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WD 2008/ 062469 PCT/ 1 N2007/ 000493 SELECTI VE TR-BETA 1
AGONI ST FI ELD OF | NVENTI ON The present invention

WO edoanexies o novel compounds of general fornul aP€T/N2007/000493

which 5 are thyroid receptor (TR) |igands and are
preferably selective for the thyroid hornone receptor
beta. Further, the present invention relates to

[ compounds, their
tauéonerlcgﬁbﬁﬁﬁﬂe%gggpiﬁﬁﬁérnediates i nvolved in

thelr synthesis, their pharmaceutically acceptable
Qr using such conpounds and
ggﬁbﬂgg I@Nrrposmlons containing them 10 R3 R2
|\~ W RoRde 0K R
| NVENTI N 15 Thyroid hor mg%éé’ ) -ﬁrq‘ely%ﬁ?ma@ which

an thmp@rmmptomﬁm)chgamds sn@ aed prefpralilp rsaimﬁveaﬁd th¢ thy§oid hormone
differentiation and .

d t
e e SRR e
ddmﬁo@h&’s hﬁélmﬂtﬁomzﬁc gshhdi doviel %t@x@ﬂ&hﬁle@?ﬁ&%/ed &i}ﬁ%ﬁr[ synthesis,

acting on a Thyroi d Hornbne Recept or
tb@r difgrmecsutindln perenirble haattsp mesthastse perousingpeuchf aoinpyunds and

pégﬁﬁ&eaﬁgaﬁ%gél 101"?r entt hsof ﬁe%ﬁnft (I?;r T?%L_\gledt mr mone 20

ecept o
|sofornB are sub- C|aSSIerd as al; a2 and 01; 02

subt ypes. R(31 is prevalent in liver (85%, while
THR al is inly present in cardiac tissue (Yen P
Riyy St Rev; 81 (2001) 1097-1142). At nornal
i ntai ns bodywei ght, netabolic rate, body
oGt regul ate serum chol esterol .
prothyr0|d|an£s associated with weight gain, 25
high level s of Tewogiensity |ipoproteins (LDL)
chol esterol and depr eSSI on. Hyperthyroidismleads to
(Iei ght 1 oss, hypernetabolism |owering of serum LDL
| evel s, car di ac arrhythm a, heart failure, nuscle
weakness, bone |oss and anxiety. The natural thyroid
BATKGROUND AT THRINGRRWIORY sel ectivity in binding to
both of the THR isoforns (THRal and THR (31). Thus,
admi Ahywoidhponons (Trdiodethgranines ﬂ“})llasmalmlbmiamteﬁdmhme signaling

[ tein and tri cerjde |evels
T NN N R RTCAT NI I
matatiolic) Bﬁﬁﬁce iroinai@ials. NatGaD kol thoraRde ! TP eaRBH ItCHYsHlogical
etlfect %)y acting on a Thyroid Hormone Receptor (THR), which belongs to the nuclear

I e
Rerrper Riur

hormone receptor super family. There are two different isoforms of Thyroid Hormone
Receptors, THR-a. and THR-B. Further these two isoforms are sub-classified as al; o2
and B1; B2 subtypes. THRB1 is prevalent in liver (85%), while THR al is mainly
present in cardiac tissue (Yen P. M., Physiol. Rev; 81 (2001) 1097-1 142).

At normal levels, T3 maintains bodyweight, metabolic rate, body temperature,
mood and regulate serum cholesterol. Hypothyroidism is associated with weight gain,
high levels of low-density lipoproteins (LDL) cholesterol and depression.
Hyperthyroidism leads to weight loss, hypermetabolism, lowering of serum LDL
levels, cardiac arrhythmia, heart 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 (THRo1 and THR B1). Thus, administration of T3 lowers

plasma cholesterol, low-density lipoprotein (LDL) and triglyceride levels in animal
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hyper chol esterol em a and obesity due to its cardi ac
side effects. However, knockout animal studies as

wowedoB/oe6y esul ts with sone sel ective |igands sSPQDES07/000493

t hat such cardiac side effects can be attributed to
the THR al isoform Thus sone effects of T3 may be 5
therapeutically useful in non-thyroid disorders if
adverse effects can be mnimzed or elimnated. These

mpdalenendl hymaset Howenet uddc cgnnoicI bidesidi girapeutically to  treat
hfg?fjcgfife's@floleﬁ%v‘ﬁ{d Bges?t&uﬁhﬁeefouﬁ% lc?db CeQ{&% ST HoWNeH Fockout

epression and st ation of bone formation
anfiGhlestgdiSs as ScBrasirdailts At 2AOS5 eledb@- Hdahyls shegest tatreuth cardiac
.of specific and selective thyroid hornone receptor
side ¢f can heoatfEutet: 1t el WG l(sefd g GRS EOTBB G6CTF 8543 may be
-Qr 1: [ROEI,
I T el
elinnidated hEhest qotaitinllg uiseful imfhienves inbjudeiweigbt rednetson, lowering of

Th o} nds m m.cking.only.the beneficial effect .
sep L BRO S o e mon oo AEPSRian At hErIStdl af thone, fgmation

(cﬁéﬁ%es.t, Stdrbiaghur@odba 4804 5ay.r hythnia)  potentially
coul d be used to treat a number of conditions such as

obedPevielapmeent Sofdwpedific candi scle¢tivet ithygoide darmoner wreeptor ligands,
agoni st I nt eract lectivel y.with t.he (31.
oaf st THY AL REOPRR S Teainton SRR IaRiER A pisgiders such as
obBEIAH fé%ﬁerﬁﬁiﬁbﬁﬂiaﬂ AyIGRS g\llcﬁdig-lg)ﬂe@ chMidvhscdPar aBRSERF toxicities of

Trénds Endocrinol . Metab., (2004); 154-157).
natfee thyosid donponasdEhia vempeerdsdniseichivg @nbsthg benefitial effects of the

agoni sts aof T . S0ITe ft r el.evant S .
iR bonk kg R e O R 548 ARGty
pottidlB AdGTd HISEM @ Sfdid 4o WtintHer 36 condilbRrsatieths obesity and

herein as reference. US20020035153 descri bes conpounds

dyslipidé¢raiaf & thisvegardy diER agorfisss that antaract seativeiynwith dle B1 ysoform

/ R R4 R2 R wever ne of. .t hese,. .
of Jh TG 20 BEATY ARASTEY Ao daver BidhE Rftioggsicity @. D,
Bax@eKTREISAEnddeinbE Meéthb. 85 (JoOuUpNts4als7and nedi cal need
for such conpounds, there renmains a need for

dev &l asisiup gompevisrhayerhsen dissloged s bessttde agemista 9 JHR B . Some

d/ or saf et rofil Herej n di.sgl 9se
of 05 BT e S iStas E L velo aidndSo g B0s0125, wo
00 SIMABE 2084 019784 NWENT £eBindagpap4ted Bbreirl AV@Pdreie.
descri bes novel conpounds that are thyroid receptor

( TRUS260200354 A sdesprdbesr eorppeunss o0ff {hes Eylkaavipg ezepgyal tfgmula as

0] ornone receptor beta 1, which are 2 WO
Th%%%gﬁgw PCT/ 1 N2007/ 000493 useful for the

Rereaprent. Ryf a number of conditions such as obesity
ﬁ%/dy ' iDhdenR@. The novel conpounds are defined by
AKe gener f la (I) as given below R3

RYR, Ry X R5Z

However, none of these compounds have been commercially developed and
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 B agonists.
SUMMARY OF THE INVENTION

The present invention describes novel compounds that are thyroid receptor (TR)

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



10

15

20

25

30

R2 J\~XRR4I NCOON COOR7 (1) 5 The conpounds of
the present invention are useful in the treatnent of

w0 b@s/obasnmn or ani mal body, by regul ati on of SPCEIN200E000493
thyroi d hornone receptor gene expression. The
conmpounds of this invention are therefore suitable for
the treatnment/mtigation/regulation or prophylaxis of

umﬁdsfot yhandatdmﬁt opademiter oPRERERBEDsHYBEDLBANY Sind0dyEligidemia.
ent |nvent|on is to provide

Ct | V t
O%Ye 8 @r%f‘eftltféﬁ?a g? gensrahfpanylafD) agigéyen below.
tautoneric R‘3orrrs novel internediates involved in
fhel gyntilhesi s, their pharnmaceutically acceptable
st h phar maceutical ly acceptable solvates and
faraace jtions containing themor their
mxture§ swta or the treatnment of obesity and
dysl i pi dem a.( I n an enbodi nent is provided a
process for the $PEParati on of novel conpounds of
( eneral formula (1), their tautomeric forns, novel
internmedi ates involved in their synthesis, their

phar Tigc esiinpo@dsy oA Eee picagitCinsadtion a&hﬁ%’e@iﬂcﬁﬁﬂiec gkhtvhent of the
accept abl e sol vates and pharnmaceutical conpositions

%lm ar gLt bR, h regtionr o6 w@mmﬂwro@ perovingetboeptor gene
EiBRC epild Irmrﬁqu% §)1t 't?ﬁz. mapeg th%? (:t)‘?r%m su#%bg for the

genera onerlc
trqatraenmm&gam(nﬁﬂegylauan oepto@hylaxsaiftobes@ohmaiyeﬁpﬂedud hel r

W@ lﬂﬁﬁﬁﬂﬁh éllg]rrgaceutl cally acceptable carriers,
xci pients and other nedia
nor MEyel haBnB; QR dfithd ?ésént Lo?lclts 45 $rovil ﬁo{/é’lrctopﬂ{ounds of
ed t ? ?1 nove

anot her enbodlnent i'sS provi e’ o
geperab donmida i), tﬁslrtﬂaetome@seﬂnmsnmemll orerinediatdse involved in their

eat ngn f obesity.and pi
syl B MRgRatig yaﬁ%‘iﬁl%a(s,b |S9195e¥ﬂ1%1&m%€n%eﬁ8ﬁal Bogpeeptable
soRaRY @hd%afxﬁ&:eﬁﬁﬂﬂ%ﬁbd@fu(ﬁl@ roHtathifg daer? rorttﬂﬁk 'mixtures suitable
pharmaceutical ly acceptabl e conpositions to the

forﬁﬁﬁ#ﬁﬁ@enmq_@amtm: Accordingly, the

For i BRI S5 b SesS B8 Wb Rpebn o 06 %gompounds

of [88ndRal formXla (1), %heir 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
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 compounds of
the present invention for the treatment of obesity and dyslipidemia, by administering a
therapeutically effective & non-toxic amount of the compound of formula (I), or their
pharmaceutically acceptable compositions to the mammals.

DETAILED DESCRIPTION:
Accordingly, the present invention relates to compounds of the general formula

D,
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RR4 NCOOH ( COOR7 (1) wherein R= ORI, NHRI wherein
RI may be selected fromH, optionally substituted 5
wQ@r@ape24sel ected from (Cl-C6)al kyl, ar(Cl-C6) ab&lIN2007/000493
groups; in a preferred enbodi nent the alkyl groups is
selected from (Cl-C3)al kyl and the aryl group
represents optionally substituted phenyl group; R2
represents hydrogen, hydroxyl, halo, acyl, oxo,
optionally substituted groups selected from
(Cl-Co)al kg, -(C3-C7)cycloal kyl, aryl, heteroaryl,
w.oxy, 10 aral kyl, aral koxy, carboxylic
derivatives selected from (Cl-C3)al kyl
: 3 indescoeul fenyl derivatives, sulfonyl
derivatives $§£e groups representing - CONR5RG,
enden

- SO2NR5R6, 5 & R6 may be sane or different
and are indep I y selected fromH, optionally
ubstituted groups selected from (Cl-C6)al kyl,

C3- C7)cyc|oall¥ bi cycl oal gl, aryl or _15 th
whgrengd =RORs, Nél lo‘gbqlﬁ@r Ryimay bengelesied Gigan Hato&qiop%lly substituted

gré\'i})cl sl'élecpe%lyfr%e Czll ﬂ&aﬁ@p a{{ ég)flk{d' ups$) i ﬁ'eggltef%%sgdlment

I’'n on

thé elkcyr group§ wmlaﬁédeﬁbmd(dlr@)alkyl e&d ttme aﬂ'ﬁgremb sdpr¢sgetstaptionally
may be sel ected from hydroxy, halo, optionally
Su?ﬂﬁgtﬁitpb?lé’é gWaps sel ected from (Cl -C8)al kyl ,

RP nﬁﬂ%gengehfﬂrggéry | hOIBYPS hat®) hdY12 oREETREbRALy substltutgd groups

e varil ous groups representlng

seletedc froth ((h{@ﬁ)alkyiptﬂ(hrﬁi)bgclwllbdt j arpik eUet(n@arxl;s)aékqm aryloxy,
gy el BRGEAIrat £0 Hiet g SRR etes ALl esters

anﬁnﬂmﬁg?, degifedyl déi‘ﬁ/aﬁ{/&# RelfohAPdEBRAVEN B 'tl@Rﬁ?é,representing -
NRBR6, wherein R5 and R6 may be sane or different

C@Nﬂs&é -SQ&NRanemlmnt ly selected fromH, optionally

R AL S FRB  Ohpb o 1, spioman

subRitdeReré g akhetfedWidh (O 1)k}l (LG, )aycloalkyl, \Mnyz:loalk}é,yaryl or
are attached, forma five to eight nenbered cyclic

the Beyps Rhu&:Rs wth%t\’vl&hmel rytregﬁﬁlt PR Grieieh Uigree Aiteed, form

t 4
ﬁ‘%lt?;‘geg e(ra#l an ar [ ngg%e tn[fa§ égﬁ)\eﬁgit?gd rom &{e or more hefero

atdind efered fr&0 Ny, iGanal |y subst ituted (Cl- 06) al kyI ‘

g(r:)lou Feau}?s\Fll\%j)’rﬁ%%O%/ng%;46ga&o€T/ O 7/ OOO éh‘bxyol }Slallo, thlonally
AT P o e s

In a preferred embodiment, the vanous groups representing R, may be selected

from
- optionally substituted (C;-Ce)alkyl, acyl, oxo, phenyl, heteroaryl, benzyl, carboxylic
acid and its derivatives such as (C1-Cs)alkyl esters and amides, or the groups
representing -CONRsRg , -SO2NRsRg, wherein Rs and Rg may be same or different and
are independently selected from H, optionally substituted groups selected from (C;-
Ce)alkyl, (C3-Cy)cycloalkyl, bicycloalkyl, phenyl or the groups Rs & Re 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;

Rs, R4 may be same or different and are independently selected from H, halogen,

optionally substituted (C;-Ce)alkyl groups;
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with the provision that when n =0, R7 does not

represent "H . 5 The substituents on al kyl, aryl,
whedosneasyl or cycl oal kyl groups may be sel ect PAT/IN20G711000493

hydr oxyl, hal o, cyano, optionally substituted groups

sel ected from (Cl-C6)al kyl, hal oal kyl, al koxy, oxo,

aryl, aryloxy, aral kyl, acyl, alkylthio, thioalkyl
XJs sdlpsed @0, -aiy-,af0f hese groups are further

substituted, the substituents on these substitutes may
‘nh&epresen8 Adsf rom t hose described above. 10 In a .

m aryl groups;

dég g%@ s ‘%Jggf)ﬁﬁgraﬁfﬁéﬁ%é@g& %@&19{@;% @d@@aﬂkzl ryl groups;

wghdhqpmmm)nehertrvdrenai R odoes notspteserit’Hon with ot her

r adi enot es r anc h
Cont T finstEREs B8 it elfalsidbergl PEGREGULE drb Msmpy be selected
fr?ﬁlrl%/}}dm)fyl PR ydylanb S@pcwnany |sub$11tf>ﬂé§ )glmups Elsg}dﬁtﬂdyfrom (Cy-Ce)alkyl,

ent - , en , n-
hal@a;kﬁegmox:armms mwu bRy, AV el lRyibs Tgpalks) groups. When

any; (Efl tﬁ%ﬁ%lrg'éoupsr e, Al %§ st tﬁtgﬁ?,rth? @%ﬁa%ﬁits' dh &%F@Mﬁh{ﬂ& may be

i's se roma cyc
sds%wdcmm@mbaemibgdtab@\me to seven car bons, nore

preferably cycl opropyl, cyc|obutyl, ent yl
c Y 1dofathel prefiiss ﬁ@@qum% dllﬁ [%OUHS1 a%()a %gd above may be

group used either alone or in conbi nation
Sele%H?%c%(lﬂe radicals, is selected from groups

- C it “Gilloyilh groap mbcﬂ(yithe‘raﬂbmeadr ingembafatioe dwab@ﬂner radicals, denotes a
tached, direct an. ax n atom r.ef ef bl
o BEo O BB ST B BHORY o Ry copbonsy SUEGIEH Tron methyl
| 3BryRIARPRIYL, idd- ;Igi‘dfaﬂx)‘z*bdtylbk'é@%)‘tyl 'té@-‘bbty‘l Qih)iyl t-amyl, n-pentyl, n-
0X

pentyl oxy, ~ hex and f he ke; 25°- th
haxﬂallswrllexylgindmlpﬁ ike;sel ect ed from an al kyl radl cal ,

a de ove Jt,abl bs ' it

- SRR Gt T P AR by i o
Peddit Qi 6&Tectéd idhk | cyslhie Bacﬂﬁalfdonﬁlmﬂ@ﬂ’ﬁyd: to seven carbons, more
dlfluoromsthyl trlfluoromsth}/ fluorogethyl,
dpqu@r@blde@w;qprowh eyelobwsh Hyyclopgatyh oicl qbswlﬁ gygloheptyl and the
sﬂggt ituted nethyl, et hyI propyl, butyl; pentyl or
hexy’l groups; 30 - the "ar yI " or "aromatic" group used

- etiehedlkatydngroap usad cithibi mﬁirieovr Wi cbmbinadon wﬁkﬂicﬂ%rsradicals is

is selected froma suj tab st cont al
ﬁ%ect@%mrgrpm%@mwwg@n stk a@mﬁ%ﬁnﬁ g%%i?y afjpehed directly

ald %‘gﬁle BREted friRY nidthox9, ¥hoxy, n-
B gﬁ%@%ﬁ%g / %gge/tg%ggag% uge%teﬁoﬁrgﬁpr ef eorxg ly o 7
t hoporpUpSpRpexpet-butosy, Fidexy ienyitpxyaehtyligry, hexyloxy, and the

ﬁgrahydronaphthyl |ndane bi phenyl, and the |ike; -
t heteroaryl " or "heteroaromatic" group used either

- aﬂfé”@laﬂfallég!’ gRBIS @El'e@t@d\'ﬁdrﬂ an QA8 radiesll ﬁ@ﬁéﬁnédsabove suitably
sel ected from suitable single or fused nono or
t substitit¢dc with one or more halogens; such as perhaloalkyl more preferably,
perfluoro(C;-Ce)alkyl such as fluoromethyl, difluoromethyl, trifluoromethyl,
fluoroethyl, difluoroethyl, trifluoroethyl, mono or polyhalo substituted methyl,
ethyl, propyl, butyl, pentyl or hexyl groups;
- 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
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5 aromatic heterocyclic radicals containing one or

nore hetero atons selected fromO, Nor S, nore
woe@Besal y the groups are sel ected from pyri dpeT/IN2007/000493

thienyl, furyl, pyrrolyl, oxazolyl, thiazolyl,

i sot hiazolyl, imdazolyl, isoxazolyl, oxadiazolyl,

t hi adi azolyl, triazolyl, tetrazolyl, benzofuranﬁl,

befised:hiteerg| prefaesbly nibe, draaest yare  sglgaledddiopn | phenyl, naphthyl,

azaj ' V¢ I I . di a.2zaqui nazol i nyl ,
pyﬁrﬁ%fdﬁ?@%&}fhy@,fg@%% &%%Hﬂe%lﬁ} lﬂ!: %lh?’enopyri m dyl ,
- quihe GhetesdarylPyr i‘atatoapimatipy gectpluskd ehdrmborel driy kombination with
i dazi pyl, triazinyl, benzimndazalyl, . N
AT O R —
PUirbitic h%%?&f}‘fgﬁ’& Yddicpb @gﬁf{%{iﬂ@zbﬁy by nRENOXAZ hidWls selected from

benzoxazol yl , "benzot hi az and the |[ike; - the
" a@y N' oy iSo mpora geefemibishére gtowpe aoy s¢lacted fiwinm giyridpl, whiehyl, furyl,

ot her .r.adi cal i.s selected. 15 froma radical .
COMCHIVE g anby Bl SaPiEREY HoMeopbEr piprl oxadiazolyl
s eheiLdlyil, afzolyD fYazoldE ebetizofiRiBRABENA0thiBbk2REIMlinyl, indolyl,
i so-but anoyl, pentanoyl, hexanoyl, heptanoyl, benzoyl
arrgaindelylly lezaindplind, neyrazdorsuimidinylt egaquingzedinyby gyrigefuranyl,

‘c 19 it ne £ G=0x) ' : :
SRR AP ER ABHRVE BT, PR, auinasoting
dgseidabiagl], abavigyl, baizi@idazolyh|beykaainidyly phithathenil amphthylidinyl,
20 carbony] radical (-C=0) substituted with an_al kyl .
r JEgl efrbegol e hamibiaziagh nphenoxaginyl, Henzgdezplyl benzothiazolyl
t hgq'th@fipaxyl i ¢ acid" group, used alone or in
conbinatidn with other radicals, denotes a -COOH

- grthe ffacy®hgroup aseeithed @lane air iiv esmbinatiam bathydther radicdls, is selected

such as esters _and am des;. - the "ester" u
o5 3 el RGBTt SN BoRBITS SRR Selected from

dgBRhFIS acddiOprdfafdA, bﬁféﬁojé NEUSIRInIRT ROV E H&Atby], heptanoyl,

1
derivafives, ‘nore preferably the ester noieties are
sdieazeyd dnd therlikel Rbichonapbaisubstibiedh as met hoxycar bonyl ,

et hoxycay bonyl, and the |ike i ch pti.onal | e .

- < BE PEEE B ShnapB B proPsiy el HigRE (T Q3 R Bmbndifon with
p e X gizh il skh .as B NadsepiysdaathnRy for apd-ilkglchiblégyl”, denotes a
whi ch may optionally be 30 substituted;

: | d; . .
arcarbesyl radisbmt=CQp substituied vath yeakyl wdicehdessrped above such as
p e arbonyl , napt hyl net hoxycar bonyl, and the
I ?Egl&r%l%a%é%ﬁay optionally be substituted;
- hehef‘oabytydicy addb @aotp, used ellasr at kocparbintion! withhehed radicals,

oETRER T S PR TEAes G5 8] SEBREBIC Scid Sch as esters
PGI4 LNRQQ7/ 000493 het erocycl yl oxycar bonyl, where the
heterocyclic group, as defined earlier, which may

- oftd ‘GastelrT graup wsebslont ot @& pombinatioti suithdehergadieplsudawtes —COO-
al one or _ in,conbination wth other radi

cal.s .
r gbqtg)s ang we e§ Larboxylic Bcaﬂ erly%ta\{eé,amotq_@qq%e{ﬁ]@)ﬂ’le ester moieties
whgs §él&téd“ﬁoﬁﬁhlﬁ9xﬁfa%yl,ssu@ R -m&hocarbonyl, ethoxycarbonyl, and

the like, which may optionally be substituted; aryloxycarbonyl group such as
phenoxycarbonyl, napthyloxycarbonyl, and the like, which may optionally be
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
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5 substituted or unsubstituted, nore preferably the

groups are selected from nethylam de, dinethylam de,
weedglearsde, di et hyl ami de, and the like; - thePCT/IN2007/000493
"al kyl thi o" group used either alone or in conbination
with other radicals, denotes a straight or branched
or cyclic nnnovalent substituent conprising an al kyl
grhﬁh@ogisclﬂ@wm@m/howla@relthﬂ hettrodycbaghow, disvddfiead earlier, which

f,ree val ence 10 bond fromthe

séﬁ“ﬂ %bgsugggl?té?’er ably the groups may be
sehe C‘hm@ﬂd"rgwmp Bddnybad1bin ediyinktidrOwithr QB fablicals, represents an
butyl thio, pentylthio and the like or cyclic
aIWPP?ﬁrBOI%II@é{Céb (FeDra o4 b‘ﬁh‘?%@lﬂl?\@éﬂmo group is mono- or di-
CY. I, e h hj
SRR L B NELARS! W Y EhEPBRIBL N s o
" trhetbglaknide, d@nd]hplamiéed emyﬂatmndeadheth@'lamnde randahé)lﬂaat ion

wi it h oth radicals, . 1 enotes an al gro
adhe B Rhis eBO4pt Sereihed alonGy B g SRR Uygother radicals,
V‘*H%h@tega sﬁﬁ&ﬁ?@ﬁ%ﬁcﬂh\ﬂ@i%ﬁ@ﬁb nﬁbgyélelﬂrsuﬁit}‘[{lerﬁg%?ﬁs ng an alkyl

hi onet nmet hyl t hi omret hyl , phenyl t hi
arngth@S defloed ahhve; tinked thveughpd divakent yulﬁswb:snlhaumgdx, free valence

it "o o o Bt i s Bl ob Sehected from

I efstRAleibS ethylthica! ﬁ@pym@umutylt% 9ént O ahah€ [ike 0¥ cyclic
an optionally substitut ed al ﬁ het er oaryl
h@%@#t@wclsylecteér oirpmselcé@pmpv i { wwbbu@/étbrq, beyclopentylthio,
20V,
aory SheryFaneite AREN AR pofihy SBRteds ) i e
- oiﬂi‘ee I“t}rlaaikyziél goupM ushd adither alomensr $niebmdination with other radicals,

al kyl sul fon T repres s a di val ent 25 radi cal ,
é@%o tes gp Y KpUD; @‘r geg gboyve, gfdached itp@agiepb el fopsrla —SR,
Prefess aRbY, b ;
SFER! AR bl OWRSABY, DRKPE! 8F1 ' [0y, ca. hiomctyl
s aiatigtl thgorhethyl, tpb&e'ltﬁﬂﬂnemlm}d ahdvihe [likeatvwldchn enhay ob@ optionally
suI f%§‘1¥}| radical, such as nethylsulfonyl,
‘iﬁ ’onyl propyl sul fonyl and the li ke,
- " eyt sulleh Py, ouﬂ"@? "‘@ﬂllﬂenyﬁﬁeﬁ'!}éﬂveﬁ’aﬂ‘s&?ﬁlon@%r qlﬁfcbﬁﬁﬁjnatmn with
above, is attached to a sulfonyl radical, such
phiey radigals ﬁ@prem@ & bisalentigsoupr-SfQrardtiSEh wﬁmmﬁsw an Optmnally

a&?o%@ﬂl&@c?%lkgl ﬁe&&%&r& |h8P \é&%’tcz ng{'yﬁﬁ %éjgg’rgg Hon!"Rose described

- hlsopt opy| - phenoxy) phenyl ] - et hoxycar bonyl -am no } -

acetjc acid;, 7 WD 2008/062469 PCT/1N2007/ 000493
- [ﬂg@( ‘sulfonyl” ‘group or “sulfones derivatives” used either alone or in combination

0XycC a(ﬁgéryiya]dfba%/ %ﬁf th@ yguCi% a% ﬁ%ﬁgﬁlﬁ;ﬁ}] plt%%%kllts edt Hwalent

C acl
[ ad{cal BSQzy,| e#lRl;JS@f-Q)Whebdﬂ @qoisyds defnati abdwer dviphepicifdrably, the

té‘r%)é s? 6}123%9 se ectec? f}ro 0% ltc}lflgulfoa}gfll’g 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
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;
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5

({4-[3-(Bicyclo[ 2. 2. 1] hept - 2-yl| car banpyl ) - 4- hydr oxy- ph
WE@n@RP$2489 5- di chl or o- phenyl } - PCT/IN2007/000493

et hoxycar bonyl - ami no) -acetic acid; ({

3, 5-Di chl oro-4-[ 4- hydr oxy- 3- ( pi peri di ne-

1- car bonyl) - phenoxy] - phenyl } -

{Q#mb%wBub&rﬂyhychaxy}phemg) -B 5-diclildro-phenyl]-ethoxycarbonyl-amino } -

alﬁ Di chl or 0- 4- ( 3- et hyl - 4- hydr oxy- phenoxy) - phenyl ] - et
8@‘(‘3/%%ﬁi°bonyl amino } -acetic 1o acid; {

{[[4 35B&129t1hq]ry@rcﬂcy£1§he% %mswéqug@yl] e%hd?%f@ﬁ@&ﬁylpe?f{ml@‘-acetw

- phenyl ]- et hoxycar onyI am no -acetic acid
a<3d 5 -Dichloro-4- [4-hydroxy-3

( éﬁ i3 EE 2316% ﬁ?l{e%{ bgﬁcgfbg 599 qyﬂ%ﬁ&?ﬂﬂé&y}@ t3‘:"cﬂ¥ﬂﬂo}o-phenyl}

acetit’acl
e{tl{103<,y5aer@9‘1Lammo)4a<(e$md1lcrtEt hyl car bam)yl 4- hydr oxy- phenox

car baonyl - _am_no} aci d;
(s B o -Arlt e ey P B PRS- PSRy By Breno
I t d
e T 3ampr”8i,y?°2héﬁoi‘§'> dohenyl ]
{26 Hoixhloar-Ba@ydthyd Mi-hypdipxy-pRéncxyphenyd Bedhoxfcarbonyl-amino } -acetic

aSL? 5-Di chl or o- 4- (4- hydr oxy- 3-i sopropyl car banoyl - phenox
»phenyl ] - et hoxycar bonyl - am no}-acetic acid; {

{[[3’r5(]§ithl%f<§ 4EégtcxﬂcroﬁemQ&ﬁﬂoﬁhﬁn%&y?ph%n@&gqfﬁh@ﬁm40heny

1]~ et hoxycarbon%_ amno }- acetic.acid
e{f[QXyaaerpmmml@o ag@icragdt: oxy bi phenyl - 3-yl oxy) - phenyl ] -

