WO 2008/ 062469 PCTI | N2007/ 000493 SELECTI VE TR-BETA 1 AGONI ST FlI ELD
OF | NVENTI ON The present invention relates to novel conpounds of

gener al fowo&ﬂ( JeoWhich 5 are thyroid receptor (TR) {’%f’/ﬂ{}ﬂf@%&%

are preferably selrective for the thyroid hornone recep

Further, the present invention relates to processes of preparing such
conpounds, their tautoneric fornms, novel internediates involved in
their synthesis their pharmaceutically acceptable salts, nethods

for using suHLEGHHBEIR: 1#faPMd8Tut i cal conpositions containing
them 10 R3 RZ 1 :-_ X RRQa ~COO H COOR7 (1) BACKGROUND TO THE -
| NVENTI ON 15 Thyroid hornone (Triiodothyronine; T3) is an inportant
endocri ne si%ﬁbﬁi%mYﬁBng and it is essential for normal

devel opnment, dif Lat.l and intenance of .netabolic bal ance in
mammal s. Nat ur al L@E??égi%% ! gé;nrtrzgﬁé,dg%% 1 R%e f"fm?‘f‘?dﬁﬁs‘%g?"éﬂr%JP@&}la (I) which
ef fect by aetd thyrodhrezeftoy (TRligadsentaBeseRiably delddde fithe hyhsk 2B880ne

to the nuclear Egjr%;) eceptor super famly. There are two ]
different iSorBPRee 5‘% Toittf PESHRINSvatioRdERRS oS ProfesResac BEPTHIR: 68h

Furt her t hesempwindsSOER' @Btofetc FBnS RSl htdHedstedlss el evniZsi
subtypes. THR(31 is preval ent icn liver (85%, emﬁEeFeInYrH da?l ﬁlgﬂ#gp%‘%}s,
present in T phampralically yaspentabley saltprpethofls e wsing1 scB06dppounds and

1097-1142) . ofihOGFB coRifRlifiond oL Hlhe Dodywel ght, et abol i c

rate, body tenperature, "nood and reg € serum chol esterol.
Hypot hyf®i dismis associated with weight gain, 25 high |evels of

| ow-density |ipoprot eiF@ss (LDL) chol esterol and depression.

Hypert hyr oi izs | egds Lo weight |oss, hypernetabolism I|owering of
serum LDL e "~ C ac arrhythma, heart failure, nuscle

weakness, banpe ? % The natural thyroid hornone T3 does
not show any selectivity ¥n B &ng to both of the THR i sof orns
(THRal and THR (31). Thus,Y%administration of T3 lowers 3b plasm
chol esterol, lowdensity |iP8BRotein (LDL) and triglyceride levels in
animal 1 thp)2008/ 062469 PCT/ 1 N2007/ 000493 nodel s and humans.
However, T3 Cannot be used therapeutically to treat

BACKGROUND TO THE INVENTION
15 Thyroid hormone (Trijodothyronine; T3) is an important endocrine signaling
hormone and it is essential for normal development, differentiation and maintenance of
metabolic balance in mammals. Natural thyroid hormone, T3 exhibit its physiological
effect by acting on a Thyroid Hormone Receptor (THR), which belongs to the nuclear
hormone receptor super family. There are two different isoforms of Thyroid Hormone
20 Receptors, THR-c and THR~. Further these two isoforms are sub-classified as ol; a2
and B1; B2 subtypes. THRB1 is prevalent in liver (85%), while THR ol is mainly
present in cardiac tissue (Yen P. M., Physiol. Rev; 81 (2001) 1097-1142).
At normal levels, T3 maintaing bodyweight, metabolic rate, body temperature,
mood and regulate serum cholesterol. Hypothyfoidism is associated with weight gain,
25 high levels of low-density lipoproteins (LDL) cholesterol and depression.
Hyperthyroidism leads to weight loss, hypermetabolism, lowering of serum LDL
levels, cardiac arrhythmia, beart failure, muscle weakness, bone loss and anxiety.
The natural thyroid hormone T3 does not show any selectivity in binding to
both of the THR isoforms (THRol and THR 1). Thus, administration of T3 lowers

30 plasma cholesterol, low-density lipoprotein (LDL) and triglyceride levels in animal
1



hyper chol esterol em a and obesity due to its cardiac side effects.
However, knockout animal studies as well as results with some

sel ective ggest that such cardiac side effec n ‘
attri but edwto FﬂéﬁzﬁR al isoform Thus sone effects of %T/ﬁ%gu@ogogs
t herapeutically useful in non-thyroid disorders if adverse effects
can be mnimzed or elimnated. These potentially useful influences

i ncl ude wei ght reduction, lowering of serumLDL |evels, anelioration
of depr essimieBntngt ihoiaad.i Glovafveome feannvat bonusddChedgpdutical§t eooit@at

70 (2005); 45044 eIo nt of specific¢ and sel ective thyroi

hor none r eé“%ﬁ?rﬁl?o %ﬂﬁﬁe ‘E)%Wt ‘JL@L}Ba‘FSI ?FI%’P'{F?SI&E efigtsi Stovews Bn?cgﬁﬂt
to specifi GninsRRAIASs fvﬂ:‘ll EQ' RANE8Lih SoHedsA&tivO N éids%u@é}gt that such cardiac
hyperl i p| dem a, whil e avoi di 2&; t he cardi ovascul ar and

t oxi ci ti es S effsels icew be Aifiltet] HothediER ol Tanferm. %mp@mndsffmtﬁpﬁw mepy be
only the b t h

car di acSsi daier iy YpBEHT ol hAS IR RS AT a3 Bt BE RGO
be used to ehmﬁalteda Thenmmtermfaﬂsmmeﬁﬂ irffienc dhclade ebiehi t“e;duetﬁ'nia 1&wering of
dysli pi deni hi ar THR ists that interact .selectivel
W eh The: (SaupsbPr ivelsr Sieioraligh ot crbraon B MBS of depe vomatioh
et hod for (@x@isd. rg;e&@fsd'm)fztogg) asbysy). D. Baxter; Trends
Endocrinol . Metab., 15 (2004); .154-1 ) Vari ous corrpounds have been

di scl osed as poBsvalpeme§ont specifis and selgctive Gyinid hormopg tagsplor ligands,
| t 0
0036077 URBTeA T8 i akisr HRT el BELHE ertied 1O dRbtere h &

US20020035 ﬂ:&ﬁ;itgl a@ad hiybediptlemin uvide moidii@tﬁeoctdrmwasgulgaew athef txmitiea &S
Thyrom neti ¢ 0~, R 16..]J1 RRRAL R2 R5.However, nonhe of.the
compounds. VS g IOSRRRTC T GOBBvENS BUP ke SoRL T GERr iR SEepR aF e
benefi ci al thyedie Hotrbneamedl MRRingathein @adllidcOtids wifbets QEPIGALSa alﬁdlaﬁ'ﬁythnua)
remains a need for dﬁ?vel opi ngq’further conmpounds with bette

t her apeut i BOGRIEHIGr CQUt dtey Upidofie Pal A EPRIPF, owoasiléle%s%dh@@e@bww and
compounsls WhlilioHhe 1 uActduld Y PR oo SN 1fd 1
| NVENTI ON %H(la preesent I nv nt| on d%%cn%eg novel cgcrrpo nds thf%_ﬁ i!zglrﬁ:can‘m
t hyroi d rec}%ﬂﬁo’FHRTdﬁer @mspetgalibdstuamﬂveamﬂpddbe peditlipgsmrdictoniety Gr D.
t he thyroi ept g t.a IC 2 WD 2008/ 062469
PCT/ | NZOOYﬂe)% ggen% Es%& gr@?etﬂb’ h@%ﬁﬂ?‘ﬁgﬁ)a nunber of conditions
such as obesit yvaishsdpfipbhdéeiliva been disclosed as possible agonists of THR B . Some

of the more relevant ones for the present invention includes W02007039125, WO

20 0039077, US20040157844 which are incorporated herein as reference.
US20020035153 describes compounds of the following general formula as

Thyromimetics.
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However, none of these compounds have been commercially developed and
25  looking at the beneficial potential and medical need for such compounds, there remains
a need for developing further compounds with better therapeutic and/or safety profile.
Herein, we disclose novel compounds which shows activity as THR [ agonists.
SUMMARY OF THE INVENTION
The present invention describes novel compounds that are thyroid receptor (TR)

30  ligands and are preferably selective for the thyroid hormone receptor beta 1, which are



The novel conpounds are defined by the general fornula (1) as given
below R3 R2 I X R R4 NNCOOH OOR7 (1) 5 The conpounds of the

present in%‘%ﬂb?&zﬁée useful in the treatnent of the hg&%@ﬁ&“’%{%g&l
| e

body, by regulation of selective thyroid hornone recept
expression. The conpounds of this invention are therefore suitable
for the treatment/mtigation/regulation or prophylaxis of obesity

and dys! i pi deph For REERERRED e aRi0 ebiective pf. it he
present inventi onr isto pr0\?|E e noﬂ\\/égllg?%ér(%%%ﬁdsgggfg Og‘négrllté'r%fi (]ﬁrgﬁ%?rgla.
(1), their Thanossompotindsese defined|byitivg gameed farmeda ({rasaliveecbelgw.t hei r
synthesis, their pharngceutically acceptable salts, their

phar maceuti gal | y accep able sol vates and phar maceuti cal conpositions
cont ai ni ng t =@' '|ﬁ m xtures suitable for the treatnent of
obesity and dy D, denias i&(zlgj n enbodi ment is provided a process
for the preparatiorf of novyel 95§ounds of general fornula (1), their
tautomeric fornms, novel {i nkermediates involved in their synthesis,
thei r pharmaceutical ly accepP@Bte salts, pharnmaceutically acceptable
sol vat es prl pharmaceutical conpositions containing them In another
enbodi nment ‘i's provi ded pharnmaceutical conpositions containing 20

conpounds of gefdéealonfponmd af (e pret;efiﬁiinvdnﬁuhmﬁ@lhbéfuhlf & W, trbdiRleht of the
pharmaceutbcally —acc able salts,. solvates and their m xtures
havi ng phariaeadti W?@E_&‘g‘fcg‘a{ é‘iﬁuiaﬁoea‘ffrﬁ ve égw@pll@r,mqaﬁﬁ%mt@, gene
exci pi ents eﬂ;ﬁtdssnﬁile'rrhéfedjr?;diﬁaﬂﬂﬁéﬂ WhiB TR RUE6h | dre t BRbFore MRIMMIAC T fE Cthe
In a further another enbodinent is provided the use of the nove

conpounds JfetusBtmiigafiontegylatipn oeprophriatis pf ebesity pubdysiipdenta. obesi ty

and dysl i ppgersarEpyERGOMINERTENY a therapeutically effective &
non-toxi ¢ amunt of the conpound of forrmula (1), or their

phar maé@ut i cal | hameapetipttivecsithopiosn isventon fetormavidé sovdDEGAphias of

o P iRl GRS Y Sk 3 o
synthesis, their pharmaceutically acceptable salts, their pharmaceutically acceptable
solvates and pharmaceutical compositions containing them or their mixtures suitable
for the treatment of obesity and dyslipidemia.

15 In an embodiment is provided a process for the preparation of novel compounds
of general formula (f), their tautomeric forms, novel intermediates involved in their
synthesis, their pharmaceutically acceptable salts, pharmaceutically acceptable solvates
and pharmaceutical compositions containing them. -

In another embodiment is provided pharmaceutical compositions containing

20 compounds of general formula (I), their tautomeric forms, their pharmaceutically
acceptable salts, solvates and their mixtures having pharmaceutically acceptable
carriers, solvents, diluents, excipients and other media normally employed in their
manufacture.

In a further another embodiment is provided the use of the novel compouncis of
25  the present invention for the treatment of obesity and dyslipidemia, by administering a
therapeutically effective & non-toxic amount of the compound of formula (1), or their
pharmaceutically acceptable compositions to the mammals.
DETAILED DESCRIPTION:

Accordingly, the present invention relates to compounds of the general formula

30 @,



Ro Il X RR4 6'~ NCOOH ~COOR7 (1) wherein R = ORl, NHR1L wherein Rl
may be selected fromH, optionally substituted 5 groups selected
from(Cl Qr (A -C6)al kyl groups; in a preferre

t he alkylcg%g@§%$ls selected from (G -C3)al kyl and the g?@ﬁegg%ﬁgﬁg
represents optionally substituted phenyl group; R2 represents

hydr ogen, hydroxyl, halo, acyl, oxo, optionally substituted groups
selected from (C -C6)al kyl, (C3-C7)cycloal kyl, aryl, heteroaryl,

al koxy, aryloxy, 10 aralkyl, aral koxy, carboxylic acid and its
derivatives selected frRgom (Cl-C3)al kyl esters and am des, sulfenyl
derivativesg, derivatives or the groups representing -
CONRSR6, - SO2 ein R & R6 may be sane or different and are
set gCt @MHoo@ptional Iy substituted groups

sel ected fronl(o-uo)algygﬂ (C3-C7)cycl oal kyl, bicycloal kyl, aryl or
15 the groups R5 & R6 t 5@6Rmnth the nitrogen atomto whi ch t hey
are attached, forma flve to eight nmenbered cyclic ring which may
optionally gpntain one or nore hetero atons selected fromN, S, 0;

The substituents_on R2 may be selected fro roxy, _hal o, tional lly
substi t ut eervhsfeahﬁs e Ny vherin( meg)bg) nlﬁ%g&féﬁﬁ "%@@?lﬁg tituted

groups; ; .
o by be. SRS eBEALE ROR RO BRI KRR U %cf?%%%%@&ifﬁ%ig
S

oxo, phenylhe detlgromsys sel from Earbintipliand thecarsl gadp rapsesgalsiopHeR
such as (G I and am des, or the groups representing
- CONR5R6, @@fﬂ%&ﬁﬁm@%g 'n R5 and R6 may be sane or different and
25 are i nd®pemrgesdinty hyétogen,elydroryh Iﬁaloopetciybn@td yomiubdiyi tsubstidutert cgllqmps
selected fr | ( C al ny!l
or the gr 05‘85 %Qgﬁg%qa ééé?lh%‘]r (@3&9 %ﬁ@ﬁﬁl %% E‘etﬁ OSFH c?%zfyt ﬁﬁ%‘ﬁi
ar e at tacheglkyl, Qirdlkéxyl, c¥®okiccicgd bndrisraes edvey @ldctedr frdrg (Cvdmﬁalkyﬁramrs
optionally contain one or nore heterg atons selected from'N,

R4 may be W&dl Mféméln«ierafﬁa\f%ﬁ sulfonyd sleriuatives r 4ag grque rFPfS%ﬁnPPg -

hal ogen, %kf Q,@He digted (Cl-C6)al kyl groups; 4 WO
2008/ 062469 P N2067/ 00493 X is selected fromO, -CH-, CO 'n'
r epr esent sR@ &oRs may be same or different and are independently selected from H, optionally

substituted groups selected from (C-Cg)alkyl, (C3-Cq)cycloalkyl, bicycloalkyl, aryl or
15  the groups Rs & Rg together with the nitrogen atom to which they are attached, form a

i ndependent I

five to eight mémbered cyclic ring which may optionally contain one or more hetero
atoms selected from N, S, O; _
The substituents on Ry may be selected from hydroxy, halo, optionally
substituted groups selected from (C;-Ce)alkyl, phenyl, heteroaryl groups;
20 In a preferred embodiment, the various groups representing R, may be selected
from
- optionally substituted (C;-Cg)alkyl, acyl, oxo, phenyl, heteroaryl, benzyl, carboxylic
acid and its derivatives such as (Ci-Cs)alkyl esters and amides, or the groups
representing -CONRsRg , -SO,NRsR¢, wherein Rs and Rg may be same or different and
25  are independently selected from H, optionally substituted groups selected from (C;-
Cglalkyl, (C3-Cry)cycloalkyl, bicycloalkyl, phenyl or the groups Rs & R together with
the nitrogen atom to which they are attached, form a five to eight membered cyclic ring
which fnay optionally contain one or more hetero atoms selected from N, O;
Ra, Ry may be same or different and are independently selected from H, halogen,
‘30  optionally substituted (C;-Cg)alkyl groups;
4



R7 represents H, optionally substituted groups selected from(C
-C6) al kyl, aryl groups; wth the provision that when n =0, R7 does

not represgry podhescd The substituents on alkyl, aryl, hg{:/f{?@]%%‘zyolnoﬁg

cycl oal kyl "groups nmaybe selected from hydroxyl, hal o,
optionally substituted groups selected from (Cl-C6)al kyl, hal oal kyl,
al koxy, oxo, aryl, aryloxy, aralkyl, acyl, alkylthio, thioalkyl

groups. Wegn: A es &l s are further substituted, the
substi tuem?)glsos’%[}"f\éﬁesreO substitutés my be selected fromthose

descri bed dbbrepresé@s@nrly further preferred enbodi nent the groups,

radi cal s descri bed ove. be .selected fro - , "oqr .
used eithe 7arle%1ﬁ§en6$ﬁ1 ?P%(?g% ﬁ‘gbﬁ@ﬁe‘f??ﬁpso eLeg{rydrfg)&& 'Egﬂ"ggglgéihgfﬂﬁ cgﬂjs’
| i near or brignebecbvisiel hal wisand @, R, dpeone regresen‘ ar bons, sel ected
frommethyl, ethyl,. n-propyl,. iso-propyl, n-butyl. sec-butyl

tert butyl " amyTRestoReneIn Ayl eletost e eibalog iggn e ssfgeted
l'ike; - FhQ‘rdhfi?Yngixgﬂ K¥hlo, &ano2bptfonally SubsHi@diPzideR0setdctdiiefrom! (@ JalkyilN
conbination with other radicals, is selected froma cyclic radical
cont ai ni ng helpedel, tadkoxey exp, @aylbarrioxyneratkylprcet allabhip, iealkyl Fpyps. When

cyclobutyl,,.cyg h@?@%@}eﬁ%‘a gﬁfﬁél%?@ff%ltimtgdf Qﬂlé)ﬁ%ﬁﬁ%ént@&ﬁjtﬂeg’éesuﬂﬁﬁﬂﬁfeﬁ él%% be

the "al koxy™" group alone or in conbination wth o
radi cal s, iselectedfrent thosefdesamibgd ebgs. cont ai ni ng an al kyl radical, as

det | nedyaoov e A5 ARDSHhEF ShibighB  BYAE LA LelBEE Rosl il
n- but oxy, telbttedfym:i So- but oxy, pentyl oxy, hexyloxy, and the 1|iKke;

25 - the "hal galkyl" group is. selected.from.an.al kyl radical S

ot ned abbyere iRy Bt i ol it fouHaRin wih el Rotagels Sgissn
as per hal oal kiflear &P HarRh@f fldadal YontaP@d b i bilcaclons] kaltcted! 6o sethyl,
fluoronethyl, difluoronmethyl, trifluoronethyl, fl uoroethyl

di f I uor oet hyl thyly pprapgh dearprppyl. rowylotecrotyinardubloanyh trawel rarenpil, -

ethyl, ;propylye, Dt plhexPeRliNle Qke: NeXyl groups; 30 - the "aryl" or
"aromatic" group’used either aldne or in conbination with other
radi cal s, s thefeciaikyl’t erfialicelict giiup vsedeititer elosy ot wrpopthinagionivrith aghe,

two or three _rings. ' u i . [
pendant - manndPoh oy OBEE ol Bt SRt B ko BES o st 1 it Ehe o
mor e pref er abjryfetddly gyddempspys eydethryl egclbpanip beotlexylnaptibhstyl and the
t et rahydronaplﬂt hyl, indane, biphenyl, and the like;.- the

"het eroaryl " Y " het-er oaromati c" group used either alone or in

combi ng§i on Whé Malkoxy” group used either alone or in combination with other radicals, is

selected from groups containing an alkyl radical, as.deﬁned above, attached directly
to an oxygen atom, more preferably groups selected from methoxy, ethoxy, n-

" propoxy, iso-propoxy, n-butoxy, -butoxy, iso-butoxy, pentyloxy, hexyloxy, and the
like;

25 -~ the “haloalkyl” group is selected from an alkyl radical, as defined above, suitably
substituted with one. or more halogens; such as perhaloalkyl, more preferably,
perfluoro(Cy-Celalkyl such as fluoromethyl, difluoromethyl, trifluoromethyl,
fluoroethyl, difluoroethyl, trifluoroethyl, mono or polyhalo substituted methyl,
ethyl, propyl, butyl, pentyl or hexyl groups; |

30 - the “aryl” or “aromatic™ group used either alone or in combination with other
radicals, is selected from a suitable aromatic system containing one, two or three

rings wherein such rings may be attached together in a pendant manner or may be



other radicals, is selected fromsuitable single or fused nono, bi or
tricyclic 5 aromatic heterocyclic radicals containing one or nore

hetero at 0%2%%@695 d fromO, Nor S nore preferably tPST’%%%“‘@Ee

sel ected from pyri thienyl, furyl, pyrrolyl, oxazoly

t hi azol yl, i sothi azol yI i m dazol yl, isoxazolyl, oxadiazolyl,

thi adi azolyl, triazolyl, tetrazolyl, benzofuranyl, benzothienyl,

i ndolinyl, i nd‘aieﬂl moﬁazaplﬂféﬁdbﬂ ﬂﬁzagra[qfsl lml seI@Yd’daZi%zﬁp)phbﬁSlldlxm%hthyl
azaqui nazol | nyl r.an 0 pyrlqﬁlgt enyl t hi enopyrimd

ri d
qui nol i nyl , ?F‘?h%?‘zﬁ‘ﬁﬂ’ %Wé‘?@b %Whela@ﬁ pyri dazi nyl,

triazinyl, be HEd el lor “ﬁ\ﬁ&é%ﬁiaﬁéﬂhﬁbh u%tmla@@ldﬂ dpin combination with
naphthylldlnyl purinyl, carbazolyl, phenoth|a2|n phenoxazi nyl,

benzoxazol yl | D@Eﬁz@@ﬁﬁlﬁzéﬂ §dlectedh droph sultabite single Be h)n/%@éymon@,r bupr dgexslic
ert her 6_4 one %Oﬂlﬁl %@Ilb gghl(\.{glé porﬁ%lgﬁ‘lr r n@cﬂr%é hefe?o hﬁc%ﬁgted]fﬁom

froma radical containing one ons, nore
sel ected fromQ, fldrcnrﬁ m@@atryﬂerabnr dmgmyps aﬂmﬂe&mtm;llfromggmﬂyl, a}melyj'l furyl

ent anoyl, hex n ben
E ubst i tﬁt ed: %’t'r%’ o 2 yg’r %a%f’}%lo WAl ’%‘?lgﬂ pmﬂg%zd i t“(f‘?é?zoéﬁ noé(aglazglyl
fj -C=0O %) gr ibn tidadibzaddl] itdarollt hatrlaﬁcﬁlfi% rbdh]@@ﬂlfégb§ lﬁﬂﬁd’thﬁﬁ)ggh:&id]myl 1|ndoly1
escri bed above, e. carbonyl ", denotes a car bon
ol al (- o onsindaliy iindalyLy HPsAREeLias, CafAdNBRET I dPRIGranyL
such asjp acyl pgfidehica Okﬂnenoﬁyﬂﬁudﬁarqﬁ%}ﬁéﬁc p?ﬁhﬁ'dmﬁ %szo}ﬁ egmﬁéz%'ﬁﬁyl
or in conblnatlon with ot her radicals enofes a rou and
i ncl udes der i PHdazEyl, cifla@aylbbsemm@aa@yld bw@ﬁ@glybs#@a@zmhmaahﬁhmb@nyl
25 - the "est ﬁrzn)gr aﬂﬁgﬁ &ﬁgﬁ?ﬁgﬁhﬁ %hgg@gg?%g%efﬂa&&gp tﬁ&.rzoﬂnazolyl

radi cal s, den tes - Ic a
derivatives, notthepikeferably the ester noieties are selected from

| k b R b h . |, th
Loy Car Dony by U B BETEREY  SUAPIE ARSI o208 g
as phelﬂoxycafzbﬁmyl radioalptdiydinisy caiebNyight aﬂﬁoﬁsb éndré KeeferbiyC Bele@yd from

optionally be_3 ubst | tuted a alko carbon gr oup ch as
benay! oxycar bERY P ﬁé?ﬂ???ﬂx %E@?‘EY iyp- uﬁ’ﬁ%ﬂh??ng&‘iémb Agptangyly

the like, whi sauawandqm Henahich P %&ﬁrﬁt&ﬁed
het er oaryl oxycar bonyl, heteroaral Koxycar bogai/p wherein the

het er oar yl ~gr Bp 0xp’s oh Scageanvhcaronn oved cifr ms(ycnf@t)uqmalqowbwnon with
substi tuted; offle d?c%séxﬁﬁ%é%%qﬁ’%%m%ﬁ%/o% %19 l?! & ylcarbo%y e dengtes a

heterocyclyloxycar onyl, where “the heterocydlic roup
earlier20 whi cérrbongy ras#mai 6ty sﬂ@tlgutrkmmunedgyl ;adudaédémnhetdjdjovgrscdpas
used al one Oradyi‘ofeﬁﬂ?ﬂo?ﬁti on with other radicals, represents an

- the “carboxylic acid” group, used alone or in combination with other radicals,
denotes a ~COOH group, and includes derivatives of carboxylic acid such as esters
and amides; .

25 - the “ester” group used alone or in combination with other radicals, denotes —COO-
group, and includes carboxylic acid derivatives, more preferably the ester moieties
are selected from alkoxycarbonyl, such as methoxycarbonyl, ethoxycarbonyl, and
the like, which may optionally be éubstituted; aryloxycarbonyl group such as
phenoxycarbonyl, napthyloxycarbonyl, and the like, which may optionally be

.30 substituted; aralkoxycarbonyl group such as  benzyloxycarbonyl,

' phenethyloxycarbonyl, napthylmethoxycarbonyl, and the like, which may
optionally be substituted; heteroaryloxycarbonyl, heteroaralkoxycarbonyl, wherein
the heteroaryl group, is as defined above, which may optionally be substituted;

6



am nocar bonyl radical (HZN-C=0O), wherein the am no group i S nobno- or
di- 5 substituted or unsubstituted, nore preferably the groups are

sel ected from, gﬁ%‘%l anm de, di met hyl am de, ethyl am de, ggﬁh%&%%_g;

and the liKke; al kyl t hi 0" group used either al one
conbination with other radicals, denotes a straight or branched or
cyclic nmonoval ent substituent conprising an al kyl group as defined

above, |inked HehsouaRlckySirkahg, ntvh&eltw ha@;&?u&agﬂoag & &8R4 \é%hFeFC%h&g

bond fromthe sulfur atom nore preferably fhe groups may be sel’ecte
from methyl t A3y OREORJIN bf bstErsAy| t hi o, butyl thio, pentylthio and

the Iike or.cygd ignigel kdhp %ﬂj 6hEST ﬁ]dco%ﬂ C\Llﬂp 5@9%’ Jﬁitdﬂraﬁk pr%nts an

cycl obutyl thio, cyclopentylt |o an
may be opt i onamnyocgm@srh ragical (HQN{GﬂQ-?,t h’hcxaink;lie agimougroup d6l moridiesr di-

al one orsin cq 'ﬂﬁ d of Wn st%%;'e r rcgj' éﬂ%ferablgf g%%%gsargRse ct%i.leffcgn

group, as define ove, oup

R represent srrtayhj.flmgﬂa dxaﬂeﬂty[amlde a:ﬂgylangd@uii)ethﬁalg;det dﬂid&ﬁ@lﬂ@@/l
met hyl t hi orret | . 1{2{}&%1 t hi onet and, the |jke, %
optional Iy ~ siffstt ELoYpEs th’éﬁiﬂm Yr Bupos mmé‘?.ﬂ e y'Pther radicals,

derivatives" tléxﬁﬁ!esﬂi aneglfbr bﬁn@}m @?élicQﬁox\M\Iafént AbsMuBRTcohpHLing A 1alky1

represents a bi val ent group, -SO or RYSO, where R, is an optionally

substituted aPiepp as Q??qled ar‘i’ét’% rl@gﬁ@lthm%étaei%@%lswfm e gviseladaesulence
fromthgse deﬁ&ﬁd bRk ﬂﬁpgﬁﬁlr atoxtnh?noré g:kégg ﬂgr a4 V\f&fhuagtslﬁée%a&ﬁéd from

derivatives" used either alone of In |on
radi cal s, wi t medylbio, tathylhic uplppéial hyﬂyﬁl]iot qepty)thive prd gbatitkeaor cyclic

di val ent I , r.e RR defi ned aboye.
More pref er abTrl mfclﬁ Sgerﬁ(%eds %{ca)y b %%‘?rgéjfn f r %%gf%k %ul ¥§ Iemyﬁﬁlo’
wherei n sui tatﬂoéot&hklﬁho eadlihediks, whlslehﬁgzﬁaedpﬁdsmmytshMaltetgfi ned above,

is attached t a ul yl radic such as |.sul f ony
et hyl sul f onyl fhe 9]{1(5{% FOHD 1 v ‘%d’ltp?fealpfl?é’r ma? '@’iﬁtll‘)Ban‘ ferar @disals,
an arylisr adi Cdﬁlmteasandﬂfcﬂn?du@b&V&fmb§ aBbied GiBcheliGo Sldlub caf%nﬁlﬁgu?s@d

such as 30 phﬁnyl ul fonyl and the |ike, Preferred conpounds
according to YA¥°pr ‘s efFPISseRie nby$Rethc 108 tut gt TPWR.t izt dhiomethyl,

{[3,5-Di chl org X I t

yl - am no} - aceﬁﬂlgmglg?%%p %@&%g%%gg%%m; ){%%?‘308?? 8%0%3% W%ﬁ.ﬂ%@gﬁ
-sec-Butyl - 4- W}ﬁéﬁtéw&} phenoxy) - 3, 5-di chl or o- phenyl] et hoxycar bonyl - am
no } - aceti

[4-(3- Benzyl C% hydr fen ¥ %rﬁe%oxyful%ngl r%:vﬁl 1‘66?50 p %ﬁ[ﬂlf Oéf%SQVBWB%Wtha

m no }-28cet i oother radzcals represents a bivalent group, ~8O- or RSO, where R, is an optionally
substituted alkyl, aryl, heteroaryl, heterocyclyl, group selected from those described
above;

-~ the “sulfonyl” group or “sulfones derivatives” used cither alone or in combination
with other radicals, with other terms such as alkylsulfonyl, represents a divalent
25 radical —8O,~, or RySO,~, where Ry is as defined above. More preferably, the
groups may be selected from “alkylsulfonyl” wherein suitable alkyl radicals,
selected from those defined above, is attached to a sulfonyl radical; such as
methylsulfonyl, ethylsulfonyl, propylsulfonyl and the like, “arylsulfonyl” wherein
an aryl radical, as defined above, is attached to a sulfonyl radical, such as

30 phenylsulfonyl and the like.

Preferred compounds according to the present invention include but not limited to:

{[3,5-Dichloro-4-(4-hydroxy-3-isopropyl-phenoxy)-phenyl}-ethoxycarbonyl-amino } -

acetic acid;



acid; 5

({4-[3-(Bicyclo[2.2.1] hept - 2-yl car banoyl ) - 4- hydr oxy- phenoxy] - 3, 5-di ch
| or o- phenyl}+ car bonyl - am no) - aceti c aci d;

({3,5-Di chlk%or gﬁé{@?ﬁéhydr oxy- 3- (pi peridi ne-I-carbonyl) - pﬁgﬂfz@g&??y@ﬁ%‘é’ﬁyl
}- ethoxycarbonyl - am no) =aceti c aci d;

{[3,5-Dichloro-4-(3-ethyl -4-hydroxy-phenoxy) - phenyl | - et hoxycar bonyl -

m no} - acet | 20 yl-4-hyd h -3,5-dichloro-phenyl}-ethoxycarbo I—ammo1
{[3,5-Dichl gr[oasgs(s lsg{i,/cl of‘;erfﬁga?gg%y i 4- hyd rpoxyy%heno};(y) [I)lf‘{eny

et hoxycar bongéticasido} - aceti ¢ aci d;
3,5-Di chl
Sf:ar bo nyf) g‘:’]ga;(y l%ﬂiﬁﬁly_ énﬁxgtjd %lgd;f %B%ﬂrllg%hb}getmlbgngdanal noj-geetic
{[3,5-Di chlady- 4- ( 3- di met hyl car banmoyl - 4- hydr oxy- phenoxy) - phenyl ] - et ho
b | - ' = [ i.d; : .
(3, 5 i chi or(W@%"@Oﬁ?gbCUﬁ%cﬁ*%awg%{m?ﬂhi*Wﬁ?"&‘%gﬁlﬁﬁ%ﬁ%‘%g?)'q‘ﬁ"ﬁ‘s??yi’l]e??"}‘
et hoxycar borstoxgdartony?- amﬁioo@cam adid;

3, 5-Di chl 4-h 3- | - ph - et bonyl -
gn no} - C 2{3& Pééhé %4 Oﬁ;droxy% %Fajglgen nee ?—%X onylgl%ﬂen()xy]qp eny}lcar ony

{[3,5- chhl @fh@xﬁwafﬁbn?ﬂ%ﬁﬁf@a@eﬂc%ﬂf@w car banoyl - phenoxy) - phenyl ] -eth
oxycar bonyl - am nQoha- acetic acid

{[4-(3-tert{Bulk Omyﬁ%%bylﬁwbmywp@er@xw}@mmﬂ@ﬂméwbqnymgaqka&p%
nyl - am np} - agetl c acid; 25

{[3,5-Dichl or 0- 4- (6- hy dr oxy- bi phenyl - 3-yl oxy) - phenyl ] - et hoxycar bonyl -
am no} - acet i{[3.5-8ddhigro- 4—(3 cyclohexylcarbamoyl-4-hydroxy-phenoxy)-phenyl]-

({3, 5-Dichl 9L 4- fl uor o- benzoyl ) - 4- hydr oxy- phenoxy] - phenyl } - et h
oxycar bony! £ hgﬁr%%b)ong %‘an??éig?tﬁf {é)[B 5-Di chl oro-4- (3

- di et hyl car bgndpichiorbyidpcbadr@iienomnetiyh pipetdrinet heatyaabsirybxy]3henyl} -

am no}-acetic aci
({3 5-Dichl & BXYFa{CLS’n(%arEWPB?‘EF“PWF@phene 2-car bonyl ) - 4- hydr oxy- phenoxy

h I o
| -phenyh} - etamyaasbansl ety Reriasehi-o-1gakst- el 3 PASHA0AAO8 carbonyl

{[4 (3-sec- er@ﬁmetw@xy phenoxy) - 3, 5-di net hyl - phenyl ] - et hoxycar bon

1375 b chl S R EIARaclopuieatamorl Lhvdrnbens U PhemIE 11 et hoxy

car bonyl - aﬁhmq}caﬂmeyll—mmo}-dg:euc acid;
{[3.5-Dichloro-4-(4-hydroxy-3-propyl-phenoxy)-phenyl}-ethoxycarbonyl-amino}-

20  acetic acid;
{[3,5-Dichloro-4-(4-hydroxy-3-isopropylcarbamoyl-phenoxy)-phenyl]-ethoxycarbonyl-
amino }-acetic acid;
{[4-(3-teri-Butyl-4-hydroxy-phenoxy)-3,5-dichloro-phenyl]-ethoxycarbonyl-amino } -
acetic acid,;

25 {[3,5—Dichloro—4—(6-hydroxy—biphcny1—3-yloxy)—phenyl]~etho'xycarb0ny1-amino}—acetic
acid;
({3,5-Dichloro-4-[3-(4-fluoro-benzoyl)-4-hydroxy-phenoxy]-phenyl }-ethoxycarbonyl-
amino)-acetic acid; .

