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formyl, acetyl, propanoyl, butanoyl, iso-butanoyl, pentanoyl,
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Tl RN Sl 43 AL S
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or obenzy |dene ani no) oxy) pr opanoic acid
((3, Eiﬂdblinybrrmddl)(l,?, -azeiedolyhuazaindadinyl, pyrazolopyrlmldlnyl azaquinazolinyl,

2-
y
2-
2-
2-(

dic

2-(

2(( (3, PanerieLa e BglE s RS, Pradhipd sty o
OEZHOI C qedadalind,( (;(y%idﬁzlelylbr ﬁ@msﬂ ( ?Ueﬁﬁnﬁdﬂzery@bﬁ)@ﬂﬂﬁhéﬁ)‘l’ylh}’ﬂﬂm‘]&ym}
(
e
(
d

noxy)  benzyl’i'déne) ani no ropan oic acid

((3, Bzaghtbylodmym pwyi, mxbﬂrz@i;me rp}newthgaamkyphmqmmyu Reipogazplyl,
h noxy ng I | dene) am no) oxy) propanoi ¢ aci d;

(P3, e 87% YVETPYDS 4_ chl or obenzoy1) - 4-
ydr oxy phenoxphkbeibsyihicaenehanikiR) &%), aﬁﬁktyl C aptaxy;, aralkoxy, heteroaryl or
(((3,5-di brono-4-(344-chl or ophenyl) drox¥£neth

ydr oxymbfe]n@bkyb lgeaupy | asdéefanedanhays) @ﬁy)l&cé@f—’@e drop hzéroxyl halo, cyano,
2-(((3 h 0

beney! | qRAETIBRS A a0l BIERETAGH & CIRIIPRHORRSE Bk, oxo, ary)
aryloxy, aralkyl, acyl, alkylthio, thioatkyl groups, with the further option that when any

2-
p
2-
h
2-
h

30  of these groups are further substituted, the substituents on these substitutes may be

selected from any of the groups described above;
In a stil] preferred embodiment, the substitutions on Rz when present, is selected

from halogen, hydroxy, amino, alkyl, haloalkyl, alkoxy groups.

5



. 24( 3, 5-di brono-4-(3-(4-bronobenzoyl) - 4-

hydr oxy pfa31iMeHsy| i dene) am no) oxy) aceti c aci d; PCT/IN2009/000598
2-(((3,5-di brono-4-(3-((4-bronmophenyl) (hydroxy) nmet hyl)-4- 25

hydr oxyphenoxy) benzyl i dene) am no) oxy)acetic acid; -

2-(((3,5-di brono-4-(3-(3-chl orobenzoyl) - 4-

hydr oxy %%%&%ﬁ%%ﬁbdi%ﬂﬁk@"%’ﬂ@ﬂs?mm&@ﬁw dbove may be selected from:
24( 3, 5-di brono- 4- (343-chl or ophenyl') (hydroxy) met hyl )-4-

hydr oxy phethexialkyEhgrpip dsstegithenlony ex i eanahinafisincwidl pher radicals, denotes a

B o o Stes ARG Y LA it Fom e
2- (((3, 5- ditayR WoprépK14isa Yoy n-Bul) S@éfbg@il,r‘reﬂ-t-wyﬁ aia/ ) Byahnyl, phpemayly p-

benzyl i dene) anino) oxy) propanoic acid;
2- ( (63, 5- dheswybrige-hexyd ahd thedikg: 3- (Ni sopr opy! sul f amoyl ) phenoxy) benzyl i d

ene) an no) ax\e ANk aci: s : : ot :

o L3, 5 o SyEoRPERERERGGIE: more apscsiiptoge o in combination withothe
hy dr oxy phepudica)sh éngafddtetie fropnaarcyeljcovedicalpeantginingi threatd devem carbons, more

2- 3, 5-di br.omn- 4- (3- (N-cycl ohexyl sul f anpy1) - 4- hydr oxypheno

beﬁé& i denBl)eﬁfiWHB)cde ﬁ@yﬁﬁwﬁq%tyﬁc Bpiobenyl eyclonekyl, CyERonepil Hh the
2-(((4-(3-f1-((1R 2R 4S) - bi cycl o] 2. 2. 1] hept an- 2- ypsul f anpby1) - 4- hydr ox
yphenoxy) - 3.’5- di br onobenzyl i dene) am no) oxy) pr opanoi ¢ aci d;

2- (a®, 5--di threotalkoky( 4erhyplusxd/ eBhépylonelor dinneotmbinglion with other radicals, is

y1sul fony! ) phenpeut eney i Senc) o g Ptk SEbl 85 e, bt oty

met hoxyphe ) ' ) HM&sted oWl methoxy, ethoxy, n-
2-(((4-(3- Ebgé%"%g?&f{? t 4-’@%’@??%3%@36 G % Y ChOXY
di chl or obepwpbiy) dsvepmpoxn yolkyipxy ¢ dnxy; isabuteplyy pentyloxy, hexyloxy, and the
2-(((3, 5- dhgr.om)- 4-(3-isopropyl-4-

met hoxyphett®&y) benzyl i dene) am no) oxy) acetate; Ethyl

2- ( (163, 2- dieMharoatdf( Brolptif eatyctéd frbnr S BIGNYLlicaB-as defined above, suitably
yDoxy) benzyl i dene) am no) oxy) acetate; Ethyl

2- (((4- ( 3- bahstitpteds Wit pRs Pp Heers xkalogens; s as perhaloalkyl, more preferably,

i_ C?l( gr g?gp@-ﬁgh@f@f%ﬁ%@gl?@ﬁ )aﬂ(é)effﬁlfo?dmgﬁ;l}'l difluoromethyi, trifluoromethyl,
e hOX;’pheﬂQdm}mgn z§ifiudeethyd nirifhjosoeidyl paetnat er patyimlo substituted methyl,
-(((3,5-di brono-4-((6-methoxy-[1, 1-lt1)liyf§heny11- 3-

poxy) benz §ihydempyhiiuhd) Replyl erdisxxk go Et hyl

d
) (fg3: - digghd & ¢atol &

, 5- 0- & Lo lnaQef - {tsed_either alone or in combination with other
me hoxypheﬁl%xy len(%yl I 8ene§a %) ofy)elpregparrlloate; Et hyl
( (4- ( 3- bdlivald, i%tselmdtéibfipphe soitable 3rafmatic system containing one, two or three
d
y

E (()go g?gfz%!g%d grgin? %‘i_cg(%%)ﬁ(y acl:_%lgttta%-hecF %o%yther in a pendant manner or may be
hoxyphegaxy) yld 1120) PEdB@ePatidin Eiienkl, naphthyl,
(3 B B e e o gy o (pietyl, maphhy

Xy) benz yetiabipdredaphihyd,) iosane, pipbeaiomddhe liéﬁ;hyl
(
h
(
n

[
nme
IO(35d'b 3-i 1- 4: net h b NS E Ty RrTo
- , 5-di.bromg- 4- ( 3-i sopr.opyl-4: oxyphenoxw).benzyli 0X
)- 25 met hife ;ﬁ‘%b’én%ﬁ?‘@, u%p#gpg?%ﬁgﬁﬁb%%ﬁﬁw i 'S Bpg%gy%w
oxyphe )8 QBANdd ARV AN @ Axaryl Betgnoate; 5 Ethyl
-(((3,5-drbrono-4-(3-(sec-butyl)-4- methoxyphenoxy) benzylidene)
m no) oxy arplkopyhgetug; used lahpve either alone or in combination represénts an alkoxy
24( 3, 5-di brono- 4- ( 3- c-bu -4- et hoxyphenoxy) benzyl i dene) am no) ox
y)- 2-nmet hﬂoﬂ)’P(ﬁ’ﬁg%ﬁ%{dﬁ)oﬁ? ﬁ{}%/c%g {q ?I}l%ré/gg%)gﬁ’zyl- 4- et hoxyphenoxy) - 3, 5-
di br onobenzylifAonetaip Geliobvie ERhéx dpanoaiecodbinjfion represents an oxygen
24(4- (3-benzyl- 4- met hoxyphenoxy) - 3, 5- di bronobenzyl i dene) am no) oxy)
but atoat e: ali_aurhginked to an aryl group;

24(3, 5- di bomge & {3516 35 “hAblokromatic BHAP RN SRR KNS F 1 LAIRBIRAGSH WiRh 0X

other radicals, is selected from suitable single or fused mono, bi or tricyclic

y
me

2- (
t
2-(
(0]
2- (
t
2-(
b
2- (
t
2-(
(0]
2-(
t
2- (
a

aromatic heterocyclic radicals containing one or more hetero atoms selected from

6



met hyl propanoat e; 20Et hyl

2(( (3, 5- AWBrOHANG66- net hoxy- [ 1, 11- bi pheny1] - 3- PCT/IN2009/000598
yfl oxy) benzyl i dene) am no) oxy) butanoate; Ethyl

24(4- (3- benzyl- 4- met hoxyphenoxy) - 3, 5- di br onobenzyl i dene) am no) oxy) - 2-
met hyl propanoat e; Et hyl , _

2- (((4- (3- Osat ob®, ydredpreteratdy ythd groupy Jare sdect@d from pyridyl, thienyl, furyl,
di chl b lid ' ¢ ;. Et hyl . . ‘
2|_ ?( ( gt’ g_ ggé%@ifb?géa%zgﬂl? 9 O?%l)ﬁﬁ;%?)_ n?%fy?, 1mH]aX01yl, isoxazolyl, oxadiazolyl,
met hoxyphe Z ¥k AeNehardB8) OXBRLARNOBERiotEEMM] indolinyl, indolyl,
o (3 B R AR kA08), ORRARBerfior W_ MG, e
net hoxy pheamindobdnzadaintoheyk nppezokpypnsisho azequigasdinyl, pyridofuranyl,
2-(((3,5-di bt -4-(3:-(4-chlorobenzoyl):4- . ... _ . .
net h&ypheﬁﬂ%%@ﬂﬂyltpﬁﬂﬂ@rﬁmdﬁg)wﬂ} ! }’OB)&HB}?P@{I’ I?tyﬁ%ff’lyl’ quinazolinyl,
2- (((3,5- dhﬁﬁd%&?@ryﬁ‘tﬁ%_ziﬁﬁ WRhARRELOEDYFenzdtriazolyl, phthalazynil, naphthylidinyl,
hydr oxyphenoxy) bénzyl i dene) am no) oxy) propanoate; WO .
2010/ 04994pREH sabegs!ghosigaothidpnyl, phenoxazinyl, benzoxazolyl, benzothiazolyl
2-(((3,5-dib = 4-(3-(4-chl orobenzoyl) - 4- -

hydr oxypheﬁ%&@?&gﬁ’zyl i dene) am no) oxy) acetate; Ethyl

2- (((3, &- ditgreR® grdulr fised @ither A&eN@Ooy lchbmbination with other radicals, is selected
hydr oxyphenoxy)benzyl'i dene) am no) oxy) propanoat e, EthI

24( 3105- di bfrompa xadigal gompinitdh RS 39 1glgh4_carbons, more preferably selected from

e e
hydr oxy phebéngpylaidaiit lilenehiahnag)texybstated;at e; 10 Et hyl

A e
24( 3, 5-di b'[f_,{ﬂgp'agfﬁéa:fs' %ﬁk&tﬁ?%ﬁ??&?ﬂb@@%b{@; 18 e.g. “aIIIE(tch;fbonyl”, denotes a

met hoxyphenoxy) benzy ne) a oXxy) pr opanoate;

24( 3155- di beabonyl r4@e{IN-R=d}-psubstisued withya llyl radical described above such as
met hoxyphenoxy) binz |.i dene) am no) oxy)propanoate; Ethyl

2-((( 3, 5- dA%H 8hel ﬂn‘{ﬂt (N- cycl ohexyl sul f anoyl ) - 4-

met hoxyphe X‘yc%ahﬁﬁ(?)&l:imeéﬁmpn%e@m&)@r&%“&ﬁﬁ]ﬁhaﬁﬂ“)ﬂith other radicals,
2-(((4-(3- EHI%I-( 1R, 2R, 4S) - bi cyci o[ 2. 2. 1] hept an- 2-y1) sul f anpy1) - 4-

met hoxy phedenods-3-GOGHD griupb ard: includen dgrasiives) ohaar prybis et Bich 25 Este|
2-(((3,5-dib 0%4-(4- nmet hoxy- 3- (pyrrolidin-1-

yl sul f onyl }“bc[@ﬁ ¥) benzyl i dene) am no) oxy)acetate; Ethyl

2- ( (403, 5 dier-eserdgrofdp WeédamsHe 3r {Pyonitthatibinnwitly behet tatigdl), geaotes v OERzy
| i dene) am no) oxy) propanoate; The conpounds of this invention may.. be
prepar ed ugionp, atsbinchides coibexyirdacid d?‘é@‘i‘ﬂ%d’é@ed%%%ﬁbi}ég‘ei GFieF jpoetics
foll ow ng section i ughi - ChiheRFcabdhyl, and
performed P %%ﬁcgegnﬁgha%%r ﬁ%ﬂg}tngﬁggaﬁ Seilnrefeha(l)é{ Eiﬁg&g}ﬁ’d rrat)zcri alg’
enpl oyed agg@ Bk€ Sichablag bptiorialie Her auisfionedpt argloxybarbonylegiouptwigh ast

is understood by those skilled in the ar hat, t he .nature and der
of the synpheoxycasbepd, ﬁﬁﬁ@émﬁﬁrﬁﬂiﬁb@‘iéh’ 3&“’? o‘?’hlf:ﬁemﬁﬂr??glé)gglﬁ)‘f e
optimzin .mat | o] S0 he es {Io% QEHrb ey,
T T 30 S gL R B AR TPRMIRS Sluchie B oS RnzyNGaibGry
al t er at i ongherediylopetitongl,i mapihgimghexgaiboeylenandf thmelike, nwiigh may

dditi | st whi ch ired f taini th . Of
The. pr esenopeRA oA S el i R eSSty rp S
Wi thin the opngoafy Burodl) ROKOAGAA4BBETWHAROSR OPRBRSISD: substined;

heterocyclyloxycarbonyl, where the heterocyclic group, as defined earlier, which

30 may optionally be substituted;

- the “amide” group used alone or in combination with other radicals, represents an

aminocarbonyl radical (H,N-C=0-), wherein the amino group is mono- or di-



person skilled in the art, are to be considered to be within the
scope of WREMWMIWA: invention. Schene: 1 5 When R2= PPCT/ANIP/O000A98 |
Reacti ng protected phenol of formula 2, wherein PG represents
suitabl e 10 protecting groups known to persons skilled in the art
(for e.g. those described in T W Geene and P. G M Wits

"Protecti veulptigipd om uosghsHiwtedsy more spreferablp Hie \Broaps garsosplecteddrom -

1999, rd E - 245 i 4.h : I N)yva&-R2 1s as
defi ned ea?rfelﬂéﬁ%né\nét %ﬂael(aggﬁié{é{g %%ﬁp%%gﬁ%?h )1&%?%1 %)d:ihéber’ei n R3 and
R4 are as def Fakgitide? Igrewp asell eifheri slohalod gancorisingione withugthed rafidhyct

4. The reaction may .be c rriﬁd out in 15 sol vents such as DWF, DMSO,
THF, tol uedEnolsLa straght; o bragiched,er ¢ycligimongvalens substituent comprisiag snaliohce

of a :base ' L S U

i xt i oo, BB R el honEiikelt iRl o g alcot SR ardrd Habind 4 8 Vifence
hydr ochl or bomd dfdho rthe dulfni r@nc ampreu prbfatblf otheugraugs mAlykyd atlectad dfort he
oxi me conpound . of fo l.a 5 with, brono al kyl esters ere R7 &

are as def M hgéﬂ’l ?té?if-hlﬁs ipﬁ%}’yi 1% JBtEltygs derly 1oa§né\3‘ﬂ Or (&ysees,

KOH, NaH apglyiihye | kdiecied f ardigd SR1dproy®IRAUNE RibutydihiB)| ac thi
2010/ 049940 2006 B00SSE Do R Lok HER ’an%’chygr}g{ Vi s Seforctifidio.
6 usi ng appyadehaxattbiorand glamliks, wihich newnbe bpticaiip substitogéd;f or nul a uj .

Scheme: 2 .5 ) = ArCO ti t ect ed ,phenol f | ,
wherl n Pl TERPUGE eruolddh P iher ol BF 5 GruligoRuth oBeh i Rahe
ski | I'ed i ndédiestir alkyPlordupy as defifiéd dB&W, iaRBhelino Ta glhpldt fohBaRe S

P. G M Wits ."Protective groups in Oganic Synthesis”, John Wley &
Sons, | nc, whogg R3" remresents] - ipuBoganon gLl t 197 r caitdr egioBp. t higr ethinmetylRo

is as defip rli wi.t h al-deh u of formula 3 wherein R3
and Ra-ar e iBlorisdhyt, A fuRigREHos. SRTRRE whiEh cod B ificgety
product 4. suBignteiacti on may be carried out in solvents such as DV,

DMSO, THF, toluene and the like or their suitable m xtures, in 15 the

presiénce othea‘ssenyl's getupaer feutienyl deaiyativesi usad alame qrjipecogbinaign with

yar ochi or et EfRals AFRGLAR 2 Bivd Bhaip, PSOCUER <o Mbcte RY WA aDiolEhE
oXi Me conpsubstituedd Alloylnadyh hbteredril, hMErRPAP!, GAARVEBREIEHI 20 BRSO 085HBed

bromo al kyl esters (where R7 & Rg are as defined earlier) using
suitabl e b3Wesuch as K203, Cs2C08, KOH, Nall afforded ester

conpound 6the©9ﬁ$6}ﬁﬁ’d gﬁupf&r‘ﬁﬂﬂfﬂneg dBTatiRAE LEH YiHeP afHE bR @oxﬁlBi‘ﬂHﬁ:Sﬂ ¢

acids or suitable aromatic acid chlorides and appropriate acylating
agerws t o whhaithercadisalsnwvithf otker temha siuch Bepholsationgn reprekehtpdy divalens

of 5 comoundpf £or MU 3 o URLAIRS s @b AREUL Sned BB
groups may be selected from “alkylsulfonyl” wherein suitable alkyl radicals,
selected from those defined above, is attached to a sulfonyl radical, such as
methylsulfonyl, ethylsulfonyl, propylsulfonyl and the like, “arylsulfonyl” wherein
25 an aryl radical, as defined above, is attached to a sulfonyl radical, such .as
phenylsulfony! and the like.
Suitable groups and substituents on the groups may be selected from those described
anywhere in the specification.
Preferred compounds according to the present invention include but not limited to:
30 2-(((3,5-dichloro-4-(4-hydroxy-3-isopropyl phenoxy) benzylidene) amino) oxy) acetic
acid;
2-({(4-(3-(sec-butyl)-4-hydroxyphenoxy)-3,5-dichlorobenzylidene)amino)oxy)acetic

acid;



OH Reducti onAr CH OHR3 Ar R7Hydrol ysi sAr COORg COOH OHOH 9 10Starting
from comp¥QR8L0HOMEr mul a 7 (Schene 2) deproteci on and t REHINZYB05H
of carbonyl group using suitable reducing agents |ike NaBH4, LAH and
the like in suitable solvents |ike THF, Diethyl ether etc. to afford
conmpound of formula 9. Finally hydrol ysis of conpound of formula 9,

usi ng su(ébbPalibremgedr{4-hydroxyniseprerylpkeniosy Yoanaidene)aminagexy)agstioes

conpound c(i)é- formula (Il 15 Schene: 4 Wien R2= sul fonam de groups R3
R7 R6R5N'A"a COORB PGOCOHR4

React i ng-pu&5eldtstopheciydesxyt[1; Wblphedylpber ei n PG represents suitabl e
protecti n? groups_ known to persons skilled in the art (for e.g. those
descr i bed)axy)benzylidepelaaraolarpapeticacid;| | Wits "Protective groups in

Organi c it BeRL S 1 4 j 55 | . 01 -:245
2 ong wi 10k CF B4 38 Morioh 8ox).3 R EMg:k bRl am Bl o ectiOioid
wher ei n RE(Asdittbmoad-€3-gcdatyl)rédhydmxlplenosy)enzylideiphmipeioxtydacgtiv e
coupl ed product of formula 4. The reaction nmay be carried out in
sol vent s2%%tich as DMF, DMBO, THF, toluene and the like or their
sui t abl e X5 WS mol 4((6DR dRESSANP DigtenA] 32580 6bhFRd R ERinoREyY. . KOH.
and the Ti % or t gi r((tgtr}lﬁt g%)ﬁéﬁfnpxtlﬁegg] R@Z%%?o%zgg co%q egj}%bdoduct
4 with haedtioagil; am ne hydrochl ori de afforded oxi me conpound of
formul a b5, lLatio he qgxi me compound,. of fo la.5 wth bromo
o kylt estieds et R hydsgRuSa BErogah ey by BT BETRISH « ab
base succllg}o oft2dei®8, Cs2CB, KOH, NaH and the |ike afforded ester
conpoun . Conmpound of fornmula 6 was reacted with chl orosul fonic

aci d at Z(({(4-&sbenzykfmhydraxypheroxyhB 5rdibionfobarzydidens)antina)oxyacetic acid;
2-({(3,5-dibromo-4-(4-hydroxy-3- isopropylphenoxy)benzylidene)amino)oxy) '

propanoic acid;

15 2-({(3,5-dibromo-4-((6-hydroxy-[1,1'-biphenyl]-3- yl)oxy)benzylidene)amino)oxy)
| propanoic écid; |
2-(((3,5-dibromo-4-(4-hydroxy-3-isopropylphenoxy)benzylidene)amino)oxy)-2-
methylpropanoic acid;
2-(((3,5-dibromo-4-(4-hydroxy-3- isopropylphenoxy)benzylidene)amino)oxy) butanoic -

20 acid; -
2-(((3,5-dibromo-4-(3-(sec-butyl)-4-
hydroxyphenoxy)benzylidene)aminoc)oxy)propanoic acid;
2-(((3,5-dibromo-4-(3-(sec-butyl)-4-hydroxyphenoxy)benzylidene)amino)oxy)-2-
methy!l prop anoic acid;

25  2-(((4-(3-benzyl-4-hydroxyphenoxy)-3,5-dibromobenzylidene)amino)oxy)propanoic
acid;
2-(((4-(3-benzyl-4-hydroxyphenoxy)-3,5-dibromobenzylidene)amino)oxy)butanoic
acid;
2-(((3,5-dibromo-4-(3-(sec-butyl)-4-hydroxyphenoxy)benzylidene)amino)oxy)-2-

30  phenylacetic acid;
2-({(3,5-dibromo-4-(3-(sec-butyl)-4-hydroxyphenoxy)benzylidene)amino)oxy)butanoic
acid; _
2-(((3,5-dibromo-4-((6-hydroxy-[1,1'-biphenyl]-3-yl)oxy)benzylidene)amino)oxy)-2-

9



is formula 7 which was then reacted with suitable aliphatic or
aronmat i ¢ WRZAW/RSRENH, 17 WO 2010/ 049946PCT/ | N2009/ 000B98/TFMYHSIE
& R6 are as defined earlier) to afford conpound of forrmula 8, on
deprotection and hydrol ysis of compound 8 gives conpound of formula
(11 Thei nvention is explained in greater detail by the exanples
gi ven beinetlyl piopatviaacd;pr ovi ded by way of illustration only and

therefore, ul.d not canstryed.to limt 5 the scope of the

i nventi oﬁ((%f]lg-l'*kyﬂmé’b%g@l’kﬁ’ r%flgﬁgibwgﬁn¥lﬂbf he exanpl es (vide infra)
are recoyl?\tﬁg)ueﬁkﬂmeﬁé)fahﬁﬁo)ax- B@tadbiz asidect ronet er (Bruker AVANCE- 300)
or a 400. spectronmet er (Bruker Avance2) and reported in 5 scale.

