M.

' 5.3) (4-tert-Butoxycarbonylamino-2-fluoro-phenoxy)-acetic acid ethyl ester

Analogously, to example 1.2, from (4-amino-2-fluoro-phenoxy)-acetic acid ethyl ester
and di-tert-butyl dicarbonate was prepared (4-tert-butoxycarbonylamino-2-fluoro-
phenoxy)-acetic acid ethyl ester as wight waxy solid, MS: 331 [(M+NHy)™
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nhﬂﬁ@ho} phenoxy)-acetic acid ethyl ester containing (2-fluoro-4-{methyl- [4-

Eﬁgﬁ'ﬁfi%ﬁf A 8 8{%]&&550 e%n]‘[?ﬁg alzol- " etl%/—l {ngﬁ%,oéf%‘agbyicetm acid

indetHyl Idtek as @ viycwss orange oil, MS: 483 H+) and 469 (MH
(4-met hyl am no-2-trifl uoronet hyI phenoxy) -acetl c acid

- t yellow vv)allxypsol [ dy M5: 278 (M)
and 264 (M) . 67) f4-{Methyl - f4-nethyl-2-(
Aﬁalbgbﬁshw e ORBipW | .sphem @hde Qhlilwstol4- fmythpiefdagiethyl-2-(4-

tr?ﬁlr}oromet%yl phenyl)-thiazol-5-ylmethyl]-amino}-phenoxy)-acetic acid ethyl ester

containing (2-Aluoro-4-{methyl-[{4-methyl-2-(4-trifluoromethyl-phenyl)- -thiazol-5-
ylmethyl]-amino}-phenoxy)-acetic acid methyl ester and LiOH was prepared (2-fluoro-
4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -amino}-
phenoxy)-acetic acid as a yellow solid, MS: 453 (M-H)", MP: 113-114 °C.
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reaction was kept a RT with a water bath. After 16h at

T, additjonal 3 . . 1,

e e B e o PR,
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Analogously, to example 1.3, from (4-tert-butoxycarbonylamino-2-trifluoromethyl-
phenoxy)-acetic acid ethyl ester and CHsl was prepared [4- (tert-butoxycarbonyl-methyl-
amino)-2-trifluoromethyl-phenoxy]-acetic acid ethyl ester containing [4-(tert-
butoxycarbonyl-methyl-amino)-2-trifluoromethyl-phenoxy]-acetic acid methyl ester as a
light yellow oil, MS: 377 (M*) and 363 (M).

6.6) g4-Methylamiho-2—triﬂuoromethyl—phenozy)—acetic acid ethyl ester

Analogously, to example 1.4, crude [4-(tert-butoxycarbonyl-methyl-amino)-2-
trifluoromethyl-phenoxy]-acetic acid ethyl ester containing [4-(tert-Butoxycarbonyl-



solid, MS: 167 (M+) . 7.2) 4-Am no-2-ethyl-phenol.Hd

A solution of 2-ethyl-4-nitro-phenol (3.34 g, 20.00
womnok)i1ioro MOH (40 nl) and aqueous |IMHC (20 PCT/ERDOOG05871
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4~al No- Z-elt Nyl -p - C
omgphyl- agetic agid gthyl ester
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GMH*) iieste@mMLh Cs2CM8 (0.1 g (0.31 nmol) and after
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. f ter6
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yeIIOW0|I ME:. 324 (MH). 7.6)
(2- Et hyl - 4 et hyl am no- phelﬁé&!}&}zl_eicet ic acid methyl
ester
7.1) 2-Ethyl-6-nitro-phenol

To a stirred solution of NaNQO; (8.5 g, 100 mmol) in water (112 ml) and aqueous HCl
(25%, 73 ml) was added a solution of 2-ethylphenol in Et;O (560 ml) followed by acetic
acid anhydride (3.4 ml, 36 mmol) [P. Keller, An efficient two-phase nitration of para-
substituted phenols: application to the synthesis of key intermediates for ferroelectric
liquid crystalline compounds, Bull. Soc. Fr. (1994) 131, 27-29]. The reaction was kept a
RT with a water bath. After 16h at RT, additional NaNOj; (4.25 g, 50 mmol) was added.
The reaction was treated after 3h with water/Et,0 (3x). The organic phases were washed
with water, dried (Na,SO4) and evaporated. Purification by flash chromatography with a
gradient of n-heptane:EtOAc 95:5 to 4:1 yielded 7.27 g (43%) 2-ethyl-6-nitro-phenol as a
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-acetic acid methvl ester

Analogously, to example 1.3 from (4-tert—butoxycarbonylamino-2-ethyl-phenoxy)-acetic
acid methyl ester and CH3I was prepared [4-(tert-butoxycarbonyl-methyl-amino)-2-
ethyl-phenoxy]-acetic acid methyl ester as a viscous yellow oil, MS: 324 (MH™).

7.6) (2-Ethyl~4—methylamino—phenog )-acetic acid methyl ester

Analogously, to example 1.4, [4-(tert-butoxycarbonyl-methyl-amino)-2-ethyl-phenoxy]-
acetic acid methyl ester was deprotected with TFA to give (2-ethyl-4-methylamino-
phenoxy)-acetic acid methyl ester as a light brown oil, MS: 224 (MH™M.



8. 4)
[4-(tert-Butoxycarbonyl - net hyl - am no) - 2- net hoxy- phenox
W@ o4acwbo ¢ aci d ethyl ester Anal ogously, to eREIVEP®04/005871
1.3, from
(4 t ert - but oxycar bonyl ami no- 2= 48t hoxy- phenoxy) - acetic

nas pr epar ed '
iy sifluoraingt Vl—')»henVD ~thiazol-5-ylmethyl]-

g@kﬂgﬁgggﬂgﬁgxy&uﬂﬁpﬁkﬂ@ia@ﬁd ethyl ester cont ai ni.ng
[4-(tert but oxycar bonyl - met hyl am no) - 2- net hoxy- phenoxy

iil%g@éﬁf gg%qla?rwz_ref E yi%o%%%lec{ewgsetﬁylg gm)e%hy arir%\ﬁg—p\i‘lenoxylj acetic acid
l(nzthvb@&ﬁm@xd@déon@yrheammﬁmeﬁtyéad&ytﬁﬂaomrnahﬁep}cényl) Hhlazole
PR M sty
Phenyheiiazons i e R RSB P DeRHY LG gcid metbyl coter as a yellow
-héxﬁ&@ﬂimﬁutnmygahbonyl met hyl - anmi no) - 2-

met hoxy- phenoxy] -acetic aC|d met hyl ester was
' thig })Iil-S—Vlmethvl] -

- 1) Feic mst hoxy 4-
nethylanino phenoxy) acetic acid nmethyl ester as a

(OB PR RO P R @%21-%&% EaPmt oy
fé Hiporompibil pipengl)- %4 brylmeth aﬁ@po}pnbﬁmcy}ace@é@tndcnethyl ester
a&fd umq kb p @ga@a (Mﬂiym thiyl- mqn@mnpi(@téﬂéoroﬁﬁe@m -phenyl)-

n1no eno acetic
f SeBpR I giiar Pk IR aaaﬁ%%w%fﬁ%% 463 (M-HY,
kﬁémﬁ%ylsahekcc acid nethyl ester and
5-chl oronet hyl -4-nmet hyl -2- (4-trifluoronethyl -phenyl)

-thi azol e (WDX02/28433) was
(2- met hoxy- 4- {nmet hyl - [ 4- rretE%y!r%;B‘%‘-‘S?4 trifluoromethyl phe
I hi -5-yl net hyl ] - am-no}- phenoxy) - acetic acid

2-Methoxy-4-pikro-phanesy)-acetic acid ethyl ester
met hoxy 4- {mst hyl -[ 4-met hyl - 2-(4-trifl uoronet hyl - pheny
Aj)lalbgthﬁl&p{o &xaptipleet. n)ﬂfdm 4%&9&&&3@)@5\1%&&1 Begthbicef®é Was Srepared

(ge ; h%vé) oo er a 4 %C}I’) acetic acu\im thyFester as a(yjfellow powger,MgH-l- 235 (M").

(2 l\/bthoxy4{methy| [ 4- methyl -2-(4-trifluoronethyl-ph
3 : ; ) 8 ethyplgeoxy) - aceti ¢
aC|d Analogously, to exanple 1 6, from crude

t s ??‘6 ¥ &ain??e[ 7, |ffc[rﬂ f@ﬁé?ﬂ(l)xyzéf gﬁr%gPﬁncpﬁy) acetlc cid fiqthyl ester

met h -t hi azo]’-
‘ﬁwp%{e 4 emzm 9’FY E%%w):wﬁapﬁriﬁgwé Qit?ﬁe%sﬁ rown oil,
XaserdwyiM+OAcyet hyl -2- (4-trifluor onethyl -phenyl )
-thi azol - 5- yInethyl]-anino}-phenoxy)-acetic acid

8% éert ﬁt 5% c%r 1am1no— §m%{h% ar %gn(g z: -acetic acid ethyl ester

Analogously, to example 1.2, from (4-amino-2-methoxy-phenoxy)-acetic acid ethyl ester
and di-tert-butyl dicarbonate was prepared (4-tert-butoxycarbonylamino-2-methoxy-
phenoxy)-acetic acid ethyl ester as light yellow solid, MS: 343 (M+NH,)", MP: 81-83 °C.