B SRR RSP S ertom gty
elhq@@eéﬂszny}l anﬁhb)ime@lahb@lnyl - am no) - acetic aci d {
& -Di chl or o- 3-di et hyl car banoyl - 4- hydr oxy-

bﬁéﬁyhlpr%ﬁﬂé@@ﬁmmwamow o Bk -gad g hors)arbonyl-
i R8d -

ro- thlophene 2- carbonyl) 4- hydr oxy- phenoxy]
{{fnﬁdhyhlo}o 4-(Bidyobopaeyi dasunhoydi-inarome-phemoxg-pienyd]-WO
008/ 062469 PCT{I N2007/ 000493 { :
thexyearbenylgmipy ‘&Cfﬁﬂ‘/’cﬂc y- phenoxy) - 3, 5- di et hyl - phenyl
I thoxycarbonyl-amino}-
%%95’5‘9&1 T By PRSI B hoxycarhonyamine)
apdtemeid;- et hoxycar bonyl - am no}-acetic aci d 5

{%,% I%ﬁlg %1%é—?ﬁg&{;gé§%8ﬁ€;{p?ffc%rb%]ozy?)ﬁlzznoxyt)] %ﬁeny }/e&loxg)carbonyl-

amino }-acetic acid;
{[4-(3-tert-Butyl-4-hydroxy-phenoxy)-3,5-dichloro-phenyl]-ethoxycarbonyl-amino} -
acetic acid;
{[3,5-Dichloro-4-(6-hydroxy-biphenyl-3-yloxy)-phenyl]-ethoxycarbonyl-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)-phenyl]-ethoxycarbonyl-
amino }-acetic acid;
({3,5-Dichloro-4-[3-(5-chloro-thiophene-2-carbonyl)-4-hydroxy-phenoxy]-phenyl } -

ethoxycarbonyl-amino)-acetic acid;
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am no)-acetic acid; {
[4-(3-sec-Butyl -4-hydroxy- phenoxy) - 3, 5- di net hyl - phenyl

w0 2@antaxy et hyl -amno } - acetic acid; PCT/IN2007/000493

({3,5-Dichloro-4-[3-(2, 4-di chl oro-benzoyl ) - 4- hydr oxy-p
henoxy] - phenyl} - 1 0 ethoxycarbonyl -am no)-acetic
acid; [[4-(3

{[I':IS(SCseBlELNﬂII Ahp&@k%hexﬁﬁ!@?@xyﬁnﬁetﬁyl%lﬁ:h&er@lﬂ'}}f@%bhyl(ﬁmno,

roxy- phenoxycarbonyl)-am no]-acetic acid
ac@{)'/‘@fﬁflg (4-tert-Butyl -benzoyl)-4-hydroxy- phenoxy] -3, 5-d

{[?E‘uhb%?org—m@mﬂy&roxygtﬁ%éylg%%gy pI?éHOQW pﬁ&ﬁ/‘i] &h@)%lcqmonyl-

a8} -@e®iccddidir o- 4- [ 3- ( 3- chl or o- benzoyl ) - 4- hydr oxy- pheno

({?Z'?] P@tﬂ&% 4]}3[}[&1] qﬁ el bo%)l)ﬁﬁgv%no plge%ggily]q hecrly?};-e&oxycarbonyl—

amﬁb)zgéég{cchcppenyl ] - carboxynmet hyl -amino } - acetic acid,
3-(Bicyclo[2.2.1
{[Fﬂérsﬁc-Buwle‘hhb@mwmmMr%diyﬂthdfmwyﬂ%aﬂmwnhtwﬂﬁmno}~

henyl. - 20 carboxynet hyl -am no) -aceti c acid;
acf’ﬁ%%‘ﬂSXyrret hyl - { 3,5-dichloro-4-[3
({35%DrhlRsa- [@e@mmchr&omuﬁidy&%wmyéﬂheﬁ&@q;ﬂhehyn

am no) -acetic acid
eth@cHbRyEanipo)-peEts-agids h| or o- 4- [ 4- hydr oxy 3- (pi peri din

[[ﬁisec-ﬁ[u&r? I RRERE k)P BRI PP @GSy O

plﬁ{léxs[cart(oﬁygmmb]za&u&]aklelpt 2-yl sul fanoyl ) - 4- hydr oxy- ph
nox di_.chl or 0- phenyl
(SRS K iBrb ear b IHEBED wphgapsy]-3.5-dichloro-phenyl) -

ot %OX g‘ ﬂﬂ%b?%getéa@iocm or o- 4- (4- hydr oxy- 3-i sopr opy! -

hen -am no '}- acetic acid;
( {@ 53315h]b|r@—|4l—[6|¢(6 chlqrd-Hepdoyd)e¢ hS'droxy-phenoxy]—phenyl} ethoxycarbonyl-

| -ph henyl ] - (4- hyd 30
DR AF by |y i ho] - avet i e et d
{4 _@:a!s&ow%nyl );d’rt{n?y -phéHo% - %Odlémbfb Bﬂ&fyﬂxa/axﬁoyéy%&ﬁﬁteﬁmﬁo}-

sul phenoxy] =~ phenyl } - am no)-acetic acl
aceAl dd8/ 062469 PCT/ | N2007/ 000493 {

( Af f? a}cg@%e#%pt—g?ﬁl leg-g- V%X(;%rcp ?10?('{7]29 5 igﬁlgpoggl)(envl}-
caﬁbgg/ﬁqeﬁm.ﬁhﬂﬂﬂt@ceﬁ@wdphenoxy) 3, 5-di chl oro-phenyl ] - (4
phenoxycar bonyl ) - am no, ] -aceti ¢ aci d;

5
(CbaxRR i Ayitof oSt g biom-Reidpy br-Arby g abisoros byl
MIHéﬁdg[cgfié(a&H?nOXY) phenyl ] - amino}-acetic acid;

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

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

[[3,5-Dichloro-4-(4-hydroxy-3-isopropyl-phenoxy)-phenyl]-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid;
(Carboxymethyl-{3,5-dichloro-4-[4-hydroxy-3-(piperidine-1-sulfonyl)-phenoxy]-

phenyl}-amino)-acetic acid;
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{
Car boxyznet hyl - [ 4- (4- hydr oxy- 3-i sopr opyl - phenoxy) - 3, 5-
walovsobasbd phenyl ] -am no }- acetic acid; | PCT/IN2007/000493
[3,5-D chl oro-4-(3-di net hyl sul f anoyl - 4- hydr oxy- phenoxy
) - phenyl ] - (4- hydroxy- 10 phenoxycar bonyl ) -ani no]
-acetic acid; [[3,5-Dichloro-4-(3
[é+(ﬁﬁéﬂnsﬂutﬂFébhmwbcyzbhemfygl&ys-mﬁmphexgh}aeéﬂbbxﬁﬂethyﬁaxﬁmo}
Xy- phenoxycarbonyl ) -am no] -acetic aci [ {
@eﬁféﬂgoro 4-[4-hydroxy-3 - (pi peri di ne-

'[@-@3 I?éi‘f‘Blu h@ﬁ%&%}pﬁ@{&g’%% éj%dlgl{lé%dq%ﬁ%y(&hydroxy— '

enoxyca
Qlﬁaoﬁwwhybrmlﬁel—dcdmdbmy 3- (pi peridine-I-sul fonyl) -

0Xx droxy-
%07 F¥ICEERAEOY] - A OX Y yr-ghenylf-
RSB Siehforort O aibe mutcathemont-4hndromplangxy)-Bhenyl
aniGOPaeNE acpienoxy) - 3, 5-di met hyl - phenyl ] - (4-hydr oxy-
henoxycarbonyl) am no]-acetic acid; [ { 4-[3 -(4-tert
{p Gaglapymesnd d¢+ (3 hydrgrar bispprsipehpheroxy B3, 5-dimethyl-phenyl]-amino} -

R tgé (l]oro phenyl } -(4-hydroxy- 20

%enoxy’car bonyl ) -am no] -acetic acid; [f
B, mmbfo@ﬁ-@-ﬁlﬂl&hﬁfﬁuﬁﬁlh@ﬂ%-ﬁﬁd}éQ}’Jpheﬂm&}%@?fﬁd]-?hﬁ?&%.‘{(y-
. Elﬁ)henyll hydr oxy- phenoxycarbonyl)-am no]” -acetic

YC?‘[bSHBD'BPEW]o‘FC@ﬂQﬁ@d, hydr oxy 3
.
[ gh§e ;ﬂgﬁfglgﬁg W%kgcgﬁ?&%ég %f I'h ¥/ O(Jheg%x_‘,t}yﬁx B¥Y-(4-hydroxy-
Pb@mxbroa@mnyzlm-yhm@(ﬂ dwetlt adiipr o- 4- ( 3- et hyl - 4- hydr oxy- phen

m.n etic,. aci
%g@ %iﬂ %%de%&(gfr&?ﬁr&%ﬁ béﬁ%wﬁ) -phepgelahpnpheddiydroxy-
pMénoQ@Sé}Bbﬁylﬁ ﬂmfﬂﬁ(cﬂ[a%b{c a&@enoxycar bonyl ) - am no] - acetic
[{3[ %mclﬁpmﬂdnydm bmmrﬂdnd;iéduﬁwlhbhemw—phﬁﬁg}/{%&drow
t

P S B ER B y - bi phenyl 5

AU X riyd - -
[[p?]dgn o%%g%oﬁyé?ﬁgr#%?@gﬁ? |d(1:m?:1t(1:1 |yl phenaz 1]\/&) 1?6)08/ 062469
phatexyedrberyl papigd-acptiq arid;3 - B

I hen

O 8 e PSSRt oy
plieapﬁylf@wlmtﬂymy-m?fmg&c«leucdfac;‘d g ] ) -ph |

- C ut ul f amo r ox enox en
[Pk IC%nge)r%@%P@@gwbsnza%wd}gdég@w}ee%w ph@%/yl; (4(»-hydroxy-
pﬂe{lﬂxifc%rﬂo%gff)yzﬁhﬁbiagetﬂc]e{&ﬁpt -yl sul f anoyl ) - 4- hydr oxy- ph

enox dic r o- phenyl } -
[[3.4- Ifwhlmﬂ -(Herioooyse Britopryly) subiiimoy]-phaixlyy-pheiyd]-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid;
{Carboxymethyl-[3,5-dichloro-4-(3-ethyl-4-hydroxy-phenoxy)-phenyl]-amino }-acetic
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)-
amino]-acetic acid;
[[3,5-Dichloro-4-(6-hydroxy-biphenyl-3-yloxy)-phenyl]-(4-hydroxy-

phenoxycarbonyl)-amino]-acetic acid;

10
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[ { 4-[3-(Bicyclo [2.2.1
] hept - 2-yl sul f anoyl ) - 4- hydr oxy- phenoxy] - 3, 5- di br ono- ph

W@ eoB/0§2469 ( 4- hydr oxy- phenoxycar bonyl ) - am no] - aBE&L/IN2007/000493

acid; [ { 3, 5 -Dichloro-4- [4-hydroxy-3
- (4- hydr oxy- benzoyl ) - phenoxy] -phenyl } (4 hydr oxy-
henoxrcarbonyl) am no] -acetic acid;

10
{86 Benyl-driydnoyzplepok b olidtdenoagticny - (Hyhj}rdooowphenox

i)h-@;&f%%}m}gién@%ﬂoa%é{%a‘g?enoxycar bonyl ) - am no] - acetic

[{(345-Dixthdero- @tmay/dld:bthyl@ﬁkfa&noﬁ&thydrbxﬁ hmﬁr@y @Miyt}lroxy—

nghengq%?r%f[h ﬂfe h%goxycar bonyl -am noJ - ace
€41 (% GBWJ’QIO[Q ?Y}ﬂéﬁﬁ(ﬁt g%{ﬁ)é%{’§ 43hnfif 9%()9 Eh&g&gﬁ) ﬁlchﬁoro -phenyl}-

roxy- phenoxycar
4 By@OKX—@hé@X@CWbpﬁyl{Hamlno}-acetlc acid;

Fﬂft {W{%%gy g&@%bpept%ykgﬁgggﬁ ngﬁ%%?)gﬂg €noxy]-3,5-dibromo-phenyl}-

[44hﬁc&o§ﬁ9h&walzalﬁoHM%ﬁMa RRefeXNa;- 3, 5- di net hyl - phenyl

(4- hydr ox 20 phenoxycar bonyl)-"anmi no] -acetic acid;
{3E,53D1cgllorgr -by &rosy-33(4-hydroxy-benzoyl)-phenoxy]-phenyl }-(4- hydroxy—

p}f%gkg%?%%(ﬂ Arﬁ%%xycar%m;?;(yapmhﬁg?xgz:eltorsnglc}d [ {

B35~ Dichidrovef34¢4- ﬂudsnootsemyymwafda@oﬁnéﬁ@xﬂ Sidnk O by RBxy-

ﬁ%yW%HW@Q}B%WWI%m no] - acetic aC| d; 25
(B e i S

- phenyl } oxycar

Pheﬁyl-){Oﬂdlb!ﬂmxg pamenp;aydayhhr@gyaaﬁnex meub@lcidgh ne-

[r;aih (58?%95%“6 q? ngrh %g?grg}ég-lpimgn ﬂé 5 {hch}/oro-phenyl -(4-hydroxy-

;&i‘l%néx)@bﬂ;la;hﬂ)sgnﬁngﬁagywag - 3-i sobut oxy- phe?oxy) phenyl

et ox]écar bon amno }- 30 acetic acid

3.55Dichlon-4r[3-@ e(tBqugrop@fyéeéylhytbb}tbGFbemxbrWhﬂM}-ﬁt}@mo{aybonyl-

%gg)e{%bg hoxycar bonyl - am no}-acetic acid; 11 WO

! é 99T/ 1 N20077 000493 [ {

[B4-B3- 83kt OT-0-1drd Ay BB )= B5- ﬂ(xﬁethyl-phenill%@ hydroxy—
met hyl - benzoyl ) - phenoxy] -phen oXy-

PBEWQV anﬂbﬁmu}OJaaﬁeﬁ@]ac@c etic aci d

e SR
P %mceﬁbonﬂ)_amimi]éac? téic 2?11Idor 0- benzo 4- hydr oxy- phenox
[fa{ BA@??%O-A?-?D by deorychmempeli nea‘i‘nSH]éy nsd):éhq:rwal-pﬁenyl} (4-
llgl(il%}(? pr&ﬂy@?‘l%o lh‘}mmigf%)gﬁu ?«,1(14 met hyl - benzoyl ) - pheno 4

0oXycC
(43, ; Dichloro-4-[4-hydroxy-3- (3-methyl -benzoyl)-phenoxy]-phenyl}- ethoxycarbonyl-

amino)-acetic acid;
[{3,5-Dichloro-4-[4-hydroxy-3-(pyrrolidine- 1-sulfonyl)-phenoxy] -phenyl}-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid;

{[3,5-Dichloro-4-(4-hydroxy-3 -isobutoxy-phenoxy)-phenyl]-ethoxycarbonyl-amino}-
acetic acid;
{[3,5-Dichloro-4-(3-cyclohexylmethoxy-4-hydroxy—phenoxy)-phenyl]-ethoxycarbonyl-

amino }-acetic acid;

11



10

15

20

25

30

am no)-acetic acid; [ { 3,5-Dichloro-4-[4-hydroxy-3
- (4-met hyl - benzoyl ) - phenoxy] - phenyl } -(4-hydroxy- 1 0

w@b@sossear bonyl ) - am no] -acetic acid; { PCT/IN2007/000493

[3,5-D chl oro-4-(3-isopropyl - 4- et hoxy- phenoxy) - phenyl
] - et hoxycarbonyl -amno } - acetic acid ethyl ester; {
4- Benzyl oxy-

Ii %%ﬂ?léblpm—ﬂrﬂé'rhd oy 33 ?-dlegty:ld»cnzqg’h)epbdnbxﬂ plosaytia(bhndroxy-
t ter; 15
[p}f%&s%%oﬁdigﬁtl%ﬁ%ﬁ%?&? ’p%engiy;e 3, 5- di{ chl or o- phenyl
I { &5 miksones-bqByh- oamra%ehzoyl)amymx%cpihén&&aéﬂheﬁﬂh &l4-hyldroxy-
- enz | -4 nethoxy phenoxy)
&DHFWQ%P@W -pmingltase§e agidony| - ani no } acetic acid

?(;%LDI J%g {O? }fgﬁzo ony%Jﬁeﬁg Froglphgpenreghgogarbonyl-

hmmﬁl)}ace@@aoed hoxycar honyl - am no) - acetic acid ethyl
peri di ne-

ter.. chlor 4- met hox
f{% 5-231@}(;{1,5% [‘gh 83&/']3 %n@ﬁ‘%[yl }mn.zoyl)~ kixenoxy(] -phenyl}-ethoxycarbonyl-
einbYBeiPRY - am no)-acetic acid ethyl ester; {
L@XS Di chl or 0- 4- ( 3- et hyl - 4- net hoxy- phenoxy) - phenyl] et

%rb)afﬂﬁ@\ﬁ;/l [‘hh]’drole -3~ (fiageuhyll baugyll)qﬂx{ayd;{xﬁ&}ﬂﬁﬁyl}Q(Ehl{ydroxy—
cl ohexyl car bano met hox eno
él%n%x% IﬁY) aé? %i%%/{’rctf'&h I }/am no} a%:/etl c acid gt ﬁyl
{?[31;59chh(l<{ro31 -3~ ﬁop@b?hh%&h&y ][k)) ﬁ—eth xycarbon ‘ -amino}-
onyl) - pheé ? ?1 §§

(4- et hyl - pi perazi ne- -car oxy
?Ce“cé?lﬁ&f(}}b' §$Bony| - am no) acetic acid ethyl ester

| C h no
J Rl R s el U S SR ot b e&ﬁéf@%afbﬁwf’ “amino}-
@&stiencid{ethyl ester;
hl or o- 4- cl obut I car ba | - 4- met hox heno
&5;(% %&vﬁ]? 4-@@%’@ RO & ylbemmcaébgwl -amino}-
Reti€hsid Lt y\gtglOOSI 062469 PCT/ | N2007/ 000493 {

5-Di chI or o- 4- (4- met hoxy- 3- propyl - phenoxy) - phenyl ] - e
[ﬁd&%ﬂz&ie‘hyieﬂwmyﬁﬂle}mxya)ehﬁ4dmh1@0+pdleﬁylﬂlsekhcﬁ@bﬁibon&l—ammo}
3ﬁ5 Di cr p 4- (3-isopropyl car banoyl - 4- met hoxy- phenox
5: GREA G esgff Thoxycar bonyl - ani no} - acetic acid et hyl

ic9clb[2.2.1Thept-2-ylcarbamoyl)-4-methoxy-pl
e£ tg clo] [ But{/ pt-yle ho?(n)}o}é) -4-mef yOXySp 1ené)xg%|36rdlchﬁ)ro ;/)henyl}
W?ﬁb&'?bdmnwyﬂweamamd E}Thyl eaicetl c acid ethyl ester; {

RIS Bt
ethoxycarbonyl-amino)-acetic acid ethyl ester;
{[3,5-Dichloro-4-(3-ethyl-4-methoxy-phenoxy)—phenyl]-ethoxycarbonyl-amino}-acetic
acid ethyl ester;

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

({3,5-Dichloro-4-[4-methoxy-3 -(4-methyl-piperazine-1-carbonyl)-phenoxy]-phenyl} -
ethoxycarbonyl-amino)-acetic acid ethyl ester;
{[3,5—Dichloro-4-(3-dimethylcarbamoyl-4—methoxy-phenoxy)-phenyl]-ethoxycarbonyl-
amino }-acetic acid ethyl ester;

{[3,5-Dichloro-4-(3 -cyclobutylcarbamoyl-4-methoxy-phenoxy)-phenyl]-

ethoxycarbonyl-amino}-acetic acid ethyl ester;

12
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({3,5-Dichloro-4-[3-(4-fluoro-benzoyl)-4-met hoxy- pheno
xy] - phenyl } -ethoxycarbonyl- t o am no)-acetic acid
we@rdvglersd er; { PCT/IN2007/000493
[ 3, 5-Di chl or o-4- ( 3-di et hyl car banoyl - 4- net hoxy- phenoxy)
- phenyl ] - et hoxycar bonyl - am no}-acetic acid ethyl
ester;

{(33: Bicblorhrie(tenathpey-8 Sropylmheneny) mbreyid-cthoxspabegylyangino} -

et h |
a@?%‘b%x}%gﬁ‘ggﬁi%tygmpng?yaiet| c acid ethyl ester; 15 {
[@5(BrcﬁE)QoBL{BMbolﬁoﬁgsédtexmoﬂh@m)@xy%}ﬁndxmmwpheny|

- et hoxycar bony| - am no}- acetic acid ethyl ester; { [3
ethaxycmbenylorping} eactifackbsiykester;

E Q? [E%/Ijt ghm hogp Z’ﬂﬁw}%@@ H%hioro ShbiYedoRPE¥bonyl-amino} -

m no tic acl
dcétdc acidettiyl ester; 4- [ 3- (4- chl or o- benzoyl) 4- met hoxy- pheno

et pmpie bty bRy EhEINGE S ey Fessing -

acgﬂlygglmgh pQﬁé}yl ] -ethoxycarbonyl net hyI am no}-acetic
acid Iyester ({ 3, 5-Dichloro-4-

({1,2-Ewhlomne[ﬁe(4ﬁhwzwbl)zwl)n-ieme@lmymi@n@m}phqw@ngthowcarbonyl-
et.h car bony zi\m ng)-acetic acid ethyl ester; 25

aﬂ%&(% ﬁgéc‘glftﬂi‘)f ¥°et hoxy- phenoxy) - 3, 5- di chl or o- pheny

{13 ,5(Br ARk Q12X3-di AhP0MERY D2y thoBpRIbx RF Phény1aethdxycarbonyl-

ethyl ester;
3i{inoj- gce(tmpéwhﬂﬁwr, benzoyl ) - 4- met hoxy- phenoxy] - 3, 5- d

(éf E I? cﬁfo?g] grtg % ch?otrg %%5%&%%&1)@1@15] Q)m@tﬁSHI ‘f)h@l‘fd)@/]—phenyl}-
eﬁlcﬁcyaubbﬂlﬂraﬁmﬂol 8eetid-acidl ahiyd-eberizoy| ) - 4- met hoxy- phenoxy
{i@@ﬁggfl %ty?tﬁnqe gg}rf-gﬁgr%lxy)% 1mer‘2h 1- %%/lﬁ %th%g:{lygar%olrﬂl%l amino}-

a%:élhc( 1&8&1 égl 4- met hoxy- phenoxy) - 3, 5- di chl or o- phenyl
oxyc nyI nmet hyl - ami no}-acetic acid ethyl

{€3,6eDichibso W%ﬂﬁﬁéﬂezmnﬁcﬁbamﬁbﬁhm@)%ﬁlenyﬂ ethoxycarbonyl—

%%?){'ac ’Eiagﬁ%%% 4- et hoxy phenoxy] - 3, 5- di chl oro-p

b?!9Mjlcmor@hI[@@Qﬁf&@%hffgnmdm@mwh@@ﬁﬂ Sherg i WettbRydarbonyl-
amlﬁo)acchc e¢1d-em}1138t€14 chl or o- benzoyl ) - 4- net hoxy- phenoxy
{L%-E{}Pe(y Jéltl%/ tﬂo ’3}’ pﬁ‘én%(})(ny B'EE&E%’ethﬁ rBth}l] %&%&&garBSﬁ}qmethyl-
aﬁ{lﬁo}'flad@n@fabmr@hﬁ-ek&r ‘met hoxy- 3- (pi peridi ne-|I - car bonyl ) -
‘ henoxy] - phenyl } - et hox%/car borltyl nmet hyl -am n cet}l c
(E?Gﬁ-d)lgglpyq 4—€[§t(’é,|4 -dichloro-benzoyl)- methoxy-phenox -phe
.sul fanoyl ) - 4- met hoxy- ph
s IS o sy
[Ht@osextemﬁppmamxyyphmme;,-'5atie1ﬂbm-phang1]emhyethesyer; {
LS, -Di chl org q%(3_ ) )
pheigxyeaByTYramiR s inAdA S3DY efeny | |
(LN ABRG BT IVA-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-
amino)-acetic acid ethyl ester;
{[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-éthoxycarbonylmethyl-

amino}-acetic acid ethyl ester;

13



1 0 amno)-acetic acid ethyl ester; [ [3, 5
-Dichloro-4-(3 -isopropyl -4-net hoxy- phenoxy) - phenyl |

WO gebsietdboxy- phenoxycar bonyl ) - am no] - aceti ¢ apCOmendnio0493
ester; ({ 3,5-Di chloro-4-[4-nethoxy-3-(piperidine-|

- sul fonyl) - phenoxy] - phenyl } -
et hoxycar bonyl nmet hyl - am no)-acetic, acid ethyl ester;
{8+-[3-(Bicyclo[2.2.1]hept-2-ylcarbamoyl)-4- methoxy—phenoxy] 3,5- dlchloro-phenyl}-

S R R e i AT

G{SiE—D1ct[l{)14)-4$3 ~(4-chloro-benzoyl)-4- methoxy é’)herrl]?xy heﬁ yl}- (4
C or o- pneny

t But y t hox h
e er ) %ﬁﬁ@hﬁ%%@@%ﬁ%twﬁ%@eu c acid ethyl
3
5(953')1%1{1 tﬁhﬁ car Xﬁoypi)l%erldllil% okcf}r br? R(f’ he?mﬁﬂep hefl?ll} 20
ahhxumdamlyhn@thmmhyio)-ammcdc@aﬁy]l asterci d et hyl ester;
e e b R BN et T SR eyt
&ﬁb}@foarl{on[yﬁnetﬁyl a@hﬁa@ —%éﬁc‘bcfdgetﬁyl ester;

di met hyl sul f amoyl - 4~ net hoxy- phenoxy) - phenyl ]

{[B4-Ristharey-(3pisepropykdimimthyly) plmony) plznst i athacicarbeiiethyl-

%ﬁ'ﬁl%g aﬁezté%?cé(fl Stth fséerdl nmet hyl car banoyl - 4- net hoxy- phenox
SAbA 4-1883rb e Y4~ t
et ooy e opyyt-rRIRE e RO B D LIRSS ©
pheppresarmyd- amlnﬂb&‘F@@Gr@yld)etbﬂ@S@%y] phenyl } -(4-
(ggtShﬁf%Ec?Q% ﬁ?%‘éfﬁ%?? %Y(I }pe?“'a} i -su %er}yll)gpliae%ogy]epﬁ]é{llyl}
ah@eyﬁambhpm@w{aﬁnna) ﬁtm(iy aaﬂ(dbhjﬁ%ﬁleﬂl ne- 1- su: fonyl)-ph
gééﬁ%l’é %ég"iy xr}rgélpg()p(gy)t Soch(hg)qu( %eg}rll?-%tnh):)x)ycarbonyllnethyl-
anhﬁgp)é@&)@acﬂi&ﬁ f‘éé%’éf phenoxy) - 3, 5-di net hyl - phenyl ]
phenoxycar bonyl ) - ami no] - acetic acid et hyl

[E‘k‘(bte,rt-BdtyW@-lﬁetﬂiﬁkﬁgﬁékﬁﬁylpﬁiﬁl dlhﬂlbﬁ(?—bﬂé}@ﬁp@l {ri‘eichoxy- n
-[3-(4-tert-But enzo, net hox enox 3,5-dic
Iﬁf%?’@’(cﬁwgﬁ }amlt‘lﬁ_ -apefify 8?(‘9 e)thyél ester; y-P Y
smum—hqn;almeﬁm&ﬂlanﬁs&wﬁe%k@ ﬁ&ﬁwvyﬁ ol
5- Di chl or o- 4-[ 3- (4- chl oro- benzoyl oXY- E)henoxy
e}hog;p(@arppn)}lme(}wlﬁmm@xgcetlphendcfxly)daqswany| ) -am no] - acetic
(R B BRUS 3 sompmylrmgiopsrahPnom ) Sidimeianhsnyll-
amﬂo}phk%&yla]:rd(d%hﬁ%i&@xy phenoxycar bonyl ) - am no] - aceti c
[[[335 ?J?b}l%wr‘b(%dun%tbylé'ﬂlfmosd-%leﬂmy -NhkeoroRphepyidiiginethoxy-
pRAIDSREBOIY) ARib accRhRT kP BlibG 201 ¢ ethyl esters
3, 55Dﬁlthldsﬂoo¢—(8~4m[1e3h3€18arb£1h0y1044hm}2@5y@heﬁoﬁﬁ)t;bww}]F(ﬂ&’ﬁ@%Mxy—
4- hox
p%ﬂ@ﬁ&i‘%k%ﬂﬁﬁ?‘l") é’ﬁ?ﬁ*fbﬁcl%é@ﬂ gstefei d et hyl ester;
[{3.5-Dichloro-4-[4-methoxy-3-(piperidine-1-carbonyl)-phenoxy]-phenyl } -(4-
methoxy-phenoxycarbonyl)-amino]-acetic acid ethyl ester;
[{3,5-Dichloro-4-[4-methoxy-3-(piperidine-1-sulfonyl)-phenoxy]-phenyl } -(4-methoxy-
phenoxycarbonyl)-amino]-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 -Dichloro-4-(3

- et hyl - 4- met hoxy- phenoxy) - phenyl ] - (4- et hoxy-
w@b@aoxear bonyl ) - am no] -acetic acid et hyl estBCT/IN2007/000493

[[3,5-Di chl oro-4-(6-nethoxy-bi phenyl - 3-yl oxy) - phenyl ] -

(4- et hoxy phenoxycar bonyl ) -am no] -acetic acid et hyl

ester;

[[{4-[3 34B§ﬁ-£}¢yl¢enmyﬂbékynqjhm~ryepd}e)m8y}53 Aidithloroeplmngity(4-methoxy-

é)‘h[e ﬂ?g%yﬁheno %:C%Igggfg(e@yqrgstgp] acetic acid et hyl
[QS’ GLmthO%-gL[Bt(ade A ARSyMPX Yn RS Wffh@mﬁp}a‘ﬂyédyd} glt—rf?ﬂhoxy-