Unti | an&((&‘l—h%gwb4rbéfﬁtqmb@0?(hb3écﬂib@mOb%@dﬁdﬁnﬁ)mNMQ)@Q)Qmﬁ@msi ng
tetrasrretlg_xl §5 ng as the internal standard. 10 EXAMPLE 1 Preparation
of 2-((( ,?ﬁn i cht'aro-4- (4- hydroxy-3-i sopropyl phenoxy) benzyli dene)

am no) oxy4-4&-@et-dunl)-4-hlieryghenoxy)-3,5-
4-(3-1i srofPr opy! - 4- met hoxyphenoxy) - 3, 5- di chl or obenzal dehyde To a
sol ut i orfichlpobgrayfidene)armopxyInsReagic ;37 g, 2.22 mol) in DVF (3.7

15 m) wa [ B LD .4.3. 64 mmol ) and

3, 5-di c?gfﬁgwgﬁéﬁzg%gﬁ@eﬂo. 61 g, 2.02 mmol ). The reaction was
stirred ladrd3phdidaxybehpylidend)amino)brey propaidioncid) Xt ure was poured over

i ce. The product was §aken in ethyl et at.e, shed with water,
bri n, o?rﬁ@d%#é?mgzﬁj%%‘?ﬂelglo‘r'gH‘;‘PéYP‘FPP’EigIg%‘tFYLE@e%w&@}ﬂxﬁa%fw& gi ve
the cr udigidor oduct, which was purified by colum chromat ography over
flash siliéa gel (hexane : 20 ethylacetate 90:10) to afford pure

4- (3-i sOpt(Ehy-DibtomeihGxifotdookezog)8-hyliroty prenbey)imndgidede) angidoPg, 30
%yield . NVR(CDOl3, 400Mz):- 1.18(6H, d, J=6.8Hz), 3.27-3.30(1H,
m, 3. 7NNProRn ok aglis 47 (1H dd, J=3.289.2Hz), 6.70(1H, d,

J=8. 8Hz)3 (B, S-aibkbmo H-(3FS-cRIdEdphedyI X hiydid hyl dfoxy ph
4-(3-i sop(r((;e)’ﬁyl - 4- rrgt hg)x(;phenox%/)e-}é?%?di g%?%?to gﬁgg] dexk)l(ypdgn%%)ne
A i ¥t urbengylidene) amino)oxy)propanoic acid;

4-(3-is l.=4- met h no - - di chl or obenzal dehyde (0.2 g,

0.(589 n%@f&ﬁd}?fﬁ%ﬁ'%@nﬁ%@%&ﬁ@o (0.6 nL) and Hyd?/oxyl( ami ge

hydrochI@a}@?pﬁé}}ogﬂbgnzﬁdéﬁ@mmaxﬂﬁgﬁbgaa,ed at 75 C for 3 hrs. The
X

reaction m xture was poure over _ice. The &ioduct was taken up in

d’5
et hyl a@e&(@b%,dihxmnéd&\ﬁ(‘ﬂﬁhm@ﬁpﬂmw@wmqt )-8ver sodi um sul phat e,
filt i .product, which

1 o BT D DB BTV el ool Cherar

purifie urm- silica gel (hexane :

et hydo acef(¢, $dARomhoM-Ba3adhl@bberzuyly-4-hydroxy phenoxy) benzylidene) amino)

4- (3-isopropyl-4-nmet hoxyphenoxy) - 3, 5-di chl or obenzal dehyde oxi ne (0.19
g, 91 %QXYILBIIOPNW&(‘@DCB, 400MHz): - 1.18(6H, d, J=7.2Hz),

3. 24- 3. . -6.47(111, dd, J=2.8&8.8Hz),

6. 70(1H%lga%g?‘%’ﬁ%“féEs@g’zf?ﬁfﬁﬁ%ﬂ=2.gHz), 7.61(211, s), 8?05(111,

s%}. St e;hyﬂraxyﬂlie_hrgky)bfﬁ:(y(liﬂaﬁ&)a&hhﬂobm«y@w&ﬁfJﬁei% _cl)_pr opyl I4t et ho?y

phenoxy nzyl.i dene) _apino) o etate solution o

4-(3-i s@p&épéfi‘-b&‘-’WBT%@S@H}'H%{B@%;%‘?@Y@‘WW"6‘?‘5@%‘%2 al dehyde oxime (0. 19
, 53 i : éj1a}n CB (0.26 g, 0.805 nmol).

'gll'o tsat %gg}(;ﬂggﬁllzétrﬁ;{%?i n‘lgglécet éit{@§’(‘@.g&11&fgé,aggi.2’59 rrSmI) agd the reacti Z)n
m Xt ur e 2:&E6, Stibroreo-4a3-@oshddotenzoyl)3-hrs. The reaction m xture was

poured qver ice. T roduct was,taken.up.i.n ethyl acetate, washed
with wat ﬁr,oxBPﬁ‘Wé’f‘%Fﬁ?éﬁ'%B@?m AWEQ%C gﬂf]phat e, filtered and
concent rﬁg —Hﬂ)r&hﬂ-@f-(]@t(@-%ﬁféﬁﬁ)h@ﬁﬂgﬁ?%rﬁéwﬁﬁ&ﬁylms purified by colum

chr omat ography over flash silica g Xane "~ et hyl acetate 90:10) to
af f or d pydeoxEpheriox)beydidena}iactitgepy)prap@neisapidopyl - 4- met hoxy phenoxy)

benzyli de i no) .o acetate an oil (0. , 809 . I H

R BeoerB 0 a4 8P el trim R, 2 S0 5

M . 3. 24-43dRkbhdfoxPbemylidendsandido)bhy)BleticheR- 4. 29(211, m), 4.72(211,
2-(((3,5-dibromo-4-(4-hydroxy-3-(piperidin-1-ylsulfonyl) phenoxy) benzylidene)

amino) oxy) propanoic acid;

10



WD 2010/ 049946PCT/ 1N2009/ 000598 wit h 1420. After stirring at 20-25 C
for 30 mWO 20104kP346 phase was separated, washed w th waPET/ININI/NB598
dried over sodium sul phate, filtered and concentrated to give crude
product. The crude product was purified by colum chromatography over
flash silica gel (chloroform: nethanol) gradient elution from95:5
to 90: 168-((@. 5gdlbﬂ)l'p@ﬂ4€(42h)(d¢@@“5‘(N5 di chl or 0- 4- (4- hydr oxy 3-i sopropyl

e B SRS M RS AR AT A5 g 2,0 1
4. 65( 212,(((S§5-d16ro3ﬁoﬁ l_?mﬁrdléﬁylsdlfﬁn@ﬂ§48m) 6.64-6.69(2H m,

7.80(211 , 8.34(1 . Using_ appropriate startlng materi al s and
sui t abl éydmamhe@axy)bwymem)@nm@w projpangfc A& process st eps

aui ¢ hb & UG BB sl el Ao SBIRASN 0L Ly, Ve
whi ch ab@nz)ﬁtﬁﬂéne\)&rhﬁbbbﬁyf)@r(ﬁﬁﬁ@ﬁ adld; a person skilled in the art, the .
fol |l ow ng npounds were g pared in an_anal %gous manner EXAI\/PL 2

152- (((2—(((3 (és(é{:C(ﬂ)Ba%R 4S5y IHWPBx%/b]h@fW)xlbu agprhrhshermpenersie) ani

Mig): - 0.85(311, t, J=7.411

20)182‘%%%%3&1@1120‘35&@;1&5%1&#5@2%@ oé’élg& >, 80- 2(95(1H m, 4. 795)2H,

s) 6 4Q—(ﬁ34§3cﬂll>fcbmdd-(4elﬂﬂr(&&83-$pjm)qhdﬁl 54(114 d, J=8.8Hz), 6.72(1H,

d, 28Hz‘) wpgo (2H 8 } ]}%% % Y Id 61% 20EXAVPLE 3

2- ( (19 3, Blsnif enoxyjb Waﬂl sag)anmingioxy fgﬂ?F*ﬁﬁ oxy) benzyl i dene) ami no) ox
t M-

Ty gg’?qﬁkéf%d’ .79%?@ r@q%ﬂé‘) %%{f%%bo?gzh feldifdoyo 2

6. 63( 1Hacethte;)=8. 8Hz), 6.79(111, d, J=2.8Hz), 257.82(2H, s), 8.12(114,

S e R R P ety abeporsy igtiprapenalideniaminoloss)

yeoxy) bgnzpbi dene) am no) oxy) acetic acid 30I'H NVR: (CD30D, 400MHz):

4.57(2H, s),’ 6.58-6.61(1H, dd, J32&8%P£ 6. 70(1H, d, J=3.2 )

6. 81% 11Ethyéi2-((3S-&bromo-#-(3dsamapyldi- netoxyphgnoxy ) @eggidene)amjeposyy, ) |

7.49(2H, d J= 7.2Hz), 7.73(214, s), 8.16(11-1, s). %Yield: 13%

EXAVPLEX%14%0 2010/ 049946PCTI | N2009/ 000598

2- (04- (B¢ nﬂy(i s R S [3 15blgaheﬁ5}1psobenzyl i dene) ani no) oxy) a
cetic aci (CD30D, 400MHz) 7(211, s), 4.71(2H, s),

6.42-6. 43 mb@zyhslene@mwemy)a@tatg 2. 8Hz) 6.69(1H, d, J=8.4Hz),
z{i él1d7 éﬁé' ggw—g@eézyll%-&eﬁﬁ)@&iihen@y) 1568(21-1,$), 8.18(1H, s). 5 %

2((68, 5dﬁhMMzﬂtc(eana&ﬁﬁehuy)a&étaté; hydr oxyphenoxy) benzyl i dene) ami no) o
xy)acetic acid 400MHz) : -, 0.86(311,, t, J=7.2Hz),

1y)17( 31 Bthy}2- ((ir’»é @h@mo f- @éﬁ%@f}’%‘é‘( ﬁthquhél_oxg)}zeg_zndﬂeﬂ)f{nl\)lﬁ)fm)

4. 68(2I—%ce§% 6.36-6.39(111, dd, J=2.4&8.4Hz), 6.64(1H, d, J=8.4Hz),
6.68(11 J=2.8Hz), 7.80(211, s), 8.10(111, s). % Yield: 29%
EXANPLEthyJZQ{(((S Seditirdmere((Hi(eBhdxydil dibiphenyi]-3bi pheny 1] - 3-

yl ) oxy) benzy] i de no) oX acetic acid 15NVMR (CDCI 3, 400MHz):
4. 79(211)0’95{) ﬁgg"@ 23?'2%@03 1¥€91(111, d, J=8.8Hz), 7.45-7.48

(514 nqﬁthyh %&@,%'—'chﬁl})ro-ga(?}jiéoy'bpﬁh mé’t%x?bﬁeno%?’%enzyhdene)amino)oxy)
propanoate; ‘
Ethyl 2-(((4-(3-benzyl-4-methoxyphenoxy)-3,5-
dibromobenzylidene)amino)oxy)acetate;
Ethyl 2-(((3,5-dibromo-4-(3-isopropyl-4- methoxyphenoxy)benzylidene)amino)oxy)
30  propanoate;
Ethy! 2-(((3,5-dibromo-4-((6-methoxy-[1,1'-biphenyl]-3-

yl)oxy)benzylidene)amino)oxy) propanoate;
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EXAMPLE 8 2-(((3,5-dichloro-4-(4-hydroxy- 3-

i sopr opy| WBSAB#IBPEnzyl i dene) ani no) oxy) propanoi ¢ aci d POT/AN2009/000598
NMR: (CDCl 3, 400MHz) : - 1.22(614, d, J=7.2Hz), 1.60(3H, d, J=6.8Hz),
3.15- 3.18(111, m, 4.88-4.90(114, m, 6.37-6.40(1H, dd,
J=2.8&8.8Hz), 6.62(114, d, J=8.8Hz), 6.81(11-1, d, J=3.211z),

7. 60( 2H, Ethyl 2—&(319((13511;)11&))-4 (34s8peipg]-4- a%hdoyphetioxy thenzylidene)amino)oxy)-2-
24(4-(3- bgtg KN hydr oxyphenoxy) - 3, 5- di br onobenzyl i dene) am no) oxy) ace
tic aci d"o8Y RP@IP%CB 400MHz) : - 3.93(211, s), 4.77(211, s),

6. 66( 1H, (2H,
9. 8 loEtﬂ}l'l ZJT(%S Q-HH% A?I%@e‘ﬁg.? 1s§ % gm%neﬂﬁbxgﬂxeﬂ&y;béﬁgrﬁé&e) Qﬁunogoxg/?
2-(((3, Halmmm 4-(4- hydroxy 3-

i sopr.opy, nz anoi ¢, aci

\R (oo oty %@?E%c—?u“v@%%ﬂ%@ew@@ fiacty) trdao)ony)
3.08- 3;3- ahbdte; M, 4.86-4.91(1H, q, j=7.2 Hz), 634637(111 dd
J=3. 2&8. 6. 62(1H, d, J=8. 8Hz), 6.80(1H, d, J=3.2Hz), 7.80(2H,

s), 8. oﬂm P-((€3, 5-dvlorvinet44(3- e oty thoxypRpozp)bennddear mamino)oxy)-

T/ 1 N200 5? g , 5- di br omo- 4((6- hydroxy-[1, 11- bi pheny1] - 3-

yl ) oxy) eﬁlz& aé’}) no) oxy) propanoic acid 114 NVR ( CDCL3,

400MHz) : Ethil ﬁa(zﬁcmbexﬁyl d:1detBbizyphedoxd$-3%- Atrdiobenzyllddhe RElindIory)
6.69(1H, d, 3=2.8Hz), 6.72-6.75(111, d, J=3.2&8.8Hz), 6.91(114, d,
J=8. WHZ)PTOHHHQ?#C, 57.52(5H, m, 7.80(211, s), 8.01(1H, s). % Yield: 90%

EXAMPLE

2-(((3, SEl[ 5}'1 {)(Fm(?"be(nfwn eot})%?/x F%O(%( ?8bsyldb rgrﬁg?(%zgg%eznﬂ (r)?oﬁ{m no) ox
y)-2- nﬂ:tutanlomeppanm c acid 1H NWVR (CDClS 400MHz) : - 1. 22(6H d,

J=7. 2Hz) 3. 13- 3. 20( 106. 36-

355, 268 B2 (6 piomnod-Colsge BRo-4-seBlyticnogy lbgasy ity amrpo%wm
), 8. 05 dikhyi Shiadlo i €l d: 96% BXAWPLE 13

2- (((3 ono- 4-( 4- hydr oxy- 3-

i sopIso pﬁtbﬁéﬂqﬁ(@j-ldd::nczrynbMd@m&z):abuty@)‘t}xwpxjo phenosy cbenZplidente)lamino) oxy)
NVR: ( D6é 400MHz) : - 0.95(3H, t, J=6.4Hz), 1.10(6H, d, J=7.2Hz),
1.771. -w , 3.10-3.17(111, m), 4.56-4.60(111,

6. 26- 6. 6 1§32H, 795 211, s),
20 Dt i e Y9 (219
2024( 3, wlmb)b@nndldeleeammmomt%ﬂ) 4-

hydr oxyph qx@ ben%éll i dene) am no) oxy) propanoi ¢ acid 114 NMR (CDC13,
400MHz) ™ etgy J=7.2Hz), 1.26(311, d, J=7.2Hz), 1.41-

1. 6651 15th saﬁ)r&nsﬁs(@&mtna-ﬂ&a-BHqJ72HZ)
6. 32266 AJPIt ilnﬁ((@dd J=2. 8Héz(&8 estgy Hes 64ﬁTHﬂqd J= 8.8Hz), 6.71(111,

d, J=2. sd)pzy)bem}Mem@@m@?oxsé bognone; 25s) % Yield: 10% EXAMPLE 15

3;‘5 3. 5 iR Bk § L8 nRethoxbheidRy 18 SUBREABOARRAS kIR O) OX
methyl propanoate;

Ethyl 2-(((4-(3-(sec-butyl)-4-methoxyphenoxy)-3,5-
25  dichlorobenzylidene)amino)oxy)propanoate;
Ethyl 2-({((3,5-dibromo-4-(3-(tert-butyl)-4-
methoxyphenoxy)benzylidene)amino)oxy)propanoate;
Ethyl 2-(((3,5-dibromo-4-(3-ethyl-4-
methoxyphenoxy)benzylidene)amino)oxy)propanoate;
30  Ethyi 2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-
methoxyphenoxy)benzylidene)amino)oxy) propanoate;
Ethyl 2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-
hydroxyphenoxy)benzylidene)amino)oxy) propanoate;

12



t hyl propanoic acid 1H NVR: ( DVBO- D6, 400MHz):- 0.76(3H, t,

7. 2Hz) WO 208¥BP946g J=6. 8Hz), 1.41- 301.54(811, m, 2P§@L112209@19@128
6.31-6.33(114, dd, J=2.8&8.8Hz), 6.58(111, d, J=2.4Hz), 6.66(1H,
=8.811 z), 7. 93(214 s), 8.25(114, s). % Yield: 87% EXAMPLE 16
(4- (3-benzyl- 4- hydr oxyphenoxy) - 3, 5- di br onobenzyl i dene) am no) Oxy) p
gm Ethdi H(((3,5-ditrdmb- NI A- ﬂﬂﬁ@bB&oyk}@GM-lz) 1.41(311, d,

. 8

OH,
&5. bé(ﬂ&?‘yp%e@%‘?%mﬁ‘d%%’%?xﬁe 69(1H g 33— 2843(Hi;_| ad

1-7. 284Gkl . M, 7. 93(2H, s), 8.30(1H, s). % Yield: 54% EXAMPLE 17

(4-(3- benzy - 4- hydr oxyphenoxy - 3, 5-di bronobenzyl i dene) am no) oxy) b
noi ¢ Ethyl@-q 63, 3wibromopeB3(3-dd oyl)d- 95(311, m), 1.05-1.20(2H,

?14% Bt Blpoty ittt Bichachy “y, V) oy o “so, Exanble 18

2- (((3 FEtHy1- (ms-axursm654egglmeirbobénzI@y mxyphenoxy) benzyl i dene) ami no)
oxy) - phenyl acetic acid 15NVR ( DMSOG 400MHz) : - 0. 76(311, t,

3=7. 2Hz)hyd1pxmg1qulben@&@e BHamin O)Wiaceiat52(2H m, 2.90-2.96(1H, m,

5. 69( 11 8tz). 6.57(111, d, J=2. 8Hz),
6. 66 (1|]—’?‘h3§)2‘q68§)' él—‘??ﬁ"%%@l( gﬂ%‘(’ﬁi‘%"%ﬁ? S 5((2H m 7.96(2H,)
et A

- I DroND- 4- C u

TNl e S D S R ied s e F A R e

. 06( 3H, J2(3H, d, J=7.211z), 1.50-1.56(211
1.89-1. ‘ﬁﬁoa#@%ém’é’éts (()3(111 m, 4. 6$21H, t, J=6. (2Hz),—m)

6. 35- 6. ;B}nﬁml(((adﬁdlb}aao&w @HZS)oprO@yBGKféIhbyliM 3=2.8Hz), 6.65(1H, d,
253=8. 4Hz) 1(2H S)Wﬁpé)@ s) % Yi el d: 69% EXAMPLE 20

2- ((§3 511‘611‘5?}’@ 04‘3’ l{f’G‘Z IT_‘QI? OI‘I %?R?ﬁ@ﬁ?il 3-yl)oxy) benzyl i dene) a
m no) ox PAR 0D, 400MHz | .56(6H,
s), ﬁt@%go@t %§ =3, 2‘8]:% 81123’ 6. 67’(] 11, d, 3=3. 2) Hz) 6.8(1(1H,
(Cji, 31397Zﬂ.etﬂm@yphé‘no%ﬂ%drzylidenﬁ)aﬁnmﬂp)(y)pTOIBiﬁ()@t/H tldJ =7.6Hz), 7.49(214,

r- , 0 49% EXAMPLE 21
2.(((3, 5‘5215% QSZ?BS 3{ %mﬂy“déé%%’éjﬂexyﬁi’@%i@?&}?#- 3.

%pgéyég%@mé ﬁﬁ&ﬁ)@ ngey&jauﬁ @x‘j)pi‘@;laﬂoﬂté"NNR(DNBODG 400MHz)

7.6Hz 4.57(1H, t, J=6Hz),
6. 59: 0. ERAIA- (G- OLUIRER 45 m@yclo@ Shipenian 2 -i)subfameybidr) | 6. 87( 1H,
d, J=8.8 27 i 7 7.2Hz), 7.47(2H,
d J= 7 ’E“é&‘i ng ‘5’6‘&%5«’5 @‘3" %Obfg%ﬁﬁ%# %5@%9@%%&% "EXAMPLE 22
24( 4y( 3 BY1 2 H5- HMﬂélﬂ&W(ﬂﬁﬁ@ﬁm)&ySr(ﬁy@blicbﬁqtmbenzy| i dene) ami no) oxy) - 2
- nmet hyl propanoi ¢ 10aci d
ylsul onyl)phenoxy)benzyl_ldene)ammo) oxy)acetate;
Ethyl 2-(((3,5-dibromo-4-(4-methoxy-3-(pyrrolidin-1-
' ylsulfonyl)phenoxy)benzylidene)amino) oxy)propanoate;
The compounds of this invention may be prepared using the reactions and
25  techniques described in the following section including the schemes 1-4. 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 compounds of the present invention. It will
30 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 considered to be within the scope of a
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11- INVR: (DVSO- D6, 400MHz) : - 1. 46(6H s), 3.80(2H, s), 6.38-6.41(1H,

dd, J=3. 2&928}%)49946 56( 1 H, d J=3.2Hz), 6. 70(1H, d, J=8. BFEAIN2009/000598

7.11-7.25(5H, m, 7.91(2H, s) 8. 23(1H, s). %Yield: 50% 15 EXAVPLE

23 24(4-(3-(sec-butyl)-4-hydroxyphenoxy) -3, 5-

di chl or obenzyl i dene) am no) oxy) propanoic acid I1-1 NVR (CDCl 3,

400MHz) : perant(iBed it the3ary, @geitg belconsideted to, be3withiHhe scaps f the present

1 60( 2H, . . 64(3H, d, J=7.2Hz), 2.90-2.97(1H, n), 4.87-4.91(1H,
, 6. 42‘("l (ﬁ‘d 20J=2. 8Hz&8.4Hz), 6.63 (1 H, d, J=8.4Hz), 6.74(1H,

s) 7.5 aidmes)l 8.08(1H, s). % Yield: 45% EXAVPLE 24 :

2- (((3, romo-4-(3-(tert-butyl)-4-

hydr ypﬁqj@ L e) am no) oxy) propanoi ¢ acid 251 H NVR: ( CDCl 3,

400M—Iz H% ti'E%u(%',Q?SII]GG(BH d, 3=7.2Hz), 4.88(1H, q, 3=7.2Hz),

632634(1H dd, 332Hz&88Hz) 6.53(1H, d, 3=8.8Hz 6. 92( 1H,

d, J= 3.2Hz 30 8n88 (1H, s). % Yielg: 300/(b LE 25

2- (((35d|(3e 4- hyds Ay gy%benz@j' 1 NO) OXy) pr
opanoi ¢ aeca o It- 1z CDC&M o) -
1.60(3H, d, 3r-6.8Hz), - 2.62(2H, q, J= 7. 2&7 6Hz) 4.86-4.91(1
H q, J=6.8&7.2Hz), 6. 4236 45(I H, dd, 3=2.8&8.8Hz), 6.65(1H d, 3=
8.4Hz).,, 6.68(1H, d, JR2.8Hz), 7.8l (2H s), 8.18(1H, s). % Y| eI d: 50%
EXAMPLE 26 Mepagabi of NH,OH.HC,

2-(((3, 5-di br ofro-J- (B- (B- chloktohens ow) -4- hydr oxy m(
benzyl i den@Eoan*hdy0o pedPanoi c acid Step 1: ZN.
3, 5-di br ono- 4- ( 4- net hoxyphenoxy) benzal dehyde 5 T6CY sol d¥i on o OH
4- met hoxyphenol (146 g, 12.9 mol) in DVF (16 nL) was added K2CO3
(3.25 g, 25.8 nunol)rand 3, 5- hy ono- 4-i odobenzal dehyde (4. 6gg, 12.9
mol ). Therpeagt ion as si |rre|d Ao OJRSOrsst&S3 Giuf or r2 S.oThe reacti on

m xt ure was ed r |ceBr’TRE§’ pr oQuatsomas t aken | n yI Ry
acetate, peshed wit h“wmedron brine, dried over Sedb et e N- )\MCOORB
filtered and concentrat ed to give the crude product, wh ch was

purified by 10 ¢l um chr omat ography over flash silica gel (hexane :
ethyl acetate 90:1Q), to afford pure

3, 5- di br ogp- 4 (43 et hoxyphenoxy) benzal dehyde (2. 0R , 440A)y ‘el d) Step
2: 3,5-dibr @
3 5-di brg 60~ A-

thox henoPy?rbteqﬁz'aandéWNbeBom re ofRs

' Benzardenyde (27 Qg ~& 4 Ni g\ COOH
EtOH (14 nl) and. H20 (14 m) and hydr oxyl am ne hydrochllorl de (1.44
g, 20.74 15 rnr’rtﬁ) was heated at 90 C for 2 Ins. The reaction m xture
was poured over ice. The product was taken up in ethyl acetate,

washed W th Vedaefing Qrbte@ed dptieRel QfeforfitH 2N HHérBiRAPE; réﬁrbéeﬂfse%l@d]ﬂia
concentrated to give the crudé product, whi ch was puri fi edb@i/ col um

chr dfat q:g@taghgg goups knoaghtosparsap skidled (im #heaart (for eghiposeadescabed 107 11)

(1.2 o.CrsBih B s Prthstig SO 5 L st RIS 2 Wi e
rn), 6. %‘%n.@ ﬁ@ {9, 3 Ed 7282242 hlongS\)wth Gefiencdsliherdin), & R, is as defined
St ep3: Ethyl2 (((3 5-di br ono- 4-(4-

met hoxy shdieaxyiibakdehydedemppand Abfasmylad shsrrimRe ard Re areoas dafiged garlier

moly A sl 18 R ERGI BEFHERE SEHACK KP4 Shrifd 80
t hatlSV\ﬁ%oﬁr@ﬂl@@uﬁi HybMVE, DMSO, DTHOp ateakaind @h28kgor theid4uitabd fnixxads) ben
reaction mxture was stirred at 20-25 C for_2 hrs. The reaction

mi xture %@f%%ﬁeeﬁf év'éqsels@éh apHe2 P p el W randethe ke AT dhaiy suitable

oo ARSI A0 SO RS Sl o

puri fi edxinte e@;hpﬁﬁndodiﬂfbﬂama . drikylatereof fheastims icbinpaurgiedf fohawlarte witl30
et hyl acet at e95: 05)toaffo ur eet hyI 2-(({3,5-di brono-4-(4
met hoxy PHEAS Kb EHE| M@Weﬁ Roptx3d Hiibisd radics) using stitable base such as