8.4) [4-(tert-Butoxycarbonyl-methyl-amino)-2-methoxy-phenoxy]-acetic acid ethvl ester

Analogously, to example 1.3, from (4-tert-butoxycarbonylamino-2-methoxy-phenoxy)-
acetic acid ethyl ester and CHsI was prepared [4-(tert-butoxycarbonyl-methyl-amino)-2-
methoxy-phenoxy]-acetic acid ethyl ester containing [4-(tert-butoxycarbonyl-methyl-
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ALA Ry, 1 Hxh £H1OVE IR & e (2 SYARGERL G thethyl-[4-methyl-2- (4-
triftuoromethyl-phenyl)-thiazol-5-ylmethyl]-amino}-phenoxy)-acetic acid ethyl ester
containing (2-methoxy-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-
ylmethyl]-amino}-phenoxy)-acetic acid methyl ester and LiOH was prepared (2-
methoxy-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -
amino}-phenoxy)-acetic acid as a light yellow powder, MS: 465 (M-H)", MP: 129-131 °C,
dec.

Example 9
9.1) (4-tert-Butoxycarbonylamino-phenoxy)-acetic acid ethyl ester

Analogously, to example 1.1, from (4-hydroxy-phenyl)-carbamic acid tert-butyl ester and
ethylbromoacetate was prepared (4-tert-butoxycarbonylamino-phenoxy)-acetic acid
ethyl ester as an off-white semisolid, MS: 296 (MH™").
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Example 10

acetic acid

Analogously, to example 9.4, from (4-ethylamino-phenoxy)-acetic acid ethyl ester and 5-
chloromethyl-2-(4-trifluoromethyl-phenyl)-thiazole (as prepared in example 2.3) was
prepared (4-{ethyl-[2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -amino}-
phenoxy)-acetic acid as a light brown foam, MS: 437 (MH™).



11.3) (4-{r4-Methyl-2-(4-trifluoronethyl -

rhenyl)-thiazol - 5-yl met hyn-am no}- phenoxy) -acetic
wa@cood/1Amad ogously, to exanple 1.6, from PCT/EP2004/005871

(4-{[4-nethyl-2-(4-trifluoronethyl-phenyl)-thiazol ~

5-yl met hyl ] - am no} - phenoxy) - acéit ¢ acid ethyl ester,

(4-{[ 4- et hyl - 2- (4-

trifluoromethyl-phenyl) - thﬁ&@lz_i_yl nmet hyl ] - am no} - phe

noxy)-acetic acid was prepared as a light yellow

DDMGF{terWutéb&ﬂ:arbMaﬁ) [4-mESIR (8- tdi Budidaleth il 4 MRt fitvihzdl- 5
Qm 10} te%fl uortomet lék -lpheenyl )-thi'azol -5-yI neth

et hyl ester A

solution of (4-{

Ta anigetsppled.apd stivried solotiomef KdHterphetoryjarbtiBaoinosplydnoet)-acetic
had lath%péﬁemd z950|1%ﬂ%1/))and§€&ﬂb§m?e‘iﬁﬂ 29§94h'& éx%%l?lﬁﬂﬁgrﬂp%ﬁn-

%#&013* Q%% IBWOé) llilol)ﬂ(f@r}\e@ anla wayadded bt §5596 i eil. O065fg, 1.5
1fnm0fr)3 ITike haad o Wls Wh}mecﬂ_ ad 3 dEfoYBE ah R AL l?éiiltﬁaﬁzeﬁpat >C with

ok D L A bl A EBEINED R e e

Leimsme walshﬁdaﬂiddaQ\I&blﬁIﬂ(B?/o Naldbtdrizd/(Fa,S0) 684 pvapoeated.

%Z@agg%&sch%@%to@g%%m o %}a&% é@ié@ %P%géa 5 to g2 yielded
((ZLO{ ) of (4= {est-fhyroxycqrhonyli[fim d@(ﬂtlﬂm@mbﬂ phenyl)-
ﬂlﬁﬂz@lzsﬂyhﬁe }rlptrahhﬁb ﬁéﬂd?@} a&*ﬁ€ QBHBé}hy?Qs%H)e& a%g@s%%&}ﬂs oil, MS:
%i(m zylye ow waxy sol

r4-nmet hyl -2-(4-trifluoronethyl -phenyl)-thiazol -5-yl net
HyDI(4- hylke (b xylucrasethiyb-pheriyi) - iiadod kthyl]tfninol-

%%_ﬁ?%?%lc%lé% aé L %gl esiger
|

=2-(4- trlfluoromsthyl phenyl ) -

t hi azol - 5-yl met hy I -am no} - phenox -acetic acid
Aanghogouglyy f@rexgmgleg v{,gagt buf@pmael@ i{él -methyl-2-(4-trifluoromethyl-
1)', Yhinbdl=3rRiEthyl aﬁﬂn5 L H&H%)%ﬁpﬂlﬁl Qgﬁpé’slte)r Wald 'd?%l%ltected

WEt hy| ]( 2&‘ no P EX‘ﬁH‘S{ ';r(]:]gjqae(;}ly )(tglsapgld%ylmethyl

atﬂnan}}phéncﬁcgrye—hwncateidotstle;ﬂ lRyter, 843: @51 OMED) QviP415341 55w, He@f
o- |odophenol was dissolved in 102 m of acetone and

1834 B Uiduozome it e
WAﬂer vi gor ous stlrrlng for 1 h at

anbi ent tenperature and filtration,
Analogously, to example 1.6, from (4-{[4-methyl-2-(4-triftuoromethyl-phenyl)-thiazol-

5-ylmethyl]-amino}-phenoxy)-acetic acid ethyl ester, (4-{[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -amino}-phenoxy)-acetic acid was prepared
as a light yellow powder, MS: 421 (M-H)".

Example 12

12.1) (4-{Methyl-[4-methyl-2-(4-trifluoromethvl-phenvyl

phenoxy)-acetic acid ethyl ester

A solution of (4-{[4-methyl-2-(4-trifluoromethyl-phenyl) -thiazol-5-ylmethyl]-amino}-
phenoxy)-acetic acid ethyl ester (0.09 g, 0.2 mmol) in dioxane (1 mL) was treated with
IN NaH,PO; solution (1 mi) and a 37% aqueous solution of formaldehyde (1 mi). The
mixture was heated to 60 °C for 7.5h. Additional dioxane (1 ml) was added and heated
for 11.5h.The mixture was extracted with aqueous saturated NaHCOj3 solution/Et,O (3x).
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9.54 g of the title compound as light brown oil, MS: 248.2 (M)".

o

13.3) [2-(3-Methoxy-propyl)-phenoxy]-acetic acid ethyl ester

9.54 g (38.4 mmol) of the above prepared [2-(3-methoxy-prop-1-ynyl)-phenoxy]-acetic
acid ethyl ester was hydrogenated at RT in 130 ml of EtOAc over 2.39 g of Pd/C (10%)
under 1 atm. of Hp-pressure. After 2 h at ambient temperature, the reaction mixture was
filtrated over Celite and carefully rinsed with EtOAc. Evaporation of the solvent left
finally 9.39 g of the title compound as colorless oil, MS: 252.2 (M)™.
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poured onto crashed ice/EtOAc, the organic layer washed with water and brine, dried
over magnesium sulfate, and evaporated to dryness. Flash chromatography (SiO,
hexane/EtOAc=75/25) afforded 2.22 g of the title compound as light brown oil, MS:
387.2 (M)".

13.7) [4-(tert-Butoxycarbonyl-methyl-amino

acid ethyl ester

To 2.21 g (6.01 mmol) of the above prepared [4-tert-butoxycarbonylamino-2-(3-
methoxy-propyl)-phenoxy]-acetic acid ethyl ester, dissolved in 18 ml of abs. DMF, was
added at 0 °C 0.313 g of NaH (60% in mineral oil, 1.3 eq.). 5 min later, 0.75 ml (2 eq.) of
Mel was added and the reaction allowed to proceed for 10 min at 0 °C and for 1 h at



nmet hoxy- propyl ) - phenoxy] -acetic acid ethyl ester was

dissolved in 41 m of CH O2 and treated dropw se with
waomiiiwbo TFA. After additional 30 min at RT, P¢EEBR20K005871

of the solvents was renoved i.V. and the residue

di stributed between cold NaHC #3-sol uti on and Et OAc.

