WD 2004/ 066964 PCT/ US2004/ 000790 AM NO ACI D PHENOXY

ETHERS This application clainms the benefit of the
weaond4ioeesshi | i ng date of U. S. Provisional Appl PCauiSem4/000790

No. 60/440,772 filed January 17, 2003, which is

i ncorporated herein by reference. Field of the

i nvention The. present invention relates to novel

am no acid phemyMINOh&CIDFRHENIOXY BEHERS of

di seases, .i nfl ammti Qn, obesi

i munol Qgi cal

kwégfpﬁ?%l@ﬁi%?nﬁm?@ﬁ&mhs cHUGH Ilwpetmofttﬁss%@y@éonal
Applicaith Nlo2Bp1429. 77330 a?HE‘rﬁ/ 1 2b0% Wﬂ&?{étihgd??gﬁ?ed herein by

principal el the 7 nmine 'Ssystem ar e

el'enents o
refereni@®Cr ophages or antigen-presenting cells, T cells

and.B cells. The role, of other inmmune cells such as NK
cel I's, basophils, : edn¥enid®endritic cells are
t: 1t hed € .4 i ' ¢ _di.sorders
T e i b rERLS b BoREr B8 AT MAG P e RS Ftment of
immunbtighcal rifieases tinfammaadon) rabekicy, ﬁ@p&ﬂﬁ)idd’l‘ﬁiﬁ,eﬁ%géﬂeﬁ'sibﬁ! Beurological
. for T.cell stimulation and proliferation. st . :
diseases gpd diabgteSy nacrophages make IL 1, LL 12 and TNF-a
all of which are potent pro-inflammatory nol ecul es and
also provide help- for T cells..In addition,
activation of nacroBmigsourbef the invertivm i nducti on of
enzynes, such as cycl poxygenase Il (COX-2), inducjble )
AnE Pﬂe%@f glemepts q%é%lm@efysaﬁa are, SGIRPHRRSS @F artiger-presenting
' ' Bfe Sesmg lS. .
cell, T; A3 580 SONE ME Slc OORR DAY (B Eh 13 DK TURMs, asophils, mast
cells ampt dedritic cellpereahniwgrnbutatitii rderif grrimaiyaimmuGblolicy Hisorders is

Jt s | i eved.t hat phosphot yrasi ne.kinases (PTKs) . . .
 uncertaig, Mggr ﬂe_bfag&a 9 e ot Patia fﬁ{ ool l%fhaénmﬁiﬂ9é| apdpropiding the
necessafy1€hélp? IfURM el Riidebiion 4d BIJIFGEHEH.CMB $mBbRSNtly macrophages
secreted by inmune cells that -are inportant in

make Ipddilatl2rand TNFrm ell red splnink @se p@yniopriorieflpmoddartyi molecales and also
., l.ead.ta.th cretion of. other.cytok]nes, altereq . .
provide 3l {iraF FUficl, ST T U LT GAFGTOP LR d RS 2 grinduction of
enzymes, HubRHEBSycRIdxly Serfabl® INQTORKL2), $SRRIIE riic ol rsgnﬂ} se giNOS) and
I'nfection. However, in inflanmatory di seases Such a
productiop eohrdtesi sadiealhroapalde o alatmegingi voimdll aelisat Mapy factors activate
I OCES n.leadt rbidity and rtality. The .
macroptp8C FATpE BcleS b Sude Padtehye i Snd e fieion somg N 7). 1t s

believedC 61t r}ﬂiogplfdt?roisiihe_t iaadeRf (FRIMB BdY oHIRS PANRENRA CcdlRPar PEBRses are
as a point of intervention in inflammtory

t ar get e(
inVO]V@ddPé%%%@lvaWPEPCie%ﬁ-a pol ypepti de hornmone rel eased by
-y at r : other. cells. At .l ow . .
CHRRAE B9, PRREORARSEETS, DS BB L b ncioin
immune réspbrsesECRbYinegFeNItsion hiayarehd Y@ the @ cletioh OIS Mkines, altered
Pr onoting 1 WD 2004/066964 PCT/ US2004/ 000790
cellular function, cell division or differentiation. Inflammation is the normal response to

- injury. or infection. However, in inflammatory diseases such as rheumatoid arthritis,
pathologic inflammatory processes can lead to morbidity and mortality. The cytokine tumor
necrosis factor-alpha (TNF-o) plays a central role in the inflammatory response and has been
targeted as a point of intervention in inflammatory disease. TNF-o. is a polypeptide hormone
released by activated macrophages and other. cells. At low concentrations, TNF-o
participates in the protective inflammatory response by activating leukocytes and promoting
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Vg) 04/ 06 9164} PCT/ US2004/ 000790
agents considere respons or immune response, inflammation or mﬂammatory dlseases

e.g. arthritis, there still remains a need for new and improved compounds for effectively
treating or inhibiting such diseases.
There appears to be a correlation of TNF-a to - adipogenesis (obesity) and other

metabolic disorders such as diabetes mellitus. Although, in the past two decades there has
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Table 1: Current Therapeutic agents for Type ||
Di abetes Drug class Delivery Ml ecular Target Site of
wactidmacasdver se Events |Insulin Intranmuscul ar PaswiS2e04/000790
receptor Liver, Miscle, Fat Wi ght gain Hypogl ycem a
Sul f onyl ur eas Oral SU receptors Pancreatic R cells
) Wei ght. gai n benc e) K+/ ATP cha
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(Acar bose) PPAR-agonist Oral PPAR-gammma Fat, I\/Uscle
Li ver Weight gain (Rosi.glitazone) Anaem a

(Ph@dlatst az 0B )ivéedema MRS Y OF TARE SiRR\GEALHoRN A'a@erse Events
present invention, relates to novel anino acid phenyl

ethers of fornula (1) RBRd~_ R4 R2Z X-AY O(I)
RhsiinO H t ha@htfamdetlav atlhgdmﬁr,ecebﬂﬁl LiveA Mils@8 Fat t NI Kyeight gain
tautoneric forns, their stereoisoners, their

pol ynor phs, thel r pharnmaceutically acceptable Hpeg
their pharmaceutically acceptabl e solvates, wherein -

—Suﬁf@xﬁ/ﬁlﬁ&‘? nt $ppti onal s%%&'@ét&s bo rfqncreer E perllg sent SWel&ht r%am

ly gen, sulfur or NR, whereln R represents

delbspqiamide) 7 1 epr esent KHAPsb#oer sul fur: Rl RZHYIRBI)’Wmla
fgagBdidelny be same or different 4 WO 2004/ 066964

Cg“' LS 04/ 000790 and i ndependently represent -

t'f rgoge hal ogen; hydroxy, nitro, cyano, fornyl,

grcemla

am no, aI kyl, al koxy. group; A represents a bond or
stk Ut edoRl  UNSUDS Uikidb8d ar Yhver BRigHocycl Y| Glfisturbance
(biguanides) - Lactic acidosis -
o-Glucosidase  Oral o-Glucosidase  Intestine GI disturbance
Inhibitors

(Acarbose)

PPAR-agonist  Oral PPAR-gamma  Fat, Muscle, Liver Weight gain
(Rosiglitazone) Anaemia
(Pioglitazone) Oedema

Summary of the invention

The present invention, relates to novel amino acid pheny] ethers of formula ()

Z
XA~y AN
N

their derivatives, their analogs, their tautomeric forms, their stereoisomers, their polymorphs,
their pharmaceutically acceptable salts, their pharmaceutically acceptable solvates, wherein -
--- represents optional double bond; Y represents oxygen, sulfur or NR, wherein R represents "

hydrogen or alkyl; Z represents oxygen or sulfur; R;, Ro, R3 and R4 may be same or different
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heteroaryl ring; krepresents an al pha am no carboxylic

acid or its derivatives bonded to Aor Y through its
wabkphiwesdcsle chain. The present invention al so PeraSa®4/000790

to a process for the preparation of the above said

novel conpounds, their analogs their derivatives,

ei r, tautoneri r s, eir [ eoi soners hei . ‘
and ingspeisiiePTes sl ittty RiFPS mEd o apclodmy] amino, alkyl,
alkox? r?BHFCWtré}ﬁ%HnYS 205Gt 80LSstiiRY ¥ QfasubaMBled aryl, heterocyclyl or
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heteraanylmg;] Pareprésents alalplarmering carboxyl agidor ¥odenvativeobomded to A or
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YMQ@&F.%%%@BPE@ to either form Stereoisoners
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tran doub bonds, as wel as optlca active
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st al,

their PROFHSPE Hove ROPHE v RVabeeribl S oBLFaacEtoaly, ecceptable
solvat@é’ '}Blvglxﬁﬁerﬁfedi@és%w ﬁﬁnﬁﬁcehﬁ&? c@ﬁap%ﬁ't%ﬁ@&oﬂ’(hﬁﬂhé fh‘égﬁ Tautomeric

a sol ute. al pha-am no carboxylic acid inc
forms kauet lsomenetfonnwh@b elxcsts mat siatalof gquidibrinm cegpablei ofgeacting according

to cithgy 115l o iR e s Bereliona] iresR oA G- 2G4 traps- double

bonds @b RecIPEE Wptieallp Qi %oﬁﬁfﬁhaﬁﬁé'd&ﬁ&ehf‘%éﬁ’ﬁ drPR%ements of their
conpounds which, differ by substitution of an oXygen,

atomss (FlofywnQrphs @rw@kwﬂﬁs adidhosanarysiallize i twe opmage dormsn Solvates are

e O B S AR B o Y Yo,

alpha-E@fdovaibomdici a’¢§-‘d uﬁmd@@rﬁwwﬁa lirafed to, ﬁﬁtlfrﬁl@y’fbécﬁﬂhhgl @mino acids.
functi ona] izing of atonms, such as, derjvatives found
The alpha plldg ax; ﬁgﬂ &rﬁpﬁdngmdmr}ygmeng p@{ﬁg@atbybonded to'the alpha carbon

of an %gﬁﬁ%% été licexi&" | Ahdig é Hudd BRARE c%dp\{ whds Wiich differ by
e Ive 1 n

npounds e present 1In |on ar e
substlthticm':‘of angob_\}'g}mds@ﬁm,cm&egen slecramlmn aisni inplader ﬁ'esufchtah)atom. Analogs
chol est er ol d tri ev e
also. ingOe ftop e Fie By it Fesiods: G5h SRAs a5t CL Br, L As.

Denvaﬁ’v@sbﬁ{cﬁfde dhs &ﬁﬂg%ﬂﬂﬁngfﬁo&ﬁ“ﬁ"oﬁ’ﬁﬁ%ﬂcnbﬂéﬂ%ﬁg% fbfns, such as,

fective in reatrrent obesity, inflammtion
denvatams doundube peitsdngesning ol casbogplgroaps bmaxbowbmon or esterification,
i}groa s and rheunmatoid arthritis. Surprisingly,
reSpeCti."ff" e conmpounds increase the leptin level and have no

I Théedontsotinds tof. thE predat ieBtion e GORPAVEGS 16WeliR€ blood glucose,
resent invention are useful for the treatnent o

serum QHsbRcies AT G GOl mlumgiyweuesleanbeands@cmua@‘ul in the
treatme%;g N y/s&l gI'OSJYl?faXlC?SXP% abdfes. TRe Vé% ofiRds '8¥H rlpggsen{e mvehtlon are

ronary I SeaSe and peripheral” vas

effectivéi ﬁﬁ&%etmeﬁlmbﬁ Gbesiiﬂyﬁ Jhﬂaﬁﬁqﬁﬁéﬁ aﬁtolﬁﬁn&ﬂ@%@%%%ucb as such as

PCT/ US2004/ 000790 of i nfl anmat’i on, and i nmunol ogi cal
multiplg; sglerestss ang Fhevmatont |athiilis s SyrpHrneba thgsec gemRPwRds increase the

IL-6, I1L-10 and cycl ooxygenase
leptin ]e;i}&g En @ﬁé\?ﬂ é&m ro ,

rief” Description of figures
Funhennore the compounds of the present invention are useful for the treatment of

disorders associated with insulin resistance, such as polycystic ovary syndrome, as well as

hyperlipidemia, coronary artery disease and peripheral vascular disease, and for the treatment



Figure 1 shows that the conpounds in Exanple 1 |ower
pro-inflammatory cytokines in human nmacrophage cells.

woiouroecds4 shows ef fi cacy of conpound 2 in ExanpCe/us200m000790
an ani mal nodel of inflammation. Figure 3 shows
efficacy of conpounds 1 and 2 in Exanpl e lin an

of in Hofodal; 17,%1% %9&1 fﬁgégvtg# JE%&W gmsF] élgédg%gé‘ i’Mé’iYFOkmes such

schematic 11

as TNIsbieIli-1, Tie6amerBnind dlcldxPetrasy sueh ak tidasmat ory and
aut oi mmune di seases. Figure 5 is a schenmatic

illustration of how TNFa is |inked to vari ous
besides its inflammtory and

orders
B"eflﬁ‘{sg’qﬁﬁ]ﬁ 0(}55 3f8 ties. Figure 6 shows the blood |
Figurg| lue¢h®®s Iteaethnebndiduat i ﬂfEﬁﬁiﬁ?@anW&tﬁﬂm?%ﬁﬂ%tog? cytokines in

ob/ob and db/db mce. Figure 7 shows

huma@ommiga ECQH-‘EJI 2 in Exanple 1 in weight gain
obesity. Fiqure 8

. f
Fi guré %QH&IJ% gﬂ' ca?)F 8€?°%°@¥d%p? 1 B(mlglal e} @fsigﬂammation.
Figures 8nstidwsZ effitady bl ddphsbuni®We hhd@ aﬁt E¥rh le E il ua{ne affimal model of

shows the effect of '1ipid accunul ation

aummHFE%iEf pocytes when treated with var| ous dosages of a
i tazone.

Fir SO R DAL TR 1 b 008 s

of a mofibariof nlamssotory BeANtbRAmuA EisgauIDS T epr esented by
R3 and R4 are selected from hydrogen, hal ogen

. Flguresqj ¢ha g’ghqnqu@r iiwetration of iheay, ThiFonisHinked tb odiioas metabolic disorders
am no, |inear or

besideg HE TR b S1d Sl PHEw Rt i ea (O - C12)al ky

Figured¥ shovssthe blasd grnkbse JowRdr iy leffeBf 9P¥dmp u%‘a i
n: butyl, isobutyl, t-but yF pentyl ,m ex%?ﬁg%?g}ﬁl m Qb/c’b and
db/db migsy | and the |ike: subst ituted or unsubstituted

Figure 6 Ghotd AL HQXbr gBrﬂH&tlridécJ]h 1@9 2 ]I{rﬁt ér}bxggwh%ﬁft g23in rq%tion in an

propoxy, butoxy an

ammalpmbbmﬁobeanﬁntl on, the group represented by Ais
henyl , naphthyl, and the

el.ecte a such,_as
Figure | 38 Riews, e eFﬁg‘iT i FoR O'érw@hmai‘ixwpledwan m&uhm sensitizig\¥d lipid
lowenngqgﬂ.(,lgﬁegm PCT/ US2004/ 000790 thiazolyl, indol yl,

I m dazol y furyl and the . like; heter ocycl yl ring

Figure %@bﬁwaﬂwp@ffi et 2fipad acemmylhtion nehumapwd:adlh}i&ytes when téeated with
rou be ‘mono, di

various @?‘ga{g?% bldé ‘%n? &f'ﬁi %ﬁhé:"fg'%flﬂ-rhg QTFE E%?ﬂsgl’é?@n@el ect ed

fron1ha|ogen, hydroxy, nitro, cyano, fornyl, am no,
al kyl, hal oal kyl, al koxy, hal oal koxy and the like. In

an enbodi nent allmadpﬁcewon dfthreinvientipnt he ani no acid
1AM hibRihBA &F hERFEREM S Stion, the groups represented by Ry, Ry, R; and

Ry are selected from hydrogen, halogen such as fluorine, chlorine, bromine or iodine:

hydroxy, nitro, cyano, formyl, amino, linear or branched, substituted or unsubstituted (C;-
Ciz)alkyl group such as methyl, ethyl, propyl, isopropyl, n-butyl, isobutyl, t-butyl, pentyl,
hexyl, octyl, nonyl and the like; substituted or unsubstituted (Cl-Clz)alkoxy group such as

methoxy, ethoxy, propoxy, butoxy and the like.
In an embodiment of the present invention, the group represented by A is selected

from aryl such as phenyl, naphthyl, and the like; heteroaryl ring such as pyridyl, pyrmrolyl
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by X, X-A or X-A-Y is selected from al ani ne, gl ycine,

argi nine, asparagine, cysteine, glutamc acid,
waqghoizeeaee, hi stidi ne, isoleucine, |eucine, |yBCHAIS2004/000790

nmet hi oni ne, ornithine, proline, serine, threonine,

trypt ophau, tyrosine and the |ike, which may be

T T a—
morphBllﬁEef)ﬁ%ﬂ]dﬁiéb%iyhbH@lﬂESandaf}ﬁ ARe.CThe GrbupP M Rpg)% nmono, di or tri

mgly al kox aryl, heteroaryl, amno and t
substitites amd 1the au &ﬂlﬂ)@nﬁ a:reme&cmdaf;bm hapgas diytisoxyy métro t%taaol, formyl,

amino SV R h g O S) mgBBRR o me or i 1 e,

PhC4 &8bodig{enh6f the &)Péséﬂtrh'no&mohr et a‘i’ﬂlﬂa Rcidt a‘szd%%é@aa"i’ﬁ‘ fepresented
their derivatives. The group X-A also preferably

by X,rXpAegleﬁi'é\-Xl msﬂecte@lfpcun redaning ogbydizenergihineg iasgeragive, cysteine,
I ment A r.epres

etutami® G RSBt Mmooy SRk B bl R TGS, proline,
serine, TBleBRRR] WyptopRdh, t}lréhlﬂ@%(h@i@ REDAHIHBALy besubltifidd & unsubstituted
Y i s oxygen. Preferably, R through R4 are

and
and th¢1y dcr;g@wes Phelk anester andamideniof ebeiylic asad.tBhef prefiirreg substituents

are se1fiftd 5t Aeoders ANEPA00R PG B S it PR £ S
atHeahmfi® eddtX- At ﬁiefé‘r@b]&srebiek@nt@%u?d’iﬁute&/garslﬂlshﬁstltuted arginine,

sal ts of organi c bases such as |ysine, arginine,
asparagjbén FYRtFBS, SlarpEnohistdine, lzzssnm,| msthiemige.t penithing, proline, serine,

threomﬁém‘)rg’g nat dﬁygﬁ ét agﬁegiae i 4 latrTge §8‘{1}%%§{I§yalso preferably

represeﬂtst dlaiine, glpding phAéaesne, ﬂmrchhal zmrdahe@ defio4thtegs In another embodiment
droha) i des acet at es tartrates, nal eates,

A repreemtﬁ 4sHesttUigd or Hagubstitujed) allods heterogs! wﬂ&tﬂrwh@n&s
Er?ﬁﬁ&ﬁ%ﬁ&nbo@xﬂie‘n?yi [ ﬁﬁ hydrexy P Qﬂ% %bly , through R, are
e cer ophosphat es;

nzenesul f onat es asco ates,
hydrogétet ogl ut arates and the |i ke Phar maceutl cally

table solva e
BERER BRI G et ieSle S PripliHant SRty iR pRlgAE base addition
salts sufli ef enkahInyetalt 2@ts Pike 38 Wa,| MASQ SRR a‘l]@ih’?fe Qarth %é’iﬁ’lvs%hts like Ca and

am no acid phenyl et hers of fornul a
Mg salty, gRlty of orgayig pyses ReciNaplysiney anginine,ogyan zﬁlethanolamme choline

and the F%;U %99%999&%9?111{4&64&?&%' V?é}]{sv g’l’ts %Eg#rgclmfehl o(?addmon salts

autoneric Torms err s

which #re] yolphptes, nittdtey, rpphobgliaes qimmaialtes &ﬁﬁﬁ@d akyd@obaldes, acetates,
thei r pharmaceutical l.y acceptabl e sol vates, wherein -

tartrates, . maledigse s SHaCSH p SHERIBIteH o IIFITBOFEN d: Methprgshilphengtes, benzoates,
salicylat@XY 98D drox Yhdptih fesNR b HRE Sl BorRtdL P! E6Hates, glycerophosphates,

ketoglutarates and the like. Pharmaceutically acceptable solvates may be hydrates or

comprising other solvents of crystallization such as alcohols.

Preferably, the present invention relates to novel amino acid phenyl ethers of formula
@

R2 R4
XA~y S AN



hydrogen or al kyl; Z represents oxygen or sulfur; R,

R2, R3 and R4 maybe sane or different and
wondapesdent | y represent hydrogen, hal ogen, hy#CoDg2004/000790

nitro, cyano, fornyl, am no, alkyl, or alkoxy; A

represents substituted or unsubstituted aryl; X -

represents an al pha am no carboxylic acid or its

their deévitivas] their dnalogsdhéihtantagherid forab uhar stlerbmsohmrs; their polymorphs
i nvent | rel at

More preferably, the present
their PhERICCHRFAIL Hch abjp éﬂ& Taginghamaseutice mﬂcsp 1; ﬁ9§’a¢9§ Wwherein -
Jd a
- TEp %erﬁs oéin 91% dsoublt'erl])egpé ‘%’ I uéﬂsﬁe?}s%ﬁ}ggl? esluffuldﬁrr NR Whéfin R represents
hydro g&heireﬁt)dpﬁeeﬁr,esdntsamxygpm oy suifighR;, R4, Rgiand Ry may be same or different

ar nmac utlcal cce le salts, their
and mc%m fqpﬁféPW’y pgens By raxkamirgpgagppformyl, amino, alkyl,
res t olpl Y p
o i GEBT AR P B 000 PSSR amiv
carbox¥li¢ e¢id @seéntderivati/ge bondedstiitdugh jits Rlphafide dR8inetodA.R4 may -

be sanme or different and independently represent
hydrogen, hal ogen, hydroxy, nitro, cyano, fornyl,

efErdBlY the Bfesét iRt oA rdIFRE RPESVeP amtRSdcid ?ﬁég&l fhers of

unsugjst I tuted phen X represents al anine or
formulald)i vat i ves bonded to A through its al pha nethyl
group. Particularly use&gl corrpounds according to the

i nvention include: gro R4
¥ e %éhenoxy) benzi |l i dene]th
: M)

5-[4-(4- (2 Am no- 2 met Xy ca Qnyl et hyl ) phenoxy) benzi |
i dene] t hi azol i di n-2, 4-dioneCor its 'salts;

their de)':_’ivLévegzsA'ﬂfe% ANTNIPR; t%eﬁ' 51‘51991?%55 Ws?hﬁﬂ%’féﬂ:&@&ﬁ‘}sl {3 morphs,

4-dione"or I1ts sa
their pharthdee(itic{1Ry #evcptobl2-salts, Hbsiy phammyﬂltamﬂyIappdmﬂﬂxyc)lbemz,yWherem -
or its sal

- reprdsepts SphobS SRyPls PPt Ry R T o U B s YheTBeR aspresents

hydrogéi‘;Zé}J d]ﬂy]n Z%epﬂséiit@éb@g@h drls818AIR, SR, R, an R;hmay be same or different
Am no- 2- net hoxycar bony ‘et hyl ) enoxy) benzi |

and mdmeender}tbx%?pmsp@ﬁ hydpogeng halegers hydraxy, sifo §yano formyl, amino, alkyl,

or alkow,%_ﬁzn’(eg_rés%%ﬁg;u%?n% e%aég %X%&gh%‘}%gg@%@gg@%&% %fa%me or its

derivativ¥s Hod@2D A AR EER its alpha methyl group.
5-[4- (4-(2- Ami no- 2- met hoxycar bonyl et hyl) phenoxy) benzyl

] oxazolidin-2,4-dione or its salts;

i Rt SSRGS e 1 vor o
5-[4-(4-(2-Amino-2- -carboxyethyl)phenoxy)benzilidene]thiazolidin-2,4- dlone or its salts ;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)benzilidene]thiazolidin-2,4-dione or its
salts; . ' '
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)benzyl]thiazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)benzyl]thiazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)benzilidene]oxazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)benzilideneJoxazolidin-2,4-dione or its
salts;
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)benzyljoxazolidin-2,4-dione or its salts;
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5-[4- (4-(2- Ami no- 2- net hoxycar bonyl et hyl ) phenoxy) - 2, 6-d
i fluorobenzilidene] oxazolidin- 2,4-dione or its
WO abi46964 PCT/US2004/000790
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 2, 6-di fl uoro
enzyl ] oxazol idin-2,4-dione or its salts; :
51&4-(4-(2-Anino-2-nethox¥carbon | et hyl ) phenoxy)-2,6-d
5-[4-(@Rudraperzprthosyeathonylethy: )pbanowgbﬂm@y xagzolédined, 4-slione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 2, 6-di f | uor ob
" enzilidene]thiazolidin-2,4-dione or its salts;
5-[4-(8-(R4AfminG-2-oArioxgetBy IFticnoxy)C 2 b pMydreb i HdeheR ¥301id%n-8;4%ione  or