20 K,CO;, Cs;CO3, KOH, NaH and the like afforded ester compound of formula 6.




as an oil (0.68 g, 90 %9. WD 2010/ 049946PCT/ 1N2009/ 000598

(CDCl 3, M0NPR049948. 30- 1. 35(311, m), 1.5171.53(311, m), PEIANEDPIN00SIS
4.22- 4.28(2H, q, J=7.2 Hz), 4.79-4.85(1H, q, J=7.2 Hz), 6.74(2H, d,
3=9.2 Hz), 6.82(2H, d, 3=9.2 Hz), 7.79(211, s), 8.07(111, s). Step 4:
Et hyl 2- (( (3, 5- di br onp- 4- (3- (4-chl or obenzoyl) - 4- net hoxy phenoxy) 5
benzyl i dbegrpteatiom andhyirobysipeaf oahpoudné xesing apfroptisty|reagents will lead to
2-a(3,5-di bron&ﬁf (rgw hoxyphenoxy) benzyl i dene) am no) oxy)propanoate
(0.5 g, & ;’o lp ‘chl orobenzoic acid (0.31 g, 1.99 mol) in
Eaton's gﬁﬁgﬁ,@; (6.33 nL) was heated at 95 C for 16 h. The reaction
m xture Was poured over ice. The product was taken up in ethyl

. acetafe, ed water, brine, dried over sodium 10 sul phate,
filtered an &oncen rated to give the crude product, which was
purified by colum chromat ogr aphy over flash silica gelR{hexane :

et hyl acet at e-95-88) R F@ pure ethyl 0
2-(((3,5- -45(3- | or K5€m PWY 13240 et ho he
benzyl i de?&? ami no) ox¥) Hr opanoat e (0 4% g, P98 oy Rd TH R

(CDC13, 400 ):- 1.22-1%27(311, , 1.45-1. 58(3H i), 3.69(311,
s), 4.23- 15428(211R 481487(IH m, 6.82(1H d, J=2.8Hz),
6.91- 6. 98( 2H, 2 H Mnk,dHA8- 7. 42(2H, d, J= 8.4 |—|z)Rs
7.73-7.77(311, 111, ES()?H Saqun5: . Et hyl

2- (((3,5-difam Cﬁdjll or obenzoyl)- 4- hydr ox __N.

benzyl i dene) ami no) oxy) propanoate A sol ution of’g Bt hyl Re OH
2-(((3,5-di brono-4-(3-(4-chl orobenzoyl) - 4- hydr oxy 20 phgnoxy)
benzyl i dene) am no) Oy ) propar&oate (0.143 g, 0.223 rrm)l) RN

di chl or onet ha m.) ,wa tcezceﬁﬁmrt o -70 i N2
at onsphere. hat B 3BSO| | on i3m4odt cl or onet 9'rrL éon
added dr opmose |Qm m xture was al | onesb 8

over 2 h. Then d| ut ed with more CH2C12 (25 nl) and qugenched vvlth
H20. After stlrrln at 20-25 DC for 10 m n, organic phase was 25
separated, washed ®#th water, brine, dried over gsodi um smtl; phat e,

filtered an R rated g0 give crude produgt @ prodt,gzct
cafles

was purifi boger aphrylatow er flash exanecor
et hyl acet%t e 953405) to gsve pure ethyl— 2= PGO o 3{} 8

(((3,5-di brono- 8- (3-(4-chlor obenzoyl) 4- hydr oxy phenox7y) benzyl i dene)
am no) oxy) propanoate. (0.139 g, 100% . 3011-1 NVMR (CDC13, 400MHz):

1.22-1.27 (3H, in), 1:45-1.58(311, nm), 4.23-4.28(21-1, m, 4.81-4.87
(1H, m, 6.07-7.06(8H, n), 7.44(211, d, J=8.8Hz),07.63(2HR.d,

J=8. 4Hz)émr !D- s , 8.1 (90H Desr)necnon\mt I-Br&i:@a’iso44 I 009/ 0q9598
Step 6: . _C'h'I_OT“O'b‘E'nTO'V'l) 4- ENoXy)
benzyl i defgg i o) oXY p@JMQm c acid Theotst rR [ édmﬁ%OOH

step 5 above (0.%39 g, 0.22 nunol) was dissolved in EtOH (0 84 ni)
and to that solution of NaCH (0.011g, 0.29 mml) in 1120 (0.42 inlL)

5 was added ggdciitg Wastesfeli! pitfoRlof SRrfukOE, JMereidt‘PENOlepitents suitable

evapor at ed fromthe reaction m xture and F20 was added washed with
di et hy| moteeting g’ﬂuepsak]mmso pay@rs skalledaoithl At (9T e@. ghesa da%qrﬁ’gd 1w Todca

| ut d t h tate. T
vashi WPHRTERLP. Gorftn ot PR el 1o aest ) TR b ek

concent rafedpd.0 7899/ Pwe I OMsClong with references therein), & R; is as deﬁned
2- (((3, 5-di brono-4- (3-(4-chl orobenzoyl)-4- 10 hydr oxyphenox

benzyl i dﬂnlm)', mth alslehydeygqm mpmdmfcfoml@ﬁ(vmemn@s agd R+ arq as ed(e@tb@eo,

o008 vy S s o e T A0 bl B, L it

HZ) , . 45%(\%5'&3 sdeh dyﬁlvﬁHZDMSb G2 hbluene a}ﬁl tBe 1;BEB) thefr. QR6RAEImikures, in
8. 140H, s). EXAMP

2- (( (53, Sthelipesenes: 4f (aehqss:- sushoaso BaeRy NeHy d@Ryandethey like prrihesr  yitgble

mixtures. Reaction of coupled product 4 with hydroxyl amine hydrochloride afforded

oxime compound of formula 5. Alkylation of the oxime compound of formula § with

15



therein, including suitable addition and/ or deletion of steps as may
be necess‘é{PymlW? 46within the scope of a person skil | ed PCH/INFR9/B}098
the foll owi ng conpounds (Exanples 28- 35) were prepared in an

anal ogous mannefr to that of Exanples 26 & 27 EXAMPLE 28

52- (((3, 5-di brono-4-(3-(4-chl orobenzoyl) - 4-

hydr oxy pbremoxatkyleasteys (vleare RatéhiRe ciro ay fetoedi earlaar) dsing shitaRlg D»E@u{m as

128 ar2) KaG0n 10 Kom, Rafigitydea S Smpoyd 8ol & St s

9% EXAMRleketéPwith suitable aromatic acids or suitable aromatic acid chlorides and appropnate
102- (((3, 5-di bronmo-4-(3-((4-chl orophenyl )(h%drox ) met hyl ) - 4-

hydr oxypawlaung)agem i Qbém)comomd ofHoamula 7. Reprgtectipn ek hydrnaboipef

400 | - 11 4 d.

123, Jes emppnd f oty 7 y8s Syfie fehueil g fechfiies 8 I gt the an,
7. 30( 41 lgivédcompodfid 8Eforsla @) 31( 111, s). 15 % Yiel d: 58% EXAVPLE 30
2- (((3,5-di brono-4-(3-(3-chlorobenzoyl) - 4-

hydr oxypfekemendenzyl i dene) ani no) oxy) propanoi ¢ aci d 20' H NVR:

( DVBO- m%%@gy@;aﬂml 41(314, d, J=6.8Hz), 4.71-4.72(1H, rr) 6. 74( 1H,
d, J=3.2H) 4. 6.93- 6R99(211 M. 7.54(114. d, J 8(5)Hz) _7.62(2H,

M, 7.69(11% d. J=8.8Hz) . 7.96(2H s), 8 30(114 % d 24%
EXAMPLE 34T 21 br onof4- ( 3- (4- tnle:mmitj@nzoyl -4- Rr .
hydr oxypheg mkadﬁﬂﬁ@?ﬁx R4 %)"H;COORB
400MHz) : - 4.63(2L4, s), 6.74(1H, m, 6.92(211, m) 7.60(311, d,

J=8.8Hz), 7.72(214, d, J=8.4Hz). 7.97(2H, s), 8.32 (111, s). % Yiel d:

8% EXAMPLEQ32 24( 3, E;dl brono- 4- (34( 4- brormphenyl)(h;y[droxy) rre; hyl ) - 4-

30 hydrox 3 zyl i dene) amn acetic acig

(Dwsoosmﬁ(z 7 g‘%?“ﬂvi’?' 6, 46- 6
J=3. 2&8. 86} ~% R, Qﬁ&) 6. 88(1H d, bR3.-2A
7.24(2H, d, J=8. 4Hg), 7.44(2H,-d, J=8 4Hz), 7.97 (2H, s), & 32(111, s).

% Yield: 6038 EXAI\/PLFE_ 33 24(3, 5-di br ono- 4- (3- ( 3- chlr obenzoyﬁi) 4-

hydr oxyptk dene) am no) oxy)| cetic acidgy, DMSO- g,
400MHz) : , d,_?‘fiéaz; 6. 94- 8. 98 5m.,
7.53(114, ‘hlj %‘ﬁ’ééOR%Q(lll d, J=8. &%), ',mé’), nCOOH

8 34(1H, s). % Yiel d- 16% EXAMPLE 34 r
2- (({p3, 5- di bryaBng ﬁﬁﬂﬁtﬁ%ﬁﬂpwnﬂhﬁﬁydr Bchpret ﬁ)’|d)3p14nec1on and then

hydr oxyphenoxy) benzyl i den am no) oxy) propanoic acid t

NVR: ( DvVBedBgionsd@aniany} growp Asing HUlt%ble TesgcippAgents léel‘ltﬂﬁji% 111&H agd the
like in suitable solvents like THF, Diethyl ether etc. to afford compound of formula 9.
Finally hydrolysis of compound of formula 9, using suitable reagents & techniques as is

known in the art, gives compound of formula (I}

15
Scheme: 4
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J=6.8&7.2Hz), 5.89 (H, s), 6.50-6.53(111, n), 6.68(1H, d, J=8.8Hz),
6.87(111, WO 20W4@IPBiz) , 7.23-7.29(4H, ), 7.96 (211, s), PETENIDY/AG05SS) .
% Yi el d: 20% EXAMPLE 35

24( 3, 5- di br ono- 4- (343- chl or ophenyl ) (hydroxy) nethyl)-4- is

hydr oxyphenoxy) benzyl | dene) am no)oxy)acetic acid H NWVR (DI\/SO D6,
400MHz) : - 4.66(211 (111 m, 6.50-6.53(1H fdd, J=3 2&8 8Hz),

6. 68 1H d, 24z - §1(411,
7 97((211 . 32(11; M?ﬁg mﬁé "

24( 3, 5-di br ono- 4 (4- hydRpxy 3-(piperidin-1-yl sul fonyl) phenoxy)
benzyl i dene) afi no) oxy) propanoic acid Step 1 et hyI

2-(((3,5-di brono- 4 (32 (chl OkQ%HL lonyl) 4- rreth y henoxy)
benzyl i dene) a pro Chl oros acid (0.99 g) was
added to et romno-4- ey )

benzyl i dene) am n8) oxy) pr opanoate (Exarrpl e 26,5 step 3) ( 0.89 g,
1.59 mmol) at 0-10 C. The reaction was stirred at 25 C for 1 hr.

Reaction m xture wags poured gn to ice-H20 and taken i n ethyl

acet at e, msﬁ@%&\@terakﬁﬁmeﬁa e dMBver ul phage to
afford et hyl NQ)I’OITD- - (326l or os ul Y i DOXVcooRr,
phenoxy) benzylld‘ene) am no) oXy) propanoat ePG(°1 g, "400% 30y7 efd) Step

2. ethyl 2-(((3,3dibrom 4 (4-nethoxy-3-(piperidif- 1 -yl sulfonyl)
phenoxy) . benzyl i depe) am no) oxy) propanoate To.a sol Ukl on of ethyl

2-(((3, 5-di §- @ (ghl orosul fonyl) - 4- @ noxy)

benzyl i dene) mE%@ﬂ agnroufbndlidn g, € O

di chl or o han&4( 4. s gdded—m—p‘e'rl cﬁaﬁje ‘ P)?BT,?T?S?")
0-10 C fol |l owed by trlethyl amne (0.138 g, 1.36 m°m|) The reaction
m xture was stirred at 20-25 C for 2 hrs. The product was taken up in
ethyl acetate, washed with water, brine, dried over SOdI um sul phat e,
filteredoafd co(glc trated to girwe, Didigoreherde &Brod ct B whi ch was
purifi edcp hro gr aply over flasb}as,\s hex ne :
et hyl acgg @8 pur e et hyl PGO coona
2-(((3,5-di brom) 4-(4- rre Xy-3-(pi peridin-1- vyl qufonyI) phehoxy)
benzyl i dene) am no) oxy)propanoate ( 0.2 g, 45%yvyield) NVR: ( CDC13,

400 MHz): - lg 22- 1 26(311, m, 1 33-1 52(911,onf, 3. 10%8. 13(411 n,
3.81(311, °§§ 21( 2%, W?H@S ] 2N78( 1 q,
J=6.8 & "N 7 ,;Ll;lLHdOOR] =8. 8Hz), 6. Q6984 1 gt~y COOH
J=2.8&8. 8ffY, R26 111 Jd=2. 8Hz) , 7 73(211, s) ‘8. 00 (111 "s)

Step3. 2- (((3,5- d| brorm 4- (4 hydr oxy- 3- ( pi peri di n- yIsquonyI)phenoxy
) benzyl i den@eadtiig Prowextedl phienpirsdi foramial 2A whireini &G aépresenyd suitable

Lty i
di chl or %#}%#Qﬁc? ﬁg tGrl f%g %}s “@F 18420k %%JI{B d q% Hic %Qt&sgnd%hﬁ\ﬁ’dey &

at omsphere 3 Sol Ut o hane ('1.18 ni)” was
added drSepwi &=, /P86 3Eadd, 0A0 kil wmgvmtharelfmmwhewm)mmm tadﬂeh2®e C
over 4 h. then dilute th nore 12 ( qu
1- 120. &pmu@ﬁ pF f quj‘?%l\g"éll?r% Ko 3 21%‘1 rﬁsrfierfi%fba?r Igr B“rfgz %aﬁv"ge“ 0
separ at gpr%..flc!? oggorWﬁ)tlz?ﬁ  TIRY teB&iondhiPle SMAEd 980inWavRMtsRah 8s
filtere ntrate Tve crude product. The crude product
was pur |DM€dDMS@,oTHE;1tohi¢noand thgrikeloy theitsuithbla shixsirds, da thpgiresence of a
( Chl or of or m
22 (((3 dagg 5‘1‘ Qﬁﬁﬁ‘;o@?égm{ ﬁrepﬁﬁq oF heir_spitable pixgirss- Jhantion, pf
benz I

%) Qggﬁkg’m) 40%}’&1 @)ﬂ?@@'%m@%&oéhl@né@ aﬁ‘erd%& ,@erhﬁ c@glpﬁgr%digf L
rr) , 4. 87%bihila B Allﬁyl@wt(mbf the, oximz c8HppyundsoOREatE 5 dwith) =rosiazglkyl esters
7. 03( 1H, 7 96{.

appr opr K&g‘éres?‘bt&tz Hﬁj‘r‘?rﬂ‘? e%’ﬁé")stﬁmga%né‘%lﬁo#? sush A% #éeg)lf” %ﬁ?goc}r

KOH, NaH and the like afforded ester compound 6. Compound of formula 6 was

reacted with chlorosulfonic acid at suitable temp. to give chlorosulfonated product of

t5 formula 7 which was then reacted with suitable aliphatic or aromatic amine RsR¢NH,
17



111 NVR (CD30D, 400 MHz):- 1.03(614, d, J=6.8Hz), 1.51(3H,

J=7. 2Hz) WO 2810/049946 4 11 m) 4.80-4.82(1H, n), 6.95(IH, &T/ﬂ32089/8(}q?1)8
7.00-7.03(2H, m, 7.95(2H, s), 58.17(1H s). %Yield: 50% EXAVMPLE 38
2- (0, 5-di brono-4-(3- (N, N-di et hyl sul fanpoy1) - 4-

hydr oxyphenoxy) benzyl i dene) am no) oxy) propanoi c acid 10l H NVR
(CD30D, (mherdHRy: & Rs0w¢ 614, definegd=garkien))to atferd gampound jef femppyla & oig.

1= v tepiplpton phg b ooyt 8t bymbopiat il o, Vi o yr ¢

54% EXAMPLE 3fhe invention is explained in greater detail by the examples given below, whlch
24( 3, 5-di brono-4- (3-(N-cycl ohexyl sul fanoy1) - 4- hydroxyphenoxy
benzyl i denpioxided OYoRsY Obﬂblﬂﬁﬁmlb(’fdﬁaﬂd thar WSthﬁGl AODRIFES: tO hmxt

1.1151. 55(4H, m), 1.61(311, d, J=7.2Hz),
3.1153. 1 ‘%i‘iﬂp"ﬁ}‘h‘*z}{n‘gﬁé‘l D91(1H, ), 6.93(114, d, J=2.8Hz), 7.00(1H,

d, J=8. 8tz NMR spéetral BBz(alééen ddt,hekae&mﬁ&ﬁ ?v:ﬂ&-li:)ﬁa)?arS%&hkiect Ysin® eORdrld 1,
S) % Yield: 57% EXAMPLE 4
2~ ((( 4- G890 Mbe (spretyqmete) (@u&%ﬂé’ﬁé@"@ 10 cont 409 Bz e amerey (Brukgiar o

R ol 3 A A Ry gkl Lo o

1. 60- 1. QVAALLCMICT; 2sifkBlelidmelts) silike 2% (Relikterb@)standai®- 3. 13(1H, m),
4.87-4 92(1 4 J=7.2Hp). 6.92 (111, °d, =2 8), 7.02 (111, d

J=8.181-EXA 7.09(IH, dd, J=2.88&9. 2Hz) 7.82(2H, s), 258. 09(1H

% Y, .
2) (( %'%hg'gtrlérgn(ﬁ W %Elgﬁ%ﬁ/_ﬂlﬁ (h }Xﬁor 8' I I-g:o%rowﬂ phefl?xyr?ytieyzﬂglﬁg?y) benzy
| i de ne)aﬁinﬂ@b )a):etaca:ﬁdc aC|d NVR: ( DMSO- 136, 400MHz):- 1.72(4H, t,
J=6. 3.22 4.55(2 0 4 (1H, d,
J=2. 0Hz§tepﬁ %S-TSOGH{PZH fﬁ? @9’(‘%’3% ﬁ“’hg’ @%Pﬁi%@* % Yield: 45%

EXAMPLE 42 lution 3- 4-methoxyphenol (0,37 g, 2.22 mmol) in DMF (3.7
2-(((3,5-di brrl;)on%sﬂu?znhylécr)%ggfy mgyrrxg? |n(1 ylsul fonyl) ) enoxé

benzyl i nhé;)e@aaraﬁdmi) K005 (. 5pgndbé masol) and\B)S-dichloro-4-iodobenzaldehyde
327, 2bir, 0 givolly e reactipnyyigs Sorsecoe 101 5 GRE g ThE s obminiye
J=7. 2Hz}pg 9%@:3:& hdr 1dé Tille?pré’dﬂ%i waz th?e(nlﬁ‘b itfl ethyF Qeetdid 2 washedOSitH Hzatéig

J=2.8 & 8. 7.82(214, é s). wYield: 52% For
t he sy nbrives |dste¢bbvem@dab'o\selphem ﬁbn@ a@drﬁp@@ﬁﬂ&@teﬂdpl%\iﬁ thg crude product,
i nternedj a pr epar,ed. ter .
2-(((3, ghl&#‘ncmaﬁ)r%urﬁ{isi) yfﬂr mato onelEth. silica gel (hexane :

rret &@xyahﬂa@e% benagib) det@e) dffoR@) ogsyae ame@aits@pmpyn 4- ik ANMRP GO B 5-
400 MHz):- 1.18(611, d, J=6.8 Hz), 1.27-1.29(314, m,3.24-3.31(1H 10

n, 3. 7®chlsr¢begz)aldfzhyée1m239%@%y1ﬁl)d) 4.72(211, s). 6.43-6.46(111, dd,

J=3.2&8.1 15 1 (214,

3. 6. 1oprfenPhy Adonrre TSGR By o 818k 37 Susolil; AR 0

2- a( 4- ( F.44697 L ydd, 743080 RHY PO RO Ky i; B:8%Hz), 6.85(1H, d, J=3.2Hz),

di chl orobenzyl i dene) am no) oxy) acetate 151HNVR. (CDCl3, 400MHz):

0. 87- 0. é@Q@%ﬁ @n) 1.15(3H,d, J=7.2 Hz), 1.28-1.33(311, n),

1.46-1.61(211, . 3.03-3.08(1H, n), 3.77(311, s), 4.23-4.29(2H, n),

4.72(2H, s), 6. 47 6.50(111, dd, J= 3.2&9.2Hz), 6.72(111, d, J=8.8Hz),

6.75-6.76(1H, n) , 7.61(211, s), 8.12(1H s). Intermediate 3 20 Ethyl

2-a( 3, 5-di brono- 4-(3-isopropyl - 4-

met hoxyphenoxy) benzyl i dene) am no) oxy) acetate NVR  ( CDC13,

400MHz): - 1.18(611, d, J=6.8Hz), 1.31(311, t, J=7.8Hz), 3.263.29(111,

m, 3.78(3H s), 4.24-4.30(2H, q, J=7.2Hz), 4.73(214, s),

6.41-6.44(1H, dd, J=2.8&8.8Hz), 6.70(111, d, J=8.8Hz), 6.82(1H, d,

J=3.2Hz), 7.81(2H s), 8.11(111, s). 25Internediate 4



Et hyl 2-a(3, 5-dichloro-44(6-nethoxy-[1, 11-bi phenyl] - 3-

yfl oxy) bel2d1ofepham no) oxy) acetate 114 NVR (CDC13, =ROU/INZ48)/000598
1.25-1.32(311, n), 3.76(3H, s), 4.24-4.29(211, m), 4.72(211, s),

6. 75-6.78(111, dd, J=3.2&9,2Hz), 6.82(111, d, J=3.2Hz), 6.89(111, d,
30J=8.8Hz), 7.31(1H, t, J= 7.2Hz), 7.39(2H, t, J=7.4Hz),. 7.49(2H, d,
J=7. 2Hz$tep 2. Gi(@ﬁ&dpropyl-ﬁl-meﬂk(mhenoxy)a brtiehlombendabdehydit byime

ge?g?e(?, benzK met%{)éyzrggaenox _nieﬂ;}?‘ %%&gg%n# id ng%ﬁﬂmlg'a) ?x¥)a :
3.94(2 1/ H,
' S H, 20;9683 rgrlr_ilgﬂ it E¥@7 i rrgJ) aﬁl&léﬁg) 0'312191%) %néd ﬁ%@t’dxyﬁxﬁunﬁ h?&ro@h?ﬁ(ié

7.17-7. @g{ﬁkﬂlo 5 mrrml)zzq.m tegiediat 76)°C ﬁbr 3drs. 1’ﬂhe Bacti® moxthoel was poured

I nt di at 4- but

ot oy PSB85 oo, SR Sttt cried over
400MHz ) sodivh &ﬁﬁl&ié filtered and é’d’f%ﬁntrzﬁecﬂ-@ the crulﬁﬁarghﬁc)t; wﬁlcﬁ%ag :HmﬁEd
J=6.811z), 1.31(211, q, J=7.2Hz) 03-3.09(1 H, , 3. 77

4. 26( 210, cojump < qqzqtograplme‘zqﬁasb )sxllcs galz(hezane rﬁthylaacm(ezw IQD to afford

% - (8( ?31 b@%%é}ré{u%lsa-me o]x&g/iljifhf) ? 3,81(9 #@éﬁﬂﬁ’f”&%h& yde OXIHh]g I(0 18 g, 91

YPOXYy) t%y]zyl | dene) am no) oxy) acetate 114 NVR (CDCl3, 400 MHz):

1.25-1.32(31 3.77(3H 4. 23- 9(211, 72(211
6. 73%6. 7%%% é%clsaé@b%yg) 63-)%)3(6}5 daiﬂalzéxa 243}"5@11@;),3686& M, d,

15J=9. 2 il 396/ 211,
15020 2l i, R Aharihc T . A4GRH j Bl Rlsind "
2- (( (3, 3-64(2HhIshrBB541H3s). sopr opyl - 4-

th h d te 201 H CDC13,
Foones) S AR SRS, OS50 A RN i M B
J=7. zmhm,,%lggypa 3tja€elH m, 3.78(311, s) 4 23- 4. 28(211 m,
4.79-4.85(111 , 7.2Hz), 6.43-6.46(111, dd, J=2.8&8.8Hz), 6.69(1H,

d, J£8.811z) T&& Qﬂ(ltitlll of d- (33§3p1@nﬂzﬂ)-meﬂ1059pli§mm<y)§3,5-c801ﬂ61(ob&ﬂzalck:]1yde

| nt di at 5t|244-.- -4-net h - 3np-

L e P PN o AT S A IELEISEN Bo s, o0
1.27-1. %1%((‘3)131;0 tHt added @&l%;l:broxﬁé acéiat@%ﬁ?%df() 59)mm61)?aﬁﬂ tﬂ@(rgauionﬁnxﬁhr@ 8
& 7.2Hz) 3(211 H, dd,” J=3.2&8."8Hz), 6.65(1

J =3. 2112\9as serrfrt%(a_u_,ﬂ_ﬂ 2% °Cers 38hraz)(Fhe7rea<5Lon m@(tgtrlwaﬁpouwdzqver nz@(m
2 ( ( (7 37§x(0§1]1'%1r Om)taﬁer? glpﬂ'g](()%’tﬂgl a(%et (lan\gvgslhng 1%[ ag'er brlne ycined over sodium

et hexy pilstm Vilkeay yhd @aﬂ&kxmea%ogiyé thef alaa@ pratet, biKichividis el
400MHz) : - 1.18(6H, d, J=6.8Hz), 1.29(311, 3=7.2Hz), 1. 56 311. d,