{[3,5-Dichloro-4-(3-diethylcarbamoyl-4-hydroxy-phenoxy)-pheny}]-ethoxycarbonyl-
"30 amino}-acetic acid;
({3,5-Dichloro-4-[3-(5-chloro-thiophene-2-carbonyl}-4-bydroxy-phenoxyi-phenyl } -

ethoxycarbonyl-amino)-acetic acid;



5
((3,5-Dichloro-4-[3-(4-chl oro-benzoyl) - 4-hydroxy- phenoxy] - phenyl }-eth

oxycar bony yacetic acid; {
[ 4-(3-sec- utyf]giﬁk?%ydroxy phenoxy) 3, 5-di net hyl - phenyI]P%gH)zg%/(}r%ﬁgﬁ I

-am no}- acetic acid;
3,5-Dichl oro-4-[3-(2, 4- di chl or o- benzoyl ) - 4- hydr oxy- phenoxy] - phenyl ) -

b T T

phenoxycar beetd dcidim no] - aceti ¢ aC| d

(e [3 (4t g iButl e peptor| ) 4 B o PREng o3 Reth £ S 2aRBSY

({3 5- Di chlaafife Badelic @Sdghl or O- benzoy]) 4- hydr oxy- phenoxy] - phenyl } -et h
oxycar bonyl no) - acetic acid;
L{ﬁ’gT

[4-(3-séc-B lalﬂﬂsﬂd‘i - 5%@??0&@;1;&0@2 4-hypepy b prdrheny) CathpwyerrhRonly |

-am no} - acGgt -&%@ﬁéjamd
({4-[3-(Bic cI o [2.2.1] hept - 2-yl car banoyl ) - 4- hydr oxy- phenoxy] - 3, 5-di ch

| or o- pheny!{{4- (32§ﬂ0clélﬁtbj $-rveuoniy iphentixb P Sedimerhyl-abény]]- etz oyt ahjo}
3, 5-di chl orgs4- ] 3r. (4- chl or o- benzoyl ) - 4- hydr oxy- phenoxy] - phenyl } -
am no) - acetl c acl d;

( Car boxy rret(ﬁyﬁ-13{1&11M@}[Md}o&}qrdubhryzdaybxyhﬁf@m-ﬂmnbdjr]F;ﬂrehyl(}ar bonyl)-p
henoxy]1 ﬁ’c"%% am ?]“%5‘ etltc ac d; 25

({4-]3- 8B| SR a2 aﬁeﬁﬁaéf *f anoy| ) - 4- hydr oxy- phenoxy] - 3, 5- di ch
| or 0- phenyI[}4-(3ct Byl ehirb d¥@Xy A%, Sldichi a6 4-hydroxy-

Car boxynet FEMI-(-[S 5- dslﬂchliodrtox%ﬂz4 hipr oxy- 3- |quoif)?3g}pgll 3E)kl;cg{noxy) phenyl ]
-amno }- by g{qxgcaé]aqrgd)-a:mno]—ace ic acid;

[[3,5-Di chipr. gyfh eI o d)- nﬁgefoq?fhemas@@%mmaf&yﬂelqyﬁ}4 hydr oxy-
30 phenoxycar onyl)-am n%&pacetl C aci
(Car boxym?ﬁ?ﬁ?@@é’hﬁ@m ectig-apil; hy dr oxy- 3- (pi peri di ne- |

-sul fo g 207 ; gf'% %gﬁgrf-tp t? (ﬂél‘hox@ rﬂeﬂ.?c}y])a&: ﬁg'ﬁr%x? %}1810}{9] gﬁ%ngﬁoe%ﬁgg%ar%onyl-

PCT/ I N
[ 4- (3-t ert aBinopMaceticagdh; oxy- phenoxy) - 3, 5- di chl or o- phenyl ] - car boxynet hy
| -am no }-

a5 or (R by Rlse e i hiprermber o BHER ek eoxy -
phenoxycar heiglagidam no] - acetic acid; 5
i/)Cii rpﬁgﬁgrﬁ{f}lyﬂ ([BICV(ﬂO 2. ?hlﬁl(ljgp?—zfl léa%ba%lloql?}g lvc(i:r%g(\?-%gér%%lilv]-?’ Shc}l gh&c?r)éyph%gﬁ?ox

20 carboxymethyl-amino)-acetic acid;
(Carboxymethyl-{3,5-dichloro-4-[3-(4-chioro-benzoyl)-4-hydroxy-phenoxy]-phenyl} -
amino)-acetic acid;
(Carboxymethyl-{3,5-dichloro~-4-[4-hydroxy-3-(piperidine-1-carbonyl)-phenoxy]-
phenyl}-amino)-acetic acid;

25 ({4-[3-(Bicyclo[2.2.1]hept-2-ylsulfamoyl)-4-hydroxy-phenoxy]-3,5-dichloro-phenyl }-
carboxymethyl-amino)-acetic acid;
{Carboxymethyl-[3,5-dichloro-4-(4-hydroxy-3-isoptopyl-phenoxy)-phenyl]-amino }-
acetic acid;

L[3,5-Dichloro-4-(4-hydroxy-3-isopropyl-phenoxy)-phenyl]-(4-hydroxy-

30  phenoxycarbonyl)-amino]-acetic acid;

(Carboxymethyl-{3,5-dichloro-4-[4-hydroxy-3-(piperidine-1-sulfonyl)-phenoxy]-

phenyl }-amino)-acetic acid;



am no}-acetic acid,
{ Car boxynet hyl - [ 4- (4- hydr oxy- 3-i sopropyl - phenoxy) - 3, 5- di net hyl - phenyl

. ' . L
][ [ g,mS[]c[))i} chlq‘gjra%]'-o Qﬁ?gé-gdi met hyl sul f anoyl - 4- hydr oxy- phenoxyfgyﬁgﬂwt]ﬁg‘?ﬁ- h

ydroxy- 10 phenoxycarbonyl)-am no]-acetic acid;
[[3,5-D chl oro-4-(3-di net hyl car banoyl - 4- hydr oxy- phenoxy) - phenyl ] - (4-h

dr oxy- phe -1 o Jaani i i .
1575t chi or o T B AR b S forst sy pemersy - Brin )
- (4- hydr oxy-acgfifeaetskycar bonyl ) - ami no] - acetic acid; 15

3, 5-Di chl A- [ 4s hyer oxy- 3- (pi perj di.ng-1-sul fonyl)-phenoxy] - phenyl
1+ Ca-nydr o BRI B Ry DhnRRer e S mem - dhfaron. | P
[ [ 4- (4- Hydr phynaytabaiybpyhinppasaxstdd, 5- di met hyl - phenyl ] - (4- hydr oxy-
henoxycarb l.) - am nol] -acetic acid;
I[o{ 4-[ 3¥( 3 t g&%@@f‘l}‘@%&ﬂﬁ@@i‘%@ﬁ’mﬁdﬁ@%?QM@%BWPYIS‘E-@@PWPMXMY%
(4- hydr oxy- agéhdqdheeexygar bnnyl ) - am no] -aceti ¢ aci d;
[{3,5-Di chlgro-4-[3-(4-chl oro-benzoyl) - 4- hydr oxy- phenoxy] - phenyl } - (4-
hydr oxy- phdhe®grareiBryidy@aidneiy-hisepiopylapicdoxy)-3,5-dimethyl-phenyl]-amino -
[[3,5-D chl ge@e4eia4- hydr oxy- 3-i sopropyl sul f anoyl - phenoxy) - phenyl | - (4-
hydr oxy- phenoxycaf bonyl)-ani no] -acetic acid; 25
{ Car boxymet Hyi5-PBhBretitepitdimothyls(Fared iy hylirdnyeiplexyxhteayy4-Biasyy-] - am
i no}-acetic ; o L
[{ 3? 5 Dih 8?%559@0@1)&%’?18@6?“88%%% ) - 4- hydr oxy- phenoxy] - phenyl } - ( 4-
P%’ g r gX >[/)|- E Pﬁﬁﬁxgﬁmm?i@ ﬁ%%ﬂlghﬁ@ﬁ@ﬂh@hﬁﬁb))@y-pﬁenox ?I-p}%eilylr]]—(?j-hydroxyuh
,5-Dic ro-4-(3-ethyl -4- r,oxy- phenoxy) - phenyl] - (4-hydr doxy-pheno
xycar bonyl )&‘e%x 311?8}'55‘88{1‘?]6;"58? geid;
3, 5- D chl gBG-Bi & i fdRieV?- 2 A TRXY A,
H}enoxycar bgnyl ){cgir?iiT ngq?g?gg{c?dg@;%%rld%gng%%%E%g(p‘heﬂjyl? (Q)%]amxy?
PCT/ 1N2007/ itsoaxysarbonyl)-amino]-acetic acid;

R e S A T e B S I S RS 2 S e

phenoxycar bonyl ) - am no
[ [ 3, 5- Di chl@ieaoxycadonylpfaotbunlydestid dcidyoy| - 4- hydr oxy- phenoxy) - phenyl ] - (4

A5 (B QR aI S R R ey bttty Cobehosny)] - 3, 5- di ch
| or o0- pheny|gheng:decinponydumpdudaoaitcaidyonyl ) - am no] - aceti c aci d;
[{4-[3 —(4—tgthutyl—benzoyl)—4—hydroxy—phenoxy]-3,5-dichloro~phenyl}-(4-hydroxy-
20 phenoxycarhonyl)-amino]-acetic acid;
[{3,5~Dichloro-4-[3—(4-chloro—bcnzoyl)-4-hydr0xy—phenoxy]-phenyl}-(4—hydroxy—
phenoxycarbonyl)-amino]-acetic acid;
[[3,5-Dichloro-4-(4—hydroxy—3-isopropylsulfamoyl—phenoxy)-phenyi}(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid;
25 {Carboxymeﬂlyl-ﬁ,S-dichloro—4—(3-ethyl-4—hydroxy—pheno;ty)~phenyl}-amino}~aceﬁc
acid; .
[{3,5—Dichloro—4—[3-(3-chloro-benzoyl)-4-hydroxy-phenoxy]-phenyl}—(4—hydroxy-
phenoxycarbonyl)-amino]-acetic acid;
[[3,5-Dichloro-4-(3-ethyl-4-hydroxy~phenoxy)—phenyl]-(4-hydroxy-phenoxycarbonyl)-
30  amino}-acetic acid;
[[3,5-Dichloro-4-(6-hydroxy-biphenyl-3-yloxy)-phenyl]-(4-hydroxy-

phenoxycarbonyl)-amino]-acetic acid;

10



[{4-[3-(Bicyclo[2.2.1] hept-2-yl sul famoyl ) -4-hydr oxy- phenoxy] - 3, 5-di br
ono- phenyl }- (4- hydroxy- phenoxycar bonyl ) -am no] -aceti c aci d;

[{3,5-D ChWﬁ'ﬁdﬁﬁﬁ9 hydr oxy- 3- ( 4- hydr oxy- benzoyl ) - phenogg}liﬁg,ﬁ%&l,s- (4
- hydr oxy- pPlenoxycar bonyl ) - am no] - aceti c aci d;
[{3,5-Dichloro-4-[3-(4-fluoro-benzoyl)-4-hydroxy-phenoxy] - phenyl } - (4-
hydr oxy- phenoxycarbonyl)-am no]-acetic acid;

[ (3, 5- Di chl of[6-(3-BeBzyl{44hychboyr-phepdeyd, 3 -dipbreskedVBL Yk lardkyny dr oxy- phen
oxy}- phenyl).- é4-_ h roglﬁ- he‘goxycar bonyl ) - am no] -‘acetic acid; 15
[{4-] 3-(Azepﬁl?1e 9&%&1"9 —);LFryn 45514 848i- phenoxy] - 3, 5- di chl or o- phenyl } - (
4- hydr oxy- XS [aD AT fa AT (e A e W PRhIFRGREIC el . (4. }
({3?/5- Di ehl (F))!rlo- s ( ot h?;‘fl.@‘?)“ﬁ%‘g‘]éliyg - 4%’}3&5‘?&8%%?3@?%%fe%@‘ﬁ(‘ﬂ“-”@’t ho
xycar bonyl| - Hifhggfakenyl)-ameqlmeetic acid;

4- ( 3- sec- Butyhad Sl di | - phen - (A- hydr.oxy-
[ZE) pgeno%cgf{b%[% §?3C?§%%¥¥§§§? ?’ic%g'%rll?f%ﬁ) ) hggltog&—phgnoxy?{—l?)!5-(glchlo¥o—phen¥1}-
[ [ 3, 5- Di.chl dfdwdiox3-nhprd:oisenbphrmandtetit-aoiddr oxy- phenoxy) - phenyl ] - (4
- hydr oxy- ~an ol -aceti.c,acid, )

{500y el oo SR Io B kR ow R RSy sy fetibrorss pismehy

l };}( g Dihyﬂlr dﬂWﬁmm@ﬁ ghw)“mmﬁh?&%%jdg ?Ci OI;h o h I h

f)g(yé:ar bo(r:lyl ﬁ%%ﬁ#}{%}ﬁ?lgg -i‘?ﬁ%%rgﬁﬁ%ﬁyd%xybggzzo% )—ghegogy?%)ﬁé]lyl -(é(ia-rlgdr}om(/a~

[ {3, 5- Diwhl ghenckybfbénsdyaxioBatdiraeRt i di ne-1-sul fonyl)-phenoxy] - pheny
3

| }-(4-hydro ¥ henoxycar bonyl ) - am no] - aceti c aci d; ,
5-Di chl or 0_1 f‘(:ﬁ&h%ﬁ)l‘@;&[ﬁ!g@—ﬂuom-benzoyl)—4-hydroxy—phenoxy]-phenyl}~(4-hydroxy-

- i sobut oxy- phang Ua}bd}ﬁ@)néi-{;- s ) rbonyl -am no }- 30 acetic acid,

{[ 3, 5-Dichl g’?o- 433- cycl o eﬁgh%g’?%g@y- 4- hydr oxy- phenoxy) - phenyl ] - et ho
xycar bonyl| - [@i-Rishlaeét {3cl(4chbbro-phenpl) I3 A8ByOERAGIY- ARG SN2R6B00493

3,5-Dichl ~A- 14 oxy-3-(3-net hyl - benzoyl ) - phenoxy] - phenyl } - (4-
Li/dr oXy- phgg%}@c(gr Bontg{y)@aéﬁ?}ﬁ(%?{b%@%@ i ,t}/c 2"1‘8
[ {3, 5- Dilbr ohig-B-(Axepabechbuifonyl) ety gheyp |05 -dRARRE MM EmPLeAN drokyd - N
ydr oxy- pheﬁgg%’gar btt%nylb) - am?ilo -.aceﬁj c acid; 5
({3, 5- Di br ofioz 21 AV IHPGR HS 8§ - 4- hydr oxy- phenoxy] - phenyl } - et ho
xycar bonyl - (38-Dithtca6-at{3q 1 agiv- -4- - - - N
({3 5D ehi s h4,- oy 33{1(132?1;%{ fyT oy phicnoxy ] phenyi-ethpiycarbony]
- et hoxycar bFRipel-acetic acid;

[[4-(3-sec-Butyl-4-hydroxy-phenoxy)-3,5 -dimethyl-phenyl]-(4-hydroxy-
20  phenoxycarbonyl)-amino]-acetic acid;
[13,5-Dichloro-4-( 3-cyclohexylsulfamoyl-4-hydroxy-phenoxy)-phenyl]-(4—hydroxy-
phenoxycarbonyl)-amino]-acetic acid;
[{3,5-Dich10ro~4-[4~hydroxy—3-(morphoIh16-4-su1fonyl)-phenof<y] -phenyl}-(4-
hydroxy-phenoxycarbonyl}-amino]-acetic acid; )
25 ({3,S—Dichloro-4—[4—hydroxy—3-(3—methy[-benzoyl)-phenoxy]-phenyl}—ethoxycarbonyi—
amino)-acetic acid;
[{3,5-Dichloro-4-[4-hydroxy-3 -(pyrrolidine-1-sulfonyl)-phenoxy]j-phenyl }-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid;
{[3,5-Dichloro-4-(4-hydroxy-3 -isobutoxy-phenoxy)-phenyl]-ethoxycarbonyl-amino}-
30  acetic acid;
{[3,5-Dich10ro~4—(3-cyclohexyhnethoxy—4-hydroxy-phenoxy)-phenyl]-ethoxycarbonyl-

amino}-acetic acid;

11



am no) - acetic acid;

[{3,5-Dichl oro-4-[4-hydroxy-3-(4-nethyl - benzoyl) - phenoxy] phenyl }- (4-
hydr oxy- ar bonyl ) -am no] - aceti c aci d;

5}/Di chl or(])‘?QBF@%%%%ropyl 4- met hoxy- phenoxy) - phenyl] et%cwa%}ﬂl%’ﬁ% a
m no) - acetic acid ethyl ester;

{[4- (4-Benzyl oxy- 3-i sopropyl - phenoxy) 3, 5-di chl or o- phenyl ] - et hoxycarb
onyl - ani no) -[ {3Gebichloas i 44-Bl Mok

[4y(3 sec- Bu[t{ga/’I 4cmet hoﬂ‘ -yhen%%y 361%6%3-11506{%?%}%hegﬁéml]en%ll}h(g hyg%)rx Bony
[ - anino} - addEpRxysRIDanY}- w;noé@p@;c ac{d;

[ 4 (3- Benzy 9, sumbhay s Renaitls Bedyofl) SOLALSS ARSIV weLIAYE R BoRY! - @

m no}- acetic acid ethyl” ester
] hept - 2-yI caﬂlwfiﬂﬁomlhﬂnhmkﬁgqimmkﬂ 3, 5-di chl oro- phenyl }- 20

et hoxycarbo
({3, 5-Di ¢hl gﬂd? ?IF‘E’%??@ g@g ? %‘H’éf OXE;PP%W ?hﬁwéhs&lyfy%ﬂ@ﬁw
}- et hoxycarahumwacamnmx) acetic aci d et hyl ester;
5-Di chl or o- XY= phenox henyl ] - et hox car bonyl - am no
}-acetic P( 558‘3?1‘9 Toghs £‘£§y‘{]?§y3%4‘methy¥)begzoyl)yphenoxﬂ phgﬂyl} eth0¥<ycﬂb0nyl-
{[3,5-Di chI taﬁm:d)-a(:&ucaécd ohexyl car banmoyl - 4- net hoxy- phenoxy) - phenyl ] -
et hoxycar bonyl - am.no}-acetic acid ethyl ester;
({3, 5-Di chl gﬁé -Pigh ﬂ@rﬁélrwdﬁgdr@ista(ﬁmﬁwﬂ—bgnm})aimmyu-phampn?kh%drpmnox
y] - phenyb} - pRE1ORYLEEY; etic acid ethyl ester 3

, 5-Di chl oro %3%%&9%3 armylaag met hoxy- phenoxy) - phenyl ] - et hoxyc
ar bony! - Déﬂlﬂfa'e'é‘t dsmopbfld~m1homﬁ-pMn,Ox:{/)-phenyl] -ethoxycarbonyl-amino }-
[ 3, 5-Di chI 05 Qi abid %é%é)rutyl car banoyl - 4- net hoxy- phenoxy) - phenyl | -
et hoxycar bonyit amnoY- acetic acid et hyl ester 12 WO 2008/ 062469
PCT/ | N2007/ Q@64IB:nz{loxy-3-isopropyl-phenoxy)-3,5-dichloro-phen: 1]]—eﬂ1oxycarbonyl—am1no}-

[3,5-Dichlo Xy- 3- propyl - phenoxy) - pheny et hoxycar bonyl
mno } - acgeelﬁg‘(éﬁﬁg’gi?ﬁ%f > ester;

3, 5- Dixhl grua34e(-B -
fa% hoxycagr: bo{f%lq- a?;]ﬁ nugb%gggﬁgkygg?éd}ﬁg%{/? ﬁé@? %Xnﬁjq&ﬂw&afb%ﬁ aﬂn]ﬂo}
{[4-(3-tert? U‘E?ﬁl $8xy- phenoxy) - 3, 5- di chI or o- phenyl ] - et hoxycar bo

| -

[“% 501 el ol e el BTk shatlosehemiheioyeanykapisshy | -
no} - ac%’?ﬁl%a%ﬁ@ﬂeqstﬁyl ester;

({4-[3-(Bicyclo [2.2.1]hept—2—ylcarbamoy1)~4-methoxy-phenoxy]-3,5~dichloro-phenyl}-
20 ethoxycarbonyl-amine)-acetic acid ethy] ester;
({3,5-Dichloro-4—[4-methoxy~3—(piperidine—1-carbonyl)—-phenoxy]—phenyl}—
ethoxycarbonyl-amino)-acetic acid ethyl ester;
{[3,5-Dichloro-4-(3 -ethyl-4-methoxy-phenoxy)-pbenyl]-ethoxycarbonyl-amino }-acetic
acid ethyl ester;
25 {[3,5-Dichloro-4—(3—cyclohexylcarbamoyl-4—methoxy—phenoxy)—phenyl]-
ethoxycarbonyl-amino}-acetic acid éthyl ester;
{ 3,5-Dichloro-4-[4-methoxy—3-(4—methy1—piperazine—1-carbonyl)-phenoxy]—phenyl}-
ethoxycarbonyl-amino)-acetic acid ethyl ester;
{[3,5-Dichloro-4-(3-dimethylcarbamoyl- -4-methoxy-phenoxy)-phenyl]- ethoxycarbonyl—
30  amino}-acetic acid ethyl ester;
{[3,5-D1c:hloro-4~(3-cyclobutylcarbamoyl-4-methoxy—phenoxy)-phenyl]—

ethoxycarbonyl-amino}-acetic acid ethyl ester;

12



({3,5-Dichl oro-4-[3-(4-fluoro-benzoyt) - 4- met hoxy- phenoxy] - phenyl }-eth
oxycar bonyl - 10 am no)-acetic acid ethyl ester; {

{3,5-D chl -4 ( 3-di et hyl car banoyl - 4- net hoxy- phenoxy) - - Xy
car bonyl - gﬁ%ﬁ@?@%@ti c acid ethyl ester; P@ﬁfﬁ}%%mﬁ&lﬂ?
({3,5-Di chl oro-4-[3-(5-chl oro-thi ophene-2-carbonyl ) - 4- met hoxy- phenoxy
] -phenyl }- ethoxycarbonyl -ani no)-acetic acid ethyl ester; 15 { o
[4-(3-sec- Bl{[agﬁmmcmﬁbh@wmedheﬁpz;Qro;%d?h&lmj—pyénrgt&iﬁwdy]:a@bm&yrﬁﬁd}bo ny

| -am no}- acetic acid ethyl ester; 3 ,5-Dichloro-4-(4-nethoxy-3

- phenyl car basfigleciskiégd egftphenyl | - et hoxycarbonyl - ami no}-acetic acid
et hyl ester ;£ pj -4-(34 ] 1-4- -ph -phenyl]-

3,5-Dichl or cg[é ?lﬁh(l%r-oc folﬁ%grg%%%%?/ﬁ?&- rr%l{3 8§3§?peﬁgﬁ%)x§/]epggenyl }

- et hoxy car betykycagnahamaloy aceic acicethyl esferlyl ester; {

[4-(3-sec-B 'i-_ =1 OX V.~ I =3y 9-di- - | - /4 ny
ot Ryt S amtiey Sa R AR by 35 b iR Bk S SRR
({3, 5- D chl ateicke]id3:ti2 edtex)i chl or o- benzoyl ) - 4- net hoxy- phenoxy] - phenyl }

- et hoxycar bgnyl - am no) - acetic id ethyl ester:. 2 .

1 (9 See. Bk P ORB S mer bR sd o S el FResyrroom PRy -
phenoxycar bagtic et kstaget i ¢ acid ethyl ester;
({4-[3-(4-tert-Butyl-benzoyl)-4-nmet hoxy- phenoxy] - 3, 5-di chl or o- phenyl }
- et hoxycar bSayPidierady Baddlioso-henzgybrdwpethasy-ghenoxyl-phenyl}-ethoxycarbonyl-
({3, 5-Dyghl %ﬁioﬁ-‘aﬁéfc( i(pgm)q_regtéltge_nzoyl ) - 4- met hoxy- phenoxy] - phenyl }-eth
oxycar bonyl - 30"am no)-acetic acid ethyl ester;

[ 4- ( 3- sec- B3y -Dﬂchhﬂoﬁeéaydiﬁhﬂn@1%9&)1031,-%mﬂt@m@hmém}fnmn]}'ﬂaﬁtmwgbpﬁény

| met hyl - am 5 I C.:aci | ester; 13 WD 2008/ 062469
bCr) 12005 BHBbGEN &b Stk

({ 4- [ 3- ( Bi cff6lBDihPorbidhept-chiord-tidopieenoPtdar tboyhidrmethopirehenoxy 1-8hedyli- ch
| or o- phenyl } - et hgxycar bonyl met hyl.-anm ng) -acetic acid ethyl ester;
({3, 5-Di chl %418’552??{%1\4(14@%#?9%?%188%95%% 9§%fm§t hoxy- phenoxy] - phenyl } -

et hoxycay bogul@eicbHutydm-nethoRE phérox {3 8-Bihbil1-gishel-ethoxfdarbonyl-amino} -
3, 5-Di chl oro-4-[ 4- met hoxy- 3- (pi peri di ne-I|-carbonyl ) - phenoxy] - phenyl } -
et hoxycar boWFlﬁé?lﬁ)?Fh-Yéﬁ?t%) -acetic acid ethyl ester; .
({4-[3-(Bi c§ﬁlﬁb?ch?orbl4tt§%etﬁcw- YhéRRband}1 BB YIRS Rty Sarboriil-C h
| or o- phenyl }- " et hoxycar bonyl neét hyl -am no) -acetic acid ethyl eéester;

{[ 3, 5- Di chl anipo-a¢Sic astshethyl\ebter - et hoxy- phenoxy) - phenyl | - et hoxycar bon

yl met hyl - ({3,5-Dichloro-4-[3-(4-chloro-benzoyl)-4-methoxy-phenoxy]-phenyl } -ethoxycarbonyl-

20  amino)-acetic acid ethyl ester;

{[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dimethyl-phenyl] -emokycarbonylmethyl-

. amino}-acetic acid ethyl ester;
({3,5-Dichloro-4-[3-(2,4-dichloro-benzoyl)-4-methoxy-phenoxy]-phenyl } -
ethoxycarbonyl-amino)-acetic acid ethyl ester;

25  [[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-(4-methoxy-
phenoxycarbonyl)-amino]-acetic acid ethyl ester; ‘
({4-[3-(4-tert-Butyl-benzoyl)-4-methoxy-phenoxy]-3,5-dichloro-phenyl }-
ethoxycarbonyl-amino)-acetic acid ethyl ester;
({3,5-Dichloro-4~[3-(3-chloro-benzoyl)-4-methoxy-phenoxy]-phenyl } -ethoxycarbonyl-

30  amino)-acetic acid ethyl ester;
{[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-éthoxycarbonylmethyl-

amino}-acetic acid ethyl ester;
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10 am no)-acetic acid ethyl ester;

[[3,5-Di chloro-4-(3-isopropyl - 4-met hoxy- phenoxy) - phenyl ] - (4- et hoxy-

phenoxycar Qony, no] -acetic acid ethyl ester; .

({3, 5-Dichl orobl{ 6??9mat hoxy- 3- ( pi peri di ne-| PCT/IN2007/000493

-sul fonyl) - phenoxy] - phenyl } - et hoxycar bonyl net hyl - am no) -acetic. acid
et hyl ester; 15

{[4-(3-tert- @utwl@&yﬁﬁwgﬁﬁr@hﬁ@éﬁaﬁyﬁ =6 thb Ry PraRRYYS b- Sl UARRRAD

nyl met hyl - no}-acetic acid eth

[[4-(3-tert- nh?’gﬂca hopgEs yawﬁﬁgtaa@lcset@ﬂ@mem o- phenyl | - (4- net hoxy-

phenoxycar banyls)

(3501 ol orard 7 R Feior o) MBS Ebhorbodshenvile 11 - 20

et hoxycar borffhacapprdmetio}-amins)acetmicH @h}ﬂy:bteest er:

{ Et hoxycarb I enoxy.,) di met hyi

- phenyl ] ¥ a %gi@%@%k | &1%1(%'? él!l %S,Pj &?%e?tdA et mel)D}r)]heno }l]-phehsl}

[[3,5-Dchl (ﬂtlmamjcz(rBemlmthhyhmuioDacwlacﬂdﬁgﬂha&y phenoxy) phenyl ]-(4-m

(135 b chi ofbA PRTa R PR HaGm o oty mameny) - PRy poeratim

et hoxy- pherwwadrb@wmmgnarﬂmb)a&@ibla&d%ﬁlﬂeﬁ&hyl ester;

[{3,5-Dchl [4 nmet hoxy- 3 P peri di ne-|

- car bonyl ) - r{ﬁgﬁd}g @-,Qrpsppl(o‘py -4-methoxy-phenoxy)-phenyl]-ethoxycarbonylmethyl-

met hoxy-phe gy, ﬁ%é&ﬁ@)ﬁéxﬁ 8 B9d= acetic acid ethyl ester;

[{3,5-Dichloro- 4- met hoxy- 3- (pi peri di ne- |

-sul fonyl ) - plfetr UIPH%@yﬂS?PIPPlylf\demhﬁﬂxw -plenoxy)-phenyl]-(4-methoxy-

phenoxycarb | ester;

[[4-(3-Isop M‘?’% rret %ﬁﬁ% écnegiﬁ %dfhgxaft%t hyI phenyl ] - (4- met hoxy-

phenoxycar b(b{fyﬁ Pictionoe]- {meetho&y-ae(pﬂaeﬂﬂxhyll ~ifbeyl)-phdhod]-gR$1106 2469

PCT/ 1 N2007/ g&g493
er

[{ 4- [ 3- (4-t & P BASAYBRHYGATI-retinesis SBbesty] - 3, 5- di chl or o- phenyl }
4- net he AXa - Dot ki) -
3( 5-Di chl é)r/é[zlpﬂeﬂ@ 4- ?hl or giol)?efnzoyl ) -?lgerrdel?l%gxy %ﬁgﬂ%ﬁ?ﬁ%ﬁyﬂmﬁyl
- (4- met hoxy#® %%ﬁ‘ %y 958%ii no] - acetic acid ethyl ester: 5

[[3,5-Dichl E[ﬂ%”ce&-%u'tﬁ%@ﬁ%kﬁghérﬁg}?ﬂs‘}ﬁ 5@@g¥,ﬁ§r%g{é&x§9henyll (4-

met hoxy- pl renoxycar bonyl ) -am no] -acetic aci
[3, 5-Di chl OPWXY‘@I@WW&MHMQWWIéh@mbW phenyl | - et hoxycar bonyl met

? %l 5 ?)mc Rﬂ) @%bf%l‘?%4d(ﬁ ﬁ%&% %’gcﬁibghof{'ﬁ'meﬂf‘%g@ eﬁ%‘gﬁ é’)@y'}mphenyl }-( 4 m

et hoxy- 2000 ghexysrsroaylomiyilandm }raktiassd ethybestd; et hyl ester;
{Ethoxycarbonylmethyl-[4-(3-isopropyl-4 -methoxy-phenoxy)-3,5-dimethyl-phenyl]-
amino}-acetic acid ethyl ester;
[[3,5-Dichloro-4—(3~dimethylsu}famoyl-é-methbxy-phenoxy)-phenyl]-(4~methoxy~
phenoxycarbonyl)-amino)-acetic acid ethyl ester;

25 [[3,S-Dichloro-4-(3-dimethylcarbamoyl—4-methoxy-phenoxy)-phenyl]—(4—methoxy—
phenoxycarbonyl)-amino]-acetic acid ethy] ester;
[{3,5-Dichloro-4-[4-methoxy-3-(piperidine-1 -carbonyl)-phenoxy}-pheny! }~(4-
methoxy-phenoxycarbonyl)-amino]-acetic acid ethyl ester;
[{3,5-Dichloro-4-[4-methoxy-3~(piperidine-1-sulfonyl)-phenoxy]-phenyl} - (4-methoxy-

30 phenoxycarbonyl)-aminol-acetic acid ethyl ester;
{[4-(3-Isopropyl-4-methoxy-phenoxy)-3,5-dimethyl-phenyl]-(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester;
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3, 5-Di chl or 0- 4- ( 3- et hyl - 4- met hoxy- phenoxy) - phenyl ] - (4- net hoxy-
enoxycar bonyl )-am no] -acetic acid ethyl ester;

[[

ph

[[3,5-D ChWﬂ'§Gé&Dmt hoxy- bi phenyl - 3-yl oxy) - phenyl ] - (ﬁéﬂﬁ‘}zﬂmﬁws
phenoxycar bonyf3 -am no]-acetic acid ethyl ester; 15

[ [ 4- (3- Benzyl - 4- net hoxy- phenoxy) - 3, 5- di chl or o- phenyl ] - (4- et hoxy-
phenoxycar bonyl ) - am no] -acetic acid ethyl ester;

[[3, 5- Di chl of ph-PB~(43temrpihsny byl hadRody- e AR diRRB ARy Bha b hof#
- met hoxy- pheFox carponyl ) -am nol_- acetic acid ethyl ester;
[{4-]3-(Bicy® t;ﬂo%_y@a_r onyl)-amino]-acetic acid ethyl ester;

hcpt - 2-yl A0t 5 _Brefiod : | or- g
emL 2 bl ettty Sl A SR oo
[ {4-]3- (B CthQ90Eczqa2bopyl)-ammo]—acetic acid ethyl ester;

hept - 2- 27 SA R I Py 7 oY - X¥i 5 3, .5-di br ono- phen -
L et hoxy- pHenon s eSS RSB methel PR PR L ppothony-
3, 5- Di chl or opzenpyeshdmyRyanBad)dacate Mok ythpleaszny| ) - phenoxy] - phenyl }- (4-m

th - ph nyl,) ~am noj - aceti c, aci th ster; 25
(5. 501 eni of s oIS G RS Et TSt msa shenBsertoplenyyl - (4.
met hoxy- pheaminptacdizigld etiyliepef;- acetic acid ethyl ester;

4-[ 3- (Aze -l-sulf | ) - 4- met hoxy- phenoxy] - 3, 5-di chl or o- phenyl } - (

E ma'E ho§<y- Eﬁgﬁa]b?@tﬁf%g%@:Cémﬁbfnza%lé@r@eta@%]ttp@nnwl—@@nﬂ&:@-methoxw
({ 4- [ 4- Banzyprexyx@atbbn - AitindlLB89%)d régféy;] - 3, 5-di chl'oro- phenyl } 30
et hoxycar bonyl - anmi no)-acetic acid ethyl” ester;
[ [ 4- ( 3- sec- Bli-ytRighlpgrfricgthphémstyory phenaiyirphenil-@Fraathbiy-( 4- met hoxy-

h b AN } id. | ester; 15 WO 2008/ 062469
IF:)’C'EI}'/n ?)Iil g 88;/ %ﬁ%@%ﬁbﬂﬁ}l)—%ﬂ{ﬂ SGcdft agldeel‘tﬁw esfer,
[[3,5-Dichl c[ff‘bs-Di(:lﬂme%[ﬁahsﬂlpk&dﬂﬁlmmyha-yléxym%ﬂmﬂyh{]ph&ﬂmy) -phenyl 1-(4
- met hoxy- | )-am ngl] -acetic acid et ester;
[?g, S?DiychP@%gg%F%@@%wog{af%raﬁﬁcﬂwy ESBL sl fo%yl ) - phenoxy] - phenyl
}- (4- rr_eltshoi%@ﬁamyyaan&@w%ﬁheﬁﬁiw@l&-aﬁﬁb&&pﬁéﬂyﬂ-ﬁtrﬁé‘thoﬁfﬁt er; 5
({3,5-Dichl oro-4-[4- rre;hox -?-(3_— met hyl - benzoyl ) -'phenoxy] - phenyl } -
et hoxycar bomyFaaFHBY: 1:%‘%’%8 -aestig agidiylegtesr ;|

3, 5- Di chl o Apkdismeih b NGkl = 004Yiha 1yl
17104 ot hoy Dby o BRI o QY L) RS I he DR
[ 4- ( 4- BenzyPEX3PX3carberbibaripopicetioryifl-sthyb esters | or o- phenyl | - et hoxycar bo

2 (& Benzy | bR B2 BRI R Dby prowy phenmk Srdeiergiemst-

20 (4-methoxy-phenoxycarbonyl)-amino]-acetic acid ethyl ester; '
[{4-[3-(Bicyclo[2.2. 1]hept-2-ylsi:1fa1noyl)-4—meth0xy—phen0xy]—3 ,5-dibromo-phenyl }-
{4-methoxy-phenoxycarbonyl)-amino}-acetic acid ethy] ester;
[{3,5-Dich10ro-4-[4-methoxy-3-(4—meth0xy-benzoyl)-phenoxy]-phenyl}-(4-methoxy-
phenoxycarbonyl)-amino]-acetic acid ethyl ester;

25 [{3,5-Dich10ro-4—[3-(4-ﬂu0ro-benzoyl)—4-methoxy-phenoxy]—pheny1}-(4-rnethoxy—
phenoxycarbonyl)-amino]-acetic acid ethyl ester;
[{4~[3~(Azepane~1~su1fony1)~4-methoxy-phenoxy]-B,S-dichloro-phenyl}-(4-methoxy—
phenoxycarbonyl)-amino]-acetic acid ethyl ester;
({4-[4-Benzyloxy-3-(1-ethyl-propoxy)-phenoxy]-3,5-dichloro-phenyl }-

30 ethoxycarbonyl-amino)-acetic acid ethyl ester;
[[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dimethyl-phenyl]-(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester;
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et hoxycar bonyl -am no}-acetic acid ethyl ester;

[ {3, 5-Di chl oro-4-[4-nmet hoxy- 3- (3- net hyl - benzoyl ) - phenoxy] - phenyl } - (4-
et hoxy-  pReNY onyl)-am no] -acetic acid ethyl estef,

[ {3, 5- D brono- 64%%2{6?4- chl or o- benzoyl ) - 4- met hoxy- phenoxyf(;Tpfe{BO07 0?0483 -m
et hoxy- phenoxycarbonyl)-am no]-acetic acid ethyl ester;

({3, 5-Di brono-4-[ 3-(4-chl oro-benzoyl ) - 4- net hoxy- phenoxy] - phenyl } - et ho
xycar bonyl - [[B,ﬁi]ho])loaﬁé{?o~Cycaclhdiy}3t1hiadho_‘,&sit-meﬂwxy—phenoxy)—phenyl]—(ti-methoxy—
({3, 5-Dichl benzoyl) phenoxy] - phenyl ) :
0 et hoxycaBORTCR T POt AT bt er - T 1

3, 5- Di chl org34- Ibﬁhréﬁé-hl[x-h‘n&hdx‘}rmi&iéholhﬁwwf&lygf]ﬂx@ﬁmw pﬁél@fwtﬁi- (4-ui

et hoxy- phenoxycarbonyl)-am no]-aceti¢c acid eth ester;
conpounds d?lef@ﬁ’ﬂéplil‘?ﬁ\?é%%yﬁﬁ’}mb@ eapesie ahyLsSRy: t he react | ons and

Lechni aues dsSaniciRe- urmlnlnﬁh&@lj By PEGIPN-phdlsy T BRI ons are
perforned in solvents 25 approp jate’to the reagents and materials
enpl oyed arrdhativearbostlaptieo)agetie aid ethulestasy mat i ons being effected. It
i s under st t or der
of the syntarrebSRRE NS 4 InboRaRe -l BfenRH UGB O
optim zi ng mbthorf)ephm}bxmrhmhyl)hmmmimemmﬂsd ethiyl ¢seerpr esent i nventi on.