4- met hoxy henoxycar bonyl ) - am no] - acetic aci

IéqucFu{bgnyI@ anigy Czy:@p@ paid zthyl ester;
i S R e P LB o
a)d;tmbmm;bbnﬁsmenno]Eac{eﬁe ?1(2? ﬁ(h?u eytﬁﬂegOE(Z 2315 di br ono- ph
éE@F Lfi?wh% Héﬁﬂgﬁf “BRGAEYP %}%/qa%wb?nsé%ﬁ%rﬂé@é@ny@nethyl-

@ﬁin@o&e&&‘{lb aBRIL@y] ebtbr:
chl or o- 4- ["4- met’hoxy- 3- ( 4- net hoxy- benzoyl ) - phenox

i3 pridinlyinjo-¢-43 mhbx@*belmsbWmanﬂe)wﬂﬂ‘rm}lyE}G(@tmethoxy-

?gé’még’%f%ﬂ?ﬁf Smhdo[]?c‘ftbfc 2546H3L 888z 0yl ) - 4- net hoxy pheno
K3 5-Phetioto} 4-(Hethp I-Jll%éfho zsyy)aﬁ}k@mat N-fBihBR)- aceti

aC| d ethyl ester; - (AZepané- -sul fonyl)-4
carbeomd haweyio] —asetlc @1 ethghesero- phenyl }

g@% RN Vr. (PRERBKY SHRAMA MAT) WEaAf Bl @S d et hy!
plichofkgedBborzy)- -anginod-atdticedcity bthpr @paxy) - phenoxy] - 3, 5- di ch

ro- hen [} 30 et hoxycarbon acetic acid
L[?f{gT lél-}me[ qug(,y(]g}len)olxy) 3,5- chloro-phe)nyl] (4-methoxy-

di et hyl - phenyl 4-
o e R R e i A et hyl |
Héﬁdﬂ;ehk&o-‘ﬁﬂﬁ@@ﬁfbﬁl@ﬂgiﬁﬁnﬁ@f#I-rhEi(hGZy-@ﬁélﬁﬁ@) -phenyl]-(4-methoxy-
%}g?{/‘f’x%"ﬁé yﬁr%ﬂ#’ﬁi %clc%wgﬁ%lessyérf anoyl - 4- net hoxy- phen
b | §
Z E[Bf(Béé@ldlchl g%l]%q??ﬂ@nhfﬁx@@%@ ﬁ&héxﬁ)ﬁ%déwgf@%f c?lchlorcs phenyl}-
H@Whﬁy}' pbﬁmxy{::}rboz@yl) am1no]-acet1c acid ethyl ester;

[gE t[B‘ Qﬁl’cg@ﬂﬁ@ 9)(1)1 pt- - rlgul}amoylfg m&ﬁ&%}-ﬁh&%&g} § Sha/il)romo-phenyl}-
(@{rﬁetﬁoi?/@héms>cé%bbzﬁdmwc§u& &ideihybsifienzoy! ) - pheno

- et hoxycarbonyl -am no)-acetic acid et hyl

LSBT i agnebonr-ar@aathaonbormbrd-mhensys el methoxy-
pj&éﬁgﬁgﬁgﬁ)ﬁé’ﬁ%g&( %eﬁpﬁgﬁfﬁ%ﬂo te]éicetl c acid ethyl

[é&ﬁ@l,chl{oro-4 [3- (4 ﬂuoro-benzoyl) -4-methoxy- henoxy] hen 1} -(4-methoxy-
(’é, E@Q %’é - i sqQbut ox ?henox g | ch or o- phen
PROXCRTRYE AT racsie add elhyl gstsBet i ¢ aC| d et hyl
% Azdpane-1-sulfon -
E“‘ S S R P eRe PheR R SRy Phml 4t hony
¢@Xp’h@ﬂ?yhj]'l)-ammo]—acetlc acid ethyl ester;
({4-[4-Benzyloxy-3-(1-ethyl-propoxy)-phenoxy]-3,5-dichloro-phenyl}-
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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30

et hoxycar bonyl - am no}-acetic acid ethyl ester; |
{3,5-D chl oro-4-[4-nmet hoxy-3-(3-net hyl - benzoyl ) - phenox

wWQ heoploeaaygd } - (4- met hoxy- phenoxycar bonyl ) - am noPECHDEWI 000493

acid ethyl ester; 15 [{
3, 5- Di bronmo- 4-[ 3- (4-chl or o- benzoyl ) - 4- met hoxy- phenoxy]

4- met hoxy-  phenoxycar bony 0
[Qeq Qwéﬂq;m& @S‘?E—IO}IG%/(VISUH&H]OY -methoxy-ghenox{)) llhenyﬁ 64 methoxy-

pﬁ%ﬁe%%}[)?l@etéﬁ%%(a%e ony‘?gfhg?é&&yl) iU

car m no) - acetic acid ethyl
[&5-@ichloro-4-[4-methoxy -3- (morphohne -4 sulfonyl)—phenoxy] -phenyl }-(4-
( 3, 5-Di chl or {4 rretﬂ ‘{% gda I - benzoyl ) - pheno
Xy PXyCatpnXDEYIR LR ﬁ)?f” é’cetl c acid

flﬁ1clﬁ§1toe4-[4-ﬁnethoxy—3 (3-methy1-benzoyl) ﬁ enoxy]-phenyl‘
| oro-4-[4-ne xy-3-(4 - benzoyl ) - phenox

pxmbmy} a@nmﬁﬁﬁ(?cldpﬂ‘ghgs{%ar bony| ) - ami no] - acet i ¢
(66 DB TR RS RRRRHRSE Bl Do R b/

nféﬁﬁﬁc@rlﬂlﬁdoxﬂafﬂmﬁ)dnhﬁw £@ti6 acid ohyl cftee; react ions are
&ﬁrformd in solvents_ 25 appropriate_to %Orea enti
{End-Benzlosar Frisohplogydthensiey S 2 disliqrambenylethopyearoony ammo}'

t s being effected. It is understood by
age?]igs%gfs H?és El| n the art that the nature and order of

{E4h@ Bgmztyhetyl&-cyctleh&yhnethem -phenay )35 -dhighloeatphanyl}-he
ose 012; timzi ng tt}1 formation of the conpounds
Ol 3reEARFGSINIESIERI | al so be appreci at ed

[ 3@])1@1&18% 4 ?Mhie"tl’?o@@ E-RletiNBeARAI)- bl‘iéﬁbk?}? dnfyEl- in%ﬁhoxy-

équi rement of one”or 30 nore additional eps
piwanpx pearbegl)-awinof-aretisbicad ethmlgeSMre conpounds of t he

f b
[ CR herior T e E PRy TSRS ettenbaPlelvn et
p].'leﬂlokf/‘&hr%ﬂysl) ahfol Achf aansthgessed; to be within the
SCOBll‘NQ the present invention. 16 WO 2008/ 062469

(PTDINRDOA-Gb Tk oblorabeRzED- 4rmrthoxymhepexylphenyly -athqycarbonyl-
BRI BEE . V2 S | TS 27
({3@Dﬁf£0£m-ﬁéglqﬂ-%(ﬁn€iﬁ@%eﬁﬁfyﬂ)ﬂpﬂldﬁﬂm-IB@®YR4 N
ethoxycarbonyl- ammo) -acetic acid ethyl ester;
[{3,5-Dichloro-4-[4-methoxy-3-(4-methyl-benzoyl)-phenoxy]-phenyl}-(4-methoxy- -
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
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 comﬁounds of the present invention. It will also be
appreciated that some routine alterations/modifications including requirement of one or -
more additional steps which may be required for obtaining 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.

16



10

15

20

5 COOAk 4 Deprotection and Hydrolysis R3 R2 X HO R4
N COOH (I) COQAk 5 " Ak' represents suitable alkyl

w@e@ap6lihe bi aryl ether of formula 2 wherein ~RA/IN2007/000493

represents suitable protecting groups known to
persons skilled in the art (for e.g. those described
in T. W Geene and P. G M Wits "Protective groups
Schemeghni ¢ Synt hesis", John Wley & Sons, Inc, 10
1999, 3°'d Ed., 201- 245 along with ref erences thereln)
IﬁﬁﬂAébﬂ(bkhérosynbols are as defined el sewhere in the
speci fication, was reduced to give anm no conmpound of

formula 3. Rgduction may be carried out usng suitable
rgducing Xagints %@#%@’#@%é R, A C12. 2H20
and y be th
\«' aI oacet at e | rraa TaEDLIRG”base(rd), such
: as dii sofir opyl e yl ami ne (iPr2-NEt),spyridine, N, RRCHCOOAK, i-ProNE
dimethyl aniline or like in solvents sel ected DMF, 120-130 °C

DMF, THF and the like or their mxtures to give a
conpound of formula 4. Further conpound of fornula 4
was refluxed in suitable aJR4<yI hal of ormate to g| ve

conmpound of formmr,a 5 abl e dc|prjqu;<t9f|lﬁnR

hydrol ysis of conpo nula

formula (11 20p&6 £ R2 /ZQﬂ&db,Q62469 PGO
PCT/ 1 N2007/ 000493 R7 = al kyl, C%ﬂ COAr, n =0 R3
SnCl 2. 2H20 / Et OH \\@(ConcHCl Reflux/ 2h \ X
PGO'" v R NO PGO R NH2aZBrCH2C(I)0\k i-Pr2NEt 2 3
MF, 120-130 C R3/RBeofieGloPO0AK, Ref | ux X  PGO R4 NCOOAK
PGO R4 Nom( H Ar Cokbiiydkajsen’ s 5 COOAk 4 Reagent

ﬁﬁ%w

COOAk

“>co

'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,
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
haloacetate in suitable base(s) such as diisopropyl ehtylamine (iPr,-NEt), pyridine, N,N
dimethyl aniline or like in solvents 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)

Scheme: 2
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OR3 X\ 0 R3 Ar Deprotectionr X PGO R4 NCOOAk and
Hydr ol ysi sA 6 COOAk HO R4 N"COOH (1) COOAk ' Ak'

WO e@Beerm s suitable al kyl group 5 The biaryl BCTEY2001000493

fornmula 2 wherein PG represents suitable protecting
groups known to persons skilled in the art (for e.g.
thos scrihed in T. W Geene and P. G M Wits
et gﬁfuﬁbs 0 n Organic Synthesis", John Wley &
Sons Inc 1999, 3d Ed. 201 245 al ong wi t h
references th@relgg and ot her syanis are as

defi ne e(l sewher riCh E'I ’?@ | was reduced
to gi eductl on nay
b@e@ " 0,Ng redum ng:G@ SRSUT HzRanS%rd“HZCOOAk, i-ProNEt

Pd/ C, SnCI *2.2H20 and the like. This gm ne 3 120-130 °C
react ed wi tsh suitabl e al kyl hal oacet at ein suita '
base such as i Pr2-Net, pyridine, N N dinmethyl aniline

or like in suitable soI venkés) such as DWF, THF and Ra

the like or their mxtures t glve a U of X
formul a 4. Further 8 |-a—~4—\QA(;;HSAﬂJI’§f|U
in suitable al kylg dcbgi ve conporaw R4
formula 5. Conpound of drnula' Jags reacted with 4
sui tabl e AHOSWREA®Saci ds 6r suitable aromatic acid

chl ori de &f§*Uppropriate acyl ating agents to obtain
compound of 40rmula 6. Deprotection and hydrol ysis of
cogpound of gormula 6, using suitable reagents &

t eahni.Qu is known in the art, Ogi ves confwound of

#or (I Scheme: DeRdtedtiont Y| D8\

g@a 06 24 M'f\l\é’cﬁzﬁm @OPA@Blysi
R2))XI\CcmmARICI RefTux / 2MOR

Rg NH2 Bl CH2 COOEt | i -ProNEt 2 3 DVF, 20- q,,’so C &30Ak

Cl COOAr, Pyri di ne Riay BreddntZauiao aitbousd 10 X
PGO Rg " N COOEt PGAO Ra WCOO

The biaryl ether of formula 2 wherein PG represents suitable protecting groups

N7

known to persons skilled in the art (for e.g. those described in T. W. Greene and P. G.
M. Wuts “Protectlve groups in Organic Synthesis”, John Wiley & Sons, Inc, 1999, 31
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 reducing agents such as Raney Ni, Pd/C,
SnCl,.2H,0 and the like. This amine 3 may be reacted with suitable alkyl 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
to give compound of formula 5.Compound of Formula 5 was reacted with suitable
aromatic acids 6r 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 (X)

Scheme: 3

R7 = Aryl, n=0
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~ 5 COORS 4 H Deprotection and Hydrolysis R3 R2 X HO

Rg NCOOH (1) COORS The biaryl ether of formula 2
woL@Bms2369 PG represents suitable protecting BCOIN20@E000493

known to persons skilled in the art (for e.g. those

described in T. W Geene and P. G M Wits

"Protective groups in Organic Synthesis", John Wley &

Sons, Inc, 999, 3rd Ed., 201-245 alqng with

rer{zerenc t esmlmﬂzoaethall ot her Xsy jol s are as

de ey @@@H%Rﬁmlé_“peél iy was reduced to
A NO-Car) nd of for Ay r Rodue Ié)n may be
carried dut usi né sui t abl e  Péduci ng agent'% 2suc hBr@8,COOEY, i-ProNEt
Raney 120 Ni, Pd/C, SnCl2.2Ha0 and’the |ike>~Ihbmr, 120-130°C
amne 3 may be reacted with suitable alkyl
hal oacetates in suitabl e base(s) s | Pr2- NEt,

S Erdne

pyridine, N, N dinethyl 3I|ne an ®e in

sui tabl e sol verftz ae , THROF Ot'Refr Ot1ﬂe(|:r suite

m xtures to give 0 d/oiforrrula4Furth

conmpound of f&PRUIE 4Rdvas” r et @O/ t h Cf COORFP| “cool
sui tabl e base such as pyridi%@R- NEt 3 and t he Ilke in 4

sui tabl e sol ventg/such as 15 di chl or onet hane,

chl or of orm and he |ike or their suitable m xtures to

gi ve conpoun j@ﬁeﬂ‘ﬂ a 5. Deprotection and
npoun

hydrol ysi s co a°of formula 5 by techni ques and
reagents I«govvn in the art gives conpound of fornula
: 0. X9 AN 2008/ 062469 PCT/ 1 N2007/ 000493 5 Schene:
‘n' =1) R3 SnCl2.2H20/ EEOH R3 R2 X
Hn e NTxcédorRh R2 X PGO Ra NO2 PGO Ra NH2
Br CH2 : |ecRsR?7NEt 2 3 DWF, 120-130 0C R3
Br CH2 , I-Pr2NEt R3 R2 X DWVF, 120-130 CR2 X | |
N
P%e Fi@aaryi\l ether of fo rmulr«!tqal Wherecl:gn%l& re%%gggtsdrsultable 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., 201-245 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
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
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)

19



10

15

20

Deprotection and Hydrolysis R3 R2 XI L HOIl Ra
NYCOOH (I) COOH The biaryl ether of fornmula 2 wherein
woseiesent s suitabl e protecting groups 10 RCDWN2007000493

persons skilled in the art (for e.g. 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, along with references therein), and
all other synbols are as defined elsewhere in the
speci fication, was reduced to give anmino conmpound of
formula 3. Reductl on may be carried out using

&-~Hel (whery‘nigeit s such as Raney Ni, Pd/C, 15
SnCl12. 2H20 and the like. This am ne 3 nay be reacted
with suitable al kyl hal o acetates |nRSU|tabIe base

spich as Pr Nggcibﬁpl/éi% N di | aniline and
t e @%@f’h&e , THF and the

7d &onpound- é i n conpound

of forrru a4 Was2 react ed WI? sui tdbl e al Kyl hargH,COOEY, i-ProNEt
acetates 2n suitable base such as 3 Pr2- NEt; IRl i1 0e130 °C
N, N di nethyl aniline and the like in suitable
solvent (s) 20 such as DI\/F THF an%ré@(aob L<e ON their

sui tabl e mxturesto Y 3a conp o tIa5
Depr ot ect i on art of ¢ Ln%ob?r?d B¢ fo J@\
/\COOAk

by techni ques an known in the art

conpound of f&FPRul a (Wﬂ 20 2@%@%062469

PCT/ | N2007/ 000493 ~The si nventcebak S explalned in
greater detail by the exanples given bel ow, which are
provi ded by wa ustration only and therefore
shoul d not b COE‘?EE%@ olimt the scope of the

i nventi on. Fear fromthe specification,
feM/dlffenﬁnt sub- cl asses of conpounds within the

s oe»-ral formula (1) have been descri bed. These

subcl asses can be prepared by suitable
HOADd S /T¢Gmnu|ons of one or two of the
genera proc § described in the schenes. Exanple 2,
Exanpl € 23, EX ﬁ%ﬁe 26 and Exanpl e 20 each descri be
in detail:processes of preparing conmpounds of each of

the TRNBIRA) B¢ of F9588 2 Widr&ih P@ ?%%ré&ggégﬂﬁ‘%h%%rf)tectmg groups

processes for preparing conpounds
knewa taqreesons skillod inl thesarb(fonklg. thoee desvpibead dis TpMép@reede and P. G.

hgen provided .1 m vveve al | ;

My A SER RS il 58 et YT lohia gy nsows ted999, 3°

Ed.hpeB2ps elas @athd fFeehSR0thes ) @hd Wit laﬂfewst o@s are as defined
changes as may, be specific to fhe conpounds. |'H NWR

elsepberer @ thgatpaCidicotéen.i wag reslueschtpigive gmingecompowid af ormula 3.
Reﬁﬁ&ﬂﬁpﬁ‘Qy lﬁ%'cﬁgae% &ﬁelfsng"g suitable reducing agents such as Raney Ni, Pd/C,

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 and 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)
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)
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300 MHz spectroneter (Bruker AVANCE-300) or a 400 MHz
spectroneter (Bruker 15 Avance2) and reported in 8
w@eaBme24int i | and ot herwi se nenti oned the sol vROI/INES&H00493
for NWR is CDO 3 using tetranmethyl silane as the
i nternal standard. EXAVMPLE 2 Preparation of
{[4 3-sec- Butyl - 4- hydr oxy- phenoxy) - 3, 5- di chl or o- pheny
%’@X?&Wb@) xiplaingil mgreat@etdﬁt@ﬂém the eRarfiplep gilven below, which

o5 BRREA Rt Ao ayydaherclive sbad noh b goasiusd to imi

thél'scqpesiﬂ the iroentidn. SAamidue déirqrdmend s;beem@h@n( 94 dfife@ent sub-
rated HA (80.0 nL) was added to

in. copce
019355@ @%ﬂ%p&p}&dﬁwﬁhm ‘i}%ﬁ%;@yg%lﬁgaé 01}51@}{19' |(I) Jhave been described. These
dlﬁ&jéﬂtoéﬁ‘i‘)):ﬁ'ssteﬁ ehepé ﬁfé?afe%eo}gsultgbl%]r*l?ﬁxe SE g@ {AXQ gf gne or two

The reaction ture "was

of ﬂrfegqnemh ptqcnsgesrdoscubed inethe betenght Erime 238 xGnle3, Example 26
ate. The m xture was nade

ute
an ngnpﬂ ?“A’ %ﬁ’aﬂ%/ ip g PSR rena eseamRpungs of cach of
thd béreed] @db tchisS40 A fef ldbddiBingTHRuA rﬁ@&s&s%?%?eﬁ%ﬁg VR&eHnds of

wth HO brine & dried over sodiums
eagh} yublase, ahrtacioirasiondatacaf allghgcempounds prepared have been provided

in fbflllenoxy eerJ]thg Ve ggrtge B%‘&R?ﬂ%“ﬁ‘é be-pepgregt by foligwing one of the

thryé glralesseSt d@gc@bed earlier with suitable changes as may be specific to the
1% sec- Butyl - 4- met hoxy- phenoxy) - 3, 5-di chl'or o- phenyl
co Hﬁ’éﬂﬁlf acetic ' acid 30 ethyl ester To 4-(3-

1 HSﬁMRBJ'}}eXJi aﬂdcfig té;‘%%’ m\%gg '}a%g[&? é\%ﬁ’g l%’E&I)ocl;r% 20 hen u au@n% either a

onnace

3 OQ 35H2 Gpcgs,trdmem (Btkerad HANU&E@H)O@V hetdvy M}Mkﬁl@tro(n%?e; YBruker
were stirred at 120 C

A¢% 9 i.n DVF &
vrige A@f%f”ep?r{éd 18 8ckep Unzzi avéoﬂeemseem@ned the solvent used for
NM%;E’ d’b@'p Q{leng()%z%glet Bﬁa%é Gs VR Eﬁ{l%gana?z c% 0 ice-water

) [ n a was hed

rod was t en up ace

EXAMBLBHZD brine & dried over SOdI um sul phat e filtered
and concentrate crude product. The crude

h
Preparafigh: el pur g[f‘l CFeﬁgﬁtttéﬂ gThﬁ’dé‘ﬂ*bl?gP%‘gﬁ%\ dighdero-phenyl]-

ethoﬁlt,y@;ﬁlﬁ,on?]_ﬁmﬁﬁ, 10Rketic HegNe © Ethyl acet ate 90 10) to
he pure product [4-(3-sec-Butyl -

Stepnletli’rew}ramreemm;()% SBCSBuIﬂybH‘rmcthemphgdoam-ﬁgﬂ-dwhb&b-lphenylamme

ra fof SOl Srabaislodio Ml 0818 i atbeB ippbnegpicated

HCl] - esd@xymm} bowdt - &diedO} 1&Ces KCii@bfb- £ MhetB8kRB-sec-butyl -
[4-(3-sec-Butyl -4-net hox phenoxy) 3, 5-di chl or’o- phenyl
phengﬁy)@btfohea@@p 0a%i 4121 1ol tim HOEE (410 (rm)g hg, reactlomt)lre was
t r.of orqmat
reﬂuiﬁ@d; fozrdgtf)gffei h\fMgIrlQ %‘ﬁﬁ}g@ I%E(rtgrreh Was brP&gl& at %Qr%q (? apd 1 S with
ethyleadejdte Chieomiftorenwhe nvis Avaper @itk dmrhokle rsqu@i@HC R@sulting solid

he residue was taken up in e

was 5[‘ %gsq‘?haem}r b orgagic phiseriwaswashad whdéz@ b Gnried
over ﬁé&ﬁ%ﬁgtf epgfat)éaifslfﬁgd apd EANGRMLER G g Q.(j’ Sec-Butyl-4-methoxy-
phenoxy)-3,5-dichloro-phenylamine (71.8 g; 98 % yield).
Step 2: [4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenylamino]-acetic " acid
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
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4- et hoxy- phenoxy) - 3, 5- di chl or o- phenyl ] - et hoxycar bonyl
-am no}-acetic acid ethyl 15 ester.( 0.8 g, 76 %
W@ 2@BMy248t ep 4 : { PCT/IN2007/000493
[4 (3-sec-Butyl - 4- hydr oxy- phenoxy) - 3, 5- di chl or o- phenyl
- et hoxycar bonyl - amno } -acetic aci d A sol ution of

sec- but yl nmet hoxy- phepo di chl or g- phe
mﬁq[mre aﬁd%?%e&‘rlﬁéﬂ)}?e"é’ﬁﬁeﬁo}ﬂ%\@é‘t et s g Aprinsisd Aopigieg washed

W@h H,P vl & dritdFEEBduld shiphatt@$ilted e?rﬁlol:(ﬁﬂceﬁﬁ’ate@% give the

C under nitrogen atmosphere. To that 1M B
crgds! prodoet. (The &rud_e) pivdyctavtake gurfiesh by oluii @hxo@mt@glgphy over flash

.m xt yre was akl.,owed. to r.m up 0-25 C o

silfpspet i Fieb e, FBHE S oUDTIS BB RS Bl prit (e :sec-Butya-

mwhb)hy pRéhoxH-8 Srdishlofd-phtghy BimiR6T- z&tlc(‘acﬁ@reﬂ{s@ d¥ten( 48.0 g, 54 %
ani ¢ phase was separated, washed with H2O brine &

Yl‘?i %ed over sodium sul phate, filtered and concentrated
St P QP S R AEM G oty B o Bflrd - etbovycarbony-
angjeb}-addticaior] ethftesteracet ate 90: 10) to afford the pure
duct . . . .
(] 4- [ Coaee- By t-methorBasroshisAoxgishierasphenyiimingl aefdisy  acid
etﬂ(ﬂl “esfel I@@)%%q P%ﬁﬁbr aWaQ Qlirg Shkie eﬁ@’l @hfﬂtr@ﬁbkm%t(]eg mL) at reflux

The ester .
terdp@sturwéd lmhnsfbmm 11& rﬂa;cticanmlxtora ethal cldotafoingate <was evaporated

unal"jl r\‘;(gugce th? grc?ﬂraé]tésth% éesg%yedvefs ef W’? m %g%aacﬁfﬁt adde gec? with H,0,

brig¥ aR@ dAk& dvér OTvnh SulpRAas ! filaRed hd eﬁrﬁzeatmﬁeml\e@sm (3-sec-butyl-
added, washed with diet hyI et her. Aqueous | ayer was

4-maelbgkyPhenaxy)BH- dwhl@irmghqwl}wth@wc@ﬂmwl-émmcrin@etlc acid  ethyl
I thyl acetate The organic | ayer was
eﬁ\%téf?é%’éw t(ﬁn}{—éﬁf brine & dried over sodi um sul phate,

Stdp 14 er g4-ghdecsBugbaAtliyali & -pleengkyr3 8-dibhlgraphanyilidghoxycarbonyl-
product, The 22 WD 2008/ 062469 PCT/ 1 N2007/ 000493

amé‘?‘t)‘d@%?@ﬂ‘éct was purifi ed by col um chronmat ogr aphy

§ rS|o lmAgg cgf?rﬂlon ng‘l’g{‘ﬁff mfc\?e B?gﬂ%tho%-ﬁﬂé&%)-glSU&iicHBro—phenyl]-
ethpﬁyc(a’ﬁbmmt-aﬁumgl}l-aabtlhytdldceﬂyyl ester (0.8 g, 1.6 mmol) in CH,Cl, (16 mL) was

P iR 5 3 IS BR R0 v

adfédecl}%gﬂléeo‘ifhé’freactlon mixture was allowed to warm up to 20-25 °C over 5 h.
sec- Butyl - 4- hydr oxy- phenoxy) 5-di chl or o- pheny

thel[nld-ﬂ(lmed whl rnmry C@h@rhn@ﬁdahb@mqyemﬁed]wm&m iAftercitigring at 20-25

°C b330 3nive SRHES PhaRT R serpidnaeshearith ey biine dhdtyd over

sodlﬂlm(sﬁlph&& fiRbRaaNd RbAAKYRA O @M JruddhrodlictaThE biide Prékduct was
eth ester A solution of

purfize lay selunmelypmatogeaphyayep Blestosilipa gebtHixent o Eghyleesiase 90:10)
to Sk B8 P ouRE bbb P IS i B RiRo8 )T 2 lorg-ghenyil
ethékyvattwhyhhinimgeitetit aeid etigd ested 0.7 g, 99P4IYield) 4- met hoxy
phen’f(lle 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 H,O (5.6 mL) was added and it was stirred at
60 °C for 1 hr. Methanol was evaporated from the reaction mixture and HyO 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 H,O, brine & dried

over sodium sulphate, filtered and concentrated to give 0.75 g of crude product The
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chloroformate (8.75 g, 0.046 nol) in CH2A 2 (20 nl)

was added dropwi se. The reaction 15 m xture was
wa@bdosmedes o warm up to 20-25 C over 3 h., dil uP€rIN2007/000493

further with nmore CH2A 2 (25 nL) and quenched with

water. After stirring at 20-25 C for 30 mn, organic

phase was separated, washed with water, brine, dried
cryglee prasloe oves spiplist dy £olutar ebroaratogrepne éRilicat g, tChloroform :

' .preduct. . The crude. produc S rified

MEbHE AL RALRE L S dD ¥ BB 4GP Bl aTyarony-
phéméé@«ﬁtﬁ-diehlbyd-pa@r@upétﬁo%aﬂwnyl-&nﬁ{d‘}%éﬁ& hgcR08230 g, 18 %
. pr.oduc
yle[q‘{lh- (3- sec- But yl - 4- met hoxy- phenoxy) - 3, 5-di chl or o- pheny

I']-(4-methoxy- phenoxycarbonyl)-am no]-acetic acid

ethyl ester (6.4 g, 95 %yield) Step 2: Preparation of
EXAMIRIE 3&c- But yl - 4- hydr oxy- phenoxy) - 3, 5-di chl or o- pheny

| 1-(4- hydroxy-phenoxycarbonyl)-am no]-acetic acid To
Pné;lzggpa{:i gnofgf y [ [%-(S-sec-)i}utyl-4-h%fd)roxy-phel]10xy)-3,5~dichloro-phenyl]-(4-
hy b dhyl fie® sy BibshylafRh BRI YeeRRAPXY) - 3, 5- di chl or o- pheny

yI ]63?44&1 25 ¥ret hox’;l/l?lrgil ehgﬁé%:{ea{r onyl ) - anmi no] -acetic aci'd

Stept hf/lprmtaéipn(@ ﬂ4g(d3>-@céﬁutyb#-)nétlno&ﬂﬁﬁzxy}:{z8iiahﬁl))rdAp1$enyl]-(4—
ooled to -60 C.under .nitr.oge t nosphere. To that 1M
me@*@%&@ﬁ%%ﬁaf%m@%wéaceﬁs?leeﬂie?}w'f‘éat% 44 nL) was added
dr opMssRition F [43GEE- ' i i inol-
D L R B e I diciont R YRiminc)

acefie)acih gthyl esten tixamile 12, 1Eo2) A5.0eg, G061 molhgn LHAY, 250 @L) was
1 [ | - se was separated, .washed 3
COJ\}v.&{ ﬁ§8%rdﬂ, G, Bade 2‘[“&?%‘8 S PhelE P i b Hiupen ‘?ﬂeg’é’%dphenyl
chlamndoranrec @y gtoeCHa Mmod)iin CIILIER0 BLPAMS bdde @opwitdeThe reaction
r oduct urified by columm chronatography over

mi’&\“&sﬁa% Pﬁg\%ﬁg §RIVAIL HP dPof et C ABEhArty] ﬁilgﬁeédﬁuéthcr with more
R RSB, Ehe) B RO S ol i

phaBewpb separatett, oxashehedithxyteid boindj driddoser ROy s]ulpl:jate(, 3ﬁlt3<3red and
cetic aci .