3=7. 2+ jolumn chranatogtephy aypr fiasly silige gehihexanezzﬁ&wi@e@iq 90{%)0) to afford
£ 505 ik Ky 800 3l A ) SR St
oxy) acetate as an oil (0.19 g, 80 %).
'"H NMR:(CDCls, 400MHz):- 1.18(6H, d, J=6.8 Hz), 1.27-1.29(3H, m),3.24-3.31(1H,
25 m),3.78 (3 H, s), 4.24-4.29(2H, m), 4.72(2H, s), 6.3-6.46(1H, dd, I=3.2&8.8Hz),
6.70(1H, d, J=9.2Hz), 6.83 (IH, d, J=3.2Hz), 7.61(2H, s), 8.12 (1H, s).
Step 4 : 2-(((3,5-dichloro-4-(4-hydroxy-3-isopropyl phenoxy) benzylidene} amino) oxy)
acetic acid
To a solution of Ethyl 2-(4-(3-isopropyl-4-methoxyphenoxy)-3,5-dichloro
30  benzylidene aminooxy) acetate (0.19 g, 0.431 mmol) in dichloromethape (1.9 mL) was
cooled to —60 to —70 °C under N, atomsphere. To that 1M BBr; solution in
“dichloromethane (1.72 mL) was added dropwise. The reaction mixture was allowed to

warm up to 20-25 °C over 5 h. then diluted with more CH,Cl, (25 mL) and quenched
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s), 8.07(111, H‘/% I nternediate 11 Et hyl

2- (((3, 5-VPBPHVRI%S ((6-met hoxy-[ 1, 11- bi pheny1] - 3- PCT/IN2009/000598
ypoxy) benzyl i dene) am no) oxy) propanoate 10'H NMR (CDC13, 400MHz): -
1.30(3H, t, J=7.0Hz), .1.54(311, d, J=6. 8Hz) 3.77(311, s), 4.23-4.28
(211, q, J=6.8&7.2Hz), 4.79-4.84(114, q, J=6.880.2Hz), 6.73-6.76(114,
dd, J=3 vz&gﬂzgzﬁﬂessmg at2025 °§=for Jpin, grazoiciphase was yemraieg; )washed

; {23(9) ( Zlf?’{hl%/]iteé,r%%? J‘.i%%& %%Elrr ?otd%ugrl rsrzél Iﬁgt?;'ﬁ%%reé gﬁé (caﬁélmtr%ted%o nge &t » ‘
2- ( (2 ( 3, @)trﬁil_f&[ %ﬁgi&xgit tdiimpf oy ﬁuﬂﬁéfbbh@nymhemmhgzm;gl %ﬁﬂ}amlhoa oX
ﬁl) 7. 2F|er)¢g8 p p form me gradlfnﬁ:;@(l@qm g’gyl 99%"42 é@ 19 togaive puref(((3 3-

5 41% i’@%ﬂ*‘@%‘%@%ﬁ?@ml “pighofyy Prighne) Al o st prid

J 3 2Hz)(0065§7.’682%1) s), 8.02(1H, s). 20I nt er medi at e 13 Et hyI

2- 3- i 0 n id

i no) oR MR LR 0% wORMRESY bt g0 ¥, ST il Gt
J=7. 2Hz d t 762
1.89 397?;63]3%@1&19{ %%‘@6831 11t:”L4g63@‘11‘?5]“]‘)8780{35'1;‘1 )ﬁ")'(zl 4)29(2H m)
4. 66- 254 69(Usirg appropriste 6&rtmg2magenab and- smltaule(mwnﬁanSﬂSomer

6. 70 8117)

s). Hhoot o hsinaciss ??péfiﬁﬁﬂﬂ% e%‘t*@ KO Bl (S%“H?D%(e%‘)%%ﬂ‘@%n iR

et hoxy@hﬁﬂﬂé‘ )ﬁdlﬁ@ﬁ‘ éﬁ{(ﬁ/bﬂﬂ’él@t)orﬁéﬂ B a8 Wty B RReReAt & WhichkidWEI within

( CDC13, t, J=7.2Hz), 1.15(3H, "d, 3=6.8Hz),

1. 30( 3111;1e scopg ﬂf azmza)on siulmL in, tb@ eleherfyllownm(ogmouads were, mrepared in an
3.03-3. 090 ns) 3 77(311, s), 4.234.28(21-1, q, J=7.2 Hz),

4.79- 4. §B BPUSThaiet S1py ) 6. 45-6. 48( 114, dd, J=3. 2Hz&8. 8Hz)

6. 71(1H1;)dA1v[Jp]§E&Hz) 6 74 (111, d, J=3.2Hz), 7.79(2H s), 8.07(111,
s). Internediate 15

2- (03 52dﬁ(6|r@n@e@rbwl)(%-é&dlﬁmbfpow)rﬁe%ﬁzf%yﬁﬂ'é%xw%}ﬁi}miﬂeé%%ﬁ no) o
Xy) - %? hyl pr opanoat e 114 NVR (CDC13, 400MHz):- 0.83(314,
t, J=7. ‘f 1.15(3H, d, J=6.8Hz), 1.26- s1.3(314, m), 1. 47

4' 22?( i 3 NrMR (EEGEMOMHZ) 30.05(3H, QICTMHzY)1. 19317 {,3H6.8)2), U5121-

6.71(114:6 3321401% ?8I8|?)2 956”7‘5{“5# 769&21%936%&%&4& %%Ii 8@) }?7@’. 2)’1 (1 H,

| nt 2 °3, 5.
b oL 0% Lt e S U B S eI Lt R
1. 236311, ey 2Hz), 1.54(311, EXAMEBESHZ), 3.75(3H, s). 3.92(2H,

Vb sa( Pl airgne e Sysorgnpptrc Pyt gingi s dic’

J=8. 8Hz), ;7. 12- 7. 27( 5H, r‘r) 7 77(214 s), 8.08(11-1, s).

15 nternedi ate 17 Ethyl 2- (3-benzyl- 4- net hox enoxza%’;ﬂi
di br oroBERMR: aaa@)samomm)cy) 22{6H d %Ha)lrﬁmwz mz&))

L0538 8hankeiials b, o358 8B g b 08 Solgly 1) 2

J= 52§Hz)782;@g %1352 4{1354 dd, J 32&88Hz) 665(111 d, 3=3.2Hz),
6.73(1H d, CU7017- 7.27(5H, m), 7.77(2H, s), 8.08(1H, s).
%Yleld 66%

EXAMPLE 4
2-({(3,5-dichloro-4-((6-hydroxy-[1,1'-biphenyl]-3-
yDoxy)benzylidene)amino)oxy)acetic acid

30 'H NMR:{CD;OD, 400MHz):- 4.57(2H, s}, 6.58-6.61(1H, dd, J=3.2&8.8Hz), 6.70(1H,
d, J=3.2 Hz), 6.81(1H, d, J=8.8Hz), 7.28(1H, d, J=7.6Hz), 7.36(2H, t, J=7.6Hz),
7.49(2H, d, I= 7.2Hz), 7.73(2H, s), 8.16(1H, s). % Yield: 13%
EXAMPLE 5
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nmedi ate 18 Et hyl

3, 5-WMOBPHHIIUS ( 3- (sec- bui y1) - 4- met hoxyphenoxy) benz VCTANINES/8005%0)
2- phenyl acetate 2511-1NMR (CDC13, 400MHz):- 0.83(3H, t,

Hz), 1.15(3H, d, J=6.8Hz), -1.26(3H, t, 3=7. OHz) 1.46-1.60(211,
.04-3.09(111, 'm), 3.77(3H, s), 4.18-4 32(211, m), 5.70(111, s),

45- 6. AR(4-(Blenzst4-hidibx3RRerfoiy)-3, samﬂaxabmudene)mp)o&yweac 86311,

e KOSRG ol Ab 1t N sARSHRT.o
benzyl | SEPHATE AR oMY )-bukianaatier 16 VR (IR s AR ISe01S), |

0. 85-0.

30(3H,. B.I&HM, HHz), 1.44-1.61-(2H, n), 1.89- 1 99(2H n,

3. 03-3. Q/9%1H 2010/ 049946PCT/ 1 N2009/ 000598 110, 3.77(3H, s),
4.2134. % (“1411«,5%\%), 4.66-4.69(1H, ), 6.45-6.48(1H, dd, J=2.8&8.8Hz),
6. 72( IHEganiPE eHz) . 6. 74 (1H, d, J=3.2Hz), 7.79(2H, s); 8.09(1H,
s). Internedi ate 20 Ethyl

2- (((3, a—ﬂ(hﬁdmmp(ﬁmmutﬁ)[ﬂ hydrokyphierexyIbengylidene)aminoc)oxy)acetic
yl ) oxy) berbzyl i dene) am no) oxy) - 2- net hyl propanoat e | HNVR: ( CDC13,
400VHz) **1 26(311, t, J=7.2Hz), 1.58(611, s), 3.76(3H, s),

4.204. 28(20MR: @D@E&@)kﬁiﬂzﬁl‘ﬂ%(ﬁl ?3-6 2¥rz§ JJH,‘?(BiIEl d I2688) 8H29-,
6.81(111, d, J=3.2Hz), 6. @ﬁ

7.3707. 41@@214,@ 2. mgolegmﬁ 6$¢H s'),ﬁé 9(1Lfésqd 1326&@14&)8)

yeoxy) bargy P A ey e B AR P AR ekl %2%8@;3%’9“ 7

1. 05( 31 EXAMBER 72Hz), 1.30(311, t, J=7.2Hz), 1.88- 151.95(2H,

w_bl/-\ﬂ

125 288, zewdé?w &%Elyd?xyg‘l‘ﬂéa;%%%w ég(liof%b%'%%@de%ei«.‘éélo>ox%d
7297%%%3—5 , 7.37- 7.41(2H, , 7.49-7.52(211, nm), 7.8(2H, s),
8. 08(1 ‘; [t er nedi ate 22 EthI

24( 4s( 3- HaNMRE {@DITR, KOS TRn dxAPY 213, @6%66mm5|%é}(fé,)(hﬂf&6){@ky) 2-

20 met hy ate o 1.28(3H, t, J=7.2Hz

1, 55(3H7|‘§)052§?§§<1§Ml§?i ) 5&?@%9 ?O’PI%/"HZ%3 P21-1, (s) .
4.21- 4. J=7.2Hz) . 6 51-6.54(111, dd, J=3.288.8Hz), 6.65(1H,

d, J=2. #Hzﬁ% 619‘%§ 1H, d, J=9.211z), 7.12-7.19(3H, m), 7.23-7.27(211,
m. 7 75!( Q(Blﬁ-ds‘«)llor@r‘le(e(mimxss) isoDpyphenewy herzyidenm)amino)oxy)

((?5 § ec bu yl) - 4- met hoxyphenoxy) - 3, 5-
I or e)am no) oxy) propanoate IH NVR. (CDCl 3, 400VHz) :

3ho3H, 1 Mﬂcm) 4@01@51&5311; 2Z{6HJ%§ ﬁl?lzz)ﬂz 11%@(3}&1 d; J—G%Y-Iz?,I-B)IS-
1.55-1.61(5H, m, 3.03-3.08(1 n}é 1&!3 (%l 5
4.79- 3(341MH(I,11m)1. 488-4.96(1 m)Q 7-6.46(146- ddad ﬁ&&j&Hz) 66 (1H, d

o > 5o e s AfB 4 ma) 7 Bodk Yy, st U wvieft3ote) 7 S92

s), I'nternedi ate 24

Et hyl Zzﬁmmmmporm 4-(3-(tert-butyl)-4-
nmet hoxyphenoxy% benzyl i dene) am no ogapropanoa

400MHz ) 2-(({4-BBlpezry!-4-hydeoxyphenpxy)t3; WOQ&DZYBS%?%I&WP)OS‘%%? aigd) |
25 'H NMR:(CDCl3, 400MHz):- 3.93(2H, s), 4.77(2H, s), 6.66(1H, d, J=3.2Hz), 6.69-
6.71(2H, m), 7.18-7.30(5H, m), 7.79(2H, s), 8.10 (1H, s). % Yield: 58%
EXAMPLE 10
2-(((3,5-dibromo-4-(4-hydroxy-3- isopropylphenoxy)benzylidene)amino)oxy)

2-((
di ch
0.8

propanoic acid

30 'H NMR{CDCl;, 400MHz):- 1.22(6H, d, J=7.2Hz), 1.60(3H, d, J=6.8Hz), 3.08-
3.20(1H, m), 4.86-4.91(1H, q, J=7.2 Hz), 6.34-6.37(1H, dd, ]=3.2&8.8Hz), 6.62(1H, 4,
1=8.8Hz), 6.80(1H, d, J=3.2Hz), 7.80(ZH, s), 8.07(1H, s). % Yield: 43%
EXAMPLE 11
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53.78(311, s), 4.22-4.28(2H, q, J=6.8&7.2Hz), 4.79-4.84(1H, q,

J=6. 8&7. 2M2)201044286 6. 43(1H, dd, J=3.2& 8. 8Hz), 6. 71(1RET/NZ009/000598
J=8.8Hz), 6.93(111, d, J=3.2Hz), 7.79(2H, s), 8.06(1H, s).

I nternmediate 25 Ethyl 2-(((3,5-dibrono-4-(3-ethyl-4- 10

met hoxyphenoxy) benzyl i dene) am no) oxy) propanoate 1H NVMR (CDC13,
400MHz) : 2-f (3L S-dibrd@o 3L {(6-Hydroky41 ,Zhb%;heﬂyl]z-z- @8 Bdnzylidend mmiRbioky)
1.56(311, d, J=8.4Hz), 2.57-2.62(211, q, J=7.2&7.6Hz), 3.78(314, s),
4.23-4. demlcﬂfld\] 7 2Hz), 4.8- 4.85(1H, ¢, J=6.8&7.2Hz),

6.47-6. 5 8 ; 69 24 2k 748

5 07 11 ﬁﬁ}ﬁ( acgiﬁc hﬁlﬁ}g{.ehg%(aggﬁyﬁ?ﬁii), £ 854499117 o S8R 7 M),

2- (( (3, %6.60(hHod=2- &f&),(@l?:b—bl?d(ldhehmz&&s}Iz), 6.91(1H, d, J=8.4Hz), 7.37-

soow) LSRR, FROCRE R AR ke ™ S o aan sy

4.234. 28 %\mef 81-4.87(111, n), 6.82(114, d, J=2.8Hz),
6. 91- 6. 95 7.24(114, m), 207.39-7.42(214, d, J= 8.4Hz),

7.73-7. m((sﬂi-dlmmoel-aslgmdmxy—s Jsopropylphenokbenzalideeymino)oxy)-2-
24(3, 5- dlgﬁg‘p é‘} f(‘ﬁ chl or obenzoy1) - 4-

hydr oxypgh 29 i dene) ani no) oxy) propanoate 1H NVR ( CDC13,
400MHz) : lnﬂhﬁ@&épéz 11221(‘@ d5ﬁ=(7321|iz;;rr1 63(215}2?3)43 284 thlHrin)
254.81-4.87 (1 d Hz)

7. 63(02116.366. 33:@3}14;14,’zj)=3 mzanz)m 62@)H r%ﬁ@mzmsgouﬁw érar@amt e 28

Et hyl 5-d (3-(4-chl orobenzoyl) - 4-
hydroxy&é‘i‘g §)bgﬁ§§?—f(§ ne) am no) oxy) 30acetate 11-1NVR (CDCl 3,
400MHz) : %\116311@3%4 t, J=7.211z), 4.24-4.27(21-1, q, J=7.2Hz),

4.72(211, s), 7 (11-1, d, J=2.8Hz), 7.03-7.09(2H, m), 7.45(2H, d,
J 84Hz)EXAM3WeEﬁ d, J=6. 8112) 7.79(211, s), 8. 09(1H, s). '

nyclr oy koY BEAR ‘éﬁw P peﬁhgé‘ R U
400Msz) ‘acidl. 22-1. 27(3H, ), 1.45-1.58(3H, m, 4.24-4.29(211, in)
120, 2t8) 85}%1(4&}(1%%@1 %9,1408@%%3 2933046 tzfjr%‘é#?) ?Hﬁ%ﬁﬂﬂf?%ﬁ@»@’?&m,

7.53-7. ?%ﬁghb@ 3,10- g%%ﬁ%rm)sh 565, &ﬁﬁﬁlﬁn 6:26-6\2%( B VR 2% & SRHENY |

2- (((3, benzoy
hydr oxypﬂa%é)ﬁﬂﬁﬁmym%e{aH) sin8. fib()ltbky) ‘Vaﬁfeﬁdt #¥%ONMVR: (CDC13, 400MHz): :

1.31 (3H 5‘z‘ 4He). 4.24-4.27(2H, g, J=7.2Hz), 4.72(2H s), 6.97
1H d, EXQWTIE 7.04-7.08(2H, n), 7.55(2H, d, J=8.4Hz), 7.62(2H, d,

3be2? g?:; g%{@b}ms@_g @ec_g% pH. s). Internediate 31 Ethyl

éno- 4- chl or.obenzoyl) - 4-
hydroxyphcnoxy)benzyhdene)ammo)oxy)propanmc acid

'H NMR:(CDCls, 400MHz):- 0.85(3H, t, J=7.2Hz), 1.26(3H, d, J=7.2Hz), 1.41~
1.66(5H, m), 2. 88-2.95(1H, m), 4.85-4.91(1H, q, J=7.2Hz), 6.38-6.41(1H, dd,
 J=2.8Hz&8.8H2), 6.64(1H, d, J= 8.8Hz), 6.71(1H, d, J=2.8Hz), 7.80(2H, s), 8.08(1H,
25 s). % Yield: 10% '
EXAMPLE 15
2-(((3,5-dibromo-4-(3-(sec-butyl)-4-hydroxyphenoxy)benzylidene)aminojoxy)-2-

methyl propanoic acid

'H NMR:(DMSO-Ds, 400MHz):- 0.76(3H, t, J=7.2Hz), 1.06(3H, d, 3=6.8Hz), 1.41-
30 1.54(8H, m), 2.90-2.96(1H, m), 6.31-6.33(1H, dd, J=2.8&8.8Hz), 6.53(1H, d,

J=2.4Hz), 6.66(1H, d, J=8.8H z), 7.93(2H, s), 8.25(1H, s). % Yield: 87%

EXAMPLE 16

22



15 hydr oxyphenoxy) benzyl i dene) am no) oxy) acetate .11-1 NVR (CDC13
400Mz) : W 241 Q_Qfﬁ ,J=7.2Hz), 4.24-4.29(2H, q, J=7.2P& fﬂ‘éf’“% 9005981
s), 6.87 (11-1, d, J=3.2Hz), 7.06(1H, d, J=9.2Hz), 7.16-7.19(1H, dd,
J=2.8&9.2Hz), 7.39(1H, t, J=7.8Hz), 7.52-7.61(3H, m, 7.79(2H, s),
8.08(111, Inte diiate 32 20

2-(((3, 5 nor bRzl °§Y)c§5dﬁhoamewyﬁm)mmﬂ)w)m@aﬂmc -
phenoxy)bgnzyl i dene) ami no) oxy)propanoate 1H NVR (CDCL3, 400MHz): -
| .22-1.26(3H, m, 1.33-1.52(911, m, 3.10-3.13(411, in), 3.81(3H,

s), 4. 16H4MHRZHM$9-DG;64Q®MH2}+2)I ALEH3d4 J768H2), 30265872 ,q,

-5, seey-o3ry o 31 -buobdoaRo B S o 3R, Rt 9-

24( 355- &AM £7(B(A 3 o0 09, $) I FTPM18): % Yield: 54%
nethoxypheﬁ%xy)benz§l|de%e)an?%%)yoxy)pr%%anoate 11fNNR (CDC13,

400MHz ) EXAMH@EM d, J=6.8Hz), 1.29-1.33(3H, t, J=7.2Hz), 301.56(3H,

)=6. a7 HE OB e}hgirﬁomh%%xw . 3oy iduidanyeit byt
7. 36( 1HacHd, J =3.2Hz), 7.80(21-1, s) 8.20(111, s). Internediate 34
WD 2010/,049946PCT/ D42009/ 000598 Et h

2-(( (3, SHINMRsheDEI%, 40 QMH@dp@t:S@ﬂgm,ﬂa%yz@(zhL m), 3.93(2H, s), 4. 73(1H

soonE) T RS BRIAY b EORLETRD0, 1A RYTRS TR Er

1. 51( 3H% WieldBB0- 3. 36(414, ¢, J=7.2Hz), 3.89(311, s), 4.23-4. 28(211,
q, J=7.2Hz). 4.80- s4 85(111, ¢, 1=6.8&7. 2Hz), 6.90-7.01(211, n),
7.38(11E PLB181H,), 7. 80(211 s), 8.07(1H, s). Internmediate 35

i?%txigﬁﬁébxy gﬁé&fﬁ‘-‘a@ne% B R ST iR

400MHz) pherdyl@®@tid adidl( 6H, nm), 1. 20 1.25(411, m), 1.31(3H t, J=7.0Hz),

. 357 SIS pe e o abork s, 157 s Tgedde, & G dnised,

dd, J=3 25&%21%“%1) 59@%(915@}10' m) =268, 5)7- 88 RB.3451H, %d0 1=0K48 8hiz),

I errredl ate 36

(((4- 637N d.L |J<‘=2 &HaB) 6.56 ot €1 of, 21=8. 8t e Ft48n. 245G 1) su).f AAdy/1)(2H, m),
netho o) dene) am no) o Propanoate 1H NVR
(coal gye%% gaql g'lab%%gbqgﬁé} , 2o l)é)(%H M. 1. 28-1. 33(6H
m, 1.3¥ANPI(Rid, M, 2. 02 2. 04(21 1 m, 3.09-3.13(111, lﬂ
3. 96( 3H, (683534 23-4.28(2H, q, J=7.2Hz 4.80-4.86(1H g, J=6.8Hz),

).
6. 9?:91H2- dibgonpe4Ay(3 (?ecelzutyl)eﬁbﬁclqoxmenwjmzzt@@eﬂzmm)rﬁxz)lm(f%lc d,
3=3. ZFEéc 7.80(211, s), 8.07(111, s). Intermedi ate 37 Ethyl
2- (((5 8lbronn 4- (4-met hoxy- 3-(pyrrolidin- 1y|sulfonyl)phenoxy)benzy

| i dene) dHiINMIR: @Dsmetoawm@H ONVR3H( Qmelaﬂz)qomwm t; 4788z}, 3H2(3H, d,
= 2HZ)J—7 2Hz),(1 .50-1. 56(2H m), 1 829 1 95(2H( m),i 99 3.03(1H, m), 4.67(1H, t,
J=6.2Hz), 6.35-6.38(1H, dd, J=2.8&8.4Hz), 6.56(1H, d, J=2.8Hz), 6.65(1H, d,
25  J=8.4Hz), 7.91(2H, s), 8.18(1H, s). '
% Yield: 69%
EXAMPLE 20
2-(((3,5-dibromo-4-((6-hydroxy-{1,1'-biphenyl]-3-yl)oxy)benzylidene)amino)oxy)-2-
methyl propanoic acid
30 'HNMR:(CDsOD, 400MHz):- 1.56(6H, s), 6.57-6.60(1H, dd, J=3.2&8.8Hz), 6.67(1H,
d, J=3.2 Hz), 6.81(1H, d, }=9.2Hz), 7.27(1H, t, J=7.2Hz), 7.36(2H, t, J=7.6Hz),
7.49(2H, d, }=7.2Hz), 7. 91(2H, s), 8.11(1H, s). % Yield: 49%
EXAMPLE 21



253=7Hz) , 90(3H, s), 4.24-4.30(2H, q, J=7.2Hz), 4.73(211, s),

6. 96- 6. 97‘(’9}%01 9946 39(1H, d, J=2.8Hz). 7.82(2H, s), 8. PEFANA09/AN0s98

I nt ermedi ate 38 Et hyl

2-(((3,5-di brono-4-(4-net hoxy-3-(pyrrolidin- 1y|sulfonyl)phenoxy)benzy
| i dene) am no) oxy) propanoate 30 1H NVR (CDClI 3, 400MHz):- 1.31(314,

t, 1=7. Q((£3,5-dibromp3t{(6-hydraxye[ 18 thjphefylp31. 84(411, n), 3. 37(411, t,

J=6. 6Hz) .. 3. 90(3H, , S). 4. 28( 2H, 3=7.2Hz), 4.084.85(111,
3=7. zmiyl)oei@fﬁ-{ﬂﬂen@amané éﬁ?}‘ gicgot 00( 1H, éd J=2. 8&8(8Hz) *
7. 38( 111'H1<11\41ﬂg?m@®1))5 40039021 0.83(3181,08¢ EHz), 9)77-1.86(2H, m), 4.57(1H, 1,

| nt er nedi at e

3, 5- Di chi=6HE), 6.1936. 520, 6dy F=31248 8Ha. 6.8 Hhak J'r 3582 a6.881YH 6, 158.8Hz),

114 MR B A0y S Yol il B dec ™

J1=8. 8Hz)8 3RIBAO19AYicld: 5382, 8Hz), 57.61(211, s), 8. 05(1H $) .
| nt er redi at e 40
4- (3- seEBAMILE 282t hoxy- phenoxy) - 3, 5- di chl or o- benzal dehyde oxi me

i llé) NR/R &&Qf@é@?ﬂfﬁpg %)@%’pg ﬁ%&ggi(slc&groﬂ}%%e%ﬁ,)méﬁﬁgg?%)_zd J=6.8

6. 47- 6. SAéthylgropanoicJ=3. 2&8. 8Hz), 6.72(111, 10 d, J=9.2 Hz), 6.77(114,
d, J=3.211z), 7.61(214, s), 8.04(114, s). Internediate 41
3, 5-18i brasifo- 4- (3-i sopropyl - 4- met hoxy- phenoxy) --benzal dehyde oxi ne

| FI NVR: 1 3(6 0f ;L H,

5 78 311 T PRFRDR e pMAE Ad ey 358G ) adsgin gt
J=8. 8Hzél—3ﬁ&8i{{}ﬂ)l,666(1}125ﬂ . ¥ 2HZ)6.32( Pl d, 143581)13),8 104125(5H m),

| nt er nedqj

4-( 3- Beﬂ@ﬁfﬂ»éegﬂéﬂﬁ ﬁhenoxy) 3, 5-di chl or o- benzal dehyde oxi ne NVR
(CDC13, o480NHZ3ger, 3- 75(3H, s), 3.93(211, s), 6.54-6.56(1H, dd,
J=2.8&8.811z), 6. 68(111 d, J= 3.2 Hz), 6.73(111, d, J=9. 2Hz),
7.1857. BEXAMPLER3 7.24- 20 7.27(214, m), 7.58(211, s), 8.03(114, s).
| nt er med)