Washing with cold water and brine, drying over

HabisaticmmesinteaPeuringente vrasbadaict/aquashus % Ki35Qsmvefold extraction

Wﬁﬁ‘Et@A& avaﬁhﬁic vhﬂ?xg&t‘ef Ak 15&"35'839 & s?l(i—:\ W@s‘.n%ﬁ gmfite, and
?pr((”f?u%ﬂﬁ %OB'FBEy%ﬁﬁW?Cﬁ%X éﬁﬂe’ CE-EPIﬁ%tPWP ‘2(5(1@14 rifluor

loeh &fLO pbedrg), yie)dedtitHsazetithEtiflt eahpyibdd asd?‘lﬂﬁ}ﬂow oil.
-phenoxy) -acetic acid et hyI ester To 6 g (0.77

aci d ethyI ester, '- di ssolved in 2. m of abs ‘
he? & (4eriEunal) eEdeabovd gremrecb[%@em@@mgaxxbﬁnﬂane@ab@mm) 2-(3-
ﬁbﬂl‘l@kﬁ-lpr@pdjl) gﬁer%z:aaetlc Qcid thhyBededr v2R-dissOivedNB! 418800f CH,CL, and

Seafer drdpteisery s T L ORTRA. Affen additionalOamiaeat HT: Bredrifh ot the

dolantl v&s WO RERIBY 3 d thE h@ld&aﬁithbﬁte&l@%t‘/aﬂeh QW@.Q\TJP@CO 3-solution
at amh

E{He nper at E\?aghm%\ﬁ% Cﬁ’gd ‘%ttefaar&?%é’ﬁ (ﬁlrjf”&%f“éﬁd‘émsuiwdfate’ and
KpSgation wbthelsdlvents kdict.1og ofihe titlEtc@Mpound shibrogmidhtdil which was

Wal af s o Pite Iégxtﬁgggpyl ng over nagnesi um sul fate, and

evaporatlon o

e sol vents, followed by flash
exane/ Et CAc= 78/ 22)

i el ded
A

‘.-..

) OXY-RIOD 5
tﬁiﬂolSS-&MIBthﬂ aixﬁnd}obhenoxv) acetic ac1d ethyl ester

f2 r 3- Met hoxy- pr opyl 21 4- i{mﬂhﬁl [ 4- rrethyl -t2h(
- |.me
o L A T
: H hegogt cacetipaaig alhghester, dissolved in 2.4 ml of abs. DMF, were added
AT R M
X cg)éqrgrr@{: —I@gqhyl—zxxégnépgm@]@d -pibgnyl)-thiazole

(W@ozvbsﬁs) Tﬂfd 1%&&361‘1' s allb%@@icﬁﬂo‘ééetdffo#s Afin 41 9 (3 a&ﬂf&r 0.5 hat

St R ER S S LS IS 8T 8 ecracion

WideEtdA c, tMabhing exthrvacéreadibanesdiiigovet PAgnestvie sﬂfelé@ Rhé

. n 0 odi um
e FaSRSRS il M e RS RSB0 B
FtOdrrRd2ah meEte@QdSéfgqurtbke@dé ¢amapoundist@bt yellofv dilhdS: 537.5
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13.10) (2-(3-Methoxy-propvl)-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-

thiazol-5-ylmethyl]-amino}-phenoxy)-acetic acid

0.280 g (0.52 mmol) of the above prepared (2-(3-methoxy-propyl)-4-{methyl-[4-methyl-
2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl]-amino}-phenoxy)-acetic acid ethyl
ester was dissolved in 3.3 ml of THF/EtOH=1/1, treated with 1.56 ml (3 eq.) of IN
NaOH, and kept at ambient temperature for 0.5 h. The reaction mixture was then poured
onto crashed ice/HCI dil., extracted twice with EtOAc, the organic layer washed with
water and brine, dried over sodium sulfate, and evaporated to dryness. Crystallization
from hexane/EtOAc afforded finally 0.209 g of the title compound as off-white crystals of
mp. 142-143 °C, MS: 507.5 (M-H)".
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amtblent tempe1 ature Pouring onto crashed ice/aqueous 10% KHSO4, twofold
extraction with EtOAc, washing with water and brine, drying over sodium sulfate, and
evaporation of the solvents, followed by flash chromatography (SiO,,
hexane/EtOAc=82/18), gave 0.363 g of the title compound as light yellow oil, MS: 579.3
(MH)™.

15.3) (2,6-Dimethyi-4-{[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethvi]-

aminol-phenoxy)-acetic acid ethyl ester

0.360 g (0.62 mmol) of the above prepared (4-{tert-butoxycarbonyl-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -amino}-2,6-dimethyl-phenoxy)-acetic acid
ethyl ester was dissolved in 6.25 ml of CH,Cl; and treated dropwise with 1.59 ml of TFA
(33 eq.). After additional 30 min at RT, the bulk of the solvents was removed i. V. and the




0.360 g (0.62 nmmol) of the above prepared
(4-{fert-butoxycarbonyl -[4-net hyl - 2- (4-

wo pictiiume@net hyl - phenyl ) -t hi azol - 5-yl net hyl | - arCTv@ab2084/605871
- di net hyl - phenoxy) -acetic acid ethyl ester was
dissolved in 6.25 m O CH2A 2-4nhd treated dropwi se
Wlthgi m of TFA (33 eq.). After additional 30 mn .
pepidpg distrifarted petwen ecle NeBiGrantobutipaendei\ad Washipg of thedrganic

lfa’?@ﬁ/ﬁﬂi chlie wdtes Eﬁd}] Bth@ Ar ﬁg W?&ﬁn&ggﬂeﬁgﬁ?m 3a1§cpé\}4f3b1‘%ﬁon of the
Giiear 920 e RE e idh cniprovan dnabaufamld e g uspas such for

érealpxirs&tpb'fﬁéwnlﬁm}@él vents left 0.292 g of the title
conmpound "as off-white solid which was used as such for

4 %ﬂﬂluo(rmeth -

=it S1eee §la6in ¢ -5-yl net hyl I - am no} -
2 6 dlnethyl phenoxy) acetic aC|d ethyl ester 0.102 g
(Gmh}n(ﬂ?)‘ ofithe a@&fé\{ﬁeﬂ&&&p@r@ﬂlmethyl 4-{[4-methyl-2-(4-

a‘r&&upr B Do S e Balbrimingi oy aceie A cpbester

wandijsobvedin t.5aaliaf abs. MSOshé treared vdtlﬁ(&i(’)did@d) 4 mindd) of ethyl

f&&hd%*%ﬁld 8%8( S r%rﬁggé)?% f?g 2\;&! gs&é 0 43 ll%iéx?;t ambient

Wn@@m@r@i e gedckiph majxtuse W18P¢11rad onielrirashed tcerr/qaqu@aua 8% KHSOy,

&R cle8 dpick W‘thrEtl()tAlér &e‘@ﬁ%\n@&‘é‘}é QyaQ %%éﬁr@ﬁb%tek Qﬁ‘%ﬂrme, dried
ueous 10% ext "\ﬁﬁ? évvl ce wth
%V%@ gRSResiuy &Y %§%ﬁéﬁa fndiumessy Flaﬁbdﬁ?mﬁ@gr%nhvéépoz

loexedie/ FEDAES/ 2)yisldet dinally @10@17 ﬁaﬂm tidle @OmipBufld ¥OHRHSW oil, MS: 507.6
@Iﬁ}?h chr omat ogr aphy (S| exane/ Et OAc=8/2), vyi el ded
Iy 0.067 g of the t|tIe conmpound as yel l ow oil,

i"'&'dim@;ﬁ% g%jlﬁgglugghgylphnoxy) acet i c aci d O 66g

0 ove prepared
t hyl - -2-(4-trjfl met hyl ph l) -
e8P i b Ao A 5o e e A AR Juosemethyl-

@ﬁgﬁl)dhﬁtélyﬂ yiesdteyl] wasn il 56 Qlinvedhyi- h&log@) BtetiRfacid ethyl ester was
e

dftee g 0ap = asiEhy ERU LT e RER SN

kcpkthmﬁawmstempentm doreth.diifeaeatian heidtiire e/aEtHBAq/okERd onto crashed

gé/EtOAE/gl%l ﬁgg@ﬁ‘é &rg ?efyef’\@ %‘ﬁg@f&twyataervﬁh%r{n%n&irtled over - -

over SO am SU

sefipme sdlfatepapd errnioratad fodryhessriiyeinlineticn @Am hypasprea/ BtQAK generated

ﬁﬂaﬂ?b'O&SGQ P B et onh Sinkiat bE- m&m&gﬁgs éﬁm% {6162X %, Ms: 477.0
(ﬁ)@ta s of nmp. 161-162 0C, 0 (M .

Example 16

16.1) (4-{tert-Butoxycarbonyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-oxazol-5-

Imethyl]-amino}-2,6-dimethyl-phenoxy)-acetic acid ethyl ester

The title compound was prepared in analogy to example 15.2, but using 5-chloromethyl-
4-methyl-2-(4-trifluoromethyl-phenyl)-oxazole (WOO01/000603) instead of 5-
chloromethyl-4-methyl-2-(4-trifluoromethyl-phenyl)-thiazole, as light yellow oil, MS:
563.6 (MH)".