) i fl uorobenzilidene] thiazolidin- 2,4-dione or its
its salts) ¢ s:
f| yorob

: b Az (4= (2- AR nQ- wet hyl - 2. 6-.di .1
S-{4-b i S e SRS B o) P pgbenifiscnet " Razolidin-
2,4-dibng €r {t<sdld: Am no- 2- met hoxycar bonyl et hyl ) phenoxy) - 2, 6-d
i fluorobenzyl] thiazolidin-2,4- dione or its salts;
5-[4-(&(F-Ammo- cakpryty phepesy) < ordiflysmebrozyloxazalidingd, drdiats  or its
salts: €nzi | i dene] thi azolidi.n- 2,4-dione or its salts; :
> 5-[4-(4-(2- Ani no- 2- met hoxycar bonyl et hyl ) phenoxy) - 2, 3-d
5-[4-(4-{2-vonimoeh rietlictgemboryéthyplichioRy)-2, 64 & 0Ber@y1]i t S oxazolidin-2,4-
o salts; 5-[4-(4-(2-Am no-2-carboxyet hyl) phenoxy) -2, 3-di
dione ¢1 8 $30i5enzy1 |t hi'azol i di n-2, 4-dione or its salts:
5-[4-(4-(2- Ami no-2-m
et hoxycar bonyl et hy] ) phenoxy) - 2, 3-di f| uor obenzyl ]
5-[4-(4- - Apuho @-cerloxdrethgl)phenoay) -2 diflabicbenzilidene]thiazolidin-2,4-dione or
. 5-[4-(4-(2- Am no- 2-car boxyet hyl ) phenoxy) - 2, 3-di fluorob
itssaltg i | dene] oxazol i din-2, 4-dione or its salts; 9 WO
[4- 0 66964 eth Yy oys . .1
B s B O Ly P oA S hmalidonel, ghipeolidin-
2,4-diopg b its 68%azi | i dene] oxazolidin- 2,4-dione or its

| £ s . e . .
-{4-Z3 Aine P sy PR S My IRB R ckidin-Rrdudipnp or it
salts; enzyl]oxazolidin-2,4-dione or its salts;

. 5-[4-(4-é2-Anino:2-nethoxycarbonyleth 1) phenoxy) - 2, 3-d
S-[4-(4i1Ammenemnshgxysahery Py hphenpxyd2 dndiflvorabeszydhl t sthiazolidin-2,4-
&oneoFﬁLéﬁﬂ - (2- Ami no- 2- car boxyet hyl ) phenoxy) - 3- et hyl benz
I deneJ oxazolidin-2,4-dione or its

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-2,3-diflucrobenzilidene]thiazolidin-2,4-dione or

its salts; .
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-2,3-difluorobenzilidene]  thiazolidin-

2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethy])phenoxy)—2,3—diﬂuorobenzyl]thiazolidin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbony] ethy])phenoxy)-Z,3-diﬂuorobenzyl] thiazolidin-2,4-

dione or its salts;

5-[4-(4-(2-AJnino-Z-carboxyethyl)phenoxy)-2,3-diﬂuorobenzilidene]oxazolidin-2,4-dione or

its salts;



sal ts;

5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hy] ) phenoxy) - 3- net
waypblamaadchi dene] oxazolidin-2,4- dione or its Barms2004/000790

5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- net hyl benzy

| ] oxazolidin-2,4-dione or its salts;

no- 2-m e ar bo
s 10 A A S G st ﬂyﬁij?qoxaﬁéz@ﬂmﬁohmzmkdmne oxazolidin-
S;
2,4- dlgﬁT gltl?s's’g%stAm no- 2- car boxyet hyl ) phenoxy) 3- rret hyl benzi
5-[4-(hi(Beva]tdl aatdloxgethy Dplbndk y)r2 3 alifludrebenspl]oxazolidin-2,4-dione  or its
5-[4-(4-(2- Ami no- 2- met hoxycar bonyl et hy] ) phenoxy) - 3- et
salts; hy| benzi | i dene] thiazolidin-2,4- dione or its salts;

5{4-(?—@%}1&%& -3: W‘%&zf%g %lgﬂgpﬁ?%ﬂgx});g?r}ﬁﬂﬁéoﬁeﬁ%ﬁfyl b&p&)‘hdlna ,4-

zol i
dione p#it§ dal{s2- Ami no- 2 - m et hoxycar bonyl ethyl)ph enoxy)-3
-methyl b enzyl]Jthi azolidin-2,4-di one or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl)phenoxy) 3-ni trobenzil

5-[4-(45-?%4 H&L%%%brﬁbﬂ%ﬁhﬁ?@egb -?a]?%g i nz é%ﬂ)éanzgi(lg} n-2,4- dlone or its

salts; r obenzi | i dene] thiazolidin-2,4- di one or its sal ts

s L L L e L g e

JH86964 PCT/ US2004/ 000790
leI]B%q 4~ (42 (2- Ami no- 2- met hoxycar bonyl et'h )phenoxy) 3-nit

5-[4-(4 @amyp]}mr‘aqmeﬂml)phgnm;y i3emethylbeniyl oxeadlidin-2,4-dione or its salts;

© 5-[4- (QS Q[ .%.51(189( A{ﬂaﬁﬁca%bc%n%?qgﬁ@ Xﬁ()%)@- g})%ﬁéenzyﬂb}ca[zo lil%m-b 4-dione

or its sahd; 4- (4- (2 Anmi no- 2- met hoxycar bonyl et hyl ) phenoxy) - 3-ni t
robenzi |l i dene] oxazolidin-2,4- dione or its salts; :
5-[4-(4-(2- Am no- 2-car boxyet hyl ) phenoxy) - 3- nltrobenzyl

s (RO S R e BB P gyl figme or s

salts; robenzyl]oxazolidin-2, 4 dione or its salts;

5-[4-(4-(2- Am no- 2- t hyl ) phen obenz
S-{4-C G BB AR AP Be ) s me gt egaidene) (masolidin-2,4-
dloneorg’ts[sﬁ’ .4- (2- Am no- 2- met hoxycar bonyl et hyl ) phenoxy) - 3- am
obenZ|I|dene] t hi azol i di n-2, 4-
5-[4-(4 -(2-Amino-2-carboxyethyl)phenoxy)- 3-methy]benzyl]thlazohd1n—2,4-dione or its

salts; :
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-3-methylbenzyl]thiazolidin-2,4-dione

or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-nitrobenzilidene]thiazolidin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-Z-methoxycarbony]ethy])phenoxy)-3-nitrobenzi]ideﬁe] ‘thiazolidin-2,4- ,

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-nitrobenzyl]thiazolidin-2,4-dione or its salts;
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dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- am nobenzyl
worhisasadei di n- 2, 4-di one or its salts; PCT/US2004/000790

5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 3- am
nobenzyl ] thi azolidin-2,4-dior e or its salts;

5-[4-(P(d-Anfifrol Znmdxgcaboryl ey stichyky)anmbehz 3 taiak oledig274-tione  or
i dene] oxazolidin-2,4-dione or its salts;

its saltg- [ 4- (4- (2- Ami no- 2- net hoxycar bonyl et hyl ) phenoxy) - 3- ami
nobenzi |l i dene] oxazolidin-2,4- dione or its salts; ,
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- am nobenzyl

5-[4-(4- @ AxdhbD-BarBoAyeth I}b@eﬁxyb—t&Sniﬁalbdrﬁilidene%oxazolidin-2,4—dion'jc or its
5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 3- am

salts; nobenzyl Joxazolidin-2,4-dione or its salts;

R L e U R e

dione dérilskaltd;- ( 2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) -2-fl u
orobenzilidene] thiazolidin-2,4- dione or its salts;

5-[4—(41(12-mim@ﬂa@)@gg@ﬂ]y@glrmgszbgﬂmﬂ]oxazo]idin-2,4-dione or its salts;
s p AP BB BB A LU ARS Wbene r
its salt§y- [ 4- (4- (2- Am no- 2- et hoxycar bony! et iﬁyl ) phenoxy) - 2-flu

or obenzyl ] thiazolidin-2,4-dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 2-f | uor obenzi

|d F: i di .- _'__ v oys ", D T .
S e sl Bl PR Tty -4 or i
salts; orobenzili dene] oxazolidin-2,4- dione or its salts;
Sl T A RN R P Robaizidene] Hiazolidin 2.0

dione opitk 4alfs4- ( 2- Ami no- 2- met hoxycar bonyl et hyl ) phenoxy) - 2-fl u
orobenzyl ] oxazolidin-2,4-dione or its salts;

5-[4-(452{Aming-2-parhekysh D phenboyyie amyriopeheyi hiazelidini2 drditnevr fits salts;
| j t hi Li.di n- 2, 4-di its. saltsSm . . . .
s PR RSB RS BRG B ot B P it ylone

or its sagobenzi | i dene] thiazolidin-2,4- dione or its salts;
5-14-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3-f | uor obenzy
I 1thiazolidin-2,4-dione or its salts;

5116 2 LA BB TR A BB SRV RSORSH: Feldk or 1t

salts;
5-[4-(4-(2—Amin0-2-methoxycarbony]ethy])phenoxy)-3-aminobenzih'dene]‘ oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-aminobenzyl]oxazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-3-aminobenzyl]oxazolidin-2,4-dione or

its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-2-fluorobenzilidene]thiazolidin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-2-fluorobenzilidene]  thiazolidin-2,4-

dione or its salts;
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its salts;

5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- f | uor obenzi
woOi2oEmedwxazol i di n-2,4-dione or its salts; PCT/US2004/000790

5-[4- (4- (2- Ami no- 2- net hoxycar bonyl et hy] ) phenoxy) - 3-flu

orobenzilidene] oxazolidin-2,4- dione or its salts;

510G Al nd B AR e BRI RDERAION i A BRSEY s s

5-[4- (5 ([24A(n4hac(-2 Iﬂﬂhmgfcﬁrhmymwmémy& ﬂuorobenzyﬂthlazohdm-Z 4-dione or
et hyl ) phenoxy) - fluorobenzyl]oxazolldln di one or -

its salfss” sal t s:
5-[4-(4- (2 Ami no- 2- carboxyethyl)phenoxy) 2-tri flu
orom et hyl b enzi |idene] thiazolidin-2,4- dione or its

5-[4- (gé(lzyﬂmlmtﬁ%ﬂbﬁﬁ%ﬁﬂﬁﬁﬂﬁéxﬁ@ﬂU&%@@xﬁﬁﬂ@&%ﬁg(azohdm-z 4- dlone or its
5-[4-(4-(2- Am no- 2- met hoxycar bonyl et hyl ) phenoxy) - 2-1

salts; f | yor onet hyl benzi | i dene] thiazolidin-2,4-dione or i ts

-4 @Ry fSpipomethonyeybony ey ubonay b Angssyrslienl udPgFRidin-2.4-
dione bhits kedtszyl ] t hi azol i di n-2, 4-dione or. its salts;
( no- 2- met hoxycar bon | et hyl) phenoxy) 2-tri
5-[4- (41(%0‘\%% ﬁ?@g] YDphsnes2- Hrqrob enzyllexagolidie-2 Atdione or its salts ;
- -2-meth -2-
5-{4-(§ 8 yipo sz\m"ﬁ%cafb‘m TRy nesebrnaorepqlifipdsdione or
its saltshy| ben2| | i dene] oxazolidin-2,4- dione or its salts;
5-[4-(4-(2- Ami no- 2- met hoxycar bonyl et hyl) phenoxy) -2-tri
fluorom et hyl benzilidene] oxazolidin-2,4-dione or its

5-[4- (@%ﬂ%m@-ﬂéﬁrﬂo&y@t%g {/DI )nogge]oxytsor%betnﬁhfdlen%}}hdﬁz&l %1)?}16 or its

no- 2- car boxyet b p
salts; ] oxazolidin-2,4-dione or its salts;

s AR TARA SRS B ABIOARY) Bl

dione d‘ra{stsﬁlts
é Anmi no- 2- car boxyet hyl ) phenoxy) - 3-tri-fl uorone
5-[4- (41'@;/4\%’@??1 1°?@8?i)éejthl’lﬂP]2FZJ©Pf}’h3ﬁh@rdmnwlbhmdndmﬂs4-dadnesqr its salts;

5-[4- (4§?h‘§1ﬁ§n§hé %%X’g’g ﬁﬁeh'lg)f)é n%{(ﬁ(&?ée%uzqrﬂ)%xg hiazolidin-2,4-dione or

its saltg, hi azol i di n- 2, 4- d| one or its salts;
5-[4- (4-(2-Arri no- 2- car boxyet hyl ) phenoxy) -3-trifluorone
t hyl benzyl ]t hi azolidin-2,4-dione or its salts;

5-[4- (452{,&6?11(116 7.8 3&3@%%}3}%59%? ﬂg&%ﬂé’ﬁﬁﬁ&%%%%&%b Z’t% didde or its

f'l uor omet hyl bénzyl

salts;
5-[4-(4-(2-Amino-Z-methoxycarbony]ethy])phenoxy)-3-ﬂuorobenzilidene] oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-fluorobenzyl]oxazolidin-2,4-dione or its salts ;
5-[4-(4-(2- Ammo-Z-methoxycarbony]ethy])phenoxy) 3- ﬂuorobenzyl]oxazohdm-2 4-dione

or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-2-trifluoromethylbenzilidene] thiazolidin-2,4-

dione or its salts;
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2,4-dione or its salts;

5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy)-3-trifl uorone
wohyl4weevsit | | dene] oxazolidin-2,4- dione or itsPeaiuS3404/000790

5-[4-(4-(2- Ami no-2-m

et hoxycar bonyl et hyl ) phenoxy) - 3-tri fl uor onet hyl benzi | i d

5-[4-(dneIAmin@Zahéttloxycarbbnglletnyd)phenoxlyd-2atiflisromethylbenzilidene]
Ami no- 2- car boxyet hyl ) phenoxy) - 3-tri fl uorone

5. 4- ( 4-
ﬂﬁaﬂﬁ¥$ﬂ@éhéémf8iﬁiﬁﬂﬁdln 2, 4- dlone or its salts; 13 WO

54RO 000 R RN o ion o
1msaﬁiuoronethylbenzyl] OvaO|IdIn- ,4-dione or its
5-[4-(d (@ Mm%%%%hwcybewlswwebwy) 2, teﬂa@mmf&ﬂbmﬂxy)tbazohdm-
_ ]} oxazolidin-2,4-dione or its salts;
2;1d1ﬁ%§{?%§?§ Ami no- 2- nethoxycarbonylethyl) 2, 6- dlfluorop
henoxy) benzi | i dene] oxazol i di n- 4 dlone or its salts
r boxyet hyl )

2 |
S-SR DR I SRt B homrhey Bpsibfenel s oxasoldin 2,4

t
dione EPJ[éAféagdf (2- Ami no- 2- net hoxycar bonyl et hyl ) - 2, 6- d| fl uorop
5-[4-(mmhb%mtﬂoxgmbmylﬁhp})ﬂqaﬁexp)—bmﬁlmromkﬂuﬁlﬁﬁntzﬂxdene]

ol 4 f 4= (2- 2- carboxyet hyl)-2, 6-di fl h b
oxsso A BB oo hochome o 15 S e
5-[4-(d-Anliflo C2c ATNRAZIBRLAAYY 0 AHIOBIRRUAY b 21 o5 BlcetPh Adione or

henoxy) benzi |l i dené]” t hi azoli di n-
its salts;al t s°

5-[4- (zé(é-érm{)%l ar?A\FO)&/CﬁZI? Eegl?)axozxegg )?)fétnqglg'réllglejt%r Hd% ?Xy%gazolidin-

2,4-didzrelof it6 4alfs?- Ami no- 2- met hoxYcar bonYl et hY1) - 2, 6-di . f| uoro
PhenoxY) benzYl J. thiazolidin-2,4- dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) -2, 3-di f| uorophenoxy)b

st BN oD  rpina
dione dreirscsx}yg,benm lidene] thiazolidin- 2,4-dione or its

5-[4- (4513[/&%@9 %?%&ﬁ%arkoeﬂﬁﬁamﬁmw 3otrifingrometbybenalidsas b
thiazolRFY Ul dibh@@ohd dling; 2, 4- di one or its salts;
5-[4-(4-(2-AJnino-Z-carboxyethy])phenoxy)-3-m'ﬂuoromethylbenzyl]thiazolidin-2,4-dione or

its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-3-trifluoromethylbenzyl]  thiazolidin-

2,4-dione or its salts;
- 5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-trifluoromethylbenzilidene]  oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-3- tnﬂuoromethylbenzﬂ]dene]

oxazolidin-2,4-dione or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-trifluoromethylbenzyl]oxazolidin-2,4-dione or

its salts;
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5-[4-(4-(2- Am no- 2- met hoxycar bonyl et hyl ) -2, 3-di fl uorop
henoxy) benzyl] thiazolidin-2,4- dione or its salts;
WO -2poli/066p6§ 2- Ami no- 2- car boxyet hyl ) - 2, 3-di f| uor opbemsx0p¥4000790
enzi | i dene] oxazolidin-2,4-dione or its salts; 14 WD
- 2004/ 066964 PCT/ US2004/ 000790 '
5-[4-@-(22Apuno-2-mathoxy@rbasyesikylipebaxpt3-trifluoromethylbenzyl]  oxazolidin-
24 det hyl 3{ 2 ﬁ-.di fl uor ophenoxy) benzi | i dene}] -.oxazol i di n-
A-dong ORISR its salts:
: 5-[4-(4-(2- Ami no- 2-car boxyet hyl ) -2, 3-di f1 uor ophenoxy) b
enzyl ] oxazolidin-2,4-dione or its salts;
5-[4-(8-(C4Anang-2-carhonyethy et hrdifhmaoiienyk Wbl ded e Poxdidlidin2oP dione or
. enoxy) benzyl] oxazolidin-2,4- dione or its salts;
1ts salls; [ 4. ( 4- (2- Ami no- 2- car boxyet hyl ) - 3- net hyl phenoxy) benzi
5-[4-(bi(denatnxaaadthehytardofty BitRME2 Bl dil benzili 2
[ €5-([ 4- (4- (]2- Am ng{az- e hoxyca’r@bdcl)ﬂgl/ 8?%%?)1?9%%]%%henoc%(aZOhdm'
2,4-digyg pexiy $alisdene] oxazol i din-2,4- dione or its salts;

-b4c (4- (2- Am no-2-car et hyl ) - 3- et hyl phenoxy) -benz
5-[4-(?](%-)éé161ol(gd-lcﬁ#_@gf{}ﬂé{lﬁ-ﬁ@é@ﬁp{@%@){yg?enzy oxpazolidiny ,4-di01¥e or its
salts; 5- [ 4- (4- (2- Am no- 2- met hoxycar bonyl ethyl)-3

- met hyl phenoxy) benzyl ] oxazol i di n-2, 4-dione or its
5-[4-(43&21Ag§11n0-2-methoxycarbonylethyl)-2,6-diﬂuorophenoxy)benzyl] oxazolidin-2,4-
s -1 4-(4-(2- Am no- 2- car boxyet hyl ) - 3-i net hyl phenoxy) benz
dione %il{tsdséa&tg] t hazolidin-2,4-dione or its' salts;

5-[4-(@(Z-Afnﬁiﬂ_o(Zeaﬂid)mmgdﬁz;ﬁfdiﬂy@x@gm&%ehﬁhi)iér?ﬁ]fﬁ?éé&f}‘ihﬂ]hf,ﬁpdione or
_ xy)benzilidene] thiazolidin-2,4- dione or its salts;
its saltg)” [ 4- (4- (2- Ani no- 2- car boxyet hyl ) - 3- met hyl phenoxy) benzy

14-(A L Riazebi dim: = sids.oosalts: s e
514 A RA8 D B ey A ) 2 B R rbPigrmyepitidene]  dhiazolidin-
2,4-dioneerr ity salksgnoxy) benzyl ]t hi azolidin-2,4-dione or its

sal{s: . e .
5‘[4'(45@[‘§t¥¥’2f’-'6fﬁmﬂxﬁﬁhw&wmwhﬂnywaﬁmyﬂ]@ph@qixsszweﬁmb or its
salts; 1 dene] thi azolidin-2,4-dione or its salts;

5-[4- (4-§ 2- Ami no- 2- net hoxycar bonylket hyl ) - 3- ni t rophenox
5-[4-(4y(Rrdmmio-; -@@qihqupmbazy)]ethyil)qz,ﬁ;dtlﬂuciiophmomy)ﬂehsylgi al t thiazolidin-2,4-

. 2l 4-( 4- (2- Am no- 2- car boxyet hyl ) - 3- ni t rophenoxy) benzyl -
dione O?ft%i%?algsm idin-2,4-dione or its, salts;

5-[4-(4-(2- Am no- 2- met hoxycar bonyl et hyl ) - 3- ni t r ophenox

y) benzyl ] t hi azol i di n-2, 4-di one or
5-[4-(4-(2- Amino-Z-carboxyethyl)-2,3-difluorophenoxy)benzilidene]thiazolidin-2,4-dione or

its salts
5-[4-(4-(2-Amino-2-methoxycarbony]ethy])-2,3-diﬂuorophenoxy)benzi]idene] thiazolidin-

2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethy])-2,3-diﬂuorophenoxy)benzy]]thiazolidin-2,4-dione or its

salts; ,
5-[4-(4-(2- Amino-2-methoxycarbonylethyl)-2,3-di fluorophenoxy)benzyl] thiazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethy])-2,3-diﬂuorophenoxy)benzi]idene]oxazo]idin-2,4-dione or

its salts;
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its salts; 15 WD 2004/ 066964 PCT/ US2004/ 000790
5-[4-(4-(2- Am no- 2- car boxyet hyl ) - 3-ni t rophenoxy) benzi |
woden@peaeazol i din-2,4-dione or its salts; PCT/US2004/000790
5-[4-(4-(2- Am no- 2- et hoxycar bonyl et hyl ) - 3- ni t r ophenox
y) benzi |l i dene] oxazolidin-2,4- dione or its salts;
5-[4-(H(1-Ahiind-2 Iﬁeﬂamtcﬁﬁboaylbmymﬂ,hﬂiﬂuoﬁepheno)gph@ﬂmd@rh?bxgdohdm-
] oxazol i |n 2,4-dione or its salts;
2,4-dieng oLt S Anj no- 2- met hoxycar bonyl et hyl ) - 3- ni t r ophenox

s S SRt o 2 F R o R A e o e
salts; i dene] t hi azol i din-2,4-dione or its sal ts

5-14-(4-(2- no- 2- met hoxycar nyI hyl ) - 3- am_nophenox
5-[4- (‘krdléﬁilﬂq %’ﬁ%ﬁ?@%ﬂ?‘g}/ 3 ugr én@%ymr@ygal t gxazolidin-2,4-
dlonefrt ssaﬁ #: (2- Am no- 2- car boxyet hyI ) - 3-am nophenoxy) benzyl

azofldln 2,4-dione or its salts;
5- [4 (4- (2 Anlno 2- nethoxycarbonylethyl) 3- am nophenox

5-[4- (%ZZF’Z%%QO% S }?'?)SQ’P%&&Q&%Q%;?X) 8117é %icﬁﬁl?ﬁgk‘}l}’lb%ﬁﬁqne or its

salts: i dene] oxazol idin-2,4-dione or its salts;
> 5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) - 3- am nophenox
5-[4- (4y()2b&nﬁnb-i2dmn'éﬂoxymlzcuiyﬂaﬂhyi) -2;ethylpbaiwxgjbentzsidsnae]} s pxazolidin-2,4-
&4 (2- Am no- 2- car boxyet hyl ) - 3- am nophenoxy) benzyl
Adlonec]rét,gég $s di n-2, 4-dione or its salts;

5-[4- (45?[,41]1(]40422@%:@@@1)@Haqgmﬁh&ar)uéﬁz{ym&azo%dﬁira NOBBROBKts salts;

benzyl ]| oxazol'i di n-2, 4-di'one or i
5-[4- (4E(2{A|m(1m—@Znﬂhpxwaﬁa@a}aﬂuﬂfémmh})lpﬁmokwmuwimyh&mﬂ% dione
{dene]thl azolidin-2,4-dione or its salts;
orits sallsj 4 (4_ (2- Ani no- 2- met hoxycar bonyl et hyl ) - 2- f | uor opheno