4
3,5-Di b&o@@e é"? LUy DELhYFroRYRREPRER > Bhenoxy) - benzal dehyde oxi ne H
NVR: (CDQlc%;IorﬂQcQMiﬁaen‘e)z{?nlﬁafo'imrépan%rt:?ac{]d"z) 1.15(3H, d, J=6.8Hz), -
|461§L§2Hr8 3.04-3.0 gLB??Bll S,645648111,dd,
J=3.2Hz TEMB)( IGCH,Z‘KQOMHZH-OQSG 8 JsipHiz).d. XU HI, Jor6.8M23, 1244r) |

7.81(21 Q4 )

o (3. oS M A A0, MUt L TR o 4 87:6 QA b am, 940 . 40
111 2bIVRJ=p SBC&3 . 4HK) 086 |1 H, 3, JF3(4Ak 3 , 6Y4(18, 9R(ZOH ), 8.68(PH; . &5( 111,
dd, J=3.28&8.8Hz), 6.66(114, d, J= 8Hz), 6.73(114, d, J=8.8Hz),
7.15-7. BeldHf5%y . 7.23- 307.27(214, n), 7.79(2H, s). 8.020H, s).

| nt er me

3,5-Di b?ﬁgfer&b ﬁ'{%z?ert but yl - 4- hydr oxy- phenoxy) - benzal dehyde oxi ne
1HNVR: (2@(18}5%1%&53%1!4)(3 (te“rt Bdt(yBH— s), 3.79(3H, s), 6.41-6.44(111, dd,
J=3. 288, 8Hz) d, J= 8Hz)) 6.94(1H, d, J=3.2Hz), 7.81(211,
s), 8.0 @y@qqu@enoqq-}b@q%&pxaq)@nm)oxy propanoic acid

(oo, SRR g s G TRk ey e g A -l

3. 78(31%5,3258..3 K1 48dd. FHATHE 818Hz)]6.53( BL,&l, 8=8BHY), 602711 1d, 4= 3 Hz)=

9.2Hz), 6. 73(111, d, J= 82(2H, s), 8.04(111, s).
). 7.80(2H,s), 8.08 {1H, 5).% F0 L4 36532 ) ( )
EXAMPLE 25

2-(((3,5—dibr0mo-4-(3-e_thyl-4-hydroxypheno:-.:y)benzylidene)amino)oxy)propanoic acid

30 '"HNMR:(CDCls, 400MHz):- 1.21(3H, t, ]=7.2Hz), 1.60(38, d, J=6.8Hz), 2.56-
2.62(2H, q, J= 7.2&7.6Hz), 4.86-4.91(1H, g, J=6.8&7.2Hz), 6.42-6.45(1H, dd,
J=2.8&8.8Hz), 6.65(1H, d, J= 8.4Hz), 6.68(1H, d, J=2.8Hz), 7.81(2H, s), 8.18(1H, s).
% Yield: 50% | |

24



I nt er nedi ate 47

3, 5- Di chIWO3IW/aRM4p sopr opyl - 4- met hoxy- phenoxy) - benzal de RGEEN2009/000598
NVR (CDC13, 400MHz):- 1.18(6H, d, J=6.8Hz), 3.27-3.30(1H n),
3.79(311, s), 6.44-6.47(111, dd, J 3.2&9.211z), 6.70(114, d,
J=8.8Hz), 6.85(1H, d, J=3.211z), 7.91(214, s), 9.93(1H, s).

I nt er medk: E 26

4 (3~ Scop B tha oo NSRRI e ol 8 Ea AR B80S 15 1
1. 47- 1. 6Seh2fllidene)) amidoftkyJprogdnbid, acid , 3. 78( 311, s) 6.47-6.50(111, dd,

J=3. 2&8,.8 2(111 11 , J=2.8Hz), 7.91
(2H, s)S egzlg§(51<il rorgy- L (mehonahareysniaddtyde :

Uty T dtukoln of MEAMLksetiE 008 6 29Nk REPTARE(TBHAE) s IR,
Z ), 8361;%2@24(% 2_5-E 2518 miteol kB 5 Sirano- %LoﬂﬁléehiéldeIWde\I#& $129)mmol). The
G 3. Betsiin AL T A e i e aciion R e A PORE) QRS-

CDC13, W i i I i »sodi
S ey 2&81139 o %t 6'%\( tZﬁ&?’ﬁb r§éthyl3ac91%{e)? Ja\gashe?i)w ﬁ iﬁfe Sbrie eglﬁélhd% )od& sodium

7. 15- 7. adpistd filtgred im@&pm;ra@ to gxmgkmql-uds )Iarodmt,ew}rﬁehimseplﬁ'i]iied by

o G5 i A R0 BT B
1 59(2 . A H, dd J=3
Pt urH'B'S &bﬂ)?né’mf{a(rﬂétﬁoxlyﬂxen&yggeﬁﬁ%ehyﬂ}: (2 @ ;454 6% 9@(651 1ot 5,
9. 90( 113tepgy 3 Sfmb@mﬁa@(ﬁ'@etl@zyphenoxy) enzaldehyde oxime

e | conr e g oy A ShEAet et g AR AR AL B 18y pmnofyin

J=2. 8RSERIH 714 n&ﬁéﬁ&mo 014 ﬂ1£ 3nd Hydroxyd arfitd hidrodhlodids. ($Hl)g, 20.74
7.17-7.19(5H, , 8.08 91(1H, s). Internediate 53 5
3, 5-16i bsieb. Wag Beated at @t§1 irm hEley TeasHaNOR A LIS PRIERY @uer ice. The

155, o Bttt e i ipy gl beglile, ool 3, Bhjer AR it e <o
8. 11( 2Hulphate, Fil@24dl ddd cenceniraénogiveatte Gdde product, which was purified by
N ?c%%iéfr'iﬁ FAEPY PYHER SR ghyanes. QIpsasaye Dg:10} to afford

N
J=7. 287, 658)5. diro - ) i
6. 74(211 difi %3&4 ?ﬁ'ox)@héﬁ’ﬂ)bﬂ‘?&%‘?ﬁg? tﬂ“%(al?gsg| ) P na &

TR 28 adHiNMR: (@%;@Meym #HAHas), pGA-6. ?ﬁ@@ﬁs@, 6:83t68D(281, amd 78Re 15

results of re tative conpounds are provided in tables 1 & 2
bel ow agﬁé] Sa’r!géf?ﬁi? $ﬁl‘ne efficacies of the novel class of conpounds

di scl osgacgp above. Tabl e3.1: Ethyl - 2-(((3,5-dibromo-4-(4-
methoxyphenoxy)benzylidene)amino)oxy)propanoate To a solution of 3,5-dibromo-4-
(4-methoxyphenoxy)benzaldehyde oxime (0.6 g, 1.496 mmol) in DMF (3.75 mL) was

25 added Cs;CO; (0.73 g, 2.24 mmol). To that was added Ethyl-2-bromo propanoate (0.29

g, 1,64 mmol) and then reaction mixture was stirred at 20-25 °C for 2 hrs. The reaction

mixture was poured over ice. The product was taken up in ethyl acetate, washed with
water, brine, dried over sodium sulphate, filtered and concentrated to give the crude
product, which was purified by column chromatography over flash silica gel (hexane :
30 ethyl acetate 95:05) to afford pure ethyl  2-(((3,5-dibromo-4-(4-
methoxyphenoxy)benzylidene)amino)oxy)propanoate

as an 011 (0.68 g, 90 %).
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Exanpl e EC50 TR- a ( nM EC50 TR- 13( nM ECso TR cd13 7 5.2 2.9
1.79 10 2803012@4%469 14 5.12 0.99 5.17 30 143 166 0. 86 BSTANZGY/AWS
0.43 20 Table 2. Ex.No Conc. (nM TR-a * TR-B *

"H NMR:(CDCl, 400MHz):- 1.30-1.35(3H, m), 1.51-1.53(3H, m), 3.77(3H, s), 4.22~ |
4.28(2H, g, }=7.2 Hz), 4.79-4.85(1H, q, J=7.2 Hz), 6.74(2H, d, }=9.2 Hz), 6.82(2H, d,
1=9.2 Hz), 7.79(2H, s), 8.07(1H, s).
Step  4:  Ethyl  2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-methoxy ~ phenoxy)
5 benzylidene) amino)oxy) propancate A mixture of ethyl 2-(((3,5—dibromo-4--(4-
- meﬂloxyphenoxy)benzyhdene)ammo)oxy)propanoate
(0.5 g, 0.998 mo!) and 4-chlorobenzoic acid (0.31 g, 1.99 mmol) in Eaton's reagent (6. 33
mL) was heated at 95 °C for 16 h.. The reaction mixture was poured over ice. The
product was taken up in ethyl acetate, washed with water, brine, dried over sodium
10 sulphate, filtered and concentrated to give the crude product, which was purified by
column chromatography over flash silica ge] (hexane : ethyl acetate 95:05) to afford
pure ethyl 2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-methoxy phenoxy) benzylidene)
amino)oxy) propanoate (0.143 g, 28 %).
'H NMR: (CDCls, 400 MHz):- 1.22-1.27(3H, m), 1.45-1.58(3H, m), 3.69(3H, s), 4.23-
15 4.28(2H, m), 4.81-4.87(1H, m), 6.82(1H, d, J=2.8Hz), 6.91-6.98(2H, m), 7.24(1H, m),
7.39-7.42(2H, d, J= 8.4 Hz), 7.73-7.77(3H, m), 8.19(1H, s)
Step 5: Ethyl 2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-hydroxy phenoxy)
benzylidene) amino)oxy) propanoate
A solution of ethyl 2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-hydroxy
20 phenoxy) benzylidene) amino)oxy) pfopanoate (0.143 g, 0.223 mmol) in
dichloromethane ( 1.4 mL) was cooled to —60 to —70 °C under N, atomsphere. To that
1M ‘BBr; solution in dicloromethane (0.89 mL) was added dropwise. The reaction
mixture was allowed to warm up to -20 °C over 2 h. Then diluted with more CHCl> (25
mL) and quenched with H,O. After stirring at 20-25 °C for 10 min, organic phase was
25 separated, washed with water, brine, dried over sodium sulphate, filtered and
concentrated to give crude product. The crude product was purified by column
chromatography over flash silica gel (hexane : ethylacetate 95:05) to give pure ethyl 2-
(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-hydroxy phenoxy) benzylidene) amino)oxy)
propanoate. {0.139 g, 100%).
30 4 NMR: (CDCls, 400MHz):- 1.22-1.27 (3H, m), 1.45-1.58(3H, m), 4.23-4.28(2H, m),
4.81-4.87 (1H, m), 6.97-7.06(3H, m), 7.44(2H, d, J=8.8Hz), 7.63(2H, d, J=8.4Hz),
7.77(21, s), 8.19(1H, s).
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Ex. No
25.70
98. 95

15

20

25

30

Conc. (nM TR-a * TRRB* 1 1 11.78 7.72 13 1 29.62 23.09 10
20.W0 20000488687 73.39 100 73.47 52.56 100 76. 83 PEEIANW0OYABOT
53. 36

Step 6: 2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-hydroxyphenoxy) benzylidene)
amino) oxy)prbpanoic acid
The ester obtained from step 5 above (0.139 g, 0.22 mmol) was dissolved in
EtOH (0.84 mL) and to that solution of NaOH (0.011g, 0.29 mmol) in H;O (0.42 mL)
was added and it was stirred at 50 °C for 2hr. Ethano! was evaporated from the reaction
mixture and H,O was added & washed with diethyl ether. The aqueous layer was
acidified to pH 4 using 10 % HCI solution and extracted with ethyl acetate The orgaﬁic
layer was washed with water, brine, dried over sodium sulphate, filtered and
concentrated to give pure product 2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-
hydroxyphenoxy) benzylidene) amino) oxy)propanoic acid (0.04 g, 30%)
'H NMR: (CD;0D, 400MHz):- 1.52 (3H, d, J=6.8 Hz), 4.79- 4.81(1H, m), 6.76(1H, d,
J=2.8 Hz), 7.02 (1H, d, J=8.8 sz, 7.12-7.15(1H, dd, J=3.2&95.2 Hz), 7.49(2H, d,
J=8.4Hz), 7.66(2H, d, J= 8. 8Hz), 7.92(2H, s), 8.14(1H, s).
EXAMPLE 27
2-(((3,S-dibr0m0-4-(3-((4-ch10r0phenyl)(hydroxy)methyI)—4-hydroxy phenoxy)
benzylidene) amino)oxy)propanoic acid
To a solution of ethyl 2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-hydroxy
phenoxy) benzylidene) amino)oxy) propanoate (0.25 g, 0.39 mmol Example 26, step 5
above) in MeOH (2.5 mL) was added NaBH; (13mg, 0.35 mmol) at 0-10 °C. The
reaction was stirred at same temperature for 2-3 hrs. The product was taken up in ethyl
acetate, washed with water, brine, dried over sodium sulphate, filtered and concentrated
to give the crude product, which was purified by column chromatography over flash
silica gel (hexane : ethyl acetate 90:10) to afford pure ethy! 2-(((3,5-dibrom_0-4-(3-((4-
chloropheny!) (hydroxy) methyl)-4-hydroxy phenoxy) benzylidene) amino)oxy)
propanoate (0.25 g, 100%) which was hydrolyzed similar to the procedure given in
(Example 26, step 6) to afford 2-(((3,5-dibromo-4-(3-((4-
" chlorophenyl)(hydroxy)methyl)-4-hydroxy phenoxy) benzylidene) amino)oxy)propanoic
acid (0.113 g, 62 %)
'H NMR: (CD;0OD, 400MHz):- 1.50(3H, d, }=7.2Hz), 4.77-4.79(1H, m), 6.00(1H, s},
6.53-6.56 (1H, dd, J=3.2&8.8Hz), 6.68(1H, d, J=8.8Hz), 6.79(1H, d, J=2.8H2),
7.25(2H, d, J=8.8Hz), 7.31 (2H, d, ]=8.4Hz), 7.90(2H, s), 8.15(1H, s).
Using appropriate starting materials and suitable modifications of one or m;)re of the

processes described above, either alone or in suitable combination of the steps disclosed
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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 (Examples 28-
35) were prepared in an analogous manner to that of Examples 26 & 27

EXAMPLE 28 )
2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-
hydroxyphenoxy)benzylidene)amino)oxy)acetic acid

'H NMR:(DMSO-Dg, 400MHz):- 4.63(2H, s), 6.74(1H, m), 6.92(2H, m), 7.57(2H, d,
J=8.4Hz), 7.68(2H, d, J=8.8Hz), 7.97(2H, s}, 8.32(1H, s). % Yield: 9%

EXAMPLE 29

2-(((3,5-dibromo-4-(3-((4-chlorophenyl}(hydroxy)methyl)-4-
hydroxyphenoxy)benzylidene) amino)oxy)acetic acid

"H NMR:(DMSO-Ds, 400 MHz):- 4.57(2H, s), 5.82-5.85(1H, m), 6.46-6.49(1H, dd,
J=3.2&8.8 Hz), 6.67(1H, d, J=8.8Hz), 6.88(1H, d, J=3.2Hz), 7.30(4H, m), 7.96(2H, s),
8.31(1H, s).

% Yield: 58%

EXAMPLE 30

2-(((3,5-dibromo-4-(3-(3-chlorobenzoyl)-4-
hydroxyphenoxy)benzylidene)amino)oxy)propanoic

acid

'H NMR: (DMSO-Ds, 400MHz):- 1.41(3H, d, J=6.8Hz), 4.71-4.72(1H, m), 6.74(1H; ﬂ,
J=3.2Hz) , 6.93-6.99(2H, m), 7.54(1H, d, }=8.0Hz), 7.61-7.62(2H, m), 7.69(1H, d,
J=8.8Hz), 7.96(2H, s), 8.30(1H, s). % Yield: 24%

EXAMPLE 31

2-(((3,5-dibromo-4-(3-(4-bromobenzoyl)-4-

" hydroxyphenoxy)benzylidene)amino)oxy)acetic acid

'H NMR: (DMSO-Ds, 400MHz):- 4.63(2H, s), 6.74(1H, m), 6.92(2H, m), 7.60(2H, d,
J=8.8Hz), 7.72(2H, d, J=8.4Hz), 7.97{2H, s), 8.32 (1H, s). % Yield: 8%

EXAMPLE 32

2-(((3,5-dibromo-4-(3-((4-bromophenyl)hydroxy)methyl)-4-
hydroxyphenoxy)benzylidene) amino)oxy)acetic acid

'H NMR: (DMSO-Ds, 400MHz):- 4.61(2H, s), 5.82(1H, s), 6.46-6.49(1H, dd,
J=3.2&8.8Hz), 6. 67(1H, d, }=8.8Hz), 6.88(1H, d, J=3.2Hz), 7.24(2H,d,J=8.4Hz),
7.44(2H, d, J=8.4Hz), 7.97 (2, s), 8.32(1H, s5). % Yield: 60%
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EXAMPLE 33

2-(((3,5-dibromo-4-(3-(3-chlorobenzoyl)-4-
hydroxyphenoxy)benzylidene)amino)oxy)acetic acid

"H NMR: (DMSO-Dg, 400MHz):- 4.58(2H, s), 6.72(1H, d, J=2.8Hz), 6.94-6.98(2H,
m), 7.53(1H, m), 7.61-7.62(2H, m), 7.69(1H, d, J=8.4Hz), 7.97(2H, s), 8.34(1H, s). %
Yield: 16% | '
EXAMPLE 34°

2—(((3,5-dibromo-4—(3-((3-chlorophenyl)(hydroxy)methyl)-4-
hydroxyphenoxy)benzylidene) amino)oxy)propanoic acid

'H NMR:(DMSO-Dg, 400 MHz):- 1.41(3H, d, J=6.8Hz), 4.86-4.91(1H, q,
J=6.8&7.2Hz), 5.89 (1H, s), 6.50-6.53(1H, m), 6.68(1H, d, J=8.8Hz), 6.87(1H, d,
J=3.2Hz), 7.23-7.29(4H, m), 7.96 (2H, s), 8.31(1H, s). % Yield: 20%

EXAMPLE 35 _
2-(((3,5_-dibrom0-4-(3-((3-chIorophenyl)(hydroxy)methy])-'4—
hydroxyphenoxy)benzylidene) amino)oxy)acetic acid

TH NMR:(DMSO-Ds, 400MHz):- 4.66(2H, s), 5.85(1H, m), 6.50-6.53(1H, dd,
1=3.2&8.8Hz), 6. 68(1H, d, J=8.4Hz), 6.87(1H, d, J=3.2Hz), 7.21-7.31(4H, m),
7.97(2H, s), 8.32(1H, s).

% Yield: 49%

EXAMPLE 36

2-(((3,5-dibromo-4-(4-hydroxy-3-(piperidin-1-yl sulfony!) phenoxy) benzylidene)
amino) oxy) propanoic acid

Step 1 Ethyl 2-(((3,5-dibromo-4-(3-(chlorosulfonyl)-4-methoxy phenoxy) benzylidene)
amino)oxy) propanoate Chlorosulfonic acid (0.99 g) was added to ethyl 2-(((3,5-
dibromo-4-(4-methoxy phenoxy) benzylidene) amino)oxy) propanoate (Example 26,
step 3) ( 0.89 g, 1.59 mmol) at 0-10 °C. The reaction was stirred at 25 °C for 1 hr,
Reaction mixture was poured in to ice-H;O and taken up in ethyl_ acetate, washed with

water, brine, dried over sodium sulphate to afford ethyl 2-(((3,5-dibromo-4-(3-

- (chlorosulfonyl)-4-methoxy phenoxy) benzylidene) amino)oxy) propanoate (1 g, 100%

yield)

Step 2. ethyl 2-(((3,5-dibromo-4-(4-methoxy-3-(piperidin-1-yl sulfonyl) phenoxy)
benzylidene) amino)oxy)propanoate To a solution’ of ethyl 2-(((3,5-dibromo-4-(3-
(chlorosulfonyi)-4-methoxy phenoxy) benzylidene) amino)oxy) propanoate (0.41 g,
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70.46 WO 2010/ 049946PCT/ 1 N2009/ 000598 Ex .No Conc. K TR-a * TR-13 *
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0.68 mmol) in dichloromethane ( 4.0 mL) was added piperidine { 0.11 g, 1.36mmol) at
0-10 °C followed by triethyl amine (0.138 g, 1.36 mmol) The reaction mixture was
stirred at 20-25 °C for 2 hrs. The product was taken up in ethyl acetate, washed with
water, brine, dried over sodium sulphate, filtered and concentrated to give the crude

5  product, which was purified by column chromatography over flash silica gel (hexane :
ethyl acetate 90:10) to afford pure ethyl 2—(((3,S—dibromo—4-(4—methoxy—3-(piperidin;l-
yl sulfonyl) phenoxy) benzylidene) amino)oxy)propanoate ( 0.2 g, 45% yield) '
'H NMR:(CDClg, 400 MHz):- 1.22-1.26(3H, m), 1.33-1.52(9H, m), 3.10-3.13(4H, m),
3.81(3H, s), 4.16-4.21(2H, q, J=6.8 & 7.2Hz), 4.73-4.78(1H, q, J=6.8 & 7.2Hz),

10 6.87(1H, d, J=8.8Hz), 6.90-6.93(1H, dd, J=2.8&8.8Hz), 7.26 (1H, d, J=2.8Hz),
7.73(2H, s), 8.00 (1H, s) '

Step 3. 2-(((3,5-dibromo-4-(4-hydroxy-3-(piperidin-1-ylsulfonyl}) phenoxy)
benzylidene) amino) oxy) propanoic acid
A solution of ethyl 2-(((3,5-dibromo-4-(4-methoxy-3-(piperidin-1-yl sulfonyl)

15  phenoxy) benzylidene) amino)oxy)propanoate (0.18g, 0.277mmol) in dichloromethane
( 1.8mL) was cooled to —60 to ~70 °C under N atomsphere. To that 1M BBr3 solution
in dicloromethane (1.18 mL) was added dropwise. The reaction mixture was allowed to
warm up to -20 °C over 4 h. then diluted with more CH,Cl; (25 mL) and quenched with
H,O. After stirring at 20-25 °C for 10 min, organic phase was separated, washed with

20  waler, 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 95:05) to give pure 2-(((3,5-dibromo-4-(4-hydroxy-3-
(piperidin-1-ylsulfonyl) phenoxy)-benzylidene) amino) oxy) propanoic acid ( 0.12 g,
68% Yield)

25 'H NMR:(CD;0D, 400MHz):- 1.49-1.52(6H, m), 1.57(3H, m), 3.10-3.13(4H, m),
4.87(1H, m), 6.94(1H, d, J=2.8Hz), 6.98(1H, d, J=8.8Hz), 7.03(1H, d, J=3.2Hz),
7.96(2H, s), 8.17(1H, s).

Using appropriate starting materials and suitable modifications of one or more
of the processes described above (Example 36) either alone or in suitable combination of

30 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
(Examples 37-42) were prepared in an analogous manner

EXAMPLE 37
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2-(((3,5-dibromo-4-(4-hydroxy-3-(N-
i.sopropylsu1famoyl)phenoxy)benzylidcne)amino)oxy) propanoic acid
'H NMR: (CDsOD, 400 MHz):- 1.03(6H, d, J=6.8Hz), 1.51(3H, d, J=7.2Hz), 3.31-
3.34(1H, m), 4.80-4.82(1H, m), 6.95(1H, d, J=8.8Hz), 7.00-7.03(2H, m), 7.95(2H, s),
5 8.17(1H, s).