con&gn‘%gagev(f /gc{;)éﬁxjeg %g%)é\ Cﬁ%ﬂf%%ﬁ I ?B‘iﬁ’ yet was purified by column
chnI{r]hgto RpBE %v&unxitrh éiliihy %P%l%/exraﬂ@.“&ﬁyl) a@egég?gglwi Qb URIEWe pure

car boxymet hyl - am no} - aceti c” acl
progicépar at {I¥n(3efec{Butyl-4-methoxy-phenoxy)-3,5-dichloro-phenylj-(4-methoxy-

; But.yl,- 4- pet haxy- ph -3, 5:di. - pheny|
Pl AT R SR SR B o ot Pl
Stepr@: Péepaitiot &F- B#y(B-sdc MRt y10X Hy oL ¥ﬁm§f’)|5,S-ditclel%oro-phenyl]—(4-

- di chl or o- phenyl am no] -acetic aci et hyl "es

hydl(;p_xyaqbsn@war@pﬂa@}ni{m aqptig acigl. 11 ol )a et hyl
i 1 SO oL TR res YA B ot oD 5-fictigeo phgy -

metidxy-phenexgibongt)-hindPacdticl avid ehyh estthes.4 2@ 0 10fol) in CH,CL,
The product was

(12 f i ocied @ gl *Gowries Biragairgmosmere. vt ey 1 iy (boron
) N TS S SRR e
to wewh umto 2266 @gr ah yherndiduted Wwdthhmeiel (H2ClY €30 g %ad quenched
withelzlzly.l Aﬁgresttl%}igg %9 :’28—%5) °é ?orgiovsnig,u(grgaéi[c Af?_hglge_ \?Vgs(,: Tse%)lgrgtlaé,4washed
with HpO, 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 pure [[4-(3-sec-
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15
nmet hoxy- phenoxy) - 3, 5- di chl or o- phenyl ] - et hoxycar bonyl ne
w0 baoBeaIbNO0} - acetic acid ethyl ester ( 27.1 gPCHIN2O7/000493
yield ). Step 2: Preparation of
{[4-(3-sec-Butyl - 4- hydr oxy- phenoxy) - 3, 5-di chl or o- pheny
]- carboxynet hyl -am no)-acetic_acid 20 To a sol ution .
Bgtyl-4-hydroxy-phenoxy)-3,5-dichloro-phenyl]-(4-hydroxy-phenoxycarbonyl)-amino]-

Bigtoy | t hoxy- phenoxy) - 3, 5- di chl or o- pheny
{e][t% agﬁ@%c% b%ryl‘f}%gehyl -am no}-acetic acid ethyl
EKSIMIPL(EL%S g, 0.02 nmol) in CH2C12 (250 nlL) was

cooled to -60 C under nitro en at nospher

1M
Pegpayatign g j gif ( 1284-(Grspe-Ragy Gr%y(jmlg)éy)-% dlcilloro—phenyl]—

owed to warmup to 20-25 C
%@gﬁ&h&ﬂﬂﬁﬁeﬁbg? F%fce%!“emth more CH2C12 (250 nl) and

Sgperich@cpaiation HRD, { [AF(Besec oitgh-4-mdthexyaphepox 963,6-didrloggphenyl]-

hase washed with water,
@P?%Cé‘ob(%tyﬁp"etaﬁo% 0 Eﬁ‘r&é‘ﬁj F%‘Hg?sée filtered and
concepg {@(ﬁged—Butgl-ﬂﬁn&h%ﬁpﬁéﬁ&WB ;5-di0Blo€d- pﬁ@ylﬁﬁmdy@éetw acid

col utm chromat o raph over flas

ctby) 58t (GRmplsr GHOED (.0 B0 AArTor. Gddemoaestaie (bhS & 1.12 moD)
rLJ %@o%?dpg'ﬁétﬁylgxg Y 1%9 39%?10%%) en;ﬁi\)ﬁs gﬁ@or)l(lgxéi%q%e étlrred at 120

°a ﬁﬁ}l ale. é[hecreaﬂioﬁi rﬁﬂtt(ré véispoufedl Moty iied-Whater. %\ﬁb&u&&ms taken up
Pr epar at i on

in( ¢thyh ap§tatRy &aahea! b (Wateh) ins. shied o9y -sedivgy selppaisn digred and

oD e ey PRUEBLREDY a0h A3k Rl bydnd EhiRhutography

o0& Fdsh cdilicar gel4(h¢;damet tibyl apdtate d0z)0 pHe ngivepure {[Fb(3asec—Butyl-4—

EI&()%ZI;-I 21&(8%% ao-pﬁﬁﬂ?}lrli-it%ﬁgl %agﬂatéglzammo% -acetlc acid

etﬁylfésggrglgbq g 4]=7§/4y1glat)hoxy phenoxy) ni trobenzene (11.3
inEtOH (56.5 nL). The reaction m xture

was refluxed for about 2 h. The resultlng 5 mxture

b ht 2 |
S Bl 2, 05 SR A 355
calgsyntdting - mhb}iaam aEid ter ed through ceI lite. The
organi ¢ - phas with water, brine,

VI s ai e 9f S0 e Matho sy TheBm s hjoro-phenyl]-

etWﬁ%&?y]%e%@l%pé%é%ﬁ%c@ gﬁgfgsg&g()i%k é’,hﬁw lxﬁm ECH,CL, (250

ml.Bwas Booled ab 0-60-"CAundet hitxyzenhmmoxpherg lenthaa iivh BBrasaution (122

mg) %%Bdaéﬁéfgﬁlfppzeﬁ%ei ThstsastipnomEHES, Y2 ﬁléw?dam narep o 20-25 °

ovér fgogheﬁohﬂute ?ﬂymoﬁ’é %9?%95@ n(@ %ue&h%@S\gﬁﬁn{HzO After-

| i sopropy l'am ne ‘ _
stmﬁn@ﬂ%ﬁ éCsfblr 30 gun,airgdP0 pBaseowad Separatérd; eva'o‘hai: witthrwater, brine,

m xture S red dn to ice-water oduct
Bt St SRR Abred ol orRhiud i eRianapes piftfer The orude
prétilc@ dvaY plriBQO by Bolukin ThkdhabErap Bir'dv%f Qﬁs@%ﬂlca gel (chloroform :
concentrated to give the crude ro uct, ch wa
masbanidl} gedignt elution from 95:5 to 90: to give pure {[4 -(3-sec-Butyl-4-
hydroxy-phenoxy)-3,5-dichloro-phenyl]-carboxymethyl-amino}-acetic acid
(6.8 g, 63 % yield)
EXAMPLE 20
Preparation of ({3,5-Dichloro-4-[3-(4-chloro-benzoyl)-4-hydroxy-phenoxy]-

phenyl}-ethoxycarbonyl-amino)-acetic acid
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col uim chr omat ogr aphy over flash silica gel, (hexane :
ethyl acetate 90:10) to afford pure
WO 2008/0&346h| or 0- 4- (4- met hoxy- phenoxy) - phenyl anm POI/R0€1100493
c acid ethyl ester. (10.0 g, 76 %yield) 20 Step 3 :
{[3,5-D chl oro-4- (4-nmet hoxy- phenoxy) - phenyl ] - et hoxycar
bonyl -am no}-acetic acid ethyl ester
Step, 153 [3-Didhdsro-#A - the thok hpkynqdydphayylapieny| am no]

:c,? .Cf.tr'gg a%ﬁ#%oﬁfo%' eus%%%t%&l%@%tggf’)%§ réglp) lﬂ\é\g&hw concentrated
Het?m%%ﬂ%& addd 3104iBhRro- (2 %étﬂ&gf E‘ﬁé}fok%hlm%ﬂ&fe (11.3 g, 0.03

| orof or mate was evaporat ed tinder "Teduced 25 )
mebasditO#] &6t g The geattion waistura kes refbuyed fot hydut 2 h. The resulting
acet at e, . washed . t howat er... brin ryed, over sodi um
i e DR Sl o SR e L B b S e S8 s made
alklirRs VAt R4 sd1dti e lReSMYing solid was filtered through cellite. The organic
phenoxy) - phenyl ] - et hoxycar bonyl - am no} -aceti c_aci d

phaspywagswashed withs wyters briieyyidsied) ovet sgdipm  sulphate, filtered and
- Dx chl -4<[3-L4-chl qro- -4 - nh . 0
i Jf) BN A S PR Bl PRIRRR 2 & %
Yisdd: @90 B0, A m xture of
3,5-Di chl -4-(4-meth - ph - ph | ].- et,
St 2y [ S iy trethadoheB RSy Lipa-Jastig fcid eity] Ster
0.01 : j j ; 0,0
oy o AR ATEMAEBSTREALE Ayl @ 2cey &0 RD ety
bromodtagate 4301 ©10.08 mwb)raadwhisoprppyletylavime (Sdeg, 0MPEmol) in 50 mL
oduct s tak [ thyl acetate, washed w t.h .
of e e 3t 55 Woror s dhs a8 TR iIBOR GRdn to ice-water
. THe (a0 SYasTALUIP if Gt abRate§ WhRH QA TRREE BMERNAM&E &fbr sodium
to give the crudé product, which was purified b

. J Dy .
sulphiatenfiltsiiech rad sgnegpirgted\iergive sk caidei praduetl whitdiaae purified by

t hyl acet at e 0:10) 4t ffor ur

ool RETARD Gt op s 0 Phcsnis iR § ctvharstats YO fp afford
vty [ 3, 5 0516HpEd-4 € 8- et ¥ky)aptiong)ansiae]-hdetic aciddbtigt yer.
P es{' er. @%31 36 g 36 (?/?t/?‘éblﬂd)y)?m& gp 5 :PPr epar at i%}; of
(1003, 36 % §Hldr o- 4- [ 3- (4- chl or o- benzoyl ) - 4- hydr oxy- pheno

xy] - phenyl }-ethoxycarbonyl -amni no)-acetic acid A

sol uti on of
St¢g 3- ( B3seDidhibryl4-E-nethoayphphend>phenl]-tidixg tdrbowy plneny} -acetic

I@i- et hoxycar bonyl net hyl - am no}-acetic acid ethyl
aclqthyl es%136 g, 5.7 mmoi) in CH2CL2 (67 nl) was cool ed

to - (¥ At g 1AM
Lo, PSR4 oo haBspRay s bl S o
(10.8 a5 t0L.G2hmol)x taas astimad vathi ethddcldorofamate (356 MmLE ad veftuxOteBperature

t 1 h then diluted wit r.e Cl2 (50 nmb) and :
for (i iem e e Tl o] PhIPHoRERE 23 syAgrp Gy nger reduced
pré¥ite MHIAO rSIRRARE MRS §F PR eyE deetd@S Washodl With \Wake! brine, dried
brine, dried over sodium sulphate, filtered and

ovesaskumr sl ute, THeerede and gencratated rtof givel {b3s5-d¥rhlare-4-(4-methoxy-

oS BREBR O, o R Rip BLPEHB £ 61 ¢ i
Stedp{ 3, 54D ¢ h|(m,g:HEcmBrc(—éHm-@hmr@%eﬂmw)MAndwdi{ygmwnﬁiaﬁnﬂaenyl}-
xy] - phen){I } -.et hoxycarbonyl - am no)-acetic acid ethyl
ethexyegrbonyl-angno)paceiipacid gilyl gster
A mixture of {[3,5-Dichloro-4-(4-methoxy-phenoxy)-phenyl]-ethoxycarbonyl-
amino}-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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The ester (2.27 g, 4.0 mol) was dissolved in MeCH (14
m.) and to that solution of NaOH (0.48g, 12 mmol) in

wWO208052459) was added and it was stirred at 60PCI/I¥2007/000493
| hr. Methanol was evaporated fromthe reaction mxture
and H20 was added, 20 washed with diethyl ether. The

ueous r S idified to 4 usin
G SRR, Hileied i e P aigd 45 e PR eriiepigruct which
wé@}é@ﬂiﬁé’@%yV@ﬁlﬁﬁﬁi cdrhatheiaBhy ovbF if1Ah selidaegkl qhekansOdtWilacetate
hate, filtered and concentrated to give pure

90p103dtmtaﬂb{¢s mire Di ({BySoPishlogo-4f[3- (4(O¢ﬂ@nrbﬂnéoyl) -4-methoxy-phenoxy]-

pheﬂflﬁ Oﬁﬁo%e%nggléﬁﬁ% f%gen}l%xaﬁdﬁﬁg} er§¥er1 %)36%@%5)/ ﬁ/?erlg)onyl

Stappy orepdratiat aift ({305-Medhdsroad-F3- (smdalaw-baiﬁogl) 4-hydroxy—phenoxy]—
nodi fications of one or nore of the processes
pheayls rethaycabenyaginphasetigiaside or in suitabl e

combinatiafoR! dJrhes! -@éc ﬁqll DBkl HREROR)-3. 5181 cﬁ 8B henyl]-
oy ik YRR ¥ e

suitable a etlon 0 teps
ethmqe&ﬁany&mevl@mammm}ha@tm raelchﬁhpleest@f(BaB 6pgr53% mmdadl) Inll €31,Cl, (67

m ﬂwtaggnﬁﬁf&t%laﬁ?éo e?*vg\%trr] (ég %? é[y\e hat ?I(Aeﬁﬁm solutlon (11.57

mnﬂwﬁ@ htea-dropWisBY B M forr nPARIORN stRRQNXMD-t8R80YClover 0.5 to
-‘et hoxycar bonyl -am no} - acetic acid 26 WO 2008/ 062469

1 Raheh Nlogd/witlo agge CHYOWMRO: m D_‘,m:guem@@plﬂzl)h H,0. After stirring at

20?%%2 %fi}%( A 8”%51 ﬂ%aas%j%vHa’s én%dfatgd%\%?%g%ﬁllﬁm‘gr ﬂ_fzrx)e dried over
so8iugb (shiphat) ﬁl?er&? (a%ﬁ' cSncefirafed! dhe 1&s%ueEXA§/FihE1f%d5b{/ column
[ 4-(3-sec-Butyl - y roxy henoxy) 5-di chI or o- phen

chiareatpgrplsa siisayael sk a%etatéu %ﬁ 1¢) fqvrtford @Bome product
( {%9%@50 4%3 gfcﬁ%&% é)%%%ﬂ)ﬁ-%?@& p}l é%)g ?Peﬂ#f-ethoxycarbonyl-
anﬂn@)gacZu@écﬁldl kthyiested ( ZEEﬂgZM%Hﬁel@) 4.38(2H, s), 6.40-

6 41 64(1H, d,
bnffter 12 %(a(nl Oslymw@ vy Ahisplyed 1 e O%Mibﬁ@ha‘{d to that
soiuﬁoﬁ rReptyto; Af‘gaé“f [r[;&ﬁéﬂ‘) )fy W) @g@écﬁﬁh%@ mql?ﬁsrb)ﬁln]ed%t 60 °C
t hoxycar bonyl - am n acid "HN
foi30BivH¥lpthandl. $4§ MpomtedJﬁé’mOﬂidzyeacﬁomzm;reSgn,d HzO was added,

wqqsledl %/1%8(119‘(@15?@15 61 01§;4[%'fq \Véi? /gc'fa’%c[%d Pﬁz‘g ug})ng 10 % HCI
solattONVRhE ¢ktracted 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 } -ethoxycarbonyl-
amino)-acetic acid. (1.7 g, 79 % yield)

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.

EXAMPLE 1
{[3,5-Dichloro-4-(4-hydroxy-3-isopropyl-phenoxy)-phenyl]-ethoxycarbonyl-amino } -

acetic acid
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({ 4- [3-(Bicycto[2.2.1]
hept - 2-yl car banoyl ) - 4- hydr oxy- phenoxy] -3, 5

W0 dioslobasd- phenyl } - et hoxycar bonyl - am no) - acRCT/AN2a€7/@0493
20 "H NWR : (DVMSO D6, 300MHz) : 1.15-1.19(711, m,
1.47-1.71(4H, m), 2.21-2.26(211, m, 3.72(1H, bs),
4.09-4.16(2H, g, J=6.96Hz & 7.02Hz), 4.34(2H, s),

'HGI\EMRG eptty, OMHZ=2 .19y, 28(981, 9vh),H3 )1 8(1B1.861),L K, 2264 .24(2H, m),

43138 %6 ol eobeasat; 4T 6 35A 3 B0t §'

%%@1«15 hl or o- 4- [ 4- hydroxy- 3- (pi peri di ne-| - carbonyl ) -
phenoxy] - phenyl } - et hoxycar bonyl - am no) -acetic acid 'H

EXARIPLEDVSO- D6,  300MHz) : 1.15(311, t, J=7Hz),

(st Bty Dienanpa 5-SiforogPhpst rephorycarbony amino)-
acoi2addHz) , 6.72-6.83(211, m, 7.55(2H, s) 30 % Yield

: 80 % EXAMPLE 6
'H IMR D 6@@6%3932?0%@{7& 1)B6@HhyldIoTP SHdnbRY b HbniG 9H2), 1.22-

R RO B 3P Sor s i Ane2 SPGB A3 E P L 3GHE S 640-

641,(1H—1¥1)4676l¥()1H d, I@(&&ﬁévs(lm- , B2H88HZ) 273821 s52( 2H,
8) 4.06-4.13(2H, q, J=6.87Hz & 7.02Hz), 4.31(2H s),
igd: B8 %6(1H, dd, J=3.15Hz & 8. 79Hz), 6.62(1H, d,

6.67(1H, d, J=8.7Hz), 7.54(2H s) %Yield : 38
EXARFRE 3 0121

{|[43(3sganz;ynnd1ydro@<ye@enyxy)ehéadydm@k;ﬁwoyl]-ahmgydmbnyylmm@}
¥) pEenyI }- ethoxycarbonyl -am no}-acetic acid "H NWVR
acetie D6, 300MHz) : 1.16(3H, t, J=6.9Hz),

‘B Nvk 3§I§MSOTD6 3o@whzg(4iﬂs(é3mt &77(%%' 3'8)2(2H s), 4.11(4H, m),
4.07-4.14(2H, q. 4.30( 2H, s)
661691, 6n)75(71>HH,du) 6. 7801 H-®), %&7&595 Bk )7, 546265§)1H d,
Yidzhs of - S7(3H s) %Vield : 39 % EXAMPLE 8 ({ 3, 5

% YERI8KI23178- 4- [ 4- hydr oxy-3 - (4- met hyl - pi per azi ne- |

EXAM#BOopW ) - phenoxy] -phenyl } -
et hoxycar bonyl -am no) - acetic acid 15 '
({40bBigyclo[212. DHhept- icar@awsébﬁﬁlydrozygéxesm]ﬁ 5 @%@zﬂh@nyl}
ctfbyepBlrtafthaepidph8 1 2S00 T (ot gy
'H NMR : (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
({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, J=7Hz), 1.43(4H, m), 1.54(2H, m),
3.14(4H, 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)
% Yield : 80 %
EXAMPLE 6 r
{[3,5-Dichloro-4-(3-ethyl-4-hydroxy-phenoxy)-phenyl]-ethoxycarbonyl-amino} -acetic
acid
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% VYield: 59 % EXAMPLE 9 20 {
[ 3, 5-Di chl oro-4-(3-di net hyl car banoyl - 4- hydr oxy- phenoxy
w0 2Re6469 - et hoxycar bonyl - ai ni no}-aceti ¢ aci dPCHINGWR/000493
(CD30OD, 300MHz) : 1.25(3H, m, 2.97(6H, s),
4.18-4.20(2H, m, 4.35(2H, s), 6.6(IH m, 6.8(2H,
7.51(2H,- s) 25 %Yield : 77 % EXAVPLE 10 {

b :BiMRDED{vim@ég S00MH2): 1OT3H, 1, J=747H), 115(3H ' J=7.02Hz), 2.48-

2 S o A ae DO g Tae ke &P e, Wi R %), 63263601, dd,
H,

J%Q'\ﬁg%%g; 793@zgg/§%gm &, 3'63(*?8'&%7(1%{6?812%{&77 5]4@9,(5

%4Y1©lZi-4381tb(2H q, J=6. 7THz & 6.7Hz), 4.33(2H, s),

75(1H n), 6.85(1H, d, J=9Hz), 7.57(3H, m) %
ng“i‘ﬁ’éﬁE %28 WD 2008/ 062469 PCT/ 1 N2007/ 000493

blﬁoﬂo14-{(3 cyclohexylcarbamoyl 4-hydroxy-phenoxy)-phenyl]-
- Di chl oro- 4- (4- hydr oxy-3- propyl - phenoxy) - phenyl ] - e

w%b@nyéﬁmm@}mawﬂ}: acidacetic acid 'H NMR : ( DVMSO- D6,

M) RISkl AP by, 1 o

m@, BD.78A MR H.079.14@HL §( PH.9H)z &66.8THE), 4BOLH, $)) 6.69-6.73(1H, dd,

Jv/% ?H’é{zé’c%gﬁz)yp gé)ﬂ&mé~§§q75’7 J= 8 79Hz) 7.55(2H, s)

of JrieraDizeh),or 0- 4- (4- hydr oxy- 3- |sopropyl car banoyl - phenox
y)-p enyl] et hoxycarbonyl - 10 amno } -acetic acid 'H
EXWNRIPLEBVSO D6, 300 MHz) : 1.14- 1 22(9H n, 2.52(1H,

(Gl iy dron i pupiigtipessibe- oorbagsafphaions pheny-

'etﬁo@l!aﬂbdﬂ lgmmlﬁeacgmd% Yield : 74 % 15 EXANPLE 13 {
}B ert But yl - 4- hydr oxy- phenoxy) - 3, 5-di chl or o- pheny

]Nmexﬁ&%nwmho}l 23(3det.i L=7a@7hﬂz), B.QNEH, s), 3.29(4H, m),

‘3&?{%465—_915%(1%%2%5}{, Ltstth 8170005, 29500, o), €A, ) 6.8502m,
m), 7.52(2H, s)

% Yield: 59 %

EXAMPLE 9
{[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)

% Yield : 77 %

EXAMPLE 10

{[3,5-Dichloro-4-(3-cyclobutylcarbamoyl-4-hydroxy-phenoxy)-phenyl]-

ethoxycarbonyl-amino }-acetic acid

'H NMR : (DMSO-D6, 300MHz) : 1.16(3H, t, J=7Hz), 1.67-1.69(2H, 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,
s), 6.72-6.75(1H, m), 6.85(1H, d, J=9Hz), 7.57(3H, m)

% Yield : 72 % '
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J=6.87Hz & 6.99Hz), 4.28(2H, s), 6.29(1 H, d,
J=5.99Hz), 6.66(1 H, d, J=8.71 Hz), 20 6.73(1H, m,
WO 28802H9s) % Yield : 25 % EXAMPLE 14 { [3 , PGI/AM2007/000493

i chl or 0- 4- ( 6- hydr oxy- bi phenyl -3 -yl oxy) - phenyl ]

- et hoxycar bonyl -amno } -acetic acid 25 "H NWR :

(DMSO- D6, 300MHz) : 1.14(3H, t, J=7Hz), 4.05-4.12(2H,

mp}ﬂ@@ﬁz & 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(114, d,
[585 I?Hiljomﬂ @ShYﬂf@EMBmroml-,phin%)-Z)hsgjll-lelthonrycarbonyl-amino}-

%’ﬁﬁgﬂ{ 48(2H m, 7.56(2H, s) %Yield: 20 % 30
H R D(DMSJE)—@MSDM& f |0l85'(’5H berzpyinizA1 h)ﬁ@'ﬂ@xry J:Ph@mz) 1.47-

am no)-acetic acid

%%)@ henﬁe% o e 8357)?8’@%74999(%1[\1@% 4. 1(7TCNBOs P66 - 37640(1H m),

_ i 4.12(2H, q,
SSANEY, S Bt o S s 4iB3L 3, 1220
%SQAKdZHO%') 7. 30-7. 35|(3H, nm, 7.56(2H, s),

% Yi . 81 % 5 EXAMPLE 16

E?‘?@ngb oro 4 (3- d: gt hyl car banoyl - 4- hydr oxy- |{ohenoxy)
{ZBéE%?ME%%*‘”‘?%?”’LY4°ETW%“E%%12%@5’1‘f@%{f@ﬁ%ywbonyk
aBlRQ}-aeetio @did, , 4.21-4.24(2H, q, J=7.14Hz &

IS @ﬁs%@%%}?éﬁ% a2tk B R b oM 14, m)

43821 eh60s®L643(13, dd, J=3Hz & 8.94Hz), 6.84(1H, d, J=OHz), 757(2H s),
é%ﬁ chloro t hi ophene- 2- car bonyl) - 4- hydroxy phenoxy]
7 iH}d =&0R H%}/car bonyl - am no) -acetic acid 15 "H NI\/R

% 052, 4%0/2 g(HJ,OVEI,Z) T S Z%HS) 7H51) 13(2H, s),

ERAMPLE;13d, J=2.4Hz), 6.89-6.97(2H, m, 7.25(1H, d,

{ é&&;&e@y&-@yﬁp@xy-phenogy)% % lzgc)hlorz-pllz:gyzfllil-etlfo)xy?:/gr\gl()g}lflsjam1no}

acetic acid

'H NMR: (DMSO-D6, 300MHz): 1.15(3H, t, J=6.90Hz), 1.29(%9H, s), 4.06-4.13(2H, q,
=6.87Hz & 6.99Hz), 4.28(2H, s), 6.29(1H, d, J=5.99Hz), 6.66(1H, d, J=8.71Hz),

6.73(1H, m), 7.54(2H, s)

% Yield : 25 %

EXAMPLE 14
{[3,5-Dichloro-4-(6-hydroxy-biphenyl-3-yloxy)—phenyl]-ethoxycarbonyl—amino}-acetic
acid
'H NMR : (DMSO-D6, 300MHz) : 1.14(3H, t, J=7Hz), 4.05-4.12(2H, g, 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 %

EXAMPLE 15

({3,5-Dichloro-4-[3-(4—ﬂuoro-benzoyl)-4-hydroxy-phenoxy]-phenyl}—ethoxycarbonyl—

amino)-acetic acid
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20 {
[4-(3-sec-Butyl -4-hydroxy- phenoxy) - 3, 5- di net hyl - phenyl

w0 2@Ble4yrar bonyl - am no}- acetic acid 'H NVR PFQVBQODBI00493
300MHz) : 0.74(3H, t, J=7.2Hz), 1.06(3H, d, J=6.8Hz),
1.13- 1.18(3H, n) 1.41-1.49(2H, m, 2.00(6H, s),

2.71-2.95(1H, n), 4.00-4.05(2H, m) 4.18(2H, s),
I H . _
ﬁl@f%Rl DM7SOC])4 3 6@\)%{ 25%(%. 2 dJ 6@4&%} Uhs- dlzng = =7.11Hz

&E 3’ Hm)ﬁmzéfﬁﬁ 4s){ 8-yt oxy; 896y o a7 B&FDYS(2Ph anbe/§6(2H s),

t hoxycar bonyl am nol-acetic acid '"H NVR :
7%&%@}%58 y o1, )2/8(3H, t, }J:7. 17Hz), 4.21-4.25(2H,
%fmel& 8962H, s) 30 6.91-6.98(1H, m, 7.13(1H, m,

21-7.26(2H, m, 7. 37 7.42(4H, n), 7.55-7.57(2H d,
EXAM%LE)M% Yield : % EXAMPLE 20 30 WO 2008/ 062469

(BEEHR 74-89%?%1{%‘3 PSSR TS kPl R
ainpt}eavgti¢ acidt hoxycar bonyl am no) acet i c aC| d H NVR
I%%?%m@% iy bt s o Loty A1 P o Mean,
481 4]24‘3(2 E}Z}M {483 (@141, P91, o6t ehyd 6.95L8.9%2H, m),
7{4@(3(I£s$ec But yl - 4- hydr oxy- phenoxy) - 3, 5- di r et hyl - pheny|

‘V 5%% rrethyl am no}- ‘acetic acid "H NWVR : (DWVSO D6,
5% ©0.75(3H, t, J=7.2Hz), 1.06(311, d, J=6.6Hz),

Emmamle 1.44(2H, m, 1.96(611, d, J=8.7Hz),
84-2.91(1 H m, 4.01(4H, s), 6.15-6.21(311,

( 63 FDighlon(-24B-(Fp lxz&oaﬂebnhene%carbommgrm-pheng?cﬂ -phenyl}-
AR S RaRIR) SGeR Ay car bony - ant no) - heet 1 & act § |

TH NNIRR (DMSDTIE 308004)Z)1.13(3H2B 746 2813 H.030)1, 10(2H q, J~6 96Hz &

7 @Hiﬂsﬁ’é}w S6CH; otaABE), 689 6%k, s Gl - 1 o),

7 58 \E528o17), 7.57(2H, 5)

% Yield: 81 %

EXAMPLE 4 &
{[4-(3-sec-Butyl-4-hydroxy-phenoxy)-3,5-dimethyl-phenyl]-ethoxycarbonyl-amino} -
acetic acid
'H NMR: (DMSO-D6, 300MHz) : 0.74(3H, t, J=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(ZH, m),
4.18(2H, s), 6.22(1H, d, J=6.3Hz), 6.54(1H, m), 6.64(1H, d, J=8.7Hz), 7.04(2H, s)

% 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),
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, d,

=7.8Hz)
% Yield : 91 %
EXAMPLE 20
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20

[[4-(3-sec-Butyl -4-hydroxy- phenoxy) - 3, 5-di chl or o- pheny

wO peo8etaydr oxy- phenoxycar bonyl ) -am no] - acet i cPEINR0A7LD0493

NVR : (DVMSO- D6, 300MHz) : 0.75(3H, t, J=7.2Hz),

1.07(3H, d, J=6.9Hz), 1.40- 1.53(2H, nm), 2.89-2.96(1H,

m, 4.44(2H, s), 6.29-6.32(111, dd, J=3.3Hz & 8.7Hz ),
(63.51pighorad4-[ I£8-clildzy-beizoy B L-HydidxyHhdn@H Jphefiyl9 24y carbonyl-
a%f 6])=9}—%%la. .82(2H, s) 25 % Yield : 58 % EXAMPLE 24