5-[4- (42&2-)%% -RicdRlyethyl B meQlyigheRoxd)¥enzili deneltRiazolidin 4 -Ufone or its’
[4-(4-(2- Am no- 2- car boxyet hyl) - 2-f| uor ophenoxy) benzy

salts; |]thiazolidin-2,4-dione or its salts;

o0 AT AT RS R, B2

dione o2RO1(366964 PCT/ US2004/ 000790
5-[4-(4-(2-Amino-2-carboxyethyl)-3- methylphenoxy)benzy]]th1azohdm-2 4- dlone or its

salts;
5 -[4-(4—(2-Amino—2-methoxyc'arbonylethyl)-3 -methylphenoxy)benzyl]jthiazolidin-2,4-dione

or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)-3-nitrophenoxy)benzilidene]thiazolidin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-3-nitrophenoxy)benzilidene) thiazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-3-nitrophenoxy)benzyl]thiazolidin-2,4-dione or its salts;

5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-3-nitrophenoxy)benzyl]thiazolidin-2,4-dione  or

its salts;
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5-[4-(4-(2- Am no- 2- car boxyet hyl ) - 2-f| uor ophenoxy) benzi
I i dene] oxazolidin-2,4-dione or its salts;

WO -2poli/066p6§ 2- Ami no- 2- met hoxycar bonyl et hyl ) - 2- f | BOTASE®MO00790
xy) benzil i dene] oxazolidin-2,4- dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) - 2-f | uor ophenoxy) benzy

4-(4l(evadi d-LicBrbdx JetBI93eniRbphendx PBEASd -
5[4+ ([ 4-(4- (2 cAIrln r}ige Zy?r-gt ﬁoxlg/car)k{))sc?ﬁyl et]heynle}oxélchﬂf%lgrzo‘tp lgr?g or its

sdw,xy)benzyl]oxazolldln 2, 4-di one or |ts sal ts;

s A SRR U B b b 2B ) "5 in 2.

dione or {tésdits; ( 2- Ami no- 2- met hoxycar bony!| et hyl ) - 3-f | uor opheno
ben2|I|dene] thiazolidin-2,4- dione or its salts;

5-[4- (4}(% mWocacmbpmmzlbamwo@@nhw)ber&yl]bumnhemxmm salts;
5-[4- %k:% 2.11812 83tk dydatiang % i
[4-( HO SO SeRGr ey pereidipRehdione or

nsmﬂ%y)benzyl]thlazolldln 2,4-dione or its salts;
4-(4-(2- Am no- 2-car boxyet hyl ) - 3-f | uor ophenoxy) benzi

Ildene]oxazolldln 2,4-dione or its salts;

S0 B A R SRS G5 o 50

salts; 5-[4-(4- (2 An1no 2- car boxyet hyl ) - 3-fl uor ophenoxy) benzy
oxazolidin-2,4-dione or its salts;

5-[4- (45£2[ FAmigo-{2 znmpwzbwﬂwyé@maﬁm@pmb;mhd¢n¢¢r ofitiezodidin-2,4-
yl ] oxazol i di n-2,4-dione or its salts;

dione %st%‘ﬁl(ié (2- Am no- 2- car boxyet hyl)-2-trifl uoronet hyl phen

5-[4- (49()9)//),:131&&2 12ldadﬁﬂ@]ath&l)#ﬁmiﬁo@hého&y%enﬂy]gmﬁz@]"dﬂnti.B4Sﬁ’$ﬂesor its salts;

é 2hrrethox car honyl et I) 2-trifluoromne
5-[4- (%@msw&ﬁ ROStheeeaTaonyleHa-3-aps enam enzyljhigzadidin-2,4-dione
orits salfss sal ts; -
5-14-(4- (2 Am no- 2- carboxyethyl )-2-trifl uoromethyl phen
5-[4-(4eRyAbareziHchiblox petby i)-3 amidpphationpibenrilideteosablidin-2,4-dione or its
It 5-[4-(4-(2- Ami no- 2- met hoxycar bonyl et hyl ) -2-trifl uorome
SallS; t hyl phenoxy) benzyl] thiazolidin- 2,4-dione or its

5-[4-(452) A1§inol X m¥h 350 4H6 2.4
a3 e AR ORY SRR iare | pton 2.4

m0n306%9§®§n2|lldene] oxazolidin-2,4- dione or its salts
5-[4-(4-(2-Amino-2-carboxyethyl)-3-aminophenoxy)benzyl]oxazolidin-2,4-dione or its salts;
5-[4-(4-(2- Amino-2-methoxycarbonylethyl)-3- ammophenoxy)benzy]]oxazohdm-Z 4- dlone or

1ts salts;

5-[4-(4-(2-Amino-2-carboxyethyl)-2-fluorophenoxy)benzilidene]thiazolidin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-2-fluorophenoxy)benzilidene] - thiazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-2-fluorophenoxy)benzyl]thiazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-2-fluorophenoxy)benzyl]thiazolidin-2,4-dione or

its salts;
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5-[4-(4-(2- Am no- 2- met hoxycar bonyl et hyl )-2-trifl uorone
t hyl phenoxy) benzilidene] oxazolidin-2,4-dione or its
WO abi49)66964 PCT/US2004/000790

5-[4-(4-(2- Ami no- 2- car boxyet hyl )-2-tri fl uoronet hyl phen
oxy) benzyl ] oxazolidin-2,4-dione.or its salts; 4
' 4- Am no- 2- net hoxycar bonyl ethyl)-2-trifluorom i
5-[4- (@(WW@WW} -2dfuezentienpxb c_nznhdﬁn azglidin-g,4-dione or its
salts;
salts; 5-[ 4- (4 (2- Am no- 2- car boxyet hyl ) - 3-tri fI uor onet hyl phen
5 -[4- (41{(%)4@1@1@16-2 h%ﬁi@dyczlr’ﬁbx@ﬂ@thygl.?nﬂﬁoré hetioRpeffilitése]s al dxdzolidin-2,4-

4-(2- Am no- 2- nethoxycarbonylethyl) 3-trifluorone
dione o:hm i¢hoxy) benzilidene] thiazolidin-2,4-dione or

s[4kl 4 3PRbBohons S rf%lewmmb?zyﬂt’%kﬁ%“ﬁfi}P%%ws sals;

Abginayl- et oxgedrbehyletBy 20l ireplih dx@zolidin-2,4-di
>4 (451&{4 (4-(2- Ami nZ 2- ne}{]?wo%,(]gcar boﬁ};/I etoﬁilll )n?,]t ri f(I)llJé]r]oma rone or

its salts;hyl phenoxy) benzyl] thiazolidin- 2,4-dione or its

salts; '
- b-[4- (4 (2- Am no- 2- car boxyet hyl ) - 3- trlfluororrethyl phen

- 5-[4- (@M)&Bﬁﬂéﬂ-wfﬁdib@ﬂeﬂ@ﬂ()a&@]hbﬁbpheﬂoxﬂfjbdilﬂzﬂiﬂ%n@]thlh:icﬂld‘iﬂ-&tﬁdlone or. its
5-[4-(4-(2- Ami no- 2- et hoxycar bonyl et hyl ) -3-trifl uorome

salts; t hyl phenoxy) benzilidene] oxazolidin-2,4-dione or its -
[\.= 3~ F | TP
14 EPAPRER RS R SRR BI b gl isctdin 2
dione dSmF4§}(iit It 2 ' h bonyl fl
-[4-(4-(2- net.hoxycar bo et trifluyorone
5-[4- (Wyma%wgﬁ?@@w}w %ﬁa&r@phmw ey sk 4 frione or s salts

s@l “2gmethoxycarbonylethyl)-3-fluoraph benzyl]thiazolidin-
S48 g e on sy Morepho e Il on o

its saltd;) phenoxy) benzi |l i dene] th| azol i di n-2, 4-di one or its

5-[4- <4£[ém np-gsaomve b SaPrnphanbenzlidensleyreatigir futione or its
salts; | ) phenoxy) benzyl]thiazolidin-2,4- dione or its salts;

18 WD 2004/ 066964 PCT/ US2004/ 000790 .
5-[4- (45{2{1%11(119-%anth@(weﬁb?ﬁﬂeﬁb’ﬂbﬂ-ﬂﬁpmhgﬂwmjﬂmbb nyP¥azilidin-2,4-
dione °§!}FF§1&OXW benzili dene] oxazolidin-2,4-dione or its

5-[4- (452{%{114)-2{-2&1&)019}15@96)&6alﬂlhﬂppﬂmb“kﬁ)heﬂzymhmmm)ﬂwnebhits salts;

s-(4-4 2 Ao nesd sy BHpigbecsa Ry e rOf Rchivlione o

its saltsy) Denzilidene] thiazolidin-2,4-

5-[4-(4-(2-Amino-2-carboxyethyl)-2-trifluoromethylphenoxy)benzilidene]  thiazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-2-trifluoromethylphenoxy) benzilidene]

thiazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethy])-Q-tn'ﬂuoromethy]phenoxy)benzyl]thiazolidin-2,4-dione or

its salts; ,
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-2-trifluoromethylphenoxy)benzyl]  thiazolidin- -

2,4-dione or its salts;
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dione or its salts;
5-[14-(4-(2-t-butoxycarbonyl am no- 2- car boxyet hyl ) phenox

weo ehEnsydelt hi azol i din-2,4-dione or its salts; POT/US2004/000790
5-[4-(4-(2-t-butoxycarbonyl am no- 2- car boxyet hyl ) phenox
y) benzilidene] oxazolidin-2,4- dione or its. salts and.

ut o | am car [.) phenox
5140 LA Ze R RO RO R B e S BprEiaby riitain 24
. dionQ0fy 8964 PCT/ US2004/ 000790 R R4 R2-3 0 x Ayl 0
NH 4C0n'deAYR2 R3RaZ No. 1 OOHO HHHS
5-[4-AHENAGHRO2- r@e)mj}e]gzarbmy}ath}ﬂ{)-mtﬁﬂummbfhy@}@nmi 0 H, benzilidene]
-. 2H H2NI | 4 COOCH3 0. H H2H S H2NCH2 5 C
OX%‘&éﬁﬁhdoﬁeﬂrtB*S% CH2 6 COOCH3 O H, HH O H2N-CH2 7

5-[4-@;@%&%@2-%%&hyb%r@d%r§n%&&y}'ﬂ)enﬂlﬁdﬂﬂolidﬁlﬁﬁ-dmne or

its salts;
5-[4-(4-(2 Am1n0-2-methoxycarbonylethyl)—Z tnﬂuoromethy]phenoxy)benzyl] oxazolidin-

2,4- dione or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)-3-trifluoromethylphenoxy)benzilidene] ~ thiazolidin-2,4-

dione or its salts; ,
5-[4-(4-(2 Am1no-2-methoxycarbony]ethyl) 3- tnﬂuoromethy]phenoxy) benzilidene]

thiazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-3- tnﬂuoromethy]phenoxy)benzyl]thlazohd1n-2 4-dione or

its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-3-trifluoromethylphenoxy)benzyl]  thiazolidin-

2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-3 -triﬂuoromethylphénoxy)benzi]idene] oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-3-trifluoromethylphenoxy) benzilidene]

oxazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-3-tn'ﬂuoromethy]phenoxy)benzy]]oxazdlidiﬁ-2,4-dione or

its salts;
5-[4-(4-(2- Amino-2-methoxycarbonylethyl)-3-trifluoromethylphenoxy)benzyl] ~ oxazolidin-

2,4-dione or its salts;

5-[4-(4-(2-t-butoxycarbonylamino-2-methoxycarbonylethyl)phenoxy) ' benzi]idené]

thiazolidin-2,4-dione or its salts;
5-[4-(4-(2-t-butoxycarbonylamino-2-methoxycarbonylethyl)phenoxy) benzyl]thiazolidin-2,4-

dione or its salts;
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9 COHO 2-F, HO Hill 2 NCH2 | 6-F 10 COOCH3 0 2-F,
HO H2NCH2 | / 6-F ~ 11 COOH 0 2-F, 2H O H NCH 6-F
W0 2804/0b69654 12 COOCH3 0 2-F, 2H 0 H2N CH2 6- F 1BCOOS008/000790

2-F, HS ,ill HNCH®6-Fz 2 14 COOCH3 0 2-F, H' S

H2NCH2 6-F 20 WO 2004/ 066964 PCT/ US2004/ 000790 15

COON O 2-F, 2HS HNCH . 6-F 2 2 16 COOCH3 0 '2-F.1
5-[4-(242-%- butpNCartendamino-3-meianky cartenglettisil)ghentddMLH 3- F 2benzilidene]

0 2-F..HS HCH3-F2N2 19 COOH 0 2-F, 2H

°"az°é§i“€£%jg%?%’i§§2“§o COOCH3 0 2-F, 2H S

5-[4-(4-(2-t-butoxycarbonylamino-2-methoxycarbonylethyl)phenoxy) benzylJoxazolidin-2,4-

dione or its salts.

5-[4-(4-(2-t-butoxycarbonylamino-2-carboxyethyl)phenoxy) benzilidene]thiazolidin-2,4-

dione or its salts;
5-[4-(4-(2-t-butoxycarbonylamino-2-carboxyethyl)phenoxy)benzyl]thiazolidin-2,4-dione  or

its salts; ‘ ,
5-[4-(4-(2-t-butoxycarbonylamino-2-carboxyethyl)phenoxy) benzilideneJoxazolidin-2,4-

dione or its salts and
5-[4-(4-(2-t-butoxycarbonylamino-2-carboxyethyl)phenoxy)benzyl]oxazolidin-2,4-dione or

its salts.
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HCH3-F2N2 21 COOHO 2-F, HO H2NICH2 3-F 22
COOCH3 0 2-F, HO lil, CH3-F HNa z 23 COCH 0 2-F,
wako@o06696NCH 3-F 2 2 24 COOCH3 0 2-F, 2H O H RaT/USLHH4/000790
3-F2N 2 25 COOHO O 3-M HNCH2 H2 26 COOCH3 0O

3-M HO H2NCH2 27 C OOH 0 3-Me 2H O H2N CH2 28
COOCH3 0 3-M 2HO H2N CH2 29 COCHH S 0 3-Me

H2N~CH2 30 COOCH3 0 3-Me H H2ZN CH2 31 COOH 0 3-Me

2HSH2NCH232C(II)H3)/X\2;S

6-F

Compd X A Y Rz, R3 R4 Z
No. | , ‘
1 COOH o) H, H H S
- |HoN™ "CH, /©/
2 * COOCHSj - .0 H,H H S
H;N” CHp /©/
3 A /,Ci)OH /@/ 0 H,H |2H S
HoN"" >CH,
4 fOCHa /@/ 0. H,H 2H S
HoN" > CHj
3 £ooH O |HH |H |0
HN™ "CH, /©/
6 COOCH; o] HH |H o)
HaN" CH, /©/
7 /,Ci)OH 0 H,H 2H 0
HN™ "CHy /©/
B COOCH; O |HH |20 |0
: HoN™ "CHy /©/ ,
9 COOH 0 [2F, |H |0
HN™ "CHp /©/ | &F
10 COOCHS,4 0 2-F, H 8]
HoN™ "CH, /©/ 6-F
11 COOH 0] 2-F, 2H @)
HoN™ "CHp /©/ 6-F
12 COOCHj4 [9) 2-F, oH 0O
HN" > CH /©/ oF
13 COOH 0 2-F, & S
HoN" CH /©/ 6-F
14 COOCH3 /@/ o) 2°F, H S

H,N" >CHy
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H2ZNCH2 21 WO 2004/ 066964 PCT/ US2004/ 000790 33 COOH
OON O 3-902 HS IIl CH2 H2N 34 COOCH3 0 3-NO2 H S
woi20i3raedssd COOH Nz~ O 3-NO2 2H S H2N CH2 36 CeOCH32@@4/000790
3-NO2 2HS H2NCH2 37 C OOH 0 3-NO2 H 0. H2N CHa 38
"COOCH3 :0O3-N2 HO HNCH 2 2 39 COOH' 0 3-NO2 2H 0

152N C|—|204IDH:OOCI—|3 0 3-]NCZ HN CH AL L,quu S
3-NH2 HIS i WNM%@EB(&NW%S NI 'CHa {2
43 [N O0CHa NH2 2H S 44 COOCH3 NHR 2H S

16 2N CHZJC\KDQC(B@Oﬂ 0 3- N /»@/HZNL«}Q | 780 S

HoN™ “CH, 6’F
17 COOH 0 2-F, H S
HoN™ "CH, /©/ 3F -

18 COOCH;, [e) 2-F, H S
~ HoN™ "CHy /©/ 3-F

19 COOH O 2-F, 2H S

HoN” CH, /©/ | SFoo |

20 COOCH; o) 2F, [2H S

HoN” > CHy /©/ 3F
21 COOH 0 2-F, H 0
HoN" CH, /©/ 3-F
77 COOCH; 0 2-F, |H o
| HoN™ "CHp /©/ 3-F
73 COOH O 2-F, 2H 0
CHo /©/ 3-F
o COOCH; o) 2.F, |20 0
HN™ "CHp /E:r : 3F
25 COOH @) 3-Me |H o
HoN" ~CHy /©/ -
HoN™ "CHy /©/ .
27 )C\OOH /@/ 0 3-Me |[2H 0
HoN7 CH,
28 COOCH;4 /@/ O 3-Me |2H (o)
H,N” CH, '
79 COOH 0 3-Me [H S
HN™ "CHy /©/ '
30 COOCHj4 [e) 3-Me | H S
HN” “CH, /@ S
31 COOH /@/ 0] 3-Me |2H. S
HoN"" CH,
32 COOCH3 (o) 3-Me |2H S
HoN™ "CHp /©/




46 COOCH3 0 3-NH2 HO H2N CH2 47 COOH 0 3-NH2 2H O
HZNCH2 | 48 COOCH3 0 3-NH2 2H O HZNCH2 49 COCH 0 2-F
wol2e4/06EH2 50 COOCH3 0 2-F HS H NCH2 2 22 YOI/US2004/000790
2004/ 066964 PCT/ US2004/ 000790 51 C OOH O 2-F 2H S H2N
CH2 52 COOCH3 0 2-F 2HS H2N CH2 COOH 0 2=F H O 53

33 T T o H2 54 COOgHS B HG 2N TR, 50
2-F 2H H2NLCH2. 56 %F 2HJ HN <m 5s7
COPHHM "3-EHEl S H2NLCH2 3 0 3-FHS H2NCH2 59
—34C 0coocH S HaN C:|2©/ e 3-NO, |H S
H,N” “CH;
35 -COOH /©/ O 3-NO, | 2H S
' H2N CH2
36 COOCHs3 /@/ 0] 3-NO, | 2H S
H,N” “CH; ’
37 COOH : /@/ O 3-NO; |H 0]
HoN~ ~CH,
38 - COOCH;S - /@/ 0 3-NO, |H O
H,N” “CH,
39 : /’C\OOH /@/ (o] 3-NO, | 2H O
HN™ “CHy
40 COOCH; /@/ 0] 3-NO; | 2H 0]
H,N" “CH,
.41 j:\OOH /@/ o] 3-NH; |H S
H,N” ~CH; .
42 COOCHj3 /@/ @) 3-NH; |H S
H,N~ ~CHg
43 COOH /@/ O 3-NH, | 2H S
H,N” ~CH, ‘
44 COOCH;z /@/ 0 3-NH, |2H S
, HoN~ “CH,
45 fOH /@/ 0 3-NH, |H o)
H2N CH2 '
46 COOCH3 /@/ 0] 3-NH; |H 0
HoN” “CHa
47 COOH /@/ @) 3-NH, | 2H 0]
HoN™ “CHy ‘
48 COOCHj; /@/ 0 3-NH; | 2H O
H,N” “CHy ‘
49 COOH /@/ 0 2-F H S
Ho,N~ “CHo
50 COOCHj5 /@/ O 2-F H 'S
H,N” ~CHo




60 COOCH3 0 3-F 2H S HZ2NCH2 61 COOH 0 3-F HO 2N CH2

H 62 J COOCH3 | 0 3-F HO HzN CH2 63 COOH O 3-F 2H

w0 2004HB0d6€CH2 64 COOCH3 O 3-F 2H 0 H2N CH2 65 €0DNS2004/000790
2-CF3 HS H2NCH2 66 COOCH3 0 2-CF3. HS H NCH 2 2

67 COOH 0 2-CF3 2H S HNCH a a 68 COOCH3 O 2-CF3 2H S

51 FZNCHZ 29080 20047 066964 ISZO@H 000799 6P O Y
2-CF3 QIH2N CH 22,"%@?302-@3_H0 HPN. CHZ
71 Cidz CF3 2H 0 72 COOCH3!0 2-CFB 2H 0| H

52 NCH COOCH;3 /@/ (0] 2-F 2H | S

HoN~ “CH, ‘
53 COOH /@/ O 2-F H O
H,N” “CH, '

54 COOCH3 /@/ 0] 2-F H 0
- | HoN” CH;

55 ~ COOH /@/ O 2-F 2H 0]

HoN"" CHy:
56 COOCHS5 /O/ 0 2-F  |2H 6]
HoN™ “CHy T

57 COOH /@/ o) 3-F H S
HoN" ~CH, .

58 COOCH3 /@/ 0 3-F H S
H,N”~ ~CHg

59 COOH /@/ o) 3-F 2H S
HzN CH2 A .

60 COOCH3 ' /@/ 0] 3-F 2H S
H2N CH2 u

61 /CCJOH /@/ O 3-F H o)
H,N~ “CH,

62 COOCHj5 /@/ (0] 3-F H 0]
HoN~ ~CH,

63 /IC\OOH /@/ (0] 3-F 2H 6]
H,N”~ “CHg

64 )c\OOCHS /@/ (0] 3-F 2H (0]
H,N” CHp

65 COOH /©/ (0] 2-CF; |H S
H,N~ ~CH, ' .

66 COOCH3 /@/ o) 2-CF;. |H S
H,N” ~CH, .

67 COOH /@/ (@) 2-CF3 | 2H S
H,N” ~CH, .

68 COOCHg3 /@/ O 2-CF3 |2H S
HoN~ “CHy
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aa73 COOHO3-CFSHS HZNCH 2 2 74 COOCH3 0 3-CF3
HS HNCH2 2 75 COOH 3-CF3 2HS H NCH 2 2 76 COOCH3
WO 28406@62H S 'J"CHH 2 N 2 77 C OOH 0 3- CF3 HPOT/US2044/000790
CH2 78 COOCH3 0 3-CF3 HO H NCH2 a 79 COOH 0 3-CF3
2HO HaNCH280C(IIZI—|303CF32HO H2NCH281C(I}IF

550 HoPypHRN HCH2 82 WWJULB Fre-H N
o 9 F o H /@/HZ oo 2l c@cHs i
H, Hzﬁ H2N CH2 \

70 COOCH;@ /@/ 0 2-CF, |H 0
H,N~ CH,
71 /CLOOH 0 2-CF; |2H 0
| HaNT T CH, . |
72 COOCHs /@/ 0] 2-CF; | 2H 0
HoN"" CH, : .