It wll als rec d tha rout.i.ne . o
alterati onsﬁﬁgtg‘ﬁef‘%g?’fyd Oﬁﬁ@lxlﬁ ﬁ‘{fxgg cﬁ‘el?'}glf?fph(?fly Igthoyycashpnglspmino }-
addi t i opal @&ﬁp@lm&hﬂbgfmy be required for obtaining the conpounds of
the present invention in preferred yields but _310 considered to be

within the ¥t &ir&ea%yi%zw—%rér%hﬁxgkmﬂh% PhEnHE-3ar-pichloresPhenyHa

consi dered g agmg eac%ﬁggﬁdgﬁlyf%r resent i nvention. 16 WO
2008/ 062469 P /IN2 7/000493 Schene: 1 R7 = Alkyl_ (AK), n=0 R Ra s

SnC12. 2H20 43, Etﬂlﬂﬂ0m41[4—memm-$@@lﬂhYN@Zm}pbe®Kﬂ-ﬂf(Mk@ thethpxoNEt
2 DVF, 120130, Gel3R o) o] 220 B iR R2 X PGO | R4 1 N PGO R4 |

NCO(
15 [{3,5-Dibromo-4-[3-(4-chloro-benzoyl}-4-methoxy-phenoxyl-phenyl}-(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester;
({3,5-Dibromo-4-{3-(4-chloro-benzoyl)-4-methoxy-phenoxy]-phenyl } -ethoxycarbonyl-
amino)-acetic acid ethyl ester; ' '
({3,5-Dichloro:4-[4-methoxy-3-(4-methyl-benzoyl)-phenoxy]-phenyl}~

20  ethoxycarbonyl-amino)-acetic acid ethyl ester;
[{3,5—Dichloro-4-[4-n1ethoxy—3-(4-11lethy1-benzoyl)-phenoxy]~pheny1}—(4—1nethoxy— :
phenoxycarbonyl)-amino]-acetic acid ethyl ester;

The compounds of this invention may be prepared using the reactions and

techniques described in the following section. The reactions are performed in solvents

25 appropriate to the reagents and materials employed and are suitable for the
transformations being effected. It is understood by those skilled in the art that the
nature and order of the synthetic steps presented may be varied for the purpose of
optimizing the formation of the com;}ounds of the present invention. It will also be
appreciated that some routine alterations/modifications including requirement of one or-

30 more additional steps which may be required for obtéining'the compounds of the
present invention in preferred yields but are coﬁsidered to be within the scope of a
person skilled in the art, are to be considered to be within the scope of the present

invention.
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COOAk H 4 Deprotection and Hydrolysis R3I R2 X HOR4 N -~COCH ~I1
COQAk 5 " Ak' represents suitable al kyl group The biaryl ether of
forrrulazw in.,..PG' represents suitable protecting n

to persons s |9ﬁ/d§é46|5)n the art (for e.g. those described WEM&?&%
Geene and P. G M Wits "Protective groups in Organic Synthesis",
John Wley & Sons, Inc, 10 1999, 3'd Ed., 201-245 along with

ref erences Shkdned:r1), and all other synbols are as defined el sewhere
in the specification, was reduced to give am no conmpound of fornula
3. Reducti oR;reMigAGRM=0ed out using suitable reducing agents such
as Raney N, Pd/C, SnCl2.2H20 and the like. This am ne 3 may be
reacted with suitable kyl hal oacetate in suitabl &base(s) such as

di i sopropyl er{ﬂyl aniyne |Ci Pr2nQUER0 /Bt di mg, A A5.4di met hyl aniline

or like in 3023@‘ S teﬁ@Eﬁi&JﬁYE/ﬁHF a @ e @ or their

m xtures to.gj © of formula 4pcé et cofipaund of fornul a

4 was refl.uxed in Suitabl'e?l kyl haloformate tq give conpouBHgFOOAK, i-ProNEt

formula 5. Suitable odeprotection and hydrolysis of conp dowaf, 120-130 °C

formula 5 gives conpound of forrmula (1Z 20 Schene: 2 17 WO

2008/ 062469 PCT/ 1N2007/000493 R7 = alkyl, R2 = COAr, n =0 '2 X

Conc. HCl, Reflux / 2h \ \ PGO R4 NO2 PGO R4 NH2 Br CH2COQAk, i - Pr 2Rt
mﬁm/\ca

) H

2 3 M, 120-130 CR3 R3 \ R; | GQOAK, Ref | gicOOARBEmMRIR
R4 Ham( ArCOOH, Eaton's COQAK >ag
PGO R, N"~COOAk PGO

COOAK

Deprotection
and Hydrolysis

Ra
HO R¢ N COOH
" COOAK

5 'Ak’ represents suitable alkyl group

The biaryl ether of formula 2 wherein ‘PG” represents suitable protecting

groups known to persons skilled in the art (for e.g. those described in T. W. Greene and

P. G. M. Wuts “Protective groups in Organic Synthesis”, John Wiley & Sons, Inc,

10 1999, 3 Ed., 201-245 along with references therein), and all other symbols are as
defined elsewhere in the specification, was reduced to give amino compound of
formula 3. Reduction may be carried out using suitable reducing agents such as Raney

Ni, Pd/C, SnCl;.2H,0 and the like. This amine 3 may be reacted with suitable alkyl
haloacetatt_a in suitable base(s) such as diisopropyl ehtylamirie (iPr-NEt), pyridine, N,N

15 dimethyl aniline or like in solvenis selected from DMF,THF and the like or their
mixtures to give a compound of formula 4. Further compound of formula 4 was
refluxed in suitable alkyl haloformate to give compound of formula 5. Suitable

deprotection and hydrolysis of compound of formula 5 gives compound of formula (I)

20 Scheme: 2

17



ArX O R3 Deprotection X\ PGO R4 N~COOAk and HydrolysisAr | / 8
COOAk HO R4 NWCOOH ~l) COQAk " Ak' represents suitable al kyl group 5
The bi aryl formula 2 wherein PG represents sui )
protecti ng“g}rigggpos(’%?nom to persons skilled in the art %‘?@L&Q@PO‘W
those described in T. W Geene and P. G M Wits "Protective groups
in Oganic Synthesis", John Wley & Sons, Inc, 1999, 3rd Ed.,

201- 245 al oy =walkyl, ReF€lces0t herein), and all other synbols are as
defined elsewhere in the specification, was reduced to give an no
conmpound of formula 3. IFQ Reduction may be carri edgout u3| ng reduci ng
agents such as Raney N, [°Pd/ GinCL8HOVERH20 and £he TMike. This amine 3

may be reacted wi sU IeWﬁ&Eet wtabl e base such

as i Pr2-NEt, pygiding JTethyl ani pppe RI S Ui tabl e

sol vent (s) such as , THF arfd the |ike or the| I mxturs pGRPAY, FPraNEL
conpound of formula 42 Further conpound of forimla 4 was JREHY°R

sui tabl e al kyl hal oformates 15 to give conpound of formula 5.Co nd

of Fornula 5 was reacted with suitabley aromatic acids or suitable g,
aromatic acid chloride and appro r| eacylat| to aixn
conpound of Fornula 6. Deprote hydr ol m @-
formula 6, using suitable pg e888 as i S kirom k4e NA“(
art, gives compound of forrrul a II 20 S besm: 3 R7 = Aryl, n=0 18 V)p
2008/ 062469 PCT/ 1 N20 1/ 52 O BO—I X\ _

Cof | conc. HcHA , Ref | uxux/ RZ X PGO R4 N2 PGO R4 NH2 Br CH2000Et ,

i-Pr2NEt d'~ 2 2 3 DW,~120-130 C R3 CICOOAr, Pyridine R3 Rz X DCM

0-10 C RZ I\ I\ PGO NCOOEt PGO R4 H~COC] COCR74 Depr ot ecti on

Deprotection
“ScooAak and Hydroiysm
N"~COOH

COOAK
COOAk
'AK’ represents suitable alkyl group
5 The biaryl ether of formula 2 wherein PG represents suitable protecting groups

known to persons skilled in the art (for e.g. those described in T. W. Greene and P. G.
M. Wuts “Protective groups in Organic Synthesis”, John Wiley & Sons, Inc, 1999, 3™
Ed., 201-24; along with references therein), and all other symbols are as defined
elsewhere in the specification, was reduced to give amino compound of formula 3.
10 Reduction may be carried out using reducing agents such as Raney Ni, Pd/C,
SnCl.2H,0 and the like. This amine 3 may be reacted with suitable aikyl haloacetate in
suitable base such as iPr2-NEt, pyridine, N,N dimethyl aniline or like in suitable
solvent(s) such as DMF,THF and the like or their mixtures to give a compound of
formula 4. Further compound of formula 4 was refluxed in suitable alkyl haloformates
15 to give compound of formula 5.Compound of Formula 5 was reacted with suitable
aromatic acids 61' suitable aromatic acid chloride and appropriate acylating agents to
obtain compound of Formula 6. Deprotection and hydrolysis of compound of formula
6, using suitable reagents & techniques as is known in the art, gives compound of
formula (I) '
20 '
Scheme: 3

Ry = Aryl, n=0
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and Hydrolysis RZI R2\ X1 \ HOR4 d N-~COCH 111 COOR7 The bi aryl
ether of fornmula 2 wherein PG represents suitable protecting 5
groups kno ons skilled in the art (for e.g. th rihed
in T. W erg)eir?gsﬁ%{ P. G M Wits "Protective groups ig@@%ﬁ@ﬁgh@?
Synt hesi s", John Wley & Sons, Inc, 1999, 3rd Ed., 201-245 al ong
with references therein), and all other synbols are as defined

el sewhere in the specification, was reduced to give am no conpound of

formula 3. Reduction nej Bguganedseut using sui t®bl e reduci ng agents
such as Ranewax PATE porﬁn?é%&eﬂrkim & ikg. This am ne 3 may
ridifi

be reacted Wi a3 al KyT— hal odcet [ i tabl e base(s) such
as i Pr2-NEt, e, N, N"Ui nethyl aR??ine 8Aad ~t h¥4 i keprbn,covkl ablnet
sol vents such as DiF, THF or their suitable m3xtures | @, @20-130 °C
conpound of forrmula 4 Further conpound of fornula 4 was r ted with
ClCOOAr in suitable base such as pyridine, -NEt3 and the |ike-d

suitabl e sol vents such as 15 di chl orfamet hangfogﬁ'i"af'meorm and the Fke
or their suitable m xturests : i cenpound B Pof nul aFs: X
Deprotection and hydrol ysjs_Qf tonpound of fornmula 5 b (5 i ~
and reagents known in tH€Crt gtves cAmp&PR& of for rruF% (1) %o 19 Wp co@
2008/ 062469 PCT/ 1N2007/ 000493,/ 5 Schem®CO%7 R7=H, (when “n' =1) R3*
SnCl12.2H20 / EtOH R3 Rz | Conc. HC1, Reflax/2h R2 I/ X PGO R4 NO2

|
PGO R4 NH2 Br CH2COCE, i - %@g&eﬁés DVF, 120-130 C R3 Br CH2COOAK,
L

i-Pr2NEt R3 R2 | X | , ddbevliels R2 | X1 PGO R4 NCOOAK PGO R4 b
N COOAk 5 COOAk 4 X rotection and Hydrolysis R3 R2 :1(::% X |
3
jeepel
HO R4 N"COOH
o COORy

The biaryl ether of formula 2 wherein ‘PG’ represents suitable protecting

5  groups known to persons skilled in the art (for e.g. those described in T. W. Greene and
P. G. M. Wuts “Protective groups in Organic Synthesis”, John Wiley & Sons, Inc, |
1999, 3™ E4., 301-245 along with references therein), and all other symbols are as
defined elsewhere in the specification, was reduced to give amino compound of
formula 3. Reduction may be carried out using suitable reducing agents such as Raney

10 Ni, Pd/C, SnCl,.2H,0 and the like. This amine 3 may be reacted with suitable alkyl
haloacetates in suitable base(s) such as iPr2-NEt, pyridine, N,N dimethyl aniline and
the like in suitable solvents such as DMF,THF or their sﬁitable mixtures to give a
compound of formula 4 Further compound of formula 4 was reacted with CICOOAr in
suitable base such as pyridine, ‘NEt; and the like in suitable solvents such as
15 dichloromethane, chloroform and the like or their suitable mixtures to give compound
of formula 5. Deprotection and hydrolysis of compound of formula 5 by techniques and

reagents known in the art gives compound of formula (I)

20
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HO N~COOH 0) COON The biaryl ether of fornula 2 wherein PG
represents suitable protecting groups 10 known to persons skilled in
the art (f ose described in T. W Geene and S
"Protecti ngogz‘r?)g%ogéck?n Organi c Synthesis", John Wley & %ﬁngowum}ﬁg}
1999, 3 d Ed., 201-245.along with ref erences therein), and all other
synbol s are as defined elsewhere in the specification, was reduced
to give am no conpound of fornula 3. Reduction may be carried out
usi ng suitable reducing agents such as Raney Ni, Pd/C, 15 SnCl2.2H20
and the like. This amne 3 may be reacted with suitable alkyl halo
acetates in suitable base such as iPr2-NEt, pyridine, N, N dinethyl
ani | i ne andSehemd:4dR=H) (whem til3#19 sol vents such.as DVF, THF and the
like to give a conmpound of formula 4 Again conpound of formula 4 was
reacted with suitable alkyl halo acetates in suréable base such as

i Pr2-NEt, pyrgidi ,XN dﬁﬁ%ﬁﬂXP’?@ﬁlrFe and {heflike in suitable

sol vent(s) 20 @ fir suitable m xtures
to grveacp @ulaS Depg fydrol ysis of
conmpound of formula 5 by technrques an reag ents kndwn i FICHAGEOB itPrNE
gi ves conpound of fofmula Q 20 WO 2008/0624693PCT/IN2 BFOAYI 30 The
invention is explained in greater detail by the exanples grven beI ow,
whi ch are provided by way of illust rRatr on oglcy, ra.er\]gtfore S

not be construed to limt the sgpp *of theDMpqukbe@ wi | be
Zi ds
S CO0AK

clear fromthe specrfrcatr& er ent es 0

w thin the single generalpgh @ oBgen descri

di fferent subcl asses can be prepared b surta | e

nodi fications/alterations of 6ne ér two C&iAkt he gener al processes
described in the schenes. anpl e 2, Exanple 23, Exanple 26 and
Exanpl e 20 each descri be t'npdattadibn pr ocesses of preparing conpounds
of each of the general “subaediydlds After describing actual
processes for prepari 19 conpounds of each sub cl ass,
characterizgfio Q@ta °of all the conpounds prepared have been

provi ded 10 | rder. However, all the conpounds can be
prepared byd odihe three processes described earlier
with suitable changes asLnay be specific to the conpounds. 1H NWR
spectral data givéh in thE%@&anples (vide infra) are recorded using
either a 300 Miz spectroneter (Bruker AVANCE-300) or a 400 MHz
spectroneter ( RGSA d.in

ot her wi se nent Fgﬁggfa{ﬁeeﬁse@\égent u'e}sgg‘qllP %ﬁp?ﬁ Y gﬂﬁﬁr?fﬁé}mg gmuPS
t et r amd® hy knewn toneersoms skidled i thervat (fort agrdhmsé.deﬁ*)ﬁ%ﬁ’luﬁ?w Greene and P. G.

M. Wuts “Protective groups in Organic Syﬁthesis”, John Wiley & Sons, Inc, 1999, 3
Ed., 201-245 along with references therein), and all other symbols are as defined

elsewhere in the specification, was reduced to give amino compound of formula 3.
Reduction may be carried out using suitable reducing agents such as Raney Ni, Pd/C,
15 SnCL.2H,0 and the like. This amine 3 may be reacted with suitable alkyl halo acetates
in suitable base such as iPr2-NEt, pyridine, N,N dimethyl aniline end the like in
suitable solvents such as DMF,THF and the like to give a compound of formula 4
Again compound of formula 4 was reacted with suitable alkyl halo acetates in suitable
base such as iPr2-NEt, pyridine, N,N dimethyl aniline and the like in suitable solvent(s)
20 such as DMF,THF and the like or their suitable mixtures to give a compound of
formula 5. Deprotection and hydrolysis of compound of formula 5 by techniques and

reagents known in the art gives compound of formula (I)

20



Preparation of

{[4-(3-sec-Butyl - 4- hydr oxy- phenoxy) - 3, 5-di chl or o- phenyl | -

et hoxycarb ~amnel-acetic acid 20 Step 1 : Preparati - (3-
sec- Butyl -w&gmi}gphenoxy) - 3, 5-di chl or o- phenyl am ne %r/%fzg@w&%%n
of Stannous chloride dihydrate (194.6 g, 0.86 nol) in concentrated
HO (80.0 nL) was added to 3, 5-dichloro-4-(4"'-nethoxy-3-sec-butyl -
phenoxy) ni t r obeMheievefiBh i§ exMaidéd WbreateNddRiCh) (AQQakblks FRen HERGE Wifkh
m xture was ref.Id%%Ed for @i)out .2 h. The resulting mxtdre was o
brought at 25Pr96ded By yyayiof ilfustration enly gnd theyeforscbealdaot Pheomstued teclimits
made al kal iteescbd b HRTRANA0S AV WiRBe cRES Hoh ifihyi e 8ne it
t hr ough ceH [ tgi.) The or an?c. phase \E;\k;.:S vvaﬁjgh{e%g\f/??‘%ﬁ%é@,q?%ﬁ%’gj;e%ngg\lbed
over sodi ufes§F phegrapoungs Wéh@dhaﬁmgbcgwg_ﬁl foatald (Dchage been described. These
gé( g’/; ; ?fé I- gﬁzﬂf}?&sétnggﬁ%ﬁﬂ%)één BOSREE%N b3 seit 1S oA e NN AONE of ik & 1%

[ 4- ( 3- sec- Biithy Eeurraherdresops fseribedin-tBs Svhelined: [Fxnople!ss Myxhapies] Eagssle 26

acid 30 e £ TQ 45 (3-, . . )

sec- But yl - 4- n%’t“ﬁ‘gég?ﬁ’)ﬁg%hoﬂ Tibe in detaif, Proressphet B RHingecqmppugdsyof eagh of

nol ) Vas athdegnathyib ddasesnspadet deRrib3p. adhall prodesdds 169! efgﬂﬁ% )compounds of
wer e

dii sopropylethyl amn 27.92 g, 0.21 nmol) in DMF (7
Stirred ai“BeHReiRsy Cﬁ%fa%?flzﬁ?eﬂ%ét&@f pB e omppEndBerapsLrg been provided

PCT/ | NROO7hQBQ#HABordet. MowePeVaR ROMS5hublls L BeSGa d
was taken up in ethyl acetate, .wasr?g% wth Ie‘ir%%ﬁ%gﬂ%%?é& %ﬁé{?
sodi um sul t Focsses deserbesh aarkion mdilt suitably clmngésves vy berspesfic to the
product, TJ&,%—IIE,[IH&LG product was purified by colum chromat ography over
flash silica gel (Hexane : Ethylacetate 90:10) to afford the pure
product [ 4L &L gpqgﬂ‘pglfiatd Soven in the examples (vide infra) are recorded using either a
et hoxy- Dhapoi Pk shall MORRITIMNCEIN RS 1BY b Dt Thiart

[ 4- (3-15eC-Buhyd2) dnieigoony i BS0aNY Lnds SndlomBhAfOomBRm Inllhsy Salhony

| - am no}-aceti id ethyl ester )

[ 4-(3- sec-}@@gﬁ &Q%ﬁﬁﬁﬁﬁi%ﬁﬁ@ﬁﬂﬁflyﬂ%qghﬁF’@ﬁﬁ@&@a@iﬂaﬁyI ami no] - acetic
acid 10 exhAwrpester (0.9 g, 2.1 mvl) was stirred with ethyl
chloroformate (8 nmL) at reflux tenperature for 16 hrs. Fromthe

react i on FHeparationet hyof chl {{\46{5fseM!vbhythmapmhaﬁe@)-&dehldregmmk
pressure éﬂgkg%%&rngﬁgg&?%yggﬁg %.ﬁn up in ethyl acetate, washed wt
an

1-120, brin rre Ver 'sodt um sul phate, filtered and

Conceﬁ@ r aﬁtqﬂl t Breg';tmﬁor{S {)%'4(@;7 mGBdlyIt—f;LhTethoxyﬁ)henoxy)-g,S—dif:hlorq-phe}xlylaminq

4- met hoxy- phen -3..5- or o- phenyl ] - et hoxycar bonyl - ani no} - aceti c
¢ et hoxy, Phen e o o SN RSt oR Ko DG g o) Cacet
{[4- (3- s&iCBuY(§0.04- Ay Yr ows Phaldesy) w3, 3;HiehbRS- 2 PIRAKbIy-SLaxYEAr hon

yl - am no -aceS i.c acid. .
enoxy)nitrobenzene (80 g, 0.21 mol) in EtOH (400 ml.).The reaction mixture was

refluxed for about 2 h. The resulting mixture was brought at 20-30 °C and diluted with

25 ethyl acetate. The mixture was made alkaline with ammonia solution. Resulting solid
was filtered through cellite. The organic phase was washed with H,0, brine & dried
over sodium sulphate, filtered and concentrated to give 4-(3-sec-Buty1—4-methoxy-
phenoxy)-3,5-dichloro-phenylamine (71.8 g; 98 % yield).

Step 2: [4-(3—sec-Butyl-4-methoxy-phenoxy)-3,S-dichloro-phenylanﬁno]-acetio “acid

30 ethyl ester

To 4-(3- sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenylamine (71.8 g,
0.21 mol) was added ethyl bromoacetate (35.26 g, 0.21 mol) and diisopropylethyl amine
(27.92 g, 0.21 mol) in DMF (718 mL ) were stirred at 120 °C for 18 h. The reaction

21



A sol ution of
{[4-(3-sec-butyl -4-net hoxy- phenoxy) - 3, 5- di chl or o- phenyl ] -

et hoxycarb }-acetic acid ethyl ester (0.8 g, 1
CH2Cl 2 (169'@{;)00%&920 cooled to -60 C under nitrogen a f(ﬁgé%ﬁ@og&u

that 1M BBr3 solution (4.8 nL) was added dropw se. The reaction
m xture was allowed to warmup to 20-25 C over 5 h. then diluted
Wi th nore @HRIOrEwWALBourtd indndegwetee hEhe pﬁoﬂhctH%ta%t@rm&lt}iyﬂ mb&tgemvashed

20-25 C for. ni has shed wi

e e & dr Pl Bed, PanS AL o P Rt RutpRE it ROSR L aP B the
gi ve crude cﬂrdeCﬂd@duct The @ﬁ&ﬂj?roﬁﬁadlﬂ&st pd&ﬂ&daﬁf @ﬂﬁlhﬁlcﬁﬁbnli&fog?rﬁjblw‘/er flash
chromat ogr a X fl as%ﬁm lica 8 (Hexane ; Ethyl acetate 90: 102

to afford Fﬁl@ Fgﬁlr BB hylacetate 90: 10) to afford the pure product [4-(3-sec-Bu Lyl-4-
{[4-(3- SﬁCnﬁ%ﬁo&kb'pﬂellfﬁk%-Qde@lﬂgﬂﬁﬁﬂiéh?ﬁzﬂldjla%&kcoéﬁd Féﬁq&f;nYAsleré 48.0 g, 54 %

et hoxycar bonyl -am no} -acetic acid ester % Yi el d)
The ester (VGdﬂ? g, 1.5 mmol) was di ssolved in I\/bO—| (18 m) and to it

"t vas st PRt W6 6ty bRt el Bhoes PN AR R
reacti on nmixing;ecetinkcP@hwasteadded, washed with diethyl ether.
extracted wth dioreanub e B S a e SRS e o g

brine &odr éthgl esdare0.Ssgdb. mrmmul)phai stirréd Withr ekl aohtbrefoRaemt(r fhdg 4tQeflux
gi ve 0. 75 of cr ug fq[ f{@”ﬁ g}ﬂ 22, WD 2008/ 062469 PCT/ JN2007/ 000493
crude pr od BIPCIRRLe Sor d IGRTHORHRBREE SHWh pRgrafamate ap eyaporated

Chl or of or ”hncM? tdaansd I)re&ﬁﬁaddrﬂ%c %swhb Qs kdI@AB 3 ethlyPacfhiel QralRe b ¥R 11,0,
pure { [4- (3 sec- Butyl -

phenoxy) - 3t iyleoﬁnérﬂr@fi @yﬁrﬁ@ﬁm s@phm Jidtareg g (congeniarpd dgive d[4-(3-sec-butyl-

d. (0.12% |
ﬁ:lﬂf (g sec- Butyl Afﬂ{%y ?23%)(1 enox%5&511%%&&%%?%@@%%}?3[8)@?4- acid - ethyl
hydr oxylﬁph@m;(y%&gb%%lﬂleld)n no] -acetic acid ,., St ep 1 : Preparation
et hoxy- pragBxbonr WATITC Ane KD ARG ey Sut oo PFf bighfaeBimb
[ 4- 83 Sﬁcleﬁnlmxyaébtu&mbidoxy phenoxy) - 3, 5- di chl 8r8 phelnyl am ?;I?I]ZC gcegioc
id et t 1 n
1) “uas  coo ed A o OB GhadTHEF Ry atieKaheo S S am e
4- et hoxy qie¥brboyHabind 050¥RE 8eill Bth§Pefler 88044, 6%1} e c@ﬁ%@' @600 vis)

was added dropwi se. The reaction 15°m xture was to warmup to

20-25 @0 oV‘é’Pleﬂ iy -60d|C| Widst nitipgem aimagpherembe éhat @&@B@ ecﬂ@m% Smd.) was
quenched wigiiy xeﬁ#@fdse b lacibh b m& 8hs xg el {5 {Pim g& t<5n25425 &%% h.

phase was separa rine, dried over so
sul phat e, th¢n tﬂzh;t@cbwa:hmorc CHzClz 25 mL) and quenched with H;O. After stn'rmg at 20 25

°C for 30 min, organic phase was separated, washed with H;0, brine & dried over

sodium sulphate, filtered and concentrated to give crude product. The crude product was
25 purified by column chromatography over flash silica gel (Hexane : Ethylacetate 90:10)

to afford the pure product {[4-(3-sec-Butyl-4-hydroxy-phenoxy)-3,5-dichloro-phenyl]-

ethoxycarbonyl-amino }-acetic acid ethyl ester. (0.77 g, 99 % Yield)

The ester (0.77 g, 1.5 mmol) was dissolved in MeOH (18 mL) and to it a

solution of NaOH ( 0.19g, 4.75 mmol) in HO (5.6 mL) was added and it was stirred at
30 60 °C for 1 hr. Methanol was evaporated from the reaction mixture and Hy0 was added,

washed with diethyl ether. Aqueous layer was acidified to pH 4 using 10 % HCI solution

and extracted with ethyl acetate The organic layer was washed with F,O, brine & dried

over sodium sulphate, filtered and concentrated to give 0.75 g of crude product The
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concentrated to give the crude product. The crude product was
purified by colum chromat ography over flash silica gel (hexane:

et hyl acet : to afford the pure 20 product ,
[[4-(3- sec%’t@% ﬂg)('brret hoxy- phenoxy) - 3, 5- di chl or o- phenyl TC](‘IWZR%!{OH%%@
phenoxycar bonyl ) -am no] -acetic acid ethyl ester (6.4 g, 95 %yield)
Step 2: Preparation of _

[ [ 4- (13- secCelide Yhrodudd y$hisO ¥iiri REE KX M&lﬁﬁn%ﬂbl&gﬂogfaﬂhf’ F[?H}Qa] %élfl'Chlorofonn :
hydr oxy- ph oxycsr bonyl ) -anmi no]-acetic acid To a sol ution of

[ 4-(3- secf’%ﬁ‘i- 4ppl) gracisoh Bieion Femokyy 1901 dioive pureplié(3Hsge-Batyl-28iydroxy-

met hoxy- ph I -0 5 I idq . ester , 0
o) h GO o R e RE bR b e Bl 0 & B 0%
at nosphere}’m}ﬂé that IMBBr3 (boron tribromde) solution (44.44 )
was addgd dropwi se. The reaction mxture was allowed to warmup to
20-25 Cover 5 h. then diluted with nore CH2Cl 2 (30 nL) and quenched
with H20. BKAMPEEI23ri ng at 20-25 C for 30 nmin, organi c phase was

separ at ed,,washed 30 with H2Q, brine & dried over sodi um sul phate,
filtered andPREHEm v \é% ed “ltjb(ggsleﬁ'@w]cﬂi@ydrm’%dﬁ’éﬂPxﬁf?é"éi‘lhbm‘ﬂﬂﬂ@dﬂé{"-

was puri fileeiroyy-pRbmigcaboayBlaninaPioeteuely 1 ash silica gel
(chl oroforé‘?: an;hanol)Z%radl ent elution from95:5 to 90:10 to give
eRdc-

pure [[4-( TORAIGIG0 8l0E 2566 PundT- MO8 T-HDOB£9B3,5-dichloro-phenylj-(4-
But yl - 4¢ h%é@g@_%ﬂ%oﬁgﬁ_gmég&g%gﬁ% %?%F%d] - [ 4- hydr oxy- phenoxycar bo

nyl ) -am no] - ace é MPLE 26 Preparation
of {[ 4- (3- sec- Bét splutipnifdftdipepBatidryheBob-phanbkpr )5 aidiytb jphedylamino]-

CTao(s) seckiit Bl M8 366! B BRI 2 258Ra s 4 e A Sho ety (30 mL) was
L4 (3" e Bt yh T oy phenory) 3t entr o by art hoj et
hei o ot nottoudpapa B ANE OB RGN 6 my v baderArppwBE e reaction
br onoaeet atietgd 88s Glloved 2o MRl ud Qo 3D APE SARF DY %#}@réh ?ghﬁ& %gmz

g, 1.12 in (480 nL) were stirred at 120 C

react i on”ﬂ%@% agd ﬂP%‘H’)thl\WFTB water. fhleestinimp et U320 UE forBAgninatrganicp
in ethyl aggkatf, F%ét hid -] . drj r jun

sul phat e, §fi | ter ese an%%ﬁ%ﬂﬂ’?@;‘%‘éf’ Plgﬁég]?%éjF %%&é%lew%r %kﬁjrg‘}t?re&ﬁp%h
was puri f Ferpepijated ity givectie crado graduby Thevendd pasticisivas parified byhehane

ot hoy- peananp ke oyt AR NER B ekl R Bl bricd g e s pce

} - acetdc puiddet et hy I[[4e@tee-Rut@#4-inethox$phbhouyph B-dichiSioSpheRil]-(4-methoxy-
L (s oM ymartpmst) migi-aseticiesig pum! esini(EAiEo? Yoriely 1 | -

car boxynmesfey|2: depaeioa Gt | &4{1EJS§E-Butyl—4~hydroxy—phenoxy)-3,S-dichloro—phenyl]-(4~

hydroxy-phenoxycarbonyl)-amino]-acetic acid

To a solution of [[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-(4-

25  methoxy-phenoxycarbonyl)-aminc]-acetic acid ethyl ester (64 g, 6.01 mol) in CH,Cl,

(128 mL) was cooled to —60 °C under nitrogen atmosphere. To that 1M BBrs (boron

tribromide) solution (44.44 mL) was added dropwise. The reaction mixture was allowed

fo warm up to 20-25 °C over 5 h. then diluted with more CH,Cl, (30 mL) and quenched

with HzO. After stirring at 20-25 °C for 30 min, organic phase was separated, washed
30  with H,0, brine & dried over sodinm sulphate, filtered and concentrated to give crude
product. The crude product was purified by column chromatography over flash silica gel
(chloroform : methanol) gradient elution from 95:5 to 90:10 to give “pure [[4-(3-sec-ﬂ
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20 To a solution of

{[4-(3-sec-Butyl - 4- net hoxy- phenoxy) - 3, 5-di chl or o- phenyl | -

et hoxycarb am no}-acetic acid ethyl ester (12 .
nmol) in CH%@I%H%&Z%AO/& m.) was cooled to -60 C under nitr%ggﬁm&mg&%
at nosphere. To that 1M BBr3 solution (122 nlL) was added dropw se.
The reaction mxture was allowed to warmup to 20-25 C over 5 h.

then di | ut eButyd-t-hytike-phEiteiR3 6266hidlo)phrnd | (Handbe s phiédoRy de8dnyHFdngiho]-

25 stirring at. 2Q- ) organi ¢ phase was separat ed,
washed wit W%‘f@‘?‘d@? lgn'ig Aydfgii)ed over sodi um sul phate, filter ed and

concentr at egxh@iglLFesCr ude product. The cr ude product was purified

by colum chromat ography over flash silica (chl orof orm net hanol %

gradi ent elRneparatianom o6t 5 t H44d-seoButyidgh- I}Qﬁ?'@hf!{lm&}’@ 3,5dichBye-pheayl
hydr oxy- Ehe%%ﬁyé%etg"m'ﬁ{ﬁgf"agml ] - car boxymet hyl - am no} - acetic

acid 30 (6 E 20 Preparation of
({3, 5-D chl¥ew- 4- [Beﬁadatmhl of of B mesBuiyl-damdihoxy-pirernp)y,p-dichlore-phenyl]-

h I t | -anm noj - ti i.d .24 WO 2008/ 062469
S e L LS S S B

1:3,5-Dic hlhlor o- gT()444(&—@EmEytyDggm§}éMay=1§l’fbﬁﬂ?ﬂ)éﬁﬂ—ﬂ&hlﬁ@o-@h&@ﬂdﬂﬁxhﬁpa&d&ﬁ?—' acid
st annous c ori de n concentrate
C13T NS B e Eghleansibat b2 Lk G0, Bk bR A s del2 0D

(11.3 gi00.488 du@@ﬁrb léthﬁh@ﬁe(@ﬁs 57%' )12 T061) e BRAF QABOWnKY Weke m«%ed at 130

refluxed fqr about The resulting 5 m Xxture was brought at 20-3
C and di | ut edoni$ k- Ehwpc’fweéwme WP pOvrest iy foccovagtenmbite prafuca Wag dakah R

amoni a SOllﬁ't acg‘)ﬁf%uwa EL ‘gatwa%n%&l L&sE gvér H,gltl.l sﬁfg)h%lh,t ﬁlter-gﬁ'eand
organic phase was vvashe wat ef rine, dri ed over um
sul phat e, fcohtepivetdddam aivedbencradet patded, twhidh wes purified by column chromatography

o )5 D ehion 9er2ﬁ£s‘h OREDQSY RNSROX N5 PReY] 867108 &18v2 pdie Yu-Cf b Bursdd

[ 3, 5- Di ¢l m&h&%ﬂwﬁ&iﬁ)%dlphbprhénygk@ﬁ%y&iﬂaﬂ@lw&&?l—hﬁin@@a&tﬁi hyl acid

ester 0 4-net h phenoxy) - phenyl am ne .(10.2 g, 0.03
mol ), et hyFtI%YE ?ﬂ)@?&&t%ﬁ@'@é%g 0.03 nol) and

di i sopropyl ethylamne (5.1 g, 0.03 not) in 50 nL of DVF were stirred
at 120 C for 18 h. The reaction m xture was poured in to ice-water

The producttiias?'t Akenaraioni At ef [Ay(B-saeBubtld-hxgienephoaprn-Iurdishlorerphenyll-
dried over c%gk}aﬂ}tﬂﬁ - ONALRic o gl tered and concentrated to give the
I ch Was e

crude product puri col utm chr omat ogr aphy over
flash sidica gelTo (meodaﬂrm of e{t['hﬂ—saeBtﬂazté -9@haQ)phenogilo¥-dichlons-phenyl]-
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{[ 3, 5- D chhy)ovas-dobledetb hog Y Cphdaoiiyogph emydsphezt D a1l BOBRE:- @bitial( 22
etic ml}) was added dropwise. The reaction mixture was allowed to warm up to 20-25 °C
over 5 h. then diluted with more CH,Cl; (250 mL) and quenched with H;O, After
25  stirring at 20-25 °C for 30 min, organic phase was separated, washed with water, brine,
dried over sodium sulphate, filtered and concentrated to give crude product. The crude
product was purified by column chromatography over flash silica gel (chloroform :
methanol) gradient elution from 95:5 to 90:10 to give ﬁure {[4-(3-sec-Butyl-4-
hydroxy-phenoxy)-3,5-dichloro-phenyl]-carboxymethyl-amino}-acetic acid
30 (6.8 g, 63 % yield)
EXAMPLE 20
Preparation of ({3,5-Dich]oro-4-[3-(4-ch10ro-benzoyl)-4-hydroxy—phenoxy]-

phenyl}-ethoxycarbonyl-amino)-acetic acid
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acid ethyl ester

[ 3, 5-Di chl or 0-4- (4- met hoxy- phenoxy) - phenyl am no] -acetic acid ethyl
ester (10,0Q {¢ mol) was stirred with ethyl chloro

m.) at reflux ?%‘%perature for 16 hrs. Fromthe reactlofr’lgﬂlmb Oé[%s
et hyl chl orof ormate was evaporated under reduced 25 pressure and the
resi due was taken up in ethyl acetate, washed with water, brine,

dried overggoei 4mrsLlBRad 4 nfk ated to give
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, 61 %Y S
212 5 b oni e b THE YA sed 3oty Temon Bbg R BRI 2R A P 003
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for 16 h. The reaction m xture was_ poured_over ice product was
taken up i Pha¥hyTasavashede Wihadiiss hrine deedroveprsodim 5243311@@, filtered and
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and concentrated to gi ve t he cru
col um chr ofieldo®? &phy over flash SI I ica gel (hexane : ethylacetate