Exanpl e 16 16.1)
(4-{fert-Butoxycarbonyl-[4-nethyl-2-(4-trifl uoronethyl

W0 200hampk( - oxazol - 5- PCT/EP2004/005871
yl menyl 1- am no} - 2, 6-di net hyl - phenoxy) - aceti c acid
ethyl ester The title conpouné7mas prepared in anal ogy

to_exanpl e 15. 2, but u3|no
16 vnr_ P ARNAY 1 _.. 20 YD BSILYY Jy zol—S-VImetth]—

afn ace’uB §é1@ @ﬂl éste'i _
oronethyl nethy -2-(4- trlfluoronethyl phenyl ) -t hi

DRI TR O G M R -
(fg-l{éepthlmtyk})caﬂ)oaxb[&ﬁmﬁﬂ@t@yﬂnlﬂuommﬂbyl Ri‘twmbxyc)azdéeylngethyl]

=
524 WL T, S AT SRR 19
(MHX't er f - but oxycar bonyl - [ 4- net hyI 2-(4-trifluoronethyl

- phenyl) - oxazol - 5-yl et hyl ] -

1@.6") Y‘ZZ]S:@n@t}ﬁilﬂq&ﬁwhﬂHﬁ%@wp—24@&flﬂ@o@ﬁle@hﬁ1ﬂh‘éhvl¢$k@lol 5-

e o S EOIIC algethlgste . 16.3)

4- et hyl - 2-f4-tri fl uoronet hyl - phenyl ) - oxazol - 5-
Thienilehyhboand mat prperediy padogt tocxawpld 16tdHydmahe abovEtpeepared
% '6%18’1 E@mo{i&‘ Qné@ﬁﬁ Zpgéf g‘?ﬁ&)‘iiofn@th?ﬂﬁh&g% 6}9-128?(51%{1%}@ athino}-

rom
pheneydiageticagid et&?lfeatgwémh ying methyl jadidapsrelsseronbile iend pf ethyl
13(1195%% Sk-vohivd JBE M) 47729MPt. phenoxy) -acetic acid

hyl ester, but using methyl iodide as el ectrophile

1'? nga tﬂ e %ﬂ)&f;ﬁfﬁh—ﬁj metﬁxgll- I%-meﬁgfl—gf (4-tr1 uorome%vl ﬁhe%ﬁ) _okhdo1 -

i
viRethylDamhbl bhéhrdxpphdeticacid- met hyl - 2- (4-tri fl uor onmet hyl
- phenyl ) - oxazol -5- ylnethyl] -am nol -phenoxy)-acetic

tﬂle clag)fghbd?vag %@%@qgwﬁg’log E)D&Eﬁgle' 13 PABMAYY ab&e prepared

. ove

((z,é cbnmthwéﬂh{ynethyl{ h%emhwl-Fz(échEﬂh?ﬂOHEﬂQﬂ thenﬂv@éa@&érﬂmethﬂ
I ARy p®°C, MS:

a&%?ﬁpéhﬁlﬂéé%élf%%%‘?ﬂ%‘% S D 03

460 (MsH)447. 0 (MH ' . Exanple 17 17.1)

(2- Met hyl -4-ni tro-phenoxy)-acetic acid nethyl ester A

solution of nmethyl bronmoadgtaatpde {(715.76 m, 171 mmol)

and 2-methyl-4-nitro rhenol (25.0 g, 163 mml) in dry

B O£ o A0l 9k R kM 4l 5208 (1.3

A solution of methyl bromoacetate (15.76 ml, 171 mmol) and 2-methyl-4-nitrophenol
(25.0 g, 163 mmol) in dry acetonitrile (300 ml) was treated with Cs,COs (61.3 g, 188
mmol) and stirred at RT for 4h. The mixture was filtered, washed with acetonitrile and
evaporated. The residue was suspended in CH,Cl, (700 ml), filtered and evaporated to
give 36.4 g of (2-methyl-4-nitro-phenoxy)-acetic acid methyl ester as yellow crystals, MS:
225 M™.

17.2) (4-Amino-2-methyl-phenoxy)-acetic acid methyl ester

A solution of (2-methyl-4-nitro-phenoxy)-acetic acid methyl ester (36.3 g, 161 mmol) in
MeOH (400 ml) and AcOH (11.2 ml, 177 mmol) was hydrogenated in the presence of
10% Pd/C (3.63 g) for 7h. After removal of the catalyst the reaction was evaporated,
dissolved in toluene and evaporated (5x) to give 32.5g of (4-amino-2-methyl-phenoxy)-
acetic acid methyl ester as a brown crystallin residue, MS: 196 (MH™M.
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17.6) (R.S)-[2-Methyl-4-(methyl-{1-[2-(4-trifluoromethyl-phenyl)-thiazol-5-v1] -ethyl}-
amino)-phenoxy]-acetic acid methyl ester

A suspension of potassium carbonate (106 mg, 0.77 mmol), sodium iodide (105 mg, 0.70
mmol) and of (2-methyl-4-methylamino-phenoxy)-acetic acid methyl ester (146 mg,
0.70 mmol) in DMSO (4.2 ml) was treated with (R,S)-5-(1-chloro-ethyl)-2-(4-
trifluoromethyl-phenyl)-thiazole (204 mg, 0.70 mmol, example 17.8) in 3 portions over
2h. The reaction mixture was stirred for total 16h at RT, taken up in ether and washed
with KHSO4-solution (10%). The organic phase was washed with NaCl (10%), dried
(Na;SO4) and evaporated. Purification by flash chromatography (SiO», 1~
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Thie x éastion was emactelde/d’d‘f with bgtaius 1690 BHSAT (EtsQk3sn. The ¢nganic phase

weag ng%}%e?%ﬁlﬁ@}&gss V‘é%ﬁ%d%%kﬁ%ﬁ?)f %gg @agpﬂt@d to '\%IVC ure
(R Sgﬁa -recthplot-Gmetyl-Buti-£4- Eaﬂu%nnnﬂlﬁwhwlbﬂv%?@k@délr &) -

? %ﬁéé&@ﬂ&%@)l (M%) 161 my of pure (RSS)-
[2 net hyl - 4- (rrethyl { 1-[2-(4-

fl h -t.h -5-yl]-ethyl}- - ph
Tk bsasra et A e%ée TR RIS | aes s Ty )P
17.7) (R S) - [ 2- Met hyl - (nethyl-ll-FZ(
7 83 {RiSh5udr Oltet drettlyh) £ 25 datri :

am no) - phenoxyl -acetl c acid A solutl on of (R

ttEQ{arﬂPl(a ggt) }‘ig'){i # L2406 dofle )’Ithlazol 5-yl]-
%ﬂy {06254 ga\(el eilsgomﬁ&’gf Kfrtr?ﬂﬁtie@leg‘a &ﬁynﬂ)

ﬂalagolgt}ngn@ll (M, 1E]). was treated at 0 OC with IN Li OH
(0 and stirred for I'h at RT. The reaction was

extract ed with with aqueo 10% 4 /Et20 (3x). The

organi ¢ phase was washed Mus 10% NaCl, dried

over Na2SO4 and evaporated to give pure (R S)-

Mgﬂﬁwg@m-_{ﬂlﬂhﬂ -2 J4 trlﬂuoromethvl phenyl)-thiazol-5-
i ic &

Aath i 37Rhv1 Bstd | " et h¥'h ;;

reagent used in 17 6} was s nth SI zed.%s fol | ows:
Tprangipe-cooled and stirred solution of (4-tert-butoxycarbonylamino-2-methyl-

pﬂl@ﬂ&)y)%céﬂlcﬁﬂ RedybdsherI(1.08 g 439 frirhdlj@taaipdd tb), phdaml iodide
(OtStl1I 2 % mmol) and 5-chloromethyl-4-methyl-2-(4-trifluoromethyl-phenyl)-thiazole
(1.09 g, 3.72 mmol, W002/28433) in DMF (10 ml) was added within 10 min NaH (0.19
g, 55% in oil, 4.40 mmol). The reaction was stirred at 0 °C for 2h, 30 min at RT and then
neutralized with chilled aqueous 10% KHSO, and extracted with aqueous 10%
KHSO./Et,0O (3x). The organic phases were washed with aqueous 10% NaCl, dried
(Na,SO,) and evaporated to give 2.14 g of (4-{tert-butoxycarbonyl-(4-methyi-2-(4-
trifluoromethyl-phenyl)-thiazol-5-ylmethyl]-amino}-2-methyl-phenoxy)-acetic acid
methyl ester, MS: 551.3 (MH™).

18.2) (2-Methyl-4-{[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl]-
amino}-phenoxy)-acetic acid methyl ester




Anal ogously, to exanple 3.3),

(R S)-I-[2-(4-txifluoronethyl-phenyl)-thiazol-5-yl]-
wetdanolo2q W02/ 062774) gave PCT/EP2004/005871

(R S)-5-(l-chioro-ethyl)-2-(4-trifluoronethyl-phenyl)-

thiazole, MS: 291 (M, 1d). EX@nple 18 18.1)

Xgﬂl{él:t,)ggo_ Egﬁdg;%%taersl?g&%gcyc[afbo@ h l _e%l:ly(l4 M tI:rI u%%r(r)lgt% hghenyl)-
Hidml-BYyilinrediyl] ehind}-Terh Bk E-p )#iceﬁe Q&ld@ne’tﬁ‘yl@siﬂﬁﬂ‘wg

f%t?lgvﬁolo@? by dPEs 35&%?%&3@5%’5 PRtk 805 % wityTrg (127 mb)

- and stirneet 40RT fos 8 ml(l.]T 100regytiod. 38 emmirateéﬂmpddewﬂl? cla)led aqueous

%QQ%FJH %g?ﬁ)e Is&%ugr]m%q (33%)391" %;%11 €€l?ag%se vtv re Was ed Wlﬂ's ac}ueous
WA @, @qed)éqagSOQ ang emmatem@gu@s y flash Dhrpor{lategwpsw with a

g\@&eﬁ@eﬁﬂg\e{ﬁﬁaﬁé BtA 98: eNB Iy eerdeag)t éfg%’?rg&h LA [44méﬂlyl 2-(4-
RN R R o A i