73 /iOOH /@/ 0 3-CF; |H S
H,N” CH,

74 COOCH; /@/ 0 3-CF; |H S
HoN” CH,

75 | )C\OOH /@/ 0 3-CF; | 2H S
H,N” CH,

76 COOCHjS ' /E:’/ 0] 3-CF3 |2H S
H,N” CHy

77 COOH /@/ 0 3:CF; |H 0
HoN~ “CH, ‘

78 ‘ COOCH; /@/ (0] 3-CF; |H @)
H,N” CH;

79 COOH /@/ 0 3-CF; | 2H 0
HoN~ CH,

80 COOCH;Z /@/ 0 3-CF; | 2H 0

. HoN~ CH,

81 COOH F 0 HH |H 0

H N)\CH /@\/
2 2
F
82 COOCH; F 0 HH |H 0
H,N” CH; /(i(
' F
83 ~ COOH F 0 HH |2H o)
H,N” CHj /@\/
F
84 | COOCH; F 0 HH |2H 0
HoN” CH, /(i(
F

N
S




CF 24 WD 2004/ 066964 PCT/ US2004/ 000790 85 C QOH F O
H OHHSHNCH F 86 COOCH3 F OH HHS HNCH F
WO20@/0@dHF 0 H H 2H S H2N CH2 Eli CF 88 COOCPBTAISE000079
H2HS H2N CH2 89 COOHO H, HHS HXNCH2 F 90
COOCH3 0 H HHS. HXNCH2 F 91 COOH O H, H 2H S

 HPNCH2 |/ EE 92 COOCH3R O H H2H S HPNCHP | [/ E F
8593 |CcooHE®M HHO H2NiIIF | |[OF F|BHcoHEB o |1¥
H QAR O F 95 |CH H|2H 0 2N CHB F

86 COOCH; 0 HH [H S

H,N” “CH,

g7 COOH
HZNJ\CHZ

88 COOCH;
HoN~™ CH,

89 COOH
H,N™~ “CH,

90 COOCH,
H,N~ CHj

97 COOCH;

93 COOH
H.N” “CH,

94 COOCH;
H,N~ CH;

05 COOH
HoN”~ CH,

96 COOCH,
H,N~ > CH,

F
F
X
F
Jo
F.
jod
L
F
F . . :
91 COOH : @) H,H 2H S
HNJ\CH ' /@
2 2 F
F
AL
F
L
F
L
F
o
F
o
F
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96 COOCH3 O HL H2HO H2NCH2 | / F F 25 WO
2004/ 066964 PCT/ US2004/ 000790 97 - J COOHI O H HH
wO 2b@N66d62 F 98 COOCH3 O HL HH O H2N CH2 | PCTAS2004/000790

COOHOH H2HO H2N 111 CH2. F. 100 COOCH3 0 H, H
2HO0 H2NCH2 F 101 COOH O H HH S H2N, CH2 F 102 J

97 CODCH3 CabHT, A H S FEZN - 1q3 COORII0 Hg 1 ZH'@Q
H2N CH2 JF 104 COOCH3 |0 2H'$ HZ2NGHZ F 105 COQH
0 HH2N"H OH, H2N CH2 Ci COO¢H3 0 H, HH D

o8 COOCH, 0 |HH |H 0

HoN” CH,

99 COOH 0 HH |28 0

HoN" CH,

100 | COOCH;
HoN"" CH,

101 "COOH
"HN” CH,

102 COOCH; 1H,H H S

R

103 COOH
H,N /l\CHz
104 COOCHj; (0] H,H 2H S
HoN )\CHZ
105 COOH 0] H,H H o)
HoN )\CHZ
CHs
106 COOCH;3 0] H, H H O
H,N” CHa /©/
. CHs
107 COOH O H, H 2H O
H,N" CH; /©/
CHs
108 COOCH3 o H,H 2H 0
HoN"~ “CHa /©/

O
L
3
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H2ZNCH2 CH3 107 COOH O H, H2H 0 H2N-CH2 CH3 108
COOCH3 O H H2HO H2NCH2 |- 1 CH3 26 WO
waQo/ees®64 PCT/ US2004/ 000790 109 COON O H, PICHUS2(420D0790
CH2 CH3 110 COOCH3 O HL HH S H2N1~1 CH2 / CH3 111

C QOH H2?2HS HoN-CH2 [/ CH3 112 COOCH3 0 H H?2H S
S

109N cHeCPORE 113 CobH HHEO H2I | yHNoe
114._@&{06&3%20H,HHS il, CH2 | 4 NO2 (15 COPH
0 H 2N 2 H2N ) CH2 116 CPOCH3 0 H, HRH S 2N
CH? CH,
110 COOCH; : 0. HH |H S
HoN™ "CHy /©/
CHa
111 COOH 0 HH |20 S
H2N CH2 /©/
: CHj
112 COOCH, 0 HE |2H S
H,N" CH, /©/ '
CHs
113 . COOH O [HH |H S
H2N CH2 /©/
NO, A
114 COOCH, 0 HH |H S
H2N CH2 /©/
NO,
115 COOH o) HHE |28 S
Ho,N" “CHy /Q/ :
' NO, : .
116 COOCH, 0 HH |24 S
H,N" “CH, /©/
NO,
117 COOH ' 0 |H,H |H 0
HoN~ CH, /©/
NO, -
118 COOCH; 0 B A3 |H 0
M
NO, A
119 COOH - 0 HH [2H |0
H2N CH2 /©/
NO,

27




NC2 117 COCH O H HH O H2N CH2 NO2 118 COOCH3 0 H,
HHO H2N )CH2 NO2 119 COOH 0 H, H 2H 0.

wOIQR4/08696¥\O 2004/ 066964 PCT/ US2004/ 000790 120PaT/OSLIDHB00790

H2N CH2 /

OH H2HO0 H2ZN CH2 NO2 121 COOHO H HHS HZN CH2
NH2 122 /COOCH3 0 HL HH S H2NCH2 NH2 123 C OCH O

H H2H S HZN CH? NH?

124 COOCH3 O H_H 2H S

120H2N j | ~CORZHIH2 125 { F H|I90 HINH, CH NZO
126 | - H N)IICH2 NH2 12f COOH|0
H, | H2DH gCHz N7
NO,
121 COOH 0 HH [H S
HoN~ CH; /©/
NH,
122 COOCH;Z 0 HH [H S
H2N CH2 /©/
' NH,
123 ~ COOH 0 HH |[2H S
HN” CH, /©/
NH,
124 COOCH; o) HH |[2H S
' NH -
125 COOH 0 HH |H @)
HoN” > CH /©/ |
NH,
126 COOCH; 0 HH [H 0
HoN” >CH, /©/
NH,
127 COOH 0 HH |2H 0
H2N CH2 /©/
NH,
128 COOCH; 0) HH |[2H o)
H,N"" >CH; /©/
NH,
129 COOH /@\/ o) HHA |H S
H,N~" CH, E
130 COOCH3 /@ [0) |H,H [H S
HoN~" “CHy E
131 )C\OOH /@\/ 0) HH |2H S
H,N~ CHj E
132 )C\OOCH:; /@\/ O H,H 2H S
HoN" CH; r

(88}
co




H2NCH2 NH2 128- COOCH3 O HL H2H 0 H2N)CH2 NH2 129

COOHOH HHS HN-CH 2 2 F 130 J COOCH3 O H HH S
wol200406b9842 F 131 COOH - O H H 2H S H2N~-I CH2PETA82004/000790

COOCH3 O H H2HS H2NIJIICH2 / F 28 WO 2004/ 066964

PCT/ US2004/ 000790 133 C(I}I O H HHO H2N-CH2 134 .

COOCH3—0—H—HH-0— HEN-CH2 /. F 135 COOH0 1 1 211 g

133H2Nll | 8N 136 coop3 O H 290 Hokdi1 |Brp F|O

137 BH, H HHS cel-- -ql. . . | - F 138

COOCHR 0 H°H H S HNT] pFl ¢ 139lcood ol y H 24
H,N” “CH, .

135 COOH 0 HH |2h 0

H,N” “CHj
0 [EH |2H 0

136 COOCH,
h HoN” “CH,

137 | COOH 0O [HH [H S

HoN"" CH,

138 COOCH,§
H,N" CH,

139 COOH 2H |S

40 | COOCH; 0 T B T B RS

141 COOH

142 COOCH;Z

143 COOH

144 COOCHj
H,N~ CH,

BT RS RTRT RS RARSRS IS @z:s@

145 COOH /@\/ 0] H H H S
H,N” “CH, CF,

146 COOCH3 /@\/ 0] H H H S
HoN™ "CHa CFs |

3%}
\{=)




H2NI ~-CH2 F 140 COOCH3 0 H H 2H S H2NCH2 F 141
COONO H HHO H2N-CH2 F 142 COOCH3 O HHHO
WORMGHR6964/ F 143 COOH O H H 2H 0 H2N CH2 PCT/A44004/000790
JOOCH3 OH H2HO H2ZNCH2Z F 145 COOHO H HHS
H2ZNIJIITCH2 | CF3 146 COOCH3 OH HHS H2N k, CH2 |

: CE2 ')o \An 2004/-066964-PCT/ US2004/. 000790 147 COOH. 0
147% H P~ )aCF3 2 cod& o JHLH 2H2H 1N S
CH? @30;11 M, HNCH . |/ a 2 CF3 150
COxX ?)HHHO M NYT CEBi|/ a 2 |CE3
- 148 COOCH3 o) HH 2H S

149 | COOH 0 HH |H 0

I
N
P
O
X
~N
Q
[/

HoN™ CH, ko |

150 |- COOCH; o H, H H 0]
HzN™ "CH; /©;F3

151 - COOH 0] H H 2H 0]
H,N~" CH, /E:\’/Cﬁ

152 | COOCH; 0 |HEH |2H [0

H,N~" CHj

n
w

153 COOH H,H H S

I
N
z
o
I
N
o

O
T
w

154 COOCH;

=
z
o
-

o

&

o

o

%

Q
i
©

155 COOH

&=
z
o
-

O

&

s

N

ay

%)

O
M
w

156 COOCH;Z

=
=
o
2

@)

ke

ay

N

ey

©n

O
ul
©

157 COOH AH |8 0

T
N
4
2]
I
N
o

_ CF4
HoN~ “CH, /©/
CF3;
159 COOH 0] H,H 2H O
HoN™ > CHj /©/

(@]
T
N
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151 COOHO H H2H O HNCH z 2 CF3 152 COOCH3 0 H, H
2HO H2Ni"CH2 / CF3 153 COCH - i
waRR4@6@64 154 COOCH3 i\ O H HHS

155 COOH O H, H2H S H2N i, ,
H2HS H2Nj, CH2 |

OH HHS HN ||

lil,
CH2 CF3 156 COOCH3 0 H,
/ CF3 157 COOHO H, HH O H2N

CH2

PN USE®4/000790

LV LCHR r*%g 158-CO0CH3-0-H H H O H2N CH2 CE3 159 ,
160coin 0 fO%Ha fo H2N ) 3 |4 w383 ofebes [O
PCT/\\JR2084(,000790 160 J OH .H2/H2NHO CH

2 2
CFs t
161 O COOCH, 0 EH H S
CH3 H
162 O COOCH, | o) HH [2H S
3
+0*H* y
. CHg
163 O COOCH; [0) HEH H le)
CHj ?
HsC O/U\tll CH, /©/
CHs .
164 O COOCH; 0 BH |24 0
CH3 2 5
HaC O/IL” CH, /©/
CHg ' ' .
165 O COOH 0 HH |H S
CHs 4
HsC O)l\” CH, /©/
CHs
166 o COOH 0 HH |24 S
H C—‘——SD/ILN CHp, /©/ | |
3 H 2
CH3 . i .
167 O  COOH o) A0 TH o)
CH3 4 s
HaC O/U\mJ\CHZ /©/
CHs
168 O COOH o) HH |2H 0
CHs 4
HaC O/KNJ\CHZ /©/
CHy; H




CF3 161 CH3 J OOCH3 OH HH S H3ICONCOCH2 H CH3

162 CH3 0 J OOCH3 OH H2HS HICONCH H CH3

waat4sided J OOCH3 | OHHHO H3G-O N CHZ2 CHBCHUS264/000790

CH3 0J OOCH3 1 OH H2HO0O HIGONCH2 ICH3 H 165

CH3 0O COOHOH HHS H3C+ONCH2CI H3 H CH31660
CH3H

Cﬁ*{red Osaﬂs er au*o?st,_ﬁ_ o, etlglovp@rg yég)c@qg]@hgdrobromlde

sodiufi, pbtagdiuf orii3 iinCH2 CH3 H 31 WD 2004/ 066964

/ US2004/ 000790 Preferred.salts for the list of
hydr obr om de,

conpounds above are hydrochloride,
d| u ot as nesi um ‘
ALt 'Hmé) 0 ano aler li%a?ure oF e present invention, there is provided a process for

the preparation of compounds of formula (I), wherein --- represents a bond and all other

symbols are as defined earlier, as shown in scheme- I

z

—A~ CR,O :
X A~YH 4 %l; o . X/A\Y@/ 4 ;N%O

o H

() R ) o R

R2 R3 R4

R2 R3 p4 :
~ z - z
x—-A~y T 0 XA~y W
o ‘ : (11d)

The reaction of compound of formula (Ia) wherein X; represents a protected alpha

amino carboxylic acid group and all other symbols are as defined earlier with the compound

Scheme-I

of formula (IIIb) wherein L represents a nucleophilic aromatic substitution leaving group,
and all other symbols are as defined earlier to produce a compound of formula (IIlc) may be
carried out in the presence of solvents such as THF, DMF, DMSO, DME and the like or
mixtures of solvents may be used. The reaction may be carried out in an inert atmosphere
which may be maintained by using inert gases such as Nz, Ar or He. The reaction may be
effected in the presence of a base such as K,COs, Na;CO3, NaH or mixtures thereof, The
reaction temperature may range from 20 °C to 150 °C, preferably at a temperature in the
range of 30 °C to 100 °C. The duration of the reaction may range from 1 to 24 hours,

preferably from 2 to 6 hours.
The conventional protecting groups used are those that can be easily removed and are

selected from t-Boc, CBz, F-moc, etc.
The reaction of the compound of the general formula (IIIc) with 2,4-thiazolidinedione

or 2,4-oxazolidinedione to yield a compound of formula (I11d) may be carried out neat in the
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According to another feature of the present invention,
there is provided a process for the preparation of

woanpmdepds of fornmula (1), wherein --- represeRCE/US2004/000790
bond and all other synbols are as defined earlier, as
shown in scheme- | R3 R2 R3 X-AYHL CR'e.--:----0 X 0 Z

presel%f @1 s/ode& Adfla?é ok ! ﬁul H%Féﬂeééneé df g %ﬁﬂe&ﬁ%zlﬁ? a§;‘b§&eﬁ§ toluene,

methoﬁ?hﬁhﬁﬁe] or Hieturee abctreoh Thé rezotipotenthedtufeanay kange!ffdm)80 °C to 180
wherein Xl represents a gr otected al pha  am no
°C, wben ﬁmr;ﬂapfeoram Q;mg@d)gpt ngabindhe petserese ofyseding aggtatea8uitable catalyst

such ERLPE AP} s B PEpo, SAOB AT I ShPBALE L catatystd may also be

emplo%@sswlum @&th@%r& 8¢edUR. the éw@beﬁéd opbdsu%ntsnsma@ﬂ fs fefrred that
as defined earlier to produce a conpound of formula
sodiurfi| ddetite i@yused neatr The dvasert pﬂoducteldenqoﬂtesemt;omfmswlwemmved for
TH nd_t
examilfs B 3R D5y B L, SRR by Jeagp s B3PTES seents like
molec@ldf sielen i nert atnosphere V\,hl ch rmy be nmai ntai ned by

u5| ng inert gases such_as N2, He. The reaction .
roEetien péaMInY 8¢ié Zioup o8 ﬁ@@lﬁa (1Al d) e wield eompeund of formula

® ma?ﬁoﬁpce%%?ﬁ%n AelaR il 3 MO 8L GRl0, aLBS: adif 38 b Presence of

solven@ sugh a MIENR kthiyE addlatt heater @idgRe Hf<e 3Pmix tufe thefto€at d tegnperature in
duration of the reaction may range froml to 24 hours, :
the range of ekBHF §0 #0802 to 6 hours. The conventi onal
protecting groups used are those that can be easily
renoved and are selected fromt-Boc, CBz, F-noc, etc.
-ﬁhaanbﬁﬁaﬁi tenfboditherithef e fpauMdinoéntidie tige e@;ﬁnguﬁ@rdwé@eral formula

III$2< wth 2,4-thazolidinedione or
(1) wheremn &y EerBeseatnediBne—t BPIEFEIY ne b 6am deoprepaieduby, reacting the

arried out neat in the 32 WO
Compog%%élld% 9}/a @ﬁ / US2004/ 000790 presence of sodi um
acetate or in the p eselﬁEBe gf a sol vent such as
benzene, tol uene, B Rt m xtures thereof.
The reaction t may rangé fror@ugo C to 180

C, when the réacti on carriped out neat in the
presence of sodium acettte. Suitable catal yst

wherein J is halogen atom, like chlorine, bromine or iodine and Rs is a lower alkyl group

with thiourea followed by treatment with an acid.
The reaction of compound of general formula (Ille) with thiourea is carried out in the

presence of alcoholic solvent such as methanol, ethanol, propanol, isobutanol, 2-
methoxybutanol, etc or DMSO or sulfolane. The reaction may be conducted at a temperature

in the range between 20 °C and the reflux temperature of the solvent used. Bases such as

NaOAc, KOAc, NaOMe, NaOEt etc. can be used.

In yet another embodiment of the present invention, the compounds of the general
formula (I) wherein --- represents a bond and all other symbols are as defined earlier can also
be prepared by reacting a compound of formula (I11f)

x—A~L am
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such as piperidiniumacetate or benzoate, sodium
acetate or mxtures of catal ysts may al so be
wenplipgexds Sodi um acetate can be used in the pPETRISZ®4/000790
of solvent, but it is preferred that sodium acetate
is used neat. The water produced in the reaction may
- be renoved, for exanple, by using Dean Stark water
whereie ﬂiarsaet nucleop}in}yc leaving suelt es halbgar btloﬁg likg @hldgide] kRomine or iodine;
? r snﬁves The deprotecti of _am no aci d group
methaggsy > a UEMqremethgnesppp t%orppt@ exfiopsiemmd g )like with a
usi ng acids such as HO, sulfuric
compgigliﬁdegg?%ﬁggﬁgjl n the presence of sol vents such as
DCM ethyl acetate, watR% and the |ike or m xture

t hereof at a tenpe he ran -10 Cto 50
% esg(ﬁig) i nvention, the

C. In another ng
- conpounds of general mul ) wherein Z represents
sul fur, --- representsRho can be prepared by

reacting, t he conpound of forrrula(llle) R2 R3 R4 :
C@Rsea iop_ 9f gompnd ¢ gowraslefonmyla Gliflabiten catound of general

r i odj ne .and.R |salovve
formuly (1S Qb b £ PR ol oAl PRy T Bef i out in he
presenadﬂ oﬂﬁoldentﬁ'bﬁc}r BaHF,ADMF, DMSDQ DME Qﬁd AR Sbr Mtk Fhereof. The

IIIe% wth thiourea is carried out in the presence
reactiogymay g ¢aTied Q% e dnagt amosghere (hieto may dhermawitained by using inert
Af t | or
gncs SRR 3RS AR 81 OURUET5 s B Sl 7l s o
a]kalistlﬁwpmdatm rheydraxidet drepotassiyem bg:ﬁm&de 20k G ﬁhladal tchfboh@ffe‘s Wke sodium

tenmperature of the soI vent , used E}z,;\ses such.

carbonplE R PREFUBNSERIEN AR (Bl 1RE1aL By Giieg Sueh |38 pedium  hydride;
organoﬁfé@cﬂﬁ'éi‘'ba§€!'§t’l‘i!€izl ABty1 thhituH? Mﬁ?ﬂfb‘tal'ﬂ%ﬁﬂ vé}'lﬁ%@ :soliffide, or mixtures

ounds of the general

thereOfr b'bﬂ@lzslé welyentstsod dasasctan be uwedFhesamboit of dase may dﬁfgerﬁaﬁn l1to5
a co

i80S e 3 B GUEBDS rreor
°C to 1P6%C L{ﬁ%&@ﬁlﬂ? QP %%pe‘x“ﬁﬁfeelh ﬁhé—rdn%e ?f by et {61 bb |°CC Th@ Q90 of the

such as hal o%en atom |ike chlorine, bromn
reaction way mange fFam RarieddiHoure pesfenablyf fromofet 61h1'ses uI f onat e,

?’hﬁ%ﬁ?ﬁ’gf %h%%%egt@qgﬁtgpegilgt nlgsenvt\gogahth% comp m!ljs of tge general |

formula (I) wherein --- represents a bond and all other symbols are as defined earlier can also

be prepared by reacting a compound of formula (IITh)
X—A~0OH (111h)

where A and X are as defined earlier with a compound of the formula I1Ig).

R3
R2 R4
1z (11g)
N

The reaction of compound of general formula (IITh) with a compound of general
formula (Illg) to produce a compound of general formula (I) may be carried out in the
presence of solvents such as THF, DMF, DMSO, DME and the like or mixtures thereof. The

reaction may be carried out in an inert atmosphere which may be maintained by using inert
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Z (Illg) HO~-- ORL OH H The reaction of conpound
of general fornmula (I11f) with a conpound of general
woanmmeereg | 1 1 g) to produce a conmpound of gener BCT/US2004/000790
. formula (1) may be carried out in the presence of
. solvents such as THF, DWMF, DMBO, DME and the |ike or t
gasessuzh as %, renr did. Thetreactionaniy bneffeedin harprestcoof aibase such as

an_ineri a here whi ch may  be, mai nt ai ned by usi
alkalip #ﬂéﬁtsod@%i@ ¢ ofPHpssuR hydropide; aikah mesiak Whomms lke sodium

e e C aI

carboﬁftée‘afs |th£rr%"%1ydrc %}i’.@ %Qofang%lt ng%?lz%yang oxXl 8h I,I%’iﬁ Pm hydride;

organomiillicc bases iteers-bhiyk dithmg; Lilkalicaetad aati@esolik$ @b&@SIAETor mixtures
carbonate; alkali netal hydrides such as sodi um ‘

thereof, Mutiple solyFpis qBebases| Gan b6 aiseds The REHDbOE Yase|mayrange from 1 to 5
coun LBl e RS 190 Bl 301 ORISR b i g enee ot o
°C to dDO e} preferdtds at m’eeynpemgﬁ ihniyRahgd f 20 @ €3/ 1 9@ PEMe duration of the
preferably 1 to ui val ents. The reaction
reacthrbwgré FegieomAy t@e?ﬁwursh oreferably frgm §.5 tg Glrs120 C,
preferably at a tenperature in the range of 20"C to
100 C. The duration of the reaction may range from
Olrbaricthétdenhisadimentps ffher@beyit foventich, Ihére i6 phdvided A p¥&dess for the

anot her enbodi nment of the present invention, the
preparatiph o rifanRungds, é’fg@ﬁé‘f“éﬂ Ds BeIFim -¢-1 Yepapsentsi po-bond by reducing

comporlﬁﬂ 6 fothRl ?%gre a. greﬁhggbyﬁiiéggaﬁgltagﬂncghgr %ﬁnlgoqg ar%eads defined

ear I'er can e prepare
earlieroThé oadootien (raly lbie)cadtiedrewdHn (he prb&emb ef gaskoan ﬁyd’ro@éﬁ af@ a catalyst

co t-he f
suc o§BUITSTAEEIE o N PRY e Spion Babs ot . The
reactiofi ORRP BB Lo iuded & eﬂ]e fgsea&eaof(éowéﬂ}s y\&chhasadi%sz??@ WO heid, ethyl
general formula to produce a conpoun:
acetategank thel 1lk%ertWe§ qu &g\yenltﬁemwha estdout prassureebetween atmospheric

pressux% 18511%0 i 9‘Ia o Venfoge? UJJ; @a]y*%ay%gcﬂw&%éﬂe amount of

e or

catalyst aiséd Q@Thyotﬁxlgb nré 50800%A WS IRer RadMbnChha ?ﬂéﬂsb%e carried out by
mai ntai ned by using inert 34 WD 2004/ 066 '

employwegrmMed FeWenbrrAyotion such as magnesium in methanol or sodium amalgam in
methanol. The reaction may also be carried out with alkali metal borohydrides such as

LiBH4, NaBH,, KBH4 and the like in the presence of cobalt salt such as CoCl, and ligands,
preferably bidentated ligands such as 2,2'-bipyridyl, 1,10-phenanthroline, bisoximes and the

like.
In yet another embodiment of the present invention, there is provided an intermediate
of formula (IIlc)
R2 .R3
CR,O (Illc)
xr“v*@f ’
R1

their derivatives, their analogs, their tautomeric forms, their stereoisomers, their polymorphs,

their pharmaceutically acceptable salts, their pharmaceutically acceptable solvates, wherein
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gases such as N2, Ar or He. The reaction may be

effected in the presence of a base such as alkalis
woOizb@/sedi um hydr oxi de or pot assi um hydr oxi de; pairRaki04/000790

netal carbonates |ike sodium carbonate or potassi um

carbonate; alkali netal hydrides such as sodi um

. htsd@x ar I . . : . iU
Y reﬂﬂé@é YE&¢€ aafe YG?NH, Vl'Kér Qﬁsl@ge rlr']k%g,t%o}fﬁlléﬁ/ )I('lt ({)Jljr éeﬂsa’l, N] R Rz, R3 and

alkali nmetal ' am des like so
R mayhbe sne ondifferphteand dndepandentlydeprases hydoges, hadegtn, Fdroxy, nitro,

- a nt, of .base; range froml to 5.  equival ents, .
cyand T, BB BT o RS 4 FePresenls subsitiih or Smsbstituted aryl; X
represefit¥Pa alphe QnitRY cBBokylid 8d Ry aflvesShdifie i
.p refer aé)l%y at a tenp}gr ature in thgar\é%sge ofeaég /gﬂ?ISUgh its alpha
side ch@p. C. The duration of the reaction may. range from
0.5 to 24 hours, preferably fromO0.5 to 6 hrs. In
another enbodi nent of the present invention, there is
pLoyétdatiterRhfeeRsent 6f tHeFeseRt HRAHSH, MW s fi9 i
of %Ior mula (1), wherein qﬁ represent’s r{gfl on%)g%%memedlate .
of forpaladllely conmpounds of fornula (1) wherein ---
.represents a bond and all, other synbols are as defined
earlier. The reductp®mn 3y e carried out in the
presence of gaseous ooorm catal yst such as
Pd/ C, Rh/C, PtX&EA~ i ckdl , and t hellle] ke. M xtures
of catalysts may be usggy The reaction may be
-, .conducted in the presence of solvents such as dioxane,
their de@eativesotbFi analos theireutomesicaonns, Hheir stegeoiddmedrsyrthér pblymorphs,
. ed... A pressure between atnospheric .
their pRRRHEShIeRY sclBpllBF Syl B BRirpet i o aP SOy, Wherein
Y repréents- d0geRdéuliuangd NR)evigsfoid R r&fresendd BYfober'se R
rgnge frogl.f?o- 300%,wW w. The rg}gcti onﬁi'rr&yéeal SO ggﬁ 1> R, R and
Ry may B¢ sarag op dffesgnt anddndspendenilytrgpresenthydrogendualogam hgdoly, nitro,
, AT T MERhY Ml t l | amin ; :
cyane, T Ak, B A0 £ ret Sl P o Bsgpsipred anyss x
represegiskal klphetaalinb ombhyyid atdé os utshdeaivatileBbbndeaBH# thi6BEH its alpha
h

. and.-the |i |n the presence of cqgbalt salt such as
side Ch%d?péﬁﬁnéﬁ’éﬁag ?IOHB?@?éf IEprepents deweralkd arpgands such
as 2,2 -bipyridyl, 1,10-phenanthroline, bisoxinmes and
the like. In yet another enbodi ment of the present
- ftnbenthesh, swrprésiegly sfopndvthate durdikei nther ntbitizaliéine @bmpounds (TZD
C L R3.x A Y.\ /| CRAO (L] RL-their
moleculed), Wbl S B¢ ioiShubn ot ;s o erengpiag, Tt is also

surprisiignethat sidsiiistraivie felucé doly PREERDI DR,  FIf@Y! compounds of the
acceptabl e salts, their

. . phar maceyti cal |

mvemwﬁr?é’aﬂﬁ%rcfeﬁwe ama;fﬁlatyc@pﬂ’ml%gs ofheae 8uee fiatures of thdToi¥Pounds are
. 0 4 / 0QQ£90 .Y represents, oxygen,. . .
d]fferenlg%r or Rfﬁarh}eﬁrgge%ﬁfé/ %ﬁggstélmcgﬂﬁyg?v&g @ﬂ]p8¥}gtél fifferentiation

activity,RibcreB wieiharpdin, Rdd ney PPARSanEpodistsli Fueh&Mor@NEompounds of the
) . independent|y represent hydrogen, hal ogen, hydr oxg)/,
inventiophaye, gntl-mﬂammatlon properties.  For example, the compounds inhibit TNFa, IL-

6 and IL1.