Y299 8r t - But yl - benzoyl ) - 4- hydr oxy- phenoxy] - 3, 5- d

lqum o h a a t ke -
enysoomues hpxycy 3%@%@ ﬁ?mw).%zgggH@§ ?.?,BQH,"A), 7.01

13 300
7z98é31H,4rn247(3;_813H ), 7. 43(25( QH—S 450129 7.68(280 471 R4FZ) m)

0 2Hg08), 7.51(2H, d, J=8.31Hz), 7.66(2H, d,
: /?]z%ﬁé ?3 /8% Yield : 64 % EXAMPLE 25 31 WD 2008/ 062469

EJIQA‘MPBE(ZH/ 000493
§< 5-Di ch) ro 4-[3-(3-chl oro-benzoyl ) - 4- hydr oxy- pheno
{ 4y§7f°’ g o h@ti%x;?@swaﬁgﬂ S-dimethpl Phevatlrearbpsyaethyyl-amino} -
O D6, 300MHz): 1.14(3H, t, J=7.02Hz),
4 06 4 13(2H, q, J=6.87Hz & 6.99Hz), 4.32(2H, s),
I@WBI HDM)SO B69300MHB2Y 28,750 H, 7 J53QHl), B@$3H| glﬂi&-ﬁﬁiz) 1.13-
0 .Yl €

10 1R 9ol o S Bon B2 9105 tutsle b0y 15521 or, m,

655119@"(Qgr90phenyl] car boxynet hyl -amno } - acetic acid
NVR © (DMSO- D6, 300MHz) : 0.76(3H, t, J=7.23Hz),

‘V01Y®1?c(37—5°/@' J=6.9Hz), 1.45- 1.52(2H, ), 2.90-2.92(1H,
4H, bs), 6.22(1H, m), 6.45(2H s),
EXAypiR (2H, S) o vsla :hs o BemPLE 27 15
{15—11181116& qxi(pmuaﬂdﬂo%mzoﬁj WL igrk OANBNEnox $1-PlYeHyPXY - Ph

enoxy] - 3, 5-dj chl or o- phenyl }
15 eté‘é?%‘é@ﬁﬁlrﬁwm qig)actketic acid ' H NVR : ( DVBO- D6,

’%%L’(CDSI %@O_}\é]%l%fm'l ?3, 1 zk(ﬁ,gﬁﬂ 4"%2 z?g?g;f%), 436(H, 5),

6.28AFz ), BOBREL nt), 702- 7J;cs(§nﬂ) m)7769(2H+§% J=2.7Hz),
o QAR Y, 0. J=8.8Hz) 20 % Yield : 43 %

. EXAMPLE 23
20 [[4-(3-sec-Butyl-4-hydroxy-phenoxy)-3,5-dichloro-phenyl]-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid
'H NMR : (DMSO-D6, 300MHz) : 0.75(3H, t, J=7.2Hz), 1.07(3H, d, J=6.9Hz), 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-Butyl-benzoyl)-4-hydroxy-phenoxy]-3,5-dichloro-phenyl } -
ethoxycarbonyl-amino)-acetic acid
'H NMR : (CDCl3, 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, f=8.31Hz), 7.66(2H, d, J=8.28Hz)
% Yield : 64 %
EXAMPLE 25
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WO hgodioedys phenoxy] - phenyl }

EXAVPLE 28
( Car boxynet hyl - {3, 5-di chl oro-4-[ 3-(4-chl oro-benzoyl)-4
am no) - aceti c aci PICT/EN2IVR00493

. (DVsO D6, 300MHz) : 4.12(4H, s), 6.66-6.70(3H, m,
6.90(2H, s), 25 7.57(2H, d, J=8.55Hz), 7.68(2H, d,
J=8.58Hz) % Yield : 81 % EXAMPLE 29 (Carboxynet hyl -

({3, BDitihtdrbor- -G~ Hofvyiskresyl -hydroxy-phenoxy] -phenyl}-ethoxycarbonyl-
erldlne 1- carbonyl) - p enoxy
?ﬂ('lg‘ﬁi $etigRACHb) - acetic acid 30 H NVR : ( DVSO- D6,
Q@QJMIK '_fDM%O“ﬁé%O(I\?ﬁb 1114?#1 J;'(IZEI%H)Z?’ 416?{54 (qgﬂ iy J=6.8THz &
@9913@% 322H) =9, &w)H,/orfr) 06,847, RO EXAVEREHEOmS2 MM, d,
cyc o[ 2

f%q?ﬁé%gg(&ﬁfﬁ%yf /gsgfgiy é%gngiy]( Bg -di chl oro p

Renyld: 139, car boxynet hyl - am no) -acetic acid 'H NWR :
DI\/BO D6, 300MHz) : 1.22-1.28(6H, m, 1.42-1.45(2H,
%@H m, 3.49(1H, s), 3.98(4H, s), 6.48(2H,

%..Yi el 26 %
@%g% S%ci%&@*hy@dms IR EE }zlarq%whfaébwwmno}-
apbtenaeiy ) - phenyl] amno } - acetic acid "H N
10(6H, d, J=8.8Hz),

gﬂg@’% @Mﬁ@ Dfy EOWH@Q 4B 763 tsy=7.83Hg), 6.07ILH), Jet6 9Hz), 1.45-

ot )gzzé’f'é)%(ﬁg%aﬁs N bﬁﬂéﬂz_ﬁg%r gﬁ,y@.g?@zH,/"s), 6.62-6.65(21,

m)i sopr opyl - phenoxy) - phenyl ] - (4- hydr oxy-

Xy¢gr bonyl ) -am no] -acetic acid 15 'H NWR :
0/{JCQBI(@:%%&ZXE)OI\/I—|Z) :1.22-1.28(6H, m, 3.14-3.19(1H m,
EXAM§2ﬂ2ﬁ) 6. 35- 6 38(1H, m, 6.59-6.62(1H m,

76-6.79(2H, m), 6.87(1H ). 6.98(2H d, J=8.7Hz),
({74 -Bo(BigyclelR. Z)/S]Ydﬂleﬂ-ﬁylcaﬂoa%oy%ld?ﬂxﬁx@@henoxy] -3,5-dichloro-phenyl}-

carboxymethyl-amino)-acetic acid

'H NMR : (DMSO-D6, 300MHz) : 1.10-1.21(4H, m), 1.46(4H, d, 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)

% Yield : 43 %

EXAMPLE 28
(Carboxymethyl-{3,5-dichloro—4-[3-(4-chloro-benzoyl)-4~hydroxy-phenoxy]—phenyl}-
amino)-acetic acid
'H NMR : (DMSO-Ds, 300MHz) : 4.12(4H, s), 6.66-6.70(3H, m), 6.90(2H, s),
7.57(2H, d, J=8.55Hz), 7.68(2H, d, J=8.58Hz) '
% Yield : 81 %

EXAMPLE 29

(Carboxymethyl-{3,5-dichloro-4-[4-hydroxy-3-(piperidine-l-carbonyl)-phenoxy]-

phenyl}-amino)-acetic acid
'"H NMR : (DMSO-D6, 300MHz) : 1.43(4H, bs), 1.54(2H, bs), 3.15(4H, m), 3.97(4H,
s), 6.40(1H, m), 6.47(2H, s), 6.67(1H, m), 6.78(1H, d, J=8.82Hz)
% Yield : 32 %

EXAMPLE 30

32



20

( Car boxynmet hyl - {3, 5-di chl or o- 4-[ 4- hydr oxy- 3- (pi peridin
we28sed4bonyl ) - phenoxy] - phenyl } - am no) - acet i cPE/INR00HH00493

NWVR : (CDCI 3, 300MHz) : 1.25(2H, m), 1.62(4H m,

3.01(4H, nm, 4.23(4H, s), 6.60(2H, s), 6.83(IH m,

7.00(1H, m, 7.05(1H, mM %Yield: 10 % 25 EXAMPLE 34

{4-[3- (Blcyclo[2 2.1]hept-2-ylsulfamoyl)- 4-hydroxy henoxyl-3,5- dlchloro-phenyl}—
: %g But yl - 4- hydroxy phenoxy) - f 5 di chl or o- pheny
C%{" §/ Tac‘é #d9 - acetic acid 'H NMVR :
MABL ( (
LA . A(TH, %BOOM}L% s @g(%éﬁ‘%l 1@4%%%2}{ H)» ¢-07(2H, m),

391 H3s)--PR (461, 6 (6218 (2H) m),65. 98B Hm)d,  J=2. 87Hz) 30 %

o 2,% EXAMPLE 35 [[4-(3
> /f’{Yger’lg gét - 4- hydr oxy- phenoxy) - 3, 5-di chl or o- phenyl ] - (4
EXhMPDE)Bl phenoxycar bonyl ) - am no] acetic acid 33 WO
2008/ 062469 PCT/ | N2007/ 000493 'H NVMR: (CDC13, 300MHz)
alfbossr(ngrhyl é% 5-dichigoA-(4-bydrogy-3eiseprapyliphenayy)-hea9l]-amino } -

get% %ﬂ 6.71-6.77(2H, n), 6.95-6.99(3H, m,
g"% "% Yield: 98 % EXAWPLE 36 5
I{Icwmoxmsm@é{ 30@vEizy hll a0esH;- 4,381 8184y gy, %%)44 14(4H,

o BB A R ke o oo are sy 6. w5 1H

oftyiclF3hiz), 6.48(2H, s), 6.64-6.68(1H, dd, J=3Hz &
8. 7Hz), 6.79(1H, d, J=9Hz) % Yield: 82 % 10 EXAMPLE

EXAMRIGEB3xynet hyl - [ 4- (4- hydr oxy- 3

[ STROEE A BT = b onee oehasbues - @ Jodgoet. o
hkn@gﬁdgﬁ%og&gf Qﬁ’i@l@]ﬂace‘il)c acro& 09-3.14(1H,m, 4.02(4H s),

1

<

& 8.4Hz),. 6.24(211, s),
15 'H5NBdRg. (@Q@H?)OHMH@ %M él2(8(6f5,0n9{o3 EXANP(HI,38),[4.4632H5s), 6.35-

2L, B a0 Bl O R 9B hamy P70y g1, o, 3571,

7@9(eﬁpxycarbonyl) am no]-acetic acid '"H NWR : (G -DC13,

. 2.71(6H, s), 4.45(2H, s), 6.76(2H d,
434388%;&% %6. 94( 3H,

EXAMPLE 33

20 (Carboxymethyl-{3,5-dichloro-4-[4-hydroxy-3-(piperidine-1 -sulfonyl)-phenoxy]- |
phenyl}-amino)-acetic acid
'H NMR : (CDCls, 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-Butyl—4-hydroxy—phenoxy)-3,5—dichloro-phenyl]~(4—hydroxy—

phenoxycarbonyl)-amino]-acetic acid

33
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20 d, J=7.2Hz), 7.02(1H, d, J=8.8Hz), 7.08(1H, d,
J=8Hz), 7.51(2H, s) %Yield : 71 % EXAWPLE 39
WO p@sBeIL hl or 0- 4- ( 3- di met hyl car banoyl - 4- hydr ORGF/INROO000493
y) - phenyl ] - (4- hydroxy- phenoxycarbonyl)-am no]-acetic
acid 25 '"H NVR. (DMVMBSO- D6, 400MHz): 2.87(6H, bs),
4.5(2H, s), 6.49(IH, d, J=2.4Hz), 6.73(3H, d,
’J—F&JMHZ)(C]ECI&ZGMMI—&) J¥38@f1) s) 64@52((2214 s)0 6.30=638¢12),, m), 6.49-

€505 Blirdr 5 74 BRY n 9%6.T bR RS2 &

o~ ph h I 4- 30
ﬁeﬁ%%gyr}j@pﬁeﬁoigggﬁ)oﬁyle;yam} no]( -acetic acid "H NWR :
EXAMPLIG36 400 MHz) : 1.41-1.52(6H m), 3 16 3. 19(4H

{gdrb%iygrg%ﬂf[?,? dighl%icé%é# Ij’ilgg@g[]c?ﬁ)ankp})l jl_lgydé%yﬁ phe %XH phenyl]-
afniBd]-AkbticsaciB4 WO 2008/ 062469 PCT/ 1 N2007/ 000493 %

Yleld . 23 % EXAMPLE 41 |

B NMR) ¢ (DYESO-D, AORYEHLOxy 2B (Pipe)i 4PEH, s), 6.42(1H, d, J—3HZ),

SRR RB ORI PSR A BHARESEN. & (5% (cocas

400chHgY % 1.44(2H, in), 1.59(4H, n), 3.02(4H M,
4.46% H s), 6.77(2H, n), 6.92-7.00(4H, n) 7.05(1 H,
EMAMPLEIIDH s) % Yield: 77 % EXAVPLE 42

A PR R ORI Sy pheny-amino)-

apémmxd{car bonyl) am no] -acetic acid "H NWR :

[.369%\1@8 %%;40:0@% &5'3@% g g—ﬁ%‘?@,lgag(%ﬁ 65!d3 140w,
114)—3 0&{7!?1{ 85)86 gili%) 15( d6c§%§ ¥ sk g hiEy) gég?%_'H §)’ @65(2%@2?_&@3}{’, m)

J£3.2Mz) 2H, =8.4Hz), 6.
%Ym@l(dsz{)%s) %Y| eld:" 14 % 15 EXAI\/PLE 43 |

~l3: (4;:4 ert-Butyl - benzoyl ) - 4- hydr oxy- phenox
E&éh@ﬁ&ﬁ?}# or o- phe%yl } (4yhg/dr oxz- P V]
[ﬂb Q@%Méﬂ%ydl}ﬂeﬂméﬁ(ﬂm@gﬁﬂ1}@/dﬁﬁdy%hdﬂo%heﬁﬂ]x€43mydroxy-

OOI\/Hz) (9H, ) (2H s), 6.69-6. 72(2H,
phemygarbonyl)-amiglaaehic agd9g( 2H, d. J=8. 8Hz)

NP @BOEL, 488mED) 4574 @8 (. 4@?21{ 558 %&H %, 7=8Hz), 6.94(3H,
d, 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)-phenyl] -(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid
'H NMR: (DMSO-D6, 400MHz): 2.87(6H, bs), 4.5(2H, s), 6.49(1H, d, J=2.4Hz),
6.73(3H, d, J=8.4Hz), 6.82(1H, d, J=9.2Hz), 6.92(2H, d, J=8.8Hz), 7.3(2H, s)
% Yield: 56 %

EXAMPLE 40
[{3,5-Dichloro-4-[4-hydroxy-3-(piperidine-1-carbonyl)-phenoxy]-phenyl }-(4~
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) ‘
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7.0 J=6.4Hz) % Yield : 66 % EXAWPLE 44 [ {

3,5-Dichloro-4-[3-(4-chl oro-benzoyl) - 4- hydr oxy- phenoxy
wQ 2p8e6Rbg - (4- hydr oxy- phenoxycar bonyl ) - am no] PEE{206¢7/000493

acid 25 'H NVR (CDC13, 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)

%Yﬁehi ™3 %68 % EXAMPLE 45

E[)L% D|chI or o- 4- (4- hydr oxy-3
sulfanDyI phenoxy) - phenyl ] - (4- hydroxy- 30

e it 5y g L s
pheddgRiarbong])-amidolrhbetic a8id53( 2H, n), 6. 65( 1H, n)

BNt ik 18855 sttt Rl st o,

_5)46.95- 700(4H m), 7.05(1H, m), 7.51(2H, s)
Car ox net h yl-[3,5 Zdi chl or o- 4- (3 ethyl 4- hydr oxy- pheno

%yﬁflebh AypP]-amno } -acetic acid 5 ' H NVR (DVSO Ds,
W%OGBHLJ?LlW) 2.43-2.48(2H, m,

%), 6.28-6.31(1H, dd, J=3.2Hz & 8.8Hz),
A4 (Hdrogly- 3J1§@pr8p?1)pheﬁoﬁﬁ ﬁS-ﬂﬁﬁéi'hlyl phensd]Yidehdiros5 %

EXAMPLE 47b Di chjoro-4-[3
phegoxyeaEiony e%‘i‘i‘&?] 5‘0‘3&1"@?’& oxy- phenoxy] - phenyl }

| d
ﬁmf’% f(@&%g]igé pk@g@ﬁ&faﬁ*@@m?%)(%aj%%sﬁz) Q@@SGH‘ é;CB 89-3.16(1H,
1364362, BS)SI. LH6.18) (116, 66 J72.6HE18 8mHz)7 G16(1H, dnJ-S 8Hz),

dabdis a M) 1 Gy 38 alth), EsB 5, 18310, TRERS)

%[ﬁeﬁh P el or o- 4- (3- et hyl - 4- hydr oxy- phenoxy) - phenyl ]1-¢(
4- hydr oxy- phenoxycar bonyl )- am no]-acetic acid 'H NWVR
EXAMRES 45, 400MHz) : 1.07(3H, t, J=7.4Hz)

e i oy e b i
phieBoBidétbonyB-Ddheacetic adid8. 8Hz) , 7.67(2H, s)

'H NMR: (CDCls, 400MHz): 1.33(9H, s), 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,
T=6.4H7) '

% Yield : 66 %

EXAMPLE 44
[{3,5-Dichloro-4-[3-(4-chloro-benzoyl)-4-hydroxy-phenoxy]-phenyl}-(4-hydroxy-
phenoxycarbonyl)-amino|-acetic acid .

'H NMR: (CDCl3, 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-
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)
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20 %Yicld : 16% EXAMPLE 49
[[3,5-D chl oro-4-(6-hydroxy-bi phenyl - 3-yl oxy) - phenyl ] -

W@ 2e08paaexy phenoxycar bonyl ) - am no] - aceti ¢ aci BCT/EN28R100493

(CD3CD, 400MHz): 4.24(2H, s), 6.61-6.64(1H m,
6.71-6.82(4H, m), 25 6.96(2H, d, J=8Hz), 7.27(1H d,
J=7.2Hz), 7.35(2H, d, J=7.2Hz), 7.48(2H d, J=7.2Hz),
% Y0dld242 %) % Yiel d: 35% EXAMPLE 50

E%‘[A*A}W% Benzyl - 4- hydr oxy- phenoxy) - 3, 5- di chl or o- phenyl ] -
Po 30 phenoxycarbonyl)-am no]-acetic acid 'H

6 46 ﬁ%ﬁ?ﬂ?} ,5400bV)-4- §3-%tl‘%ﬁ@ﬁ‘l‘}‘dt&%ﬁpﬁ’en@&%{leﬁ%y,l]-amino}-acetic

9(2H, " dd, J= 8.8Hz), 6.69(1
98, 4Hz), 6.76(2H, d J=8.8Hz), 6.95(2H, d, J=7.6Hz),

ﬁ%{%ﬁ& one L08Rl AR O8RS, 0cam o

6.3836.831 QI ldd pr=e3- 2% & 8.8Hz), 6.57(1H, d, J=3.2Hz), 6.63-6.66(3H, m)
o; Qycloput yl sul fanoyl - 4- hydr oxy- phenoxy) phenyl] (4- hyd
/Py énoxycarbonyl) am no]-acetic acid 5 'H NWR :
EW%@OOM&) : 1.47-1.59(2H, m, 1.79-1.86(2H, m,
1.95-1.97(211, n), 3.63-3.69(1H, m, 4.45(2H, s),
[@3:57DRHjoral4- [3=(8 ‘ﬂﬂm))-beﬁz@jﬂ)% 19@(BH- plrenoxy]-Blispy H-(4-lydroxy-
}Jl 3.2Hz =3.2Hz), 7.68(211, s) % Yield
phengygyca rgé afstlé a01d
1E%MRS 5@% ciéﬂ»glj%) 1h h@sz &5y, el bAMaY Fo6. 4HBY @ravE PR, 6.99-
|

T4 dnbiyl-SﬁHénm&,yk‘é BédW%,-rmﬂrﬁﬁj(ch@bl c acid 1H NMWR
i o 400MHz) : 0. 95-0. 99( 2H, 1.06(111,
/&Ygﬁ%ﬁ’(zﬂ n)? 1. 37-1.42((2H, n)m? 2. OO((2H, n)fn)
EXAMmEHS n) 3 01 3 02(1 H n), 4.41(2H s),

94- 6. 98(3 7.07
[@%Dsqhiqro 47(36@b2]|—|4 hézsirorez Ilhﬁ‘li“i’?@l)tp enylgd4 %E%Qw eggxycarbonyl)

yclo[2.2.1] hept - 2-yl sul f anpoyl ) - 4- hydr oxy- ph
aﬁﬁrﬂg a]%etgﬂf?dl br ono- phenyl } -

' ANMRAr XYISERBOpR@Nei nyILO7Z(3H] t)F7 Atk 2.44<1.4B(2H, MYR4.44(2H,
S0 S 0g604L P alE et & 836Dy, C6L 880, 1”8 A r=s.8m10),
6.92(2H, d, J=8.8Hz), 7.67(2H, s)

% Yicld : 16%
EXAMPLE 49 .

[[3,5-Dichloro-4-(6-hydroxy-biphenyl-3-yloxy)-phenyl]-(4-hydroxy-

" phenoxycarbonyl)-amino]-acetic acid

'H NMR: (CD;0OD, 400MHz): 4.24(2H, s), 6.61-6.64(1H, m), 6.71-6.82(4H, m),
6.96(2H, d, J=8Hz), 7.27(1H, d, J=7.2Hz), 7.35(2H, d, J=7.2Hz), 7.48(2H, d, J=7.2Hz),
7.64(2H, s)

% Yield: 35%
EXAMPLE 50

[[4-(3-Benzyl-4-hydroxy-phenoxy)-3,5-dichloro-phenyl}-(4-hydroxy-
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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20 ), 1.89(11, n), 2.06(1H, n), 2.92-2.93(1H, m,
4.23(2H, s), 6.53(1H, s), 6.62(1H, d, J=5.6Hz),

WO 20080&H69 d, J=8. 8Hz), 6.83-6.93(3H, n), 6. 99(PEH/IN007/000493

J=2.4Hz), % Yield : 14% EXAMPLE 54 [ { 3, 5
-Di chl oro-4- [ 4-hydroxy-3
- (4- hydr oxy- benzoyl ) - phenoxy] - phenyl } -(4-hydroxy- 25
%)g,f;agxyg%r bonyl )-am no] -acetic acid 'H NVR : (CD3OD,
4.34(2H, s), 6.76(2H, d, J=8.8Hz),
EKAM)PBE% 311, m, 6.98(3H d, J=8.8Hz)

[[% %é{%l? (4)1 (]3%/539 (gjua}glsﬁ?@/oyl% g’ﬁéﬁmﬁg@%?’ —p;;;ergxl]z-g-h}rfawxy

ph&kﬁ(‘%fﬁb@ﬂﬂ) a&lﬁlojlaéeﬁd ét@d o- benzoyl )
I ox enox
Irméhéxy Py A 0K A E N, 579 6@Bls s 44251 97CH,

ofTETER A3 Ny AR T MR b B 7010

d7J——='3302Hz)3?4()24-1IH ml)J—372Hé),7 6BUIRBH) M % Yield: 48%
JESAVPLE 56 5
/fz{@@ BRénl or o- 4- {3-[(4-chl oro- phenyl) - hydr oxy- net hyl ]

X%W]?ﬁ: y- phenoxy} -
pheny 4- hydr oxy- phenoxycar bonyl ) - am no] - aceti c acid
[{#H{NBicycloLTBOMept Rt moyk)-4hgdtoxsphego]-G1Hdiokjoro-phenyl} -
1H d 8 & ..8.8 6.68(1H d,
(‘ghﬁ%ﬁ&'}’ f@xygétrgwﬂh ainjicg- -aspfig act 335( 1H fn 6. 96( 2H,
1 4 6 091
o, NNfRBHEXAﬁ/%?E%om&{I)(QA 619510.99(ZH¢ M)Zhl O6(BHI, A0, Y029-EB4(2H, m),
137 Az4%3Hem), 2 QD@(H;W), 4@/Hr B3y 3 PhSHX VAL 854 dil .01 00.76(2H,
t
s i R
<%b¥)ejd31@%(4H bs), 4 46(2H, s), 15 6.76(2H, d,
4Hz) 6.96-7.02(5H, m, 7. 51(2H s) %Y| eld : 95%

E?@(Mlﬂalﬁ 83 ({ 3, 5-Dichl oro 4-

[{'A%ﬁ?ﬂ@é '@%@ﬁé&éﬁz n‘f}l J}%f ace ; gﬁggﬁ?}é&élbenggmy 5. c}lbromo-phenyl}-
(4-D)B0Xx PPhend@Pddrignyl)-OmBid]-Gkttid gcid =7. 4Hz) , 1. 15( 3H, t,

lﬂl f\ﬂ\?ﬁ); ’(D}\/'Igg—_D@ 400MHz) : 0.85-0.93(3H, m), 1.22-1.28(3H, m), 1.35-1.45(2H,
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, J=2.4Hz),

% Yield : 14%

EXAMPLE 54
[{3.5-Dichloro-4-[4-hydroxy-3-(4-hydroxy-benzoyl)-phenoxy]-phenyl}-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid
'H NMR : (CDsOD, 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=3.2Hz & 9.2Hi), 7.56-7.58(2H, m),

7.65(2H, )

% Yield : 34%

EXAMPLE 55

[{3,5-Dichloro-4-[3-(4-fluoro-benzoyl)-4-hydroxy-phenoxy]-phenyl}-(4-hydroxy-

phenoxycarbonyl)-amino]-acetic acid
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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),

WG 2eh306H9 M), 6.67(1H, d, J=8.4Hz), 7.55(2H, sPCPANSOE&/@0493
: 89% EXAWMPLE 59 25 '
[[4-(3-sec-Butyl -4-hydroxy-phenoxy) - 3, 5-di net hyl - pheny
I ]-(4-hydroxy- phenoxycarbonyl)-am no]-acetic acid 'H

TVRMR DUBKXI08-D 64 Q0WMELZ): @.38(8H, s)t 6. 53{%21&!;% 6.71-628(3H, m), 6.89-

g%%Hsrr@(?L)ﬁpﬂn%‘*@H 121)(72{4* 797)7@% mp- 6. 22( 1H, dd,

8.4Hz), 6.57(1H, d, J=2.8Hz), 6.63(1lH, d,
%%egmﬁg‘% 6. 71(2)H, d, ah 6Hz), 6. 88(2)H, d, (30
m@awmzz)sm 17-7.20(2H, ) % Yiel d: 24% EXAVPLE 60 38

Y@SZ ﬁf ? [(EC-L/lgrgl-z %%K)/zlg)%oé%?{y n[leti‘l}?l’_] 45hydroxy-phenoxy}-
ph(%mgsmﬁwo%ylﬂhe@wca&oh ﬁfaﬁﬁﬂo]pib%ﬁeé&)d phenyl |

OXxy- " phenoXycar bonyl ) -am no] -acetic acid 'H

H\/NMI{ DVEDs OB, 4404 ) 4:4(RHO4), ©.016118+%), 6355-GA58AH4Hd, B;2.8Hz &

ek S55bart 3 Mo 8Py oL A et 0 1-sm),

WZSZZGZ(A,H sn), %6((2:}!1 &) 99% EXAWPLE 61
/[%(é - 1i chl or 0- 4-[ 4- hydr oxy- 3- (nor phol i ne- 4-sul fonyl ) -

e PPYphenyl }- (4
enoxycar bonyl ) -anmi no] -acetic acid 10 'H NWVR
E%%%W4OONHZ) 3.04(4H, bs), 3.55(4H, bs),
[ﬂ4-@31—(ﬁtd:paﬁé 1-s@1f@ayIYH-hydiroxyd plfenékiz)- 3, 56liS 6 Fphehyl } ~(4-hydroxy-
=8. @% 01-7..08(3H, , 1.72(2H, s) % Yield: 10%

péwg gayl )-amino]- acetlc aci
’H{ﬁlvﬁz ahe r@odivxh& nydp QLY 1 (85 57Qy1,)

phgny ? 15 e hoxy ar bo?1y*3 H@n ) gjéet@%i ok f"ﬁﬁsz’ )
6 2 H( CIDER 3 H2L G0MHZ Y02 (5H,36), FH5,1 (28], 5)2. 40(3H s),

2 m, 4.29(2H, s), 6.99- 7.09(3H, m, 7.28
%#%é(gﬁ% M), 7.44-7.51(2H, m) % Yield: 83% EXAVPLE
EﬁKMPLEQ»s
([ S-Dichl oro-4-[ 4- hydr oxy- 3-(pyrrolidine-1-sul fonyl)
3 ﬁéﬂ]@h&p}q At r{ytethylpropoxy)-4-hydroxy-phenoxy]-phenyl}-ethoxycarbonyl-

a&Y&)%égtmo&%]oxycar bonyl ) - am no] -acetic acid
'H NMR : (DMSO-D6, 400MHz) : 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, d, J=8.4Hz), 7.55(2H, s)
% Yield : 89%
EXAMPLE 59
[[4-(3-sec-Butyl-4-hydroxy-phenoxy)-3,5-dimethyl-phenyl}-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid
'H NMR: (DMSO0-D6, 400MHz): 0.7(3H, 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=1.6Hz), 6.88(2H, d,
J=8.8Hz), 7.17-7.20(2H, m)
% Yield: 24%
EXAMPLE 60
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'H NMR (DVBO DB, 400MHz): 1.71(4H, t, J=6.4Hz),
3.22(4H, t, J=6.0Hz), 4.46(2H, s), 6.73(2H d,

wQ2z®8468859 6. 93(2H, d, J=8.4Hz), 6.99-7.07(3H, PCi/IN2007/000493

7.72(2H, s) %Yield : 52% 25 EXAMPLE 64 {

[ 3, 5- Di chl or 0- 4- (4- hydr oxy- 3-i sobut oxy-phenoxy) phenyl

t[ et hoxycar bonyl -am no}- acetic acid 'H NVR (CDC13,
BowRugh OrQ-%(@qloluxylsmlﬁalﬁbﬂ)‘}-hstdraﬁﬁ-@hbndxy)@hén}ﬂ]"@—hydroxy-