KHEQighandl@ex solide MSd458.3 (Maeous 10% KHSO4/ Et 20 (3x).
The organi ¢ phases were washed wth aqueous 10% Nad ,

tigpdady| ) - thlazol 5y|methy|] am no}-2-m
et hyl - phenoxy) -acetic acid nethyl ester, MsS: 551.3

(‘&M’G'[@tton@ %neg‘rﬂgtll\{e# h%hefﬂy]{-Z (4 trlﬂuoromethyl- hen 1) thiazol-5-ylmethyl]-
ri

%npn &}eﬁpm;a et gliaoero 1y(33 henffrg?th' E?I)iy(wﬂlﬂ and

sthhbl (Qre waf) vais tdeted at 0 °C W1th IN LiOH (2.2 ml) and stirred for 1.25h at RT.
t e 1<t)n Qvléltg gxytya%f%ﬁ%ﬁymtﬁg TN I10‘% Iél—AlS(tJr }ﬁtzd' %}8 nﬁ’iélwganlc phase
‘é q
wh wzshed?m;h apiebyd (0% hafb Jdrizd wwetiyd:SPh end gyaporated. i the PrOdUCt

; %& %’%g&g g cﬁl%ﬁilcﬂtogwoahgkm&hﬁ% 4 Iﬁetﬁ?ll

mf}ucaﬁmeﬂw -phewylthizepl-oimadyHraminplgh ?@aﬁ’%wae‘aﬁm&d {1s: 437.4

@ME%OOVMPG%I -bore, gecW th chilled aqueous saturated

Na 3 sol ution/Et 20 (3x) The organi ¢ phases were
washed with aqueous 10% Na d |%d (Na2SO ) and
evaporated. Purification b hromat ogr aphy with

a gradl ent of n-heptane: EtOAc 95:5 to 4:1 yielded 0.34
% s : e 1)-thiazol-5-ylmethyl]-amino}-2-

He‘tlfl 1_ ‘ eg h&\égu Iggt&zol 5 yl met hyl ] - ami no} - phe

er as an | | ght yell ow
solid, MS: 451.3 (NH+) 3) (2:Methy
Aausansipn_of poipsivp fqrh%waéﬁ&@fyg» %Wm} ﬁpéz%ﬂ%bm%#ﬁnethﬂ-z-
YA-triffu@@hialyl phemax i aeebldmatiyll -amino}-phenoxy)-acetic acid methyl
ester (225 mg, 0.50 mmol, example 18.2) in DMSO (3 ml) was treated with iodoethane
(0.04 ml, 0.53 mmol) in DMSO (0.5 ml) and stirred for 19h at RT. Again iodoethane

(0.34 ml, 4.20 mmol) in 2 portions over 7h was added. The reaction mixture was taken

up in ether and washed with KHSOg4-solution (10%). The organic phase was washed with
NaCl (10%), dried (Na;SO,) and evaporated. Purification by flash chromatography
(8i0,, n-heptane/AcOEt=9/1) gave 141 mg of pure (4-{ethyl-[4-methyl-2-(4-
trifluoromethyl-phenyl)-thiazol-5-ylmethyl]-amino}-2-methyl-phenoxy)-acetic acid
methyl ester, MS: 479.5 (MH)".

methyl-phenoxy)-acetic acid




A solution of (2-nethyl-4-{

[4-met hyl -2-(4-trifluoronethyl -phenyl)-thiazol -5-yl net
waorgdol/1110ami no} - phenoxy) - acetic acid methyl estRCT/EBB04/005871

ng, 0.73 mml) in THF (2.2 m) _and ethanol (2.2 m)

was treated at 0 OC with IN LiP®H (2.2 m) and stirred

P R G A AL AU S M e T e R B B O
tmwylmetﬁvllawﬁwsz -2 ﬁhnomqaeam\zﬂrmmﬂwea gaed 4-{ethyl-

a L
AR M Al b AT
phendylracaivetchl | MHsayl (MM, MRI114%-158 Aetshy flecani no} - phe
noxy)-acetic acid, Ms: 437.4 (WwWH) +, MP: 201-203 0C,
dec. Exanple 19 19.1
(4-{E vl L[ 4- et hyI )2 (4 Exampledl byl - phenyl ) -t hi az

I [ hyl - phenoxy) -acetic acid

e FLOAY S8 g6t asi um car bonate (76
rTg, O 55 rmol) and (2 rret hyI 4~{[ 4- met hyl - 2-
Ardidgously, o reﬁimp]l&yll)pheuhyl Drohivaaatete-abd RHodophenpl! gaveihrgodo-

henox Y ster (225 ng, 0.50
p}%ﬁﬁ?xy ) acgt}c afc hl% &%W dﬁ(ﬁ was treated with
|odoethane(0 04n1 0.53 rmol) in DMSO (0.5 m) and

d RRORI-acapcidcd eEyeedine (0.34 m, 4.20
nmmol) in 2 portions over 7h was added. The reaction

A’Halﬁ L8t Vt@%xitﬁgk}rn (inoéélibﬁén@&(?»a\é@e&fh@ﬁl methil dsHBgave (2-iodo-

S ey aqerlgaa% %@%Mf%ééai@ﬁ?emhed e

Purl fication by fl ash chr omat ogr aphy (Si Q2

20:30 € ptAanieb AL Qiclo=gdnpxplancetid 4 d myptinfl egrer e
(4-{ethyl-[4-nmethyl-2-(4-

ﬁI[I' CEI' (E q% gn@I 6%/ {nnﬁ)&fﬁy\!\rﬁteﬁ Q‘o%ﬂz was X&d@ﬁt’tg}i:’\s/%s'p@mlaﬁbf Be Powder,

acetic aci er
2(&,’;‘4-9 51 Ongg}) (in weter g ml), the treated with EZ iodo-4~ mtro—phenoxy) acetic .

aﬂ:ﬂi'rﬁgﬂhlj}b’éste?'(é 66 Bris dO&ﬁfrﬂﬂﬁﬁﬂME@Pﬁ@ 0¥ h¥}. Miha 2&dctibn WasBdted at 90
écfjpﬁ;\%h ﬁgtﬁ neg{rg t%@(@ﬁ-g é{l%r a/ﬁ%&)Ac (3x). The organic phase was

Vééhéd?tvhh brihé; dﬁ‘ﬁdl‘twler BIa;(S@Jahdfekrapmrﬂﬂétdwdve pAegmyfi(3-amino-2-iodo-

GO R LR SO B gyl prencny)-acet

[4 rrethyl 2- (4 trlfluororrethyl hphen_l) t hi zzlizol 5- I nmet

( +, I\/P ‘ 147- 154 OC sI owdec - Exan'ple 20 20. 1)
AddRRQyploerenyle 138! (4Cadfioth T8I pher@%) Phcetic acid methyl ester gave

(4-tert-butoxycarbonylamino-2-iodo-phenoxy)-acetic acid methyl ester, MS: 325.4
(M+NH4) *,

~acetic acid methyl ester

Analogously, to example 17.4), (4-tert-butoxycarbonylamino-2-iodo-phenoxy)-acetic
acid methyl ester gave [4-(tert-butoxycarbonyl-methyl-amino)-2-iodo-phenoxy|-acetic
acid methyl ester, MS: 421 (M™).

20.6) (2-Todo-4-methylamino-phenoxy)-acetic acid methvl ester

Analogously, to example 17.5), [4-(tert-butoxycarbonyl-methyl-amino)-2-iodo-
phenoxy]-acetic acid methyl ester gave (2-iodo-4-methylamino-phenoxy)-acetic acid
methyl ester, MS: 322.2 (MH) ™.



Anal ogously, to exanple 1.1), nethyl bronoacetate and
2-1 odophenol gave (2-iodophenoxy) -acetic acid nethyl
wesaoerniiors: 292.0 (M) . 20.2) PCT/EP2004/005871
(2-10do-4~nitro-phenoxy)-acetic acid nethyl ester
Anal ogously, to exanple 13.4);°%2-iodo-phenoxy)-acetic
d I ester gave (2-iodo- 4- nltro phenoxy)
A-meth dnmiflugmgnehylyphenyb ahiz

z(rﬂrr{&rhﬁhén&wc&i@nmméﬁ))vl estGetic acid methyl ester

NHACI (4.49 g, 84.00 mmol) in water (105 n) was added

A%PS&) %%lﬁzg ﬁf)l t%glPﬁqgcaEl?(@%.F @g $ I(])%B %l), so]c'hum iodide z4bJ mg, 0.30
m2adlpaod 4f Q’El—m)do—%meﬁwiayl)me—qxhenmq) -aceti agtidhmaethyl es@&rt(é&* mg, 0.35

16éh(qﬁeat g/@ ?@@m%)t?éa&d%ﬁﬂ'k % 111]9? er e(}jryl IE& ?ﬁg i

wittaerqwmethybphenyl)r thiazale (P83, 030 @raelgm@zliéfﬁ@émmortwns over
Y\@B hEck reh defonbhixpere Wk gﬁ@e@fb@ rtotmaiﬁgatfm QQ(e%V\ﬁPi%reﬂﬁe% dnd washed