The compounds according to the present invention may be combined with a
physiologically acceptable vehicle in a pharmaceutical composition. The particularly
preferred form of composition is an orally administrated capsule or solution in which the
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cyan, fornyl, am no, alkyl, or al koxy; A represents
substituted or unsubstituted aryl; X represents an
wabkphweessi no car boxylic acid or its derivati vesCbase®d000790
to A through its alpha side chain. In yet another
enbodi nent of the present invention, there’is provided
compdihd i8delivertiddh vatef sﬂﬂk”ﬂ?ﬁos(phhﬂe@ufﬁﬁ orffgopMlized\dowder in a form
COORS x- | (1lle). RL J their derivatives, their
of tablswa@ro@easureﬁ avtich alse dnadudes vagpwsshillers and bindsrse oT hoopkSective dosages

0 [ | e
of conlgfipl 1873 YR EISon whigs SolBES B SRS L Brd¥ad B b heSart and may
eemmﬁﬂyﬂeteﬁnhﬁﬂr esents oxygen, sulfur or NR wherein. R -
represents hydrogen or alkyl; Rl, R, R3-and R4 may '
bEhe eerapEYnds qfftht BescrH iy entioe pesriessll ifgr the preemn of inflammation,
ro al_oge Xy OyppC YRS [
autmmgr?,(ﬁ %%H’a % 58%} n‘lgl E%ﬂ)}ﬁe " ee%c’)grlgesen 5% B@fi Pﬁ%i(?gbﬁﬁl diseases,

hypertétitsor) Sinidt dit@desuch; as Miabetd! (harRicrizad b R BreBBAde QS elevated blood
carboxyli¢ acid or its derivatives bonded to A through

glucose feyels, Hrat 1s Byreeslyeranig dlsyr¢eé§wu§§e9ﬁtd$ah¢éﬂsmhmax iwaiuding both Type
I andRE’ ee%e%lge[ﬂ)tetc‘efsloun d rtalﬁ %9/ ! 6]94{ oggper#ﬁcgr%c rgl%{ed disorders  such. as

risin
hyperlibi’deﬁﬁ@,l kidheyeradtaepdisadsrs( ddhetikkecul es), conpounds of
the inventign exhibit no adi pocyte differentiation.

By atrsemeitr g i1s imrgnt r%at thelePRIPSRRd s @ﬁmeateaeésavobev {0 reduce
inﬂamﬂgfgfégrg:h}g%h@nmgﬁ n@désﬁf( H@‘?]#igfrjfelgg &Riaib%d_r%]ﬂ&?s@t QQS or symptoms

have 'no inrt ese t
associafegatvithesutoimminge onnpm‘ormcaard&‘eash of éfsefder fﬂo@mWﬁMe patient is

.TZD | ecul es,, .whi.ch t |caI have a oc
suffering. { f13F SRTRALPE ¢ S4EITIGHE %‘i in; 45 I wgf é}ﬁr g‘ar FP‘WE’ to reduce
blood g’aﬁs‘ose%%lgtoaﬂx%b&?%b]ﬂuﬂgeewe% afl LITREHRKIS rQIflr_%cI Bfeans +/- 10%,

i nvention have i -infl arrrratl on properties.
usuallye’%a&‘kﬂ a1d vsvelly dvmPierafshe nerntsil tavamage bldod-glécase deviel forRhe subject.

A variel S ERPALR, R 68hE Riui B bPeBii Senap i offibpl or rer

animals, Pet3, fhaeliras Buhbgal TM&Qﬁduhﬂ@ﬁaayF&%dﬁﬁﬁf%te@éﬂ t%rthé’ subject using a

preferred form of conposition is an orally
convenighiadmipisHeReN dspaNqYe, onckiging: iivfRaveROWh @wadﬁ@lal,amvmuscular

SUbCUIagQQJ%/ Ql%@ %gé]l]f gét%%%@p}% Q’I%\g%ﬁ.ﬂg %{é]%‘()gél dfva%%‘ﬁglstratlon 18

wat er I ne, a phos
part:culhryy) phéfeiredd-Tievwdieage delivdred o tiof hostbiidl ﬁedessaeﬂpslldb@ﬁl upon the

whi.ch al so includes various fillers and' bi nders,
route byprHich PR CUBESHEL Hetsiip Bt aenerally EGHEsE ST nic?98 me/70 kg
human RRIySPLigRit €d by those of ordinary skill in the art and

may .

The invention is explained in detail in the examples given below which are provided

by way of illustration only and therefore should not be construed to limit the scope of the

invention.

Example 1
Preparation of 5-[4-(4-(2-amino-2-methoxycarbonylethyl)phenoxy)benzyl]-thiazolidin-

2,4-dione hydrochloride salt
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be empirically determ ned. The conpounds of the
present invention are useful for the treatnent of
woOonbd4zeeomt i on, aut oi nmune di seases such as nMuPCTIS2004/000790

sclerosis, IBD, obesity, neurol ogical diseases,
hypert ensi on, and di seases such as di abetes

characteri zedHLtfy ﬁhe resence of eI evat ed bl ood

gl ucose | evel's; 't\j erg y drsopders such

as di abetes nelqt(tjg di th f | and Type

|1 di abetes as-Well as ot erOhypergIcyce c related

di sorders ' such. as hyperl | pi dem a, kidney rel ated
Step (i sorders, and the like. By "treatnent,” it is neant

prepatiiftn . S BB TSP bR B penony

phenyi]gy@bﬁnodibood gl ucose level s or synptons associ ated
aut oi nmune or neurol ogi cal di sease or disorder

To a Sflmmsm ehifreshesqsium divdride (0.817 ge33. ﬁgmnvﬁemodmrﬂahﬂd(msml) under

s BB DR S KOs o G B RO o 2o

hydrox@?ﬁér@l]prﬁph@@&egmﬁﬂ 3.9 &ﬁﬂlﬁt)nﬁaDW/(QO WSIOWEU al"ﬂerlxture was
: 8% and usual | ¥, +/- 5% of the normal aver ag .
stirred farucomanytes drFluerovenvaldehyiecd20 g,@%mn@quwas addgs] @dtﬂ;e mixture

was heg%}ﬁu ggﬁbrﬁtfﬁerv%c}n&%t% §P H%ofegc 106{12 l{&g |s$1§lgx|§tl ﬁ/g%%géved by high

€ of ‘rare
vacuun] HRACHE avRblse RR¥bQueadhEd waihe é&’(ﬁtlbﬁ’ Gfi"'ﬁatﬁrld{%ldeﬁﬁuéé%‘s Nhmonium
a convenient administration technique, including
chloride.nThaveiréus was exracied with eﬂll)dtapetms@mf&rml) Aﬁer washing with brine
tion and th

and dnggbc Utx?h %%s 8‘}‘%‘[’“‘ S&% (ﬁt H]e% Vs ﬁ?%{aﬁeg and the product was

punﬁedoanhlfmsh ablimp Fehedli@fl of hbLarkesaRf aﬁéﬂ Y8/ R6ltd m/tﬁeto afford the
host wi Il necessarily depend upon the "route by wh

title COmP@H@oﬁfp%lﬂiH(W@ddéli&@ﬁ&%) but general ly ranges from 5

H mgcwﬁ?g In P%%t aprg?(ﬁ fﬁgﬁe%’gg{m?hg g?@&%%r Zxﬂ%a @ﬂ)’ 7.03(d,

2H), 4. &0('@ 1D p¥.1726sg 3HY)3. 09y, 2H), 111425 91Dt The s@iMdtyureanss confirmed by Mass
onstrued tolimt the scope

therefo houl ot b

Spec. Cgleu Wé]&\&‘hﬁ’ Agll,\?ea@(rg 83t Ppreparation of 5-f
4- (4-(2-am no- 2- met hoxycar bonyl et hyl ) phenoxy) benzyl ] -t
“hiazolidin- 2,4-dione hydrochloride salt 37 WO

Step (ii2004/ 066964 PCT/ US2004/ 000790 HCL NH3 S\ ~ O H3000C

Prepara?io\n N o(P H i 5—[4—(4-(2-t-butoxycarbonylamino-z-methoxycarbonylethyl)

phenoxy)benzilidene]thiazolidin-2,4-dione

To a solution of  methyl-2-[(t-butoxycarbonyl)amino]-3-[-(4-formylphenoxy)
phenyl]propanoate obtained in step (i) above in anhydrous toluene (10 g, 25 mmol), 2,4-
thiazolidinedione (3.53 g, 30 mmol) was added followed by benzoic acid (0.46 g, 3.75 mmol)
and piperidine (0.28 g, 3.25 mmol). The solution was heated to reflux at 145-155 °C with
continuous removal of water using Dean-Stark apparatus for 5 hr. The solution was cooled

to RT and the yellow solid was precipitated to afford the title compound (yield 11.9 g, 96%,
purity 96.5 % by HPLC, mp : 160-164 °C).

38



Step Preparation of
nmet hyl - 2-[ (t - but oxycar bonyl ) am no] - 3-[ - (4-f or nyl phenox

W@ poodpiaeasy| | pr opanoate To a suspensi on of fresRCT@E2AN00790
hydride (0.813 g, 33.9 mml) in dry DVF (20 nl) under

: | utj f
1 NNR s, 3?@'&?}%@@@‘@@3313‘3??% 25 7334218 7 Yoca, 281 6.75(, 280
[
518G HRNEASE RS TRATIHE 3 A, S 20Ray 2. 1 R( UL e structure
was cehffringd Fogﬂﬂassaﬁp&h@aﬂeukathdZMﬂ) 398.9 ynMoasuredsd&slded and
the m xture was heated to 80 C. After conpletion of
the reaction, the solvent was renoved by high vacuum

Ste d the. m xture was quenched wi th addition of
turated aqueous anmoni um chloride. The m xture was

Prepaextiorn sS4 4d4vR2aminbH metkeiyahrdb op¥letihy) pliepoxpittenziliden bjthinzolidin-

with brine and dried on anhydrous sodium sul fate, the
2,4- dl%’!ﬂ vent was evaporated and the product was purified

sh calkumm f alue ah,% ot

A Thohglgon SPEUTN SR AERoR el 2ﬁ§gﬁ%gul%{h§§&%°nylemyn
phenoxy)ber(zyli deng | thibz&lidjn- %dﬁm%(.? g,H. NWQKEMJDCIVBQDO(MHH& ay 0 °C was

bubble?,qy]th ééh%%f Rbfffﬂ)stm'glge%(ll %H?ﬁ,l)the %e?l}a%v( gre ’ te7\'§g§5)gglgr’ed and 1.7 g

f -
59 i oAy A5 EOR RS o OS2 S ot 1
190 °C( |T})e HPEQ puaity ofipiduct was 94.5%. Compound 1.

™ i (545 364 W5 ﬂ?&%’@f@ﬁiﬂ&% SAFTH AR L3 67500

f4H6 o 8 ), The st
2H); 4%8%?(Nﬁguto ycar o H’n%Hr?(’)]S- gfsf-og\ﬁ?)forﬁfrgﬁ%%waf conﬁrmed by
Mass s@be@dlqmammmat)éom Memsdredr503tSep (i) above in

anhydrous toluene (10 g, 25 nmol), 2, 4-
t hi azol i di nedi one (3.53 g, 30 mml) was added f'ol | oned

Ste benzoic acid (0.46 g, 3.75 mmol) and pi peridi ne

.28 g, 3.25 mmol). The solution.was heated to refl ux
Preparation 4% 51[454e2vimino-2omethoxsasb ensiethail) nfennay)benayl] thinzolidin-
2.4-di Dean- Stark apparatus for 5 hr. The solution was cool ed
H4-AE RT and the yellow solid was precipitated to afford

To theatitle e@lmjonmd (yiefd 11.%- -(@@%mlrﬂisll-lrﬁeth&@cﬁrb%nylethyl)
-164.C. 38 WO 2004/ 066964

phenoxp iR UBIE O RI0- LA dine (hes 6 BESIMA grefhans] 620 i) dry PA/C

(0.15 gi:z%as a,;c)ld%g Aﬂ%t@ydrig%}i ﬂ; E@ psg 99@% §§',}r n%héstzag solution was

filtered At7ikh C%hﬁaoéﬂiﬂ ev4poratdd 4idsr rédded iﬂ’t@suﬁé Rl @Eé«lﬂ Q;uaWﬂﬁatlvely the title
confirmed by Mass Spec. Cal cul at ed 98.5
compoypdad| mse@m}ggmg did; ot; thwmgbmgam BS but changes to black colour, in

cap:]]ary&éigﬁrgéazo 9 % r@érg}%(l}ﬁ%@' bonyl et hyl) phenoxy) benzi |

The pharmaceutically acceptable salts may be prepared by reacting the compouﬁd of
formula (I) with 1 to 4 equivalents of a base such as sodium hydroxide, sodium methoxide,
sodium hydride, potassium t-butoxide, calcium hydroxide, magnesium hydroxide and the
like, in solvents like ether, THF, methanol, t-butanol, dioxane, isopropanol, ethanol ete.

Mixtures of solvents may be used. Organic bases like lysine, arginine, diethanolamine,
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2,4-dione A solution of
5-14-(4-(2-t-butoxycarbonyl am no- 2- net hoxycar bonyl et hy
woOpoo4plaeasoxy) benzi | i dene] t hi azol i di n- 2, 4- di onePCR/U§2004/000790
4.0 mmol) in DCM (100 mM) at 0 C was bubbled with HC
gas. After stirring for 1 hour, the yellow precipitate
was filtered and 1.7 g (3.9 mmol) of HCL-Tyr
holi {dind RAd tKAedermtioed LB ot be fsedd Yol id additi
choliddGiinidind id & HPLC pufgi %ts e Sj|§1¥'\§c§)duct oot folyTcid addition
salts ato ppepaned by treptmauRwith2oids3ech a4 bydrychlqricl aqid, hydrpbromiic acid, nitric

acid, %11%@1(0?%018%85@11?%%@, ig%m&?éﬁ d"c 2@,, h?%%aé?éuqfﬂé;gld, acetic acid,

itric hBRY, phA1efS Ai@ SMESyHeOaYid," MBS SORE GsodBl it Sfimitic ac
i C(NH) 501. 5 : I\/Eg};ured 581 S}Bmglt)ep i v Presgr ati%%ﬁa’o mitic acid,

succirge adidg Depizoigacido benzene hlfynia rtidniateribyptid and the like in solvents like

b benzyl.] t bi i diRe 2,4-di 1 | ugi f
ethyl ggeﬁag,? ézh(e%néﬁtﬂ?g& %g%}gy%gt}g{,a%%ﬁﬁ %?EMI;&U?G of sgf\)egtrsl n?ay also be
used. phenoxy) benzili d ene]thi azo |i din-2,4-di one (0.7

g, 1.6 mol) in nethanol (20 mM) dry Pd/C (0.15 g) - ‘

wabe peieReat inxeniéon Hlseipreyideats pharmacestical somposU®nCoantaining one or

more gb@ggdroﬁlécgm?g égﬁﬁegge&l\éf\%i é‘ox%iuléé?gr%g d\?%xtlt?ﬂ éfquleg ﬁae?fnt%utomeﬁc forms,

their OdeHVaatives,i velelt tdiRldgubd e the@"RetesisorhbisS CRIPOWlHbPhs, their
not show nelting in DSC but changes to bl ack col our,

pharmpeeutisally |2reapiabiherlishihieliphagpacgytigadly accemtablp sahwte. in Thmbination

. ' Sal ared by
with RIS UL SRERLEPL 5Bl W R
eThd phiremicsutidal 2olnpesition Ghayabe 310 dhe! forfistichiialls, eriPidyed) such as
met hoxi de, odi um hydri de, potassiumt-butoxide, )
tabletsg aan?ldﬁ%hyaWé%riSdé, grfelitighs.hyespsRTions #nd thre like, kmay contain

ﬂavo'miéllﬂts,s ol ¥&BhGs bicks Kbk S?EMET iiHﬁHQ 'of Qi@ ?ﬁ' in suitable sterile

okane, isopropanol, anol “etc. Xtures 0
media soforamingeatable belutisnscor sBspramsions.bBiwbsompositiopsityyically contain from

i ni i eth ' . - 39 .W0D.2004/ 066964 .
110 08, BTGB 0B Tob oo bl THEN GEARTER demaioiindys remainder of the

composifieh 'bya;g! phefm&etticdYBYacatpisb]0 BarttRfd diltrit€ 'Rfpi MRS ¥r solvents.
acid addition salts are prepared by treatnent V\ntsh

Suitablesplamaseigally cereptible geiriers hyedndbsohd cfildars cbor diluents and

. 1L Cj Su . | i d, sphoric., acj,d ]
sterile doblfe, of CobpniSh Iy, *Fhe!acRUE N0, 86 "og caresat in such
pharmadeitital compositiomCintthe lanedudtsCsiAfitidnt ®aprovidel the alekiled dosage in the

hydr ox %a% hoh,g acjd, ascorbjc aci pal mtic acid, )

range ag;({cgs v, THuhAeT 018 @dninsEasen dhe roppeads ehm be combined

_ L 0 A e Lk \
with o S LA HoRikalri dr difuchyc SOnktPRibulely 1t Benders, syrups,
solutions] xtispreasiohs swlviket BkeraYhalphermhaeutisa deonipesithores andy, if desired,

ention al so %r ovi'jdes a pharmaceutical conposition,
r

contain I@Eﬁ{t]gpﬁ]i CRRATEN(Ssuch as flavourants, sweeteners, excipients and the like. For
parenteral administration, the compounds can be combined with sterile aqueous or organic
media to form injectable solutions or suspensions. For example, solutions in sesame or
peanut oil, aqueous propylene glycol and the like can be used, as well as aqueous solutions of
water-soluble pharmaceutically-acceptable acid addition salts or alkali or alkaline earth metal

salts of the compounds. The injectable solutions prepared in this manner can then be,
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nore of the conpounds of the general fornula (1) as
defined above, their tautoneric fornms, their
wdenisatdewes, their anal ogues, their stereoi SORETAIS2004/000790
their polynorphs, their pharmaceutically acceptable
- salts, their pharmaceutically acceptable solvates in
. i nat | wi.t h.t he usual _pharjyaceutically enpl oyed . .
camiff3Ed Abtlimoliily' s i Sb PG et e B eularly, with
intrarf@$ERRG 2t si@ionIRingpreNgreliGh WEn AR Ml |y enpl oyed,
such as tablets, capsules, powders, syrups,
s ofhgt placatisplesesinossionn thé prdseitenvertipncon paitisularly effective in
fla I sweet ener.s etgc..i.n suitable solid or
- towerpng KR Sooe YA RN fr e YIS enisnab pradels of types I
diabef@edTHe pRarficutioal 86hABYiBoRAbftthi i PRES Ve i
Such cgrrpqsi tions tygziggca(l)l y con%g‘lgsﬁlq‘;lrng%ﬁ%% %Jg%%%ffectlve n the
treatmenpfadr @besytyl infamandioy, wefoghinuot distdsese Putheomoss, pi@maceutical
I n of the conpositi bej ng pharmaceutically B
compl 1B B8 Hea sl FrrpSSoHEER sl rorahe HpRaisosops seigrpastasiated with
insuliSuedianee, Bhdy BRHEYEYtie dwrPSHRRbAR! & &Rl rdsﬁfa@eﬂ@?&e%g coronary
solid fillers or diluentsand sterile aqueous:-or ?
artery gligrag¢ @nd dienipheak vasthlar atisease andnfoo ihel trehintenb @ finfisafiation and
. [ Uch.. phar maceufi.c co sitions in the amounts
immQlo FE 08K, BRFE Yot Thore TBSFicn b crotckghes svck e TNRpigE-1, L6
and cy8fool9g&iakdathal@uex-2Thus, for oral adninistration, the
conmpounds can be conbined wth a suitable solid or
liquid carrier or diluent to formcapsules, tablets,
Lions, suspensions and the |ike.