(9? 3 1g) Dlﬁ(g hl%gé ,? gﬁ? Aio(r:(hfl 4—m hox (?hFﬁloxX) lpre?IWcl)X 1n811%ce80 a?d ethyl ester
phenyl ) - et hoxycas, bd]nyhlommm)ne&mwphemyﬂ-pﬁédyydmﬁst(eﬂ 2 £3038 fhol)3@tid

yield) 5 Ste : ratl no .. . .
({3,5-Di chfb{) OaEB‘EE @f«é@ omg@ﬁ%gp§opaqwgwym{gr}&ﬁq3 mol) in 50 mL
phenyl } - et h@Mlawwﬁream me@ﬁﬁum e FbabiGOh e Wa ourcdmto ice-water
{[4-(3-sec-Butyl -4-nmet hoxy-phen 5-di chl or o- pheny

et hoxycar boRY? RIOGHSA Wagrtpka upae éﬂwiacgtﬁt% washga widly ater, (k(gmg,girgd ayerzsodium
mol ) i s CeRiblde (Biferedahd WBScen 9&‘6&% tg?\']_ e 88 drudh %u&' Whﬂ%e@%s purified by

at mosphere. that 1M BBr3 so ut| on 1.57 10 was a
dr opvm se vwémnefé@@m@mglﬁphx aves flask sdich peb dhenane 4©thofb acegie @0d 0k rioGifford

I d h
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washed wit tﬂ&z@géﬁﬁ%lyméldﬂe dried over sodium sul phate, filtered and

concentrated. The residue was purified by colum . chronat ography
silica gel (hexane™: et hyl acetate 90:10) to afford the pure product

15 20 Step 3 : {[3,5-Dichloro-4- (4~methoxy-FheHOXﬁ ~phenyl]-ethoxycarbonyl-amino}-acetic
({3,5-Dichl qro- 4- [ 3- (4-chl oro-benzoyl) yd roxy phenoxy] - phenyl'}-eth
oxycar bony?¢d gheferacet i ¢ acid ethyl ester. .27 g, 70 % Yield)

The ester (2.27g;s. ﬂcﬁlom-lz@ mﬁmi%ﬁ?%hb@lwgeﬂ&aﬂé&da&ﬁaﬁa sper

that salution of
it was sti(l0dug.-05mod “fa@rsmred WIW@thyénblomvfasna;eé?ﬁoméﬁ atirefflus remnperature

reaction nﬂ‘tlh'ﬁl?s @poqn g%fl e o 5 tﬁ@c‘ﬁfosq%%a@s%%opﬁed &ﬁcﬁr reduce%

agqueous Iayer Was "~ aci i ng
25 pressure and the residue was taken up in ethyl acetate, washed with water, brine, dried

over sodium sulphate, filtered and concentrated to give {[3,5-Dichloro-4-(4-methoxy-
phenoxy)-phenyl]-ethoxycarbonyl-amino}-acetic acid ethyl ester ( 7.25 g, 61 % Yield)
Step 4. ({3,5-Dichloro-4-[3-(4-chioro-benzoyl)-4-methoxy-phenoxy]-phenyl}-
ethoxycarbonyl-amino)-acetic acid ethy! ester

30 A mixture of {[3,5-Dichloro-4-(4-methoxy-phenoxy)}-phenyl]-ethoxycarbonyl-
amjno}-acetié acid ethyl ester (7.25 g, 0.016mol) and 4-chlorobenzoic acid (5.13 g, 0.03
mol) in Eaton's reagent (25 'mL) was heated at 60 °C for 16 h. The reaction mixture was |

poured over ice. The product was taken up in ethyl acetate, washed with water, brine,
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solution and extracted with ethyl acetate The organic | ayer was
washed with water, brine, dried over sodium sul phate, filtered and

trat re product 3, 5-
Bogﬁfgr ga4ﬁﬁ)3fu§%&5¥6§0fg_ beﬁzoyl ) - 4E %ydr oxy- phenoxy] - phe%ﬂ}}mg(pf%%ﬁcar

bonyl ami no)-acetic acid. (1.7 g, 79 %yield) 25 Using appropriate
starting materials and suitable nodifications of one or nore of the
processes deisd oivyeddiatosdphase, tfiteredadiminenomtiatedsioi giabihe cowleiprodiot,omhich

the steps i.scl t n | udi,ng sui e..addi.t i on and/

ol et on of s ieE by, A58k nbRedtolofis AR Fif B (OBBcl Bacptae
person ski l9ha@) Itﬁl dffied apuire  t{§8,5tDichiovd- m@3-@¢lﬁﬂl©bm'd&zoy1§"l4€mﬁh©{3@.plﬁtﬂoxy]~
an anal ogo

{[3,5-Di chlpg?lﬁ' ﬂxm’gz}‘}%@miﬁﬁlﬁﬁ?ﬁ L a3 e %P Yielhoxy car bon
|

3(/ CD?:Tan% " g,a@ei; cp@gzudu&ﬁ ﬁ*@o@wmagsﬁa:w&@ll 229%%&1( ;éylﬁhehlbﬁr]
4.37(2H, sphew. %@W%bonrsl fsnme) M(If:ﬁpldd J=8.7Hz), 6. 85(1H s),

7.39(2H, s) % Yigl %, EXANPL § )
(8 e Bty o R ot ooy oo B mhony:phenoxyy 3, 5-dichloro-phanl,
| -am no} - shexyertmoynethylnine}-4@bcCaaid <800 mie) (3.30g.867 mﬂaoil n CH2C12 (67
177,35, ot S i, o BN RO AR
6. 64( 1H0 dmL)~@isizfideddréBeikt, Ttk redctdnGfinaie was St -si 1060 % Wvel a5 to

(L4 ( 3- Bend gt Temiliechoyito s SFCl 60 o wrspHisAy L B oA Peartistng pt

am no} aceppos5acifer 3d‘h1|1\ﬂ\/|8r an( & W8s s Ql%édz)«vasheli vllﬁ{ whier, 1l:)nne dried over
J=7.05Hz), 3 82(2H._s), 4 11(4H m . 15°6 61(1H m, 6.70( 1
6. 73(1H, njodigm mﬂrﬁlaﬁ%(@med ipd Gonsetzied. s?heo/dfeﬁf&lcdwas Frifed EHgn rVPLuEm

({4-[3-(Bi EMSJTB{O%I éhir Isf t%le% "HLGAE baéﬁ?j)il e)cef}itehyﬁlrl%ib Eﬁ‘ﬁfﬁl\/gﬂ%];}(ﬁé&@%gp

| or o- phenyl } ycar am no)-acetic acid

300VHz)15: ({3 15BDichlog¢-#H3-(Aychloto-bFnzbyJ He pidroxy pheRogvl-phed { 2Hoxyearbonyl-
3. 7201 Db 0 Uil 1 9% BidaP ) 43420 5.

The ester (2.27 g, 4.0 mmol) was dissolved in MeOH (14 mL) and to that
solution of NaOH (0.48g, 12 mmol) in H>O (7 mL) was added and it was stirred at 60 °C
for 1hr. Methanol was evaporated from the reaction mixture and HaO was added,

20 washed with diethyl ether. The aqueous layer was acidified to pH 4 using 10 % HCI
solution and extracted with ethyl acetate The organic layer was washed with water,
brine, dried over sodium sulphate, filtered and concentrated to give pure product ({3,5-
Dichloro-4-[3-(4-chloro-benzoyl)-4-hydroxy-phenoxy]-phenyl}-éthoxycarbonyl-
amino)-acetic acid. (1.7 g, 79 % yield)

.25 Using appropriate starting materials and suitable modifications of one or more
of the processes described above, either alone or in suitable combination of the steps
disclosed therein, including suitable addition and/or deletion of steps as may be’
necessary, well within the scope of a person skilled in the art, the following compounds
were prepared in an analogous manner.

30 EXAMPLE1
{[3,5-Dichloro-4-(4-hydroxy-3-isopropyl-phenoxy)-phenyl]-ethoxycarbonyl-amino} -

acetic acid
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J=2.94Hz & 8.94 Hz), 6.85(1H, d, J=8.94Hz), 7.58(2H, s), 7.66(1H d,
J=2. 85Hz) %Yi eld : 86 % EXAMPLE 5 25

3,5-Dich hyd 3- d | - b I - I
({ C 3?6%%9 ydroxy- 3- (pi peridine-1|-carbonyl) - ppggmﬁog&gyy

}- ethoxycarbon am no)-acetic acid 'H NWR : (DVBO D6
1.15(3H, t, J=7Hz), 1.43(4H, n), 1.54(2H nm), 3.14(4H m,
4.06-4.14(2H, n), 4.34(2H s), 6.46(1H d, J 2.94Hz), 6.72-6.83(2H,

m, 7.55(2 3 i e 0.9 3
{[3,5-Di chlﬂf)ﬂr oﬁé{{ g(ﬁeﬁt(ﬁ i@hﬁH%r ox{(;/ p enoxil) bhe >§I]_I-git)hgi<2>%c4a2rdb(ony
m no} - acet #G7TEH, c*.) 639@\6 2008606264619‘1 RCT#3LREZO0F.86(101 6B 7.39(NR)

( DVBO- D, %O?%w} 07(3(, t, J=7.47Hz), 1.15(3H, t, J=7.02Hz),
248 2.52(% %.06-4.13(2H, q, J=6.87Hz & 7.02Hz), 4.31(2(. s),

6. 32- 6. 36( EKAM®LE 2=3. 15Hz & 8. 79Hz), 6.62(1H, d, J=3Hz), 6.67(1H,
d, J=8.7Hz , % Yi el 38_% EXAMPL E 7 .

[3, 5-Di ¢hl 35%634%@ E:é;fkfnéﬁﬁ@sa'w@gwa&Wcﬁ%—éﬁwﬁﬁh&a@y%&&nw}r-
et hoxycar b%ha&m no}-acetic acid 'H NWR : (DIVISO D6, 300MHz) :
1.16(3(, t

5 0o 8 N 5 aD6 4 A0BMB o1 6 JO(3E S0 FHE, 16151 LaE ) a2~

to J=3.03 7 04 %
R L T R
-car bonyI ) 6. phdibh) xy)] 6.pMa Rl H, }=9flzb,f60WHé;dydﬁ8/BSHm ﬁéﬁ(ﬁh@ll c acid 15 'H
NI\/R 23(3 , J=7.67Hz), 2.92(3(, . 3.29(4(,

., 3. ;5;'53%}1%)%@116 4 23((2(( q, J=6.78Hz 3&7.02H§),( 4.8%35(2H, g)(

6 71(1(, NEXAMBBEA , , 7.52(2H, s) % Yield: 59 % EXAVPLE 9 20

{13, 5 D ChI{ %%-—ésé%égléqn}?d%oh &ﬁgﬁg}?ﬂ%@ di h]rc])}lcg-;rﬂ'?e)%l] et eo&?té%%&?y?—%x%xlul}-— etho :

xycar bonyl
acetic acid

'H NMR : (DMSO0-D6, 300MHz) : 1.15(3H, t, }=7.05Hz), 3.82(2H, s), 4.11(4H, m),
15 6.61(1H, m), 6.70(1H, m), 6.73(1H, m), 7.18-7.25(5H, m), 7.54(2H, s)
% Yield :-25 %
EXAMPLE 4
({4-[3-(Bicyclo[2.2. 1]hept—Z-ylcarbamoyl)-4-hydroxy-phenoxy] -3,5-dichloro-phenyl}-
ethoxycarbonyl-amino)-acetic acid
20 'HNMR : (DMSO-D6, 300MHz) : 1.15-1.19(7H, m), 1.47-1.71(4H, m), 2.21-2.26(2H,
m), 3.72(1H, bs), 4.09-4,16(2H, q, J=6.96Hz & 7.02Hz), 4.34(2H, s), 6.68-6.72(1H, dd,
J=2.94Hz & 8.94 Hz), 6.85(1H, d, J=8.94Hz), 7.58(2H, s), 7.66(1H, d, J=2.85Hz)
% Yield : 86 % '
EXAMPLE 5
25 ({3,5-Dichloro-4-[4-hydroxy-3-(piperidine-1-carbonyl)-phenoxy]-phenyl}~
‘ ethoxycarbonyl-amino)-acetic acid
'H NMR : (DMSO-D6, 300MHz) : 1.15(3H, t, I=7Hz), 1.43(4H, m), 1.54(2H, m),
3.14(44, m), 4.06-4.14(2H, m), 4.34(2H, s), 6.46(1H, d, J=2.94Hz), 6.72-6.83(2H, m),
7.55(2H, s)
30 % Yield:80%
EXAMPLE 6 ‘
{[3,5-Dichloro-4-(3-ethyl-4-hydroxy-phenoxy)-phenyl]-ethoxycarbonyl-amino}-acetic

acid
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'H NMR : (CD3OD, 300MHz) : 1.25(3(, m), 2.97(6H, s), 4.18-4.20(2H,
m, 4.35(2(, s), 6.6(1(, m, 6.8(2(, m, 7.51(2(, s) 25 %Yield :

77 % EXAMP

{[3,5-D chlwgoro %Oﬁg?fgcycl obut yl car banoyl - 4- hydr oxy- pheno%/?mﬁﬂmﬁ%%ﬁ']n
et hoxycar bonyl - am no}-acetic acid 30 1H NWR : (DVBSO D6, 300MHz)
1.16(3H, t, J=7Hz), 1.67-1.69(2(, , 2.03- 2.09(2H, m, 2.20(2(, m,
3.1

o 726, 75( 1 " B0 gfvgagly B%sﬁgﬁﬂ%@ A8 b =93 2
WO 2008/ glesmmmml MO 1I(R0A 93 T=EXAIAPKE 7YPHE), 4.31(2H, s), 6.32-6.36(1H, dd,
[grgpa Cphenoxy?g%ﬁgﬁgﬁ%xét@%gagﬁm6?ﬂ‘?lﬁo }J 8.7z 9 ' H NWR
. (DVBO D6,% J0€iriag % 0.85(3H, t, J=7.33Hz), 1.15(3H t, J=7.02Hz),

1.47- 5 1. 2. 48-2.49(2H, n), 4.07-4.09(2H, ). 4.17(2H, s),
6. 37- 6. 46(%‘%“@% 56(1H, d, J=3Hz). 6.68(1H, d, J=8.79Hz),

7.55(2H, s) I%SYDﬂJhﬂ)ro—ﬂ(@—c%low&{%ﬂ%l{l hydroxy-phenoxy)-phenyl]-
[ 3, 5- chhloro4( hy roxy3|sopropy

car banoyi - pﬁb??@i@?‘)b%l‘leﬂﬁl}lp “é%q’ﬁléﬂylé‘ar bonyl - 10 ami no)-acetic acid 1H
NWVR : D|VBOTP§J, 5

007 4\ Tag ont MROUDNISA-no. Soddiny ZE Rt ) caoRA 12 Bbu. oo g s seam
6.84(1H, d,mlﬁfmi)ﬂ, m), BAHI 4@, g, J7=6693Hd& 6D 3L TREH) 5)96.59-6 73 (1H, 74,

% 15 EXAVPLI { ' -
[31- (3-t ?asrb\t - ufo;;?l-zzfgf ﬁ;pgﬂg%f-‘gpirqgﬁ’odx;‘;7?%?)5?‘57@%[’ 8)r o- phenyl ] - et hoxycar bon
yl - am no} - %c®ield: 3H:%d 1H NVR  (DVSO- D6, 300MHz): 1.15(3H, t,

J=6. 90Hz) , 4.06-4.13(2H, q, J=6.87Hz & 6:99Hz),
4. 28( 2H, s)‘?*k‘é‘%%‘gﬁ% d, J=5.99Hz), 6.66(I1H, d, J=8.71Hz), 20
6. 73(1H, mM({3,5-Diék1dtd- 4-%)—1&/@%'&?]3Ct@m&ﬁyl%p%l—-%a%nyl)—phenoxy}—phenyl}-
| ' ethoxycarbonyl-amino)-acetic acid
15 'H NMR : (CD;OD, 300MHz) : 1.23(3H, t, J=1.67THz), 2.92(3H, s), 3.29(4H, m),
'3.71(4H, m), 4.16-4.23(2H, q, J=6.78Hz & 7.02Hz), 4.35(2H, s), 6.71(1H, m), 6.85(2H,
m), 7.52(2H, s)
% Yield: 59 %
EXAMPLE ¢
20 {[3,5-Dichloro-4-(3-dimethylcarbamoyl-4-hydroxy-phenoxy)-phenyl]-ethoxycarbonyl-
amino}-acetic acid
'"H NMR : (CD;0D, 300MHz) : 1.25(3H, m), 2.97(6H, s), 4.18-4.20(2H, m), 4.35(2H,
s), |
6.6(1H, m), 6.8(2H, m), 7.51(2H, s)
25 % Yield: 77 %
EXAMPLE 10
{[3.5-Dichloro-4~(3-cyclobutylcarbamoyl-4-hydroxy-phenoxy)-phenyl]-

ethoxycarbonyl-amino} -acetic acid

30 'H NMR : (DMSO-D6, 300MHz) : 1.16(3H, t, J=7Hz), 1.67-1.69Q2H, m), 2.03-
2.09(2H, m), 2.20(2H, m), 3.14(1H, m), 4.07-4.14(2H, q, J=6.7Hz & 6.7Hz), 4.33(2H,
8), 6.72-6.75(1H, m), 6.85(1H, d, J=9Hz), 7.57(3H, m)
% Yield : 72 % '
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{
[ 3, 5-Di chl oro- 4- (6- hydr oxy- bi phenyl - 3-yl oxy) - phenyl ] - et hoxycar bonyl -

m no} - acet 5 1H NWR : (DWVSO- D6, 300MHz) : 1.14
J=THz), 8?3?9’%626?6% g, J=6.93Hz & 7.14Hz), 4.22(2H, {;?ﬁmﬂm?meog%

6. 60- 6. 64(IH dd, J=3.3Hz & 8.7Hz), 6.70(1H, d, J=2.8Hz), 6.89(1H,
d, J=8.7Hz), 7.28-7. 30(1H m, 7.34-7.39(2H, m), 7.46-7.48(211, m),

7.56(211, Ek%l g % 30 EXAWPLE 15

({3, 5-Dichloro- {" 1(14 fI uor o- benzoyl ) - 4- hydr oxy- phenoxy] - phenyl } - et h
oxycar bonyl {dﬁﬁﬂhyhlameﬁt (@hﬁhbﬁyé%r&!@l%ﬁ@;ﬁ{xg)ﬁgm&%%@ﬂ é,eggglylgg%%:ﬁ 1H
NVR : (DIVBODGt 0pMHz) : 1.11(311, t, ,

J=7.11Hz &% ?LCl , 4.23(2H, .s), 672(1H rr) 694(211 m,

E xi(l\)/P ZEsiEs Z?HNMR {(CRE$G 6, 39)MH] - 635BH 3(RYBar), 1%05038! dr27 §ha Yo 1.27.
[ 3, 5- Di chl orlg™ 423t 2RV U Hamy 14 7-h)URHx ym)p HeHRH) shh@BTH6]406tHh onay,

T2 S0ty B AR L o s T S oat T
J=7.14H & %Xm(-lfi)wQW(z s), 6.60(1H, m), 6.95-6.98(211, n), 10

7. 40( 2H, % EXAVPLE 17
S

({3,5-Dichloro hl or o- t hi ophene- 2- car bonyl ) - 4- hydr oxy- phenoxy

henyl } ef aicidrod 3-80ptopelcabhs )
f) S s o
7.23Hz) a"%tcac 76(1H, d, J=2.4Hz), 6. 89 6.97(2H, M,

7.25(111, d HMRQEDMSO 63860 M. )b B, o, B4R, ) 4. %’M‘ﬁkﬂ{ R

% EXAVPLE : %
{[4-(3-sec- ’Es i‘&r“ ﬁlr@é‘% 69 (I hetth P Hz, & - G94HR) h §184 0B s | =OBizh Sk 2K b en
yl - am no} - 1;pda};:|3q)6gzl)vaR (DVBO- D6, 300MHz) : 0.74(3H, t,

J=7.2Hz), @(; J=6. 8Hz), 1.13- 1.18(311, nm), 1.41-1.49(2H, m),

2. 00( 6H, s)%iélebdl 721%5( 1H, n), 4.00-4.05(211, m,

15 EXAMPLE 13 .
{[4-(3-tert-Butyl-4-hydroxy-phenoxy)-3,5 ~dichloro-phenyl]-ethoxycarbonyl-amino} -
acetic acid
'H NMR: (DMSO-D6, 300MHz): 1.15(3H, t, I=6.90Hz), 1.29(9H, s), 4.06-4.13(2H, q,
J=6.87Hz & 6.99Hz), 4.28(2H, s), 6.29(1H, d, J=5.99Hz), 6.66(1H, d, J=8.71Hz),

20 6.73(1H, m), 7.54(2H, s)
% Yield : 25 %

EXAMPLE 14
{[3,5-Dich10ro—4-(6—hydroxy—bipheny1—3-yloxy)-phenyl]-ethoxycarbonyl—amino}-acetic
acid

25 'HNMR: (DMSO-D6, 300MHz) : 1.14(3H, t, I=7Hz), 4.05-4.12(2H, q, J~6.93Hz &
7.14Hz), 4.22(2H, s), 6.60-6.64(1H, dd, J=3.3Hz & 8.7Hz), 6.70(1H, d, J=2.8Hz),
6.89(1H, d, J=8.7Hz), 7.28-7.30(1H, m), 7.34-7.39(2H, m), 7.46-7.48(2H, m), 7.56(2H,

s)

% Yield : 20 %

30 EXAMPLE 15
({3,5—Dich10ro—4-[3-(4—ﬂuoro-benzoyl)-4-hydroxy—phenoxy]-phenyl}~eﬂ10xycarbonyl-

amino)-acetic acid
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4.18(2H, s), 6.22(111, d, J=6.3Hz), 6.54(1H m, 6.64(111, d,
J=8.7Hz), 7.04(2H, s) 25 % Yield : 90 % EXAMPLE 19 {

[ 3,5-Di chl ? ydr oxy- 3- phenyl car barmoyl - phenoxy) p éJ( yC
ar bony| - a2 Sf‘gﬁg‘é ic acid 1H NVR : (CDCL3, 300MHz) 1;1]&3 g‘i’%"&%
J=7.17Hz), 4.21-4.25(2H, m, 4.39(211, s), 30691698(1H m,
7.13(111, m, 7.21-7.26(211, m, 7.37-7.42(411, , 7.55-7.57(2H, d,

é&/ ?E%o;/(} %&@g O80T, 5000 E5 1 39 i 28 %864%34?85 4.12(2H, g, J=7.11Hz

({3, 5- D chl & pa4rER-4(26(zhl O a:DerE.0M) 6.940YL AKX Y- ED nemsddHesy
oxycar bonyl - am no)jﬁacgtl cgam dg}il-l Nk/R @CDC% 300&@’@ ( 4
1.25-1.33(3(-73 2 4.24(2(, m, 4. 36(2( s), 7.01- 7.08(3(, m,
7.38(2(, m%gleﬂﬁ(ng/u d, J=8. 43Hz) 7.63(2(, d, J=8.43Hz) 5 % VYield :
79 % EXAI\/P

[ 4- (3- sékc- @r oxy- phenoxy) - 3, 5- di net hyl - phenyl ] - car boxynet hyl

:1291 ga}z) ﬁgg‘:%&ﬁbg)#g%_%é@ag%% %éi? W?Xﬁ %hzf?}(f]g é%?%si_c‘arbgnyl—

J=8. THz), 2aBifioPaletic 13(:1,drr) 4.01(4(, s), 6.15-6.21(3(, m,

6. 45-6. 62( 21?{ % f()g 43(291\@;% 5%@%’55&% JHRY dr 2 9GE dﬂ)er?’o‘}&? A3y

({3, 5-Di chl
15 et hoxycaqcbpmm GF7a%HE & AriHk) 13 ( h8 0@"915126) 98(2H,
1.25-1.28(3 r%fﬁmzq;425(2( n, 336@2@ aﬂ? @, )
7. 00( 2H? m)749}( 297.36(3H, m), 7.49(2H, s) %Yield : 15 % EXAIVPLE 23
20 % Yield: 87% '

[[4-(3-sec-But yI h7ydr oxy- phenoxy) - 3, 5-di chl or o- phenyl ] - (4- hydr oxy-
phenoxycarE no]-acetic acid 1H NVR : (DVSO D6, 300MHz)

bR ot o oty Sy i
ethoxycarbonyl-amino)-acetic acid
15 'HNMR : (DMSO-DS6, 300MHz) : 1.13(3H, t, I=6.7Hz), 4.03-4.10(2H, q, J=6.96Hz &
7.23Hz), 4.13(2H, s), 6.76(1H, d, J=2.4Hz), 6.89-6.97(2H, m), 7.25(1H, d, J=3.9Hz),
7.38(1H, d, J=4.2Hz), 7.57(2H, s)
% Yield: 81 %
EXAMPLE 48«
20 {[4-(3-sec-Butyl-4-hydroxy-phenoxy)-3,5-dimethyl-phenyl]-ethoxycarbonyl-amino} -
acetic acid
'H NMR: (DMSO-D6, 300MHz) : 0.74(3H, t, }=7.2Hz), 1.06(3H, d, J=6.8Hz), 1.13-
1.18(3H, m), 1.41-1.49(2H, m), 2.00(6H, s), 2.71-2.95(1H, m), 4.00-4.05(2H, m),
4.18(2H, s), 6.22(1H, d, J=6.3H2), 6.54(1H, m), 6.64(1H, d, ]=8.7Hz), 7.04(2H, )
25 % Yield: 90 % '
EXAMPLE 19
{[3,5-Dichloro-4-(4-hydroxy-3-phenylcarbamoyl-phenoxy)-phenyl] -ethoxycarbonyl-
amino}-acetic acid
'H NMR : (CDCls, 300MHz) : 1.28(3H, t, J=7.17Hz), 4.21-4.25(2H, m), ‘4.39(2H, s),
30 6.91-6.98(1H, m), 7.13(1H, m), 7.21-7.26(2H, m), 7.37-7.42(4H, m), 7.55-7.57(2H, 4,
J=7.8Hz)
% Yield: 91 %
EXAMPLE 20

30



6.57(211, d, J=8.7Hz), 6.65(2(, d, J=3.3Hz), 6.92(2(, d, J=9Hz),
7.82(2(, s) 25 %Yield : 58 % EXAVPLE 24

({4-]83- (4- %yﬁb benzoyl) - 4- hydroxy phenoxy] - 3, 5-di %28{?7%&93"}

- et hoxycar bon am no)-acetic acid 1H NWVR : (CDC13, 30
1.25(3(, m, 1.36(9H, s), 4.21-4.24(2H, nm, 4.35(2H, 30 s),
6.97-7.02(311, m), 7.37(2H, s), 7.51(2(, d, J=8.3IHz), 7.66(2H, d,

\Il‘ C?' / |2 §|2_|(Z)2) . %{gbﬁg%hloréa [%(45%1%&512%?1)%@&%9&%9%%%@1} -ethoxycarbonyl-

({3, 5- Di chl @FBok2¢etic@sidchl or o- benzoyl ) - 4- hydr oxy- phenoxy] - phenyl } - et h

?,Xyﬁa%bSSX'ug RMBRAGRES: SopEs, LS R M AR RO ) %éczb;‘%f’%l»
6.75(1H m7 0%(3914@),1)2&(21-1 ml);)'7 A6(2B34,3MB.46}7), 7.061XI2 H, J€8.43182))=7. 17Hz) ,
7.69(1H, d,o % VYield: 43 % EXAMPLE 26

{[4-(3- sec 4 hfdroxy phenoxy) - 3, 5- di chl or o- phenyl] cazboxynet hy
| - am no} aEéstAMPiﬁElzi[ 10 "H NWR : (DVSO- D6, 300MHz) : 0.76(3H, t,

e oL el i e oo el
: 63 % EXAWRlidacld 15 .
[ or o- pheny | F N boXIReL Ry %‘1&% B LTI KOG, GOVHIED, 1.15-
gOf?Jg/l*iLm '} zﬂﬂzﬁ 311 58(61)‘{? d, =Rl : Hz 39 2 9’11{1}25;'15)%0@%&2'8’&5 @%g@@) ),
7. 60( 1H, d 645}@2(‘2&)@ 8.43(1H, d, ' J=8. 8Hz) 20 % VYield : 43 %
EXAMPLE 28 o, </ie1d - 7
( Car boxynet ﬂyl E[B % di chl or 0- 4-[ 3- (4- chl or o- benzoyl ) - 4- hydr oxy- phenox
y] - phenyl JEXAMBPLE22etic acid 'H NVR : (DVSO D6, 300MHz) : 4.12(4H,
s), 6.66- 6'(%9,%%{:}1{36-4-?3-%9,SI—2dli_c|5hlosr%-’benzoyl)-4-hydroxy—phenoxy]-pheny1}~
15 ethoxycarbonyl-amino)-acetic acid
'H NMR : (CDCL, 300MHz) : 1.25-1.28(3H, m), 4.22-4.25(2H, m), 4.36(2H, s),
6.78(1H, m), 7.00(2H, m), 7.32-7.36(3H, m), 7.49(2H, s)
% Yield: 15 %
EXAMPLE 23
20 [[4-(3-sec—Butyl—4-hydroxy—phenoxy)-—3,5-dichIoro-phenyl}~(4—hydroxy—
phenoxycarbonyl)-amino]-acetic acid
'H NMR : (DMSO-D6, 300MHz) : 0.75(3H, t, J=7.2Hz), 1.07(3H, d, J=6.91z), 1.40-
1.53(2H, m), 2.89-2.96(1H, m), 4.44(2H, s), 6.29-6.32(1H, dd, J=3.3Hz & 8.7Hz ),
6.57(2H, d, J=8.7Hz), 6.65(2H, d, J=3.3Hz), 6.92(2H, d, J=9Hz), 7.82(2H, s)
25 % Yield:58%
EXAMPLE 24
({4-[3-(4—tert-]§_’>utyl—benz‘oyl)-4-hydroxy—phen0xy]-3,S-dichioro-phenyl}-
ethoxycarbonyl-amino)-acetic acid
"H NMR : (CDCls, 300MHz) : 1.25(3H, m), 1.36(9H, s), 4.21-4.24(2H, m), 4.35(2H,
30 s), 6.97-7.02(3H, m), 7.37(2H, s), 7.51(2H, d, J=8.31Hz), 7.66(2H, d, J=8.28Hz)
% Yield : 64 %

EXAMPLE 25
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25 7.57(2H, d, J=8.55Hz), 7.68(2H, d, J=8.58Hz) % Yield : 81 %
EXAMPLE 29

( Car boxyne }i di chl or o- 4-[ 4- hydr oxy- 3- (pi peri di ne p
henoxy] - p enJyP O%a%lgno) acetic acid 30 '"H NWR : (DI\/BO[%J: ’@%%2%‘93
1.43(4H, bs), 1.54(2H, bs) 3.15(4H, m, 3.97(4H, s), 6.40(1H, ,
6.47(2H, s), 6.67(1H, , 6.78(1H, d, J 882Hz) %Yield: 32 %

EXAMPLE 30 1N2 0493
(415 (B oy &l ‘-“%3@9@{-%@2-?3@%1% PP bS 1y Py phieRbstpog oadanth
| or o- pheny| Jamis@rdsetiyanid hyl - ani no) - acetl c aC| d ' H NVR : ( DVSO- Ds,

29 o bs( ari PR b SOt ada Tyt Boasia doe 480 q39m49( it &
g

Ca ( th<s99Hz) 432(2H, s), 6475(1H m), 694%02(21{ m), ?saﬁ A gz) YlT
r boxy r.o- hydr oxy- 3-1 Sopr opy €nox n

- ani no}mg &gﬁ%} 265&43 O-D6, 300MHz) : 1. 10(6H d,

J=8. 8Hz), w&éidiﬁ_ﬁ,(%H rr) 4. 14(4H, 10 s), 6.19-6.23(1H, dd, J=3Hz
& 8.7Hz), 6, 62- g4 %Yield: 41 % EXAMPLE 32

[[3,5-Di chlw B ydroxy 3-i sopropyl - phenoxy) - phenyl ] - (4- hydr oxy-

o1 Sa( ot™ 3)“959“55&]43%8‘% m’?eﬁfgy)? SR phory S may Ay
6. 59- 6. 62( L#etiapeids. 76-6. 79(2H, m), 6.87(1H, r’r)33 g 98(2H, d,
8. THz H, NPLE
Z]Car box%met hyf‘ﬁ{’% DYsbh: S@%‘il hﬂﬁﬁ?g 3=( B Hek 14760, 4ah. PHRY11)45p
henoxy] - phbAYRE ai memeza&zemcﬂlyq 913(4@ MR, 22((119091)36 4?@91”5?%@2 6§5CH,

1.25(2H, m, 1.62(4H m, 3.0L(4 4.23(4
6.83(1H m™7.00(1H n, 7.05(1H, rr) % Yi el d: 10%

% Yield : 63 %
EXAMPLE 27
15 ({4~[3-(Bicyclo[2.2.1]hept~2~ylcarbamoyl)~4-hydroxy-phenoxy]—3,5-dichloro~pheriy1}-
carboxymethyl-amino)-acetic acid
TH NMR : (DMSO-D6, 300MHz) : 1.10-1.21(4H, m), 1.46(4H, 4, J=7.5Hz), 2.21(2H,
d), 3.70(1H, m), 4.11(4H, s), 6.62(2H, d, J=4Hz), 6.81(1H, d, J=9Hz), 7.60(1H, d,
J=2.7Hz), 8.43(1H, d, J=8.8Hz)
20 % Yield: 43 %

EXAMPLE 28
(Carboxymethyl-{3,5-dichloro-4~[3-(4-chloro—benzoyi)—4~hydroxy—phenoxy]-phenyl}-
amino)-acetic acid
'H NMR : (DMSO-D§, 300MHz) : 4.12(4H, s), 6.66-6.70(3H, m), 6.90(ZH, s),

25 7.57(2H, d, J=8.55Hz), 7.68(2H, d, }=8.58Hz) '

% Yield : 81 %

EXAMPLE 29
(Carboxymethyl-{3,S—dichloro—4-[4-hydroxy—3-(piperidine-l-carbonyl)—phenoxy]—
phenyl}-amino)-acetic acid

{

30 HNMR : (DMSO-D6, 300MHz) : 1.43(4H, bs), 1.54(2H, bs), 3.15(4H, m), 3.97(4H,

5), 6.40(1H, m), 6.47(2H, s), 6.67(1H, m), 6.78(1H, 4, J=8.82Hz)

% Yield : 32 %

EXAMPLE 30
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25 EXAMPLE 34 { [4-(3
-tent - Butyl - 4- hydr oxy- phenoxy) - 3, 5-di chl or o- phenyl ] - car boxynet hyl -

no }- acet NVR : (DMVBO D6, 300MHz) : 1.29(9H, 4H
s), 6. 20- 6@4%%—&24 . J=2.87Hz & 8.65Hz), 6.63 (1H, d,Pé%:@flé%;’&éﬂ“,(”
6.67(2H, s), 6.73(111, d, J=2.87Hz) 30 % Yield: 12 % EXAMPLE 35
[[4-(3-tert-Butyl-4-hydroxy-phenoxy) -3, 5-di chl oro- phenyl ] - (4-hydr oxy-

e b ooy, SRR 2 S AN i h SR BRG 05 s-cigblpap-phema)-
6. 30- 6. 32( 1Carbpyym@hydSmise)5REUS acid) , 6. 71-6. 77(2H, ). 6. 95-6. 99( 3(,

, 7.60(2
T Doyt Ly ofiso-ne SRS N0 86, mnol 20 452 axy 26D

- phenyl j - amaa}}a);etasge;za@bcmsmm\éﬂ),ésu@@@nw 300MHz) : 2.81(6(,
s), 4. 00%4(0 N (i(, d, J=3Hz), 6.48(2(, s), 6. 64 6.68(1(, dd,
J=3H & K&?%%m d, J=9Hz) % Yield: 82 % 10 EXAMPLE 37 {

Car boxynet w]jmsj]ydroxy 3-isopropyl - phenoxy) 3,
5-di met hyl - Fhe yl] - acetic acid '"H NWR : (DVSO D6, 400MHz)

0. 93(6(, Gﬂhowhyl-i?’ é@lecéllpws‘&@ {B/d0®ey33-Isdpicrlyl-pladox -Riehi-antio) -
6. 12- 6. 15(|4éenggmd3 =2.8 & 8.4Hz); 6.24(2H, s), 6.58-6.63(2H, n) 15 %
Yield: 50 % EXAVPLE 38