% Yield: 50%
EXAMPLE 38
2-(((3,5-dibromo-4-(3-(N,N-diethylsulfamoyl)-4-
hydroxyphenoxy)benzylidene)amino)oxy) propanoic acid

10 'HNMR: (CD;0D, 400MHz):- 1.07(6H, t, }=7.2Hz), 1.51(3H, d, J=6.8Hz), 3.28-
3.34(4H, m), 4.79- 4.82(1H, m), 6.93(1H, d, }=8.8Hz}, 6.99(1H, d, J=3.2Hz), 7.01-
7.03(1H, m), 7.95(2H, s), 8.17(1H, s). % Yield: 5;1%
EXAMPLE 39
2-(((3,5-dibromo-4-(3-(N-cyclohexylsulfamoyl}-4-hydroxyphenoxy)

15 benzylidene)amino)oxy) propanoic acid
'H NMR: (CDCl;, 400MHz):- 1.11-1.22(6H, m), 1.51-1.55(4H, m), 1.61(3H, 4,
J=7.2Hz), 3.11-3.14(1H, m), 4.89-4.91(1H, m), 6.93(1H, d, J=2.8Hz), 7.00(1H, d,
J=8.8Hz), 7.05-7.08(1H, dd, J=3.2&9.2Hz), 7.82(2H, s), 8.09(1H, s). % Yield: 57%
EXAMPLE 40 '

20 2-(((4-(3-(N-((1R,2R,4S)-bicyclo[2.2.1]heptan-2-yl)sulfamoyl)-4-hydroxyphenoxy)-
3,5- dlbromobenzyhdene)ammo)oxy)propanmc acid
TH NMR:(CDCls, 400MHz):- 1.25-1.27(3H, m), 1.41-1.48(4H,m), 1.60-1.67(4H, m)
2.06(1H, bs), 2.21(1H, bs), 3.12-3.13(1H, m), 4.87-4.92(1H, q, J=7.2Hz), 6.92 (1H, d,
J=2.8Hz), 7.02 (1H, d, J=8.8Hz), 7.06-7.09(1H, dd, J=2.8&9.2Hz), 7.82(2H, s),

25  8.09(1H, s). % Yield: 12%
EXAMPLE 41
2-({(3,5-dibromo-4-(4-hydroxy-3-(pyrrolidin-1-
ylsulfonyl)phenoxy)benzylidene)amino)oxy) acetic acid
'H NMR(DMSO-Ds, 400MHz):- 1.72(4H, t, J=6.8Hz), 3.22(4H, t, J=6.6Hz), 4.55(2H,

30 s),6.94 (1H, d, J=2.0Hz), 7.00-7.05(2H, m), 7.99(2H, s), 8.31(1H, s). % Yield: 45%
EXAMPLE 42 o -
2-({(3,5-dibromo-4-(4-hydroxy-3-(pyrrolidin-1-ylsulfonyl)phenoxy)
benzylidene)amino)oxy) propanoic actd
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TH NMR:(CDClL, 400MHz):- 1.61(3H, d, J=7.2Hz), 1.81(4H, t, J=3.4Hz), 3.25(4H, t,
1=6.8Hz), 4.89-4.91(1H, q, J=7.2Hz), 6.91(1H, d, J=3.2Hz), 7.02(1H, d, J=9.2Hz),
7.08(1H, dd, J=2.8 & 8. 8Hz), 7.82(2H, s), 8.09(1H, s). %o Yield: 52%
For the synthesis of the above mentioned compounds following intermediates
were prepared.
Intermediate 1
Ethyl 2-(((3,5-'dichloro-4-(3-isopropy1-4- methoxyphenoxy)benzylidene)amino)oxy)
acetate
'H NMR: (CDCls, 400 MHz):- 1.18(6H, d, J=6.é Hz), 1.27-1.29(3H, m),3.24-3.31(1H,
m), 3.78 (3H, s), 4.24-4.29(2H, m), 4.72(2H, s), 6.43-6.46(1H, dd, J=3.2&8.8Hz),
6.70(1H, d, J=9.2Hz), 6.83(1H, d, J=3.2Hz), 7.61(2H, s), 8.12(1H, s).
Intermediate 2

Ethy! 2-(((4-(3-(sec-butyl)-4-methoxyphenoxy)-3,5- dichlorobenzylidene)amino)oxy)

. acetate

'H NMR: (CDCl;, 400MHz):- 0.87-0.89(3H, m), 1.15(3H.,d, J=7.2 Hz), 1.28-1.33(3H,
m), 1.46-1.61(2H, m), 3.03-3.08(1H, m), 3.77(3H, s), 4.23-4.29(2H, m), 4.72(2H, s),
6.47-6.50(1H, dd, J= 3.2&9.2Hz), 6.72(1H, d, J=8.8Hz), 6.75-6.76(1H, m) , 7.61(ZH,
s), 8.12(1H, s).

Intermediate 3
Ethyl 2-(((3,5-dibromo-4-(3-isopropyl-4- methoxyphenoxy)benzylidene)amino)oxy)
acetate _
'H NMR: (CDCls, 400MHz):- 1.18(6H, d, J=6.8Hz), 1.31(3H, t, J=7.8Hz), 3.26-
3.29(1H, m), 3.78(3H, s), 4.24-4.30(2H, g, J=7.2Hz), 4.73(2H, s), 6.41-6.44(1H, dd,
J=2.8&8.8Hz), 6.70(1H, d, J=8.8Hz), 6.82(1H, d, J=3.2Hz), 7.81(2H, s), 8.11(1H, s).

Intermediate 4
Ethyl 2-(((3,5-dichloro-4-((6-methoxy-[1,1'-biphenyi]-3-
yl)oxy)benzylidene)amino)oxy) acetate
TH NMR: (CDCls, 400 MHz):- 1.25-1.32(3H, m), 3.76(3H, s), 4.24-4.29(2H, m),
4.72(2H, s), 6.75-6.78(1H, dd, J=3.2&9.2Hz), 6.82(1H, d, J=3.2Hz), 6.89(1H, d,
J=8.8Hz), 7.31(1H, t, J= 7.2Hz), 7.39(2H, t, J=7.4Hz), 7.49(2H, d, J=7.2Hz), 7.61(ZH,
s), 8.11(1H, s).

Intermediate 5

Ethyl 2-(((4-(3-benzyl-4-methoxyphenoxy)-3,5-dichlorobenzylidene)amino)oxy)acetate
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'"H NMR; (CDCls, 400MHz):- 1.27-1.33(3H, m), 3.7(3H, s), 3.94(2H, s), 4.24-4.29(2H,
q, J= 6.8 Hz), 4.72(2H, s), 6.52-6.55(1H, dd, J=3.2&8.8Hz), 6.67(1H, d, J=3.2Hz),
6.73(1H, d, J= 8.8 Hz), 7.17-7. 19(3H, m), 7.24-7.27(2H, m), 7.58(2H, s), 8.10(1H, s).
Intermediate 6
5 Ethyl 2-(((3,5-dibromo-4—(3-(sec-butyl)—4- methoxyphenoxy)benzylidene)amino)oxy)
acetate _ Q . _
'H NMR:(CDCl, 400MHz):- 0.83(3H, t, J=7.2Hz), 1.15(3H, d, J=6.8Hz), 1.30(3H, t, -
J=6.8Hz), 1.31(2H, q, }=7.2Hz), 3.03-3.09(1H, m), 3.77(3H, s), 4.26(2H, q, J=6.Hz),
4.72(2H, s), 6.47(1H, m), 6.72(2H, d, J=8.8Hz), 7.81(2H, s), 8.1(1H, s).
10 Intermediate 7
Ethyl 2-(((3,5-dibromo-4-((6-methoxy-[1,1’-biphenyl]-3-
yl)‘oxy)benzylidene)amino)oxy) acetate
'H NMR:(CDCls;, 400 MHz):- 1.25-1.32(3H, m), 3.77(3H; s), 4.23-4.29(2H, m),
4.72(2H, s), 6.73-6.76(1H, dd, J=3.2&9.6Hz), 6.81(1H, d, J=3.2Hz), 6.90(1H, d,
15 J=9.2Hz), 7.30-7.31(1H, m), 7.37-7.41(2H, m), 7.50-7.52(2H, m), 7.82(2H, s),
8.11(1H, s).
Intermediate 8
Ethyl 2-(((3,5-dichloro-4-(3-isopropyl-4- methoxyphenoxy)benzylidene)amino)oxy)
propanoate
20 'HNMR: (CDCls, 400MHz):-1.18(6H, d, I=7.2Hz), 1.29(3H, d, J=7.2Hz), 1.54(3H, d,
 J=7.2Hz), 3.24-3.31(1H, m), 3.78(3H, s), 4.23-4.28(2H, m), 4.79-4.85(1H; q, J=7.2Hz),
6.43-6.46(1i—l, dd, J=2.84&8.8Hz), 6.69(1H, d, J=8.8Hz), 6.84(1H, d, J=3 .2Piz), 7.59(2H,
s), 8.08(1H, s).
Intermediate 9
25  Ethyl 2-(((4-(3-benzyl-4-methoxyphenoxy)-3,5-
dibromobenzylidene)amino)oxy)acetate
"H NMR: (CDCl3, 400MHz):- 1.27-1.33(3H, m), 3.76(3H, s), 3.93(2H, s), 4.24-
4.29(2H, q, }=6.8 & 7.2Hz), 4.73(2H, s) 6.51-6.54(1H, dd, J=3.2&8.8Hz), 6.65(1H, d,
J=3.2Hz), 6.73(1H, d, J=8.8 Hz), 7.15-7.19(3H, m), 7.24-7.29(2H, m), 7.79(2H, s),
30 8.10(1H,s).

Intermediate 10
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Ethyl 2-(((3,5-dibromo-4-(3-isopropyl-4- methoxyphenoxy)benzylidene)amino)oxy)
propanoate
'H NMR: (CDCls, 400MHz):- 1.18(6H, d, J=6.8Hz), 1.29(3H, t,- J=7.2Hz), 1.56(3H, 4,
J=7.2Hz), 3.24-3.31(1H, m), 3.78(3H, s), 4.22-4.29(2H, m), 4.80-4.85(14, q, J=7.-2Hz),
5 6.41-6.44(1H, dd, J=2.8&8.8Hz),6.70(1H, d, J=8.8Hz), 7.82(1H, d, J=2.8Hz), 7.80(2H,
s), 8.07(1H, s).
Intermediate 11
Ethyl 2-({(3,5-dibromo-4-((6-methoxy-[1,1'-biphenyl]-3-
yl)oxy)benzylidene)amino)oxy) propanoate
10 'HNMR: (CDCls, 400MHz):- 1.30(3H, t, J=7.0Hz), 1.54(3H, d, J=6.8Hz), 3.77(3H, s),
4.23-4.28 (2H, ci, J=6.8&7.2Hz), 4.79-4.84(1H, q, J=6.8&7.2Hz), 6.73-6.76(1H, dd,
J=3.2&9.2Hz), 6.81(1 H, d, J=2.8Hz), 6.85(1H, d, J=8.8Hz), 7.29-7.33(1H, m),
7.39(2H, t, J=7.2.0Hz), 7.51(2H, t, J=7 .2Hz), 7.80(2H, s), 8.06(1H, s).
. Intermediate 12
15 Ethyl 2-(((3,5-dibromo-4-(3-isopropyl-4-methoxyphenoxy)benzylidene)amino)oxy)-2-
methyl propanoate ‘
TH NMR: (CDCl3, 400MHz):- 1.22(6H, d, J=7.2Hz), 1.31(3H, t, J=7Hz), 1.56(3H, s),
1.58(3H, s), 3.13-3.20(1H, m), 3.96(3H, s), 4.21-4.27(2H, q, }=7Hz), 6.41-6.45(1H, dd,
~ J=3.2&8.8Hz), 6. 69(1H, d, J=8.4Hz), 6.99(1H, d, J=3.2Hz), 7.77(2H, s}, 8.02(1H, s).
20 Intermediate 13 _
Ethyl 2-(((3,5-dibromo-4-(3-isopropyl-4- methoxyphenoxy)benzylidene) amino)oxy)
butanoate '
"H NMR: (CDCls, 400 MHz):- 1.05(3H, t, J=7.2Hz), 1.18(6H, d, J=6.8Hz), 1.30(3H, t,
J=7.2Hz), 1.89‘-1.97(2H, m), .3.24-3.3 1(1H, m), 3.78(3H, s), 4.21-4.29(2H, m), 4.66-
25 4.69%(1H, q, J=5.6& 7.2Hz), 6.41-6.44 (1H, dd, J=3.2&8.8Hz), 6.70(1H, d, ]=8.8Hz),
6.82(1H, d, J=2.8Hz), 7.80(2H, s), 8.09(1H, s).
Intermediate 14
Ethyl 2-(((3,5-dibromo-4-(3-(sec-butyl)-4- methoxyphenoxy) benzylidene) amino) oxy)
propanoaté
30 '"HNMR: (CDCls, 400MHz):- 0.83(3H, t, J=7.2Hz), 1.15(3H, d, J=6.8Hz), 1.30(3H, t,
J=7.2Hz2), 1.52-1.55(2H, m), 1.57(3H, d, J=7.2Hz), 3.03-3.09(1H, m), 3.77(3H, s), 4.23-
4.‘28(2'H, q, }=7.2 Hz), 4.79-4.85(1H, q, J=7.2Hz), 6.45-6.48(1H, dd, }=3.2Hz&8.8Hz),
6.71(1H, d, }=8.8Hz), 6.74 (1H, d, J=3.2Hz), 7.79(2H, s), 8.07(1H, s).
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Intermedfate 15
Ethyl 2;(((3,5-dibromo-4-(3-(sec-butyl)-4-methoxyphenoxy)benzylide_ne)amino)oxy)—
2-methylpropanoate
'H NMR: (CDCl3, 460MHz):- 0.83(3H, t, J=7.4Hz), 1.15(3H, d, J=6.8Hz), 1.26-

5  L3(3H, m), 1.47 -1.56(2H, m), 1.58(6H, s), 3.04-3.09(1H, m), 3.77(3H, s), 4.21-
4.26(2H, q, J=6.8Hz &7.2 Hz), 6. 44-6.47(1H, dd, I=3.2&8.8Hz), 6.71(1H, d,
J=8.8Hz), 6.75(1H, d, J=3.2Hz), 7.77(2H, s), 8.01 (1H, s).

Intermediate 16
Ethyl 2-(((4-(3-benzyl-4-methoxyphenoxy)-3,5- dibromobenzylidene)amino)oxy)
10 propanoate '
'H NMR:(CDCl3, 400MHz):- 1.27(3H, t, J=7.2Hz), 1.54(3H, d, J=6.8Hz), 3.75(3H, s),
3.92(2H, s), 4.22-4:27(2H, q, J=7.2Hz), 4.79;4.84(1H, q, J=7.2Hz), 6.51-6.54(1H, dd,
J=3.2&8.8Hz), 6. 6 5(1H, d, J=3.2Hz), 6.73(1H, d, J=8.8Hz), 7.12-7.27(5H, m),
7.77(2H, s), 8.08(1H, s). | '
15 : Intermediate 17
Ethyl 2-(({4-(3-benzyl-4-methoxyphenoxy)-3,5- dibromobenzylidene)amino)oxy)
butanoate
"H NMR:(CDCls, 400MHz):- 1.05(3H, t, J=7.2Hz), 1.30(3H, t, }=7.2Hz), 1.90-
1.96(2H, m), 3. 7 5(3H, s), 3.92(2H, s), 4.25(2H, q, J= 7.2Hz), 4.67(1H, t, J=5.6Hz),
20  6.51-6.54(1H, dd, J=3.2 & 8.8 Hz), 6.65(1H, d, J=3.2Hz), 6.73(iH, d, }=8.8Hz), 7.17-
. 1.27(5H, m), 7.77(2H, s), 8.08(1H, s).
Intermediate 18
Ethyl 2-(((3,5-dibromo-4-(3-(sec-butyl)-4-methoxyphenoxy)benzylidene)amino)oxy)-
2-phenyl acetate
25 'HNMR:(CDCls, 400MHz):- 0.83(3H, t, J=7.4Hz), 1.15(3H, d, J=6.8Hz), 1.26(3H, t,
J=7.0Hz), 1.46-1.60(2H, m), 3.04-3.09(1H, m), 3.77(3H, s), 4.18-4.32(2H, m),
5.70(1H, s), 6.45- 6.48 (1H, dd, }=3.2&8.8Hz), 6.70-6.74(2H, m), 7.39-7.5(3H, m),
7.5-7.53(2H, m), 7.81(2H, 5), 8.2(1H, ).
' Intermediate 19
30 Ethyl 2-(((3,5-dibromo-4-(3-(sec-butyl}-4-ethoxy phenoxy) benzylidene) amino) oxy)
butanoate
'H NMR:(CDCls, 400MHz):- 0.85-0.923H, m), 1.06(3H, t, J=7.2Hz), 1.14(3H, d,
=7.2Hz), 1. 30(3H, d, J=6.8Hz), 1.44-1.61-(2H, m), 1.89-1.99(2H, m), 3.03-3.09(1H,
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m), 3.773H, s), 4.21-4. 29(2H, .m), 4.66-4.69(1H, m), 6.45-6.48(1H, dd,
J=2.8&8.8Hz), 6.72(1H, d, J=9.2Hz), 6.74 (1H, d, J=3.2Hz), 7.79(2H, s), 8.09(1H, s).
- Intermediate 20 -

Ethyl 2-(((3,5-dibromo-4-((6-methoxy-[1,1'-biphenyl]-3-

5  yboxy)benzylidene)amino)oxy)-2-
methylpropanoate ,
"H NMR:(CDCl;, 400MHz):- 1.26(3H, t, J=7.2Hz), 1.58(6H, s), 3.76(3H, s}, 4.20-
4.26(2H, q, J=6.8 &7.2Hz), 6.73-6.76(1H, dd, J=2.8&8.8Hz), 6.81(1H, d, }=3.2Hz),
6.89(1H, d, J=8.8Hz), 7.29-7.33(1H, m), 7.37-7.40(2H, m), 7.48-7.51(2H,' m), 7.77(2H,

10 s), 8.00(1H, s).

Intermediate 21
Ethyl 2-(((3,5-dibromo-4-((6-methoxy-[1,1"-biphenyl]-3-
yhoxy)benzylidene)amino)oxy) butanoate
'H NMR:(CDCl3, 400MHz):- 1.05(3H, t, J=7.2Hz), 1.30(3H, t, J=7.2Hz), 1.88-

15 1.95(2H, m), 3. 76(3H, s), 4.22-4.28(2H, m), 4.67(1H, t, J=5.6Hz), 6.74(1H, dd,
J=3.2&8.8Hz), 6.8(1H, d, J= 3.2 Hz), 6.89(1H, d, J=9.2Hz), 7.29-7.33(1H, m), 7.37-
7.41(2H, m), 7.49-7.52(2H, m), 7.8(2H, ‘s), 8. 08(1H,s).

Intermediate 22
Ethyl 2-(((4-(3-benzyl-4-methoxyphenoxy)-3,5-dibromobenzylidene)amino)oxy)-2-

20  methyl propanoate .
'H NMR: (CDCL, 400MHz):- 1.28(3H, t, J=7.2Hz), 1.55(3H, s), 1.58(3H, s), 3.75(3H,
s), 3.92 (2H, 5), 4.21-4.26(2H, q, J=7.2Hz), 6.51-6.54(1H, dd, J=3.2&8.8Hz), 6.65(1H,
d, J=2.8Hz), 6.73 (1H, d, J=9.2Hz), 7.12-7.19(3H, m), 7.23-7.27(2H, m), 7.75(2H, s},
8.00(1H, s).

25 Intermediate 23
Ethyl 2-(((4-(3-(sec-butyl)-4-methoxyphenoxy)-3,5-
dichlorobenzylidene)amino)oxy)propanoate
'H NMR: (CDCl;, 400MHz):- 0.83(3H, t, J=7.6Hz), 1.15(3H, d; J=6.8Hz), 1.30(3H, t,
J=7.2Hz), 1.55-1.61(5H, m), 3.03-3.08(1H, m), 3.77(3H, s), 4.22-4.28(2H, m), 4.79-

30  4.85(1H, q, J=6.8& 7.2 Hz), 6.46-6.49(1H, dd, J=3.2Hz&8.8Hz), 6.72(1H, d, J=
8.8Hz), 6.76(1H, d, J=3.2Hz), 7.59(2H, s), 8.08(1H, s).
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Intermediate 24
Ethyl 2-(((3,5-dibromo-4-(-(tert-butyl)4-
methoxyphenoxy)benzylidene)amino)oxy)propanoate
'H NMR: (CDCl;, 400MHz):- 1.28(3H, t, J=7.2Hz), 1.34(9H, s), 1. 58(3H, d, J=6. 8Hz)
5 3.78(3H, s), 4.22-4.28(2H, q, J=6.8&7.2Hz), 4.79-4.84(1H, q, J=6.8&7.2Hz), 6.40-
6.43(1H, dd, J=3.2& 8. 8Hz), 6. 71(1H d, J=8.8Hz), 6.93(1H, d, J=3.2Hz), 7.79(2H, s),
8.06(1H, s).
Intermediate 25
Ethyl 2-(((3,5-dibromo-4-(3-ethyl-4-
10  methoxyphenoxy)benzylidene)amino)oxy)propanoate
TH NMR: (CDCl, 400MHz):-1.15-1.18(3H, t, J=7.2Hz), 1.27-1.29(3H, t, ]=7.2Hz),
1.56(3H, d, J=8.4Hz), 2.57-2.62(2H, q, J=7.2&7.6Hz), 3.78(3H, s), 4.23-4.28(2H, q,
J=7.2Hz), 4.8- 4.85(1H, q, J=6.8&7.2Hz), 6.47-6.50(1H, dd, J=3.2438.8Hz), 6.69-
6.72(2H, m), 7.80(2H, s), 8.07(1H. s). -
15 Intermediate 26
Ethyl 2-(((3,5-dibromo-4-(3-(4-chlorobenzoy!)-4-
methoxyphenoxy)benzylidene)amino)oxy) propanoate
'H NMR: (CDCls, 400MHz):- 1.22-1.27 (3H, m), 1.45-1.58(3H, m), 3.69(3H, s), 4.23-
4.28(2H, m), 4.81-4.87(1H, m), 6.82(1H, d, J=2.8Hz), 6.91-6.98(2H, m), 7.24(1H, m),
20  7.39-7.42(2H, 4, J= 8.4Hz), 7.73-7.77(3H, m), 8.19(1H, s).
Intermediate 27
Ethyl 2-(((3,5-dibromo-4-(3-(4-chlorobenzoy!)-4-
hydroxyphenoxy)benzylidene)amino)oxy) propanoate
"H NMR:(CDCls, 400MHz):- 1.22-1 27(3H, m), 1.45-1.58(3H, m), 4.23-4.28(2H, m),
25 4.81-4.87 (1H, m), 6.97-7.06(3H, m), 7.44(2H, d, J=8.8Hz), 7.63(2H, d, J=8.4Hz),
7.77(2H, s), 8.19 (1H, s).
Intermediate 28
Ethyl 2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-
hydroxyphenoxy)benzylidene)amino)oxy)
30 acetate
"H NMR: (CDCl;, 400MHz):- 1.31(3H, t, J=7. 2Hz) 4.24-4.27(2H, q, J=7.2Hz),
4.72(2H, s), 6.97 (1H, d, J=2.8Hz), 7.03-7.09(2H, m), 7.45(2H, d, }=8.4Hz), 7.64(2H,
d, J=6.8Hz), 7.79(2H, s), 8. 09(1H, s).
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Intermediate 29
Ethyl 2-(((3,5-dibromo-4-(3-{3-chlorobenzoyl)-4-
hydroxyphenoxy)benzylidene)aminojoxy) propanoate
'H NMR:(CDCls, 400MHz):- 1.22-1 .27(3H, m), 1.45-1.58(3H, m), 4.24-4.29(2H, m),
5 - 4.80-4.85(1H, q, J=6.8Hz), 6.86(1H, d, J=2.8Hz), 7.08(1H, d, J=9.2Hz), 7.17-7.20(1H,
dd, J=3.2 &9.2Hz), 7.40(1H, t, J=8.0Hz), 7.53-7.63(3H, m), 7.78(2H, s), 8.05(1H, s).
Intermediate 30
Ethyl 2-(((3,5-dibromo-4-(3-(4-bromobenzoyl)-4-
hydroxyphenoxy)benzylidene)amino)oxy) acetate
10 'HNMR:(CDCl, 400MHz):- 1.31(3H, t, J=7.2Hz), 4.24-4.27(2H, q, )=7.2Hz),
4.72(2H, s), 6.97 (1H, d, J=2.8Hz), 7.04-7.08(2H, m), 7.55(2H, d, J=8.4Hz), 7.62(2H,
d, J=8.4Hz), 7.79(2H, s), 8. 09(1H, s).
Intermediate 31
Ethyl 2-(((3,5-dibromo-4-(3-(3-chlorobenzoyl)-4-
- 15 hydroxyphenoxy)benzylidene)amino)oxy) acetate
"'H NMR: (CDCl3, 400MHz):- 1.31(3H, t, }=7.2Hz), 4.24-4.29(2H, q, J=7.2Hz),
4.72(2H, s), 6.87 (1H, d, J=3.2Hz), 7.06(1H, d, J=9.2Hz), 7.16-7.19(1H, dd,
J=2.8&9.2Hz), 7.39(1H, t, J=7.8Hz), 7.52-7.61(3H, m), 7.79(2H, s), 8.08(1H, s).
) Intermediate 32
20  Ethyl 2-(((3,5-dibromo-4-(4-methoxy-3-(piperidin-1-ylsulfonyl) phenoxy)benzylidene)
amino) oxy)propanoate
'H NMR: (CDCl3, 400MHz):- 1.22-1.26(3H, m), 1.33-1.52(9H, m), 3.10-3.13(4H, m),
3.81(3H, s), 4.16-4.21(2H, q, J=6.8&7.2Hz), 4.73-4.78(1H, q, J=6.8&7.2Hz), 6.87(1H,
d, J=8.8Hz), 6.90-6.93(1H, dd, J=2.8&8.8Hz), 7.26(1H, d, J=2.8Hz), 7.73 (2H, s),
25 8.00(1H, s) '
Intermediate 33
Ethyl 2-(((3,5—dibr0m0-4-(3--(N-isopropylsulfamoyl)-4-
methoxyphenoxy)benzylidene)amino) oxy)proeanoate
'H NMR: (CDCls, 400MHz):- 1.05(6H, d, J=6.8Hz), 1.29-1.33(3H, t, J=7.2Hz),
30 1.56(3H, d, J= 5.6Hz), 3.40-3.45(1H, m), 3.95(3H, s), 4.23-4.28(2H, q, 1=6.8&7 2Hz),
4.74-4.85(1H, q, J= 6.8 &7.2Hz), 6.95-7.03(2H, m), 7.36(1H, d, ]=3.2Hz), 7.80(2H, s),
8.20(1H, s).