. 0] .Ut
IV}QS dls foHlibiogical tegt positions, may, if desired,

contai n additional conponents such as flavourants,
sweet eners, excipients and the like. For parenteral °
Compoygifs of $b5 BreseIN InYention dinye baers testad for lowertng aflanimitory cytokines
LR nic ..media.to. forminjectable
lovel, Helcalf ORI 0RRAiA bbesi T iR eRieBhacth 8RRl models for
their teelogival activipeaidbe attdchedofigass POORYIWNGHE! 20ty afbfile of the
%\g? li ke can, be used, as well as aqueous sol utions of
represefiiafixy SUBPOM% phar maceut i cal | y- accept abl e aci d
addition salts or alkali or alkaline earth netal
salts of the conpounds. The injectable solutions
FIGUR¥ dpar €amipqupds sl mandndr i &xaminsle beinhibid sifor pro-inflammatory
cytokin%Q?nA")Ql@m@l%% ¥ teUSﬁ%gOM 000790 adm ni stered -
in ravenous?y, iht peritoneal |y, subcutaneously, or
Human (THR-&m@mielerdells wird Bultirdd hAdHs@YLRE WA WY écfxﬁﬁéﬂn%giof example
..being preferred in humans. The pharnmaceuti ca
1 at differspbeiceniaions. Cedls presethen challenged ovithelipopodysacchiatides (LPS) at a
: i i [ lL,ood glugose, seruminsulin:
concentSHRAIHE (! micfhary 40 00 2708 O iR Ehtvery ghen pnatyzed for
the presdhedaifeSNFohdlpBaand®agus i : Skt .
) P present inventi gn are al scg@ékfﬁf%gﬂ%?vgﬁtlwr?a?hg{re(%t?cgftnznme'hnked
immunog§saph éssi shgwniinHigureds ithmexamytleicompoendi emaskibit the production of
osition of _the

e rnmaceut.i 0
tree maSb e ANE FaicPY SHORFE! 1 8P PRy wrBieFmle Sigmificant change

in cell dibdlitstenas asksetiedt @dthMihEubatiBaUb %Jl?si%?ttﬁgc se}% .hoflshighest :
pol ycgstl c ovary syndrone, as well as hyperliprdem a,

concentralifon fhe cempanid. diTesesstrangly pedicgthethal corapauldasf example 1 is

highly ef?écﬁ@@ﬁleredﬁlagg El%rprgcri‘l?cuto%eo prrrg-?ztaﬂgglmlatnofr;r gyto 1Inle(s).n and

—
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i mmunol ogi cal di seases, particularly those nedi ated by

cytoki nes such as TNF-a, IL-1, IL-6 and
woyeldpespgenase such as COX-2. Protocols for bporawgzmalon79o

testing Conpounds of the present invention have been

tested for lowering inflammatory cytokines .| eveI
and b

- ) C N nf Sit .
I T e R A P —
inragctivity. The attached figures 1-9, shows the actlvi ty

profile of the. representative conmpound. Fl GURE 1.
Speg@@g@}dﬂdéatrs o4 aHierage weiBhdi?o0g (6-7 wheltsi df age) overe randomized in three
r.Q- tpkines in hu nono e cells
oupdsy i BivelT ST ke, ot Rbe R qiotad ot el | e mEaes Tater

uman

carragiiehdin W8 ipipieLRdiSin: Bk sﬁlﬁﬂmt& re loﬁt?qulr]%ﬂt n?cpgaﬁws Control group

concentrations. Cells were then chal
recenqerl rapal yelugemd waleswith@g)anytcompoundc Pavnatime vofs thdasured after 2

and t ecﬁ&g'g ngg‘cu@ tﬁnggongt%hggglﬁcégg%@ %ffséj o na\}vq?qultissé :ggrgemg)smve control

en ana
in thi kexeriyibmiki AShbwn dntFipady, dhe %%ﬁ)gu Y WahpkPLan substantially
i munoassay. As shown I'n Figure e exanple

lower éléﬁ‘rﬁémat&il’\mﬂw&}t Cmemd u‘?stt mrnﬂ 3diours the edfeonpHeompound of
examip O bl 85 BB fee S LRG0 s Ryt P e o Gt acts via

different trfechmdsthakibvays)ff cells in the presence of highest
concentration of the-conpound. These strongly indicate

‘ that conmpound of exanple | is highly effective in
T S Ry BBl i tsn® FR i LTS scterasis

Modelfonpound 2 in Exanple | can | ower Carrageenan induced
in rats. Spegue-Dowl ey rats of average

. infl.a
Mu}tlpbeeFdeﬁosﬁm(lé an ewé%lpgnme @gﬁsevﬂdgs regieted Dydcytakine levels. In
order tb Rést ¢he BFENDf R lvﬁﬁhﬁom%gfz]kg rHherfS81ch e% % %@H%myahtls

exanple 1. Thirty mnutes r carrage

f
(EAE) yersi imdyeesh &0 STla] tihises UBABI ndre autoiginane @xﬁﬂmhtorpld’i@hase of the
me of water

central B e O R o Y B s i i fetaimann MS, and

any ‘co
hence Endséd‘l meea moodes .to Dexames Pacans] %f’ﬁéécf %?Cﬁé\kf&%k;? e may have
in

5 EE %ﬁg@ ﬁi%g as, a positjve control
applicahiiby t W%Sﬂaqurbmngml@g zpinghehord ﬂlrpmmlgdnalé where animals
were tr@ﬁ?@drmlﬁa exdAfle %Hh@eﬂﬂéé al’tb\étseklgn r%ft E I{wlffrzll%aeréntg B]téib(egolpy clinical

I nduced by carrageenan
scores anppmdurmis ofAs ehemmlm Fibure 3, akie afeve ebinpoudd treated §roup showed

1 exame% hang%E( known anti-inflammtory dru
completg prevephgn o or @76 FRsbHa mdicate BbiR0f e ePfaUlRJREOIBpounds for the
treatmer%f@fMS‘@ﬂ@olheﬁﬁéilrglogﬁaﬁwggﬂﬁe?s.I prevent EAE in mice
e

l'tiple Sclerosi

FIGURE 4. Schematic representation of cytokine modulation and immune disorders.
Macrophage prodpces various cytokines upon stimulation by mitogens and other unknown
factors. Few of theses key cytokines are known to be involved in various immunological

disorders including a number of autoimmne diseases.

FIGURE 5. Direct and indirect Linkage of TNFo. in Metabolic diseases.
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Multiple sclerosis (MS) is an autoi nmune di sease and
is regul ated by cytokine levels. In order to test the
wehbambewi exanple 1 in M5 nodel, experinental pariuse@u000790
encepahal onyalitis (EAE) was induced in SJL/J mce.
- EAE is an autoi mune inflammuatory di sease of the
' ] e The-.di Se .Shows NY,:
it hag BRG] Sreil FEUBHRMAMC NG MY RIENE AN RR Yiscoses and.
autoiraniung edisdrlere stith reatpehisnkvalablel forCaeimedoid QMhelY Ofsing antibody
that may have applicability in M5. EAE was induced by

againstn[Ee Nk agslitien, acrumher lofstdias dn accdnt yeara hiave peedicied the possible
of .EAE

t d with.exanpl e conpounds. .The severit 3 o
role. o SHUEE oF) 1-dinase (Yo IBEY Tt ebEle cdisemeisapuahy 96 sdishetes, obesity,
. [ : co rea .
by o S a” S Bt O TRE e Uy iRy Bentects how the
regulatiofli cfaTBFot cdn hyveoiingabe o sampiteer GITAOUb6IS fREasellSthat can provide
.. treatnment of MS and ot her neurol ogical disorders.
differqnt pajhpyay's fog-tegiimgitkese diseassent at i on of cyt oki ne
nodul ati on and i nmune di sorders. Macrophage produces
vari ous cytoki nes upon stinulation by mtogens and W
FIGURE & LﬁkmpwnndfzldhOESamERWlOiuﬂshﬁﬁﬁﬂlykﬁﬁpﬂﬁéékhfﬁe?glycemia in
.. are known to be involved in various inmunol ogi ca
diabetl¢ Bi¢&ier s i ncl udi ng a number of autoi mme di seases.

' L ndi i - Ofy ¢ in .
The hfpdhf¥epric L 1 Cor Gl HFRSARRR R Sfbntancous animal
modelPCT/disb2034(ocdlb7aa d/dbasicke eTheveblobaaicellbélsheptih kehe and is also
ammt ory di seases and

.,INEa pl a a maj.or role ipn inf ¢ :

considgitich FRRERTE TapE0 PR aestie 1D B At B a8 Ao IpBiAD Teceptor and
i g C i . .

o PRI 1 bl 5438, B8, T oniBh B! s RS 0 ma o

mg/kg bodyiweiglt Wategipers stablydn thast eninfalTfFa pericddifilfs?] days. Treatment
.as di abet es, ‘

i Q bol.i ¢. di sorders C

of bolhy 3Rty B S Binclie” oA\ Z B iR shepiticeut  pmgovement of
hypergltem$cdarditions. iRdsultd dratekRAtisIBf the Ghhe FWediiSound 1.

regul ati on of TNFa can have inpact on a nunber of

net abol i ¢ di seases, that can provide different

t [ [ . FIGURE 6. - .
PG U Ry MpchhOgH i 4 RS aBIPIE T30y cd hoPE et gain in animal
mode] bf/gdmsityycenia in diabetic mce. The hypogl ycem c
nd has been_ _examined in_ t

ff f th -
The Jegigh, KpariGBs BT ah oot Lenofcred b Sbipiq obgdsh 1anbesity besides
diabete$! lbirﬂ&rd@} fest fﬁ@é%fﬁ’&fc? Rt "ﬂ'}é{é@ cbxgglgﬁ?&setBWafhsig?&git?,%/é)@ mice were

al so considered a typical no or obes

treated withdtempaadhiey @1dllyectAs/shavepli Riguee ptiagleadske duligvwreatment of
hyperal ycem a Wi th significant -wei ght.gain. The = =
oblob nfih i EEEBGa et deSiR 1378 Shee ernhiy R DBk eRipn indicating

the utiliWess (BéseRBNoRhHY for Thd BEAMANMVesit. OThR MK :
5-21 dﬁg Treatment . of both ol o ar{gﬁg‘tgjl(dik?%gosne from that
1864,

using otherdbiage ielieh tpinally énbrease siegglitf i cant i npr ovenent
of hyperglycenmtc conditions. Results are essentially
the sane for conpound 1. '

FIGURE 8. The Compound 2 in Example 1 can improve insulin resistance and lipid

homeostasis.
The leptin knock-out ob/ob mice is also considered a good model for insulin resistance.

Treatment of these animals with the compound 2 lowered serum insulin concentration by
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FIGURE 7. The Conpounds .1 and 2 in Exanple | reduce
body wei ght gain in animal nodel of obesity. The
woepisioaedemock- out m ce (ob/ob) are consi dered RCT/US2004/000790
suitabl e nodel for obesity besides diabetes. In order
~ to test the efficacy of these conpounds towards
>70%0PESintiYarlyo D4 AR JebreWQY 6 tHEBBESREE Wvel a‘hg”.ﬁ?@%dd&%asg]in serum
days. As 'shown I n Figure 7, Single dose daily
cholestexrsd tcopegntiations bershoysenedvin t113 - daynperimentcstndy. e Thkde depults indicate

: 35% i nproyvenent in body weight gain, indicatin he ..
that (g SPOIS HAE SHORE A URUENTS PropREIes 200 caB ApPBve the sensitivity of
insuligPesity. This finding is opposite fromthat using

ot her thiazolidines, which typically increase weight.

In a s¢faBURELElY, TtmpriSinglydtimas 2bsanvddxthapihesd campolindp mremon-adipogenic in
ostasis.. The le

contragh 38 0Bt KGR0 Mo Damecioes, aod B Eraa ek BanoabRty towards
peroxi&m%ip?ﬁﬁfe}d?of fél‘r\]'gttogﬂﬁfég t°¥'§%§*§?@%’§@uwﬁ oF 1AL MiSgical findings

e conpou
suggestathe eohpRunds hboye nehz] PYEORDOL 46964k BEY S0 HERADARRhanism of

. >70% Simlarly, a 48% decrease in triglyceride |evel
action{ram PEAR o biddBe i n serum chol esterol concentrations
were observed in 15-day treatnent- study. These :
results indicate that the conpounds have strong
FIGURE i9.| iKnalewri PPARSengorist aosiglitizonePiso\vum tdiHpogenic agent, but
sensitivity of insulin. In a separate study,
Compgupd2iismglly it was observed that these conpounds are
Humafl i A RORE BisR iRy E0RelAShulct B DELweHIR in pesenos of vehicle or
differenbwimsels (00&r dkl,s b0 gmdoll 0 feiadMiolay tofvaitlosr rosiglitazone (BRL) or

compopf o0 Ch g deY™ | RESrk TR eF G CUHERE g sl gompound.

TNGN & g bdsk e P ST i i
s T ook B e EEANGY SRS <o Ol S

where rcoinqybptieny owgh tosightezers sbewed ca asgmficant uteduGiomp dmrallifogenesis
' (o] S t 0 eadi pocyt es r ul,t ur.e .

compal) QES MR URFE" DR, B5 PHTREE B, il e

accumil@s@s wW43. thkasied byl s@inigg dvilld @il CREMT) amll pictibd MW¥%ke under the

. rosiglitazone (BRL) qr conpound 2 (BLX) for 13 days.
microsqapgy yl 0738V STPTE GRERfH At VieAatacid RgddO wias exiraetet by efgina asppropanol
. 0 o
ot mefSu TSROy 48880181 RIS fhe VSEHBAL g e son
that regardlbssr afSdoghge, apopeusd Gvdid mat singsei fccamniativadifdipids) Rosiglitazone

adi,pogenesi s .conpar.ed. to rosiglitazone alqne, On da .
showedlzt,’dgs}glgqeege ipqreas ]%ﬁ]@lqo Prp?IdHC Qb 19}& éwlgé%e)mh]blted bX}/f addition
of TNF@ccumul ati on was nmeasured by staining with Gl Red 0

‘and pictures were under the mcroscope. To have nore
guantitative data, Gl Red 0 was extracted by addi ng

i sopr opanol
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and neasured spectrophotonetrically at 540 nM (as
shown in the bar graph). It can be seen that
woegrridéssss of dosage, conpound 2 di d not causeCT/US2004/000790
accurul ation of |ipids. Rosiglitazone showed a dose
.. dependent increase in lipid production, which could be
Clamsahi pit ed by addition of TNFa. 44 WD 2004/ 066964
P Claims: 1. A compound fornula (1)
,1' R%é@%gﬂé%ﬁ%g)o (1) RLHF its tautoneric
r sR3i t§4 pol ynor phs, its

- forms, its stereoiso
alis,- its

phar maceutical ly accep
phar maceuti cal | y_accen G es, \/\/ng| ein ----
represents an ogti onal Ndgubl e thgnd; Y r ?)resents

oxygen, sulfur or NR W ei g RHrepresents hydrogen or
al kyl; Z represents oxygen or sulfur; Rl, R2, R3 and

its tautpmer feyanss dpstesgoispmarsrismol wnerphpdisdramacduyically acceptable salts,
. repr lLogen. . hydr ox nitro,..c 0

o SRS 08 SV Bl b B 8 b ¥
repres@iits Seidgien] whldek of NRi\Swherelrd W epréveils, hytRbSO6Y WIM1; U represents

het eroary| ri ngi' X represents an al pha am no
OXygER A I Risfd, RacindaRpmey e seanecer 1t @nd dndependently represent

ri ive : r i a i d
hydroddgl MR LPABEES, Byl Yo 110, b1 AP IReRCR represents a
bond dr, suiseinged of hiasubséitited apieheaaiosydn onRteaggli ng; X represents an
selected fromthe group consisting of substituted or

alpha gREWMLSEPPRY G2 Arrlpkd amiposcarbosrylie acid dery#ive bonded to A or Y

througﬁlit'étaﬂiﬂa@de Magt i di ne, lysine, nethionine, omthine,
roli'ne, serine, threonine, tryptophan, tyrosine and

Y

2. tAebmpderd obformeir (IBaccArdimgrwaniaith howlereinribe KoAcY atprekents an
.__Wherejn epr.esents a substi.t ut or unsubstituted, . °

amino Hi1g sleCiel PR USROS ofingos svsmon i gt ot Batitta gemine
aspara@f€, Vyslehi@, bRtahiak/hibti BHETHdiRe, YndhiohBR! 658Mine, BROIAE ffine,

acid selected fromthe group consisting of alanine,
threonige.ephephansresing #ul theiy dedvalivee and their derivati ves.

. rqi. . ai i A .

3. AeBOIRORIGARER Gt bRkl Pedr el s i gr gpoubstituted

alkyl, heleadayslyll of hetereglylFingherein Z is sulfur and Y is
d acc rdlqr;% to any of clains |
ﬁlﬁl

oxygen. 7. A gonpo
4. Ahxgoga%qﬁmg %cgﬁm@o@al%} W -7 ¥epreésents an amino acid selected

from the group consisting of alanine, glycine, isoleucine and leucine and their derivatives.

5. A compound according to claim 1 wherein A represents a bond.
6. A compound according to any of claims 1 through 5 wherein Z is sulfur and Y is
oxygen.

7. A compound éccording to any of claims 1 through 5 wherein R; through R, are

hydrogen.

8. A compound according to any of claims 1 through 5 wherein the --- double bond is
present.

9. A compound according to any of claims 1 through 5 wherein the --- double bond is
absent.

10. A compound according to claim 2 wherein X-A-Y- comprises tyrosine.
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hydrogen. 8. A conpound according to any of clains |

through 5 wherein the --- double bond is present. 9.
weé 2emrmpeamd according to any of clains | througTA4S2004/000790
wherein the --- double bond is absent. 10. A conpound

according to claim2 wherein X-A-Y- conprises

11. t W eshpeund #oordAg20diREHAéreRC/AIR2 >j>19&@3&9rosihl= defivative.
conmpound according to .claim2 wherein A-Y conpri ses

12. a4 oTBRPHY ageprding owiaim hhwhaegwishinmiyative eeraprigestad alkyl ester

of Ogﬁ.nwll wherein said derivative conprises an al kyl

oL tyr 4 of tyrosine. 13. A conpound according to claim

13. 1A wiepQind ®odrdirgab@laiinSl A Wkeroiitsaid estfti€the nlé’thyl“ester
compound accordlng to.claim10 or 11 wherein Rl, R2,
14.  RA epmapqundzceordingrie ghaimalforr 12 whereigiRiuR;, RbandR, are hydrogen and
7 is s@ oynd according to claim 14 wherein the --- double
ond is present. 16. A conpound according to claim 14

15. Waedompoundeccordingqo blaémbandhdreinaks entloubld boAd asressmnd
according to claim1, which is selected fromthe group
16.  cOrromaquig aggording to claim 14 wherein the --- double bond is absent.

17, Palduldnbd 20000 25 CALRIXWRIdML LABABP KO AR RN of

i azo ne or
5-[4- (45(2-Aflﬁmo(ﬂea%hmmt]@ameﬁmwywnmeyﬂ&ﬁkrz;dli)dhheﬂofmhbeflizts balts ;
dene]thiazolidin-2,4-djope or its .sa
5-[4- ("5 (3- Ml&°(2zmﬁ$19pmscazbwﬂ%B%}I&Fﬁ9¥x)bﬁyﬂéé@gxfhhwzwl§mrﬁ 4fligne or its

salts: idin-2,4-dione or its salts;
" 5-4- (4 ( 2- Ani no- 2- et hoxycar bonyl et hyl ) phenoxy) benzyl

5-[4-(4-(2?Aazinb42el¢amb@y&thyl)phmoay)behsy]$thiatze];idin—Z 4-dione or its salts;

5-[4- (Q%M#%Q H‘ap&}%b q%)é%@gp%/@))gehnezgﬂwgz m_E|4d§]ne otits salts;

5-[4- (45c2[ Anfiflo- Q%aﬂﬂx@%%l)ﬁﬁ‘éﬂw?&)lﬁﬁhh@Wé]@id&ﬁhﬁﬂt@ﬂ%aﬂé’@ﬂ@ dalts;
dene] oxazol i di'n or its” sal

5-[4- (45(2[ Am(mlo ?@ﬁ@WﬁWWﬁWWW@dW?}%m@mﬂabdﬂme or its

salts: din-2,4-dione or its salts;
> 5- [4 (4 (2- Am no- 2- et hoxycar bonyl et hyl ) phenoxy) benzyl

5-[4-(4}@xAazio-Bicarbdxdettly Ypteenokybesz)yd Rixtgdlidin-2,4-dione or its salts;
car boget hyl ))phenoxy) 2,6-difluor ob

n
5-[4- (44.2%%% @}%&Prbamﬁleﬁly BFRR bfmzyh]@@zghdw 4-dione or its salts;
5-[4-(4-(2- Am no- 2- et hoxycar bonyl et hyl ) phenoxy) - 2, 6-d
i fluorobenzilidene] oxazolidin- 2,4-dione or its
5-[4- (45(3+A1$uno—2 carboxyethyl)phenoxy)-2,6- d]ﬂuorobenzﬂ]dene]oxazohd1n—2 4-dione or
[4-(4-(2- Am no- 2-car boxyet hyl ) phenoxy) - 2, 6- di f | uor ob
its Sal"Senzyl ] oxazolidin-2,4-dione or its salts;

5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-2,6-difluorobenzilidene]  oxazolidin-

2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-2,6-difluorobenzyljoxazolidin-2,4-dione or its

salts;
5 -[4-(4-(2-Amiﬁo-Z-methoxycarbony] ethyl)phenoxy)-2,6-difluorobenzyl] oxazolidin-2,4-

dione or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-2,6-diflucrobenzilidene]thiazolidin-2,4-dione or

its salts;
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5-[4-(4-(2- Am no- 2- et hoxycar bonyl et hy] ) phenoxy) - 2, 6-d
i fluorobenzyl] oxazolidin-2,4- dione or its salts;
WO -2poli/066p6§ 2- Ami no- 2- car boxyet hyl ) phenoxy) - 2, 6- #CTius20a/000790
enzi lid ene]lthi azoli din-2,4-dione or its salts; 46
WD 2004/ 066964 PCT/ US2004/ 000790
5-[4-(4-(2- Am no- 2- net hox arbonyle )phenoxy) 2,
5-[4- (4@-Annnbéﬁm¢mpuﬂaéqowlﬁt1@é%1hﬁmw-) 226 tﬂb@n%il FRe thlazohdm-

2,4- d1°5‘e[°rﬁ“€é§a](t§ Ani no- 2- car boxyet hyl ) phenoxy) 2, 6- di fI uor ob -

- 2 X binagmbd:githy Bpheridixghie, 60 fluédbernal iazolidin-2,4-dione or its
5-[4- (‘1'2&[%}];(l (2- Amxg'o gglr)ret ho%/lcar bonyl etlﬁgl]) phenoxy) - 2, 6-d

salts; lfluorobenzyl] thiazolidin-2,4- dione or its salts;

o s T S ST SRyt | b

Aaftd- (2- Ami no- 2- met hoxycar bonyl et hyl ) phenoxy) - 2, 3-d
dione Ql}fl{sugr obenzilidene] thiazolidin- 2,4-dione or its

" salts;

5- [4 (4%2%1{11%-?% oxaﬁ:th%ép rn(%?(g)gzgh(%ﬂ]f](?rgggn%ﬁeng]tﬁ'a%ﬁ&lﬁg ﬁj-gione or

rﬁsahé [4-(4-(2- Ami no- 2- nethoxycarbonylethyl)phenoxy) 2 3-d
’'fl uorobenzyl] thiazolidin-2,4- dione or its_sa

5-[4- (45(2£mmo-<2 znﬂhoma@oeak&a&)yé@my)ﬁrﬁeﬁl@mabzn@hém]uortb@zohdm-

t de] el oxazolidin-2,4-dione or its salts;
2,4- d‘°§e &’i ng Ami no- 2- met hoxycar bony! et hyl ) phenoxy) - 2, 3-d 4
5-[4- (4L(Qlb?b@xﬁxﬁbﬂ%ﬁob:?ﬁﬁﬂ])pl@ﬁ@iﬁ-i,did‘ilﬂu&o‘éerﬁb'ljﬂﬁazmﬂidin-g,4—dione or its
salts; .
salts; 5-[ 4- (4-(2- Ami no-2-car boxyet hyl ) phenoxy) -2, 3-di f | uor ob
(459 W49 3-&@ubfobenzyl
5-[4 (43_5[ : }r&f%ﬁ%&fﬁ]ﬂxg?x@?ﬁ%@h}&wﬁh%ﬁ% 9,3-fubrobenzyl] thiazolidin-2,4

dione opXtgealtyony| et hy] ) phenoxy) - 2, 3- di f| uor obenzyl ]
oxazolidin-2,4- dione or its salts; ‘
5-[4- (4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- net hyl benzi

ﬁio%@i bk sty HEnEk O3 Qi flhdrébergM defie]oxazolidin-2,4-di
>[4 (4é!2?4%9 Amﬂéoﬁ‘yZ?prret ho}f()ycar bon;I eet hyl ) ph]enoxy]) 3- mstlone or

its saltshy| benzi I [ dene] oxazolidin-2,4- dione or its salts;
5-[4-(43?%%5 RN Ty e R L Y be g eotidin-
2,4-dione or its salts;
5-‘[4-(4-(2—Am1:no-2-carboxyethyl)phenoxy)-Z,3-diﬂuorobenzy]]oxazolidin72,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-2,3-difluorobenzyl] oxazolidin-2,4-

dione or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-methylbenzilidene]oxazolidin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-3-methylbenzilidene] ~ oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-methylbenzylloxazolidin-2,4-dione or its salts;
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47 WD 2004/ 066964 PCT/ US2004/ 000790 5 -

[4-(4-(2- Am no- 2- met hoxycar b onyl ethyl) phenoxy)-3
woneidvgéds4 enzyl ] oxazoli din-2,4-dione or itsPeaiuS3404/000790

5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- net hyl benzi

i dene] t hi azolidin-2,4-dione or its salts;

e e L o
or its salts4- (4- (2- Ami no- 2- car boxyet hyl ) phenoxy) - 3- met hyl benzy

“1]thiazolidin-2,4-dione or its salts;
5-[4-(4-(2- Am no-2- net hoxycar bony] et hyl) phenoxy)-3

-fethyl benzyl 1t hi.azoli di n+2, 4-di gane_..ar | 1t S5 . .
s-L4- (o lg bty o h o A B 2 T BB b Bec s stipne or is
salts: | dene] thi azolidin-2,4-dione or its salts; ‘

7 5-[4-( 4- (2- Ami no- 2- net hoxycar bonyl et hﬁ” %phenoxy -3-nit
5-[4-(4-Gbevmiro-2reredoxyparhenyl ety plze,mxyivﬂm xbenzilideng] t $hiazolidin-2,4-
. 5-[4- (:4- (2- Am no- 2- car boxyet hyl ) phenoxy) - 3- ni t r obenzyl
dione j’dﬁ? §a§§l’i din-2,4-dione or its salts;
5.[4-(P(3-Arhitol ZeABbHR IR PRERSRYY BaMmE R eak \YthiRORAIXYI-dbrRI t or  its
robenzyl ] thiazolidin-2,4-dione or. 1ts salts; " _
salts; 5-[ 4- (4- (2- Am no- 2- car boxyet hyl ) phenoxy)-3 -nitrob

i, 1id £en azol j din-2 4- di ' .
s-(4-CE0E iy SRS B8 ulei Bl kbt 2 B sk APtz o-cione
or its saR®eNzi | i dene] oxazolidin-2,4- dione or its salts;