[[3,5-Di chl &F bIMR ( @Ms&myswmmylze@mﬁdnwaﬂ@bem Ogémeﬂ;y,ld Iiwgﬂh
?/dr29>7<31/(1é,ﬁheg2;)g<y§ %Zgﬁ%dh’sf %%%J?éa’%% @fgﬁgﬁiﬁ mg 94 3H o 3 o)
J=7.2Hz), Te02ékdH41ds J=8. 8Hz), 7 08(1H, d, J=8Hz), 7.51(2H, s) %
Yield : 2 E 39
[[3,5-Di chﬂg“\c}‘l}}?ﬁ *di met hyl car banoy1- 4- hydr oxy- phenoxy) - phenyl ] -(4-h
ydroxy- phef8syDrhlanyld-hadbRRl =i§tﬁ§6}gﬁ-pﬁ91ild;{y)-phenyl]—(4—hydroxy-
phenoxycarbonyl)-axhino} -acetic acid
15 "HNMR : (CDCLs, 300MHz) : 1.22-1.28(6H, m), 3.14-3.19(1H, m), 4.46(2H, s), 6.35-
6.38(1H, m), 6.59-6.62(1H, m), 6.76-6.79(2H, m), 6.87(1H, m), 6.98(2H, d, J=8.7Hz),
7.49(2H, s)
% Yield: 16 %
EXAMPLE 33
20 (Carboxymethyl-{3,5-dichloro-4-[4-hydroxy-3- (plpendme—l-sulfonyl)—phenoxy]
phenyl}-amino)-acetic acid
'H NMR : (CDCL, 300MHz) : 1.25(2H, m), 1.62(4H, m), 3.01(4H, m), 4.23(4H, s),
6.60(2H, s), 6.83(1H, m), 7.00(1H, m), 7.05(1H, m)
% Yield: 10 %
25 EXAMPLE 34
{{4-(3-tert-Butyl-4-hydroxy-phenoxy)-3,5 -dichloro-phenyl]-carboxymethyl-amino}-
acetic acid :
'H NMR : (DMSO-D6, 300MHz) : 1.29(9H, s), 4.14 (4H, s), 6.20-6.24(1H, dd,
J=2.87Hz & 8.65Hz), 6.63 (1H, d, J=8.73Hz), 6.67(2H, s), 6.73(1H, d, J=2.87Hz)
30 %Yield: 12%
EXAMPLE 35
[[4—(3-tert—BuWI—4—hydroxy—phenoxy)-3,5-dichloro-phenyl]-(4-hydr0xy-
phenoxycarbonyl)-amino]-acetic acid

33



25 '"H NVR. (DVBO- D6, 400MHz): 2.87(6(, bs), 4. 5(2)4, s), 6.49(1(, d,
J=2.4Hz) , 6 73(3( d, J=8.4Hz), 6.82(1(, d, J=9.2Hz), 6.92(2(, d,
J=8. 8Hz) , % Yield: 56 % EXAMPLE 40

[{3,5-D chI or o- g%[z%l)hydroxy 3- (pi peridine-I|-carbonyl ) pﬂ%ﬁBW?”"BP%@%w
}-(4 30 hydroxy-phenoxycar bonyl ) -am no] acetic acid H NVR

(DVSO- D6, 400 MHz) : 1.41-1.52(6(, ., 3.16-3.19(4(, . 4.45(2(, s),

S T 6 o ook, Taghyh by b, 6 B8, m, o

PCT/ | N2007/ @0502493, mYi6ei1eb.77(2H, %WHE(M ), 7.60(2H, s)

{3, 5-Di chl or;) h g;cl)dr oxy- 3- (pi peridi ne-I-sul fonyl ) -phenoxy] - phenyl }
-(4- hydroxy B(ﬁ% Q ar bonyl ) -am no] -acetic acid 5 'H NWVR : (CDCL13,

400 . MHz) EXAMﬁtEsiﬁn) 1. 59(4H, rT) 3.02(4H, m, 4.46(2H, s),

6. 77(2H, 6..92-7.00(4H H, 2H, s) %Yield: 77 %
EXANI(DLE 3o '{Carboxymethy. [3 3- dInLloro-4 -(3- d1meth}r?calbamoyl(4 hydrm%y~pﬁen0xy)—pheny1]— °

[[4-(4- Hydrgﬁnymg .icgg@g(g@yl phenoxy) - 3, 5 di net hyl - phenyl ] - (4- hydroxy
10 phenoxycq\r—]6 é -am no]-acetic acid '"H NWR : 0&)Dl\/BC}DG 400MHz

1. 09( 6H, ) (DMSQNE H300MH2)3: 861 GH, 69 HOV(AH,, )4 638(12H, d.bEPHz),

6325 2o SRR TORRaR Qe Sy Qrosl G REETR® ; 1ooh o

% Yiel d: 14%&iddd EXAMPLE 43

[{4-] 3- %5 benzoyl ) - 4- hydr oxy- phenoxy] - 3, 5-di chl or o- phenyl }
-(4- hyd %xﬁ% Zar bonyl ) -am no]-acetic acid 'H NVMR (CDC13,

400MHz) @ 1. %eél%kyxﬁémylélm?@(l@trkox?)}ls@p@gyz hégg:aht3, ﬁnme@lﬁ%h&wlLﬁnlno}
J=8.4Hz), 6.99(2H d,” J=8.8Fk), 7.26-7.32(1H m, 7.47-7.50(4
7.65(211, dacetipagd =g 4T-7T7.) %Yl eld : 66 % EXAMPLE 44

[ {3, 5-Di chl by eqirl SeitsobbOr oRANAOY. 93(6Hhud5=€e<yﬁﬂh@©@esﬁ sphegk alidr,
hydr oxy phenoxycar bonyl)-am no]-acetic ac
m), 4.02(4H, s), 6.12-6.15(1H, dd, J=2.8 & 8. 4Hz) 6.24(2H, s), 6.58-6.63(2H, m)
15 % Yield: 50 % ' '
EXAMPLE 38
[[3.5-Dichloro-4-(3-dimethylsulfamoyl-4-hydroxy-phenoxy)-phenyl]-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid
"H NMR : (GBCls, 400MHz) : 2.71(6H, s), 4.45(2H, ), 6.76(2H, d, J=8Hz), 6.94(3H,
20 4, J=7.2Hz), 7.02(1H, d, J=8.8Hz), 7.08(1H, d, J=8Hz), 7.51(2H, s)
% Yield : 71 %
EXAMPLE 39
[[3,5-Dichloro-4-(3-dimethylcarbamoyl-4 -hydroxy—phenoxy)nphenyl]-(4—hydroxy-
phenoxycarbonyl)-aminoJ-acetic acid
25 'H NMR: (DMSO-D6, 400MHz): 2.87(6H, bs), 4.5(2H, s), 6.49(1H, d, J=2.4Hz),
6.73(3H, d, 1=8.4Hz), 6.82(1H, d, J=9.2Hz=), 6.92(2H, d, J=8.8Hz), 7.8(2H, s)
% Yield: 56 %
EXAMPLE 40
[{3,5-Dichloro-4-[4-hydroxy-3-(piperidine-1-carbonyl)-phenoxy]-phenyl } -(4~
30  hydroxy-phenoxycarbonyl!)-amino]-acetic acid
"H NMR : (DMSO-D6, 400 MHz) : 1.41-1.52(6H, m), 3.16-3.19(4H, m), 4.45(2H, s),
6.47(1H, d, J=2.8Hz), 6.72-6.76(3H, m), 6.81(1H, d, J=8.8Hz), 6.93(2H, d, J=8.8Hz),
7.84(2H, s)

34



25 |H NVR: (CDC13, 400MHz): 4.51(2H, s), 6.79(2H, d, J=8.4Hz),

6. 99- 7. 04( 4H, n‘) 7.07(111, d, J=2.8Hz), 7.43(2H, d, J=7.6Hz), 7.49
(2H, s), 7uRl, J=8Hz) % Yield : 68 % EXAMPLE 45

[[3,5-D chI or o- A{ (‘z%ghydroxy-s-i sopr opyl sul f amoyl - phenox{}?T/bW‘?gW{}’I"?wf 4-
hydr oxy- 30 phenoxycar bonyl)-am no]-acetic acid "H N

400MHz) : 0 93(6H, d, J=6.8Hz), 3.20-3.25(IH m, 4. 24(2H d,

J=6. 4Hz) , ‘%?&(313 2_"?'}’/5 6.65(14, m, 6.75(24, d, J=8.8Hz), 6.84(2H,
m, 6.90- 6. (I 35 WD 2008/ 062469 PCT/IN2007/ 000493 % Yield :
42 % EXAI\/PLEWPLE 41

{noj acet o laer B R B o RSP LG g B

2. 43- 2. 48( 2HihemxycatbdBIkinire)-acetis.a2@- 6. 31(1H, dd, J=3.2Hz & 8. 8Hz),

(3,5 b éhi oot stentuntof afiier Lyl Bsdient acanii e A epit.e)

hydroxy- 10 gjvene Xﬂi %rmad)():tﬂam)ﬂpbs@ﬁ ?307 91((21@1 gH NMR @ (CDC13,
400MHz) 403%( 6. 71 d, 9(4H, m, 6.99-
7.04(1(, % Fidd( (o , 7. 47 7. 51(4( , 7.58(1H, m %Yield: 68%

EXAMPLE 48 BRa
[[3,5-Dchl orol\ﬁi( eth | - 4- hydr oxy- phenoxy) - phenyl ] - (4- hydr oxy- pheno
xycar bonyl ) - [[4xfd- Hof]ime%lsoplam’]di’hehbﬂﬂﬂ S-dipRrsOrbeyy k@ehgdryxy- 1. 07( 3H,

tJ’ 2] 8HZAEEZ) pﬂig%")"yc*’éb%‘g’q%ﬁ%’é@?““" °9§H73(3L S 3? g gggju gd92(2H
d, J=8.8Hz) 'HIWNER( 2D)MSD-PE, 400KHED: 1.096Y%, JEXAOVBHE, 2D3(6H, s), 3.09-3.16(1H,
(3,50 ohl vt Sl L BUATERY g, Wb OB A B
s), 6.61-6. GHLTL, d¥=3.8HA) 66182 4=8H2), 6.88(2H, d, J=8.4Hz), 7.19(2H, s)

% Yield: 14 %

15 EXAMPLE 43
[{4-[3-(4-tert-Butyl-benzoyl)-4-hydroxy-phenoxy]-3,5-dichloro-phenyl} -(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid '

'H NMR: (CDCls, 400MHz): 1.33(9H, ), 4.39(2H, s), 6.69-6.72(2H, m), 6.92(2H, d,
J=8.4Hz), 6.98(2H, d, J=8.8Hz), 7.26-7.32(1H, m), 7.47-7.50(4H, m), 7.65(2H, d,
20 J=6.4H7) '
% Yield : 66 %
EXAMPLE 44
1{3,5-Dichloro-4-[3-(4-chloro-benzoyl)-4-hydroxy-phenoxy]-phenyl }-(4-hydroxy-
phenoxycarbonyl}-amino]-acetic acid ‘
25 'H NMR: (CDCls, 400MHz): 4.51(2H, s), 6.79(2H, d, J=8.4Hz), 6.99-7.04(4H, m),
7.07(1H, d, J=2.8Hz), 7.43(2H, d, J=7.6Hz), 7.49 (2H, s), 7.61(2H, d, J=8Hz)
% Yield : 68 %
EXAMPLE 45
[[3,5-Dichloro-4-(4-hydroxy-3-isopropylsulfamoyl-phenoxy)-phenyl]-(4-hydroxy-
30  phenoxycarbonyl}-amino]-acetic acid
'H NMR : (DMSO-D6, 400MHz) : 0.93(6H, d, J=6.8Hz), 3.20-3.25(1H, m), 4.24(2H,
d, J=6.4Hz), 6.53(2H, m), 6.65(1H, m), 6.75(2H, d, J=8.8Hz), 6’.84(2H, m), 6.90-
6.98(2H, m)

35



25 6.96(2(, d, J=8Hz), 7.27(1H, d, J=7.2Hz), 7.35(2H, d, J=7.2Hz),
7.48(2(, d, J=7. 2Hz) 7.64(2H s) % VYield: 35% EXAMPLE 50
[[4-(3-Bengy] g,0xy- phenoxy) - 3, 5- di chl or o- phenyl ] -

phenoxycar bonyﬁ% am no]-aceti c acid 1H NWR : (CD30D, 40@?@%@%089
3.86(2H, s), 4.5(2H, s), 6.46-6.49(2H, dd, J=2.8Hz & 8.8Hz)

6.69(1(, d, J=8.4Hz), 6.76(2(, d, J=8.8Hz), 6.95(2H, d, J= 7 6Hz)
7.15- 7.17(%yidd s 4X¥yD7 (2H, s) 36 WO 2008/ 062469 PCT/ | N2007/ 000493
% VYield : 18% EXAMPLE 51

[[3,5-Di chiB¥XéMRIB46yc| obut yl sul f anoyl - 4- hydr oxy- phenoxy) - phenyl ] - (4

Ag%m)xy_ g@gg@g&g@&%&qx'ﬁa@qﬁog} 0} ; @g@%& h?%on %hé@x%iﬁyg%@-acm
363369(13{31dn) 445(2H s), 6.77(2H, d, J=8.8Hz), 6.92-6.96(3H,
M 1o, OLs 2Him g ) as6%ss, o0Re) 109(3H]t33‘ I, 2436§§1§EH 3, 1%34?{ )
[{4-[3-(Bi cﬁaseﬂﬂ(m,nddbmzﬂzmempmtmw P5IZIgRy 6 BBEBRH,13) 5- di ch .
| oro- phenyl ld % roxy phenoxycar bonyl ) -am no]-acetic acid 'H NWR :
( CD3OD, 400 95-0.99(2H, m, 1.06(1H, n), 1.29-1.34(2H m,

1.37-1.42(angmpLﬁ4730(2H m) 2. 14( 1H, m) 3.01-3.02(1H, m,
4.41(2H, s), 6, 76(2H, =8. 8Hz), 6.94-6.98(3H, 7.07(211, d,

J=6.8Hz), 7 [é@émlﬂ@p 4153 @%Ohl@pd)enzq}é»& -hpdeanPrEe®sy]-phenyl}- (4 hydroxy-
[{4-][3-(Pi cy&%g{%a%ohi@_% ‘ﬁééla&&% c@noyl ) - 4- hydr oxy- phenoxy] - 3, 5- di br

ono- phenyl } oxycarbonyl )-am no]-acetic acid 1H NWR :
( DVBO- D6, 4]C}0MN11$ (CDC854@DMH(ZBH4 3602H, bs)ZH 71228 (A3 H-6.881z), £.886HL ..A)b 626

20 n), 1.891H, 2.9 4.23(2H, s),
6. 53( 1H, s)%glé’g}%ﬁﬁ% 15%1@%18%1 ’?@(z’r@—%ﬁ@ B 8Hz) |
6. 83- 6. 93( 3%, Yiedd,: BWDI(2H, d, J=2.4Hz), % Yield : 14% EXAMPLE 54 [{
3,5-Dichl ot Q; 4- [ 4- hydr oxy- 3-(4- hydr oxy- benzoyl ) - phenoxy] - phenyl } - (4-h
S onys " CEXANLE 3

15 [[3,5-Dichloro-4~(3-ethyl-4-hydroxy-phenoxy)-phenyl]-(4-hydroxy-phenoxycarbonyi)-

amino]-acetic acid _
'H NMR : (DMSO-D6, 400MHz) : 1.07(3H, t, J=7.4Hz), 2.44-2.48(2H, m), 4.44(2H,
s), 6.33-6.36(1H, dd, J=2.8Hz & 8.4Hz), 6.64-6.68(2H, m), 6.73(2H, d, J=8.8Hz),
6.92(2H, d, J=8.8Hz), 7.67(2H, s)
20 % Yicld: 16%
EXAMPLE 49 .
[[3,5-Dichloro-4-(6-hydroxy-biphenyl-3-yloxy)-phenyl}-(4-hydroxy-
' phenoxycarbonyl)-amino]-acetic acid
'H NMR: (CD;OD, 400MHz): 4.24(2H, s), 6.61-6.64(1H, m), 6.71-6.82(4H, m),
25 6.96(2H, d, I=8Hz), 7.27(1H, d, J=7.2Hz), 7.35(2H, d, }=7.2Hz), 7.48(2H, 4, J=7.2Hz),
7.6402H,s)
% Yield: 35%
EXAMPLE 50
[{4-(3-Benzyl-4-hydroxy-phenoxy)-3,5-dichloro-phenyl]-(4-hydroxy-
30  phenoxycarbonyl)-amino]-acetic acid
'H NMR : (CD;0D, 400MHz) : 3.86(2H, s), 4.5(2H, s), 6.46-6.49(2H, dd, J=2.8Hz &
8.8Hz), 6.69(1H, d, J=8.4Hz), 6.76(2H, d, J=8.8Hz), 6.95(2H, d, J=7. 6Hz) 7.15-
7.17(5H, m), 7.57 (2H, s)
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25 phenoxycarbonyl)-am no]-acetic acid 1H NVR : (CD30D, 400MHz)
4.34(2H, s), 6.76(2H, d, J=8.8Hz), 6.79-6.85(3H, m, 6.98(3H d,

J=8. 8Hz) 441H dd, J=3.2Hz & 9.2Hz), 7.56-7.58
7.65(2H, (ﬂj'”@“% 34% 30 EXAMPLE 55 béHv 000493

[{3,5-D chI oro-4-[ 3- (4 fl uor o- benzoyl ) - 4- hydr oxy- phenoxy] - phenyl } - (4-
hydr oxy phenoxycar bonyl) am no] -acetic acid 37 WO 2008/ 062469
PCT/IN2007/90? ﬁf H NVR (DWVBO- D6, 400MHz): 4.35(2H, s), 6.53(1(,
m, 6.71-6 oL % °689 6.94(4(, m, 7.30-7.34(2H, m,

7.74-7. 77(31XAM1:)L]%,1Y| el d: 48% EXAMPLE 56 5

[ (3,5-Dichloro-4- é)'k chl or o- phenyl ) - hydr oxy- net h 11 roxy phen
oxy}- phenyll§- ¢ldic reymelibRye s ?lw‘rlaydmwmbrn g-tp %HY&I‘: FhyepRIVR
CD30D, 400 s s 6.55-6.58(1H, dd, J=2.8Hz
f& 8. 8Hz) | %ﬂé%’ﬁcﬁr%ﬁ%?"éﬁ’g Y lcogéd%g(zH) d, J=8. 8Hz§ 6.85(111, ),
6. 96( 2H,5 d, PII:BB%E) (CDeOPB4POBMHAH, 1.47-1. 59(%1(@41'@3)1 $@(2% Yie|lPS- 1971%1,

EXAMPLE 57 e ﬂ

e o )1% b3 SO0EERNCA g5, o G778, 4,78 SHOh FR 983y, 7 OL0E,

phenoxycar bd;rfyB)ZHam’irO@tIHaabﬂ#m:zHE),d68{12H§II&R (CDCI3 400MHz)

1.52(411, bg) ée% bs), 327(4H bs), 4.46(2(, s), 15676(2(
J=8. 4Hz) 7 He 02(5H, ), 7.51(2H, s) %VYield : 95% EXAMPLE 58

d,

({3 5-Di chmmg(l et hyI pr opoxy) - 4- hydr oxy- phenoxy] - phenyl } - et ho
xycar bonyl - _am ng)-acetie,acid 20 1H NWVR : (DVSO D6, VHz)

0. 82( 6(10 t, [{ﬁ-[:ﬁ @E})ﬂom 1fept3 yl&ulfamﬂ}ﬁ*)hydpwhe&we(]zﬁl&dICRgoro-ahml}-
(1H, t, s) , 6.04-6.07(1(, dd,
J=2Hz & 8. 8®§g’dr°4‘y% %ﬁawl%%?i %2‘1 W8 ahz). 7.55(211, s) %
Yield : 890 NMRRUEIEODRE00MHzZ) : 0.95-0.99(2H, m), 106(11—1, m), 1.29-1.34(2H, m),

[[4- (3-sec- By y L A Qp% RIS Y4 B Safl SR RN GRY bl o, Y KA,
d, J=8.8Hz), 6.94-6.98(3H, m), 7.07(2H, d, J=6.8Hz), 7.69(2H, s}
15 % Yield : 16%
EXAMPLE 53
[{4-[3-(Bicyclo[2.2. 1]hept-z-ylsulfamoyl)-4~hydroxy—phen0}gy]-3 ,J-dibromo-phenyl } -
(4-hydroxy-phenoxycarbonyl)-amino]-acetic acid
'H NMR : (DMSO-D6, 400MHz) : 0.85-0.93(3H, m), 1.22-1.28(3H, m), 1.35-1.45(2H,
20 m), 1.89(1H, m), 2.06(1H, m), 2.92-2.93(1H, m), 4.23(2H, s), 6.53(1H, s), 6.62(1H, d,
J=5.6Hz), 6.75(2H, d, J=8.8Hz), 6.83-6.93(3H, m), 6.99(2H, d, ]=2.4Hz),
% Yield : 14%
EXAMPLE 54
[{3,5-Dichloro-4-[4-hydroxy-3-(4-hydroxy-benzoyl)-phenoxy}-phenyl }-(4-hydroxy-
25  phenoxycarbonyl)-amino]-acetic acid
'H NMR : (CD;OD, 400MHz) : 4.34(2H, s), 6.76(2H, d, J=8.8Hz), 6.79-6.85(3H, m),
6.98(3H, d, J=8.8Hz), 7.11-7.14(1H, dd, J=32Hz & 9.2H7;), 7.56-7.58(2H, m),
| 7.65(2H, 5)
% Yield : 34%
30 EXAMPLE 55
[{3,5-Dichloro-4-[3-(4-fluoro-benzoyl)-4-hydroxy-phenoxy]-phenyl} -(4-hydroxy-

phenoxycarbonyl)-aminc]-acetic acid
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phenoxycar bonyl) am no]-acetic acid 1H NVR (DVSO D6, 400M—Iz)
0.7(3H, t, 7.2Hz), 1.23(3H, d, J=7.2Hz), 1.38- 1.51(211, ,

2.07(611, %)é)g)%/%?é O(IH, m, 4.27(2H, s), 6. 2(2 6. 22( 1{,%,”%%(]%2?0348

& 8.4Hz), d, J=2.8Hz), 6..63(111, d, J=8.8Hz)
J=7.6Hz), 6.88(2H, d, 30 J=8.8Hz), 7.17-7.20(2H, m % Yield: 24%
EXAVPLE 60 38 WD 2008/ 062469 PCT/ | N2007/ 000493

Hyiroxy-  phohSE R SOmE Mot ST s S A W@%ﬁ%é .
400MHz) :  O.6RH(4H1HY, G130- m4(2m b AH-737GIE&R)8HZ) , 2. 89(1H ,

4.48(2H, s),, 3{5( d, J=8.8Hz), 6.92-6.98(4H, m, 719(IH d,
J=7.2Hz), BB S) 9 vYield: 99% EXAVPLE 61

[{3,5-D chIEKQMPLE{hydroxy 3- (nor phol i ne- 4-sul fonyl) phenoxy] - phenyl
}-(4 hydroxy henoxycarg??_gé( ).-am no] -acetic acid 10 'H NVR ( DVSO- D6,

400MHz) : oﬁ% Appickjano-4- chlpropdpnyrhydroppmetyll-Ghydery-phenoxy }-
J=8. 4Hz), O(V PE m }ﬂadrclwgph%hgﬁycal%oﬁj’li}gm%ﬁ)(] 3bbtidYeig 7- 72(2H, s) %

Yield: 1
({3, 5-Di chl oHd\IMR[ 4(%&%@01811%23 Hel(Pl) )pe.AZAYA, k), Bifsre S8 Hp HéniH2)8Hz1&

m 5 G003, DAL S o Gl B G s o

-7 35( 4H, n}72577311441a ML (741 (2H)s)T o Yiel d: 83% EXAMPLE 63a: 20

[{3,5-D %' ﬁ [&x,hydroxy-3-(pyrrolidine-I- sulfonyl) phenoxy] - pheny
| }-(4- H§ '3(? theftB&y car bonyl ) - ani noJ - acetic acid ' H NVR. ( DVSO- D6,

400MHz) ; 1mmpLgs7J 6.4Hz), 3.22(4H, t, J=6.0Hz), 4.46(2H, s),
6. 73( 2H, d{] 6.93(2H, d, J=8.4Hz), 6.99-7.07(3H,
7.72(2H, s)l %[\?r(érzapﬂneézﬂ% opy)-EbanFaE-hgnoxyl-3,5-dichloro-phenyl -(4-hydroxy-

{[3,5-D chI Elﬁé?xoﬂydafboﬂyﬂraﬁf{ﬁ{o‘]%ckﬁ@%ﬁ oxy- phenoxy) - phenyl ] - et hoxycar bon
yl-am noj- 'H NMR: (CDCl, 400MHz): 1.52(4H, bs), 1.64(4H, bs), 3.27(4H, bs), 4.46(21, s),
15 6.76(2H, d, 1=8.4Hz), 6.96-7.02(5H, m), 7.51(2H, s)
% Yield : 95%
EXAMPLE 58
({3,5-Dichloro-4-[3-(1-ethyl-propoxy)-4-hydroxy-phenoxy]-phenyl} -ethoxycarbonyl-
amino)-acetie.acid
20 'H NMR : (DMSO-D6, 400MIiz) : 0.82(6H, t, J=7.4Hz), 1.15(3H, t, J=7Hz), 1.55-
1.6(4H, m), 4.06 (1H, t, J=5Hz), 4.08-4.12 (2H, m), 4.29(2H, s) , 6.04-6.07(1H, dd,
J=2Hz & 8.8Hz), 6.47(1H, m), 6.67(1H, 4, J=8.4Hz), 7.55(2H, s)
% Yield : 89%
EXAMPLE 59
25 . [{4~(3-sec-Butyl-4-hydroxy-phenoxy)-3,5-dimethyl-phenyl}-(4-hydroxy-
phenoxycarb6ny1)-amino]—acetic acid
'H NMR: (DMSO-D6, 400MHz): 0.7(GH, t, J=7.2Hz), 1.23(3H, d, J=7.2Hz), 1.38-
1.51(2H, m), 2.07(6H, s), 2.86-3.0(1H, m), 4.27(2H, s), 6.20-6.22(1H, dd, J=2.4Hz &
8.4Hz), 6.57(1H, d, J=2.8Hz), 6.63(1H, d, J=8.8Hz), 6.71(2H, d, J=7.6Hz), 6.88(2H, d,
30 J=8.8Hz), 7.17-7.20(2H, m) |
% Yield: 24%
EXAMPLE 60

38



acetic acid 'H NWVR (CDC13, 400MHz): 1.04(611, d, J=6.8Hz), 1.25(3H,
t, J=6.6Hz), 2.08- 2.17(1(, m, 3.79(2H, d, J=6.8Hz), 4.19-4.25(2(,

q, J=6.8Hz 4.36(2(, s), 30 6.09-6.12(IH, dd, @
8. 8Hz) , %”%’(%{’gmél”\] =2.8Hz). 6.76(1H, d, J=8.8Hz), §éf’§1£ fios
Yi el d: 80% EXAMPLE 65 39 WD 2008/ 062469 PCT/ 1 N2007/ 000493

{[3,5-Di chl oro-4-(3-cycl ohexyl net hoxy- 4- hydr oxy- phenoxy) - phenyl ] - et ho

b | -
>]<- y (23 g" ) 0 g)2/ (6 HHBE) Q,lel:ilégr_ﬂ (31c}f(”&d)lgzxyf't:l%yl%%}&g-ﬂ%géﬁlphc%ﬂg ?4 ﬁydm}r{?

4.26(2H, q, Phegopmgrbenyl) -zqqzr)oj-anetwcm s), 6.09-6.12(1H, 5 dd,
J=2. 4Hz & 8.8ty M %‘ﬁw%?@% 6408)N?Hz‘5HZd 04 9168 ), I:540i8: 2k ey 34tk

s) %Yield: 53
[ {3, 5- Di chl orb- 443@Hnhysdr 6X(FC23L, (B k. Bibik); b@ma%mfph@moxy%aphemyj%?im)

hydr oxy phe r onyl) am no]-acetic acid 10 "H NWR
400M—|z)l'g W?@%B 4.21(2H, bs), 6.53(2H, m), 6.62(2H, m,

6. 75( 2H, -d %:‘ﬁelﬁl-m% 6. 82(1H m, 6.89(2H, d, J=8.8Hz),
7.36-7.46( Yield: 32 % EXAMPLE 67 _
[{3,5-Dbr OMFé%}(é& chl or o- benzoyl ) - 4- hydr oxy- phenoxy] - phenyl ) - (4-h

ydroxy- 15 piesoRitarREd Ny h)daw1y D6,
400MHzZ) : 4. ng s), 21!7%3,3H&yd%1?]&g e @ﬁéﬁﬁ‘éﬁé’% X&%%}%
7.57(2H, d, XH%;HOXYCBGWD amlmha@tmml)i 7.83(2H, s) %VYield: 42 %
EXANPLE {6&+! ]

({3, 5- Di br orr%q\iM[R OOSRPS: 00haHz): 3 Q4 bk 333 4 En Bo 92k el FCH. 4,
et hoxycar boﬁ‘y$ 4Hzl b33 h delF&A4Hm)| 801,088, ) DVISOX D6 ,s) 400MHz)

1. 14(3H, ,%Jggad%@ 4.05-4.11(2H, q, J=6.8Hz & 6. 8Hz) 4. 22( 2H,

s), 6.71(1H, 4Hz), 6.92-6.96(2H, m), 7.57(2H, d, J=8.4Hz),
7.68-7. 71( BXAMPIZB6% Vi el d: 98 % EXAVPLE 69

({3,5-Dich10ro-4—{4-hydroxy~3—(3-methyl—benzoyl)-phenoxy]-phenyl}—
15 ethoxycarbonyl-amino)-acetic acid
'H NMR: (CDCl, 400MHz): 1.36(3H, m), 2.40(3H, s), 4.19(2H, m), 4.29(2H, s), 6.99-
7.093H, m), 7.28 -7.35(4H, m), 7.44-7.51(2H, m)
% Yield: 83%
EXAMPLE 63+
20 {{3,5-Dichloro-4-[4-hydroxy-3-(pyrrolidine-1 -sulfonyl)—phenox'y] -phenyl}-(4-
hydroxy-phenoxycarbonyl)-amino]-acetic acid
'"H NMR: (DMSO-D6, 400MHz): 1.71(4H, t, J=6.4Hz), 3.22(4H, t, J=6.0Hz), 4.46(2H,
5), 6.73(2H, d, J=8.4Hz), 6.93(2H, d, J=8.4Hz), 6.99-7.07(3H, m), 7.72(2H, s)
% Yield : 52%
25 EXAMPLE 64
{[3,5-Dichloro-4-(4-hydroxy-3 -isobutoxy-phenoxy)-phenyl}-ethoxycarbonyl-amino} -
acetic acid
'H NMR: (CDCI, 400MHz): 1.04(6H, d, J=6.8Hz), 1.25(3H, t, J=6.6Hz), 2.08-
2.17(1H, m), 3.79(2H, d, J=6.8Hz), 4.19-4.25(2H, q, 7=6.8Hz & 6.8Hz), 4.36(2H, s),
30 6.09-6.12(1H, dd, J=2.8Hz & 8.8Hz), 6.61(1H, d, J=2.8Hz), 6.76(1H, d, J=8.8Hz),
7.38(2H, s)
% Yield: 80%
EXAMPLE 65

39



({3,5-Di chl oro-4-[4-hydroxy- 3-(4-nmet hyl - benzoyl ) - phenoxy] - phenyl }
et hoxycar bonyl am no)-acetic acid IH NVR : (DVSO D6, 400MHz)

1. 14(3H, 47) . 2.36(3H, s), 4.06-4.12(2H q, ﬁi]@
6.8Hz), 4. é"ﬁ?@’@@ 6.68(1H d, J=2.4Hz), 6.92-6. 98(2H‘]C ,%’“%8‘(9%,
d, J=8Hz), 7.55-7.59(4H, m) %VYield : 95 % EXAVPLE 70 40 WO

2008/ 062469 PCT/ | N2007/ 000493 [ {

3, 5-Dichlor 0{[45Lﬁmﬁbb%-@>(y-c§cz£€ex§fﬁﬁ &% £et &’r}é!é% Pg&%mﬂﬁﬁﬁ%ﬁé@&bmﬂ-

- (4- hydr oxy- phenoxycar bonyI -am noJ -
400MHz) : 2. Pigp}-aedfic agidp2(2H, s), 6.53(1H, s), 6.60-6.65(2H, :

daabey . 5y IURCHES My Ml oseet T 65 adlh 31%%3;%6(5‘14 m),

Exanpl e 71 3.81(2H, d, J=6Hz), 4.21- 4.26(2H, q, J=6.8Hz & 72Hz),438(2H $), 6.09-6.12(1H,

[ 3,'5-Di ¢hl g0 pyl en 1] - ethoxycarbon
| - am no% g@é fzczilgzm ?@ﬁy%%ﬁfﬂf %‘ﬁz&)%?ﬁ% IYI HEE2H, 5)
19(6H, d, W¥beldHrd % 1.29-1.35(6H, m), 3.24-3 31(1H rr), 3. 76( 3H,
), 4.109- 4% ngﬁ, 4.31(2H, s), 6.43:6.46(IH, dd, J=2.8Hz &
8Hz) , 6)=8. 8Hz),  6.87(1H, d, J=2.8Hz), 7.38(2H, s)
Exanpl e 72 {35—D1ch10ro-4—4hd -3-(3-methyl- -(4- .
{[4-(4- Benzyl{oxy 3-1so0 r[op%;lmx en(oxnﬁ % %eng %"PS"%rPee‘&Ylf-(‘éﬁ%’SE?fféarb
onyl - ami no} PhanoXyeasborny )afélillﬂole@dﬁfyta@éter H NVR : (CDC13, 300 MHz):
I
421 4. 2N, MRksoie BNy ; S TEE 6 23078 bak orp Chdem b 260
% 8. 7Hz|) mJW?i(QPLd J—s:sﬁzamzaz(na 90 (61492, d,J=8.8443)7.3647 A6eaTt, (7 (.,
Exanpl e 4,
{[4-(3-sec- 63?%? Z? m%t hoxy- phenoxy) - 3, 5-di chl or o- phenyl ] - et hoxycar bon
yl - am no} - liEIaG‘Fd et hyl ester 1H NVR @ (CDC13, 300MHz) :
0.83(3H t, 17 éé}mH d, J=6.93Hz), 1.23- 1.26(2(, m,
1. 28- 1. 33( 4K %! fﬁmgé- -(@-sprboro-beyzoyh-4pbydsophanoxylyphegyl 34 Birosy-
4. 18- 4127 ( HdnoRoarton 1;)_@31(111059)3“5%{1@ 6.49(1(, dd, J=3:0Hz & 8.79Hz),
6. 74(111, d, J=8, 6Hz)§ é 8(1H d, J=2. 9l Hz), 7.47(2(, s) Exanple
22 H NMR: (DMSO- D6 400MHz): 4.43(2H, s), 6.73(3H, d, J=8.8Hz), 6.90-6.95(4H, m),
7.57(2H, d, 1=8.4Hz), 7.68(2H, d, J= =8.4Hz), 7.83(2H, s)
% Yield: 42 %
EXAMPLE 68
20 ({3,5-Dibromo-4~{3-(4-chloro—bcnzoyl)-4'-hydroxy-phenoxy]»phenyi} ethoxycarbonyi-
amino)-acetic acid
'H NMR; (DMSO-D6, 400MHz): 1.14(3H, t, J=6.8Hz), 4.05-4.11(2H, q, J=6.8Hz &
6.8Hz), 4.22(2H, s), 6.71(1H, d, J=2.4Hz), 6.92-6.96(2H, m), 7.57(2H, d, J=8.4Hz),
7.68-7.71(4H, n)
25 % Yield: 98 %
EXAMPLE 69
({3,5-Dichloro~4—[4-hydroxy-3—(4-methy1—benzoyl)—phenoxy]-phenyl}-
ethoxycarbonyl-amino)-acetic acid
'H NMR : (DMSO-D6, 400MHz) : 1.14(3H, t, J=7Hz), 2.36(3H, s), 4.06-4.12(2H, q,
30 J=6.8Hz & 6.8Hz), 4.32(2H, s), 6.68(1H, d, J=2.4Hz), 6.92-6.98(2H, m), 7.30(2H, 4,
J=8Hz), 7.55-7.59(4H, m)
% Yield : 95 %
EXAMPLE 70

{
y
1.
s
8.
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{[4- (3-Benzyl - 4- met hoxy- phenoxy) - 3, 5- di chl or o- phenyl ] - et hoxycar bonyl -

am no}- acetic acid ethyl ester 1H NVR (CDC13, 300MHz):

1.25-1. 38( 7(3(, s), 3.93(2H s), 4.12-4.30(6

6.54-6. 57(%1%"9%%,2‘%3:3. 09Hz & 8.7Hz), 6.69-6.75(2(, m %9@‘&9@‘%‘8%,

m, 7.45(2H, s) 41 WD 2008/ 062469 PCT/ | N2007/ 000493 Exanple 75

({4-[3-(Bicyclo[2.2.1] hept - 2-yl car banoyl ) - 4- met hoxy- phenoxy] - 3, 5-di ch

| or o- pheny| }{3.éilhicklpcadfbhydroayB (e malegiteaz@t)-sheabty ! phest B4-hiHR

(CDC13, 300!\4—%}0: 1.&3- . 19{1 1, r%% 1.26-1.31(7H, m, 1.50(2H, m, 5

1.54(3H, m P §3é°-ai.‘§’§?3rﬂﬂ?l %51%‘33‘2‘? 2H, s), 3.93(3H, s), :

4. 18- 4. 27( 4HI NMRJI @IVBLR6 8400 HAH2 BA(H 359,(42@(5151) 9y @3‘@%&1& i, 6?60—6]65(2%-{
=2. e

J=8.88Hz), 7.0 o 0.37(2H, s), 7. 61 1H, d, Exa 6
{ Vo f D86 76N, 5 6 85 63, iy, 680 SRBH, s T VoL e TP Sy
[ 3,5-D chl oy gy ma;ﬂmz)%‘MHggﬁy- phenoxy) - phenyl ] - et hoxycar bonyl - am
ino}-acetic_ 10 acid ethyl ‘estef 1H NVR (CDC13, 300MHz): 1.17(3H t,-

3,
no

=7.5Hz), 170¥iekd fg(%BH, n), 1.28-1.33(3H, n) 2.56-2.64(2H q,

=7. 44Hz &dﬁxéggg).ﬁ 3.78(3., s), 4.22-4.29(4., m), 4.31(2H, s) 6.50-
.54(1., dd, J= B & s, 79Hz), 6.71(1H, d, J=8.8Hz), 6.77(1H, d,
J=3Hz), 7{BR%-DitHd9ro-4G-Beganpylet-méthpxy-phenoxy)-phenyl]-ethoxycarbonyl-amino}-

[ 3,5-Di chl oL .-04- 3e- di mett hyl car banoyl - 4- net hoxy- phenoxy) - phenyl ] - et hox
ycar bonyl - "a A6 -5‘8’&??? acid ethyl ester '"H NVR (CDCl 3, 300MHz):

1. 24- 1. B3( &1 NMIR: (D84, 300M3z): B19@EB3 d, JS§.4H3), AAB1.35@H, mf 3.24-3.31|51H,
4.19-4.29(4., % 4.31( 2H, sé 6.70 SlH d, J=2.7Hz121, 6. 812 6. 90(2h,
M, 7.38(2M)> yBH. Bkdipl-8 256 )3 451 BRMD0PG3H.4681H, dd, J=2.8Hz & 8.8Hz),
- cycl obut yk gef1pRaDys: Bopiyr CBE@ - |3y

et hoxycar bon?/{-ém’ no}ﬁ%%% sz()igéia’g&gt y @f@ ;)H NVR: ( CDC13,
300MHz) : 1.EsamplgZ26H n), 1.77-1.80(2H m), 1.91-1.97(2H, m,

2.41(21-1, (Rsh. 3B, Shanidnf s 4, =6. 93Kz & 7. 08

4 302, 5f iU BPIRSES ootttk siqnihehel b Ay tafipnyl i

m, 7.33( 24etispcid BilGDEdd, s) Exanple 79 :

(L3, o D chisphdut { folBhi ooy ol P el 8 b BB P ket £ P SHLS4h-
3.40(1H, m), 4.21-4.24(4H, m), 4.31(2H, s), 5.01(2H, s), 6.41-6.45(1H, dd, J=2.9Hz &
8.7Hz), 6:77(1H, d, J=8.9Hz), 6.90(1H, d, J=2.4Hz), 7.34-7.44(7H, m)

Example 73

owLG—

20 {{4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-ethoxycarbonyl-amino} -
acetic acid ethyl ester
"H NMR : (CDCL, 300MHz) : 0.83(3H, t, J=7.35Hz), 1.16(3H, d, J=6.93Hz), 1.23-
1.26(2H, m), 1.28-1.33(4H, m), 1.33-1.53(2H, m), 3.03-3.10(1H, m), 3.77(3H, s), 4.18-
4.27(4H, m), 4.31(2H, ;), 6.45-6.49(1H, dd, J=3.0Hz & 8.79Hz), 6.74(1H, d, }=8.6Hz),
25 6.8(1H, d, J=2.91Hz), 7.47(2H, 5)
Example 74
{[4-(3-Benzyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-ethoxycarbonyl-amino } -
acetic acid ethyl ester
'H NMR: (CDCls, 300MHz): 1.25-1.38(6H, m), 3.7(3H, s), 3.93(2H, s), 4.12-4.30(6H,
30 m), 6.54-6.57(1H, dd, J=3.09Hz & 8.7Hz), 6.69-6.75(2H, m), 7.17-7.36(5H, m),
7.45(2H, ) |

4]



'H NMR : (DVBO-D6, 300MHz) : 0.85(3., t, J=7.32Hz), 1.13-1.22(6., m,
1.44- 30 1.52(2., m), 2.44-2.48(2., m), 3.71(3., s), 4.07-4.19(4.,
nm, 4.43(2 8- 6.52(1H, dd, J=3.09Hz & 8.85Hz), 6.68(1H d
J=3Hz), e.g’é’(@’f"’ﬁg‘fﬁﬂ\lzs. OHz), 7.56(2H, s) Exanple 80 4‘2&@2{'07"’”"493
2008/ 062469 PCT/ 1N2007/ 000493

{[3,5-D chl oro-4-(3-isopropyl car banoyl - 4- met hoxy- phenoxy) - phenyl | -
et hoxycar b%géj(‘l21 z;}m"%o}-aceti c acid ethyl ester 1H NWR : (CDC13,
300MHz) : PP 734(1211, m), 3.95(311, s), 4.20-4.27(511, m,

3. \3 ég iii g{4-536%E90'94§(clc;ﬂz.52dl,}heb%arﬂhar?-ﬁn@ﬂ@-hﬂexhdﬁ&ph&&@ﬂ-3l'i~diﬂlloro—pheny1}—

. , = a e .