7 d, J=6.8Hz), 4.19-4.25(2H,
éh&g’xég"é%ﬁ’zngb%@ﬂb“et a%éfr 2H, s), 30 )6 09- 6. 12( 1H(
&dNMRZ(BMzS(&ms DM 6(194-'1'&6%}1%% B4 &, 7.16§]8|Hz 289(1H

J=8. 8Hz), _7.38(2H, % Yi el Y NELE 65 %

mb SO b6 bl 6 HEH | 850D 46.9246.98¢4HS m), 7. 19(1H d, J=7.2Hz),
0-4-(3
-cyglohéxylnéthoxy 4- hydr oxy- phenoxy) phenyl ]

YeYtetk Pour bonyl - ani no}-acetic acid 'H NVR (CDd 3,
m, 1.6-1.86(5H

E#K)Mi%%i%zos(% Jn)est)1 22 %13226;6(2H q, J=6.8Hz &

Loy Sy gl it
wmhengyycwbnwl)eamm]%etﬁmwﬁ 66

SR IS O 5, T ST P09 o

Ja8i4HA06. 52 NVR J—8(4:PM§O7 @@.7 %ﬂ‘éﬂ é’(n%'fxz%?H75?)2H "

4.21(2H bs), 6.
%3gelr19% 6. 82(1H m 6 89(2H d J=8. 8Hz)

4H %Yield: 32 % EXAI\/PLE67[{3,5
Eiﬁﬁ?éﬁ%@ (4 chl or o- benzoyl ) - 4- hydr oxy- phenoxy]

hl
miti g thors G ety

eého?%%%lclfmyi*mnjn@ -3eH§ acid. 90- 6. 95(4H, n), 7.57(2H, d,
FOEREDCL, 880810 3438, HE ha0(3iE 2ok 3/1%)\('4"2'9?2}1, 5), 6.99-

7008318, D), e 28n13-36(4 85 k- T4 -Gr5a2ie¢napy| ) - 4- hydr oxy- phenox
%/]Y'iﬁgzeé&%) et hoxycar bonyl - am no)-acetic acid

EXAMPLE 63
[{3.5-Dichloro-4-[4-hydroxy-3-(pyrrolidine-1 -sulfonyl)-phenoxy] ~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,
s), 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%

EXAMPLE 64
{[3,5-Dichloro-4-(4-hydroxy-3 -isobutoxy-phenoxy)-phenyl]-ethoxycarbonyl-amino} -
acetic acid
'H NMR: (CDCL, 400MHz): 1.04(6H, d, J=6.8Hz), 1.25(3H, t, J=6.6Hz), 2.08-
2.17(1H, m), 3.792H, d, J=6.8Hz), 4.19-4.25(2H, q, =6.8H2 & 6.8Hz), 4.36(2H, s),
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
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1H NVR. (DVSO- D6, 400MHz): 1.14(3H, t, J=6.8Hz),
4.05-4.11(2H, q, J=6.8Hz & 6.8Hz), 4.22(2H, s),

WO 200804469 d, J=2.4Hz), 6.92-6.96(2H, m, 7.57(PEX/007/000493
J=8.4Hz), 7.68-7.71(4H m 25 %Yield: 98 % EXAVPLE

69 ({ 3, 5 -Dichloro-4- [4-hydroxy-3 -(4

- met hyl - benzoyl ) - phenoxy] -phenyl } -
ko Rydaetoch(A-c o ey naetho:iye4 dyiitbxy bpHsviy)- {HYRPeBfxycarbonyl-

ONEZ 4(3H, t, J=7THz), 2.36(3H,
?Bf{g’d’é’}f?ci%%& G 0 926 B &6 8I(-|z) 7 32(2H, s),

68 = .6 98,2 0
s 8@22“ 297245"3’”?’# | O30S A8 So@EE bl 0 G sppsH. m.
g} d5okdB)D 4&1?/4162 74000688z & 72Hz), 4.38(2H, s), 6.09-6.12(1H,

| 3 4- _b 1) -
. 3B QR G T A T T BAERE
%cYield: B3NMR:  (DVBO- D6, 400MHz): 2.34(3H, s), 4.22(2H,

H 6. 60- 6. 65( 2H, . 6.71-6.76 (1H, N,
Eéew%@ﬁg S) . 6.89-6. 9%(3H ?)n) 7.31(2H, ((:i, m
e -@ggﬁl%r)?acﬁ héf;%%fb@ B! th?%&?y]-ph Ryt heyldIdOXy_
phﬁa@?mcexbplnyk)-armmh]eacyuphadoxy) phenyl] et hoxycar bonyl

BoSt o souks 0pSnih e Yt s A e b e SHOTL ), 66221,
na) 3475321%( kg, 8H&)é 6, @zﬁﬁ?(&&' 6dgf)(2H4dlg l_éf%%%%%?%@& m)

31( 1H
‘VeYegl(iliié‘Vu J=8.8Hz), 6.87(1H, d, J=2.8Hz), 7.38(2H,

72 {
E&I\’(ﬁi E/pénzyl oxy- 3-i sopropyl - phenoxy)-3,5

35-Dibrongo- lchlogs-bexaesar oyt ]
v hyl e Rt Goakh 9?1189‘},@,‘3’;)191‘15@33 lidroxy
Eenoﬁsar opyl)-aminod-pe glig aqid J=7. oHz), 3.35- 3.40(1 H

llgmlxldﬁé %éxsvfs%ﬁé“gbo@af) H B, ?@(?H%f?fﬁz’}vs 90-6.95(4H, m),

7133Q 1M, =8 BHEY) (7168(2H, d,J=8.441%)) 7.83(288 sy . 44(7H, m

O/E?a .%5373 20
3 lﬁw- %c- But yl - 4- met hoxy- phenoxy) - 3,.5- di chl or o- pheny
EXAMBtp¥gcar bonyl - am no}- acetic acid ethyl ester

({3,5-Dibromo—4-[3-(4-chloro-bcnzoyl)—4~hydroxy—phenoxy]~phenyl} ethoxycarbonyl-
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, m)
% Yield: 98 %
EXAMPLE 69
({3,5-Dichloro-4-[4-hydroxy—3-(4-methyl-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,
=6.8Hz & 6.8Hz), 4.32(2H, s), 6.68(1H, d, J=2.4Hz), 6.92-6.98(2H, m), 7.30(2H, d,
J=8Hz), 7.55-7.59(4H, m)
% Yield : 95 %
EXAMPLE 70
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'H NMR : (CDC13, 300MHz) : 0.83(3H, t, J=7.35Hz),
1.16(3H, *d, J=6.93Hz), 1.23- 1.26(2H m,
WA 2@84002488( 4H, 1), 1.33-1.53(2H, nj, 3.03-3. 106QFIN2P7/000493
3.77(3H, s), 4.18- 4.27(4H, n), 4.31(2H s),
‘645649(1H dd, J=3.0Hz & 8.79Hz), 6.74(1H d,

[é; ﬂi))lom 4{ F4 hyd8roxy-3 (4-mé]th}gl l?én;%yl)-phe#ol(y]-phen}zl} (4-hydroxy-
pﬁ@m(,g,cg%ggyﬂ) aﬁnﬁlat.i& yanhenoxy) - 3, 5-di chl or o- phenyl ]-e

thoxycar bony - acetic acid ethyl ester 'H NWR
H@MQ (IIMSNI—E§ 4OI)M>IEIZ)1 23, s)mt 228 H,(3H5.53(1H, s), 6 60-6.65(2H,

4, 4-6. 57
. $ b6 I 7k - 5008 Lm0 yior S6 G, iy ABH, 4.1,
TBHSHI-S ), WP AR08 062469 PCT/ | N2007) 000493
Exarrple ({4[3(B|cyclo[221
% Wégld - 359f car banoyl ) - 4- met hoxy- phenoxy] - 3, 5- di chl or o- p

Fﬁgnﬁk }71 et hoxycar bonyl - am no) -acetic acid ethyl ester
(CDC13, 300MHz): 1.13-1.19(2H, m,

[3,52[6101111036.—@7(3 isePropyi-Bhictidxyiphenoxy9- plleﬁﬁlq-%ﬁloxmarbonyl amino}-
1, 82&%E|H M, 2.30(2H,  s), 3.93(3H s)
acgtiogeid edwyf agter o, J=7.02Hz & 7. 14Hz), 4.30(2H, s),

IPﬁN%}Q‘lEZDgh, %SJM%E@ 1%7(6 éﬁ_%ﬂ;}z)[ ;iﬁgl(.gﬁﬁf’)m), 3.24-3.31(1H,

7.61(1
m), BBy o), 4- 934 26(4H1§glm)4-4|1’ia]t(Bny} [ 6Xg) Hphih P 8Hz & 8.8Hz),

6 69§5MVJ°?(%%$§$ 82@%%—2 @ﬁ%%%ﬁ(ﬁ? s?g' g g”;gll ester

Egﬁa&zgﬂewga(sH , 1.28-1.33(3H, m 2.56-2.64(2H q,
Aot & 7. 47Hz) 3.78(3H, s), 4.22-4.29(4H, n),
{[%(%B@EHIOJS}) 3sgoopyd: -Phaiidaxy)- 3cﬁ}d10hh80@>(hblzyl&e&029¢dzbqnyl amino}-
J=8.8Hz), 6.77(1H, d, J=3Hz), 7.39(2H,s
acelq ‘%E{B‘Vpé S {13, )5 D|C§1Ioro 4- (3 > (219)

'H- NMIet: hwlo@EbaU@)MHé) NELNGFY - cphm)l—lz)ﬁm@ﬁ%ﬂ[ t, J—7 2Hz), 3.35-
- et hox car bo am nos1 acetic acid et ester '

3400k, (2HL 3), TN ERH, ﬁ) D-848GH. Cki) J=2.9Hz &
3 31( 2H,

e e aalE e i ehiy
Esymgle Bxanpl e 78 {

chl oro ycl obut yl car banpy met hoxy- phenq
{[%"-Sﬁﬁ Bt m@f*wefx;p@ngaﬁéy difhlesy et ethasyentbe A amino} -
ac@ﬁ& Qéld efﬂaﬁ"%er (CDA 3, 300MHz): 1 23-1.34(6H, m,

, 1.91-1.97(2H, ),

'H NMR (CDC13, 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, s), 6.45-6.49(1H, dd, J=3.0Hz & 8.79Hz), 6.74(1H, d, J=8.6Hz),
6.8(1H, d, J=2.91Hz), 7.47(2H, s)

Example 74

{[4-(3-Benzyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-ethoxycarbonyl-amino } -

acetic acid ethyl ester

'H NMR: (CDCl3, 300MHz): 1.25-1.38(6H, m), 3.7(3H, s), 3.93(2H, s), 4.12-4.30(6H,
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, s)
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2.41(2H, bs), 3.95(3H, s), 4.20-4.27(4H, q, J=6.93Hz &

7.08Hz), 4.30(2., s), 4.47- '25 4.55(1H, m, 6.94(1.,
wa@l20086&40Hz) , 7.03(1H, m, 7.37(2H, s), 7.60(1PCT/E2007/000493

Exanple 79 {

[3,5-Di chl oro-4- (4-nmet hoxy- 3- propyl - phenoxy) - phenyl ] -e

t hoxycar bonyl -am no} - acetic acid ethyl ester 1H NWR
Exarh D6, 300|\/Hz) : 0.85(3H, t, J=7.32Hz),

1.13-1.22(6H, 44- 30 1.52(2H, 2. 44- 2. 48(
({fyi3-Bicygle E’AHZ 13hept-2- ﬁmrhamg(l)r#rmﬁoxsérgh MJ-38) dldelonﬁsphenyl}
ctilx )Z%E%W Yinghgsostiased g N Lo ed’soh%
IHZNM%@QKhD% PmUM4 gﬁpomeqomzﬂ {m), 1|26131(7H m), %SO(ZH m),

or | S
LD B A S Bnp e aoeh 1Yk B, Ry PP Somz &
71@@1&?4 3612%)4628}@@1 ﬁikos“éﬁz)) 70%1%22&'11) 3%(7@% 2?")17H6’1(1H d,
J—zdéHz)ngz) 7.38(2H, m 7 62(1H m, 7. 78(1H d

J=6.9Hz) 5 Exanple 81 { [3.
Example {05, o- 4- (6- et hoxy- bi phenyl - 3-yl oxy) - phenyl | - et ho

3 : 1
{ %%:BWM f@t]ibﬂ 4 rrrzegﬂfi(? g(@%%@)fi%ehﬂ% etlﬁﬁy@rrboﬁylmmno} acetic

acil ethyleseg( 4H, ,  4.30(2H, s), 6. 80(1H d J= 3I—|z)

91(.1
IH?\B\ﬁg( Q:;f?ggl 3@3]\%}1%5‘25% S}{ A ‘5"'51;1{%) g%%ﬁﬁg@ 1.78-233(3H, m)
25603648210 G- DH e &37. 4 7HE)| BOBGIheNZDgD )4 29(488} B33 [BEN) 6.50-
6540k dr Tt 5 o Roon A 190328 bl e Ty . 1-3Hz),
7.3§(zg§§)3H S), 4.20-4.28(4H m), 15 4.30(2H, s)
1H d, J=3Hz), 6.90-7.0(2H, m; 7.07-7.13(2H, ),

ExZmPR{ZH, s), 7.81- 7.86(2H, n) Exanple 83 {

(3 3eHpreas M}(@M@w&-ﬂ:raﬁtgﬂ&-W@Wa—ypfny&-ﬁtgmcﬁbony1-
anﬁ%%bceh@%f@et%@fe%t acid ethyl ester 20 'H NI\/R
. 0. 91(3H t, J=6.9Hz), 1.07

)Cl3,, 1@1\/111&2)22 BHL336H, 300 - BHBH( k13.08(3 S) 3. 79(3H s),

B 3 ) S 3 o o,
Ex#npR=8Hz), 7.58(2H, s) Exanple 84
{[3,5-Dichloro-4-(3-cyclobutylcarbamoyl-4-methoxy-phenoxy)-phenyl]-
ethoxycarbonyl-amino }-acetic acid ethyl ester

'H NMR: (CDCl;, 300MHz): 1.23-1.34(6H, m), 1.77-1.80(2H, m), 1.91-1.97(2H, m),
2.41(2H, bs), 3.95(3H, s), 4.20-4.27(4H, q, J=6.93Hz & 7.08Hz), 4.30(2H, s), 4.47-
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 -Dichloro-4-(4.-methoxy—3 -propyl-phenoxy)-phenyl]-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-
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, J=8.9Hz), 7.56(2H,
S) ‘
Example 80
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({ 3, 5 -Dichloro-4- [3 -(5
- chl oro-t hi ophene- 2- car bonyl ) - 4- net hoxy- phenoxy]

WO piesngl46d - 25 et hoxycar bonyl - am no) - aceti ¢ apCHINDONI00493
ester "H NWR : (CDC13, 300MHz) : 1.23-1.321(6H, m,
3.77(3H, s), 4.22-4.28(4H, m), 4.30(2H, s), 6.84(2H,

s), 6.92-6.97(3H, m, 7.38(2H, s) Example 85 { [4-(3

{BS-BichBibyi- 63438?%&)9%}2&1)@5@994éfhetﬁoxy—ﬁherdixﬁfﬁ—bhéﬂy‘lpheny| ]
- et hoxycarb on am nog 30 acetic acid ethyl ester

ethexyiggalony ;agewﬁlyletmls% BH, t, J=6.2Hz)

}%1\%111 @??E B%M}iz) 12269)(3%[}2@@ ?g%{é&gﬂ) )2'0427(5H m),

| 4a1(991(,z)46 9§11H,6d F7OHE), TB8(2HA6),262(1H, #9( 2AS(1d], d J=6.9Hz)

7.02(2H, s), 7.31-7.43(5H, nm) 43 WO
E"QE’G%‘? 2469 PCT/ | N2007/ 000493 Exanpl e 86 {

{B; %»ﬁrc@lc%M 60mAthods wﬂamz 3»1&1}\,5 %ﬁ&ﬂp&@@@y&m&ﬁ@%ﬁw}-

- phenyl ] oxycar acetic acid
aCéQ@é‘Pldth}’NWler(CDClS SOOI\/HZ) 1.26-1.29( 6H, n)

R0y, Gobbtda o5 Btern iy Sdoqn. § 420480, m

470(@21 £), 68081, dT)J=3ﬁ%ﬁm5€lﬁ7d 0E23H75; 6391@141 a)07 46(1IEB m), 7.29-
(4-chl oro-benzo %H4 met hoxy phenoxy] -phen yi
7415@5@%9(:%5%%@ affi#lo) - acetic acid ethyl ester 'H NWR

3, 300MHz) : 1.28-1.32(6H, 3.68(3H, s),
Eﬁf"ﬁ%so(m n)) 10 4. 31(2H( s), m)é 82- 6. ée(le)n),

({6 SEﬁdﬁbrodl [31FBﬂﬁb%)belﬁoﬁ}ﬂm@th()iﬁphaﬁqu] .pB8ayl } 48 oklivcarbonyl-
12- 7. 7&1’3%H m Exanple 88 ({ 3,5-Dichloro-4-[3
aml{‘@ ﬂceHFé‘FﬂIdS $8%z oyl ) - 4- net hoxy- phenoxy] phenyl } -

1 t t t

RN CoEay g ) 395t S0qfh Bl DOOHELSL e, )
4.30(28; &), BSOCGIH], dI)J*3H4),$Z((EHO(ﬂ—I B . 7864~ TH3 (2H, rﬂ)=9’Hz8X2H s) 7.81-
7%(2 7%15(2H , 7.30-7.40(3H, m, 7.51(2H, s)

Ex,{,{, (83 sec- But yl - 4- met hoxy- phenoxy) - 3, 5- di chl or o- pheny

% 4- met hoxy- henoxycar banyl )-am no] -acetic acid
{{® 1{§/t|clﬂ@§?ré1(3 z@et ﬂcmmnoy lEpeithoxy3pismexy)-phanydl¢iBexycarbonyl-

“’in‘zl}sg‘%l%éf{’éﬁ%g% '3. o% ; gg%)lH 1n)23 3. 72?(3§|H s;n

THINVAK 3tOMSO- Dfs, 37)61\/141239(029'1(3H)t J%@@izaﬁl ob@)H t, J=7.0Hz), 1.12-

1S 03 01-8. A 123K ) 4 OB ARG, . 4§32 Hi)6 S1(LH,
iHQF%%tM 88(18C8d. 181, & o8 2 ha§Y, 4, J=9Hz), 7.58(2H, s)

Example 84
({3,5-Dichloro-4-[3-(5-chloro-thiophene-2-carbonyl)-4-methoxy-phenoxy]-phenyl} -
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, s), 6.84(2H, s), 6.92-6.97(3H, m), 7.58(2H, s)

Example 85
{[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dimethyl-phenyl]-ethoxycarbonyl-amino} -
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), 4.992H, s), 6.37(1H, d,

J=6 Hz), 6.74(2H, d, J=8.7Hz), 7.02(2H, s), 7.31-7.43(5H, m)
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Exanpl e 90 25
({4-[3-(4-tert-Butyl -benzoyl) - 4- nmet hoxy- phenoxy] - 3, 5-d
w0 etBoexephenyl } - et hoxycar bonyl - am no) - acet i CPEIINR007/000493
ethyl ester 'H NVR (CDC13, 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(2H, m, 7.37(2H, :
Eg%%? /g0( 2H, , 7.75- 7.78(2H, n) 30 Exanple 91 {
E sec- Butyl 4- met hoxy- phenoxy) - 3, 5-di chl or o- phenyl
{3 étlbﬂ@hlp&&ﬂtiényd:thmt)h%pheﬂﬂbaitb}lmaplephanoay:) -phestyljydthestcarbonyl-
44 WO 2008/ 062469 PCT/ 1 N2007/ 000493 'H NMR : (CDC13,
APBMBIeUC a1dgshigstel - 3=7 4Hz), 1.15(3H, d, J=6.8Hz),
' 3dvirl. @8IGE! 3m)MHz)5 112@6%%61{7)111 3. 49(44(@14054)1'21:191%28(41{ m),
376(3H s), 4. 10(4H  s), Qﬂl&
5 ABUAHES)VQUHIL, dd=H=z). BoE-744018Hm),, 7 ?62 399 m), 7.62-7.70(3H, m)
6. 69 ]gH d, J=9.2Hz), 6.78(1H, d, J=3.2Hz) 5 Exanple

(@3 S-Lﬁ?bmbf@nqs 44{cBidrd-behRt & P4 RAROWL phchoRTL-piehy PEBOLRYdarbony]-

phenyl }- et hoxycarbonyl net hyl -am no)-acetic acid
a@tlh(y)l'acé‘ﬁ@é@ldthYNWeY(CDCB , 300MHz) : 1.24-1.29(6H,

68 S 4 d4- 4 ,

B ws  (Cpons gghatel Sttt gy op B P g ocatt, )

10 473115&,2&1 6.82-6.96(1 B 81)48192) 1 HEXR TpBSHRY, 4.97-7.01(1H, m), 7.38-7.42(4H,
. Di chl or 0-4-(3-i sopropyl - 4- net hoxy- phenoxy) - phenyl

n]‘) ?12 rfef Héky ™ phenoxycar bonyl ) - ami no] - aceti ¢ aci d

Eglﬂmeggster 1H NVR (CDC13, 300MHz): 1.19(6H, d,

J=6r 84Hz), 1.28-1.34(3H, ), 3.25-3.30(IH, 15 ),

(8, 7 TicMprcs3-[3-82.49lidprashenzay R @-me ok PHhemxy ] Phnyi{ |

6, 41-6. 45(1H, .dd 03Hz & 8.79Hz), 6.69(1H,
ﬁi‘)&ﬁ‘l@é"%’mjmn %@“%a%‘éé}ﬁe I 7. 05(2H, )d J=8. (79Hz)
15 M- RURH, ( @CEX@@DMH84 [1[2%- 131(6H m) 3.58(3H, s), 4.19-4.29(4H, m),

-tert-But rrethoxy henox

43000 Dr S Gl byl J=SHhe) ﬂwxgﬁ%ﬁom) 7.30-7.40(3H, m), 7.51(2H, s)

he carbonyl)-am no] -acetic acid ethyl ester 'H
E’%Wﬂé)n'o@({’cocm 300MHz) : 1.26-1.29(3(, n), 1.35(9H, s),

[[a (B&e3Butl)}4-nbiidXy3hensyy ) -3 &(ﬁ&ﬂ&ﬂrphﬂlyl]443ﬂétﬁéxy-bs)
6. 40-6. 44(1H dd, J=3Hz 9Hz), 6.7(1H d,
pherpxgeabonyl)-smgmi acetiiacid E@ytsqqiﬁl) 6.99-7.06(3H, n),

20 'H-RURH (DX 3RBI2 0.83GH, t, 1=7.5Hz), 1.16(3H, d, J=7.2Hz), 1.23-
1.34(3H, m), 1.48-1.62(2H, 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-phenoxy]-3,5-dichloro-phenyl}-
ethoxycarbonyl-amino)-acetic acid ethyl ester
'H NMR: (CDCls, 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(2H, m), 7.37(2H, m), 7.43-7.502H, 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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[[3,5-D chl oro-4-(3-dinet hyl sul fanoyl - 4- net hoxy- phenox

wWQ 2e0ploeaayd | - (4- met hoxy- phenoxycar bonyl ) - am noPCHDEWI 000493
acid ethyl ester 1H NWVR : (CDC13, 400MHz) : 1.14(3H,
t, J=11.2Hz), 2.83(6H, s), 3.79(3(, s), 3.89(3H, s),
4.29(2H, nm), 4.40(2H, bs), 6.59-6.86(2H m), 6.95(2H,

lﬁj%ﬁ’z@cgoigwé g_§3€3}f§-3t?'3@7:4H7z),4%.(1%d1h, 8) 1=6.8Hz), 1.24-
1528menmr10546§(ﬁggmm byBosisamy 5746)(3.1&1 HOROpIHED 2 52841
b W He dor b Babcooiad beridSliod: Sobaa. 6 78(1H,
d ;ij\l%ﬁ%)s((CDaB 300MHz) @ 1.29-1.34(3H, ), 2.84(3H,

"3.08(3H, s), 3.8(6H, s), 4.20-4.29(2H, m, 4.40
EXd@hpled2, 6.71(1H d, J=2. 64Hz) 6.82-6.89(4H, m,

(bt S TR A heed s PRI 26 ony 1 ) -

eﬂﬁ%g@a?fy 8ty l-hmib)-acetic acid ethyl ester

henoxycar bonyl ) -am nol - aceti c _aci

'GsNBAR? 4TI - (ODVER) 4@@m4z;9 6, 30, 13 @&((3@;1,1 Sefh09H, 9), 4.14-

PR gy S SRS o, 7Rl e llehug, 50, o

J€8.43R8) 4Hz), 6.93(1H, d, J=8.8Hz), 6.99-7.05(3H m,
7.40(1H, d, J=3.2Hz), 7.51(2H, s) 10 Exanple 98 [[4-(3
Example93py | - 4- met hoxy- phenoxy) - 3, 5- di met hyl - phenyl | - ( 4-

i S R S b e I

pheridkydarBaify3Hamino]-a2etl@ ¢GdHethy) ester3. 23- 3. 30( 1H m,

‘%’@%?@Qﬁ#ég@ﬁzﬁ' ﬁﬁé&%g"}f%éﬁ% %’ig %%%(fﬁ oy, 3.25-3.30(1H,
m7]) & %ﬂOS?ZH %jlﬁ @)7 428-4819@1)1 @n)S44 60@@%25&) M.41-6.45(1H, dd,
T3 ﬂ31[{8&( 8.79Hn), 63391(;/111; &dﬁﬁ@y%H}Z) Lﬁ&feﬁﬁa(a;ﬂ ok i8¢ PHad.5=8.79Hz),

7 M phenyl }-(4-methoxy-
6@ car bonyl) am no]-acetic acid ethyl ester 20 'H
Diiple 94COC13, 400MHz) @ 1.24-1.33(12H mnm), 3.70(3H

3. 79(3H, 4.27(2H,
[62 é%test-@w!fﬂrnsi%ﬁ}wxyfpb ozcw-3c§) dlsh:lsmrpéf;nyib(%m(eﬁ\quu

p ﬂ%ﬁ%ﬁonyl) Zm‘h%(]?a bti®Acid étnfPéstdd d. J=8.4Hz) Exanple

1 (NAVIR- ‘RO Iy 3D0MIIS)y { A26-1129(3H e 033 (PHA s Bt IEHE Dh2AB(3H, s),
4 SRR h 1961 hae A4(EB A0 ol STAHRASE I, d, I=8.85Hz),
6.88(2H, d, J=8.67Hz), 6.99-7.06(3H, m), 7.50(2H, s)

Example 95
[[3,5-Dichloro-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), 3.793H, s),
3.893H, s), 4.29(2H, m), 4.40(2H, bs), 6.59-6.86(2H, m), 6.95(2H, d, J=9.2Hz2),
7.04(2H, d, J=8.8Hz), 7.41(1H, s), 7.51(2H, s)

Example 96
[[3,5-Dichloro-4-(3-dimethylcarbamoyl-4-methoxy-phenoxy)-phenyl]-(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester
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"H NMR (CDC13, 400MHz): 1.24(3H, t, J=7.2Hz),

3.66(3H, s), 3.85(3H, s), 4.27(2H, m, 4.38(2H, s9),
wWG288/06248 4H, nm), 6.98-7.04(3H, m, 7.38(2H, dPCT/IN2007/000493

J=2.4Hz), 7.5(2H, s), 7.72(2Hd, J=6.8Hz) Exanple 101

30
[[3 5-Di chl oro-4-(3-isopropyl sul famoyl - 4- met hoxy- pheno

Xy NRenINCl, B 0odMHoX y 1.20He3¥g 38 c ) bD 8% (3K, &l 310$(3@H: %9 I 18(6H, s),

AR 390 (B8 RE T Bt o G473 SpgOAEL, ). 7.05(2H, .