YK st bobl RRR Sgadic b %%%@%%WKII R6& ey, dried

%S@z)tanﬂtﬂmm&dbhnyﬂicaﬁm by ﬂaQMomh&;@mp\h)/(&@I h-C

l?éiatgneﬁéd?%{_.zlzg)gg%%% eno xg ?P}gﬁ’rg t(2 60 Z{"g%f'ﬁ&[%'r%%%gl 72 é%\v e
{rifluoeemetbyl-phenyBr thizagl- 2l mehgl] 1andne}ppb¢mxy)-a@a¢letamd methyl ester, .
ot sr7etiytyrester, M5 325.4 (MFNH 4) +. 20.5)

[4-(tert-But oxycar bonyl - et hyl - am noV2-i odo- phenoxyl

t I t nmpl e
210780)e(£2| I%dggi ?met th14 mealy -2- én t?lﬂagpolﬁet%{vl p}?emerl) athlazol 5-ylmethyl]-

i 5 B stacrattm}yl am no- 2-i odo- phenoxy) - aceti c
acid nmethyl ester gave

A4 GHSR SR LR L BRI - ATk 2ok GRS ol 5

)(lmetltyéﬂoammrétpiyham}mcmmukm)eﬂat etérd 14@ ing, Oréé hychold st EHE (1.2

é?ain?%‘rﬂtx‘a:ito\lu { 10 %( ﬁggﬁgs'@éa%edl& Lo Vélrt%l rlllg&;lgH (gcro ) and sg;ﬁd for 3h at
ckig r@a%raqndwmcmte«éytthméme@% 1086 &Hﬁ%c%hﬂ @ organic
lﬁﬁh@é‘mﬁ/ Washe@twith REkSusYANLCE SRl ovéiNa,882ard éMpbrated. The

Erf%%fa%awmwﬁﬁqfa CReChyr se7 mg okaus fwindordntmstiahyt-
Dethyl-azd}trHugtamedthylHghenplthiakol dheintetlyyl}-anid jeplamiody)-acetic acid,

1 bl f t bonat 45
o e R PC de” (45 g, 030 Mol ) anc

of (2-1 0do- 4- et hyl am no- phenoxy) - acetic aci d net hyl
ester (73 ng, 0.35 mmol) in DVMSO (4 nm) was treated
wi t h 5-chl oronet hyl - 4- et hyl - 2- (4-




trifluoronethyl-phenyl)-thiazole (96 ng, 0.30 mol,

W02/ 28433) in 3 portions over 1.5h. The reaction
woRoosai®mnas stirred for total 2.5h at RT, takeoT/E@p2004005871

et her and washed with KHSO4-sol ution (109 . The

organi ¢ phase was washed with Rad (10%, dried (Na2SO

) and evaporated. Purificafion bx_flash chr omat ogr aphy

(Si O, nheptane/ AcCEt 4/%?355&%—151 ng of pure

(2-iodo-4-{nethyl -[4-nethyl -2-(4-

tri fHilwoEsn@t ﬁbletsﬂf&)ﬁfh‘x’lﬁlh% tHel falZ@bm@ 1ﬂgr8@tﬂ|ﬂt¢ lchn Beriaahfaptueed in a

ngé%%k%gﬁkggngpld nmet hyl ester, Ms: 577.2 (MH) +.

(2-1o0do-4-fnethyl-F4-methyl -2-r4-trifluoronethyl -pheny
h}}gp&%;oL%S-ylnethylIan1no|- phenoxy)-ac§&H§b@§|d A

% i odo-4-{methyl -[ 4-net hyl -2-(4-trifl uoromethyi-pheny
priefti azol - 5- yl net hyl ] - ani no} - phenoxy) - acetic acid
met hyl ester (140 ng, 0.24 mol) in THF (1.2 m) and

@b hd Ot fniilld (Was treated at 0 OC with LMNOkhOH 200.0 mg
3 m) and stirred for 3h at RT. The reaction was

tracte th aqueous 10% KHSO4 [/ Et 2 3x
&f@ra’ﬁfyét H}f ﬁ & washed with aqueous 10% %&8 gdr| s T8
over Na SO and evaporated The product was
tagtetediydrawed from CH2A to give 79 ng of p@P&mg  70.0mg
(2-io0do-4-{nethyl-[4-
g@xhe$3é4 trifluoronethyl-phenyl)- thlazohzglﬁgnethy¢n%
an1no phenox7)-acetic acid, Ms: 561.1 (MH)
173, 0 OC Exampl e A Fi | m coated tabl et
5&%& i¢h g¥selat%) | owi ng i ngredi ents can bé§5tng 17.0 mg
nanufactured in a conventional manner: |ngredients Per
h&@b@huﬁﬁﬁﬁ&ﬁe Conmpound of fornmula (1) 10.01ldgm@00. 04.5 mg
M crocrystalline cellulose 23.5 ng 43.5 ng Lactose
.- ng 70.0 ng Povi done K30 12.5 39 gl30
gk%m%ﬁ?gg%% h glycolate 12.5 ng 17.0 ny Nhgge3|§ 3800 mg

stearate 1.5 ng 4.5 ng (Kernel Weight) 120.0 ng 350.0
dfijm Coat:

Hydroxypropyl methyl cellulose 3.5mg 7.0 mg
Polyethylene glycol 6000 0.8 mg 1.6 mg
Talc 1.3 mg 2.6 mg
Iron oxyde (yellow) 0.8 mg 1.6 mg
Titan dioxide 0.8 mg 1.6 mg

The active ingredient is sieved and mixed with microcristalline cellulose and the
mixture is granulated with a solution of polyvinylpyrrolidon in water. The granulate is
mixed with sodium starch glycolate and magesiumstearate and 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.



Fil m Coat: Hydroxypropyl nmethyl cellulose 3.5 ng 7.0
nmg Pol yet hyl ene gl ycol 6000 0.8 ng 1.6 ng Talc 1.3 ny
wQ2@4mgioko on oxyde (yellow) 0.8 ng 1.6 ng TitaPCTER2004a05871
0.8 ng 1.6 ng The active ingredient is sieved and
mixed with mcrocristaHine cerPlrose and the mixture
is granulated with a solutipn o ol yvi nyl pyrrol i don
in water. The granul ate isﬁ%@@gki%th sodi um starch
gl ycol at e and nagesi unstearate and conpressed to yield
ker n€kpswés chathining xFoligwing sngeditntelyn bd hankREReLSinar
L Hgggg_mﬁth.an aqueous solution / suspension of the
above nentoned filmcoat.Exanpl e B Capsul es
containing the follow ng ingredients can be
red in a conventional manner: |ngredi ents,Per
ggﬁgﬁﬁg&y mpound of formula (1) 25.0 ng Lactose 15egepsule
"CorYpowfl 8 RHAN1ZP 0 ny Talc 5.0 ng The conponents Qgﬁn@
sieved and m xed and filled into capsules of size 2.7
Eéa | e CInjection solutions can have the follomﬁng
ﬁ%ggition: Conpound of fornula (1) 3.0 ng Gel ati A€0.0 mg
150. 0 ng Phenol 4.7 ng Sodi um carbonate to obtain a
fNImia¢ stpidhof 7 Water for injection solutions ad 1.0 20.0 mg
m Exanpl e D Soft gelatin capsul es containing the
fiold ow ng i ngredients can be manufactured in a

. 5.0m
conventi onal manner: &

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) 3.0 mg
Gelatine 150.0 mg
Phenol 4.7 mg.
Sodium carbonate to obtain a final pH of 7

Water for injection solutions ad 1.0 ml



Capsul e contents Conmpound of fornula (1) 5.0 ng Yell ow
wax 8.0 ng Hydrogenated Soya bean oil 8.0 ng Partially
wohyanageeat ed pl ant oils 34.0 ng Soya bean oi | PA/@PD04ON5871
Wi ght of capsule contents 165.0 ng Gel atin capsul e
Gelatin 75.0 ng G ycerol 85 %32-0 ngy Karion 83 8.0 ny
(dry matter) Titan dioxide 0.4 I ron oxide yell ow
1. 1ng The active ingredi ent@&sol ved in a warm
melting of the other ingredients and the mxture is
fill 8oft gelitn sapfstilegedrtinmgathp filloesnOingRARNMANah Ve fivEftured in a
I(t}ﬁletl{i!)lllaﬁ(i’nﬂ%%fef' gel atin capsules are treated according
to the usual procedures. Exanpl e E Sachets cont ai ni ng
tégﬂi\?{éﬁl | ow ng ingredients can be manufactured in a
C tCBIAfS manner: Conpound of formula (1) 50.0 ng
Lactose, fine powder 1015.0 ng Mcrocristalline
dadrhpbwskof(fdih@llAH 102) 1400.0 ng Sodi um 5.0
car boxymet hyl cellul ose 14.0 ng Pol yvi nyl pyrrolidon K
. Magnesi unstearate 10.0 ng Fl avoring
g‘%&%&iv\%{ggl. 0 nmg The active ingredient is mxed wth80mg
| actose, microcristalline cellulose and sodi um
pgsprtadtipla beanail ose and granulated with a m xtur&0mg
of polyvinylpyrrolidon in water. The granulate is

Paxiedly Myt o deRaBE plaHiSlear at e and the flavouring 34.0 m
addi tives and filled S e

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

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.



into sachets.Zl ains 1. Conpounds of the formula

wherein Xis Nand Yis Sor G or Xis Sor Oand Yis
WORORI110%0 hydr ogen or G -7-al kyl; R2 and PCT/EP2004/005871