Intermediate 34
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Ethyl 2-(((3,5-dibromo-4-(3-(N,N-diethylsul famoyl)-4-
methoxyphenoxy)benzylidene)amino) oxy)propanoate
'H NMR: (CDCI;, 400MHz):- 1.09(6H, t, J=7.2Hz), 1.29-1.32(3H, t, J=7.2Hz), 1.56-
1.51(3H, m), 3.30-3.36(4H, q, J=7.2Hz), 3.89(3H, s), 4.23-‘4.28(2H, g, J=7.2Hz), 4.80-
4.85(1H, q, J=6.8&7. 2Hz), 6.90-7.01(2H, m), 7.38(1H, d, J=2.8Hz), 7.80(2H, s),
8.07(1H, ). |
Intermediate 35
Ethyl 2-(((3,5-dibromo-4-(3-(N-cyclohexylsulfamoy!)-4-
methoxyphenoxy)benzylidene)amino) oxy)propanoate
'H NMR: (CDCls, 400MHz):- 1.09-1.16(6H, m), 1.20-1.25(4H, m), 1.31(3H, t,
1=7.0Hz), 1.55 (3H, d, J=6.8Hz), 2.04-3.13(1H, m), 3.95(3H, s), 4.23-4.26(2H, q,
J=7.2Hz), 4.81-4.85(1H, m), 6.97(1H, d, J=8.8Hz), 7.01-7.03(1H, dd, J=3.2&9.3Hz),
7.33(1H, d, J=2.8Hz), 7.80(2H, s), 8.07 (1H, s).
| Intermediate 36
Ethyl 2-(((4-(3-(N-((1R,2R,4S)-bicyclo[2.2.1}heptan-2-yl)sulfamoyl)-4-
methoxyphenoxy)-3,5-dibromobenzylidene)aminc)oxy)propanoate
'H NMR: (CDCls, 400MHz):- 0.98-0.99 (3H, m), 1.10-1.18(3H, m), 1.28-1.33(6H, m),
1.37-1.41 (2H, m), 2.02-2.04(2H, m), 3.09-3.13(1H, m), 3.96(3H, s), 4.23-4.28(2H, q,
J=7.2Hz), 4.80-4.86(1H, q, J=6.8Hz), 6.97(1H, d, J=9.2Hz2), 7.02-7.05(1H, dd,
J=3.2&9.2Hz), 7.34 (14, d, J=3.2Hz), 7.80(2H, s), 8.07(1H, s).
‘ Intermediate 37
Ethyl 2-(((3,5-dibromo-4-(4-methoxy-3-(pyrrolidin-1-
ylsulfonyl)phenoxy)benzylidene)amino) oxy)acetate
'H NMR: (CDCl;, 400MHz):- 1.31(3H, t, J=7.2Hz), 1.83(4H, t, J=3.6Hz), 3.37(4H, 1,
J=THz), 3.90(3H, s), 4.24-4.30(2H, q, J=7.2Hz), 4.73(2H, s), 6.96-6.97(2H, m),
6.39(1H, d, J=2.8Hz), 7.82(2H, s), 8.11(1H, s).
Intermediate 38
Ethyl 2-(((3,5-dibromo-4-(4-methoxy-3-(pyrrolidin-1- .
ylsulfony!)phenoxy)benzylidene)amino) oxy)propanoate
'H NMR: (CDCls, 400MHz):- 1.31(3H, t, J=7.0}z), 1.55(3H, d, J=6.8Hz), 1.82-
1.84(4H, m), 3. 37(4H, t, J=6.6Hz), 3.90(3H, s), 4.23-4.28(2H, q, }=7.2Hz), 4.08-
4.85(1H, q, J=7.2Hz), 6.94(1 H, d, }=9.2Hz), 6.97-7.00(1H, dd, J=2.8&8.8Hz),
7.38(1H, d, J=2.8Hz), 7.80(2H, s}, 8.06(1H, s).
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Intermediate 39
3,5-Dichloro-4-(3-isopropyl-4-methoxy-phenoxy)-benzaldehyde oxime
'H NMR: (CDCl;, 400MHz):- 1.18(6H, d, J=7.2Rz), 3.24-3.31(1H, m), 3.78(3H, s),
6.44-6.47(1H, dd, J= 2.8 & 8.8Hz), 6.70(1H, d, J=8.8Hz), 6.84(1H, d, J=2.8Hz),
7.61(2H, s), 8.05(1H,s).
Intermediate-40
4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-benzaldehyde oxime
'H NMR: (CDCl3, 400MHz):- 0.83(3H, t, J=7.4Hz), 1.15(3H, d, J=6.8 Hz),1.46-
1.55(2H, m), 3.04-3.09(1H, m), 3.77(3H, s}, 6.47-6.50(1H, dd, J=3.2&8.8Hz), 6.72(1H,
d, J=9.2 Hz), 6.77(1H, d,-J=3.2Hz), 7.61(2H, s), 8.04(1H, s).
Intermediate 41
3,5-Dibromo-4-(3-isopropyl-4-methoxy-phenoxy)-benzaldehyde oxime
'"H NMR: (CDCls, 400MHz):- 1.18(6H, d, J=6.8Hz), 3.26-3.30(1H, m), 3.78(3H, s),
6.42-6.45(1H, dd, J=2.8&8.8Hz), 6.76(1H, d, I=8.8Hz), 6.83(1H, d, J=3.2Hz), 7.82(2H,

), 8.04(1H, 5)

Intermediate 42
4-(3-Benzyl-4-methoxy-phenoxy)-3,5-dichloro-benzaldehyde oxime
'H NMR: (CDCl3, 400MHz):- 3.75(3H, s), 3.93(2H, s), 6.54-6.56(1H, dd,
J=2.8&8.8Hz), 6.68(1H, d, J= 3.2 Hz), 6.73(1H, d, J=9.2Hz), 7.15-7.19(3H, m), 7.24-
7.27(2H, m), 7.58(2H, s), 8.03(1H, s). '
Intermediate 43
3,5-Dibromo-4-(3-sec-butyl-4-methoxy-phenoxy)-benzaldehyde oxime
'"H NMR:(CDCls, 400MHz):- 0.83(3H, t, ]=7.4Hz), 1.15(3H, d, J=6.8Hz), 1.46-1.61(2H,
m), 3.04-3.09(1H, m), 3.77(3H, s), 6.45-6.48(1H, dd, J=3.2Hz&8.8Hz), 6.72(1H, d,
J=8.8Hz), 6.75(1H, d, }=3.2Hz), 7.81(2H, s), 8.04(1H, s).
Intermediate 44
4-(3-Benzyl-4-methoxy-phenoxy)-3,5-dibromo-benzaldehyde oxime
'H NMR: (CDCl;, 400MHz):- 3.75(H, s), 3.92(2H, s), 6.52-6.55(1H, dd,
J=3.2&8.8Hz), 6.66(1H, d, J= 2. 8Hz), 6.73(1H, d, J=8.8Hz), 7.15-7.19(3H, m), 7.23-
7.27(2H, m), 7.79(2H, s), 8.02(1H, s).
Intermediate 45

3,5-Dibromo-4-(3-tert-butyl-4-hydroxy-phenoxy)-benzaldehyde oxime
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'H NMR:( CDCl; 400MHz):- 1.34(%H, s), 3.79(3H, s), 6.41-6.44(1H, dd,
J=3.2&8.8Hz), 6.71(1H, d, J= 8. 8Hz), 6.94(1H, d, J=3.2Hz), 7.81(2H, s), 8.04(1H, 5).
- Intermediate 46 L

3,5-Dibromo-4-(3-ethy!-4-methoxy-phenoxy)-benzaldehyde oxime _

s H NMR: (CDCl, 400MHz):- 1.17(3H, t, J= 7.6Hz), 2.57- 2.63(2H, q, J=7.6Hz)
3.78(3H, s), 6.48-6.50(1 H, dd, J=2.8 & 8.8Hz), 6.71(1H, d, J=9.2Hz), 6.73(1H, d, J=
3.2Hz), 7.82(2H, s), 8.04(1H, s).

Intermediate 47 -
3,5-Dichloro-4-(3-isopropyl-4-methoxy-phenoxy)-benzaldehyde
10 'HNMR: (CDCls, 400MHz):- 1.18(6H, d, J=6.8Hz), 3.27-3.30(1H, m), 3.79(3H, S},
~ 6.44-6.47(1H, dd, J= 3.2&9.2Hz), 6.70(1H, d, J=8.8Hz), 6.85(1H, d, J=3.2Hz),
7.91(2H, s), 9.93(1H, s).
Intermediate 48
4-(3-sec-Butyl-4-methoxy-phenoxy)-3,5-dichloro-benzaldehyde
15 'H NMR: (CDCl;, 400MHz):- 0.88-0.89(3H, m), 1;15(3H, d, J=6.8 Hz), 1.47-1.61(2H,
m), 3.03-3.11(1H, m ), 3.78(3H, s), 6.47-6.50(1H, dd, J=3.2&8.8Hz), 6.72(1H, d,
J=8.8Hz), 6.77(1H, d, J=2.8Hz), 7.91 (2H, s), 9.93(1H, s).
Intermédiate 49
3,5-Dibromo-4-(3-isopropyl-4-methoxy-phenoxy)-benzaldehyde
20 'HNMR: (CDCl3, 400MHz):- 1.18(6H, d, J=6.8Hz), 3.20-3.30(1H, m), 3.79(3H, s),
6.43-6.44(1H, dd, J= 3.2&8.8Hz), 6.70(1H, d, J=8.8Hz), 6.83(1H, d, J=3.2Hz), 8.10(2H,
s), 9.92(1H, s).
Intermediate 50
4-(3-Benzyl-4-methoxy-phenoxy)-3,5-dichloro-benzaldehyde
25 'HNMR: (CDCls, 400MHz):-3.76(3H, s), 3.92(2H, 5), 6.54-6.57(1H, dd,
J=3.2&8.8Hz), 6.66(1H, d, J=3.2Hz), 6.74(1H, d, J=9.2Hz), 7.15-7.29(5H, m),
7.88(2H, s), 9.91(1H, s).
Intermediate 5i
3,5-Dibromo-4-(3-sec-butyl-4-methoxy-phenoxy)-benzaldehyde
30 'HNMR: (CDCls, 400MHz):- 0.85(3H, t, J=7.4Hz), 1.14(3H, d, ]=6.8Hz), 1.47-
1.59(2H, m), 3.07-3.09(1H, m), 3.77(3H, s), 6.45-6.48(1H, dd, J=3.2&8.8Hz), 6.72(1H,
d, J=8.8Hz), 6.75(1H, d, ]=3.2Hz), 8.11(2H, s}, 9.90(1H, s).

Intermediafe 52
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4-(3-Benzyl-4-methoxy-phenoxy)-3,5-dibromo-benzaldehyde _
'H NMR:(CDCls, 400MHz):- 3.76(3H, s), 3.93(2H, s), 6.52-6.55(1H, dd, J=2.8&8.8Hz),
6.64(1H, d, J=3.2 Hz), 6.76(1H, d, J=8.8Hz), 7.17-7.19(5H, m), 8.08(2H, s),9.91(1H, s);
. ' Intermediate 53

5 3_,5-Dibromo-4-(3-tert—buty]-4-methoxy-phenoxy)-benialdehyde
'H NMR:(CDCl3, 400MHz):- 1.34(H, s), 3.85(3H, s), 6.40-6.43(1H, dd, J=3.2Hz &
8.8Hz), 6.72(1H, d, J=8.8Hz), 6.93(1H, d, J=3.2Hz), 8.11(2H, s), 9.92(1H, s).

Intermediate 54 '

. 3,5-Dibromo-4-(3-ethyl-4-methoxy-phenoxy)-benzaldehyde

10 'H NMR:(CDCh, 400MHz):- 1.17(3H, t, J=7.6Hz), 2.57-2.63(2H, q, J=7.2&7.6Hz)-,
3.79(3H, s), 6.48-6.51(1H, dd, J=3.2&8.8Hz), 6.70- 6.74(2H, m), 8.11(2H, s),9.92(1H,
5}
Activity data:
Invitro TR-o. & TR—B activities were determined as per in-house protocols and the

15 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 | EC5TR- | ECs TR- ECs,
a(nM) | B(oM) | TRo/B
7 5.2 2.9 1.79
10 25 3.25 7.69
14 512 0.99 517
30 143 166 0.86
35 2100 4900 0.43
20 Table2:
Ex.No | Conc. [ TR-a* | TR-3* | Ex.No | Conc. TR-a* | TR-B *
(nM) (nM) :
1 1 11.78 1.72 13 1 29.62 23.09
10 25.70 20.55 10 63.87 73.39
100 73.47 52.56 100 76.83 86.70
1000 98.95 53.36 1000 56.92 94.56
2 1 10.17 13.96 15 1 35.68 23.03
i0 26.68 34.48 10 77.66 84.29
100 66.74 79.36 100 118.9 118.4
1000 107.7 115.1 1000 122.8 72.35
3 1 18.28 17.67 16 1 19.08 12.02
10 3846 49.52 10 29.42 31.73
100 93.75 92.11 100 119.35 54.32
1000 133.17 | 138.18 1000 160.99 70.46 .
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ExNo | Conc. |[TR-a* | TR-B* | ExNo [Conc. |TR-a* |TR-B*
(nM) (nM) '
a2 11 . | 1097 | 1140 | 17 |1 -~ | 2162 | 2120
10 09.45 | 10.47 10 38.45 | 31.32
100 | 1404 | 1934 100 6620 | 81.54 -
1000 | 3552 | 64.37 1000 109.0 | 85.64
5 |1 1422 | 14.76 18 |1 1553 | 13.75
10 10.76 | 11.97 10 3602 | 20.83
100- | 2833 | 43.57 100 76.97 | 69.45
1000 | 5698 | 80.45 1000 | 9041 | 1222
6 |1 11.61 | 15.93 19 |1 3438 | 20.25
10 3979 | 37.12 10 80.77 | 69.74
100 | 60.62 | 83.99 1100 6421 | 86.23
1000 | 64.94 | 74.58 1000 108.9 | 90.81
g8 |1 1237 | 1626 | 20 |1 | 945 | 8.98
10 2947 | 45.43 10 13.11 | 14.84
100 | 74.98 | 85.16 100 3446 | 4596
1000 | 76.64 | 89.04 1000 7427 | 98.61
BE 1074 | 1150 | 21 |1 1279 | 12.94
10 1073 | 17.59 10 16.59 | 18.17
100 | 23.77 | 60.18 100 5037 | 51.58
1000 | 64.81 | 98.76 1000 1046 | 63.76
111 1634 | 1607 | 22 |1 1207 | 9.09
10 3278 | 39.28 10 2723 | 24.91
100 | 70.18 | 73.81 100 48.60 | 44.92
11000 | 49.40 | 6531 1000 85.07 | 73.91
12 11 2398 | 39.04. | 23 |1 259 | 19.22
10 59.93 | 65.38 10 4823 | 53.13
100 | 8871 | 119.15 100 92.19 | 78.93
1000 | 11033 | 67.44 1000 | -137.5 | 90.01
24 |1 1853 | 16.61 34 |1 14.07 | 10.89
10 52.10 | 48.85 10 1175 | 9.74
100 | 10179 | 105.07 100 17.86 | 21.45
1000 | 12092 | 86.08 1000 39.84 | 47.46
25 |1 13.84 | 11.51 36 . |1 14.14 | 10.98
10 28.54 | 37.08 10 1536 | 19.66
100 | 79.04 | 59.88 100 5775 | 58.16
1000 | 133.62 | 86.69 1000 1283 | 106.9
26 |1 12.11 | 9.62 37 |1 1121 | 841
10 13.86 | 13.21 10 11.50 | 09.07
100 | 3491 | 4123 100 1757 | 17.67
1000 | 64.45 | 7621 1000 | 4557 | 60.45
27 |1 1324 | 1010 | 38 |1 1005 | 11.78
10 1443 | 16.40 10 1641 | 13.56
100 | 45.17 | 29.05 100 2526 | 24.99
1000 | 7638 | 106.77 1000 76.16 | 82.16
28 11 1619 | 1019 | 39 |1 1061 | 11.53
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ExNo jConc. | TR-a* | TR-8* | Ex.No | Conc. TR-c * | TR-B *
(M) (nM) , ;
10 . 2499 | 26.35 10 11.83 | 11.16
100 40.42 61.70 100 13.51 15.76
1000 54.48 58.94 1000 29.46 40.41
29 1 17.55 10.56 40 1 10.65 10.06
10 21.21 12,10 10 9.07 9.01
100 29.93 33.52 100 10.07 10.90
1000 64.22 68.55 1000 16.69 36.47
31 |1 13.73 11.80 41 1 12.56 6.51
10 .| 17.22-| 14.35 10 12.79 06.74
100 38.33 41.47 100 1 17.70 14.03
1000 39.25 50.32 1000 46.10 58.08
32 1 20.40 11.78 42 1 17.72 | - 7.30
10 16.80 12.90 10 9.90 04.48
‘100 22.80 14.48 100 20.41 15.00
1000 69.80 64.95 1000 91.42 60.84
33 1 18.71 14.04
10 32.25 30.10
100 52.13 72.54
1000 74.03 62.11

* Fold Induction w.r.t T3(100 nm)
The data above clearly indicates that several of the novel compounds of the
present invention are selective to TR-beta receptor and therefore have potential
5  therapeutically beneficial pfoperties. '
In-vivo studies: '
Cholesterol lowering effect of T3 and selected compounds disclosed in the
present invention on cholesterol lowering and change in heart rate in cholesterol-fed
10 rats (treated for 7 days) was determined according to the general protocol described in
PNAS, ,vol. 100 (17) 10067-10072 and Endocrinology 145(4):1656-1661 Many of the
compounds were found to be reducing cholesterol and having very little éffect on the
heart rate. Therefore, these compounds have the potential to be further developed as

seiective TR-beta agonists for the treatment of human & other animals in need of such

15 treatment,

Ex.No | Dose % Change in % Change in
(Oral) Total Cholesterol | Heart Rate
T3 13 ng/ kg -46 % 14 %
3 0.5 mg/kg -68 % 4.2 %
10 0.2 mg /kg -45 % 9.5%
14 0.1 mg/kg -44 % 2%
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1000 69.80 64.95 1000 91.42 60.84 33 1 18.71 14.04 10 32. 25

30. 10

10

5

WO20/4994¢3 72 54 1000 PCT/IN2009/000598

The novel compounds of the present invention may be formulated into suitable
pharmaceutically acceptable compositions by combining with suitable excipients by
techniques and processes and concentrations as are well known. ‘
The compounds of formula (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, tobical or parenteral
administration for the treatment of various disease conditions associated with
dyslipidemia, obesity etc.

The pharmaceutical ﬁomposition is provided by employing conventional
techniques. Preferably the composition is in unit dosage form containing an effective
amount of the active component, that is, the compounds of formula (I) according to this
invention. ‘

The quantity of active component, that is, the compounds of formula (¥)
according to this invention, in the pharmaceutical composition and unit dosage form
thereof may be varied or adjusted widely depending upon the particular application
method, the potency of the particular compound and the desired concentration.
Generally, the quantity of active component will range between 0.5% to 90% by weight

of the composition.
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74. 03 62. Wé2010/0495(46|:0| d Induction w.r.t T3(100 nm PC Eﬂfﬂﬂg
above clearly indicates that several of the novel corrpounas of /tﬁé](%‘gs

present invention are selective to TR-beta receptor and therefore
have potential 5therapeutically beneficial properties. In-vivo

st udi es: g,Cnﬁuesterol | owering effect of T3 and sel ected conpounds:

di scl ose Bhe present I nvention on chol esterol || owering and change
I n heart n ol esterol-fed 10 rats (treat 7 days)

det er i nled%ae%wg? dfl? Bresty 1@@&8?%{6%?%9&@8113039&# Be geneaatinime O,
100 (17) 10067-10072 and Endocrlnohqu 145(4):1656-1661 Many of the
conpounds were found to be, ng cholesterol and havi ng very

little effect on the heart . efore R7t hese conpounds have the
6P eg ay‘é}vﬁ beta agohists for

potential to be further de
the treatnent of human & ot her ani rrals in need of such 15treatnent.
Ex. No Dose (Oral) % Change in Tot al Ghol est er ol % Change in Heart

Rigoe/ 535 }/&ivg&gin K%g Oﬁﬁ%ﬁﬁ{%ﬁlegaxéRWsié&cfeﬁefmﬁﬁ r el SrolpLsdltdditom
- 0 0
5 linear or branched (C, C.;)alkyl (Cs-Co)eycloalkyl, acyl, aryl, aralkyl groups, each

of these groups being further substituted with suitable substituents; Ry represents
hydrogen, hydroxyl, halo, or the | groups selected from (C;-Cglalkyl, (Cs-
Ci)eycloalkyl, aryl, heteroaryl, acyl, oxo, aryloxy, aralkyl, aralkoxy, carboxylic
acid and its derivatives such as esters and amides, sulfenyl derivatives, sulfonyl
10 derivatives, sulfonic acid and its derivatives, each of these groups being further
substituted with suitable substituents; or the groups -CONRsRs , -SO;NR;Rs,
whefei.n Rs & Rg are same or different and are independently selected from H, or
the groups selected from linear or branched (C,-Cglalkyl, (Cs-Cy)cycloalkyl,
bicycloalkyl, aryl or the groups, each of these groups being further substituted with
15 suitable substituents, or Rs & Ry together with the nitrogen atom to which they are
attached form a five to elght membered cyclic ring which optionally contain one or
more heteroatoms selected from N, S, O; R3, Ry are mdependent}y selected from H,
halogen, (C,-Cg)alkyl groups; X is selected from O, -CHz-, CO; Ry is selected from
H, optionally substituted groups selected from linear or branched (C,-Cg)alkyl, (Cs-
20 Cy)cycloalkyl, acyl, aryl, aralkyl, heteroaryl groups and ‘n’ represents the integers
0-2; Ry is selected from H, or the -groups selected from linear or branched {C,;-
Ce)alkyl groups, which may be further substituted with suitable substituents:
2. The compound as claimed in claim 1 wherein R; is selected linear or branched (C;-
Cgalkyl, phenyl, benzoyl benzyl, carboxamide and sulfonamide groups, each of
25 these groups being further substituted with suitable substituents.
3. The compound as claimed in claim 1 wherein Ry represents an (C,-Cg)alkyl group.
4, The compound of claim 1 wherein the aryl group is selected from phenyl, naphthyl,
tetrahydronaphthyl, indane, biphenyl groups.
5. The compound of claim 1 wherein the heteroaryl group is sélected from pyridyl,

30 thienyl, furyl, pyrrolyl, oxazolyl, thiazolyl, isothiazolyl, imidazolyl, isoxazolyl,
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-44%-2%W02010/049946The novel compounds of the present '@Yﬂﬁkbé?}@m%‘ds
be formul ated into suitable pharmaceutically acceptable conpositions

by conmbining with suitable excipients by techni ques and processes and
concentrations as are wel | known. The corrpounds of forrrula (1) or

phar maceut i, ng 4 (O
hor mone recg gan ég suﬁ b%ﬂofﬁggf rtturra ’an \‘rr/aaﬁﬁ %‘t?d‘@g
ani mal s, andiolmyl hledcdyﬂmaﬂmﬁrﬁybdzanﬂdﬂﬁiylbpyﬁtﬂbpyﬂrmﬂhﬁrﬂ' afuinazolinyl,
parenteraI istration for the treatpent -of various disease

condi ti onspﬁ% 2yl PYRIdPHuGYY fhfﬁndéfﬁ‘@l Yclyb@é’fl‘t’lyﬂYét pyrimpiginyl, pyrazolyl,
phar maceut StriRk o 1

t echni ques h&%?%(f}% a&?}lﬂda%@yg:orrpo@ﬂ’ ﬁ%ﬁzﬁdl n u]’m)5 Bga%gé}?t %ﬁtﬁ?ﬁkymlo
cont &i ni ngnwhﬂeﬂfdaqﬂ; periayip watbaedlyl, heheaothiazényd,0 phadfainylf fbaﬂzdxs.zoljme

conpounds 1) according to this invention.
gquantity o ﬁ?ﬁ@iiﬁ%ﬂéhent that is, the conpounds of fornula (1)
accor di g ’fme TcBin%ohﬁHéeﬁ!é cRfined @ntdtﬁnpt%g&g@ugtgfﬁdggﬁ@&%gf LERYI, A

unit dosage form 15 thereof may be varie
dependi ng aptkyl,t aryloeyy taralkbay, hgpfoar,}tlt oo rycealkpld grdupe aretﬁrlmcyedoffrchhe

particul ar, c u and t he esr ncenptration neral t he
quant| ty ofY ngn%p \/Bglﬁ’oﬁﬁﬂ?erﬂp ’\RP‘I‘I y F'atﬁggl B‘gﬁ%’@ﬁ 56135‘% tfys)alkylght
of tpe CO”M@dlkyloﬂkoxyv‘léXS aymytoﬁcwﬁyln&lyr auéy'ttﬁloomé%% gr%“t' on

relates to conpounds of the general fornu
wher ei n 7R EreRompeRils awfemdmmalmsl wb¢remt thd sdmuthS o Rp invdheny prasqst,

sel ected fr i near, or nched .(Cl | k cl oal kyl ,
acyl, aryl Sg@f‘é‘ﬂf?f’“ﬁﬁ%ﬁ%ﬁé{ ge%gwwgﬁe@&gﬁ%?%@lbéﬁg 3")8P¥5her

subst it 8f eTheronipoutilé @ﬂ]@inﬁddﬁﬁ'fah* pRRESn B?anhemtaﬁahﬁanhydr ogen

hydr oxyl, hal o, or the s selected ?rom Cl - C6) al k

C2) cycl oa|3<§(|(3 Sairehlororf’eg bcgtpwé laaa}ppylcpb@noaa Yengylidens amray:r) oxy)

ar al koxy, ,{C?{ ‘fgllc acid and its derivatives such as esters and

am des sul fenyl “derivatives, sulfonyl 10 derivatives, sulfonic acid
and its dez-(((/fatif (ses—bueé):m-hgﬂrdxhemogypuﬁs bei ng further substituted
wth suitale gbst tuents; S‘PYTS groups - CONR6R6 , - SO2NR5RG,

wher ei n RSIIeEOERZY lgﬁ??éa%fpo i %ﬁgﬁﬁménd are independently sel ected

fromth on-tdiesanpums-Ael- kL L LY/
(C3-C2) cyclgggekyr bi cyﬁ oa(f k’Sf, a y{’i’%lﬁﬁ‘{’f? )é)?%%m&f‘eg ‘r?‘%‘f(’:‘% gfééé
groups beiaagl; further substituted with 15 suitable substituents, or
RS & 126 to [ itr n om whi ch they are attached,
forfla fl\?e 8 —E}c& r?‘e&ngy &gel chFWQI &/hi ch optionally contain
one or MORARENEHAHRADSHAEtOkAAA S 0, R3, R4 are

i ndependent I y?}sbgl £e3§t egé)faronq3 }%ha 1ogen (C1-Co6) al kyl groups; X is
sel ected f2-({h-G- b3m4'hymxymenosybwecbclddrqbcnnyﬂlldbne()mnmobtadybacetw
substi tut ed J9roups selected fromlinear or branched (Cl-C6)alkyl,
(C3- 5Cycl oal kyl, acyl, aryl, aralkyl, heteroaryl groups and
'n' repregeqqgﬁs_amomam@egsgc @u@(} ng is selected fromH, or the groups

sel ected fromlinear or branche (C1- C6)al kyl groups, which may be
f ur #her s@udthvnh@uwaphzﬁdﬁne)m@m@mem@ntds 2. The conpound as