=SSR 6b zHlsg) 8Hz), 3.4-3.45(1H, m), 3.79(3H s),
3. 9% ,s), 4 28(2H bs), 4.41(2H, s), 6.87(2H, d,
Examped7, 6.96(1H d, J=8.8Hz), 7.04(3H, d, J=8.8Hz),

[F ol hipfboa-15 ?@?’%{t%@m% s TR ﬁgﬁ%oxﬁ%@%pﬂ]} e

meohysmpbmycbfmb -aﬁmd]cabe@&@la 6th§'!3é§etet hyl ester 1H
%%(%Ci 1.16(3H, t, J=7.6 Hz
R: ook 41991\4}22)58@13@%@&11 m), r1)50 3.52@8Hn)s3.17-3.2(4H, m),

347%(2H4]sé3? ia#i %)"’ fig§8z§)%‘égﬁlq’ml;:z?g§§ﬁ&g5' gé‘@(zH d, J=8.4Hz),

@&Hleﬂ)J—S@Pﬁ)(d& 91,7 G5(3Bd) MO(ldeEJe@rmH@ ¥83(dH, 5)
hIoro 4-[3-(3-chl oro-benzoyl ) - nethoxy phenox

%T'hb' - (4- et hoxy-

nﬁgqg“é%‘%’f’%‘”’”%‘%o"ﬁ PreGRSR SuRhil A @3%%[19,%?

p@ynowcm@()@ﬂ) agiino]4acei¢ adid etH}d;):ster 4.37-4.45(211,

B R BECL: 4Bttt §orss Bty Sl 04’(2 12(6H, ),

3&36%6(16@61;"'3 76161—1 7s) A, (2411127(@)1 rﬁ%a!@(Qng’ﬁ 6[3%535@1H B4, y=3Hz
chl oro-4- met hoxy- phenoxy) -
& (S THB: Hok alwbnlyn&/&szow@()lHam n&i2. &He) | ©846.86(8Hhyh), 7.03-
CDA 3, 400MHz) : 1.17(3H, t,-J-7.4Hz

76&%%%—[]&5_'7'\{'%?21:}% 2.57- 20)2 63(21(1 g, J=7. 6112 2&
Exambple99) , 3. 78(6I | 's), 4. 28(211 , 4.39(211, s),

?gg 111, J=3.2Hz %671Hd

[{4: #Eﬁe)( - gt g;.q)yl);jl-mgh@gf( Q}]_C_[}OXHI J=Bcldppo-phenyl}-(4-methoxy-

Exanpl e 105
:Ee&é rﬁ/il)oegrgﬁxﬁ(’é%%uc %%%fg(é}g{;%’ p%enyl 3-yl oxy) - phenyl ] -
ANMBt M@QCI?,,Z«%OQMH@X)HHFDBBNQH am Bﬂ]()(}ch@; BC'/'9§HII Os), 4.27(2H,
S, 5, Sap Rl ) s03eH ¢

BV S SdeRDNSH B 50300 ) -6abin. 2 aseuEre, T-s.am),
7@(82}ﬂ5f,5(%£th§)JH861gZ§ 6 79(1H, dd, J=3.2Hz & 8.8Hz),
Example 100
[{3,5-chhloro-4-[3-(4-chloro-benzoyl)-4-methoxy—phenoxy]-phenyl}-(4—methoxy-
phenoxycarbonyl)-amino}-acetic acid ethyl ester

'H 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 _
[[3,5—Dichloro-4~(3-isopropylsulfamoyl-4-methoxy-phenoxy)-phenyl]-(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester
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7.04(2H, d, J=8.4Hz), 7.25-7.33(IH, m, 7.36-7.40(211,
ni), 7.49-7.51(4H, n) Exanple 106 30

W@ peb8&4BENZYI - 4- Met hoxy- phenoxy) - 3, 5- di chl or oP@IYEY2p07600493
(4- met hoxy- phenoxycar bonyl ) -am no]-acetic acid et hyl
ester 111 NMR : (CDC13, 400MHz) : 1.24-1.33(3H, m,
3.75(3H, s), 3.79(3H, s), 3.93(211, s),

‘ﬂ ww (@@i@l}le.oorvolH%)4 149%% JS); 8}%) 5143ﬁ7§17€ U6 99y), 3.4-3.45(1H,
mb@s?%@limm P@B/H NZGD%(GHOhS)% %(H(szm 8A(2H) B J8$18Hz), 6.96(1H,
0 1 25( 2H,
o888 sy Wb AR S GE T 2502
Exsmpleomzt yl sul f amoyl - 4- met hoxy- phenoxy) - phenyl ]
{é% é@? y- .5 phenoxycar bonyl -am nol_ -acetic acid
;IPI féfl( 1tha-metboey pheapoimbsnylicthorgsarbenylmethyl-

2H, 1. 69-1. 75( 2H,
1%3'1 §%§74 12? . 3. 79(3I(—| s), m%a 96( 3H,

H)NMR 2@126113, mQMmzmazls(m)t J="H6 819 2H26-d,32068, #hiz).58-2.60(2H,

nﬁ& %G%ﬁghg%zfl 11241%,;'3) 423 ? 3&@%,&,@%@ %.2;14_@.%}6.53(1& m),

6]6(0@21‘{}’%' 06131, %1 3=3. 81){2)4 6. 74(1h d, J=3.4Hz)

yl sul’f amo héxy- phenoxy] -3, 5
Exaiﬂlphll&ﬁo phenyl } -

T TS L L5 s
p%er%%yiarﬁ&(ﬂﬁhmfﬁo.] -adetdPacld 332&’&&”) 317803;: 34( 4H, m,
s)

HNMR3(EDES, 40&%&)2@(2&1 33pH m)?lé&ﬂ%H I55)3, 76387 ¥ 27(2H, bs),

AR Ay S o .

7{33(12{ im), 7.50-7.53(3H, m), 7.64-7.66(1H, m), 7.77(1H, s)

E!heﬁ 6 yl sul f amoyl ) - 4- met hoxy- phenoxy] - 3, 5- di br ono- ph
Fl 4(4 nmet hoxy- phenoxycar bonyl ) - am no] -acetic acid

S 3b 9 A Moy GRS 4R AR L. 00(2H,

p@oxﬂcal%@l)%(lmbl]-ac@uc @Bid&hgl st 1H, m), 3. 79( 3H s)

}g Iil\ﬁilz (cﬁ%(:%ﬁg%%;' rplﬁl{ﬁls% ( ﬂg’&)d 13% tg,,fz-) 2Hz), 2.57-

—~ 7 2 |
2 63%@1,%1 ﬁslggo%zz%ig);) . 37 78?@1(1 Ag zﬁis(EHaH{; @3@%2@{0 3?/% 6p5r(])e?] 53(1H,

d Xﬁl%}ﬁ@rﬁﬂ §.8Ha), ﬁh](ﬂ,yd J 8. 8Hz) 6. 77(1H s) 6. 88(2H , J=8.8Hz),
TSI EA YOI S g acely o sord eyl ester [H R
Examplé B0 s), 3.86(3H, s),
[[3.5-Dichloro-4-(6-methoxy-biphenyl-3-yloxy)-phenyl]-(4-methoxy-
phenoxycarbonyl)-amino]-acetic acid ethyl ester
'H NMR: (CDClL, 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, J=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 ‘
[[4-(3-Benzyl-4-methoxy-phenoxy)-3,5-dichloro-phenyl]-(4-methoxy-
phenoxycarbonyl)-amino]-acetic acid ethyl ester
"H NMR : (CDCL, 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, J=2.8Hz & 8.8Hz), 6.69-6.74(2H, m),
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4.26(2H, s), 4.37-4.45(2H, 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),

w(@ 2008052484 ( 2H, m) 30 Exanple 111 | PCT/IN2007/000493
{3, 5-Di chl oro-4-[3-(4-fl uoro-benzoyl) - 4- nmet hoxy- phenox
y] - phenyl} - (4-nmethoxy- phenoxycarbonyl)-am no]-acetic
acid ethyl ester 48 WD 2008/ 062469 PCT/ | N2007/ 000493
6. 87 OWRq, (CRGER,), 400M1E) 4. 3= 75375 )
g VT SN, A o p O] By e m.
T KBEGs)92(2H, n), 7.02-7.11(3H, nm), 7.49(2H, s),

E7. 81l: 7. 84(2H, m Exanple 112 [ {4-[3-(Azepane-|
’.‘%‘{}P}e | ) - 4- met hoxy- phenoxy] - 3, 5- di chl or o- phenyl }

3 BDTERIBRXY-(3 -0y ATRRPNNEAH BN ine iRty iHena oL} id- -

e byl ester H NVR S)P(scoc:lgﬁl 400%%%1. eyt -methoxy
phenoxgeprponyl)-gmino]eeetspeidipthyl estan 4H, bs)

A R oy ER, SR Y Pl T e

n), 0A8ZD3(@H, 483 S4AH, ), S4013H, 9, 3.96BIR)4.20(2B1 6DHM.41(2H, 5),

6 42T ALy ODG M o =Rk 4B b 78.8H8). T SR, d,

JERROP e b-s)et hoxycar bonyl -ami no) - acetic acid et hyl
oot R TR (cDLS,  400MZ) - 0. OB(6H, t. J27. 2hE).

Exangpled®8 t, J=7.2Hz), 1.64-1.74 (4H m,
S N N M, WO T N——

(éﬁm'éﬂ{okﬁflﬂnoxb_t&*%h%l)-@nﬁﬁé]lz%eﬁg acid eyl ddikr
1. 30-7.43(7H, n?i\/,[l Exanpl e 114
H INMR3- (€dCIBAGMEAZ)ned. it 0162 oy ). 13- 1 5 9@ eyl . 2pA&72H, m),

hh- e carp -anjhol -a ' cid '
L DB RIS TS Y AP TR s ouan, o,
4.2901B ), 4.41(IM( B3, 6,871, F-8 BHZY, BO1EH, dt 1=9.9H8), 83-7.06(3H,
i' 4=1, 60(2H, @ 2.12(6H, s), 3.01-3.06(1H ),
m), ZAI@AH, ShY.S28He)3H, s), 20 4.24-4.27(2H, ™),
Ex%né@'% 8(2H, n), 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,

[ﬂé&);[?i}@;ﬁcﬂtbﬂiilg,lY]?})ﬁlgt(-Z-!yllsrl]lltfamd)ygféi(giérbihox%phéﬁ&tj{]é,S-XIibromo-phenyl}-
anpl e -Dj chl.oro-4-(3,
(4:%‘?@5 @ W@&L?@H@a"?ﬁuﬂ@tq‘fs&?@‘ﬁﬁ@H’dkﬂt@‘bhenyI ] - (4- et

'HRIR : @D%%%F@%:W@Xﬁh@@%i?ﬁ]& }fi}fa-?t. %g%k‘fbm&iﬁm.w(sﬂ m),

est er 3, 400N\
20320402134 0BH 2- 19-2-20(B8- t)7 2(C3. 14§ LH, 8),1 B-TD(IB( BY, 3943, s),

3 94( 3 . 25; 41( 24,
B8R 3 Sty Byrdly, & il e a5 Hoson, 4
J=8.8M%)67.99(1 114, M2.8H2)0203t3H,4) J=8. 4Hz), 7. 40-

Example 110
[{3,5-Dichloro-4-[4-methoxy-3-(4-methoxy-benzoyl)-phenoxy]-phenyl}-(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester

'H NMR : (CDCls, 400MHz) : 1.28-1.32(3H, m), 3.70(3H, s), 3.81(3H, s), 3.86(3H, s),
4.26(2H, s), 4.37-4.45(2H, 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)
Example 111
[{3,5—Dichloro-4-[3-(4—ﬂqoro-bqnzoyl)-4-methoxy-phenoxy]-phenyl}-(4-methoxy—

phenoxycarbonyl)-amino]-acetic acid ethyl ester
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7.41(1H, m, 7.52(2H, s) 30 Exanple 116 [ {

3,5-Dichl oro-4-[ 4- et hoxy- 3- (nor phol i ne- 4-sul fonyl) - ph
werwsybHphenyl } - (4- PCT/IN2007/000493

nmet hoxy- phenoxycar bonyl ) - am no] - aceti c aci d et hyl

ester 49 WD 2008/ 062469 PCT/ 1 N2007/ 000493 'H NWVR

(CDCIS 400MHz): 1.32(3H, t, J=7.2Hz), 3.23(4H, t,

)M%PE; 7‘{@,%%2)4%(35{}& 5'2%21313% oSt §9 3. 73),@)%( S 2721,

? 26131, ub), 61366 9PRH, 18), 95)2 7. 10(3(&13trh) MH9(TH 4 1H81-d,84(2H, m)
2.8Hz), 7 52(2H, s) Exanple 11
Exangpi Id2chl or o- 4- [4 met hoxy- 3- (pyrrol i di ne-1-sul fonyl)

(PR R Ll gyt g e
ety carboNVRamiddPBai Did éiﬂi@l\kﬂér © 1.32(3H, t,
Hz 8 4 o(4
oo Dy 5 U s 108
7 J
3%&1)3 %5&4131 @AY, 3_?éb(3éPFIIZ 8- 38@?}{ 9), ﬁé( %é) \h‘@l(@ﬂzk)( 6.86-6. 92(3H
rrﬂm6 9Y-6090( i) m),17184({2H d, I=8. 8Hz), 7. 44(1H d, J=3. 2Hz) 7.51(2H, s)

E’{?I"Té' Benzyl oxy- 3.1 sobut oxy- phenoxy) - 3, 5- di chl or o- phen
&l xycar bonyl - am no }- acetic acid ethyl ester '"H

S=ficl 1
xﬁ?@;}? -3 /ép-@ 5)3929}5%1@1’10)(9] 3 c, bl?d-}%%e(ng(} 0
etbaesywrbc)ny anllm)zacsz@( ar(ld etiyl e&telsl( 2( s), 5.05(2H, s),

' 19006, B 4piiirn) Tdighn, &, §-708h 33860 1928, 164174

(4H &a) 74 69»(4415(1111) m)7449-4029(4H2 k), #)3(BHasp|5604(2H, By, 6315-6.18(1H,

a8 R B9 S SThEh oy pnEr B2 d g78 SHRToAY 7 467, m)

rbonyl) am no] -acetic acid ethyl ester '"H
Exﬁ%ﬁﬂg? 13, 400MHz) : 1.30(3(, t, J=7.2Hz), 2.37(3H,

[[8)(3-sBcEREAH-nEYhox3-PhEEGH)-3 sr)i;math;zl?pmﬁyl]ggct _methoxy-

4.37-4. 45 4- , 6.92(1H d,
laﬂ“@xﬁwﬁ?‘)f% 6"2“33%1’30%?" ﬁ@ﬁ@e&éf 30( 1(, d,( J=7. 6Hz)
'H: I\ﬁﬁleCD@J%g Jm@M%Hé) 0. @éﬁﬁﬁ?ﬂﬁ@)ﬂ J1. 5!5(?1Hd d=6.8Hz), 1.30(3H, t,

J=7.6Hz
J=36 SHL), ﬂf%b:ﬁﬂQIHB n(l)ﬂ, QClﬂ(éﬂoSbérﬁbgf'lOﬁ( IA B)Ho %43 ehok Y3 (3H, ),

4 2B, T A T R RO SR I AR Y 683 8 6611 o,

H;) 8HH), 6308, &, 14%&2&&85(251 903-€8. Qﬁé)c}lﬁ 040, d,7T-=8BAE2L), 7.14(2H,
S), J=8.4Hz), 7.68(2H, d, J=8.4Hz), 83(2( s)

Example 115
[[3,5-Dichloro-4-(3-cyclohexylsulfamoyl-4-methoxy-phenoxy)-phenyl]-(4-methoxy-
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=71.6Hz), 6.872H, d, J=8.0Hz), 6.94-6.97(1H, m), 7.05(3H, d, J=8.4Hz), 7.40-
7.41(1H, m), 7.52(2H, s)

Example 116
[{3,5-Dichloro-4-[4-methoxy-3-(morpholine-4-sulfonyl)-phenoxy]-phenyl } -(4-

methoxy-phenoxycarbonyl)-amino]-acetic acid ethyl ester
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30 Exanple 121 [f 3 , 5 -Dichloro-4- [4-nmethoxy-3
-(4-methyl -b enzoyl)-phenoxy] - phenyl} -(4-nethoxy-
w@b@aoxear bonyl ) - am no] -acetic acid et hyl estPeT/BROVIDO0493
2008/ 062469 PCT/ 1 N2007/ 000493 'H NVR (CDC13, 400MHz)
: 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,

e N NN AR RTINS

&=4I'8Hé}3 3a¢9(BHI tsb 63589(6He sylef. ¢r(aHneﬁi) asd@eH, isN-O9UE, d, J=8.8Hz),
Qt ocol s sults of esentati ve compounds

§r9§(l|cﬁ i Jﬁ%gﬂz}v G %50176,%3 (1H&112 7b45(ll a5a8PBehdf5263H e

s of the novel class of conpounds discl osed
EE’{)ai:)nll\/[ﬂ@Cﬂ"ZbI e 1 : Exanple No EC50 TR- EC50 TR- EC51 a

h{ms -PN¢HI6road- [4-i|neﬂ7£tﬁ(y434§)y3ro]1&lﬁle91 -3@1or90)-Phefdxy Rifer -B1-
26 2.6 3.56. 6 176..3 6.27 4184.8314.835.72
Hrelfiphy Bhendgarheny - piinalcsiia aid ey 198eh 6. 2 3. 76 55

1}8@{%@1 6A(D§¢21éoflig6 Tﬁ%ﬁ%ﬁgf‘ 21°32f|gpﬁ &> J=37 éﬁEhZ’Pé; 111%’( Iél m), 3.36-
ARP(AIB md AFOGHI, 42, 360(3HN0s)98. 2902}&011@04 400007(2H, gﬁ) 6.87(2H, d,
Y%.ﬁgz), 6.94(1H, d, J=8.8Hz), 7.04(3H, d, J=8.8Hz), 7.44(1H, d, J=2.8Hz), 7.51(2H,
s) '

Example 118
{[4-(4-Benzyloxy-3-isobutoxy-phenoxy)-3,5-dichloro-phenyl]-ethoxycarbonyl-amino } -
acetic acid ethyl ester |
'H NMR: (CDCls, 400MHz): 1.05(6H, d, J=6.8Hz), 1.26-1.32(6H, m), 2.12-2.19(1H,
m), 3.77(2H, d, J=6.4Hz), 4.19-4.28(4H, m), 4.31(2H, s), 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-Dichlore-4-[4-methoxy-3-(3-methyl-benzoyl)-phenoxy]-phenyl }-(4-methoxy-
phenoxycarbonyl)-amino]-acetic-acid ethyl ester
'H NMR: (CDCl;, 400MHz) : 1.30(3H, t, J=7.2Hz), 2.37(3H, s), 3.68(3H, s), 3.78(3H,
s), 4.27(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- '
phenoxycarbonyl)-amino]-acetic acid ethyl ester
'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, J=8.4Hz), 7.68(2H, d, J=8.4Hz), 7.83(2H, s)

Example 121
[{3,5-Dichloro-4-[4-methoxy-3-(4-methyl-benzoyl)-phenoxy]-phenyl}-(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester
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14 10 11.10 16.40 100 36.30 58.50
15 10 11.34 23.47 100 39.66 70.50 1000 33.74 66.77

wa200806249 19 27.69 100 51.82 72.82 1000 53. 1PCTWIN28E7/000493
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

1000 45.90 77.30

21.47 87.72 1000 18.49 81.20 21 1 17.17 33.41 10

R 1BCE o2 0959024 63 )| NSRAH 09088831180 4.27(211,
5304 @@ 44504, b@Q@ $306.99(5H) Gn)) 7.0BQDA, ANJ-ERN0HE), 0R2%BH 1d, J=8.0Hz),

10. 93 8.55 26.29 100 12,70 70.11 1000 7.15
7549(6171 2}3717182@7‘1 1098862) 10 14. 71 20.94 100 25.77 45.43

AtAy Fdeat 7 46- 14

Invitro TR-a. & 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.

Table 1 :
Example No EC50 TR- EC50 TR- EC50
a (nM) B(nM) TR o/p
1 440 146 3
2 118.9 161.90 0.73
£] 274 89 3
23 0.26 2.6 3.56
06 176.3 28.1 6.27
44 84.83 14.83 5.72
47 16.4 11.3 1.45
19 38 10.3 3.68
50 23.3 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 Conc. | TR-a * TR-p *
nM
13 10 49.80 44,16
100 96.60 80.60
1000 | 72.90 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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31 1 8.17 12.05 10 17.06 27.80 100 50.99 64.35 1000

46.21 75.23 32 1 23.36 24.67 10 74.20 73.68 100

W@2008062488. 67 1000 72.37 94.91 33 1 9. 66 8. 63PCI/IN2007/000493

13.90 11.87 100 25.46 25.96 1000 46.33 46.76 34 1
12.66 08.37 10 26.23 21.27 100 62.95 51.14 1000
53.76 55.67 35 1 25.40 22.44 10 106.00 80.46 100

27 37 1 14.93 21.20 10
7 1000 63.71 95.64 38 1

100 25.32 43.53 1000
10 56.19 73.45 100
r 42 1 11.05 12.86 10

TOU. OO0 ] T U ol
40.84 68. 3% |Mierl. 189350, 6
09736 12128 [Ip.ob3. 61 269085
41.59 81.187 412010020. 78028. 34
99. 00 89.196 |150®@ 78./300.66. 9
26.63_41.1890 1000072, 96590, 91
25 1 4.22 10.93
10 8.565 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 12.056
10 17.06 27.80
100 50.99 64.35
1000 | 46.21 75.23
32 1 23.36 2467
10 74.20 73.68
100 87.50 118.67
1000 § 72.37 94.91
33 { 9.66 8.63
10 13.80 11.87
100 25.46 25.96
1000 | 46.33 46.76
34 1 12.66 08.37
10 26.23 21.27
100 62.95 51.14
1000 | 53.76 55.67
35 1 25.40 22.44
10 106.00 80.46
100 130.68 124.98
1000 | 72.06 81.27
37 1 14.83 21.20
10 40.84 66.73
100 71.78 124.67
1000 | 63.71 95.64
38 1 09.36 12.28
10 13.61 16.85
100 25.32 43.53
1000 | 41.59 81.37
41 1 20.78 23.34
10 56.19 73.45
100 .| 99.00 89.96
1000 | 78.50 66.97
42 1 11.05 12.86
10 26.63 41.39
100 72.96 91.91
1000 | 80.89 86.01
45 i 10.48 1347
10 12.02 18.73
100 23.05 47.09
1000 | 50.62 88.93
48 1 08.16 09.02
10 17.51 19.36
100 34.61 47.69
1000 | 45.08 37.61
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1000 80.89 86.01 45 1 10.48 13.47 10 12.02 18.73 100
1000 50.62 88.93 48 1 08.16 09.02 10
100 34.61 47.69 1000 45. 08 37. CRCEHIN2MD/000493

23. 05 47

.09

wa 2008062489 36

2008/ 062469 PCT/ 1 N2007/000493 51 1 08.05 08.68 10
14.43 16.98 100 32.52 54.59 1000 83.34 101.51 53 1
ér]; 1.2 r]§11 00 10 12.00 12.91 100 17.15 26.99 1000
0309415732161t 617 10 24.62 14.81 100

35 03 23 k2 LoDDS 60. U &2, 50 61 1 11.55 10.24 10
12.50 12, i [16§542. 305428 87| 1000 28.11 85.19 66 1
20. 56 36} oo [183.35H. 36 #¥H,590 [100 18.11 40.67 1000
525. /5 55| P1 *| Fald [ nducia onfw.r.t T3(100 nm The data
above cl parly| 2@ cateR.2hat {several of the novel
conpoundp10f t h&15 prestéd9 i nyention are selective to
TR-beta r#¥8pt 80-34nd tHetlef one have potential 5
5ﬂherapeutiocal lggsneflﬁ%ql prloperti es.

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 | 25.76 55.21

* Fold Induction w.r.t T3(100 nm)

The data above cleatly indicates that several of the novel compounds of the
present invention are selective to TR-beta receptor and therefore have potential
5  therapeutically beneficial properties.

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

invention om 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 cholesterol and having very little effect on the heart rate.

10

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
15 pharmaceutically acceptable compositions by combining with suitable excipients by

techniques and processes and concentrations as are well known.

The compounds of formula (I) 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

20 administration for the treatment of various disease conditions associated with

dyslipidemia, obesity etc.
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In-vivo studi es: Dose-response effects of T3 and

sel ected conpounds di sclosed in the present invention
wo@a00slad4est erol | owering and change in heart rBCEIN2007/000493

chol esterol -fed rats (treated for 7 days) was

determ ned according to the general protocol described

in 10 PNAS, August 19, 2003,vol. 100 (17) 10067-10072.

Many .of the conpounds were. found t e, reducjin .

tho 0t e BRI, ShTRETP i rieVies bk “HbloNtha, sgpyentionsl
tetldtiQues. PREGEHIONBe DhPDCitOANPMRER dRNe: Fditn POMEMinAAn effective

to be further devel oped as selective TR- beta agonists i
anp@ynt phhetactise pemporsmtbatis, the dowphwrdsaafifaanulai(h) ansexling to this
in%&ﬁﬁMCh treatnment. The novel conpounds of the present

rnvention may be fornulated into suitable 15

phar Imhe eguianciat loy @tivepéapameanpasid, i thascdypaodsi 6 fgmula (1)

with suitable excipients by techniques and processes
acgprdingotec Bt FienBers sthy rhaiperqeulical ivmPaRTEI BorRsh YRigslogge form

u . .

thoRbfHag {0 Yadid PPAUTRE MG, dERTRER, LpGr e SRIEAI: Mplication
method,allee phbenchuaiarike gradtiaddre compound EHndothed desirerhlconcentration.

and be adm ni st.ered either by oral , topj 0 .
Citralfy BBt uackive SpuppRsie Pull e heruth e r90% by weight
of I dMSosHiopease conditions associated with ‘

dysl i pi dem a, obesity etc. 53 WD 2008/ 062469

PCT/ 1 N2007/ 000493 The pharnmaceutical conposition is

provi ded by enpl oyi ng conventional techniques.

Preferably the conposition is in unit dosage form

contai ning an effective anount of the active

conponent, that is, the compounds of formula (1)

according to this invention. 5 The quantity of active

conponent, that is, the conpounds of formula (1)

according to this invention, in the pharnaceutica

conposition and unit dosage form thereof nmay be

vari ed or adjusted w dely dependi ng upon the

particul ar application nethod, the potency of the

parti cul ar conpound and the desired concentration.

CGenerally, the quantity of active conponent will range

between 0.5%to 90% by weight 10 of the conposition

54 WD 2008/ 062469 PCT/ 1 N2007/000493 W claiml. A

compound of formula (lI) including its tautonmers and

pharmaceutically acceptable salts RB3 R2 I ~~ X
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\% RRA NCOON 5 ( ~COOR 7 Fornmula (1) wherein, R =
ORI, NHRI, wherein further R is selected fromH,

wWopisosabd y substituted. groups sel ected fronPCT/IN2007/000493

(Cl-C6)al kyl, ar(Cl-C6)al kyl groups; R2 represents
hydr ogen, hydroxyl, halo, optionally substituted
groups selected from (Cl -C6)al kyl, acyl, oxo, (C3 10
C7)cycl oal kyl, aryl, heteroaryl, al koxy, aryl oxy,
aral kyl, aralkoxy, carboxyllc acid and its
ﬁ@ﬂﬂ%ﬂtlves selected from (Cl-C3)al kyl esters and

FALGFmg) SR S8R i S S

§s& R6 may be sanme or different and are
i ndependent|y selected fromH, optionally substituted

roups selected from (Cl-C6)al kyl, (C3-C7)cycl oal kyl,
y aryl or 15 the groups R5 & R6 together
ogen _atomto which they are attached,
fRrm™a Rfi ve t & eig®P@®Hnenbered cyclic ring which may
optionally cop%n one or nore hetero atons sel ected
fromN, S, O; co¥k,are sane or different and
i ndependent|y selected fromH halogen, optionally
Barwila €t ed (CI C6) al kyl groups; X is selected fromo,

ein EO OR 1?@3 lﬁtﬁu‘%gﬁgﬂ Q% g?lg{:‘}@(i%ro% H S(%70nally substituted .