R3i ndependently from each other are selected fromthe

group consisting of hydrogen,-®=al kyl and Q

-7-al koxy; R4, R5, R6 and R7 independently from each

ot her are sel ected fron1th§§§EB@éfconsisting of

hydrogen, Q -7-al kyl, C3-7-cycl oal kyl, hal ogen,

Q" - adakRXY cortaihidd th¥ followinginkfedyents cay-balytiufactured in a

C2-7-al kenyl , C2-7-al ki nyl, fiuoro-GCi -7-al kyl and

%§%ﬂ3¥“ﬁ§ﬁ%§n9é|ected fromthe group consisting of

hydr ogen, Q‘-al kyl, Ca”-cycl oal kyl and fluoro-Gi -

Coappopind ddoinguls él)ect ed from the group consisting o0f0-0mg

hydr ogen, Q‘-al kyl, C2-7-al kinyl, Cs”-cycl oal kyl and

ThuBEQ ARk pdwakkyl . R is selected fromthe group 1015.0mg

consi sting of hydrogen, C*-al kyl, C2-7-alkinyl,

-7-cycloal kyl a ' | or heteroaryl; n i
%}’GFOOE’?“I“Z‘QH’(T Cﬁﬁ@’%ﬂ%ﬁé@h@ﬁd phar maceutical | y 1060 me
acceptabl e salts and/or esters thereof.2. Conpounds of

fSodivmmh aarbommaethglicaljulos cl ai m 1wherein X is S and Yi $4.0mg
N. 3. Compounds of formula | according to clains 1 or

g@@ﬁ?ﬁ?ﬁ%ﬂﬂﬁﬂnﬁ@3@ydrogen' 4. Conpounds of fornmul a £0.0 mg

to any one of claims 1 to 3, wherein R2 and
R3 are hydrogen. 5. Conpounds of fornula I according
dMeagnegiupisteasitecl aims 1 to 4, wherein R4 is hydrogent0-0m8
al kyl, C2-7-al kenyl, C2-7-al kinyl, fluoro-Q‘-alkyl or
®aoeingadditives R6 and R7 are hydrogen. 1.0 mg

The active ingredient is mixed with lactose, microcristalline cellulose and sodium
carboxymethyl cellulose and granulated with a mixture of polyvinylpyrrolidon in water.
The granulate is mixed with magnesiumstearate and the flavouring additives and filled

into sachets.



6. Conpounds of forrmula | according to claimb§5,
wherein R4 is hydrogen, Cl- - al kyl, hal ogen,
w@2008Aalokoxy or fluoro-C 1-7-al kyl. 7. ConpounesT/@P2004/005871
formula | according to claim6, wherein R4 is

Cl-7-al kyl, hal ogen or fluoro &} 7-al kyl . 8. Conpounds
of formula | according to an}/ one of clains 1 to 7,
wherein R8 is hydrogen or 9. Conpounds of
formula | according to cIa|n18 mherein R8 is methyl.
10. Conmpounds of fornula | according to any one of

cl ailmSompoands ofthefoeinnlaR9 i s hydrogen or Cl-7-al kyl .
11. Conpounds of fornula | according to any one of
claims 1 to 1@y vvherel nrR10 i s hydrogen or Cl-7-alkyl.
12. Conpo nds forrrul a | acgordl ng to claim 11,

wher ei n A8._npounds of fornul a I
accordi ng tQ ge 0 ai rrsR& to 12, wherein Ris
aryl. 14. Congdunés g | a'l according to clai
13, wherein R11 is sustit ed phenyl or phenyl
substituted with oﬁeto Vhree r ted from

G-7-alkyl, Q.7- alkox§y, R 15 _alkyl and
iffg to claim

cyano. 15. Conpounds of fornula I ic
14, wherein R11 is phenyl substituRed w t'h hal ogen or
fluoro-C 1-7-al kyl. 16. Conpounds of formnula I
ccaording to claim 15, wherein R11 is
I9FIYf nor onet hyl phenyl . 17. Conpounds of fornul a |
according to claim1, selected fromthe group
consX st iisndy amid Yis S or O; or
(2- nethyl 4-{methyl -[4-nmetriyl-2-(4-trifluoronethyl-ph
eny hyl ] - am no}- phenoxy)-acetic
aci c# gk E’F?ragl ?{g?f{et hyl - [ 4- et hyl - 2-
(4- trlfluoronethyl [ )-thiazol -5-ylmethyl] -
am v} - p QﬁﬁnQﬂﬂﬁﬁﬁgkéC|d,
(2- quoro 4-{met hyl -[ 4-nethyl -2-(4-trifluoronethyl-phe
nyl )R dih'd&ll3 th@eﬁdl iy} eachrdthelarpétsetedyforatied groupeonsisting of
(4- {net trlfluoronethyl phenyl)-tri

azol - 3?9??1 2 61}’83:1 7-alk
R% R®, R® and R? independently from each other are selected from the group
consisting of hydrogen, Ci-7-alkyl, Cs.7-cycloalkyl, halogen, C1.7-alkoxy,
C1_7-a11<y1—C1-7-a1koxy—C1_7-a1kyl, C2-7-alkeny1, C2_7—a1kinyl, ﬂuoro—C1_7-a1ky1

and cyano;

R®is selected from the group consisting of hydrogen, Cy.7-alkyl, Cs.7-cycloalkyl and
fluoro-C; 7-alkyl;

R%is selected from the group consisting of hydrogen, C;.7-alkyl, Cz.7-alkinyl,
Cs.7-cycloalkyl and fluoro-C;.7-alkyl;

RYis selected from the group consisting of hydrogen, Cy.7-alkyl, Cz7-alkinyl,
Cs_7-cycloalkyl and fluoro-Cy.7-alkyl;

R" is aryl or heteroaryl;
nis0,1or2;

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



trifluoronethyl-phenox7)-acetic acid, and
(2-ethyl-4-{methyl -[4-nmethyl -2-(4-trifluoronethyl-phen

w@ kjo4tiinioaz ol - 5- yl net hyl ] - am no} - phenoxy) - acet PCT/aR20d4/005871
18. Compounds of fornula | according to claiml,
sel’'ected fromthe group consistdng of
(2-(3- rnethoxy ropyl)-4-{nethy 4- met hy| 4-tr]
or o {(epRRImRE @IW%%FQ@HWPr?@%Wﬂ ‘Yh"é%/%?i‘z)}s(s r%
-acetic acid, and
(2- ngt(mtﬁ cﬁm{j[s &1 foeinid - aledrdling tofddinas 0 e 2hwherpineRiyis hydrbgen.
| azoI ﬁ)mst hyl ] -am no}- phenoxy) -acetic acid. 19.

Ltﬁ)gr?%oqlgldfs 3 fgi]m%datl a%&?r%frgé t%ganty%ng ATy 1 28, $hbRth R? and

fro consi
Rﬁamézyﬂn}dgem {met hyl -[ 4- rret hyl -2-(4-trifluoromethyl -phe
nyI )-thiazol -5-yl nethyl ]- am no}-phenoxy)-acetic acid;

”?td‘]?ﬂw Serdd B P oull2r a(céoﬂdiﬂlg ol Q)HEthbrniHER)yzi WwhehdiaR® is
z oI et h

noxy et I

rﬁgqrhg}lq 4lkyt }%VW? Omlfhﬁﬁ@hbl 7 oxy, 172 l].kyl Cy7-alkoxy-Cy.7-
ﬁlﬁyﬁ Ci §-hlerhydnes hatkinph) dayio) Crj-alkelzar oy lahd RARAAnH-R’ are

g}g % phenoxy] -acetic acid;

&Rt or o- 4- { et hyl - [ 4- mathyl 2-(4-trifluoromnethyl -phe
nyl)-thiazol -5-yl methyl]- am no}-phenoxy) -agetic

aci d6. Compounds of formulaIaccordlng to claim 5, wherein R is hydrogen, C;.7-

gl%?d)’héiggazo gg%mtﬂé?mlhﬂlk}a (4-trifluoronethyl-phe

% i am no} - phenoxy) acetic acid;
go| {gfgt}w%g(@%sn?t hy| _?2 I %460;(1{1}1; ’lcouqaum VW erenq % nsyé glﬂylahalogen

bf fihibreocorakyly| - phenoxy) - aceti ¢ aci d;
(2-et hyI 4- { met hyI [4 met hyl - 2- (4-trifl uoromet hyl - phen

yI ) - azol }: - I8 RE
SRRy hac B o R PR Br e Be Tl e s

hm@aigkeﬂhn@zﬁhlkﬂ yl met hyl ] - am no} - phenoxy) - aceti c

aci

( 4 | §t @aﬁq{;ﬁ&%@aﬂmﬁa { écd'ofdlfl% HOFIQIRES, mer@ﬁeﬁyd thethifl. az

| -am no} - phenoxy) -acetic acid

10. Compounds of formula I according to any one of clalms 1to 9, wherein R’ is
hydrogen or Cy_7-alkyl.

11. Compounds of formula I according to any one of claims 1 to 10, wherein RY is

hydrogen or C;.7-alkyl.
12. Compounds of formula I according to claim 11, wherein RY is methyl.

13. Compounds of formula I according to any one of claims 1 to 12, wherein R" is

aryl.

14. Compounds of formula I according to claim 13, wherein R" is unsubstituted
phenyl or phenyl substituted with one to three groups selected from Cr.7-alkyl, Cy7-
alkoxy, halogen, fluoro-C;.7-alkyl and cyano.