[ 3, 5-Di chl GPW‘JEQFP@%HB@@%B‘}Bﬁ‘éﬁfiﬂ‘g’@%@oxy) - phenyl ] - et hoxycar bonyl - a
m no} - acetyd qvpRi: dcaddiy) 3@@%1%):%1%99%2&1.%@%@){ 1%%,235@;(231’%(1%
m, 3.76(311, }s:‘) 4,20-4.28(411, , .30& 11, ?1 .éo% 11, d,
J=3Hz), 56. BS#@H, mg, 1.§2-4.88¢CHN, mp BIA(AMY $)n§.953(BFae), #118-4.4Y(4Hy 926=7.0281z &

7. 41( 4H, 5Q¢ doy k= 31 2
(13, 5- D chl o2 PR S D T T D LTS, PO A0 GH i <
} - et hoxycalH3dilde) - ami no) - acetic acidethyl ester 1H NVR (CDC13,
300MHz) 23-& (6H, m, 3.69(311, s), 4.20-4.28(411, m), 15
4. 30( 2H, s;E,"aB‘P ?11, d, J=3Hz), 6.90-7.0(2H, n); 7.07-7.13(2H m,
7.38(2H, sX[3,5-Dékloré-BE-2hyl-49metoamphendcds)-phenyl]-ethoxycarbonyl-amino }-acetic
{[3,5-Dichl ar,o- 4-£3- di et hyl car banoyl - 4- net hoxy- phenoxy) - phenyl ] - et hox
ycar bort§! - 2gfiehel esfeti c: "acid ethyl ester 20 1H NVR : ( DMSO- D6,
300M1z) : @1 RAMRBKCDIC);, 356MSEE) 1.1 A3 A/ $+8,51z), 24-13%3H, th), 1238-1L323H6H
nm, 3.01-3.03 4H!(tr’r),33. 72(311, :%:% 121. 02-4.)18§41%an1")_1, i 43(21%(, sg ,)
6.51(1H, B-6-38428 q, &7 . §6(-4 11z gt 78(3H3 8z 4 @2A-BHHELmp A3 H3H, 9, 6.50-
J=9Hz), 7. L 8) B e _ _
(13, 5. b oh ofer P R RO A0 T S & o922 SR by
] - phenyl } -7.3%%2Bshoxycar bonyl - ami no) - acetic acid ethyl ester 1H NVR :
(coc1s, 33?194[—1[25)1 571.23-1.321(6H, m), 3.77(311, s), 4.22-4.28(411, n),
43028 SPIRAToH s), 6.92-6.97(3H, m), 7.38(2H, s) Exanple 85
{{3,5-Dichloro-4-(3-dimethylcarbamoy!-4-methoxy-phenoxy)-phenyl]-ethoxycarbonyl-

amino}-acetic acid ethyl ester
'H NMR: (CDCl3, 300MHz): 1.24-1.33(6H, m), 2.84(3H, s), 3.08(3H, s), 3.79(3H, s),
4.19-4.29(4H, m), 4 31(2H, s), 6.70 (1H, d, }=2.7Hz), 6.81-6.90(2H, m), 7.38(2H, s)
20 Example 78
{[3,5-Dichloro-4-(3-cyclobutylcarbamoyl-4-methoxy-phenoxy)-phenyl]-
ethoxycarbonyl-amino }-acetic acid ethyl ester
'H NMR: (CDCls, 300MHz): 1.23-1.34(6H, m), 1.77-1.80(2H, m), 1.91-1.97(2H, m),
241(2H, bs), 3.95(3H, s), 4.20-4.27(4H, q, J=6.93Hz & 7.08Hz), 4.30(2H, s), 4.47-
25  4.55(1H, m), 6.94(1H, d, J=8.9Hz), 7.03(1H, m), 7.37(2H, s), 7.60(1H, s)
Example 79
{[3,5 -Dichlo,ro-4-(4I-methoxy~3 -propyl-phenoxy)-phenylj-ethoxycarbonyl-amino }~
acetic acid ethyl ester
'H NMR : (DMSO-D6, 300MHz) : 0.85(3H, t, J=7.32Hz), 1.13-1.22(6H, m), 1.44-
30 1.52(2H, m), 2.44-2.48(2H, m), 3.71(3H, s), 4.07-4.19(4H, m), 4.43(2H, s), 6.48-
6.52(1H, dd, J=3.09Hz & 8.85Hz), 6.68(1H, d, J=3Hz), 6.86(1H, d, ]=8.9Hz), 7.56(2H,
s) '
Example 80
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{
[ 4- (3-sec-Butyl - 4- net hoxy- phenoxy) - 3, 5- di et hyl - phenyl ] - et hoxycar bony

| -am no} - acid et hyI ester 1H NMR (CDCl 3, 30
0. 83(611, t@ﬂ)%ﬁ%&dﬁ% 1.03-1.32(6H, m, 1.49-1.60(211, Q%ﬁzm“"’“”"m

2.10(611, s), 3.11-3.18(111, n), 4.20-4.27(411, n), 4. 31(211, s),
4.99(211, s), 6.37(111, d, J=6 Hz), 6.74(211, d, J=8.7Hz), 7.02(211,

{S) , 7.31-7. &’3?’(5%14:11!01:9 4@-1%91’(%990%%%%?{ ~me%|gxly'\1|3%1%gg}£y - ?1 ?I]- Exanpl e 86

[ 3, 5- Di chl catip»deqrbonyidalming}-efit eciyllettal Basroy| - phenoxy) - phenyl ] - et hoxyc
b | - i I t ' : 3,. 30 :

T 2600, 20( of AR Sdcuia i dnfiy; 182 Taac Ty, X9 pdofd 2GH, m)

7.01(1H, d 43]1{93,1@)6 97(1&%71 D390, ), IB2(1 B 7800, d, J=6.9Hz)

7.62-7. 70(}% nrl(5
({3, 5- D°chi¥1mple §l3. (4 chI oro benzoy! ) - 4- met hoxy- phenoxy] - pheny!

T g e T L e e e i A T
4.31(2H sycets giighdeste11, n), 6.92(1H d, J=8.8Hz), 6.97-7.01(111,
, 7.38-71 ZM? ! P (2
(n}3 5-Di chlgir o- -[3@}93 Cfl%é\%ﬁ{zl’ e'r11z%o§/f1%§<aﬁB’rrtet7%g3 e‘%]%(;(ﬁ]%ﬁ)%nm)’}
- et hoxycaric®idi,.-fi. 30§ ) Had eB Bz ) 6183 (B, hy I=23HE), 6;95(1H-Inﬁ§L\/R26(I(PEBQJ.”BQ9~
300MHz el 3 3H, , 4.19-4.29(4H, ,  4.32(2H,
s), Qg(1#4213‘?&3“3%@?2‘%@%?77&%&(3(2H, Si) n), 7.30-7.210(3H,mn'), 7.5(1(2H,
Ex | Ex@thple 82
[8%4 (3arsr20b€ i : ma%?g) henoxy) - 3, 5-di chl or o- phenyl ] - ( 4- met hoxy-
phenoxycar 1%:3% ﬂ?“‘%‘ﬁf‘}’i 1 'Z%'QE‘PE’ ~brozeyl é‘f‘ﬂ?ffth@%’t@e@’éﬁ’] nhemhethoefm@a@yl—
300MHz) 0. 836 acéhcal;rd%t@rlégter 1.16(3H, d, J 7.2Hz), 1.23- 1.34(3H,

m, 1.48-1,62(2H 09( 1Hd53 76(3H, s), 3.79(3H s).
4.27- 4. 292121@\4%( HCBQGQQMH@) 183 %GHB@H3 QR3] SR HE2 G4 28(AHE ) m),

> 0acart o 3CLShas i, Brat, Son T8 wyey §R 0 m) Ths(0H )9, 7.51-

({4-[3- (4-786(2IBm)y| - benzoyl ) - 4- met hoxy- phenoxy] - 3, 5- di chl or o- phenyl }
- et hoxyc¥ bonlﬁl %m no) - acetl c acid ethyl ester 'H NVR (CDCL3,
300MHz) °8 6H m), 1.35(911, s). 3.7(3H s), 4. 15-4.28(4H,

m, 4.29( 23, $D1chﬁ)r82§(31dxeth§ﬂcarb§m8§ﬂ- H.RMHo2Y phedaxyY-pBedybthéWycarbonyl-
7.43-7.50( 2H’nosr)acetm a<315d ethyl ester
20 'H NMR : (DMSO-D6, 300MHz) : 0.91(3H, t, J=6.9Hz), 1.07(3H, t, =7.0Hz), 1.12-
1.22(6H, m), 3.01-3.03(4H, m), 3.72(3H, s), 4.02-4.18(4H, m), 4.43(2H, s), 6.51(1H, d,
J=3Hz), 6.84-6.88(1H, dd, J=3Hz & 9Hz), 7.04(1H, d, J=9Hz), 7.58(2H, s)
Example 84
({3,5-Dichloro-4-[3-(5-chloro-thiophene-2-carbonyl)-4-methoxy-phenoxy}-phenyl }-
25  ethoxycarbonyl-amino)-acetic acid ethyl ester
'H NMR : (CDCls, 300MHz) : 1.23-1.321(6H, m), 3.77(3H, s), 4.22-4.28(4H, m),
4.30(2H, ), 6.84(2H, s), 6.92-6.97(3H, m), 7.2&8(21-1, s)
Example 85
{[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dimethyl-phenyl]-ethoxycarbonyl-amino } -
30  acetic acid ethyl ester |
'"H NMR: (CDCl3, 300MHz): 0.83(6H, t, J=6.2Hz), 1.03-1.32(6H, m), 1.49-1.60(2H, m),
2.10(6H, s), 3.11-3.18(1H, m), 4.20-4.27(4H, m), 4.31(2H, s), 4.99(2H, s), 6.37(1H, d,
J=6 Hz), 6.74(2H, d, J=8.7Hz), 7.02(2H, ), 7.31-7.43(5H, m)
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7.78(2H, m) 30 Exanple 91 {
[ 4- (3-sec-Butyl - 4- net hoxy- phenoxy) - 3, 5- di chl or o- phenyl ] - et hoxycar bony

| met hyl iC aC| d ethyl ester 44 WO 2008/ 0624
PCT/lNzoogwg(}’gﬁsé@%h (CDCI 3, 400MHz) 0. 83(311, t p@“‘%“ﬂ‘k@f"“”’
1.15(3H, d, J=6.8Hz), 1. 24 1.28(6H, m), 1.5-1.6(211, n),
3.04-3.05(111, n), 3.76(311, s), 4.10(4H, s), 4.22-4.28(4H ny,
6.44-6.47(1H, dd, J=2.8Hz & 8.8Hz), 6.59(211, s), 6.69(1H d,

J=9. 2Hz), &xrople86 4, J=3.2Hz) 5 Exanple 92

3, 5-Di chl %% ol
((ai hoxycar bogg%ngi&%régm@%%g%%tg:%g%%%aé et hy:isﬁest er aletm}?%%%%yl,
300MHz) 1. 2amincpgcgiclacid§thylEsgs(-3H, s), 4.09(4H, s), 4 14- 4.31(4H,

M, 6 57(2H B @gg%@ﬁ{ o agsT 29882y, HoadEl- §3H9.428¢411, m),

7.75(211, d,
[[ 3, 5- Di £hl 63228, §B7.DSGH, dpwma,rmgqmy(zphaapw; 7[3|§'G4HI|11]1)- Q’@@T(}(ﬁlﬂym)

phenoxycarl%%él 3,51 no] -acetic acid ethyl ester "HN (CDC

300MHz) ?;’6%1? , J=6.84Hz), 1.28-1.34(311, n), 3. 25 3. 30(111 15
m, 3. 77( 3H{39)}DicBlof84JBh (4 chlord-bafzodl) ALndthd Ay Pteddf et bonyl-
T il e A T M LI I 5 M

6. 86- 6. 89( 3AMInOyfcetio agideshy] ester  j=g 79Hz), 7.50(211, s) Exarrpl e 94
[[4-(3-tertyBagvk- 4@BICRO00RNENOXY 183y @éﬁhmr@&@@y%fg?&@

20 phenoxy car bo}r:lygg am noj -aceti'c acid ethyl ést
300MHz) 16 14-382 C3210-86GLH, m)36p2(1H, dsj=8.8H2)86.3%7. @XIH,SrnTQV(mﬂZ@H

4. 29(211 6. 40-6. 44(111, dd, J=3Hz & 8. 79Hz),
6.7(IH d, f%lg“vszgﬁ(z%%ﬁ 5888(211 d, J=8.67Hz), 6.99-7.06(311, m,
7.50(211, Exafplr§ e 95 25

EEE ﬁ0>5<yDl Sﬂl ﬁé§ﬁ§§§6 ﬁ? (g%ﬁ%ilorgﬁp@fbé%%?ﬁ&% ;H%eﬁé}?iﬂv ’EYQ nyl ] -(4-m

(CDCI( 3, 4004urdz<)ycarbaﬂg,(1:ﬂmm<s)raoéﬁaac12bu@1esz?er83(611 s), 3.79(3H, S)
3. 89( 3H 6. 59-

S 4 2H 211
38903, D 1R 2hepy, Dol G5 S MR T SR S,
4 32(2H, s), 6.86(1H, d, J=9Hz), 7.05-7.15(2H, m), 7.30-7.40(3H, m), 7.51(2H, s)

Example 89
[[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-(4-methoxy-
phenoxycarbenyl)-amino]-acetic acid ethyl ester
20 'H NMR : (CDCl, 300MHz) : 0.83(3H, t, J=7.5Hz), 1.16(3H, d, J=7.2Hz), 1.23-
1.34(3H, m), 1.48-1.62(ZH, m) , 3.02-3.09(1H, m), 3.76(3H, s), 3.79(3H, s), 4.27-
4.29(2H, m), 4.39(2H, bs), 6.44-6.48(1H, dd, J=3Hz & 8.7Hz), 6.70(1H, d, J=8.7Hz),
6.82(1H, d, J=3Hz), 6.88(2H, d, J=8.7Hz), 7.05(2H, d, J=8.7Hz), 7.49(2H, s)
Example 90
25  ({4-[3-(4-tert-Butyl-benzoyl)-4-methoxy-phenoxyl-3,5-dichloro-phenyi}-
ethoxycarbonyl-amino)-acetic acid ethyl ester
'H NMR: (CDCl3, 300MHz): 1.28-1.32(6H, m), 1.35(9H, s), 3.7(3H, s), 4.15-4.28(4H,
m), 4.29(2H, s), 6.82(1H, m), 6.91-6.94(2ZH, m), 7.37(2H, m), 7.43-7.50(2H, m), 7.75-
7.78(2H, m)
30 Example 91
{[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-ethoxycarbonylmethyl-

amino}~-acetic acid ethyl ester
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30 Exanple 96
[[3,5-Dichloro-4-(3-dinethyl carbanoyl - 4- met hoxy- phenoxy) - phenyl ] - (4-m

et hoxy- phw‘fék‘%nyl) am no] acetic acid ethyl esterpépm}%mom%

2008/ 06246 07/ 000493 ' H NMR : (CDC13, 300MHz)
1.29- 1. 34( 311, n) 2.84(3H, s), 3.08(311, s), 3.8(611, s),
4.20-4.29(211, m), 4.40 (211, 's), 6.71(111, d, J=2.64Hz),
6 82- 6. 89( 7.05

D155 D ot aﬁ"&fk[ (SR Hro fONH paEI GRS 12 7sfﬁ3:f>oayﬁfs%heﬂ‘£x@§ﬂahér%ﬂr

}-(4- nmetho X r i )
(Cbe13, 400?\%2 @PPHB 1/951 §}6’}nb FpA. @@]5%1%?1{) QZK s)ﬁr;;fl!og&?% o122 bz%
m, 3.79(3M), &34 6:478185( 31111 *%&HZ& 9.8Hz), sGORH,, 5)r§-69AH46( 52_19121'{4)5§ 78(1H
6.87(211, dd J\lggl,)%:[g) 6.93(111, d, J=8.8Hz), 6.99-7.05(3H, m,
7.40(111, d,”"J=%. , 7.51(211, s) 10 Exanple 98

[[4-(3- Isorﬂxapu;lle% nmet hoxy- phenoxy) - 3, 5- di et hyI phenyl ] - (4- met hoxy-

h b d th | . est CDC13
400MHZ) © 1. @3%@@“@‘%&%&&@ byl hep SR o ATl s
ggggggg Ilétﬂgx bhoRyli# mirfg)-acéticsbidetiyl (eBtEfL m, 4. 38(211 s),

S s tns g sarg1eBY, esggf‘@%a(;g# 1,%9?65 33 SHCHE (9o £ OV o), 414

7. 14(2H, s)4, I8), ¥)57(2H, m), 6.84-6.94(3H, m), 7.40Q2H, d, J=8.43Hz), 7.75(2H,
[{4-]3-(4- te%@ggt@l bergzo Injl) - et h o(xy Sn)enoxy -3, 5-di ch g)ro ph(eny '}

- (4- rret Ffbxy1—3|6ﬁéﬁé)xycar bonyl) am no] -acetic acid ethyl ester 20 'H
NVR : amﬁP . 1.24-1.33(1211, n), 3.70(311, s), 3.79(311,
s), 4. 27 2 4 37 (2H, s), 6.83-6.94(511, n), 7.03(2H, d,

J=8. 4] - | z) 2, 54]Zlicﬁlfb,rod (3dscibrelpyt Y methdxyagh{edady)-pheny (46 dbLy- d

J=8. 4Hz)

[{3,5-Di Chl;g‘ggo@cr%o?ﬁ) R G Bi AA FIYLESI8E hoxy- phenoxy] - phenyl } - ( 4-
?ecég%y 4?)3}@2“% nggm{ mmqbﬂaaea%ssm@),d mhya(sezshgr 3. 29-N\DRIH,

4.27(21% } 7@5(2951 35739(3% g)a %2@(1@2@}1 649@%; @sﬁ,( %ﬁ?&%@(;ﬁz 'dd,

gb38( 211, dJ-3ub3?1z%|8)79H%) B(edtier, & =8 891AH26 Ebis%sa(slﬁﬁnﬁ HZ05 (22X -8 7613,
[[ 3, 5- Di chlB¥®2H,3-i sopr opyl sul f amoyl - 4- i net hoxy- phenoxy) - phenyl ] - (4

- et hoxy- Example 94
[[4-(3-tert-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl}-(4-methoxy-
20  phenoxycarbonyl)-aminoj-acetic acid ethyl cster
'H NMR : (CDClL, 300MHz) : 1.26-1.29(3H, m), 1.35(9H, s), 3.78(3H, s), 3.79(3H, s),
4.29(24, m), 4.39(2H, bs), 6.40-6.44(1H, dd, F=3Hz & 8.79Hz), 6.7(1H, d, J=8.85Hz),
6.88(2H, d, J=8.67Hz), 6.99-7.06(3H, m), 7.50(2H, s)
Example 95 '
25 [[3,5-Dichlore-4-(3-dimethylsulfamoyl-4-methoxy-phenoxy)-phenyl}-(4-methoxy-
phenoxycarbonyl)-amino]-acetic acid ethyl ester
'H NMR : (CDCl;, 400MHz) : 1.14(3H, t, J=11.2Hz), 2.83(6H, s), 3.79(3H, s),
3.89(3H, s), 4.292H, m), 4.40(2H, bs), 6.59-6.86(2H, m), 6.95(2H, d, J=9.2Hz),
7.04(2H, d, J=8.8Hz), 7.41(1H, s), 7.51(2H, s}
30 Example 96
[13,5-Dichloro-4-(3-dimethylcarbamoyl-4-methoxy-phenoxy)-phenyl]-(4-methoxy-

phenoxycarbonyl)-amino}-acetic acid ethyl ester
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phenoxycar bonyl )-arri no] -acetic acid ethyl ester 46 WO 2008/ 062469
PCT/ | N2007/ 000493 'H NIVR (CDC13, 400MHz) : 1.05(6H, d, J=6.8Hz),

1.32(3H, 3.45(1H, m, 3.79(3H s),
4. 28( 2H, bwolz”%‘%li_%)éH s) 6.87(2H, d, J=8.8Hz). 6. 96(1?—&‘(’3‘!3‘”"7%}”’493
J=8.8Hz), 7.04(3H, d, J=8.8Hz), 7.41(1H, d, J=2 8Hz), 7.52(2H s)

Exarrpl e 102 5

3, 5- Di chl dronge 3¢ I
Hlyl - aano) acetFl(c %%:dlj% 3%@522?2?3%%@)’ % Qm )ffgcgggﬂ;m;
1.16(3H; t, 420r489@F m)1448 (2H39)g SH1(1H,,d, 2—584122)66(82#6; 89(m)1,m$ TB$@H, 4,

s), 4.11(4H (4H, q, J=6.8Hz & 7.2Hz), 6.52-6.53(1H m,
6. 60(2H, s), g@éﬂ@%ﬁs.sm), 6.74(1h, d, J=3.4Hz) 10 Exanple 103

[ {3, 5- Di chl Bxample[93- ( 3- chl or o- benzoyl ) - 4- met hoxy- phenoxy] - phenyl } - (4-
met ho phe am no cet acid ethyl ester 1H NVR
(CDC1)?(>y 360 I\Hé R &B Xi)‘ >'] 7 1P%‘{d6%"(blﬂﬂf°§l)‘yl ypéw‘?‘%%ﬂhe@l}-(4~

4. 27(2H, bs)nethoﬂiyq:ﬁeﬂo}é}'ﬁﬁrzbhyljrhmnﬁ}i&@et a%ﬁ{(éﬂy;l; , 6.93(1H, d,

J=8. 4Hz) , Iﬁ 0& {2 rrz) 50-7.53(3H, m,
7.64-7.66(1 QI?WR 1;’%131 OD%H@xéﬁ@rle”‘l:(@zL m) 1.50-1.52(3H, m), 3.17-3.2(4H, m),

3, 5- Di chl 4-
(3,501 ohy ormati (3, ol acet o ot o Gt ML QAR b P s,
400MAHz) : %@%ﬂéﬁf J58. HZ)76&9E7)05(1H3(1)25140(1,H,ﬂ;7—~22ﬁ¢) 731814, sp0

2.63(2l by %xa f;i 25412 & 7.6 112), 3.78(61l, s), 4.28(2H ), 4.39(2H,

s), 6.50-6.53(1H ~dd, J=3.2Hz & 8.8Hz), 6.7(1H d, J=8.8Hz),

EX 77( |1H 13 )5 [[‘B(%B‘Qﬁﬁ?yld’r-mé&ﬁ:&%h%oxﬂBGﬁiﬂlbthyliphahyﬁ (@HBathoxk~S0( 2H, s)
a e

[[3”g D chl BFBOR RO rENsImcstierst shylastiky) - phenyl | - (4- met hoxy- 25

phenoxycar bihNNMRaCDa)s; aoaltmz)a@ud(@l |’H¥|J*6% 5, Loh- 'N"slBg.Ii 9991%312(3}12 ),

100E) LR R s ATl o s Hosk sa0s syt 1o, s
673 gg g %8%4&8;”2}{1:;956%(112“(4( SJIFI? ”é#oxplﬁed%gggg%lém%s(zﬂ m), 7.03-

[[4-(3-Benz h®noxy) - 3, 5- di chl or o- phenyl ] - (4- net hoxy-

phenoxycar ggg%b g?n no] - aceti c aci d ethyl ester 1H NWVR : (CDC13i

400MHz) : 1.24-1.33(3(, m, 3.75(3(, s), 3.79(3(, s), 3.93(2(, s),
[{4-[3-(4- tert-Butyl—benzoyl) ~-4-methoxy-phenoxy]-3,5-dichloro-phenyl}-(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester
20 'H NMR : (CDCL, 400MHz) : 1.24-1.33(12H, m), 3.70(3H, s), 3.79(3H, s), 4.27(2H,
s), 437 (2H, s), 6.83-6.94(5H, m), 7.03(2H, d, J=8.4Hz), 7.44(2H, d, J=8.4Hz), .
7.49(2H, s), 7.76(2H, 4, J=8 4Hz)
Example 100
[{3,5-Dichloro-4-[3 -(4-chloro-benzoyl)-4-methoxy-phenoxy]-phenyl }-(4-methoxy-
25  phenoxycarbonyl)-amino]-acetic acid ethyl ester
TH NMR: (CDCls, 400MHz): 1.24(3H, t, J=7.2Hz), 3.66(3H, s), 3.85(3H, s), 4.27(2H,
m), 4.38(2H, s), 6.86-6.9(4H, m), 6.98-7.04(3H, m), 7.38(2H, d; J=2.4Hz), 7.5(2H, s),
7.72(2H,d, J=6.8Hz)
Example 101 _
30 [[3,5-Dichlorc-4~(3-isopropylsulfamoy1-4-methqu-phenoxy)-phenyl]—(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester
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4.28-4.39(211, m), 4.42(2H, s), 6.54-6.57(1H, dd, J=2.8Hz & 8.8Hz),
6.69-6.74(2(, m, 47 WD 2008/062469 PCT/ 1 N2007/000493 6.87(211, d,
J=8. 8Hz) , d, J=8.4Hz), 7.13-7.18(311, nm), 7.22- :
7.47(211, %00%%‘??%163 107 Fed bl
[[3,5-Dichloro-4-(3-cycl obutyl sul fanoyl - 4- net hoxy- phenoxy) - phenyl ] - (4
-met hoxy- 5 phenoxycarbonyl)-am no]-acetic acid ethyl ester 'H NWR

CDC13, 400 gy | 1 J=7. i -1, 1,
(1. 69- 1. 75( 2&@,@“&% ,(&%ééa‘g”?.l‘%%%)é 139,5%4#?‘1» é“?@%%@i i',%géﬁ%‘,ls “‘=3T.=g)§@@i=13,-4~§)‘{5(lﬂ=
3.96(311, s, &72QRE), 33 ,14,%5%, 552;4.4 2ﬁ,7$)?$.%77&21{,dﬁ§8.§ﬁ?, 6.96(1H,
6.96(111, d, J=9 1,04(311, d,_ )=8 8z C37(1H, 4, J= .8Hz§,
7.52(211, s =I]r(§-%2?5‘rzé)p‘?”é Hod I8 $Hzp 1 4Hi(H5.d- dT28Hz), 7.52(21,5)
] hept - 2- y| silahg@YH2 - 4- met hoxy- phenoxy] - 3, 5- di chl or o- phenyl } -
(4- met hoxy- phenoxycar benyl ) - am no] -acetic acid ethyl ester '"H NWR :
(CDC13, 400 M‘D?C%@rgé:@7ﬁ@%)(li’lim,ethn?y-Pilﬂnw}’)ip@ylZHrhomyc;arﬁo@ﬁn&hgﬂ( 2H,

, 1.30-1 11 M) =] 40( 3H, , 3.09-3.11(1H, , 3.79(311,
3, 3. 94(3131?% %&uf?f%@?ze ,rr’r),( 4. 49211, bs), 6.(87(29, d, (
J=8.8Hz), 6.JOWMR1(COCLJ4Q0MHe) ; 1.T6GH, 7,.J66(63H), 1251528041, L.58).60(2H,

15228 S)ebemke, B9 bl SR [Pk oo s passan m,
(4- met hoxy- @eEB Y &bt \d, J=88iA0k 7agel d g-aaig) et hyl ester 20 'H NVR
(CDCl 3, 4og§¥Hz ](1)0398-1.00(211, m, 1.10-1.19(211, m), 1.30-1.39(511,

m, 2. 6s- 3 ), 2.17-2.20(211, nj), 3.09-3.14(111, m,
3. 79( 311, 5)3. 4 . d,
I8 at). & e R B S cntbi2relly-adhern ol Bhnp Findhbt
J=2. 8Hz), whepexyearbony)-mainehiaecticisidahyl ester

3, 5- Di chl! . - - - - (4
ot hoxy. ol (T N0 | ComT 2Pt mE B ARUe R SR0E QLT R, o5

(CDC13, 400ME$.45(2H, 28), 1.882¢.88(3H, m)), 6D370{,34,11=85)Hz) 36 8%(7304(3K) m), 7.34-
o 85 & 'Sa( ISR AL T A T Rl agfelY ) ¢ T T
7.78-7.81(Ridmpl¥)1030 Exanple 111
rethoxy-  PHERTRARIPBAGT SO PR POty
phenoxycarbonyl)-amino]-acetic acid ethyl ester
'H NMR : (CDCl, 400MHz) : L.I7(3H, {, J-7.4Hz), 1.3(2H, t, J=7.2Hz), 2.57-
20 2.63(21L, q, J=7.611z & 7.6 Ilz), 3.78(6HL, s), 4.28(2H, m), 4.39(2H, s), 6.50-6.53(1H,
dd, J=3.2Hz & 8.8Hz), 6.7(1H, d, J=8.8Hz), 6.77(1H, s), 6.88(2H, d, J=8.8Hz),
7.05(2H, d, J=8.8Hz), 7.50(2H, s)
Example 105
[[3,5-Dichloro-4-(6-methoxy-biphenyl-3-yloxy)-phenylj-(4-methoxy-
25  phenoxycarbonyl)-amino}-acetic acid ethyl ester
'H NMR: (CDCl3, 400MHz): 1.24-1.32(3H, t, J=7.0Hz), 3.76(3H, s), 3.79(3H, s), 4.27-
4.38(2H, m), 4.45(2H, bs), 6.76-6.79(1H, dd, I=3.2Hz & 8.8Hz), 6.86-6.89(4H, m),
7.04(2H, d, J=8.4Hz), 7.25-7.33(1H, m), 7.36-7.40(2H, m), 7.49-7.51(4H, m)
Example 106 '
30 [[4-(3-Benzyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-(4-methoxy-
phenoxycarbonyl)-amino]-acetic acid ethyl ester
'"H NMR : (CDCls, 400MHz) 1.24-1.33(3H, m), 3.75(3H, s), 3.79(3H, s}, 3.93(2H, s),
4.28-4.39(2H, m), 4.42(2H, s), 6.54-6.57(1H, dd, 7=2.8Hz & 8.8Hz), 6.69-6.74(2H, m),
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48 WD 2008/ 062469 PCT/ | N2007/ 000493 ' H NVR (CDCL3, 400MHz): 1.31(3H,
t, J=7.2Hz), 3.68(3H, s), 3.79(3H, s), 4.27(2H  bs), 4.45(2H bs),

6. 86- 6. 92( 02-7.11(3H, m), 7.49(2H, s), 7.81-7.84
Exanpl e 11 %08%62]69 b7 To3

4-[ 3- (Azepane-| -sul fonyl ) - 4- met hoxy- phenoxy] - 3, 5-di chl or o- phenyl }-(4-
met hoxy- 5 phenoxycarbonyl)-am no] acetic acid ethyl ester 'H NVR

CDC13, 400 1,32(3 Okz 60-1. 61( 4H
E)s), 3. 31- %Q’Mﬁ wﬁ"i( ﬂ@?@(‘%‘ }33 @é%)sﬁlf*s?gf*@ m)zﬁfl%i(%(ZH m),
4.47(2H, s)7.46¢BHsp. 92(3H, " 6.07-6. 99(1H, ). 7.04(2H d,

J=8.8Hz), 7.44(1H, d, J=3. 2Hz) 7.51(2H, s) Exanple 113 10
({4-]4- Benﬁﬂla&@’ 33'(1 et hyl - pr opoxy) - phenoxy] - 3, 5- di chl or o- phenyl } -

h bopyy|s- |
Roowy b DL AL sR5 4y Byeshidgas it 9o b SR g
m, 4.0% 4. nl@elpmarhonyk}-amﬂm]—e@a@m;detmesrbrs(2H s), 5.04(2H, s)

15 abe) 7 50RO Mol Lilany 0 200 ST 560k &, P42t

[ [ 4- ( 3- sec- Byt yPs-2.08@EHaxy 3 ph(ampny))sz’«g@musmmmmem@(]m( Cgrgrwah@ms)

EBSRA‘AXC?‘”@"%(%H&‘A?’}WJM% L. ., by Bhsald o MRS .