Vﬁg%r esents o I'ona

@rehpx: belebtéd Cﬁ‘ﬁn(l QC—lfifg)ﬂkkly | ar(Gr@d)aliyb lgp@,lpsy\nthrdpln@ents hydrogen,
L ey B o EE Rt ox.

a b
%4? uﬁiﬂs’g elgt’ é%%f ro ’?%:Ilz Jx%g;m? Xyo Ig}dl en% C%rggkl}‘lﬁdamd and
igr deqi)@;tivéﬁz selsctsé | fearn e(C - COatkzl ybtﬁrsoami @IdeFHS onlfenyl derivatives,
subst tut ed groups .25 d .
TRPrgEaR e @it ot dbarbRie -CORVE: SO wherein Rs &
L inthyaBEl dafr 01d Qiff4dhd \éﬁé &€l ﬁa&&@tdéﬁtgmsa@bte@ﬁraﬂnkﬂ optionally

esters and am des, or groups representin

summroupsml:@om\/ﬂﬁh k5 (Cs- Q@)cyglpa}kg? g:aml(mlkyl aryl or

i fferent d endent | y_sel fro
s 1B Re o Kool B BROFED ot B BV e rached, form
%) @l diyht, mérkBered )cwné siak kyhich Bha3yeptivablly lcon@he by oPinore hetero
the groups R5 & R6 t ether 30 with the nitrogen atom

atemypeledied fep B 8, 51 t dl‘fe saRenon different; an mendently selected

5 8 4 :
R o PRI AR GRA. R RTINS el o,
CHPECS éh’Gﬁdpedseﬁtrsahe 1hteg&s (RBr 1RR; aepresants Hh roptionally substituted
di fferen i nde end ntI sel ected from H, hal ogen,
gawms&q@s af?%é@n (ey esaugrswftﬂ&%awfm% fhat Wheh n. =0, Ry
5l g&ir e§e§1@@10 CH2 CO 'n' represents 0 or 1, R7

repres H, optlonally substituted groups seIected
2 rAmo@t@lound of formula (I) as claimed in claim 1, wherein R; is selected from H,

| optionally substituted gfoups selected from (C;-Cs)alkyl, phenyl(C;-Cs)alkyl
groups; R, is selected from acyl, oxo groupe or optionally substituted groups
selected from (C;-Ce)alkyl, 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-
Ce)alkyl, (C3-C7)cyctoalkyl; bicycloalkyl, phenyl or the groups Rs & Rg together

with the nitrogen atom to which they are attached, form a five to eight membered
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5 C6)al kyl, aryl groups; with the provision that when

n =0, R7 does not represent "H. 3. The conpound as
waeb@smeded n claiml or 2 wherein the substitueP€FIN2007RD0493

are selected from hydroxy, halo, or optionally

substituted groups selected from (Cl - C6)alkyl,

phenyl , heteroaryl groups. 4. The conpound as cl ai ned

i N cgtlid rrng. vdhicti2mah epéibhallyh eorttbi sdnet atend e flerdl yins selected from

b LB S8 A LR CR R .se;ﬁéqef?&mm H, halogen,
SU%Elbﬁéﬁfye&bgﬁtﬁtéGS(Cﬁﬁésgﬂ(gﬁ {dils@ %Gl S%Léhk,?( O, CH CO; ‘n’

hal oal kyl 0X0 aryl oxy, ara
al kwrmnts 0 ol C&;I keptesgmts J{)&ptlﬁnalﬂshslbstlmp@l,lgtdups selected from (Cs-

[ 3?135%}’&118[% n 'ﬂ,é)s?)eivl f B‘%l&i’%ﬁ%ﬁwﬁ}g@gp’vgﬂﬁsel &nggyfﬁ%gm Eplr)?pent ‘H’.

i.- ghb %ﬁ(@hﬁ@%' claliﬁ_bdafﬂ QREm- AGRt] GviRSdif;the substituents on R, are
[4-(3-sec-Bu roxy- phenoxy) - 3, 5-di chl or o- phenyl

ty
é?lﬁ@ﬁ‘if@fé’ltfbbwpxyﬁ%alﬂosw aptéarially ubstituted groups selected from (Ci-
¢ hoc&éug}faﬁl\éh},ﬁhggg (gl enoxy) - 3, 5- di chl or o- phenyl ] - e

am no ic acid; 20
{ The SomBomyt hso{slﬂuﬁedliﬂ‘lellatm A- Z&fHéﬁﬁﬁylhe) subst@hexon blkyl, aryl,

5- d
o BTl ot Ryl st grovp ey - b selPeted ram hydrayl, ghalo, cyano,
Dg%i@?%%g“%gr#ﬁﬁf%ﬁ%% &Oﬁ (CFI) rg%%anfyl haloalkyl alkoxy, oxo,

et aykacdokprydlkdiracyd,) alhyidtw,cthmlldd gfoups.

e
[ 3¢{5; ﬂ)‘i&]ﬂl(ﬁ{)ﬂl‘-g}' ﬁy?droxy- 3-iso ropyl—phenoxy)-phenﬁl] ethoxycarbonyl-

-cycl ohexyl car banbyl -4- hydr oXy- phenoXy) - phe
et #oiopd @cktihgdid;ami no} - acetic acid; ({ 3,

ﬁﬁ(-g@l-s%fz% ggﬁl[eéﬁg&%r?){(?—)%enoxység gr?llc%ro—phg ]az%hoxycarbonyl-

ph@ﬂyb}zeahgxmparbonyl am no)-acetic acid; 30
Di chl oro 4- (-3-di net hyI car banoyl - 4- hydroxy ghenox

{fﬁr{é rRanEy1-4-hyidseyy amhsaen)=-aeridisdlarabenyd ] gthogycgrbonyl-amino} -
%¥%ﬁ Hloro 4- (3-cycl obut yl car banoyl - 4- hydr oxy- pheno
Xy enyl ] - et hoxycarbonyl -am no}-acetic acid; 56 WO

2QQQ#[G&B@@IGFPEI/IUWQ?YIG%@ByI{) 4-hydroxy-phenoxy]-3,5-dichloro-

gﬁ or o- 4 - hydr oxy- 3- pt pyI phenoxy) - phenyl ]-e
ﬂgiaw Dingyratetic 4 {
[ ?({5 snbfch 096-‘4 [ﬁ 1&/&(%%% gg?()eggnﬁlg gp‘;aewﬂ %&ggyjdpﬂa@w

ethoxycarbonyl ammo)-acetlc acid;
{[3,5-Dichloro-4-(3-ethy1-4-hyd'roxy—phenoxy)-phenyl]—etﬁoxycarbonyl-amino}-
acetic acid;
{[3,5-Dichloro-4-(3-cyclohexylcarbamoyl-4-hydroxy-phenoxy)-phenyl]-
ethoxycarbonyl-amino }-acetic acid;
({3,5-Dichloro-4-[4-hydroxy-3-(4-methyl-piperazine—1-carbonyl)-phenbxy]-
phenyl}-ethoxycarbonyl-amino)-acetic acid; |
{[3,5-Dichloro-4-(3-dimethylcarbamoyl-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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SN
8/\

3-tert-Butyl-4-hydroxy-phenoxy) - 3, 5-di chl or o- pheny

3, 5-Di chl oro- 4- (6- hydr oxy- bi phenyl - 3-yl oxy) - phenyl ] -e
hoxycar bonyl -am no }- acetic acid;
{3,5-Dichloro-4-[3-(4-fl uoro- benzoyl) 4- hydr oxy- pheno
y

3

Di chl or o- 4- (3-di et hyl car am)y 4 hydr oxy-phenoxy)
?Rﬂf}md’et hoxycar bonyl amno } -acetic acid; ({
3, SIDso R Adidy y nyL)oig- hy
i Sy Eheolt o o KRy ARAERG PhERRST Bl
aciethoxyéarbonyl- armno} acet1c a01d

[4- -sec-But yl - 4- xy- phenox 5- di met hyl - phenyl
i‘ﬁ‘@%&%ﬁlﬂ‘aﬁﬁr@d& nrg‘}enazsg( 3%@1@0 -phenyl]-ethoxycarbonyl-

[Saﬁn&}cmegggmﬂ (4- hydr oxy- 3- phenyl car banoyl - phenoxy) -

phen - et hox carbonyl amno } -acetic acid; ({ 3, 5

- D|{ 5 ighlgro- ‘ff36'hydroeihﬂmpfmnbbﬁlM}b)-}ﬂlehylﬂi-leﬂwyM‘emqﬁya]mmo}

I - 20 et hoxycarbonyl -am no)-acetic acid;. {
Q?%%aé%d ’But yl - 4- hydr oxy- phenoxy) - 3, 5- di net hyl - phenyl

] CEB, HDistiteiobdH[3- (@-ﬁhﬁt&be’i&@%l‘)m E‘fdrgxy-f)ﬁenox Lphen y1}-
3,5-Dichl oro-4-[3-(2, 4-di chl oro-benzoyl) ydr oxy- phe
no?‘}l}) }fﬂ?é‘?%ﬂﬂam@%q}ﬁ?%@%ényl amni no) - acetl c acid; 25

h
B e A N T
({dthpsyc(ad)m&f-amiim}ydceheaadyl) 4- hydr oxy- phenoxy] - 3, 5-d
O%BIC% ‘EﬂT%iSGCSZIaElgr%)E %hggg lc_a?brgnr}]f?))4-%§§Jo;§—p%glllgxy]
ﬁh&l& - 888U Dondt-BuEl 2%@&1&?&“-‘/] phenyl } - 30
carbonyl am no)-acetic acid

[4{ [61 sﬁ@e-mlﬁ-hﬂdmwmhmwmfscﬂdmetﬁy@hényﬂ4eﬂm=ypimbnwl-
)(%%rte %5 am no}-acetic acid; 57 WD 2008/ 062469

(eg i[iy?D(ﬁl&g?tﬁL%);c%ﬁ)@ -Bgien e XibaRbYRIERoky fpEBAII1OXY - Ph
h‘%}’Pa@ﬁ rYloyet epetiaadidio) - acet i ¢ aci d;

ng or 0- Ejﬁnrzo’ oyl %l%%hlifé%%hi 4%"?’2‘5%9’)7?116-“’{3’]?}16“1}'

?mmg@balﬁmlﬁ@)mlﬁﬁﬁwﬁlc@ﬁ{di 5 g )
I hboxymet 3, 5-di chl oro-4-] 4- I oX i peridin
4<§§l ¢ )'3( pbidﬁ@say])henoxy) 3,5~ Cglmeﬂ%/ykpher)l/yl] car%ogymethyl—

amino}-acetic acid;
({3,5-Diclﬂoro-4-[3-(2,4-dichloro-benzoyl)—4-hydroxy~phenoxy] -phenyl}-
ethoxycarbonyl-amino)-acetic acid;
[[4-(3-sec-Buty144-hydroxy-phenoxy)-3,S—dichloro-phenyl]-(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-chloro~benzoy1)-4-hydfoxy—phenoxy]-phenyl}-
ethoxycarbonyl-amino)-acetic acid;

{[4-(3 -sec-Butyl-4-hydroxy-phenoxy)-3,5-dichloro-phenyl]-carboxymethyl-

amino}-acetic acid;

57

mm;m/car bonyl - am no}-acetic acid; { PCT/IN2007/000493

14 hlﬁém&hlbro-lq4&ithcﬁp¥&ﬂ' hé{Bx d}étﬁoﬁ\fda%on{yl-ammo}-
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phenyl } -am no) -acetic acid; ({4-[3-(Bicyclo[2.2.1
] hept - 2-yl sul f anoyl ) - 4- hydroxy phenoxy] - 3, 5-di chl or o-

w@b@apbMderar boxynmet hyl - am no) -acetic acid; { PCT/IN2007/000493

Car boxynet hyl - [3, 5-dichloro-4-(4- hydroxy 3

-1 sopropyl - phenoxy) - phenyl ] - 10 am no}-acetic acid,
[[3,5-Dichloro-4-(4-h drox

- sﬁb‘b{%@ﬂw@ﬁ%i Ph efdﬁﬁlrl}anqwlhﬁdrydmy-phenoxy} -3,5-dichloro-

| d: b hyl -
S A e S
s ulCabykymptheh @Xﬁ}écm&@W[}-(@%lBﬂb@%yl)m Bedrdiy-bBedoxy]-

ert-Buty dr oxy- phenoxy) - 3, 5- di chl or o- pheny
1] pgg}yh GRYRY r?;?Ptlc #lno} - acetic acid;

[[ @Cé@oiﬁﬁ&th%{‘@’ %’J rﬁiiég{;%‘égg rl%hﬁﬂ??? é}@p rﬁé]n% Q&%{) Ylg BfiBnoxy]-

yl ] acetlc ac
{Cah@o&}-aimyIlO){aSeﬁGwhldhl or o- 4- (3- di met hyl car banoyl - 4- hy

?%‘y BRI e PP ateuliymarh dobrdspr-bhrssky - dichlom-

[;; @&1@ dlethylaﬂhﬁ@)-a@&f%tdcm aci d;
chl oro-4-(3- |nEthyIsquanDyI 4- hydr oxy- phenox

‘Ewbﬁmefwl Bydtdishjorogh@naydroay-Basprypihendxghenyl]-

ba"ggméacﬁl%?%d’él (3-di net hyl car banoyl - 4- hydr oxy- phenox

D L. dDANy- 1
A i e b

cﬁl?%leﬁiﬁaf WHOrERippl-Bertinacid; - (4

Cﬁ%ﬁ)’%{bﬁm X{ﬁ;c% H%?g%(fé-)%@r% e}fag g_f) H‘én@l?l% q-sdlfoi'lyl?) -phenoxy]-
spheﬂlgal'}ydujunphacmcw]md phenyl } (4 30
e R g it aheg e e ek by

I ]mﬁﬁm wdéipxaeig;phenoxycar bonyl ) - am no] - aceti c. acid; 58
WD 2008/ 062469 'PCT/ | N2007/ 000493

{
4- [[[‘g‘(%'ﬂﬂrﬁ letyJBuhrl]xdrox»ephwkwa sShdidnloxyphednytie(dylydroxy-
i chl.or orphen
hfd}e‘&%"c bé)HXQp Pﬁ)ﬁ%ﬂuf(aﬁﬂ‘ilr no] -acetic acid; [f 3, 5

- Db MRacthyli[3,5- &ém%ﬁl-@r(g-dﬁaeﬁ@wa}bailnmmwoﬁhﬁﬁ%@)-
phenyl } .- (4-hy dy phenoxycar bonyl - am’no] -"aceti c
adqhgny i am1no}-acet1c aci

B ol S BB e

aaidno}-acetic acid;
[[3,5-Dichloro-4-(3-dimethylsulfamoyl-4-hydroxy-phenoxy)-phenyl]-(4-hydroxy-
phenoxycarbonyl)-amino];acetic acid; .
[[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-
hydroxy—phenoxycarbonyl)-amino]-acetic acid;
[{3,5-Dichloro-4-[4-hydroxy-3~(piperidine-1-sulfonyl)-phenoxy]-phenyl}-(4-

hydroxy-phenoxycarbonyl)-amino]-acetic acid;

, [[4-(4-Hydroxy-3-isop;opyl-phénoxy)-B,5—dimethy1—pheny1]-(4-hydroxy—"

phenoxycarbonyl)-amino]-acetic acid;
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[ {83
‘ pt}%ﬁ%& lp J"B'c?naq")m]dﬁ‘feﬁl&acéwtl c acid;

{ Carboxynethyl -[3,5-dichloro-4-(3
- et hyl - 4- hydr oxy- phenoxy) - phenyl ]-am no } - acetic

W@e0d/063469 PCT/IN2007/000493

3,5-Di chl oro-4-[3-(3-chl oro-benzoyl ) - 4- hydr oxy- phenoxy

] - phenyl | - (4- hydroxy- 10 phenoxycar bonyl)-ani no]

-acetic acid;

[ [ fE{"6{33(4}tﬂrtaBoty‘llrb(%@zoe'l)h@&hydrohy-thelxq&}@ﬁefﬂdwh)orpipaayyl} (8-
ygroxy heno>By ag am na -acetic acid,

[ AReRPFPEY B %&Kﬁ lﬁﬁ@ yI - 3-yl oxy) - phenyl ] -

El {B/@eramordohjmwﬁﬁﬁ@%% Hah PG }?ﬁch&(ﬁiﬁh%yl}fm-hydmxy

4

4- ( 3- Benzyl dr oxy- phenoxy) -3, 5 hl or o- pheenyl
phww@wﬂkm%:ws@mmé am no] - acetic acid;

355 E +1']% 4(3 gffl E%(gtogzgl 18@p%ffyl§1ﬂ¥an%§i}’ﬂheno gﬂh%é%] Qljﬁ{}l,dro}'(y_
phphqugvearbom} v obtiessd; ¢ acid; [ {4-[3 -(Bicyclo

2.2,
][ hééf‘f}??X&/’IP@@W% -Eroighlorory eyl ke ey rrimnexiriengtgunino} -
200N g - (4- hydr oxy- phenoxycar bonyl ) - am no] - acetic
acid; [ {4-[3 -(Bicyclo [2.2.1
] hEtS-Dighlenot4-§3ni3chloto- bytciopRy-hydrory-pheidxy]-phbiiydpgd-hydroxy-

acp’gé/mf(%'cargonyqyar;uon)é agc-lg‘c?cné%ﬁ/ carbonyl ) -am no] -acetic

3, 3B pldnire-44¢3-&4h I phenox
F[phenyl I 1r( 4- (3[ d?%% gﬁt?é%g&%ncg%géﬁéﬁglﬁ)gﬁ%ﬁ&yacet ic
acp]@pnoggcarbony )- ammo] -acetic acid;

AR L s ot S N B R B e
anlﬁbnok&&rﬁor@Il);d&hﬁb adeticfacid;
é4 chloro heny hydroxy met hyl ] mgrox phenoxy

Mgiwx;p}wbw@/aéxgréwhmmhpn OXEL | C
acb}%fkgx}(’%bongr?em_ntmow?%ﬁy } ’4- hydr oxy- phenoxy] -3, 5-di c

EI (48 .6-Ipichloyod] ]4—(G4eycBibut3il’s)ulfamoyl ]4 -hydroxy- phenoa;y) Izl{lengl] (4-hydroxy-
r ox C n anj no] - acetic aci
y %Y‘féﬂlf’ i%am é%/qiiﬂ‘r’lacﬁ? 0poxy) - 4- hydr oxy- phenoxy]
-I- L
26”38{% éBlc 9cl ) QOPWI\% Zgﬁoooang(?l? 12)5yAFSL-Fhedbk 3,3 MPoro-

CT/ |
[ [phepgl} S(édlMW—pMymanlxgnyﬂJ)amnnwy pedicdacid;met hyl - pheny

| ][_ég 33 @g{#ﬁ% 2@?@6\;)?6 sul c}/yl r)rfldpoo %%E))Iqs’:] f §! ddbromo-
q&lﬁhﬁbﬂfmmy@%iyﬁggzﬁ\ ﬁw&fygxﬁn%?a@e%wacwenyl ]-(4-hyd

I‘OX%/é henoxyca am no acetic acid

Cblﬂr@14c{44h}[d40>kyyéi1(6%yd®xym;¢ﬁdb “phenoxybphémyijA()~

( {[@3 5-Iﬁchl®|r@44c{-344{&1&&%@@5&)34-@1§dﬂﬁytﬁﬂen&%szp1ﬁéhﬁ} RagRRIroxy-
Xy]l'lenglx%frclzarlbonyl)—ammo] acetic acid; .
[(3,5-Dichloro-4-{3-[(4-chloro-phenyl)-hydroxy-methyl]-4-hydroxy-phenoxy}-
phenyl)-(4-hydroxy;phenoxycarbonyl)-amino]-acetic acid;
[{4-[3-(Azepane-1-sulfonyl)-4-hydroxy-phenoxy]-3,5-dichloro-phenyl}-(4-
hydroxy-phenoxycarbonyl)-amino]-acetic acid;
( {3,5-Dichloro-4-[3-(l-ethyl-propoxy)-4—hydroxy-phenoxy]-phenyl}-

ethoxycarbonyl-amino)-acetic acid;
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et hoxycar bonyl -am no) -acetic acid; |
{3,5-Di chl oro-4-[4-hydroxy-3-(pyrrolidine-I

W0 swBheyd ) - phenoxy] - phenyl }- (4- 10 PCT/IN2007/000493

hydr oxy- phenoxycar bonyl ) - am no] - acetic acid; {
[3 5-Di chl oro-4-(4- hydroxy 3-i sobut oxy phenoxy) - phenyl
- et hgxycar bon am no}-acetic aci

[ 3 [@ Briestiyrgl- by (féméymhén@sw%ﬁaﬁwpymmﬂdﬁ;hy@ﬁ@%

no}-acetic acid; 15
) -Di Cﬁ)ﬁé}?)’é&?ﬁf]b&é‘tﬂoa gns (}3 nmet hyl - benzoyl) pheno

xyI[3|;ﬂ19n;lﬂ(}ro(44(%yycbi«)he)(ylsplfanoydy@hyﬂn@lxy#p}reammqjheﬁylﬁt(ﬂmydroxy-

Di b 4- [ 3
) g@}ﬂ[’%%b%‘@a% B’Wr)oﬁ %‘rcr%%d?%&ey phenoxy] -phenyl }
( ﬁgsmiﬂngwm-43{14?-!196156&9@%%&01%{8&@&&&33} -pRer&yphddyl}-(4-

(hy@ﬁxmbeMpryyl%awm]m@mmdoxy] -phenyl } - 20

o E{%g fﬁ‘{ of g’y‘g [fﬂ g]YM}/%C trlgcthyf: lt)eﬁzogrf)-phenoxy] -phenyl}-

(éthﬂﬁydaylbonbe—am@nd))acéﬁkﬁm&,y] - phenyl } -
et hox%par bonyl - am no) - aceti c_aci

{ 31 8- DPichlgrogt-irt- Pndrﬁgiﬂﬁd@ynshfémeﬁetthWBmayxxl -hearidx(4-
gz:ll’l%lﬂs%&)%el{o%(ybéf%@i)/am%?%%(ﬁ[&%&onyl) am noJ - acetic

[ 3{[Bs Wﬂlm%%hﬁdrbm@Fi&wit0>éhﬁmnbﬁwp@éwﬂ1]%¢h€oxﬁﬁmwl-
-etho ycar bon am no}-acetic acid ethyl ester; {
[4“{’5‘0 %73 i sopropyl - phenoxy) 3, 5- di chl or o- phen

/ z[sestbm&am@ﬂgﬁcio&%&%h PR LS REy B IR

3-sec- Buty met hoxy noxy) - 3
@hwmnbbmino}%emmd,} acetic acid ethyl ester; {

i L DR R R AR Ry Rhenoy ] qlgpyly-(4-hydrony-

a m;nskimk &gl)%mépaa@cagwl 062469 PCT/ | N2007/ 000493
(Bicyclo

] r{ééx5 121}3791@9140%¢1)10w- brszaydxy-Iptdeensxpherexsl-ghetyl bf 4rhydroxy-

t d et hyl t
R R PR O, Oor s e St
C(Qﬁbdbwfémmﬁgmydhl@@%&ﬁkbyl) -4-hydroxy-phenoxy]-phenyl}-

(Bycarbonyl am no) - acet| c acid ethyl ester; 5
YerbanYrasnino)-aceicigid; 4- met hoxy- phenoxy) - phenyl] e

R s g8 S o

- wﬂmxyb:}rboeﬂlkmmyxo)&a@ﬂnpbrdam no}-acetic acid ethyl

eﬁf,rSiDichloro-4-[4-hydroxy—3-(4-methyl-benzoyl)-phenoxy]-phenyl}-(4-hydroxy-
phenoxycarbonyl)-amino]-acetic acid; |
{[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-
amino}-acetic acid ethyl ester; ' t ‘
{[4-(3 -Bénzyl-4-methoxy—phenoxy)—3 ,5-dichloro-phenyl]-ethoxycarbonyl-amino} -

acetic acid ethyl ester;
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({ 3, 5 -Dichloro-4- [4-nmethoxy-3
- (4- met hyl - pi per azi ne- 1-car bonyl ) - phenoxy] - 10
w@b@apbe®t hoxycar bonyl - am no) - acetic aci d et hpCT/BE0€1(00493

[3,5-D chl oro-4-(3-di net hyl car banoyl - 4- net hoxy- phenoxy

) - phenyl ] - et hoxycarbonyl - am no}-acetic acid et hyl
es{&F[3-(Bicyclo[2.2.1]hept-2-ylcarbamoyl)-4-methoxy-phenoxy]-3,5-dichloro-
[3.5-Di.ghl,oro-4-(3-cycl qbut yl carb yl - 4- met hoxy- pheno

oy PR RR) e te i SR beertc e o ot hy)
es{3,5-Dibhlbro-4-[4-methoxy-3-(piperidine-1-carbonyl)-ph -phenyl}-
[3,5-Dichl oro-4-(4- rret?,ho%)/?s- ropyl - phgn)ogye)nf))p%]enyln]y-}e
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yl ? Bé%‘i'?d;}}@&r &gy clobexylisr brnevidanrthoxyphergyy)tpheayldy ;
{ - . . . . .
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RS Bor iy e SO AL ERPE acr o ot hy
esg[@»ES-D?é_hloroA-(B—dimeth Icarbamoyl-4-methoxy-phenoxy)-phenyl]-
{[3,5-Dichloro-4-(3-di et hyl car banoyl - 4- met hoxy- pﬁ’enoxy
) - gthexygarbonyl-Aained sacobngeid sthyhedtemcet i ¢ aci d et hyl
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O Bicorsr b Creyclobuesabapsy - frsshenae noR SRR 4.
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henoxy@ghenyl[}- et hoxycar bonyl - am no) - acetic acid
et(k3:P- loro-4-[3-(4-fluoro-benzoyl)-4-methoxy-phenoxy]-phenyl} -

[ [ 4 {(3-5ec-But vl - 4- net hoxy-phenoxy) - 3, 5- di chl or o- pheny
I ][eﬁz(ﬁé'ﬁ%p ﬁ‘éﬁﬁ‘ﬂ%ﬂgﬁ%@%g%eéﬁﬂﬁf%&m no] -acetic acid
et{lﬁ&,B-IBi&hbmA—(S-dieth?llcarbamoyl-4-methoxy—phenoxz)-phenyl]-
({4-[3-(4-tert-Butyl -benzoyl) - 4- et hoxy- phenoxy] - 3, 5-d
i CHIosYeArBaaylyamino} -acetic acid éthyl ester;
({3,5-Dichloro-4-[3-(5-chloro-thiophene-2-carbonyl)-4-methoxy-phenoxy]-
phenyl}-ethoxycarbonyl-amino)-acetic acid ethyl ester;
{[4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dimethyl-phenyl]-ethoxycarbonyl-
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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10 et hoxycar bonyl - am no)-acetic acid ethyl ester;
({3,5-Dichloro-4-[3-(3-chl oro-benzoyl) - 4- met hoxy- pheno

wogjospobanyl }- et hoxycarbonyl -am no)-aceti c acPdr/@t20§1/000493

ester; {

[ 4- (3-sec- Butyl - 4- net hoxy- phenoxy) - 3, 5- di chl or o- phenyl|
] - ethoxycarbonyl net hyl - am no}-acetic acid et hyl
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S(eglﬂgyﬂrébf@tl@xy-phenoxy) -3,5-dichloro-phenyl]~(4-methoxy-
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E é]*of& h&ﬁé{)::ar 0 Wélé]%w%yn nog acetic acid ethyl

es({elr[j3 -{@-tert-Butyl-benzoyl)- 4-methoxy-phenoxy] 3,5-dichloro-phenyl}-

[3,5-Dichloro-4-(3-isoprq yI - et hoxy- phenoxy) - phenyl
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etﬁﬁ%}y@afﬂm uﬁdtﬁﬂ%ma;nae&)c@@&&myl agdd ethyl ester;
4- et hoxy- phenox ) -3, 5-di chl oro- hen

yI q{4ié (@@W@J@[@érﬂb@ﬁnﬁw@mm rf’o}ne&mqyrmea@xsd 3e51d;thoro-

éﬂ ? §1}t %P?xyga{bopylé{nenﬂgl mo)p%%ertllg)? Gid egh%l eglteé’nl or o- phen
yI {3 (541—)mhld10->4y[3 @hﬁﬂ@mylﬁhmzbﬂmmﬁlcmbkmhcm@th
et hyl es 62 WO 2008/ 062469 PCT/ 1 N2007/ 000493 {

[ £ BY]&S“ezih)(l?WPﬁ%@WP esidipiwgd\Pster. et hoxy- phenoxy
» (ﬁ ? gnm c]ﬂor@ UhaxpemoRPRY (iRt aMle: AELBBATHGEEASKyF phlhnyl) -

{ Etthmwywpbyimelthm{ahyhe[ abe(la acidapinydeyler;4- met hoxy- phenox
ét{% |[? (%cycl%?%’& 1]1Pep? B-yl ul amoy?) }i-me ctvlcy(ip é:nlogjcy]eg@ Alchloro-
[ [p%eﬁyl@le@ﬁﬂ Eﬁbﬂn lﬁ‘fe@iﬂ%hﬁﬂ(l) adletiaaei! eﬂi‘yl'@@tfepoxy phenox

heny IJ phenoxycar bonyl)™-am no] - acetic
ac{l[ Sdvigh or@ét(éflsoqrpml%memmmenoxye-phenyl]-

o R R ot et B HeBaE N el et yl coter: [
{ B, 5531c1m)ﬁh4-@ -ﬁkojbroﬂyﬁilffﬁéth@)‘éy pﬁendx??)—@ﬁéﬁﬂ] -mbthoxy-
-car bonyﬁ%@phenoxy] - phenyl }

Ve gl [yt a%lmeﬂb’} eStQT('BetI c acid ethyl
e%{fSJchhloro-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]-
ethoxycarbonylmethyl-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



10

15

20

25

30

[ { 3, 5-Dichloro-4- [4-methoxy-3 -(piperidine-1
-sul fonyl) - phenoxy] -phenyl } -(4-
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ester;
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t h@%}mxmbﬁmy@@rbmdymmhmqnc adéeihyl estery et hyI

TS ot rhEloRt By 315 B0l RNt Snethoxy-

Wﬁmﬁwwla)mﬁ%aksz:hc&@ﬁitdﬂ@yl@ﬁte@l ethyl ester; [
Ben oxy- phenoxy
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RGO [ SORROHAS SpETIAEH8% 000403 |
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3, 5-dichlor
phPéﬁlwx}yCQIbOIInii -amino]pvetiongid athybestern; - ani no] - aceti ¢ aci d

FHEEPISERlHa - R et el inSnbepil-shessashonsimetnyl-

phﬁmd}}adeﬁc aaawegtggnoxycar bonyl )-am no] -acetic acid

t hyl t

C L5 Diphdatcit-03-63-hlonesbersey D (othrasy e tadro - -
?réM%w gga{}ﬁ&&r?'o&%%ﬂ Seetis add et esiefat i ¢ acid et hyl

efBes-Didhldro-4-(3-ethyl- 4 methoxy-phenoxy) ﬁ)henyl] (4-methoxy-
3 5-Di chl oro-4-[3-(4-fluoro- benzoy t hoxy-phenoxy -

xysarbonylaarnodrgsstic gsid byl estar bonyl) ani no] - acetic

T e T —
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| ﬂeﬁoﬁ@fﬁﬂnyb-a‘mino]-acetic acid ethyl ester;
[[3,5-Dichloro-4-(3-cyclobutylsulfamoyl-4-methoxy-phenoxy)-phenyl]-(4-

methoxy-phenoxycarbonyl)-amino]-acetic acid ethyl ester;
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et hoxycar bonyl - am no) -acetic acid ethyl ester;
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es er 5 -Dichloro- [ 4- met hoxy-3 -(3
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hi 4- nmet.h -3-(4-nethyl -b | h
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Sk BrEPRAGS A fAme ST °ﬂdweéﬁ5‘ﬂf°w§§e®ea§x@°@’e%§ﬂ -
azﬁiéth@xp-'@ﬁéﬁ@@@&ﬂbbﬁﬂb-'MI ceptiablie egdal ebte;, di | uent  or
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it aisahuayEpheraR s dehioeahey - ey bony -
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Fbeere Ay 2055 i 60 85 obesi ty whi oh
G9IBLDRBForo-4-[4-methoxy-3-(3-methyl-benzoyl)-phenoxy]-phenyl}-(4-methoxy-
phenoxycarbonyl)-amino]-écetic acid ethyl ester; '
[{3,5-Dibromo-4-[3-(4-chloro-benzoyl)-4-methoxy-phenoxy]-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;
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adm ni stering a conpound of fornula (I), as defined in
any preceding clainms and a pharmaceutically
waewspsabt e carrier, diluent or excipients to BCPEN20€Mt00493
in need 15 thereof. 9. Use of conpounds of formula
(1), their pharmaceutical conpositions and nedicines
containing themas defined in any previous clains as a
g3, sameglorcsm[uaﬁéthmf;es ~(#-meethylrtearophphefoxy]- pbasys-
mentioned in a of th
ethoxycarbonyl- ammo)-acetlc %m%fethﬁsegleg claims. 20 25 65
[{3,5-chhloro-4-[4-methoxy-3-(4-methyl-benzoyl)—phenoxy]-phenyl}-(4-methoxy-

phenoxycarbonyl)-amino]-acetic acid ethyl ester.
6. A pharmaceutical composition which comprises compounds of formula (I), as
claimed in any preceding claims and a pharmaceutically acceptable carrier, diluent

or excipients.

7. A method of preventing or treating diseases caused by dyslipidemia or obesity
comprising administering an effective, non-toxic amount of compound of formula
(D) or suitable pharmaceutical composition as defined in any preceding claims to a

patient in need thereof.

8. A medicine for treating/reducing dyslipidemia or obesity which comprises
administering a compound of formula (I), as defined in any preceding claims and a
pharmaceutically acceptable carrier, diluent or excipients to a patient in need

thereof.

9. 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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