15. Compounds of formula [ according to claim 14, wherein R is phenyl
substituted with halogen or fluoro-C;.7-alkyl.

16. Compounds of formula I according to claim 15, wherein R" is 4-trifluoro-

methylphenyl.



(4-{ethyl- [2-(4-trifluoronethyl-phenyl) -thiazol-
5-yl nmethyl] -am no }-phenoxy) -acetic acid,

wQ doof[14rop®et i i yl - 2- (4-trifluoroinethyl - phenyl) - peii/aRI4/605871
-ylinethyl]-arnino}- rhenox7)- acetic acid,

" (4- {rret hyI [4-neiiiyl-2-(4- tri b9 uor onet hyl - phenyl) -t hi
azol - | met hyl ] -am no} phenoxy) -acetic acid,

( 2- ( B GeormrsRyclp pbioymylad qcaending tofclpimels bejectel famtth glovp
emhhgbfphenyl) t hi azol -5- yl nethyl] -am no}-phenoxy)

%ﬁffm Vil fna&%ﬂe[flerthth TétHfrommestit mhepylytiaelmyyimsHyll-
anylir)o}epmlnoky)&cydmmid;yl ]- am InSJor ghenoxy) - a::]etl c alczlado
TR {#eﬁ]yﬁ‘i%n%#oj*ﬁ%‘@* D T e

al@m;p} phenoxy) acetic aci

. | 4 E
(R O o R A e vt T
aRIng -phenoxy)-acetic dci

(R}t 12E4ﬁﬁie 24(4(tﬂﬂhbydméthy][-lﬂxeh§}l')IthiaHﬂUSl BABh{AY a6} -2-
gﬁ')d’ Omet%YPPhen J ace%@%aﬁ &Jrino)- rhenoxy] -acetic

(Retimgl- 4 medhy]-[ 4ty éz?tr(tmr?romfeih;ybpbemr{l)hwmzphgn&ﬂn}tﬂyﬂ
no enox -acetic aci
Ig&?é %{bﬁ_aw%%ac?dnz (4 tPI fl uo?/orret hyl - phenyl ) -t hi az

g/l met hyl ] - am no}-2- mnethyl - phenoxy) -acetic_ acid,
and Compounds of formula I according to claim 1, selected from the group

é&sisga oft- { et hyI [4-nmethyl -2-(4-trifluoronethyl -pheny

- %Se frasenn B e A e S g et - Shiazol-5-
poctyd]-agitad-pheyoor) excefic adidiand 1 to 19 \Nhl ch process
GRS P OSA RLSUASG  ln

plednioppldacgtic agidcl ai m 1, W|th an aniline derlvatlve of
formul awherein Rl is Cl 7-al kyl and R2 to R8 are as

def i Peetontpduindh BF formuif IORESdih B0 CRIRAYU e dd fOmMHE Broup
consisting of ,
(2-methyl-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl]-
amino}-phenoxy)-acetic acid;
(2-methyl-4-{methyl-[2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] amlno}
phenoxy)-acetic acid;
[2-methyl-4-(methyl-{1-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-yl} -ethyl}-
amino)-phenoxy]-acetic acid;
(2-chloro-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -
amino}-phenoxy)-acetic acid; '
(2-fluoro-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl] -
amino}-phenoxy)-acetic acid;
(4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl]-amino}-2-
trifluoromethyl-phenoxy)-acetic acid;
(2-ethyl-4-{methyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl}-
amino}-phenoxy)-acetic acid;

(2-methoxy-4-{methyl-[4-methyl-2- (4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl]-
amino}-phenoxy)-acetic acid;
(4-{ethyl-[4-methyl-2-(4-trifluoromethyl-phenyl)-thiazol-5-ylmethyl]-amino}-



wherein R1 is C*-al ky!, and optionally hydrolysing the
ester group to obtain a conpound of formula |, wherein

w®iogaitegar ogen. 21. Conpounds accordi ng t o anpCDREBR200§/005871
clainms 1lto 19 when manufactured by a process according
to claim19. 22. Pharmaceuti cal6Oconpositions

cgrrpri i q a corrpound according to any one of clains
cidas a pharmaceutically acceptable

0§a¥{éﬂh§e1r E(ﬂdfrfﬂuﬁ&h%@pbhergf@ thihal- m@«ﬁﬁ }rlﬁﬁa'mmo} henoxy)-acetic

gp03|t|ons according to claim?22 f e trea ment

/Jor prevention of diseases which are nodul at ed by
M%mﬂc}d 2¢lpt- tPfAReo Ayl shienyl) 2Hiaz doivplontie ] -aaios dpigoxy)-
LoetRgone of clai ms 1to 19 for use as therapeutically
active substances, mpounds according to any one

&f-{aretyini4-meshyl @- f%?rlﬂjmomﬂwhphmwuﬂma@al Pyylmethiyll emino}-
pubsdaNGesgiclaeid; t he tr eat ment and/or prevention of

whi ch te PARd and/ or PPARa
3%2%.%% RO RO el O me 21 (deir A tomasthylaphenyl-thiazol-5-
phﬁexhylﬁ4aﬁﬁn@}ﬁp}@hx@eﬁs@@nw@¢1&h are nodul at ed by PPARd

19000 LA OORER 2 M 0 L IR SOADEL 85505 it

etmaneysphenpry)i@etioaddhuman bei ng or ani mal . 27. The use

A TRt ALt o
dHarthyl-ph

ENracstic afiddi seases which are nodul at ed by
Pf&mmaﬁwr M{ni%ﬂ%%&ﬁ&ﬁﬂsi §4 -trdfuordRRtHYE S haid- ekazap‘slémethyl

accor.di ngx@ claing,26 or 27 for the treatnent and/
BrERAREEREraciSHatbes, non-insulin dependent di abet es

frmsb4 L-ussthylae (mahell{1-[D( strithbrohelhyb peeol) -tiaml-5.yl] -cthyl}-
%Eﬁdc)héﬂeﬁg%)ﬁ alc?%’*’c;t'c'%’& chol esterol, high

of 'high triglyceride |evels,
Q-ﬁ@@é&—ﬁ&wﬂbﬂdﬁ@&sg romethgbehemyl s higad eyl syl anino} -

g@gn@qagl ood pressure, endothelial dysfunction,
ul ant dysli pi dem a, pol ycystic ovary

E Eﬂﬁ IR L AT A,
gno}@@,ac&t&d@gn@nd/ or nethod according to claim

iﬁbﬁd&s‘%ih%ﬁv e e ee hal)- el St gi]-amino)-

phemypixypacetidacidevel s, and t he met abol i ¢ syndrone
(syndrone X).

20. A process for the manufacture of compounds according to any one of claims 1

to 19, which process comprises

reacting a compound of formula

L

X
RQHCH2 e :“ Rt I
10 Y>>——

R

wherein L is a leaving group and X, Y, R%, R'®, R" and n are as defined as in claim 1,

with an aniline derivative of formula



30. The use and/ or nethod according to clains 26 or

27 for the treatnent and/or prevention of obesity. 31.

wab@4nowed conpounds, processes and net hods asP@EEP20a£005871
the use of such conpounds substantlally as descri bed

herei n before. 61 -

0 R*
1 5
R~ o 0] R
AN . I
R™ R N’R
R® H

wherein R! is C;.7-alkyl and R? to R® are as defined in claim 1, to obtain a compound of

formula
" JKK
8
)\fCHZ n > 11
R
10: : >—
wherein R is C;.7-alkyl,

and optionally hydrolysing the ester group to obtain a compound of formula I, wherein

R! is hydrogen.

21. Compounds according to any one of claims 1 to 19 when manufactured by a

process according to claim 19.

22. Pharmaceutical compositions comprising a compound according to any one of

claims 1 to 19 as well as a pharmaceutically acceptable carrier and/or adjuvant.

23. Pharmaceutical compositions according to claim 22 for the treatment and/or
prevention of diseases which are modulated by PPARS and/or PPARa agonists.

24. Compounds according to any one of claims 1 to 19 for use as therapeutically

active substances.

25. Compounds according to any one of claims 1 to 19 for use as therapeutically
active substances for the treatment and/or prevention of diseases which are modulated by
PPARS and/or PPAR« agonists.

26. A method for the treatment and/or prevention of diseases which are modulated
by PPARS and/or PPAR« agonists, which method comprises administering a compound

according to any one of claims 1 to 19 to a human being or animal.
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27. The use of compounds according to any one of claims 1 to 19 for the
preparation of medicaments for the treatment and/or prevention of diseases which are
modulated by PPARS and/or PPARa agonists.

28. The use and/or method according to claims 26 or 27 for the treatment and/or
prevention of diabetes, non-insulin dependent diabetes mellitus, increased lipid and
cholesterol levels, particularly low HDL-cholesterol, high LDL-cholesterol, or high
triglyceride levels, atherosclerotic diseases, metabolic syndrome (syndrome X), elevated
blood pressure, endothelial dysfunction, procoagulant state, dyslipidemia, polycystic

ovary syndrome, inflammatory diseases, and proliferative diseases.

29. The use and/or method 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).

30. The use and/or method according to claims 26 or 27 for the treatment and/or

prevention of obesity.

31. The novel compounds, processes and methods as well as the use of such

compounds substantially as described herein before.