5-[4- (4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- ni t r obenzyl

] oxazolidin-2,4-dione or its salts;

5-[ 4- (4- (2- Ami no- 2- net hoxycar bony] et hyl ) phenoxy) - 3-ni t

robenzyl ] oxazol i din-2,4-dione or its salts;
5-[4-(H6-Antide-22catixyethR1)phervony )-8 titiyr bY eratidengthidzcdidimadedipne  or its
. i dene] thi azolidin-2,4-dione or its .salts; 48 WO :
salts; 2004/ 066964 PCT/ US2004/ 000790 - .
-[4-(22L Andiflo-02mARb R ' Y3-BiioBbARREARYY) - #rid¥lidin-2,4-
>4 (4ngj6éﬁgf}??§g§@g]b%h?0£?wm?%%i one o%zgi ts Salts; s
dione d&-ifskaltg- ( 2- A no- 2- car boxyet hyl ) phenoxy) - 3- ani nobenzyl

5—[4-(4]-82UA%12119(|)-5gciarrko%yélthgbp ”e%o9<§)-5-t ?trgbaelngﬁ;]thiazo]idin-2,4-dione or its salts; -
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-3-nitrobenzyl]thiazolidin-2,4-dione or.

its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-nitrobenzilideneJoxazolidin-2,4-dione or its

salts;
5-[4-(4-(2- Amino-2-methoxycarbonylethyl)phenoxy)-3-nitrobenzilidene] oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-nitrobenzyl]oxazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-3-nitrobenzyl]oxazolidin-2,4-dione  or

its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-aminobenzilidene]thiazolidin-2,4-dione or its
salts;
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5-[4- (4-(2- Am no- 2- met hoxycar bonyl et hyl ) phenoxy) - 3- am
nobenzyl ]t hiazolidin-2,4-dione or its salts;
WO -2poli/066p6§ 2- Ami no- 2- car boxyet hyl ) phenoxy) - 3- anPaoszmii00790
i dene] oxazolidin-2,4-dione or its salts;
5-[4- (4- (2=Am no- 2- met hoxycar bonyl et hyl ) phenoxy) - 3- am
‘ nobenzil i dene] oxazolidin-2,4- dione or its salts; -
5-[4-(45(2F AnfirleQ2méthonyeatbanietind \pbensuy)-SHamioghnzdidenrh o bikiagplidin-2,4-
. ] oxazpl i di n-2, 4-dione or its salts;
dione QIJFLF—a?tﬂl (2- Ami no- 2- met hoxycar bonyl et hyl ) phenoxy) - 3- am
(41@b oA RlyiethiyD: - 1@benk¥1khfaablidin-2,4-dione or its salts;
5-[4 (42@[ - Iz{J)(z(Z)Am Rﬂg%!)ggerlg)ggjygtaﬁlyl %phe%_%x ) - 2-fl uorobenzi .
5-[4-(4L(2dansho2-methiok yiarbahyletiniliphenaxy 1‘3tgmnggmzsd]thlazohdm-2,4-dlone '
. 5-14-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) -2-fl u
or its sglibenzi | i dene] thiazolidin-2,4- dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 2-f | uor obenzy
| Jthiazolidin-2,4-dione or its salts; . i )
5-[4-(45(2F Amfirie-22safixyoth)) patrioax)y S-amiurbehalidgnelprazatidipy 2,9-dipge or its
or obenzyl ] thiazolidin-2,4-dione or its salts;
salts; 5.[ 4- (4- (2- Ami no- 2- car boxyet hyl ) phenoxy) - 2- f | uor obenzi
_[4-(aLid ) bt dar LyPpBetixy) BSamindbéifzilidene]  oxazolidin-2,4-
>[4 “&[%ﬁ%gﬁ%mbﬁ%%%ﬁg{eﬁ%%gar v - X0
dione o?liglekts;i | i dene] . oxazolidin-2,4- dione or its salts;
5-[4{4?(?%3&-%%@ _ozr}]/gft_hépﬁlﬁe&%oyf-lt\a.{}nirll%b%fq%e}gfég%o]?dimfaﬁ%%%)ﬁs salts;
_14-(432L Amiro-£ dn ARb DR ROl Béad glabinyborzhogag)idir-2 J4udione or
>[4 “?6‘%‘3&3‘{/] ] oxazol i di n- ZW%i ondg@?;r its salbta's; 49 WO
its salt2004/ 066964 PCT/ US2004/ 000790
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3-f | uor obenzi
l'idene]thiazolidin-2,4-dione or its salts; , :
5.[4-(452 L Amfrfb-2 2af¥tixpeth 2D piRinboyys-Aubmbyhztidere] thfeznbding 2,8-dione or its
orobenzili dene] thiazolidin-2,4- dione or.its salts;
salts; 5-[ 4- (4-(2- Ami no-2-car boxyet hyl ) phenoxy) - 3-f | uor obenzy

L bthazohidigs ' ' I fhorobenzilid thiazolidin-2,4-
S B At o) - P>
dione opltobaitizy| | t hi azol i din-2,4-dione or its salts; _ .
5-[4-(415@%ﬁ%&-ﬁﬁ@}%h@%ﬁ%&%ﬁé%hﬂ&%F@z%)ﬁ%golg’d'iﬁ-lﬁ&ﬁﬁgg W lits salts;
5-[4-(4-(2-Amino—2—methoxycarbony]ethy])phenoxy)-Z-ﬂuorobenzy]]thiazo]idin-2,4-dione or

its salts;

5-[4-(4-(2-Amino—2-carboxyethy])phenoxy)-2-ﬂ1;orobenzilidene]oxazolidin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-2-fluorobenzilidene] oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethy])phenoxy)-2-ﬂuorobenzy]]oxazo]idiﬁ-2,4-dipne or.its salts ;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-2-fluorobenzyl]oxazolidin-2,4-dione or

its salts;
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sal ts;

5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 3-fl u
wonohmaaichi dene] oxazolidin-2,4- dione or its Barms2004/000790

5-[4-(4- (2- Ami no- 2- car boxyet hyl ) phenoxy) - 3-f 1 u

or obenzyl ] oxazolidin-2,4-dione or its salts ;

5-[4-(2pdaunthid 2B 0e ¥1234$9%390ﬁﬂ9&@3E@zmeyénknmﬁaeﬁafm 234 Hidhe or its

orobenzyl oxazo ione or its sal
salts; 5-[ 4- (4- (2- Am no 2- car boxyet hyl ) phenoxy) - 2-tri fl uor one

S-[4- (AT IO S TPy cBDRaT wﬂeﬂ%mﬁm%e&ﬁ%fﬁ‘tsﬁ?)faéﬁ#?hdm 4-

d]ODBBl’f‘{?Eﬁ{Eﬂt hyl ben2| [ dene] t hi azolidin-2,4-dione or its -

5-[4- (5(2-465(11410( Z{mhonpetﬁylmﬂ]eboxg@éi ﬂyd>r))bhwyb]ﬂwlzd}dm-i2f4 -dione peits salts;
5-[4- (45@ li\t;g{;})@(/ s cﬁé%!%r ﬁ%‘%ﬁ g on}e%??_é.{ l)seﬁﬁglht%le)h%mﬁﬂ dione or

its salfs] Uor omet hyl benzyl ] thiazolidin- 2,4-dione or its
salts
5 [ 4- (4 (2- Ami no- 2- car boxyet hyl ) phenoxy)-2-trifl uorome

s-(4-ChY RO b ﬂﬁpﬁ%ﬂi&ﬁfp&ﬂ@@éaﬂ%ﬂww%f&%sﬁ%}fgﬁ Yghfiope or its

salts; fl lu;);orret hyl benzi | i dene] oxazolidin-2,4-dione or its

5-[4- (43(:{ -Anfino(Zmatlioxycabon gbxeengxy)phéuosopenzlidend]| uoepdidin-2,4-
%O%Slb nzyl]oxazolidin-2,4-dione or its salts; 50 WO
dione 6964 PCT/ US2004/ 000790

5-[4- (zﬁgz[ Aﬂlﬁo(zkaﬁmmt}@a)]@m&ﬁ@oyysaﬂhhﬁab/éxﬁynwzazbhaﬁpzy -Jior drfits salts ;
| uor onet hyl benz oxazol i di n- 4-dione Qr its
5-[4-(44PtAmino-2- methoxycarbonylethy])phenoxy) -3- ﬂuorobenzyl]oxazohdm—Z 4-dione

tss5“ 4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3-tri fl uorome:
O 1S SEYI benzi | dene] thiazolidin-2,4- dione or.its salts;

5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 3-tri
fl hyl l I -2, 4-di [
5-[4- (%@ugém?gg c%rl?oexr;'%:tlhy])gﬁgne]xy) lngrolrﬁjelthylgénzil%e%g oghiilzto%din-ZA-
(2- Am no- 2- car boxyet hyI ) phenoxy) - 3-trifl uorone
dione 0t':_itr#SIAsgenzyl ]thiazolidin-2,4-dione or its salts;

5-[4-(452F Amfio-2 @ﬂhmaﬁomimlpbamwaﬂ eifhwprqiphbybenyiligene]

thiazolfi'u?r 95"% ¥)r RS Sglysl ] thiazolidin- 2,4-dione or its

5-[4- (45(%%11% ﬁ%ammpahg})pmm?zﬂrgﬂiiarbhﬁﬂwenﬁ}]tma;fdliuﬁf-m,nrmione or
n-2, 4- :

yl benzil i dene] oxazoli
its salts;

5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-2-trifluoromethylbenzyl]  thiazolidin-

2,4-dione or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-2-trifluoromethylbenzilidene].  oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-2-trifluoromethylbenzilidene]

oxazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-2-trifluoromethylbenzyljoxazolidin-2,4-dione or

its salts;
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dione or its salts; 5-[4-(4-(2-Am no-2-m
et hoxycar bonyl et hyl ) phenoxy) - 3
woRoi4ioeepon onet hyl benzi | i dene] oxazol i di n- 2, 4- BCOWS21/000790

its salts;
5-[4-(4- (2 Ami no- 2- carboxyethyl)phenoxy) 3-tri

4L QoATRL Db bgoydc BT t _
> @ ?2 4-(2- Am no}yZ wh?'hoxycareré)onyl et hyl ;ﬁ%ﬁ%ﬁ’s) S()xéZOIIdln

2,4- dfolngorﬁﬁéﬂhyl benzyl] oxazolidin- 2, 4-dione or its

sal ts;
5-[4= (4 ( 2- Ami no- 2- car boxyet hyl ) - 2, 6-di f| uor ophenoxy) b

-[4-@2LAsiesnol tih§i)pheho Sbmett 2.4
e S Ao a ey ho@ggmyfgtehﬁﬁmg%ﬁ?]f i

dionefoz it sglfsienzi | i dene] oxazolidin- 2,4-dione or its salts

s+ G TPREGRR Bt ippiomethyibasichey
thiazoPdliA2,@ddioRe 6niteoal#; Net hoxycar bonyl ethyl)-2, 6-di

fluorophenox )benzyl] oxazolidin-2,4- dione or its
5-[4-(442t+Aynino-2-carboxyethyl)phenoxy)-3- tnﬂuoromethy]benzyl]thlazohd1n-2 4-dione or

4 @_[4 (4-(2- Am no- 2- car boxyet hyl ) -2, 6-di fl uorophenoxy) b
15 5818hzi | i dene] t hi azol i di n-2, 4-di-one or its salts; 51 WD

5-[4- (NM&%%&%ME@ME@Q@ﬁ%oxy) -3- tnﬂuoromethbylbenz?' thiazolidin-
uor

5-14-(4 Am no- 2- net hoxycar bonyl et hyl ) -2 op
2,4-dipraeii zilidene] thiazolidin- 2,4-dione or its

s-Ei-CB g obomity e 2 puprome e r e on RG24
dione enizysditshi azol i din-2, 4-dione or its salts;

5-14-(4-(2- 2- hox b | ethyl)-2,6-difl
st oS -5 Bl S LT

oxazolgﬁl{l4z4a]({,]%olixms@gng car boxyet hyl ) -2, 3-di f| uor ophenoxy) b
enzilidene]thiazol’idin-2,4-dione or its salts

5-[4-(45(3- An(irio-Q2catbarystigpbernayy eriBunydnatthylbynzz] 1ox didlidirs2 dpdione or
s Sa]tgaenoxy) benzili dene] thiazolidin- 2,4-dione or its
alts

5-[4-(42(2L ArrdiAlo-0 2n b REcaZb I IRN Y RdHt y)- ﬁtrﬂi\ﬂiréh%&%ﬂ@ﬁ?xy%ﬁmhdm—
enzyl]thazolldln 2, 4- dlone or its sa

2,4-dioge onitf gal{sp - Ani no- 2- nethoxycarbonylethyl) 2, 3-di f | uor op
henoxy) benzyl] thiazolidin-2,4- dione or its sal ts;

5-[4-(4-(2-Amino-2-carboxyethyl)-2,6-difluorophenoxy)benzilideneJoxazolidin-2,4-dione or

its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-2,6-difluorophenoxy)benzilidene] ~ oxazolidin-

2,4-dione or its salts
5-[4-(4~(2-Amino-2-carboxyethyl)-2,6-difluorophenoxy)benzyl]oxazolidin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-2,6-difluorophenoxy)benzyl] oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-2,6-difluorophenoxy)benzilidene]thiazolidin-2,4-dione or

its salts;
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5-[4-(4-(2- Am no- 2-car boxyet hyl ) -2, 3-di fl uor ophenoxy) b
enzi | i dene] oxazol idin-2,4-dione or its salts;
WO -2poli/066p6§ 2- Ami no- 2- met hoxycar bonyl PCT/US2004/000790
et hyl ) -2, 3-di fl uor ophenoxy) benzi | i dene] - oxazol i di n- -
2,4-dione or its salts;
-~ 5-[4-(4-(2-Am no- 2- car boxyet hyl| -di f | uor gphenox yz 0 .
5-[4- (Mgw]am@a%-mqﬂmxycgpqnﬂptbﬁﬁ 259~ d; @ro@gp@)@l)benzﬂldene] hiazolidin-
Ami no- 2- met hoxycar bonyl et hyl ) -2, 3-di fl uorop
24‘hﬁ%% Q%Zyl] oxazol i din-2,4- dione or its salts:
5-[4- (15-'@ %ﬁﬂm@ﬁcﬂﬂb?@lﬁdﬁ@6@&M&bbﬁéﬁw?}%ﬁiﬁﬁhﬁhﬁiﬂiﬁ@4}ém or its
i'dene] oxazol i 4-dione or its salts
salts; 5 [ 4- (4-(2- Am no- 2- met hoxycar bonyl .
5- [4-(12}(2)&%81%3 - tSB*}S’og(Wa?Qg X}X)stpﬁﬁ-zf é-'dgﬁﬂ?éph%mé&&ﬂ' 2, ﬁiiazolidin—2,4-
dione 8r ltésdits; ( 2- Am no- 2- car boxyet hyl ) - 3- met hyl phenoxy) benzy
]oxazofldln 2,4-dione or its salts;
,5 [4 (4-(2- A no- 2- nethoxycarbonylethyl) 3 -m

1o BB Sy e

its saltg- [ 4- (4 (2- Am no- 2- car boxyet hyl ) - 3- et hyI phenoxy) benzi
I dene] thi azolidin-2,4-dione or its  sa

[
5-[4-(46(3- Anelnoezmmhpﬁbcazb%fﬂﬁbxlgr@a?r@&wmﬂ?ﬁmww&m?bheﬂilé)azohdm-
Iy .dene] thiazolidin-2,4- dione or its salts;
24'd1q§}/€%0ﬁ{‘%} ](té Ami no- 2- car boxyet hyl ) - 3- met hyl phenoxy) benzy
5-[4-(4-{3-Rintinol2-eirboxyethyl)- hBalifuorbplsenosgibeszylthiazolidin-2,4-dione or its

5-[4-(4-(2- Am no- 2- met hoxycar bonyl et hyl ) - 3- met hyl pheno
salts; xy)benzyl ]thiazolidin-2,4-dione or its salts;

5-[4- (45g-ﬁ.nf ﬂ% I(zgnzagﬂ}ﬂg&r??o&glé%ﬂ%y QtShdﬁk]}Jo%pﬂéﬁ ):?M?P]Y) bgRidlidin-2,4-

diohe or its
dione &r-if/salts;- (2 Ami no- 2- net hoxycar bony! et hyI )-3-nit rophenox

s LIRS B S Pl g ine o

jts salts:t hi azol i d| n-2,4-dione or its salts;
5- [ 4- (4- (2- Am no- 2- met hoxycar bonyl et hyl ) ni t r ophenox
5-[4-(4y(2AmiR0- fztmﬂhmcadxom@ﬂmd)\ft?érfléﬂaerophmpxyﬂqep§}hdene]-oxazohdm- A
4182 Am no- 2- car boxyet hyl) - 3- ni t r ophenoxy) benzi |

2,4- dloﬂ“&&’ﬁ&%oxazol idin-2,4-dione or its '
5-[4-(4-(2-Amino-2- carboxyethy]) 2,3-diflucrophenoxy)benzyl]oxazolidin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-2,3-difluorophenoxy)benzyl] oxazolidin-2,4-

dione or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)-3-methylphenoxy)benzilidene]oxazolidin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-3-methylphenoxy)benzilidene] oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-3-methylphenoxy)benzy]]oxazo]idin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-3-methylphenoxy)benzyl]oxazolidin-2,4-dione

or its salts;
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sal ts;
5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) - 3- ni t r ophenox

we@ rhEnsedei dene] oxazol i din-2,4- dione or its sBCTAIS2004/000790
5-[4-(4-(2- Am no- 2- car boxyet hyl ) - 3-ni t rophenoxy) benzyl

] oxazol i di n- 2, 4 dione or its salts;
Iethyl nltrophenox

(l[g é - met hoxycar bon :
5-[4- é)‘ e‘ﬁ%&ﬂlé' X XD’Sﬁ D23-megipydphenexy bﬁt@ll@ﬁ}thlazohdma 4-dione or its
salts, -[ 4- (4- (2- Am no- 2- car boxyet hyl ) - 3--am nophenoxy) benzi |

i dene] thiazoli. din-2,4-di one or its salts;

5-[4-(@8- ([z4Am4haq-2 -miethoxycarborly mwpamm}n%pmnawaeﬁzlﬁﬂbmphﬁﬁ&éhdln-z 4-
y) enzlllldene] thiazolidin-2,4 lone or its sal
d1°n35’rft&5€ S5( 2- Ani no- 2- car boxyet hyl ) - 3- ani nophenoxy) benzy!

5-[4- (éf(? ﬁﬁaﬂd( 221'ch‘b%xgetg&]?n%-mg{hyiphﬁn%lgenzﬂ]thlazohdm-2 4-dione or its
salts; et hoxycar bonyl et hyl ) - 3- am nophenoxy) benzyl ] t hi azol i di n
its salts; 53 WD 2004/ 066964

4-di on
5-[4- (ﬁ,@-ﬁg@ Oﬁpﬁ@m@arbonylethyl) -3-methylphenoxy)benzyl]thiazolidin-2,4-dione
or its s@th (4-(2- Am no- 2- car boxyet hyl ) - 3-am nophenoxy) benzi |

| dehel oxazol i di n- 2,4-dione or its salts;
5-[4- (4-(2- Am no- 2- met hoxycar bonyl et hyl ) - 3- anlnophenox
idin-2,4- dione or its salts;

51U e SR B I A rbioaeo e idenrishmeiiiy ok diogke or it

salts; ]oxazol idin-2,4-dione or its salts;
2- Am no- 2- met hoxycar bonyl et hyl ) - 3- am nophenox

5-[4- (%r%émzlw fzdnatbgky@urbmﬁdethyl)énﬁtrmhenoiﬁ)beﬁixhdsene] thiazolidin-2,4-
4 (2- Am no- 2- car boxyet hyl ) - 2- f | uor ophenoxy) benzi

dione ‘i“gfesﬁ tT’t hi azolidin-2,4-dione or its salts;
5-[4-(45¢2% Anrfirdo-0 Zafbix ?@mgr)r@hh%}i&%xpmoﬁg}hﬂzbr&nﬁ H%@fé“&r}% salts;

5&) benzi | i dene ifazolidin-2
5-[4-(452F Ayoyinp- 2-Juthe ¥y arhopy bﬂ‘d&l}f@ﬂﬁi}@pﬂlﬁﬁoiwhmﬂﬂﬁmwmm&wne or

ltssalt.%s] thiazolidin-2,4-dione or its salts;
[ 4- (4- (2- Ami no- 2- et hoxycar bonyl et hyI) 2-fl uoropheno

5-[4-(4x@)Aveirmy2 LénfboayethyNli3miBophdHoR PP eRsilidédedosblidin-
5-[4-(4-(2-Am no- 2-car bogyet hg)l%)e 2“fl ueg?ophe]n%]x‘glfbdel%% o its

salts; . ‘|'i dene] oxazolidin-2,4-dione or \its salts;

5-[4-(4 2 UL Brefiypearo ALY AR AAAU S I 'n)rzﬂ%tegé 0l BB din-2,4-

Xy) benzi | i dene] oxa
dione or its salts;

5-[4-(4-(2-Amino-2—carboxyethyl)-3-nitrophenoxy)benzy]]oxazo]idin—2,4—dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbony]ethy])-3-nitrophenoxy)benzy]]oxazolidin-2,4-dione or

its salts;

5-[4-(4-(2-Amino-2-carboxyethy])-3-aminophenoxy)benzi]idene]thiazo]idin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbony]ethyl)-3-aminophenoxy)benzilidene] thiazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-3—aminophenoxy)benzy]]thiazo]idin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbony]ethyl)-3-aminophenoxy)benzy]]thiazolidin-2,4-dione

or its salts;
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5-[4-(4-(2- Am no- 2- car boxyet hyl ) - 2-f | uor ophenoxy) benzy
| ] oxazolidin-2,4-dione or its salts;
WO -2poli/066p6§ 2- Ami no- 2- met hoxycar bonyl et hyl ) - 2- f | BOTASE®MO00790
Xy) benzyl ] oxazol i din-2,4-dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) - 3-f| uor ophenoxy) benzi
5-[4-(Bi(dearlihbi2aztbdxgethyh. 3 N
- ([ 4- (4- (2- Ani r?g 2ylr?et ﬁg@gg‘?@g%&%%ﬁa%é]gxa}ZPldglrnozﬁﬁ Sione or its

salts; yy) benzi | i dene] t hi azol i d| n-2, 4- dione or its salts;
benz

5-[4- (5](% Pl § 35{%%{5%&%{})%%% Zﬁf ?él%og&lfgolxu t]%régéf/) oxazohdm-2 4-

dione or [t¢ sdifs;( 2- Ani no- 2- et hoxycar bonyl et hyl ) - 3-f | uor opheno

xy)benzy]]thiazolidin-2,4-dione or its salts; 54 WD
5[4(%3%}

ABELEAa @Ezl@@m@oﬁ}@@oxy)benzyl]oxazohd1n-2 4-dione or its salts;
roph noxy benzi

5-[4- (5’ (i M‘}lo(-g ﬁﬁd&&c%ﬁ%ﬁ]g&gﬁ @¥ enfogg(ﬁt@zy oxazo 1d1n-2 4-dione or

dene oxa
1tssa]t5 [4-(4-(2- Ami no- 2- met hoxycar bonyl et hyl ) -3-fl uor opheno

xy) benzi i dene] oxazol i din-2,4- dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyI) 3-fl uor ophenoxy) benzy

ar ts S
S-4-l Ao St BN RS A epbiiesd Ry elicrns oderaligin-gghdinae or it
salts; xy)benzyl]oxazolldln 2,4-dione or its salts;
% no- 2- carbOXﬁethyI) 2- trlfluoronethylphen
5-[4- %Q@y*f*ﬁ“éﬁ? "MaeREYcarbonyleshy iR fpraphenpxyybengiliddms] s athiszolidin-2,4-
dunmcﬁlk%aﬁé (2- Am no- 2- nethoxycarbonylethyl) 2-trifluorone
enoxy) benzilidene] thiazolidin-2,4-dione or

5-[4- (4|-(125Ammhd>—§ carboxyethyl)-2-fluorophenox benzy]]th1azohd1n—2 4-dione or 1ts salts;
box ethyl)-2-trif | uor onét h (f