J=6. 8Hz) , lI=4!58Hz 6}05;2(5}1 2. 12(6H s), 3.01-3. 06(I H n), 3.74(3H
s), 3. 78(3@Fl 24 4 27(2H, m), 4.38-4.48(2H, ),
6. 35- 6. 48 EF193L2 8Hz & 8.8Hz), 6.66(1H, d, J=8.8Hz), 6.72(1H d,

J=2. 8HZ) g{ﬁf[ﬁ%mcy@!o[cJ:zﬁhéﬁzi-ylsllf%éﬁﬁ4~n§’etholcy8ph%&o>!ﬁ)3 5-Gichftté bheny R

Exanpl e
[[3, 5 Di chI(Gr%ﬁthﬂwwexm&@y?&-@ﬁﬁmmmethmwphenoxy) phenyl ]- (4

(Coc1s,” aoolkE R 1 eh BN T SPA 08GRh ), Fabl M mER R 1 a0 el .

m, 3.11- 3.3B8{.3{4H)m),3] 39(1316(3I$)m)339)®(33H(1H) m)4 259(§H29s§25+,94(m 8),

& o ot Haoch b iyl ol o B 0006 om0k . 7samanent

s) 30 Exarrmh)e?ﬂl@l}f &?752@1@ hyor o- 4.
[ 4- met hoxy- 3 (m)rBh i ne-4-sul fonyl) phenoxy] - phenyl } - (4-
met hoxy- p onyl) am no] -acetic acid ethyl ester 49

[{4-[3-(Bicyclo[2.2. 1]hept-2-ylsulfamoyl)-4-methoxy-phenoxy]-3,5-dibromo-phenyl} -
(4-methoxy-phenoxycarbonyl)-amino}-acetic acid ethyl ester
20 'H NMR: (CDCL, 400MHz): 0.98-1.00(2H, m), 1.10-1.19(2H, m), 1.30-1.39(5H, m),
2.03-2.04(2H, m), 2.17-220(2H, m), 3.09-3.14(1H, m), 3.79(3H, s), 3.94(3H, s),
4.29CH, m), 4.48(2H, s), 6.87(2H, d, J=8.4Hz), 6.96-6.99(1H, m), 7.05(34, d,
=8.8Hz), 7.39(1H, d, J=2.8Hz), 7.72(2H, 5)
Example 110
25 [{3,5-Dichloro-4-[4-methoxy-3-(4-methoxy-benzoyl)-phenoxyl-phenyl }-(4-methoxy-
phenoxycarbonyl)-amino]-acetic acid ethyl ester
"H NMR : (CDCl, 400MHz) : 1.28-1.32(3H, m), 3.70(3H, s), 3.81(3H, s), 3.86(3H, s),
4.26(2H, s), 4.37-4.452H, m), 6.83(1H, d, J=3.2Hz), 6.85-6.94(6H, m), 7.03(2H, d,
J=8.4Hz), 7.49(2H, s), 7.78-7.81(2H, m)
30 Example 111
[{3,5~Dichloro—4-[3—(4-ﬂqoro-benzoyl)—4—methoxy-phenoxy]»phenyl}-(4-methoxy-
phenoxycarbonyI)—amino]-acetic. acid ethyl ester
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WD 2008/ 062469 PCT/ |1 N2007/ 000493 'H NVR. (CDC13, 400MHz): 1.32(311,
t, J=7.2Hz), 3.23(4H t, J=4.8Hz), 3.71(411, t, J=4.8Hz), 3.79(311,

s), 3.89( 3?’0%}))8406@15@1(2 in), 4.46(211, s), 6.87(2H, dpgﬁﬁ@@’ﬁaa@s

6.92(111, 6.95 -7.03(311, m, 7.4(111, d, J=

7.52(211, s) Exanple 117 5

[ {3, 5-Di chl oro-4-[4-nmet hoxy- 3 (pyrrol i di ne-1-sul fonyl)- phenoxy] pheny
| }-(4- net hloxg-phenox car bonyl)-am no]-acetic acid ethyl ester 'H NMR

( SI\/BO D6, DCh, q) 181351, Hii3Hz)13-88CH, 811@4@131{@; 4.3736L
4 1
(6( 87( 2}’1313? %’%ﬁ ﬂg@ %lifg)é?”%ﬁjﬂfﬁh 11%31%%%]7]‘39(@ ‘°’64(§]E<7463€2ﬁ iy

8Hz), ExdmplHid, J=2.8Hz), 7.51(211, 10 s) Exanple 118

3.3
bs) ,
J=8.
%Lgl (gmBﬁng%é#ﬁﬁa%g? @MEQE‘Q‘%&Y% 5- dquw?ggh Q%th%t hoxygarb
3.7
6.0

S

. 05(61%, dshedstucBitohyl)-budito]acS &2k ethylesr 12- 2. 19(1H, is

. 77(211, 4 4. 8411, 5. 05( ;
8(6 11(%?4 &1\%% @@134ﬁé&éﬁ§§ ( 6‘t &I@%ﬁ}ﬁggéléﬁ@)mﬁ {%&%1111%%)=
Céx aJ |8€8ﬁ)3 3103 39¢48,381, B 19A) s), 3788@51173)33(29@21{ 1), 4.43(38; &, 4%624.32(3M)
[{3m§ Di chlm®) §-%-4- 22k mox}042H3d.Heb s, H%WJ@Jpﬁé%kY]SI%@I} (4-
met hoxy- 2 Roppscar bonyl ) -am no] -acetic -acid ethyl ester '"H NVR
(CDC13, 40 K‘/ﬁg? >15'30 311, t, J=7.2Hz), 2.37(311, s), 3.68(311, s),
3. 78(31m, (é‘} ,[4~Beﬁﬂs(l®m3 (S eihylpBioxty) 45801 5s-dicBlosaplEngIAE 3H, ),

S sei1: phokouBpplandudhddd eyl t), 1300101 0 IO

S) 322_ [E)Xglf‘TSHENm (CDCIS’l‘]4OOrl\gHtZ)) nO 95(6H, t, ]“—'=7t2HZ) 1.3 (gH t, J=7. %\HZ), ll .64-1. 74m
(3, D1 br o 31 ok PN 030engaule - net Py phengadny- e § i
(DVBO- D6, 4Q0M¥ir7 4 84§‘1(12)H6 5$Q1H g, %}36 783t2HJ&&—§|§Hz)§ 7@0%4%7915&6"'

) 7. 57(211 d, J=8 1 Gé 2H d: 4i‘|Z) (511
Exanpl e1512Example 114

T S i p e A ek S G
2008/ 06246 PheCRyEND O J-000wdBcetic acid ethyl ester
'H NMR: (CDCls, 400MHz) : 0.82(3H, t, I=7.2Hz), 1.14(3H, d, J=6.8Hz), 1.30(3H, t,
=6.8Hz), 1.45-1.60(2H, m), 2.12(6H, s), 3.01-3.06(1H, m), 3.74(3H, s), 3.78(3H, s),
20 4.24-4.27(2H, m), 4.38-4.48(2H, m), 6.35-6.38(1H, dd, J=2.8Hz & 8.8Hz), 6.66(1H, d,
J=8.8Hz), 6.72(1H, d, J=2.8Hz), 6.85(2H, d, J=8.4Hz), 7.04(2H, d, J=8.8Hz), 7.14(2H,
s)
Example 115
[[3,5-Dichloro-4-(3-cyclohexylsulfamoyl-4-methoxy-phenoxy)-phenylj-(4-methoxy-
25  phenoxycarbonyl)-amino]-acetic acid ethyl ester
'H NMR: (CDCls;, 400MHz): 1.11-1.27(8H, m), 1.29-1.34(3H, m), 1.68-1.72(2H, m),
3.11-3.13(1H, m), 3.79(3H, s), 3.94(3H, s), 4.25-4.28(2H, m), 4.41(2H, bs), 4.83(1H, d,
J=1.6Hz), 6.87(2H, d, J=8.0Hz), 6.94-6.97(1H, m), 7.b5(3H, d, J=8.4Hz), 7.40-
7.41(1H, m), 7.52(2H, s)
30 Example 116
({3,5-Dichloro-4-[4-methoxy-3-(morpholine-4-sulfonyl)-phenoxy]-phenyi } -(4-

methoxy-phenoxycarbonyl)-amino}-acetic acid ethyl ester
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'H NVR (CDC13, 400VHz) : 1.3(3H, t, J=7.2Hz), 2.36(3H, s), 3.68(3H,
s), 4. 27(2H s) 4.37-4.45(2H, bs), 6.83-6.99(5H, m, 7.03(2H, d,

J=8. CHz) , , J=8.0Hz), 7.49(2H, s), 7.71(2H,
Activity data %&‘antro TR-a & TR (3 activities were dg?e(ﬂiﬁﬁ%gé@ﬁ‘
per in-house protocols and the results of representative conpounds

are provided in tables 1 & 2 below as a proof of the efficacies of

t he novel cl,ass of conBounds di scl osed above. Table 1 : Exanple No
ECso TR EC561 13a4QﬂMHZ)nﬂz RY3H.1t, 402K 26 3231418, 19 J16SHEY 30114, 1,

71641130 318;%@4%72 P> PR B HL w4508 Y sty d, 2 g1,
1.66 56 13 6191’,I®H4d,d=63H255 BB7.(BH, )3 3.4( BT, 4 9=18H8),3.582H,k) Tabl e

2: Exanp %Ellg 1Tij7a * TWO * nM 13 10 49.80 44.16 100 96.60 80. 60
1000 72 90 84710 11.10 16.40 100 36.30 58.50 1000 45.90 77.30

15 10 11.534 [354Nichloro-4-[4-methoxy-3-(pyrrolidine-1- -sulfonyl)-phenoxy}-phenyl}-(4-
methoxy-phenoxycarbonyl)-amino}-acetic acid ethyl ester
'H NMR : (DMSO-Ds, 400MHz) : 1.32(3H, t, J=7.2Hz), 1.81-1.84(4H, m), 3.36-
3.39(4H, m), 3.79(3H, s), 3.90(3H, ), 4.29(2H, m), 4.40-4.47(2H, bs), 6.87(2H, d,
J=8.8Hz), 6.94(1H, d, J=8.8Hz), 7.04(3H, 4, J=8.8Hz), 7.44(1H, d, J=2.8Hz), 7.51(2H,
10 s) ’
Example 118
{[4-(4-Benzyloxy-3-isobutoxy-phenoxy)-3,5 -dichlqro-phenyl] -ethoxycarbonyl-amino}-
acetic acid ethyl ester
'H NMR: (CDCl3, 400MHz): 1.05(6H, d, J=6.8Hz), 1.26-1.32(6H, m), 2.12-2.19(1H,
15 m), 3.77QH, d, J=6.4Hz), 4.19-4.28(4H, m), 4.31(2H, 5), 5.05(2H, s), 6.08-6.11(1H,
dd, J=2.4Hz & 8.4Hz), 6.64(1H, d, J=2.8Hz), 6.77(1H, d, J=8.8Hz), 7.29-7.30(1H, m),
7.33-7.38(4H, m), 7.42-7.44(2H, m)
Example 119 _
[{3,5-Dichlon‘é—4—[4—methoxy—3-(3—methyl-benzoyl)-phenoxy]-phenyl}~(4-methoxy-
20 phenoxycarbonyl)-amino]-acetic-acid ethyl ester
'H NMR: (CDCls, 400MHz) : 1.30(3H, t, J=7.2Hz), 2.37(3H, s), 3.68(3H, s), 3.78(3H,
s), 427(2H, s), 4.37;4.45(2H, bs), 6.84-6.87(3H, m), 6.92(1H, d, J=9.2Hz), 7.02(3H, d,
J=8Hz), 7.30(1H, d, J=7.6Hz), 7.35(1H, d, J=7.2Hz), 7.49(2H, s), 7.56(1H, d,
J=7.6Hz), 7.64(1H, s)
Example 120
[{3,5-Dibromo-4-[3-(4-chloro-benzoyl)-4-methoxy-phenoxy]-phenyl}-(4-methoxy-

2

¥ ]

phenoxycarbonyl)-amino}-acetic acid ethyl ester
"H NMR: (DMSO0-D6, 400MHZ): 4. 43(2H, s), 6.73(3H, d, J=8.8Hz), 6.90-6. 95(4H m),
7.57(2H, d, J=8.4Hz), 7.68(2H, d, J=8.4Hz), 7.83(2H, s)

30 Example 121
[{3,5-Dichloro—4—[4-methoxy~3-(4—methyl—benzoyi)~phenoxy]-phenyl}-(4—methoxy-
phenoxycarbonyl)-amino]-acetic acid ethyl ester
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100 39.66 70.50 1000 33.74 66.77 17 10 21.19 27.69 100 51.82 72.82
1000 53.12 77.89 18 1 . 6.62 09.44 10 8.90 18.57 100 12.97 22.99
1000 16. 87 1 10.42 19.94 10 15.74 40.69 100 7
1000 18.49“@%@%%”%%91 17.17 33.41 10 56.81 152.99 51 vé&%é%@%@8?§69
PCT/ 1N2007/ 000493 100 110.66 201.73 1000 93.53 147.91 24 1 10.00
20.00 10 20.00 40.00 100 50.00 100.0 1000 70. 00 75. 00 25 1 4 22

10.93 10 8.55 26.29 100 12.70 70.11 1000 7.15 51,67 28 '
10.36 10 1JHANMRBo(GRCly 480MEZy 71463183, Jﬂ)@iéz)sé 3@(731ﬁ6§)=1:ﬁ6§§}115)84ﬂ.2'7(2ﬂ
12. 05

10 17 963724 4891, 190 638-08Gf; 33, 7.690%, 46 124.07%), 222(2H, 4, 1=8.0Hz),
7.49(2H, s), 7.71(2H, d, J=8.0Hz)
Activity data:
5 Invitro TR-o. & TR-P activities were determined as per in-house protocols and the
results of representative compounds are provided in tables 1 & 2 below as a proof of the

efficacies of the novel class of compounds disclosed above.

Tablel:
Examp!e No ECSD TR- ECsu TR- ECso
o (nM) B nM) TR o/p
1 440 146 3
D 118.9 161.90 0.73
3 274 89 3
23 0.26 2.6 3.56
26 176.3 28.1 6.27
el 84.83 14.83 5.72
47 16.4 11.3 1.45
49 38 10.3 3.68
50 233 6.2 3.76
55 106.78 64.3 1.66
56 13.4 20.4 0.65
63 337 254 1.33
67 49 12.8 3.82
10
Table 2:
Example Cone. | TR-o. * TR-f *
nM
13 10 49.80 44,16
100 86.60 80.60
1000 | 72.80 75.00
14 10 11.10 16.40
100 36.30 58.50
1000 | 45.90 77.30
15 10 11.34 23.47
100 39.66 70.50
1000 { 33.74 66.77
17 . 10 21.19 27.69
100 51.82 72.82
1000 | 53.12 77.89
18 1. 6.62 09.44
: 10 8.90 18.57
100 12.97 22.99
1000 | 16.87 42.59
20 1 10.42 19.94
10 15.74 40.69
100 21.47 87.72
1000 | 18.49 81.20
21 1 17.17 33.41
10 56.81 152.99
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32 1 23.36 24.67

33 1 9.66 8.63 10 13.90 11.87

1 12.66 08
25.40 22. 4

20. 78 23.

g,

1 14.93 21.20 10 40.84 66.73 100 71.78 124.67
1 09.36 12.28 10 13.61 16.85 100 25.32 43.53 1000 41.59 81.37 41 1

10 74.20 73.68 100 87.50 118. 67
100 25.
23 21.27 100 62.95 51.14 1000 53
0 80.46 100 130.68 124.98 1000 7

1000 72.37 94.91
46 25.96 1000 46.33 46.76 34

R T

1000 63. 71 95.64 38
89.96 1000 78.50 66.97 42 1

91.91 1000 80.89 86.01 45 1
47. 09

10. 48 13.

4
11.05 12. 86
7z
2

10 56 ’[Q07'2 4136610 ZQQ_?ﬂﬂ
10 26. -
10 26. 6§41} 5 100172506
4 = AW = Ny s LU fo:bo LU 20-60 UJ
10 20,60 40,00
100 50.00 100.0
1000 | 70.00 75.00
25 1 422 10.93
10 8.55 26.29
100 12.70 70.11
1000 § 7.15 51.67
28 1 8.97 10.36
10 14.71 20.94
100 2577 45.43
1000 | 33.47 46.14
31 1 8.17 12.05
10 17.06 27.80
100 50.59 64.35
1000 | 46.219 75.23
32 1 23.36 2467
10 74,20 73.68
100 87.50 118.67
1000 | 72.37 94,91
33 i 9.66 8.63
10 13.80 11.87
100 25.46 25.96
1600 { 46.33 46.76
34 i 12.66 08.37
10 26.23 21.27
100 £§2.95 51.14
1600 | K3.76 55.67
35 1 25.40 22.44
10 106.00 80.46
100 130.68 124.98
1000 | 72.06 81.27
37 i 14.93 21.20
10 40.84 66.73
100 71.78 124.67
1000 163.71 95.64
38 11 09.36 12.28
10 13.61 16.85
100 25.32 43.53
1000 | 41.58 81.37
4] ] 20,78 23.34
10 56.19 73.45
100 .| 99.00 89.96
1000 | 78.50 66.97
12 1 11.05 12.86
10 26.63 41.39
100 72,86 91.91
1000 | 80.89 86.01
45 1 10.48 1347
10 12.02 18.73
160 23.05 47.09
1000 | 50.62 88.93
438 1 08.16 08.02
10 17.51 19.36
100 34.61 47.69
1000 | 45,08 37.61
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1000 50. 62

88.93 48 1 08.16 09.02 10 17.51 19.36 100 34.61 47.69

ég0284?00? 37.61 52 WD 2008/ 062469 PCT/ 1 N2007/000493 51 1 08.05
4 100 32.52 54.59 1000 83.34 101.51 53 1 11,
11. 00 ﬁ'? %88]"%5‘%81 100 17.15 26.99 1000 50.30 91. 75‘3%’9“22075’2”“61
12. 61 10 24.62 14.81 100 35.93 23.62 1000 60.40 62.50 61 1 11.55
10.24 10 12.50 12.16 100 12.30 28.87 1000 28.11 85.19 66 1 20.56
36.67 10 15.36 25.90 100 18,11 40 .67 1000 25.75 55.21 * Fold
| nduction Wwk.t T3(1 ye clearly indicates that
several of}the novel 1 16 br esent i nvention are
tsﬁl ective o TR-bet3 ore have potential 5
er apeut i ,W.l @S- 1 n-vivo studies: Dose-response
effects of | T3 -and se L C i $cl osed in the present P
i nvention pn, chol estiér olf it.aseri g e@nd change in heart rate in .
chol estero|-fed ratgloqot i éaB8ed florl.77 days) was determ ned accordi ng.
to the gengfal protodol @8%6ti bed 26
10 24.62 14.81
100 |35.93 23.62
1000 _{ 60.40 62.50
61 1 11.55 10.24
10 12.50 12.16
100 12.30 28.87
1000 | 28.11 85.19
66 1 20.56 36.67
: 10 15.36 25.90
100 18.11 40.67
1000 |25.75 55.21

10

13

26

* Fold Induction w.r.t T3(100 nm)
The data above cleaily indicates that several of the novel compounds of the

present invention are selective to TR-beta receptor and therefore have potential
therapeutically beneficial properties.

In-vive studies:
Dose-response effects of T3 and selected compounds disclosed in the present

invention os-cholesterol lowering and change in heart rate in cholesterol-fed rats
(treated for 7 days) was determined according.to the general protocol described in
PNAS, August 19, 2003,vol. 100 (17) 10067-10072. Many of the compounds were
found to be reducing cholestercl and having very little effect on the heart rate.
Therefore, these compounds have the potential to be further developed as selective TR-
beta agonists for the treatment of human and other animals in need of such treatment.
The novel compounds of the preseﬁt invention may be formulated into suitable
pharmaceutically acceptable compositions by combining with suitable excipients by
techniques and processes and concentrations as are well known.
The compounds of formula (f) or pharmaceutical compositions containing them
are useful as Thyroid hormone receptor ligands suitable for humans and other warm
blooded animals, and may be administered either by oral, topical or parenteral

administration for the treatment of various disease conditions associated with

dyslipidemia, obesity etc.
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10 PNAS, August 19, 2003,vol. 100 (17) 10067-10072. Many of the
conpounds were found to be reducing chol esterol and having very
little eff heart rate. Therefore, these conp he
pot enti al ﬁg}%@g?%$§her devel oped as selective TR- betagggﬂﬁ?gﬁﬁgy%r
the treatnment of human and other animals in need of such treatnent.
The novel conpounds of the present invention may be fornmul ated into

suitable 15 pharmaceutical ly acceptable conpositions by conbining
with suitabl e ex€hpimnausadsytical echmpagitieos %Hﬁd)rmfidﬁcbés’esmfuying conventional

mul a. (1 .
o oot oS, FheuBly ot WaMhosTBR i€ HIRRY A88e8 ralif B Rinka dy Hfreptive

hor mone r ecaemumtroﬂth@mmrs conipbadit ahiitds, thelcmmsouadslobioianiawdy sscotdingodakis
ani mal s, and n§ be adm ni stered either by oral, topical or
parenteral’?& finistration for the treatment of various disease
condi ti ons assocTiad qdaity hof é&tﬁrleléﬁn%ﬂhﬁ; 1R the 8bhpodds WP formula (I)
2008/ 062469 PCJ/ 1 N2007/.000493 = The phar naceuti cal conp05|t|on i's
provi ded byc@RBRey? s dwrroEnt. Bne Pfifak comppesiiégmapnd upih dosage form
CONPOSi ti Ofhdrorinh Betvafls?é% Sdf 4&HeRGing NyBh

the active conpoﬁ@ﬁt t hat ?s j Le con%ﬁdﬂ%ﬂ ?qghrnufzhﬁ uh?%@@ﬂ%n
to this imeéwdi dhe mtepies qmm |naytlcmﬂarammmndompbn?emtdesmftﬁatconcsantratim

Compouns, Skl AR\ 0holoL S0P i

varied wr aﬂjhasbmﬂosmdel y dependi ng upon the particul ar application
net hod, the potency of the particular conpound and the desired
concentration. Generally, the quantity of active conponent wll
range between 0.5%to 90% by weight 10 of the conposition. 54 WO
2008/ 062469 PCT/ |1 N2007/ 000493 We claim 1. A conmpound of formula (1)
including its tautoners and pharmaceutically acceptable salts R3 R2
| XRRA N'IITCOOH 5 (COOR7 Formula (1) wherein, R = OR, NHR
wherein further R is selected fromH, optionally substituted.
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groups selected from (G -C6)al kyl, ar(d -C6)al kyl groups; R2
represents hydrogen, hydroxyl, halo, optionally substituted groups
sel ected f 1 -C08)al kyl, acyl, oxo, (C3 10 C7)cyclo r

het er oar yl , ao&g%ﬁggaryloxy, aral kyl , aral koxy, carbox§+$§hg@ﬁgxgﬂﬁ
its derivatives selected from (G -C3)al kyl esters and am des,

sul fenyl derivatives, sulfonyl derivatives or the groups
representing - CONRGR6, - SO2NR5R6, wherein R5 & R6 nay be sane or
different and are independently selected fromH, optionally
substituted‘@mehnﬁ selected from (G -C6)al kyl, (C3- C7)cyc|oa|ky|

bi cycl oal kyl, 15 the g oup R5 & R6 together with

ni trogen at e Y Foaypuly ) ehudingats BRgRRTAn nheemtcsuféqa@macceptable
menber ed cyGhig rlng whi ch may optionally contain one or nore hetero
atons selected fromN, S 0; R3, R4 are same or different and
independentl selecte 3fromH hal ogen, optionally substituted

(G -Co)al kyl o'--.n selected from0O, CH2-; CO "n' represents
the integers w epresents H, optionally substituted 20
groups sel ecRed ) Y, aryl groups; with the provision
that when n =0, R7 does represent "H . 2. A conpound of fornula
(1) as c_lsalmedln claim in R is selected fromH, optionally

substi tut ed @EZ sel ected from (G -C3)al kyl, phenyl (C1-C3)al kyl
groups; P Pted from acyl, oxo groups or optionally

substi tut ed WHeRHDR 2DRS t»ei@ler&hqmtﬁ@ RCR) Rkl frcﬂﬂepydpuohﬁiﬁgl%ﬁmked ,
benzyl, carboxylic acid and its derivatives selected from

(Gi - C3) al ky Bﬂe‘@ﬁ epl;@ctaqiacfrm GoCo)alkyl: peCyiColabey] rpinss &t feprpsentodiismen,

, -SO2 NR5R6

i ndependent g%dt?%g ?’}1 r om Xu d Y 9513‘%&{ ﬁ@{‘t eac?r%g(ﬁg%}’ls oxo, (Cs-

sel ectedo f C@M‘élﬁ}llkﬂc&)fhlhcpdroarywmy cqry:lbﬂp,l draligy], atailowy) cabkglic acid and
henyl th t .1 Q.

i ch t hey. 4 SRR SRl ol TR i chbpiieen SRt lves

2008/ 062469 sitShiyl 8RDATIE3MIARS groups képgesentigy \HONR;RERYSOMNR B akhetein Rs &

contain one_or nore hetero a ected fro R4 are sane
or differenfsdRe i® ﬁoeé‘B’énﬂ"eﬂf‘I"tfife%teP‘eJctaﬁﬁd“fqu‘?ﬁ‘%‘ﬂihéP]G@f@ﬁ from fl; GReNALY

substitut eds&b@cltu@@%7tk§3é| se%&ﬁFﬁ{omEC&@ﬁﬁﬁdyﬂ(C?@y ok I b gl“oalkg)arylrbr
represen al subst |

represents S optl on ute grou

sel ect eél5 f rﬂlﬁ%@@s?ﬁs@fiﬂtﬂgﬂlﬂlﬂa’f@ thglﬂd{ﬂgsﬂ am 9 whieh phey\Are ﬁ@ﬁiﬁhﬁ eff’l‘m a
anen =0 PSRl SRS gl VOBV
hydr oxy, haltomsaelectpd fromalN| ﬁ Q,JRsI Rj eteedmgroyuiifferss| andtiederfendantly Gelected

ol arm 1 or "o nfiGAeE, BRidsu? Bt s KPRGOTRRGE 2% SR ooy -
or cycl oal kgH,gyra’ f@ﬁsbﬁs&ﬁé agéess Droem,; h{bdrepﬁéydn;ts Habptloﬁaﬂﬁrmbstﬂuted
20  groups selected from (Ci-Cg)alkyl, aryl groups; with the provision that when n =0, Ry

does not represent “H’.

2. A compound of formula (I) as claimed in claim 1, wherein R; is selected from H,
‘ optionally substituted groups selected from (C;-Caalkyl, phenyl(Ci-Ca)alkyl
groups; Rz is selected from acyl, oxo groupe or optionally substituted groups
25 selected from (Ci-Cealkyl, phenyl, heteroaryl, benzyl, carboxylic acid and its
derivatives selected from (C;-Cs)alkyl esters and amides, or the groups representing
-CONR;sRs , -SOZNRSR;;, wherein Rs & Rg may be same or different and are
independently selected- from H, optionally substituted groups selected"from (Cs-
Cgatkyl, (C3-C7)cycloa1kyl; bicycloalkyl, phenyl or the groups Rs & Rg together
30 ’ with the nitrogen atom to which they are attached, form a five to eight membered
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optionally substituted groups selected from (d -C6)al kyl, hal oal kyl,
al koxy, oxo, aryl, atyloxy, aralkyl, acyl, alkylthio, thoalKkyl

gr oups. und as clainmed in any one of clains
sel ect ed f‘r"yy%?é;‘%%g pérdNBodtooniss

[ 3, 5-Di chl or 0-4- (4- hydr oxy- 3-i sopropyl - phenoxy) - phenyl ] - et hoxycar bony
| - 15 am no}-acetic acid;

{
[4-(3- sec- But ybyfts by R BRSPS ARy onthlif BhObPRRCHNLL SLALXUERLLA0Y,

| - am no}-acetic ac

[ 4- (? Benzyl - 4NhSDdIPGxi}4 pieeswney pr differetit cnll dndeppiidenity Jseletla@ G thdnajogesn,
m no}- acetic

({413 (B cyol & ‘fn’iuylﬂ?é‘jb?“ef (S dsriogroyRss X atelseirdofiem iy 1CH-5C8; Ol
| oro- phenyl} xepﬂa@anysc(abmeJ rePrositfs Ho eptidrall} ilhtituted ou s selected from (Cf

3,5-Di chI oro Xy-3- (pi peridine-|-carbonyl enox hen
g et hoxycar bo I{(Qﬁrﬁg;mg%seﬂl ptgtgc‘)pﬂ}vw{on that when n = does not rgpres%nt

[ 3, 5- Di chl oBo-Fhel Syriidenh -4~ &g egxm- aae{quw 2 PEGYh] thstéasgmﬁaﬁ?%ﬂyéz aﬂz‘

i no}- 25 acetic aci { [3,5-Dichloro-4-
- cycl ohexyl car¥si#isg| o hy@rﬁéxthé%eqrwwi}on@lhemmwted groups selected from (Cy-

et hoxycar bonyl~
({3,5-D chl oro- ﬂﬁ%ﬂoﬂl gflehétgrg%(%ﬂ L]tpﬁyl pi per azi ne-1-carbonyl) - phenox
y] - phenyl } detTiomopowobohys clamatoln- deaiat | ©r 2cwlikreidGhe substituents on alkyl, aryl,

{[3,5- Dy g hi or Cflet 2 dbg@%{i@ﬁgg?%ﬁ%!'may %X %c%edpgenoﬁﬁre%qe%%lo] _cyano

et hoxycar bonyl -

{[3,5-Dichl or @paoﬁaaycguehmbua Ydr6@ysbaaydd- fomY@r, Qxyal BN RSN ky D REdYY] oxo,
et hoxycar bonyl - nloi | c acid; 56 WO 2008/ 062469
PCTI | N2007/ 0065dgatyloxy, ar I acyl, alkylthio, thioalkyl groups.

{[3,5-Di chl9rq%céﬁpmrd%mﬁe@{wm%?e@ﬁﬂérRﬂ?ééxécled%lﬂxycar bonyl -
am no}- acetic acid; {[3 l'oro-4-(4-h gqmoxy- -

i sopropyl car bé%%m@%ﬁdk%hm@ﬁﬁ?WPMbn Kerhehy Rieihvaycalwtyl-c
acid; 55

{[ 4- (3 tert But yio} acﬁtfl%?%x’y phenoxy) - 3, 5- di chl or o- phenyl ] - et hoxycar bo
nyl - ami no}- adet (3eseafﬂldyl-dr—hydroxy-phenoxy) 3,5-dichloro-phenyl]-ethoxycarbonyl-

{[3,5-Dichl or8m4 o(}CFcQthdz{c?d(y bi phenyl - 3-yl oxy) - phenyl ] - et hoxycar bonyl -

am no}- acetic 1

({3, 5- Di chl or g4E}Berizgt-4- hyidroRy-phersxy}-B 54t bl Siopien e nexyda g iintm} 10
et hoxycar bonyl a,mamﬁ) acetic acid;

20 ({4-[3-(Bwyclo[2.2.1]hept-2-ylcarbmnoyl)—4-hydroxy—phenoxy]~3,S-dichloro-
phenyl}-ethoxycarbonyl-amino)-acetic acid;
({3,5-Dichloro-4-[4-hydroxy-3-(piperidine- 1-carbonyl)-phenoxy]-phenyl} -
ethoxycarbonyl-amino)-acetic acid;
{[3,5-Dichloro-4-(3~ethyl-4-hydroxy-phenoxy)-phenyl}-ethoxycarbonyl-amino} -

25 acetic acid;
{[3,5-Dichloro-4-(3-cyclohexylcarbamoyl-4-hydroxy-phenoxy)-phenyl]-
ethoxycarbonyl-amino}-acetic acid;
({3,5-Dich10ro-4-[4—hydroxy—3—(4~methyl-piperaziﬂe—1-carbonyl)—pheﬂoxy}—
phenyl}~ethoxycarbonyl-amino)-acetic acid; |

30 {[3,5-Dichloro-4-(3-dimethyicarbamoyl-4-hydroxy-phenoxy)-phenyl]-
ethoxycarbonyl-amino}-acetic acid; .
{[3,5-Dichloro-4-(3-cyclobutylcarbamoyl-4-hydroxy-phenoxy)-phenyl]- .

ethoxycarbonyl-amino}-acetic acid;
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{ [3,5-Dichloro-4-(3-diethyl carbanoyl - 4- hydr oxy- phenoxy) - phenyl ] -
et hoxycar bonyl - am no} - aceti c acid;

({3 5-Di ch chl or o-t hi ophene 2-carbonyl ) -4-h phenoxy
- phenyl }Wﬁ%&?&%?bon -ani no) -acetic acid; 15 ¥ A05S

{[4 (3-sec-Butyl - 4- hydr oxy- phenoxy) - 3, 5- di net hyl - phenyl ] - et hoxycar bon
yl - am no}-acetic acid; { :

3, 5-Dichl oro- I, hen carb r.hoyl - henyl ]
E:t hoxycar b onyI (ﬁ Dﬂ%ﬂog@ét(ﬁ} cixa{ -propy hengxy)-p eny j(yt)hogycalbonyl-ammo}-
({3,5-Dichlor oao@ﬁ_{:aeld4 chl or o- benzoyl) 4- hydr oxy- phenoxy] - phenyl } 20

et hoxycar bonyl @rfp ﬁ%]-’oac t| CI d;

[ 4- (3- sec- But yi . 3 W)3 1§°E¥%ﬂﬁ§bﬁ9?ﬂﬂ?‘i’é¥ﬂﬂ¥])"?b@m&bxynet hyl
- ami no} - acet i ﬁh@qlcﬁl“bonyl-ammo} acetic acid;

({3,5-Dichl oro- di chl or o- benzoyl ) - 4- hydr oxy- phenoxy] - phenyl }

- et hoxydar bonf éﬁ?‘%‘r@)lb’é'ééwd@%d?h?mm -3 -dichBregheniltefhosgcirponydx y

phenoxy) - 3, 5- ddﬂ%iklla?ﬁ&ﬁ@*&@ﬂ}"] (4- hydr oxy-
phenoxycar bonyl [gjam nol -acetic acid,

({4-[3- (4 ter tIBAtHicLbEFGhydoxppionyi-DhleRgond] Gesbeipabcuy D)} -
et hoxycar bonyl 5, %(R% acetic acid,
({3,5-D chl oro- - ’3-chl or o- benzoyl) 4- hydr oxy- phenoxy] - phenyl } 30

F'zh?éycar b(é n%/|({amDIOI)IOﬁné{Sm-ﬂﬁbldrbehz%yI)dti ?roxymph%nox fhen 16 Chyl
S u ro nox | C oro en car poxyne

©ani no?‘?acet?/é,h‘)é%?%g“é’ }‘llw%l‘g )/ 69 PCT/IN2087/ 000493 Yy
({4-[3-(Bi cycl{@i B-IRcHIbEN]3-dreltly fRIARIRY. h)hyﬂr&y;q{h%é&y%ﬁé}gkf]y] 3,5-dich

| oro- phenyl} -car box met hyl -am no) - acéti c aci
( Car boxynet hy€te% ny FL@%T@-}@SF@%CAd,chI or o- benzoyl) 4- hydr oxy- phenox

h |
{]Car Bogg?/re% h;;/l l’(‘{??—))lé’l%?x%hf%f@d %‘l?g thBP%%(e&zwgar? yp)er &?ﬂ@-’“@%‘?ﬁ%nyl )-p
henoxy] - phe nPll?nYé}rﬂfhwycarb@nﬂeammp}}aceuc acid; :

e e v

{ Car boxynet hybm@r&}@cdhcc:kdxd;ro 4- (4- hydr oxy- 3-i sopropyl - phenoxy) - phenyl
]- 10 am no}- :

[[3,5-Di chl or AER] 3 PA"‘“E%‘%' (hverexyaphyicatranskyhensrerghenyl4- hydr oxy-

s ethoxycarbonyl-amino}-acetic acid;
({3,5-Dichloro-4-[3-(4-chloro-benzoyl)-4-hydroxy-phenoxy]-phenyl}-
20 ethoxycarbonyl-amino)-acetic acid;.
{[4-(3-sec-Butyl-4-hydroxy-phenoxy)-3,5-dimethyl-phenyl] -carboxymethyl-
amino }-acetic acid;
({3,5-Diclﬂoro-4-[3-(2,4-dichloro—benzoyl)~4—hydroxy~phenoxy] ~phenyl}-
ethoxycarbonyl-amino)-acetic acid;

25 [[4-(3-sec—ButyliL}-hydroxy—phenoxy)~3,S-dichlom-phenyi]-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid; .
({4-[3-(4-tert-Butyl-benzoyl)-4-hydroxy-phenoxy] -3,5-dichloro-phenyl}-
ethoxycarbonyl-amino)-acetic acid;

({3,5-Dichloro-4-[3 -(3—chIoro-benzoyl)-4-hydfbxy-phenoxy]-phenyl}—

30 ethoxycarbonyl-amino)-acetic acid;
{[4-(3—sec-Buty1-4-hydroxy.-pheno?c‘y)-3,5-dichloro-phenyl]-carboxymethyl-
amino}-acetic acid;
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phenoxycar bonyl ) - am no] - aceti ¢ aci d;
(Car boxynet hyl - {3, 5-di chl or 0- 4-[ 4- hydr oxy- 3- (pi peridi ne-|-sul fonyl)-p

henoxy]- p - gm.no)-acetic acid; 15

{[4-(3-tert- ubé}y'?@ép?hydr oxy- phenoxy) - 3, 5-di chl or o- phenyrfT/!:%P%’60>99/4ﬁ%t h
yl - am no}-acetic acid;

[[4-(3-tert-Butyl-4-hydroxy-phenoxy) -3, 5-di chl oro- phenyl | - (4- hydr oxy-
phenoxycar bony{{}-[aABrgtofZ 2l iepagiybarbamoyl)-4-hydroxy-ph -3,5-di -

{ Car boxyet hyl - [ 3, 5-di chl or o- 4- { 3- di net _h;) _c)ar b%r?%ﬁ!?f-nﬁ};}é]r o’xyfcp 0erﬁoxy)
- 20 phenyl ] - abicR8b-cekaxymethy]-gmino)-acetic acid;

{ Car boxynet hyl s AWRA-9% ¥-Bat g | r 3, 2-di pet hyl - phenyl
{Car b no}_acet(daﬂbl s a‘f’:‘?d;_*‘g’” BBl 5R0L LY RSN By b TR LR Bf!