Coyal ky! . ey P rRaeg s Ryt Rl et RE S Bl ps

each of 25§amlcgroups bei ng furt her substitut ed with suitable
substituents. 3. The compound as clained in claiml| wherein Rs

r epr esent $-@4@,3-dichiosg-4+Kshydgexyud- isaprofyipheronpibenzylidene)amino)oxyhher ei n
the aryl I’OUﬁ S, sdel ected from phenyl, naphthyl, tetrahydronaphthyl,
i ndane, bi B?Pé' f}‘F 0ups 5. The corrpound of claiml wherein the
het gy oar yb. (gr4orspoaﬁyts¢t19§;toe§1aﬁern@ﬁypy 51cﬂﬂﬂom0%9ﬁi}h§§ﬁél)amlfnﬁ d&lsy)acetlc
pyrrolyl, oxazolyl, thiazoly i sot hi azol yl, i m dazol yl oxazol yl ,
oxadi azoI pFid; t hi adi azol yl, triazolyl, tetrazolyl, benzof uranyl ,

2-(((3,5-dibromo-4-(4-hydroxy-3- isopropylphenoxy)benzylidene)amino)oxy)

propanoic acid;
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6. The cOWPROHIEIBS cl aimed in claim1l wherein the substriCTuspis/ 060398
al kyl, aryl, aral kyl, aryloxy, aral koxy, heteroaryl or cycl oal kyl
groups are selected from hydr oxyl, hal o, cyano, optionally
substituted groups selected from (Cr-C6)al kYl, 10hal oal kyl, al koxy,

oxo, aryl, g 9)&%:@664 b@ﬁlhyd?daa;lry il V\ﬁiﬁkﬁﬂ%@*ﬁ%&gﬁﬁé@%ﬁ%&%ﬁo)o

The conpound ds claimedinclal er €l ns on
when pr eserpropansicsasiidict ed from hal ogen, hydr oxy, ami no, al kyl,

or ecedi ng A SR BREH-pyiy S-SR heRo B bén S idEne)amind oky) -

2-(((3,5- dllﬁé}hgbgbpgmglél—amddr oxy- 3-isopropyl phenoxy) benzyli dene)
am no) oxy) 15acetic acid

2- (((%-(3- @5@6,5;@1'3}9_1)‘1041 (ﬂyhudm)yjpﬁexsgp@ypylgh@oxy)benzyhdene)ammo)oxy)
di chl or obe | de%?c{’am no) oxy) acetic acid;
2-(((3,5- d - C4- hydr oxy- 3-i sopr opyl phenoxy) benzyl i dene) am no) ox

yyacetic g, 2ainii63.6-geebbighora( (6-hydroxy-[1,1°-bi pheny!] - 3
yfl oxy) benz |dene ) am no) oxy) aceti c_aci d;

24( 4- (3- be X hepex IOy REE amZ03ox)pRPEINbENdy | | dene) ami no) oxy) ac

etic acid, ( m- 4

ARSI OT i S
2- (({a3, 5- dmimlqu:rép(aﬁﬁmraymoxy [1,11-bi phenyl] 3-

YPOXY) benZ)éI i dene) am no) oxy) aceticeg aC| d;

2- ((( 3, 5- ditdkiidBderzylad-hydrosxphenoxy)-3,5

[ I d;
3020 ( (4 { SRR HE R R e R O eyl | dene) ami no) oxy
) aceti ¢ acRe(((423¢Heh3yls4-tiytmoapphetoxy)-3)§-ditoayioBenzylidene)amino)oxy)butanoic

i sopropyl pheaoxy) benzyl i dene) am no) oxy) propanoi c acid;
2- (((3, 5- d@®8Fono- 4((6- hydroxy-[1, 11- bi pheny11- 3-

I b
b e R e e e T

) - 2- met hphgnydgsationddaci d; 52- (((3, 5- di br ono- 4- (4- hydr oxy- b
SOFE gpél 8?@&3%&5%{@’.‘ 'é(gg({l%%ﬁ}’lﬁ;g‘) oxy) butanoi c acid;
E
(

y
2
2)(/d ngpglegsr?agﬁ%ﬁﬂﬁ%M% gg@%ﬁ??ﬁh%z&x@r%ﬁ%{%ﬁ}genzyl i dene) am no) o
2-
d

xy)-2- met H;{((3ér®brmﬂd(@rblfdroxy-[l 1"-biphenyl]-3-yoxy) enzylidenc)amino)oxy)-
4-( 3- ?enzyl 4- hydr oxyphenoxy) - 3, 5-

(
(
- ( en: : ) o-
i br'onobenzyl i dene) am no) oxy) pr opanoi ¢ aci d;

2-(((4-(3- b@ﬂgﬁ@nﬁmﬂMd@@xwphenoxy) 3, 5- d|bronDbenzyI|dene)an1no)oxy)b
ut anoi ¢ aci

152- (((3, 52d((5f5di’rbl<mﬂ(('é =((Ghrdraxy-{.) - lzlplliﬁy'fdﬂr]cf5><'yphenoxy) benzyl i dene) ami n
2- 4- ( 3- butyl)-4-
ﬁ;giqcl)iyphegg(%g}%)engh{i&lgzﬁhﬁg‘g}nﬁ%“g%ﬂcbg&a)iilglng aC|(d (sec-bu )2/4%3 5

- di br ono- 434 @41(3:&@2@1-4 hildrodtyphenoxy)-3,5-dibromobenzylidene)a mmo)oxy) 2-
t - bi phenyl1] - 500xy) benzyl i dene) am no) oxy)- 202- met pr opanoi c
aci & 2(((Bethyliptopangic 22ids- hydr oxy-[ 1, 1. - bi phenyl ] - 3-

ge??{zlb?gz%{gggg??%%%%%%g%iuﬁé#ﬁ??ﬁ%yz%ggbr onobbenzyl i dene) am no) oxy) -
2- dichlorobenzylidene)amino)oxy)propanoic acid;
2-(((3,5-dibromo-4-(3-(tert-butyl)-4-
| hydroxyphenoxy)benzylidene)amino)oxy)propanoic acid;
30 2-(((3,5-dibromo-4-(3-ethyi-4-hydroxyphenoxy)benzylidene)amino)oxy)propanoic
acid;
2-(((3,5-dibromo-4-(3-(4-chlorobenzoyl)-4-hydroxy phenoxy) benzylidene) ammo)

oXy) propan oic acid;
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25nmet hyl woepawmabsisaci d; 2- (((4-(3-(sec-butyl) - 4- hydr ox\HeHaReoyhooBed-
di chl or obenzyl i dene) am no) oxy) pr opanoi ¢ aci d;

2-(((3,5-di bronp-4-(3-(tert-butyl)-4-

hydroxyphenoxy) benzyl i dene) am no) oxy) propanoi ¢ aci d;

302 (03, 53 Grogichrd S DRI ObY) o)
phenoxy) bbarylide=)amizo)o isrotpmyomac;dpan oi ¢ acid; :

24(3,5-dib 34 | yd t hyl) - 4- hyd
ohenosy) baRug B aere f&?ﬂ% Rl ¢ aut a Aoy
2-(((3, 5 dhf'ﬁr %n& otz Qbﬁfeﬁﬁﬁgﬁ%ﬁméﬂc acid;

hydroxyphenoxy enzy d cetic acid,

- 524(3, 5 d M(iﬁﬁbdibl(oﬁf( 4-(346(46¢1dpfwh9ﬂy)lxmxdioxm;n)eﬂgg}_q% ) - 4-
a3, 2Pt B PR S BERIAE) BRUBY a5 riky  phenoxy)

benzyl i den@X((?B’-din)onﬂiQf 3-@3-@9@&%&%2@}@3 4; hydroxy phenoxy) benzylidene) amino)
2-(((3,5-di brono-4 br onobenzoyl

10hydr oxy péwen ech!d dene) am no) oxy) acetl c acid;

2- 3,5-d 3 hyd thyl ) - 4-
hy((jﬁt()xyphe%ggg’ggdéﬁ?ﬁ ﬁgf% gé{ﬁ} cgtlrgxgz:lng; %
24(3p5-di b]i}mi‘&cﬁhéﬁo b@ﬁ&@ddﬁbﬁﬁiﬁﬁ&)&(y)ﬁcenc acid;

hydr oxyphenox benzyl [ deng am no) oxy)acetic acid

152- (((3, 52ﬂﬁ( potveroma 843 4chrmophersiblhydr mﬂmﬂwhﬁ hyl ) - 4-

hyd h d;

22 (3 5 AL AREAp ORI BRERIARRRERRLS) ot by ) - -

hydr Oxyphem-@(y}éhﬁﬂirb)ﬂd @3}(&3 cﬁlmmh@ogy)-acet ic acid;

2-(0, 5-di br orm 4- ( roxly 3- (pi.peridi n- gélldsul fonyl) phenoxy)

benzyl i den®) BRHBPIOXRREEHC

2- 3, 5-
Cues %%.%‘z‘fgﬁﬂ’n ?Aﬂ}%ﬁ?@%lﬁ%*mnglgffy*?‘>p‘ro Sanoi ¢ aci d:
2-(((3,5- Oﬂﬂ)bhmtmhﬂm(@ﬂédﬁzﬂadhne) mim;mwmymmmacld

hyd h
ZéZr (()z({g e?g@;% ‘gf{]ﬁ%'a‘{ﬂé‘?%h%&b@d?@ﬁﬁ?f hy» ‘ﬁydr oxyphenoxy)
benzyl i de ypﬁéw%bd%ﬂme) Sm)dky)atelit bdd; (3

-(N-((1R 2R, 4S)-bi cyc {f{ 1 Theptan-2-y sul f anoy1) -
hydr oxy phe?ré%3:p-=dibr 0510d4 bﬁ@fl@éhﬁyﬂmmgy Mﬂ\&?@x& Pb?&%ﬁhb‘?@%@@@)
2- 3 5-di br 3- l'idin-1- 30
yl g% fonyl p]ﬁgﬂg’%})p%%pa%%r ge) aEnp%:); gx;/)l gcetl c acid;

2-(((3, 5-d- (((yﬁnh&oﬁﬁmycdhmx@at@syl phenoxy) benzyl i dene) am no) oxy) pr
opanoic acid. 9. phar nmaceut | cal co%l tion which conprises
conpounds lé?PrPBYlﬁ‘i}fWWI)PhG%PXYélPWM AYIoBY RredRRgiCErE s and a

ntormedi o LS BEREE-FAO ERM V=R, 0L 0G5 (3 T sopr opy 1. 4-

met hoxy phelmya amﬁyblﬁhaﬁjel)mpﬂ)mm)cymetpah@c acid;
Et hyI 24( 4- 5 §sec butyl) - 4- net hoxy P ]
(((3,5-dibromo-4- (3 (N-cyclohexylsul amoy ) 4- hydroxyphenoxy)

benzylidene)amino)oxy) propanoic acid;
2-(((4-(3-(N-((1R,2R,4S)-bicyclo[2.2.1Theptan-2-yDsulfamoyl)-4-
hydroxyphenoxy)-3,5-dibromobenzylidene)amino)oxy)propanoic acid;
2-{((3,5-dibromo-4-(4-hydroxy-3-(pyrrolidin-1- .

30 | ylsulfonyl)phenoxy)benzylidene)amino)oxy) acetic acid;
2—(((3,5-di_bromo-4-(4-hydroxy-3-tosylphenoxy)benzylidene)amino)oxy)propanoic

acid.
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di chl orobenzyl i dene) am no) oxy) acet at e;
20Et hyl 2- (( (3, 5-di br ono- 4- ( 3-i sopr opyl- 4-
nmet hoxyphenoxy) benzyl i dene) am no) oxy) acet ate;
Et hyl 2- (((3, 5-di chl oro-4-((6-nethoxy- [I, 1 1-biphenyl]-3-
yl ) oxy) benzyl i dene) am no) oxy) acet at e;
Et hyl 2- (((4- (3-benzyl-4- met hoxyphenoxy) - 3, 5-
25di chl or obenzyl i dene) am no) oxy) acet at e;
Et hyl 24( 3, 5-di br onp- 4- (3-(sec-butyl)-4-
met hoxyphenoxy) benzyl i dene) am no) oxy) acet ate;
Et hyl 2- ( (W8,261000409460- 44( 6- met hoxy-[ |, 11- bi phenyl] - 3-  PCT/IN2009/000598
yDoxy) benzyl i dene) am no) oxy) acet at e;
30Et hyl 2- (((3, 5-di chl oro-4-(3-isopropyl-4-
met hoxyphenoxy) benzyl i déne) am no) oxy) propanoat e;
Et hyl 2- (6(4a(&n - - e | oTdle n ' )
ene) am ng) oj;y aa?:lglta g‘%{%l;(ﬁr %gggl% O%g%%?%fﬁﬁﬁg ‘S’ﬁi%éﬁlbﬂﬁﬂa (D), as
Et hyl 2- ( (( l&autidincmy-ptededingsdgimspnd-atpharmaceutically acceptable carrier, diluens
met hoxyphenox %ben | i dene) am no) oxy) propanoat e; '
Et hyl 2((( 3,%-‘%‘ ‘é’r‘%ﬁ%- 44( 6- et hoxy- [ 1, 11- bi pheny1} - 3-
yl') oxy) bemZyiehHedeka 8t 1B OX¥n Pr opanoat e;
5Et hyl 2- (( (3, 5-di br ono- 4- (3-1 sopropyl- 4-
met hoxyphedikyl) benzyl i dene) ani no) oxy) - 2- met BH((hHebeaatse (3-isopropyl-4-
Et hyl 2- 3, 95:di bronn-4-(3-1.s0p[ 0 - 4- met hoxyphenoxy) benzyl i dene
am % 0) 0§<)(/§ 1%%{1%8&?%,xyl)lbé]zyflgeggwﬁxg)oxy) aceg?e;yp y) y )
2- (((3, 5- diggg@no- 4- (3- (sec-butyl)-4-9 QN YRISROK WL ' )3 5.
am no) 100xy))ﬂpr opanoat e; Ethyl 2-(((3, -gi ﬁom-gg(B{n(eg]ggy%ﬂfg%?-?ﬁ
met hoxypheﬁ‘éﬁ@f)@bﬂwllﬁ@l@a@@ﬁ%/%) asejgte:2- met hyl propanoat e; Et hyl
2- ((L4-(3- y1-4- met hoxyphenoxy) -3, 5- di br. | ide am no y)
pr op%{)noat e; IBEt hyl 24(4-(3-benzyl- 4-net hox%g@%%g@?g@@'lmpmp}ﬂ(‘
di br onobennihalsphgraokyiseneilydenb)ahinc)ok €) acetate;
Et hyl 2- (((3,5-di brono-4-(3-(sec-butyl)-4- ,

Ethyl 2-(2/(3,5-dlchlor0-4-((6-rneﬂ10xy-[ 1,1'-biphenyl}-3-

yloxy)benzylidene)amino)oxy) acetate;

Ethyl ' 2-(((4-(3-benzyl-4-methoxyphenoxy)-3,5-
25 dichlorobenzylidene)amino)oxy)acetate;

| Ethy! | 2-(((3,5-dibromo-4-(3-(sec-butyl)-4-
methoxyphenoxy)benzylidene)amino)oxy) acetate;
Ethyl 2-(((3,5-dibromo-4-((6-methoxy-[1,1'-biphenyl]-3-
ylDoxy)benzylidene)amino)oxy) acetate;

30 Ethyl 2-(((3,5-dichloro-4-(3-isopropyl-4-
methoxyphenoxy)benzylidene)amino)oxy) propanoate;
Ethyl 2-(((4-(3-benzyl-4-methoxyphenoxy)-3,5-

dibromobenzylidene)amino)oxy)acetate;
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met hoxyphenoxﬁqﬂenzyl i dene) am no) oxy) - 2- phenyl acet at e; Et hyl
2- (((3, 5-¥P3f HW6(3- (sec-butyl )-4- et hoxy phenoxy) benZ@T{IYaHEp00598
am no) 20oxy) butanoate; Ethyl2-(((3,5-dibrono-4-((6-nmethoxy- [I ,I

' - bi phenyl] - 3- yfl oxy)benzyl i dene) am no) oxy) - 2- net hyl propanoat e;

Et hyl 2- (((3, 5-di brono-4-((6-nmethoxy-[1, I Lbiphenyl]-3-

ypoxy) benzyEth}’éne) am' no) oxy) but anoat e; 25Et Ry({(3,5-dibromo-4-(3-isopropyl-4-
24(4- ( 3- ben e - 3, 5: d| rom)benZyI i dene) am no) oxy) 2-
net hyl pr op ?WZ%%Z????X qu}?ﬂ'oaﬁemet hoxyphenoxy) -

di chl or obeng ldene) am no) oxy) pro 324-8ib 4. thox R

Et hyl 2- (( (3, 15gyon br onp- 4- (3- (tert - l?a@yi o (et Ll bf?é’ﬁ’z‘{/”? d
ene) ami no) oydwwbﬂ@ami@pbm@)wymrppwate@ -di brono-4-(3 -ethy 1-4-

met hoxyphe benzy 1 idene)am no) oxy) prop .
2010/ 04994 3 1N2009/ 000598 *22@5 S ibrormo-4-(3-isopropyl-4-

Et hyl 2- (( ( 3mbth@kiphefdxyibénZyliderhdriin %IﬁW—QMﬁéthﬂ propanoate

nmet hoxyphenoxy? benzyl | dene) am no) oxy) 'propanoate;

Et hyl 2( ( (3,550 br orfol(@.¢-dikramert-6}-isepiepslyd) - 4- methoxyphenoxy)benzylidene)
hydr oxyphe Re) arni no) oxy) propanoat e;

5Et hyl 2- (((%ﬁ%bgﬁgiyﬁth% {3- (4-chi or obel nzoy1)-4-

hydr oxyphengtkyl) B€((3 5Hditmne)-dn(BH{sgcobuty)-dc ejﬁeah@cyphenoxy) benzylldene) amino)
Et hyl 24( 3, 5- di br onp- 4- (3- (3-chl or obenzoyl) - 4-

hydr 8%y pherf¥; b/)’ff@ﬁ%?ﬁ?dene) am no) oxy) propanoat €;

Et hyl 2- (((SEtﬁ di brono-4-(3 - (4-bronmobenzoyly ) R )
10hydr oxyphenoxy) benzyl i dene) am no) oxy) acet g@e’s -dibromo-4-(3-(sec-butyl)-4
Et hyl 2- ((( @@hm}bﬂlemyl}be(n%ylé@Brm)ﬂlmnolneyl]z@-yﬂf)thﬂpropanoate ‘

iyt 2 (LB RN A R ABLPPE S P  titromotansulideanypminolony)

phenoxy) be dndeyae) am no) oxy)propanoate

15Et hyl 2- ( 5- di br ono- 4- (N-1i sogropyl sul f anoyl) - 4-

met hbxyphe h)j/l) t?e(:ﬁ@y@r%ﬁﬂ}ﬁ-m&ib@xy@ §10py b 2R odibegmobenzylidene)amino)oxy)
butanoate;
Ethyl 2-(((3,5-dibromo-4-(3-(sec-butyl)-4-

methoxyphenoxy)benzylidene)amino)oxy)-2-phenyl acetate;
Ethyl 2-(((3,5-dibromo-4-(3- (sec-butyl) 4-ethoxy phenoxy) benzyhdene) amino)

20 oxy) butanoate;
Ethyl 2-(((3,5-dibromo-4-((6-methoxy-[1,1'-biphenyl]-3-
yDoxy)benzylidene)amino)oxy)-2-methyl propanoate;
Ethyl 2-(((3,5-dibromo-4-((6-methoxy-{1,1'-biphenyl]-3-
ylJoxy)benzylidene)amino)oxy) butanoate;
25 Ethyl 2-(((4-(3-benzyl-4- methoxyphenoxy)-3 5-dibromobenzylidene)amino)oxy)-2-
methyl propanoate;
Ethy! 2-(((4-(3-(sec-butyl)- 4-methoxyphenoxy) 3,5-
dichlorobenzylidene)amino)oxy)propanoate;
Ethyl 2-(((3,5-dibromo-4-(3-(tert-butyl)-4-
30 methoxyphenoxy)benzylidene)amino)oxy)propanoate;
Ethyl 2-(((3,5-dibromo-4-(3-ethyl-4-

methoxyphenoxy)benzylidene)amino)oxy)propanoate;
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Et hyl 2- (((3, 5-di bronp-4-(3-(N, N-di et hyl sul f anmoy1) - 4-

met hoxy ph¥ARH8HEY| | dene) ani no) oxy) pr opanoat e; PCT/IN2069/000598
Et hyl 2- (( (3, 5-di brono-4-(3-(Ncycl ohexyl sul fanoyl) - 4-

20nmet hoxyphenoxy).benzyl i dene) am no) oxy) propanoate; Ethyl 2-(((4-(3
-(N((IR 2R, 4S)-bicyclo [2.2.1 ] heptan-2-yOsulfanoyl)-4-

net hoxyphenBthy) - 3 , 5 - di.br onbbenzyl i depgy3,5i-dibond i B IPRIRRRERnzoy1)-4-
Et hyl 2- (( (3, 5-di br,onp-4- (4- net hoxy-3-(pyrrolidin-1-

yl sul f onyl ) BebeBYRheBRRPhenzyEdencaming)ox BeRQatk; e;

25Et hyl 2- (( - di br ono- 4- (4- et hoxy- 35 (pYEr ol iding A - 4
yl sul fonyl )%%Zﬁoxy) benzyl i dene) ami no) 3%3@%’&“3%%%%%?? (4-fhlogphenzoyl)-4
conpounds asydedxgipherbxiydbenzplident Brising o) peommontet er nedi at es for the

i ds of formula (1), 30 .
Prepagati onggly conpounds of formila (133 fibromo-4-G-(4-chiorobenzoyl)y4-

hydroxyphenoxy)benzylidene)amino)oxy) acetate;
Ethyl 2-{((3,5-dibromo-4-(3-(3-chlorobenzoyl)-4-
hydroxyphenoxy)benzylidene)amino)oxy) propanoate;
Ethyl | 2-(((3,5-dibromo-4-(3-(4-bromobenzoyl)-4-
10 hydroxyphenoxy)benzylidene)amino)oxy) acetate;
Ethyl . 2-(((3,5-dibromo-4-(3-(3-chlorobenzoy})-4-
hydroxyphenoxy)benzylidene)amino)oxy) acetate;
Ethyl 2-(((3,5-dibromo-4-(4-methoxy-3-(piperidin-1-ylsulfonyl)
phenoxy)benzylidene) amino) oxy)propanoate;
15 Ethyl 2-(((3,5-dibromo-4-(3-(N-isopropylsulfamoyl)-4-
methoxyphenoxy)benzylidene)amino) oxy)propanoate; '
Ethyl 2-(((3,5-dibromo-4-(3-(N,N-diethylsulfamoyl)-4-
methoxyphenoxy)benzylidene)amino) oxy)propanoate;
Ethyl 2-(((3,5-dibrom0-4-(3-(N-qyclohexylsulfamoyl)—4-
20 methoxyphenoxy)benzylidene)amino) oxy)propanoate; _
Ethyl 2-(((4-(3-(N-((1R,2R,4S)-bicyclo[2.2.1 ) heptan-2-yl)sulfamoyl)-4-
methoxyphenoxy)-3,5-dibrornobenzylidene)amino)oxy)propa;ﬂoate;
Ethyl 2-(((3,5-dibromo-4-(4-methoxy-3-(pyrrolidin-1-
ylsulfonyl)phenoxy)benzylidene)amino) oxy)acetate;
25 Ethyl ' 2-(((3,5-dibromo-4-(4-methoxy-3-(pyrrolidin-1-

ylsulfonyl)phenoxy)benzylidene)amino) oxy)propanoate;

11, The compounds as claimed in claim 13 suitable as intermediates for the preparation

of compounds of formula (I).
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