5-[4- (40(%)/}‘]51&?& %r’?‘fAﬁ]P’&?aﬁi t}Q'l 2- &U@mhémoxy)b@lzsfﬂﬂnaohdm-z 4- dlone or
jts salts2- [ 4- (4- (2- Am no- 2- rret hoxycar bonyl et hyl ) -2-tri fl uorone

thyI henoxy) benzyl] thiazolidin- 2,4-dione or its
5-[4-(44Z1Amino-2-carboxyethyl)-2- ﬂuorophenoxy)benz111dene]oxazohdm—Z 4- dlone or its
salts; 5-[4-(4-(2- Am no- 2-car boxyethyl )-2-trifl uoromsthyl phen

oxy) benzi |l i dene] oxazolidin-2,4- dione or its salts;

5-[4- (4.52-[Aénﬁaé-l-ﬂ"reﬁlﬂxﬂrﬁargoﬁ@ﬂ&t'ﬂ??é@ﬁﬁ&Gﬁﬂé&&gﬁe}ualggﬁﬂfel g&ag&gdma 4-

t hyl phenoxy) benziliden oxazol i di
dione ogi§ galts;
>-[4- (4' '%Bgég}gﬁ’ g’éﬁfﬁ%f qfug%’ﬁ gl))%azy ]rp%ézloix g,% 10ne Qrel?s salts;

5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-2- ﬂuorophenoxy)benzy]]oxazohdm-Z 4-dione or

its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)-3-ﬂuorophenoxy)benzi]idene]thiazo]idin-2,4-did'ne or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbony]ethyl)-3-ﬂuorophenoxy)benzilidene] thiazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carb0xyethyl)—3-ﬂuorophenoxy)benzy]]thiazoh'din-2,4-di6ne or its salts;
5-[4-(4-(2-Amino-2-methoxycarbony]ethyl)-3-ﬂuorophenoxy)benzy]]thiazolidin-2,4-dione or

its sa]is;
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5-[4-(4-(2- Am no- 2- met hoxycar bonyl et hyl )-2-trifl uorone

t hyl phenoxy) benzyl] oxazolidin- 2,4-dione or its
WO abi49)66964 PCT/US2004/000790

5-[4-(4-(2- Ami no- 2-car boxyet hyl )-3-trifl uoronet hyl phen
oxy) benzil i dene] thiazolidin-2,4- dione or its salts;
5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) 3tr|fluorome ~
5-[4- (ﬂﬂ%h‘?smmﬂj%ﬁ)ﬂméwzm}’lb-éeﬂﬂeqmphdnpmz)bbmihdﬁnz]ofl&adolmdln&oét dione or its
alts: its salts; 5 - [4-(4-(2-Am no-2-carboxyethyl)-3 -tri
Sa1%: £ | uor onret hyI phenoxy) benzyl ] t hazol i di n- 2, 4- di one or

- 2- kY -2.4-
1% (gj@fl(ﬁ gio(ﬁz ﬁ%ﬁg@%ﬁﬁ%@% Eg;r%)l et hy?y 3-t rllq?] uoc;xgzn%hdm 24

dione phits pHltsioxy) benzyl ] thiazolidin- 2,4-dione or its

5- [4-@?%MWO(%C%}%PWEVD&#B@{WHWj)b%nzef Nexaplidie Argippnenits salts;

BT gra g Ruop i o SRR  don o

its saltshy| phenoxy) benzil i dene] oxazol idin-2,4-dione or its

salts;
5-[4- (4 (2- Ami no- 2- carboxyethyl) 3-trifluoronethyl phen

5-[4- (@(W)Abﬁﬂé;d tay@aelH Il-ﬁﬂﬁ’o*rdhﬁﬂﬁll}ﬂ{enoﬁ)ﬁeﬁh&e%e; thiazolidin-2,4-
m&é (2- Am no- 2- et hoxycar bonyl et hyl )-3-trifl uorone
dione @Ihliq noxy) benzyl] oxazolidin- 2,4-dione or its

> '[4'(%6['%%2120'(2 FE th8X¥Cg>r<1§/°cQ’r%}&mlgatﬁp%queﬁ@flﬂ%ﬂ%& bony! efjzlidene]
thlazolhdlﬁmﬂdiqn)e dpéezalts; dene] - thi azoli din-2,4-di one or
5-[4- (45(2[ An{la@ @fafb%wféxwarrﬁbwwaﬁﬁhﬁmnwmﬁanmlylukzﬁydmne or

its salt.lg) phenoxy) benzyl]thiazolidin-2,4- dione or its salts;
-[4-(4-(2-t-butoxycarbonyl am no- 2- met hoxycar bonyl et hy
5-[4-(4H(2phemiooc)ymétboxrychibdankthylp2-ar filiodnret i I dhatiorbentyl] t Sthiazolidin-

.salts; i
2,4-dioge PR 1t 321IS5 ¢yt oxycar bonyl ani no- 2- met hoxycar bonyl et hy
5-[4- (4|-(bpﬂﬁW%—)caﬂﬁﬁ?é&h}]@-&atﬂubfgrﬂetgylgyheﬂjd)&?l?engfhdeﬁ?) h*ézohdm—Z 4-

t - but oxycar bonyl am n oxyet enox
dione Oy)tSEélﬁﬁzl | idene]thiazolidin-2,4- dione or its sal ts

st RIS PR BSSA BRI P B e

oxazohﬂn{ﬁ4(d4m(e2@ﬁnsmaltgxycar bonyl am no- 2- car boxyet hyI ) phenox

% benzi | i dene] oxazol i din 4-
5-[4-(4-(2-Amino- 2 -carboxyethyl)- 2-tnﬂuoromethylphenoxy)benzy]]oxazohdm—Z 4-dione or

its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-2-trifluoromethylphenoxy)benzyl]  oxazolidin-

2,4-dione or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)-3-trifluoromethylphenoxy)benzilidene]  thiazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-3 -trifluoromethylphenoxy) benzilidene]

thiazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethy])—3-m'ﬂuoromethy]pﬁenoxy)benzy]]thiazo]idin-2,4-dione or

its salts;

55



dione or its salts and
5-[14-(4-(2-t-butoxycarbonyl am no- 2- car boxyet hyl ) phenox
W@ phEnsyded oxazol i di n-2,4-dione or its salts. B8T/UA2004/000790
process for the preparation of an am no acid phenyl
ether of formula (1) 56 WO 2004/ 066964
PCT/ US2004/ 000790 R2 R3 Z . X-A Y *R4A O (1) _RLNOH _ ..
5-[4-(41(RABRTd-Dahétiecaiborylatiyl e rifhicremetiipbereX obergy s, thiazolidin-
its stereoisoners, its polynorphs,: its :
2,4—diopharﬁﬁé<'éliﬁt;i cally acceptable salts, its :
ar maceyt | GE behigilideme]- - - oxazolidin-2,4-
5-4- B P D B e B R
dione opMeisEkdl R relp][ esents h)F/gr ogen og al kyl; bZ represents
oxygen or sulfur; R1, .and R4 e same or -
5-[4-(4dRF Aminare-rasthoxyicAdepris iy ﬁ“ﬁ%?%@&?%’??ﬁ’fy gen, benzilidene]
.nal oge .hitro, cyano, fornyl, amno, alkyl,
OX”OIIEP'Q%F(QE)Q%?‘%SO%%BT esents a bond or substituted or _
5-[4-(4JS£QSAJxlﬁﬁid-B%hﬂﬂxﬁéthjfl)&hteiﬂh_bnmyﬁhylphmox!yﬁ:teazﬂ&q)galzol_ldmﬁgﬂ-dlone or
represents an al pha am no carboxylic acid or its
its saltsgler i vati ves bonded to A or Y through its al pha side

s 2 LSS S ko oo

2,4-dioRé 6f Res4lth; anino acid and all other synbols are as
defi ned above with the compound of forrmula (I11b) R2
V L CRMO (Illb) Rl wherein L represents a '

5-[4-(4%3%%3&%5}%@%%&Qnaﬁ&ﬁydam&awﬂﬂlﬁmhm)gr oup, Rdenzilidene]

are” as defined above to produce a conpound
thiazolidin-2 drdivhaor(itd dadtp; R2 R3 X~, A- \ CR40 (Illc) Rl ii).

reacting the compound he..f ' iaz0lidin-2.4-
s-(a-a g ong ot S BRpsichors) Wi giazeldin 2.4
dione oftits@pound of fornula (111d) and ' :
5-[4-(4-(2—t-butoxycarbony]amino-2-methoxycarbonylethy])phenoxy) benzilidene]

oxazolidin-2,4-dione or its salts;
5-[4-(4-(2-t-butoxycarbony]amino—2-methoxyéarbony]ethy])phenoxy) benzylJoxazolidin-2,4-

dione or its salts.

5 -[4-(4-(2-t-butoxycarbony]amino-2-carboxyethy])phenoxy) benzilidepe]thiazolidin-2,4-

dione or its salts;
5-[4-(4-(2-t—butoxycarbony]amino-2-carboxyethy])phenoxy)benzy]]thiazolidin-2,4-dione or

its salts;
5-[4-(4-(2-t-butoxycarbony]amino-2-carboxyethy])phenoxy) benzilidene]oxazolidin-2,4-

dione or its salts and

5-[4-(4-(2-t-buto’xycarbony]amin0-2—carboxyethy])phenoxy)benzy]]oxazo]idin-2,4-dione or

its salts.

18. A process for the preparation of an amino acid phenyl ether of formula §))
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RR RBRA Z (Illd) X;AYORLN OHIiii).

deprotecting the amno acid group of formula (111d) to
weoizadsbeewwpound of forrmula (1). 19. A processPEoDUSLIN/000790

preparati on of am no acid phenyl ethers of formula (1)

57 WD 2004/ 066964 PCT/ US2004/ 000790 RZ R3. R4 _4 z

X-A-Y\O(~) RLNOHtheir derivatives, their .

anal ogs, their tautonerirR3 fornms, their stereoisoners,

t hei r pol ynor phs, helr ph ceutically acceptable

salts, their phankmac @7 v aseapt abl g sol vat es,

wherein - --- |xe€r sen¥ no band: Y rep?gsents oxygen,

sul fur or NR wherein Rieprgisants hydrogen or  al kyl;

O .
Z represents sulfur; Rl, R2, R3 and R4 may be sane_or )
its deriNdtives,eits amadbgsn its plenigararicy formspritss stareoispmeryeits polymorphs, its

hal Q hydr . nitro,_.cyano,.farnmyl . amno Lky .
pharmagenieaby POt s ol e Eep Pt oXserflel Syvges Wherein
represenfiS #5tnid OF @€prédeils oRER! AANE! of NR[ Wikt R idfiresentghydfogen or

represents an al pha am no carboxylic acid or its .
alkyl; BerdpvesentseexygsndudsulfirARos Ry, RarandgRsimay bg| game oF gbfferent and -

indepe%%kﬂ" r@%&&%}%{ s E?aeleg?qq‘g&%p%y?&#eo? ré;%% fﬁg‘hklgl)aggé% alkyl, or

alkoxy2JA0FBpREents 4 Bol bioWstifthéd br anqubRtititddaryhiheteré@yclyl or heteroaryl
followed by treatment with an acid. 20. A process far

ring; Xtraprepensp an ainheamino earbexilisociterditpd@iptivesthamded o A or Y through

its alphgosgcﬂau c!haailg,l\)'hiclﬁgom%?’ﬁs%é Z XAY\ ~-0() RLN
i). reacting the compound of formula (I1la)

X—A~YH @)
which represents a protected amino acid-and all other symbols are as defined above with the

compound of formula (IIIb)
R2

R3
L—@c&,o (11b)
R1
wherein L represents a nucleophilic aromatic substitution leaving group, R, R; and R; are as

defined above to produce a compound of formula (IIlc)

R2 R3
CR,O
X~ A‘Y@/ 4 (ic)
R1
ii). reacting the compound of the formula (IIlc) with 2,4-thiazolidinedione or 2,4-

oxazolidinedione to yield a compound of formula (II1d) and

R2 R3 Rr4

V4
T (I1a)
X,/A‘Y > N/\40

R1 o H
iii).  deprotecting the amino acid group of formula (111d) to yield compound of formula (I).

19. A process for the preparation of amino acid phenyl ethers of formula ()
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OHits derivatives, its analogs, its tautoneric
forns, its stereoisoners, its polynorphs, its
wohemrroacewt i cal |y acceptable salts, its PCT/US2004/000790
pharmaceutically acceptabl e sol vates, wherein ----
represents a bond; Y represents oxygen, sulfur or NR
wherein R represents hydrogen or alkyl; Z represents
oxygen or sul fur; Rko RoR3 R&gand R4 may be sanme or
di fferent and indepe <de€Rt Ly represent - hydrogen,
hal ogen, hydr oxy+A+y ,'}Epnyl, ayi no, al kyl,
or al koxy; A representgg,a baopdNor substituted or
unsubstltuted aryI heterocy@lyﬁ or- heteroaryl ring;

hei 6res nts a hataq1no C rbox§]tctac i.d or ﬁﬁ 1 h
their qeghifkes T4 il BeS ATbRRHS BIRR Pen S faiS s Itinmolymorphs,
their Mnﬁﬁ@&ﬂicﬂmy ac&gfmwaﬂs qﬁeﬁ 9hm4{a@exﬂt!dah§)aca{epﬁme so1%dtdd, wherein -

wher ei n is a nucl eop il eaV|g%Rgroup wWith a
repm tslmdb@fd, tYheepfesents) Ioaygelnl swfur or R \Wha ek ogBesats hydrogen or

alkyl; 23 Xl a0 Ky ‘%ﬁ%%ﬁ\“é{l 3ohe e £ 7ol apd ihdependently
represéﬁte']?]\}/lrogéﬁlelial@éenf QfyaRxF, hito, B%n83 oyl anfsisfs, YalRY1O o dlkoxy; A

ts derivatives, iIts ana ogs, Its taUtOHEYIC
repres¢rig rps bond or substiteied grewasubstitated ciryhthepecyclylt er heteroaryl ring; X

represgxﬂé;;aﬂngaggﬁ amnit c{ Xargl Z%: aacgc, gr étglc{}eg‘v%gvesv%ogpgﬁ {0 A or Y through its

alpha di sf@@él@ﬁﬁ,rﬁﬁreacth@we cdﬁlp@ﬂfd&ﬁﬁ’aﬁﬁula)(mn sul fur or NR
wherein R represents hydrogen or alkyl; Z represents

oxygen or sul fur; R3 3 and R4 may be sane or
different and i ndepérebntlly reguresent hydrogen,

hal ogen, hydr oxyA~pi @ cyaho, fornyl (enm no, alkyl,
or al koxy; A represe a bdnd or substituted or
unsubstituted aryl, heterocyclyl or heteroaryl ring;

whereiXJiehalegenatenaand®R mhaﬁloarér alkyt gichpXvilh thiagtsl flowddsy treatment
der.ivatives bonded to A through its al pha side chain,

with angeideact i ng a conpound of formula (111h) X _A-OH (111 h)
20. Wﬁgfo%eﬁ P ﬁl%r@;‘}a?atﬁﬁ] cqeafn' AMiflo 2BAUhW/ T i FTIBRANE YO

formul a
R4
. L Z o
x—A~y ; r\?; )

its derivatives, its analogs, its tautomeric forms, its stereoisomers, its polymorphs, its

pharmaceutically acceptable salts, its pharmaceutically acceptable solvates, wherein ----
represents a bond; Y represents oxygen, sulfur or NR, wherein R represents hydrogen or
alkyl; Z represents oxygen or sulfur; Ry, R, R3 and Ry may be same or different and
independently represent hydrogen, halogen, hydroxy, nitro, cyano, formyl, amino, alkyl, or
alkoxy; A represents a bond or substituted or unsubstituted aryl, heterocyclyl or heteroaryl
ring; X represents an alpha amino carboxylic acid or its derivatives bonded to A through its
alpha side chain, by reacting a compound of formula (11If)
x—A~L (111f)
wherein L is a nucleophilic leaving group with a compound of the formula (IIIg).
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R3 RR R4 Z(lIlgg HONOR OHZ22. A process for
the preparation of 'Conpound of formula (1) R2 R3 R4
WH200406696N O (~) R O H wherein "---" represenPeTmsS2004/000790

- bond by reduci ng conpounds of formula (1) . wherein

--- represents a bond and all other synbols are as

defined in claim1. 23. A pharmaceutical conposition,

whi ch conprises a oharﬁacqﬁtically ef.fecti ve anount

t

of an amino acid pHepd. etlier. of for a (I) 59 WO

2004/ 066964 PCT/ ESZ D R3 Z - X-A-Y 0 (I) .
RL NH as defin i R4l ai m nd a pharnaceutically

acceptabl e carrier, diRuenp’ ekcipient or solvate.-

24. A method for reducing glucose in Plasna conpri sing
21. aAlprodess &rithepreparefionef an/amingrasidnhesyl etheraffommita 6b

formula (1) as defined i3 claiml1l to a patient in need

thereof. 25. A nethgal fqY rreslucing free fatty acids in

pl asma conprisin%fad i pg, _an, effective anount

of a conpound of-Hfy asydetined®Wn claim1l to

a patient in need thergpf. 2 .ﬁA nmet hod for reducing

chol esterol in,plasm corrpriosi ng adm-ni stering. an }
: SeL | n R 1)itapolymorphs,  its
its derfiFEL HF ardBRehs OpuaRoPRANE. s bRk jt Pglymorphs,
pharmavetticdlyf ecceptdiiec iswits, tits phyrwecedisallpvasiceptablepsadyates, wherein ----

conpr.i si,ng, adm ni stering a ef fecgtiye a nt of
represeaBnpGAE: of TETHI PRSI HE G IR, P {cprigal bydrogen or
alkyl; Ea}e??éyenisnoﬁ%%ﬂ_ort HffueOR,, RY; RA 1At RPGndyobetdafitt bNdifferent and
, obesity conprising adm nistering an effective anount

independently reprepent iy dedgenohatogen, (hyyiraxy, gisrd, sxend, dogny, aning, gilkyl, or

alkoxy;a Apfaet})ireesgltltsianbgneclegr gul?)%{l{%?gd or unsubstituted aryl, heterocyclyl or heteroaryl

ring; X represents an alpha amino carboxylic acid or its derivatives bonded to A through its
alpha side chain, by reacting a compound of formula (11Th)

x—A~0H (11Ih)

where A and X are as defined above with a compound of the formula (Illg)

R3
R2 R4
z (lllg)
HO = F°
Rt &7 N

22. A process for the preparation of compound of formula (J)

Ro. T Ra
oy z o
x—A~y 5 F° 1)
R1 g N

wherein “---“ represents no bond by reducing compounds of formula (I) wherein “---
represents a bond and all other symbols are as defined in claim 1.
23. A pharmaceutical composition, which comprises a pharmaceutically effective amount

of an amino acid phenyl ether of formula (I)
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29. A nethod for treating autoi nmune di seases
conprising adm nistering an effective anount of a
\Voampammm4of formula (1) as defined in claiml PCO/US2004/000790
-patient in need thereof. 30. A nethod for treating
i nflanmmati on conprising adm nistering an effective
amount of a conpound of fqggmula (1) as defined.in
claiml to a patient iR2pegd t éreof. 31. A method for
treating i munol ogi cal dj rig§i ng :
admi ni stering an efTSotT amount /6t a confound of
formula (1) as defined in ®hai ﬁ;',o a patient in need
thereof. . 32. A nethod according to claim 29, wherein
as defi@ B WA TR FhasRseticallyiédebPbR: cagiidredidsdns, exdier or solvate.
met hod according to claim?29, wherein t he autoi nmune
24. difs easthol sfor redneingoigicoser !lh plasms, canprisingeadnggistering an effective

rdin [ [
amouﬁecgfo ?o‘ga}g%lip% ?ﬁ%uaa glgl'éi > defn edgg cﬁi‘n ﬂ{ ag@{r%gtgxrhaéeﬁ thfireof
5. " ClaaimetBéod ﬂb’ﬁ%@mcﬂn Heeel %]@Q'lﬁ?hﬁh@&)@ﬁﬂﬁ‘ﬁhﬁg administering an -
nmedi at ed cy tokl nes. V\D 2004/.066964
effectivgwmjsgvowty @@@mwnds@f fomwiﬁ ddas fdsfined anclaig hto a patient in need
thereo i sorder associated with insulin resistance conprising
'[dm ni stering an effective amount of a conpound of
26. T armettsod for radudihef tisiektérd] @l piagind dotnprisirgaddrinistéring an effective

need thereof. 37. An _internediate. of fornmula (I11¢)
amourr@f % corgrgup of fgrmulayTyasgdefined 4n elérmdépua\x@@enﬁ ipgeed Anercof.
anal s € ,
o eited, £roreiBUh g REh Rt Wty 1" pRa A AIEAS adhifisering an
effectlt/b entoyr afreacenpiund| dfyfoanciplplbs deﬁndzd/m clkimvihey elpanh‘nt in need
represents oxygen, sulfur or NR wherein R represents
thereofy dr ogen or alkyl: Rl, R2, R3 and R4 may be sane or
28. AL fehiRs f&@e%ﬂ@%@i@f'&%ﬁ%n%ﬁl@rﬁﬁﬁmstw Q9 ¥Pective amount of a
hal ogen, hydroxy, nitro, -cyano, fornyl, am no, alkyl,
compccumd aulfkfmmyula A) ae defarednin sladmiistoi & patisat wrnead hdreof t ut ed

ents. a am no_carboxyl
29 AL B E0RE ahisdirPat Ao S e SR gin g o effective
amourﬁRgfi g z@ﬁ@bﬁnd 8fforfilal (Tt Rrd¥Gak@ieclaim f @6 Mphbertlih hedd Mereof.
30. A method for treating inflammation comprising administering an effective amount of

a compound of formula (I) as defined in claim 1 to a patient in need thereof.
31. A method for treating immunological disease comprising administering an effective
amount of a compound of formula (I) as defined in claim 1 to a patient in need thereof.

32. A method according to claim 29, wherein the autoimmune disease is multiple

sclerosis.
33. A method according to claim 29, wherein the autoimmune disease is rheumatoid

arthritis.
34. A method according to claim 30, wherein the inflammation is mediated by

cyclooxygenase.
35. A method according to claim 31, wherein the immunological diseases is mediated by

cytokines.
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COORS X-A-y (Ille) Rl its derivatives, its anal ogs,
its tautoneric forns, its stereoisoners, its
weoabosroeégelns, its pharmaceutically acceptabl e Bartus2004/000790
~its pharmaceutically acceptabl e sol vates, wherein Y
represents oxygen, sulfur or NR wherein R represents
36. wdheged Gir atdiflg a @bordeR asddBiated] viRth imm&inbnas&ﬂmeocomprising

di fferent _and i ndependently r ent _h
admmlsianng@ﬁ effiptive RyOuR ?f ? come%mgofe ?%?wiﬂ &Sj ﬁhe‘%flkga\alm ltoa

tent %&&@g&y A represents substituted or unsubstltut ed
patl éﬂ} represents an al pha am no carboxylic acid or

37.  iAdifiaaiedtite vLforlahd@ick o A through its al pha anino
side chain; J represents hal ogen atom and R5
represents | ower al kyR2, greHp. 39. The conpound as
clainmed in claim WhE A-GRPd phar f®eutical |y
accept abl e sal tX;i'§ e {ed from hydrochl ori de,

. hydrobrom de, sodium poRassium or nmagnesiumsalt. 61

its derivatives, its analogs, its tautomeric forms, its stereoisomers, its polymorphs, its
pharmaceutically acceptable salts, their pharmaceutically acceptable solvates, wherein Y
represents oxygen, sulfur or NR, wherein R represents hydrogen or alkyl; Ry, Rz, R3 and Ry
may be same or different and independently represent hydrogen, halogen, hydroxy, nitro,
cyano, formyl, amino, alkyl, or alkoxy; A represents substituted or unsubstituted aryl; X
represents an alpha amino carboxylic acid or its derivatives bonded to A through its alpha

amino side chain.
38.  An intermediate of formula (Illc)

R2. 0 R4
COOR,
x—A=y ] (lle)
\
R1

its derivatives, its analogs, its tautomeric forms, its stereoisomers, its polymorphs, its
pharmaceutically acceptable salts, its pharmaceutically acceptable solvates, wherein Y
represents oxygen, sulfur or NR, wherein R represents hydrogen or alkyl; R, Rz, R3 and R4
may be same or different and independently represent hydrogen, halogen, hydroxy, nitro,
cyano, formyl, amino, alkyl, or alkoxy; A represents substituted or unsubstituted aryl; X
" represents an alpha amino carboxylic acid or its derivatives bonded to A through its alpha
amino side chain; J represents halogen atom and Rs represents lower alkyl group.

39.  The compound as claimed in claim 1, wherein said pharmaceutically acceptable salt

is selected from hydrochloride, hydrobromide, sodium, potassium or magnesium salt.
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