[[ 3, 5- Di chl or okh¢nyB-agiinex-degtie adifianoyl - 4- hydr oxy- phenoxy) - phenyl ] - (4-h

15757 0 8 or SRR BRSBTS oot s etk pmdighmoralh
ydroxy- phenomhcaylb@mihc));amﬁmmdid;acet! c acid; .
a2 hydr oy A SR Bk b P R e 5 Gomarphedors 3, acmlofo.

[{3, 5- Di chl or phénfif-chydkpyhr-drRindRhadedik A6} - sul f onyl ) - phenoxy] - phenyl

}-(4 30 hydroxy; phenoxycar bonyl ) - am no] - acetic acid; :
[ [ 4- (4- Hydr ox ﬁ@‘?%ﬁlﬁéﬁpﬂrﬁ%ﬁ@hﬁ%ﬁ@:@dmxw&ﬁypmpﬂmnquo@hwd}-oxy-
phenoxygar bonyuiinAmdRat z&get i ¢ acid; 58 WO 2008/ 062469
PCTI | N2007/ 000493 " [ { 4-£3-(4- tert-Butyl-benzoyl) -4-hydroxy- phenoxy]
- 3, 5- di chl or o-[PhERyiloro(d4(4-hnddoxyx3-isohmpyleplaokyrpteny dud-hpdroapet | ¢
aci d; ; e ametin anid.
[{3, 5-Di chi or &P PFIFAORhapinofaceticarid: 4 1 dr oxy- phenoxy] - phenyl } - ( 4-
F%/g r gx ;IS' E Ih en é@fbaﬁhﬁﬂgﬂ) %ﬁ*sﬁﬁﬂmmqﬁih?d@ﬁr@;-(pﬁaleﬁdﬁe- 1 -su}f)‘onyl ~phel‘|iO]XY%-4

, 5-Di chl org; 4- (4- oxy: 3-i sopropyl sul f anoyl - phenoxy) - phenyl ] - ( 4-
hydr oxy- pheng%fﬁg}r"%%ﬁpp)@é’rﬁaﬁlﬁi- acetic acid;
{ Ca; boxyset hy 48 frdbril ongrbd-Bhéohy}-3 $-dulo@ eI RBRBHRIRAY ! | - am
i no)- acetic acid; L _
[ {3, 5-Di chl or 8RS ACEL 4idior o0- benzoyl ) - 4- hydr oxy- phenoxy] - phenyl } - (4-
hydroxy- 10 plyan@x¥eaubanyhyd:G6)-pho@Be] 5.aidfdd; (4~ -
[[3,5-Di chl or e (3 etu%I y i)h‘i’?r%’%"%ﬁ%% ! 5ﬁ?ﬁ§‘?”]‘]—((44@yrﬁi§%i‘ryoxy-
phenoxycar bonphorosysarlsinyBeamine]-aestid acid;

{Carboxganethyl—[3,5-dichloro-4—(3-dimethylcarbamoyl-4-hydroxy—phenoxy)-

20 phenyl}-amino}-acetic acid;

{Carboxymethyl-[4-(4-hydroxy-3 -isopropyl-phenoxy)-3,5-dimethyl-phenyl]-
amino}-acetic acid; ‘

{[3,5-Dichloro -4~(3-dimethylsulfamoy1-4-hydroxy-phenoxy)-phenyl]—(4-ﬁydroxy—
phenoxycarbonyl)-amino] ;acetic acid; :

25 [[3,5-Dichloro-4-(3-dimethylcarbamoyl—4—hydroxy—phenoxy)—phenyl]-(4~hydroxy—
phenoxycarbonyl)-amino]-acetic acid;
[{3,5-Dichloro-4-{4-hydroxy-3-(piperidine-1-carbonyl)-phenoxy]-phenyl }-(4-
hjdroxy—phenoxycarbonyl)-amino] -acetic acid,

[{3,5-Dichloro-4-[4~hydroxy-3 ~(piperidine-1-sulfonyl)-phenoxy]-phenyl }-(4-

30 hydroxy-phenoxycarbonyl)-amino]-acetic acid;

: [[4-(4.-Hydroxy-'3-isopl;opyl—phénoxy)-3,S-dimethyluphenyl]-(4-hydroxy—‘

phenoxycarbonyl)-amino]-acetic acid;
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[[ 3, 5-Di chl oro-4- (6-hydroxy- bi phenyl - 3-yl oxy) - phenyl ] - (4- hydr oxy-
phenoxycar bonyl ) - am no] -acetic acid; 15

[[4-(3-Ben = A oxy- phenoxy) - 3, 5-di chl or o- phenyl ] - (4- r -
phenoxycar@n@ﬁ%’%&gno] -acetic acid; PCPMO%M%
[[3,5-Dichloro-4-(3-cycl obutyl sul fanoyl - 4- hydr oxy- phenoxy) - phenyl ] - (4
- hydroxy- phenoxycar bonyl)-am no] -acetic aci d;

[{4-]3-(Bi cycloixhztsztautéihmm%e&@w ﬁngM;!r{])) Fyélen'a;rérg@ sm&@&egmxxylgx(? di ch

| oro 20 pheny (‘4-'hydr oxy- phenoxXycar acet |
{4-[3-(Bicycl }Zir‘?(YlphCHOXYCarbonyl)-ammo]-aceuc a01d

hept - 2-yl sul f b -
eyt 3 S by Dl g RER A ARt B shen)--hycrons-

[ {3, 5-Dichl or@mn{)}WChanwﬁaoﬂxbchywOm;y benzoyl ) - phenoxy] - phenyl } - (4

- hyd h ; ani t

3, 57D1 ohfor o AT TR BT S Bk hiorsem ey DR oR) PRk A ey
(3 51 chl o e L e 2 by oy met hyl ] - 4- hydr oxy- ph
iyt reny ) (P T SR e o Bk ora i
[ {4-[ 3- (Azepangetic sd;f onyl ) - 4 hydroxy phenoxy] 3, 5-di chl or o- phenyl }-(

4 30 hydroxy- phenoxycar bon g am no] - aceti c aci d;
({3, 5- Di chl or d{35 @cl(ﬂmrceﬁ@/{ -ghloysolenroyh)-Hyhdrmey-phlemnytphemyik (4 hjdroxy-

et hoxycag bonylg, | WO 2008/ 062469
PCT/ | Nzgt(ﬁ)noo(ﬂglgg’&QQm%% b afetic 2!

[[4-(3-sec- But[[ﬂSDwmmneﬁkgB—qﬂhﬁm;hydgeﬁy Phation®)} ﬂjhdnqu%yﬂﬁxﬁrzl hydr oxy-
etic,aci

h b
F[gngxécg[n gpéé’h%t“°(‘§°%r§%‘ry§ﬁ%%ﬂ°lﬁ‘?%ﬁ8&?‘r 4- hydr oxy- phenoxy) - phenyl | - (4

- hydr oxy- phef3sDicHisroy- bipheyl-- hényl]-(4-hydroxy-
[{3,5-D chl oro; 4 !4 h% %}@gﬂr?}%}or%hol i nﬁ%ﬁ fgn}yﬁ) phcéxr%(oxy] phenyl
}-(4- hydroxy-p SaFe Wn)’ -a¢hti§aFdacet i ¢ acid;

({3, 5-Dishl or (Pf44(3[-]§6ﬂ2¥p4-ﬁ?9¥ro§y-&)lﬁeﬁ@?’pg|5 (ﬁ&ﬂ&l%yﬂﬂenﬁh] 2 ﬂifé'rlox?henyl }-

et hoxycar bonyl - am no) - ace

{3, 5-Dichlor opheqowwmru&)yamebmmmdx ne- |

-sul fonyl) - ph Yt A " }
hydr oxy- pheno ?;? Y ny??%/dan%y%ﬁf?- %ce Blfarnoyl-4 gyd:{) xy-phenoxy)-phenyl]-(4-hydroxy-

[ 3,5-Dichlorop r@&yd:ayhbmk)yarﬂnb]smbﬁbam;&, phenoxy) - phenyl ] - et hoxycar bony
(135 Di et or b BEiria 2Ry si e Ry bulysoenessh .S
20 phenyl}-(4-hydroxy-phenoxycarbonyl)-amino]-acetic acid;

. [{4-[3-Bicyclo[2.2.1]hept-2-ylsul famoyl)-4-hydroxy-phenoxy]-3,5-dibromo-
phenyl}-(4-hydroxy-phenoxycarbonyl)-amino]-acetic acid;
[{3,5-Dichloro-4-[4-hydroxy-3-(4-hydroxy-benzoyl)-phenoxy]-phenyl }-(4-

. hydroxy-phenoxycarbonyl)-amino]-acetic aﬁid;

25 [{3,5-Dichloro-4-[3-(4-fluoro-benzoyl)-4-hydroxy-phenoxy]-phenyl} ~(4-hydroxy-
phenoxycarbonyl)-amino] -atetic acid; )
[(3,5-Dichloro-4- {3-[(4-chloro-phenyl)-hydroxy-methyl]-4-hydroxy-phenoxy}-
phcnyl)-(4-hydroxy;phenoxycarbonyl)-amino]-acetic acid;
[{4-[3-(Azepane-1-sulfonyl)-4-hydroxy-phenoxy]-3,5-dichloro-phenyl}-(4-

30 . hydroxy-phenoxycarbonyl)-amino]-acetic acid;
({3,5-Dichloro-4-[3-(1-ethyl-propoxy)-4-hydroxy-phenoxy}-phenyl} -

ethoxycarbonyl-amino)-acetic acid;
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et hoxycar bonyl -am no}-acetic acid; 15
[ {3, 5-Di chl oro-4-[4-hydroxy- 3-(3-net hyl - benzoyl ) - phenoxy] - phenyl } - (4-
hydr oxy- pum onyl ) -am no] -aceti c aci d;
[ {3, 5- D br ono- EM {6?4- chl or o- benzoyl ) - 4- hydr oxy- phenoxyTQEH?HVfofq4eﬁ- h
ydr oxy- phenoxycar bonyl)-am no] -acetic acid;
({3, 5-Di brono-4-[ 3-(4-chl oro-benzoyl) - 4- hydr oxy- phenoxy] - phenyl }- 20
?'E :f;0>5<y([:)I ar Ef)nyl E[i\-l@iﬁ?—lBgtgbmkggﬁ?Z%cmﬁ{?Q,t;j—dimethlyi-phchnyl]-(4-}]1ydr0ﬁ<y- )

, 5-Di chl oro-/4-[ 4- r - 3- (4- et hy| - benzoyl') - phenoxy] - phenyl } -
et hoxycar bonyl P@HLM&B%’%@‘%T%?“‘{W : :
{3, 5- Di chl or o-#3,543i6Mdfcxy3-Bydl netlstithn 208N ey PRHRAGKH HRRANYA by drds il
ydr oxy- phenoxycar bo%l )-am no]-acetic acid;” 25
{[ 3, 5- Di chl or d2nexycavgpylypwinal-asefiqasidi- phenoxy) - phenyl ] - et hoxycar bon
yl - am ng} - acetrh & B ALl ! e ine-d - - -(4-
L (2 Boneyt oy PENGRE L ARG miompholine-sulfony - pheney)- pheslid o
nyl - anmi no} - adedraxyaghedoxcapbnd}-ammo]-acetic acid;
[ 4- (3- sec- But y/4 4- Xy rRhenaoxy).- 3, 5-di.chl or o- phenyl.] -.et hoxycar bony
1780 am nop - AAETIEHBRIPAGRBLEY Gumicibn btnfdy - bk
{[ 4- ( 3- Benzyl -ethaxgtdrbonydjamim)xyticacid;di chl or o- phenyl ] - et hoxycar bonyl -
am no}- aceti i th ter; 60 WD 2008/ 062469 PCT/ |1 N2007/.000493
({4-[3-(Bi cycﬁé?’g’.[%.c@fﬁ%%{‘ﬁg‘-’%%%s&%‘i}}‘yﬂ%l'ﬁ%‘f%ﬂ()yplﬁﬁ@ﬁdﬁ}mﬂ}@'di ch
| oro- phenyl } 9tkexpheidigbibod)-Mahmfesdiicac@ci d ethyl ester;

({3,5-Dichloro-4-[4- net hoxy- 3- (pi ge_rl di ne-|

- car bonyl ) - phdkd 19}8%(%{-11}’@?% yeoktissspheranyrherydleethexyseibdndt hy |
ester; 5 {[3; amino}-acetic acid: : _
5-Di chl or o- 4- ( 3- et’hyl - 4- net hoxy- phenoxy) - phenyl ] - et hoxycar bonyl - am no
}- acetic aci dl3B$Bithlestef3-cycldlexylmethoxy-4-hydroxy-phenoxy)-phenyl]-

5-Di chl oro- 4- (3- o] | = 4- met hoxy- phenoxy) - phenyl ] -
et hoxycar bony%ﬁgﬁ%%?@%ﬁn%ﬁ?%%@ﬁ‘ﬂyl ester;
({3, 5- Dixchl or ¢345-Dlelab i pdyhiicgdy-3E3-Riethydibpesos D phendxy]-phenyl}-(4-hydroxy-

- car bonyl ) - phepox 0 enyl }- et hoxygar bonyl - am no) -acetic acid
et hyl egt )er? Fﬂen Ca%borgfﬁ-aﬁmé]—acenca 18; y )

[ 3, 5-Di chl or 0{{B—,i(—_@ilﬁfbﬁatdlEd_-Qlaél-h@ﬁlﬁéhzcﬂd)[mh?&é?(y-?ﬂ&{b%ﬁ%héﬁl}ﬁﬂéﬁLﬁYdroxy—
et hoxycar bonyl - am no} -acetic acid ethyl ester;” { [3,

5- Di chl or o- 4- PRenoyEeaghamyDrasnipalaastie a¢idinet hoxy- phenoxy) - phenyl | -

et hoxycar bonyf {3?5@55?})1116943@-(Ql-cﬁa@&rg~b%ﬁM)-@-ﬁ§<ﬁB}';y~phenoxy]-phenyl} .

20 ethoxycarbonyl-amino)-acetic acid;
({3,5-Dichloro-4-[4-hydroxy-3-(4-methyl-benzoyl)-phenoxy]-phenyl} -
ethoxycarbonyl-amino)-acetic acid;
[{3,5-Dichloro-4-[4-hydroxy-3-(4-methyl-benzoyl)-phenoxy]-phenyl}-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid; |

25 {[3,5-Dichloro-4-(3-isopropyl-4-methoxy-phenoxy)-phenyl]-ethoxycarbonyl-
amino }-acetic acid ethyl ester; ,
{[4-(4-Benzyloxy-3-isopropyl-phenoxy)-3,5-dichloro-phenyl]-ethoxycarbonyl-
amino}-acetic acid ethyl ester;

. {[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-ethoxycarbonyl-
30 amino}-acetic acid ethyl ester; | ' .
{[4-(3 -Bénzyl—4-methoxy—phenoxy)-3,5 -dichloro-phenyl]-ethoxycarbonyl-amino}-
acetic acid ethyl ester; ‘

60



15 {

[ 3, 5-Di chl or o- 4- (4- met hoxy- 3- propyl - phenoxy) - phenyl ] - et hoxycar bonyl - a
m no}- acefy i thyl ester;

{[3,5-D chfv(gfrzzg- 66?‘56% sopr opyl car banmoyl ' - 4- net hoxy- pheno%/’gll%ﬂ(g%??q

et hoxycar bonyl -am no}-acetic acid ethyl ester; {

[ 4- (3-tent Butyl -4-net hoxy- phenoxy) - 3, 5-di chl or o- phenyl ] - et hoxycar bony

| - 20 am noj} - aqRi[BGBAGLR[EE. MHepLRL Rby -4 . _3.5-di ]

[ 3, 5-Di chl or o?g- ({6f{ne§%t§’ho>[<y- b?%ﬂenyl - :? y O%Qf)lflﬁ hg}%/ ??neofxﬁ]o?(’;cdé? lc())rr?yl -a
mno }- aceti cohsayld-cshawyrarbenydemino)-acefic acid ethyl ester;

({3,5-Dichlor @bzt hupr o zpyl.) - 4= ITet | - phenoxyl.- phenyl } -

et hoxycar bonylo(:{g’-r?’i ]%18%5%2;{?8% é%gﬁz %ﬁ%ﬁnﬁlel{sgﬁa?%ws henm\g?] ﬁj&n%

[ 3, 5- Di chl or o-efthqxcatbeniyamine)bmatydcidethpt dstexy - phenoxy) - phenyl ] -

et hoxycag bonyl ;am. racethc.acid hyl .ester; .’ )
({3, 5-Di Shi of o{[i’?[@‘?%’@f% e %ﬁ‘@é&@%’&@ﬁ%’ﬁ?ﬂiﬁﬁ@wbﬂﬁaﬁb&y
]- phenyl } - et hextycavidethyl eseetd N0) - acetic acid ethyl ester; {

[ 4-(3-sec-Butyl.-4- hoxy-phenoxy) - 3,

5-di met hyl - phethys ]ﬁ@ﬂ&%’éﬁ'%‘gﬂ%xﬂC%Wh‘b'fﬂ%ﬁ'ﬁ&wa@m-%ﬂm* ester;
{ [3,5-Di chl oreghdytAbomi A} 3ehe il edyPagRy! - phenoxy) - phenyl | -

et hoxycar bonyl -am no} -acetic "acid ethyl "ester; 61 W 2008/ 062469

PCT/ | N2007/ 00d435-Dic oro-4—[4-methoxy—3-(4-meﬂ1yl-piperazine—1-carb0ny1)-phenoxy]-

(3, > DI o Gl el FOLALGL G DU A R YR enoxY] - pheny! ] -

et hoxycar bonyl - arfi ho) - ateti1 c“aci

[ fh (3- secb But ?{[3,ﬂ-—Dilehlh@x%t(&adhmﬂ:g@ar&n@ydiﬂ:methy-}[:JMnyjé)]-phenyl]-

et hoxycar bon -aminol-acetic acid e ester;

({3, 5}/Di chl 0?18&3’%{%5?%%?@%%0%{38?%‘{%Cé(ﬁ‘itgkﬂ e)SP .- met hoxy- phenoxy] - phenyl }
14 (3 sec. Bﬁﬁg’?ﬁ%ﬁ‘fﬁ’?ﬁ?ﬁf? tﬁﬁ%‘ ol or o Bham TR et hoxy.-
phenoxycar bonyPPXEA bRy -anio) acelq dpidethyl esiest er -

({4-[3-(sA-ter t{fﬁﬂm&ﬂ&%EHZ(Mn)et_:hﬂxﬁEFﬂ?&@wﬁgfﬁﬁig{g?ﬁg&@}iﬁétﬂéﬁ%%ﬁﬂ%ﬂﬂé@-}

10 et hoxycar bony] - ami no) - acetic acid et
({3, 5- Di chl or gesticpagidethyd gptew: o- benzoyl ) - 4- met hoxy- phenoxy] - phenyl }-

e oerea Do sl Syt S Bty
et hoxycar bony ilrexyeptboayl-moino preedticaacbithlylestay,l ester; 15 _
(£ 13- (B cyehald: duH ik nfidk§ ShOADY b k- datlbl et Ay doonyt 4 "

20 amino}-acetic acid ethyl ester;

{[3.5 —Dichloro-4—(6-n‘iethoxy—biphenyl-3-'yloxy)~pheny1]—ethoxycarbon}!d—amino}—
acetic acid ethyl ester; |
({3,5-Dichloro-4-[3-(4-fluoro-benzoyl)-4-methoxy-phenoxy]-phenyl} -
ethoxycarbonyl-amino)-acetic acid ethyl ester;

25 {[3,5-Dichloro-4-(3-diethylcarbamoyl-4-methoxy-phenoxy)-phenyl]-
ethoxycarbonyl-amino}-acetic acid ethyl ester; -
({3.5-Dichloro-4-[3-(5-chloro-thiophene-2-carbonyl)-4-methoxy-phenoxy]-
phenyl}-ethoxycarbonyl-amino)-acetic acid ethyl ester;
{[4-(3-sec-ButyI—4-methoxy-phenoxy)—3,5-dimethyi-pheﬁyl]-eﬂioxycarbonyl-

30 amino}-acetic acid ethyl ester;
{[3,5-Dichloro-4-(4-methoxy-3-phenylcarbamoyl-phenoxy)-phenyl]-

~ ethoxycarbonyl-amino}-acetic acid ethyl ester;
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phenyl } - et hoxycar bonyl net hyl - am no) - acetic acid ethyl ester;
({3,5-Dichloro-4-[3-(4-chl oro-benzoyl) - 4- et hoxy- phenoxy] - phenyl } -

th b ' ti id ethyl ter;

({35 b1 chia ey 3 (bt peri di ne- 1 car bonyl ) - pREHE BhiEhy!
} 20 et hoxycar bonyl net-hyl - am no) acetic acid ethyl ester;

({4-]3- (Bi cycl o[ 2. 2.

1] hept - 2-yl sul § @rmwchroilo-frq@ *z%xrop@sé}%g@ 4%5:119%&@!1% gy]egl}en}d}—

phenyl } - et hoxycar bonyl net hyl'- am no) - aceti c aci

{[ 3, 5- Di chl or oethoxyganbguyiragine)-areiieadidxihrydstampxy ) - phenyl]

FE QO)S(yBa::Ef)g?[l)@t(?égﬁ_gg%%py %wﬁéff @'ﬁ'@ﬁ%ﬁ@%ﬁ@@ ] - (4- et hoxy-
F? g n gx >I;| c aL lbg P getthe}aznmhat}ylmemlyl-mnami}ehc&id‘acid @aBijlester;

“sul fony ) phquéy}?m@ﬁé%gﬁl (233 ‘ﬁ%ﬁ‘i’rl i ne@r‘lf’r@"(&mﬂxymw}ﬁé‘@’cﬂ}c aci d

et hyl ester; ethoxycarbonyl—ammo) acetic ac1d ethyl ester;
{[4-(3-tert-B | - 4- net hoxy- phenoxy) - 3 di chl or o- phenyl] 30

et hoxycar bonyl ﬁﬁ%ﬂ*%%}il%r@ewéﬁérﬁyhlom@yl} ~(4-methoxy-

[[4-(3-tert-Buhs ,ym% A0a% i or o- phenyl ] - (4- et hoxy-
phenoxydar bonLﬁ%é- a)ﬁflcno] -"acet | c?am ﬁ) héﬁpqggt?}ér 62 WD 2008/ 062469

PCT/ | N2007/ 00((1&@-@3 (q-tert-Butyl-benzoyl)-4-methoxy-phenoxy}~3 S-dichloro-phenyl}-

3, 5-D ¢hl oro- Lc 0 henox henyl
Eat hoxycar bonyl %eoéiﬁ Eg&ﬂﬁ a%j | c%édcfﬂayq%tﬁ% Xyegt er; Y)-phenyl]-
{ Et hoxycar bony hﬁﬂ)lgllﬂel[o%[?ﬂ(j slﬁmodjmkoﬁ}mdﬂ&w ;ﬂi&ﬁﬁb@ﬁéphcl%dﬁ di net hyl
- ph I d,et .
[[g gné ]ch?(r)nr(r)] el&dﬁ%b%%%ﬁ%ﬁe@dﬁgﬁoxy phenoxy) - phenyl ] - (4-m

et hoxy- phenoxy4es- J‘.b@rB'dt)l-tafﬂ %@ﬁdx@)—@%&idﬂbf&lﬂahe%?}]er ’
[[3,5-D chloro- 4 (3 di rret | car banoyl - 4- net hoxy- phehoxy) - phenyl] (4-m
et hoxy- phenof{fOEYBERRAY rf’é‘}m‘a}ré?ei“éaﬁéﬁﬁl)féﬁﬁ?ﬂ ester;

1216 et ﬁéﬁ@“&ﬂéﬁﬁxycaﬂﬁﬁﬂf RCORT R &Bﬁ??f“é"g@poe“y'

[ {3, 5-Di chl or Bhep hewmnshﬂqﬂl}&@mm)meﬁcm étbmlyds)elphenoxy] pheny!
17 (3T sopr ophr R B B PR PR et oy -

phenoxycar bon yﬂh))xmhmn}dnmlgmammm:)l-mbeﬁct doid ettt @ter; 15

L4 et hoxy - bhien DI IeE B rom bRt LAt Dok

20 ethoxycarbonylmethyl-amino)-acetic acid ethyl ester;
({4-[3-(Bicyclo[2.2.1]hept-2-yIsulfamoyl)-4-methoxy-phenoxy]-3,5-dichloro-
phenyl}-ethoxycarbonylmethyl-amino)-acetic acid ethyl ester;
{[3,5-Dichloro-4-(3-isopropyl-4-methoxy-phenoxy)-phenyl]-
ethoxycarbonylmethyl-amino}-acetic acid ethyl ester;

25 [[3,5-Dichloro-4-(3 -isopropyl-4-methoxy-phenoxfgr)-phenyl]-(4-meth0xy~
phenoxycarbonylj—amino]-acetic acid ethyl ester;
({3,5-Dichloro-4-[4-methoxy-3-(piperidine-1-sulfonyl)-phenoxy]-phenyl}-
ethoxycarbonylmethyl-amino)-acetic acid ethyl ester;
{[4-(3-tert-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-

30 ethoxycarbonylmethyi-amino}-acetic acid ethyl ester;
[[4-(3-tert-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]- (4-methoxy—
phenoxycarbonyl)-amino]-acetic acid ethyl ester;

62



[ {
3,5-Di chl oro-4-[3-(4-chl oro-benzoyl ) - 4- met hoxy- phenoxy] phenyl }-(4-ne

t hoxy- phe yl )-am no]-acetic acid ethyl este

[[3,5-D ch%%’gﬁgéz%gl sopr opyl sul f anpyl - 4- met hoxy- phenox§§T/BT%8W{ﬂo?49f4
met hoxy 20 phenoxycarbonyl)-am no]-acetic acid ethyl ester;

{[3,5-Di chl oro-4-(3-ethyl -4-net hoxy- phenoxy) - phenyl | - et hoxycar bonyl me

t hyl - am no} - aggt

({3 5 Di chl ot ﬁ”?%""g %%ﬁ%@‘%ﬁ%ﬁ"ﬁl RS PRSP ny | § - ( 4-

met hoxy- pheno&ttl@afcmtbnwlylwﬂm aminogeeticackd etlyleisky] ester; 25 [[3;

5-Di chl or o- 4- eno 4- met hox

phenoxycar bom(/ g’%#ﬁ“ﬂ%@ﬁ?ﬁ%@ %fogli)‘g\ﬁlélf‘{) %?‘]" enoxy)-3, 3 leﬁh}’l'

[LS, 5-Di chLoropf&n{rl@-anmd}encyh&)a@memgl es&ﬁyl oxy) - phenyl ] - (4- et hoxy- -
enoxycar bon ic acid et ester

I[O[ 4- ( 3yB nzyl yﬁg Friﬁn Fﬂ%{P"‘gfﬁééﬂG}&ﬂ}ﬂ@lﬁw mﬂepxm@ﬁwqy)@hemél tHospthegy-

phenoxycar bonylih)en@{?cél@bnﬁ thi:fb]faeé& a%Id% %&Eﬁ

[[3,5-Di chloro-4-(3- cyc -obut yl Sul f amoyl - rret oxy- phenoxy) - phenyl ] - (4

- et hoxy- pherl&kyEisenayt-63: -@zmqﬁlnqlc@bﬁémqy&4an¢tuo}e¢-ﬁ3ﬁhomﬁ)t;menylw WBthoxy-

2008/ 062469 P
[{4-]3-(Bi cyclcbgiz&%gal] ﬁ@@oé@ﬁw ac éiﬁlgyt}}yIEStrrét hoxy- phenoxy] 3,5-dich
| or o- phenyl }-I€ Sﬁt&hiowy‘l-blﬁmﬂwyde@m&mﬂmeamanminyaq%h@xﬂ@hénﬁ}JM-I
Thept 291 sul PR SEnSaeRnni pminglypets ssidstiyisnis

phenyl } - { 4- net[m;swaﬂmeumcmmnyis)(p@ﬁha@b -18@:%11%1) ﬁﬁér@x?}-?i/é Asier: o
[{3,5-Dichloro-4-[4- thoxayI 3- ((4- nmet hoxy -benzo%x phenoxy Kenyl} (4
- net hoxy- pher‘i‘?)%%‘ﬂ Qﬂ’inﬂbfmglf’éiai"?fwé’éld&t lig§tersest er ;
[{3,5-Dichlor cpmd(shso;(répﬁicu&ﬁé@dafpz&%k} F4s5! %M?%k}%ﬁglg@f—ﬂeﬂ?&?nw} (4-

nmet hoxy- phenoxycar bonyl ) - am no] -aceti’c ‘aci d
{4-] 3- (Azepan&t ?m§maﬂaﬂw))mmn¢ae@q¢§mmén@wbwﬁr,3 5-di chl oro phenyl} (4

- 10 ho h
({4- [Zeilgen)z(zl B%B%)(&gﬁet yl - %ﬂﬁ%& hgn{i%‘ygq'sse%ﬁ %‘ﬁ’fo ”ﬁ”e(féfyl}
et hoxycar bony eghoxprph erme@a,rbozm},) ainmbhyctenesmdrethyl ester,

4-( 3- B -3 t hoxy- -
bhenoxyear bonpt T SIS T s B e e ph o peny - (methony-
[[3,5-Dichl orpheﬁe(i@aﬁmyl(}hﬂﬁzyd]%bﬁ@méﬂlﬂmhoxy phenoxy) - phenyl] (4

- met.hoxy- pheﬂ3>§ bon )d/ am no cetl c acid ethyl ester;
{3,5-Dichloro ) -I@P{% @FP)HéL m@ew—ahgnoyybn@wﬂ;@ -pthoryt

}-(4- 20 phenoxycarbonyi) -amino]-acetic acid ethyl ester;
{[3,5-Dich10ro-4-(3-eﬂ1y1~4-mcthoxy-phenoxy)-phenyl]—ethoxycarbonyimethyl-
amino}-acetic acid ethyl ester;

[{3,5-Dichloro-4-[3-(3-chloro-benzoyl)- 4-methoxy -phenoxy]-phenyl}- (4-methoxy-
phenoxycarbonyl)-dmino]-acetic acid ethyl ester;
25 [[3,5-Dichloro-4-(3-ethyl-4 ~-methoxy-phenoxy)-phenyl]-(4-methoxy-

- . phenoxycarbonyl)-amino]-acetic acid ethyl ester;
[[3,5—Dichloro—4-(6—meﬂ10xy—biphenyl—3-yloxy)-phenyl}-(4—methoxy—
phenoxycarbonyl)-amino]-acetic acid ethyl ester;

[4-(3 -Benzyl—4-methoxy-pheﬁoxy)~3,5—dichioro—phenyl}-(4-methoxy-
30 phenoxy_carbonyl)-amino]-acetic acid ethyl ester;
[[3,5-Dichloro—4-(3-cyclobutylsulfamoy1—4—methoxy—phenoxy)—phenyl]—(4~

methoxy-phenoxjcarbonyl)-amino]-acetic acid ethyl estér;
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met hoxy- phenoxycar bonyl ) -am no] -acetic acid ethyl ester;
({3, 5-Dichl oro-4-[4-nethoxy- 3- (3-net hyl - benzoyl ) - phenoxy] - phenyl ) 20
et hoxycar bo (ﬁll -am no)-acetic acid ethyl ester;

[{3, 5- Di chPGt YR #2net hoxy- 3- (pyrrol i dine-I- sulfonyl) PRERGAY (98B Ny

| }-(4- nethoxy-phenoxycarbonyl)-anm no]-acetic acid ethyl ester;
{[4- (4-Benzyl oxy- 3-i sobut oxy phenoxy) - 3, 5- di chl or o- phenyl ] - et hoxycarb

onyl - am no} - ggeki _ ) i
{[4- (4-Benzyl g{?ﬁg éﬁé(%g h%gﬁg)s%yfa%ﬁﬁ %gxnﬁth%x%p 1?“8?‘%’(10'? 8 dpl) hé°r¥§’/| ]-
et hoxycar bo nyph@ami}dé}mcah@m—phmoxybadiohyl) aestadracetic acid ethyl ester;

(5,5 5'cnl o sl ke 5 el bencad ) Bhgpegd sebsayl) (¢

[ {3, 5- Di br onopenf3- (@%&M@L@dﬁembﬂohyﬂ—aﬁﬁﬂd]@é%mahﬂ esphenyl }- (4-m

h 30 h ) d
e 0 R R Lt 3
et hoxycar bo n%miﬁﬂkﬁﬁﬁen@ﬁ?&ak‘é‘o ?Lﬁmﬁé t1@§él@ F:h: élster,

({3,5-Dichloro rl{)4 met hoxy- - enzoy - phenoxy] - ?henyltﬁ-
et hoxycar bo nyﬂ{Bé wblprcaééh(ﬂ—ﬂa@mjb@tzaxﬂ 4angthgxy-phenoxyl-phenyl}-(4-methoxy-

{3, 5-Dichl or h%n&%rc BW* m;)ho( 4ot hyd tﬂﬁ Qy.| ) - phenoxy] - phenyl } - (4-m

et hoxy- phen ycarbon amn -acetic acid €thyl ester. 5 6. A

phar maceut i cd]{4db-l@wam-mﬂuiﬂmxih%mﬂmxyqﬁsanﬂﬁoﬁdmhlom-phmmma (1),
as cl in_an r ecedi ai ns utically acceptable
carrie b di | u‘B"‘F R e@xﬂcﬁﬂg’ﬁ?@ am}no]?%cgtl ?‘P‘gat@gﬁ%guhd of formula (1)
or a phar rrace(tgm[menmws{yeﬂm “phoip6ky)-phengiy]-SeB diehlotuvplatiyth - of

formula (1), def | rec ding clainms in the 10

manuf act ur e O&‘YFPé ?‘by I‘P'B’r’lrt‘c’%f%\‘3 A R SStSor treating di seases

caused by dyp-thiddesif- @beﬂhﬁ?lﬁh)ém)@) 3"5 d‘fﬁﬁﬂﬁl—ﬂﬁel‘fyﬂr—@-methoxy—

treating/reduci ng dyslipidema or obesity which conprises

adni ni st er i nghaneorBbYRd)- @)tﬂl%ﬂﬁ‘ﬂ’r%c@l%thyléﬁeﬂefl ned in any preceding
| d

clains;an a&[??ﬁ@fﬁ&%% FF@)H ﬁf?l‘% Pa&;ﬁog)l @%gﬁf&eng%#) }r%@ Sn s of

exci pi énts tod patient I'n"nee
formula (1), mﬁbmxy—@haomﬂmnyk}-ahumdfm@@ achbﬂhyIanstd:r,ned| ci nes

curtabl e for ehs Diph S hERrelo R MG DR PR Rn bSO

af oresai d cl ahethoxy2fhenoxycarbonyl)-amino]-acetic acld ethyl ester;

({3.5-Dichloro-4-[4-mcthoxy-3-(3-methyl-benzoyl)-phenoxy]-phenyl} -

20 ethoxycarbonyl-amino)-acetic acid ethyl ester; |
[{3,5-Dichloro-4-[4-methoxy-3-(pyrrolidine-1-sulfonyl)-phenoxy]-phenyl } -(4-
methoxy-phenoxycarbonyl)-aminol-acetic acid ethy! ester;
{[4-(4-Benzyloxy-3-isobutoxy-phenoxy)-3,5-dichloro-phenyl]-ethoxycarbonyl-
amino}-acetic acid ethyl ester; ‘ .

25 {[4-(4-Benzyloxy-3-cyclohexylmethoxy-phenoxy)-3,5-dichloro-phenyl]-
ethoxycarbonyl-amino}-acetic acid ethyl ester;
[{3.5-Dichloro-4-[4-methoxy-3-(3-methyl-benzoyl)-phenoxy]-phenyl }-(4-methoxy-
phenoxycarbonyi)-amino]-écetic acid ethyl ester; '
[{3,5-Dibromo-4-[3-(4-chloro-benzoyl)-4-methoxy-phenoxy]-phenyl}-(4-methoxy-

30 phenoxycarbonyl)-amino]-acetic acid ethyl ester;

" ({3,5-Dibromo-4-[3-(4-chloro-benzoyl)-4-methoxy-phenoxy]-phenyl} -

ethoxycarbonyl-amino)-acetic acid ethyl ester;
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({3,5-Dichloro-4-[4-methoxy-3-(4-methyl-benzoyl)-phenoxy]-phenyl }-
ethoxycarbonyl-amino)-acetic acid ethyl ester;
[ {3,5-Dichloro-4-[4-methoxy-3-(4-methyl-benzoyl)-phenoxy]-phenyl } -(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester.

. A pharmaceutical composition which comprises compounds of formula (I), as

claimed in any preceding claims and a pharmaceutically acceptable carrier, diluent

Or excipients.

. Use of a compound of formula (I) or a pharmaceutical composition which

comprises a compound of formula (I), as defined in any preceding claims in the
manufacture of a medicament for preventing or treating diseases caused by

dyslipidemia or obesity.

. A medicine for treating/reducing dyslipidemia or obesity which comprises

administering a compound of formula (1), as defined in any preceding claims and a
pharmaceutically acceptable carrier, diluent or excipients to a patient in need

thereof.

. Use of compounds of formula (I), their pharmaceutical compositions and medicines

containing them as defined in any previous claims as a medicament suitable for the

treatment of diseases mentioned in any of the aforesaid claims.
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