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

ETHERS This application clainms the benefit of the
weand4ioeeehi | i ng date of U. S. Provisional Appl PCatiSem4/000790

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

i ncorporated herein by reference. 5 Field of the

i nvention The. present invention relates to novel

am no acid DhenXMIFJU‘AGIDfPHENGXYfEFHM of

I mmunol ogi cal di seases, inflammation, obesity
h¥hisrappication elzintsthebensfit pHihe cadier flingidetelof lBSstsressonal

im0 g BRSOk R el e

r,h,,f(,mﬁggcrophages or antigen-presenting cell s, Tecells
nd.B cells. The role of other inmmune ceIIs such as

NI A cell's, basophi| sFiddsf theisivestiamd dendritic cells

%%Pg%%f né' léﬁ?f%{{;’g’h“’;f.rtﬁl f%/lﬁﬁﬂgmaﬁcéé phg&f eﬁtlifg? Ilfé:{n@e treatment of
immuﬁ'ﬂ?é’ée ééloﬂfse@sfes bﬂhﬁ‘mhﬁﬁbﬁ%it? nh)?&?l HéMiad hgertéifRioh? neurological

ssary "help” for T cell sti tion an
diseasqsrapidi digbetes.on. Mbst inportantly macrophages nake IL
1, IL 12 and TNF-a all of which are potent
pro-inflammatory nol ecul es and also provide help for
T cells. In additi ongad@Grbwid oPthedaveRGsPhages '
results in the induction of enzynes, such as
cEhel ringipd rederaenty of @@m@)unel Sw@lam “Eanavropliageosy @digen-presenting

cells, ’liéggsg f B(é mlé? Bog ﬂﬁ?ﬁlg{ "E 0 Tng ce%%e%f;g?g%r%ellsé, basophils, mast

cells aﬁ@tdenahﬁcz&lme apbaaebut ithel velient pﬂﬁahgr iR tdPsorders is
super anti gens and i nterferon ganma (I FY-T y). It

uncertaijg| l\/@vwh@&%& ASHFROREBY mediaters mfn@gégn@mﬂ@}loan@dopmrdmg the

necesséf‘gd%f éﬁeﬂwrofléeﬂl Q{mdﬁ%&ﬂﬁ? Eﬁd %g'gllfe}anf\éﬁl YRSkt Jﬂmptopﬁnt&r naacrophages

t1on process are nol ecul es“secr

make ID,YI i end gINB ot dilasf @hizhi 249 @bican pro-thfm@ahabingholecules and also
i mmune re rsonses Qyt oki ne ,production may lead to the
provideshelpder dnedls: &e ﬁéﬁimew FhivAlen of masFeppagesresalts in ghe induction of

enzymi’{ dH 80 ¢ QSJ)JILySg@h'ﬁ (ﬁ{-Z? ihbS&ERt Jﬁﬂ Bide synthase (INOS) and

annat on esp onse o 1nury
productionf edt free . rafiwaksy eapab]en of nddnmigm@ aroymd]l sceﬂs.eMmg}c acdsrs activate

heunat id thri pat hologic in
macrop ?&?@e@g 0%91% P?Oéiuﬁté!r PIP&T b%a%l“f } ?ngﬁ"@ (IFYT ). Ti is
bé]ieve&%hﬁkgﬁ&pﬁnlfﬂﬁ&smé" SO %P gf Qha Athha uhdMed) ¢ ﬁhlﬁ%skﬂlases are
rol € in t I nfl tory response and en

nvolvedm@mtaedvaiwra)rpcﬂsmt of i nt ervention in inflamatory
epti de ho e 30 rel eased

CLRRTRE 2 MololRaSetied BY Sinaine GBSt 3¢ PRgriant in Mediating

lmmun&@%@ég Tyt SMifie prodicifon Py e BahE §edr@n$ﬂ"§f Hhet @ﬁBkﬁﬁ@s altered
amratorqyl response by activating | eukocytes dnd
cellular pfummmb i6gll division2@0diffesa 0k oPCliflie206idd10 G0 7180 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-a) plays a central role in the inflammatory response and has been
targeted as a point of intervention in inflammatory disease. TNF-a. is a polypeptide hormone
released by activated macrophages and other cells. At Jow concentrations, TNF-o
participates in the protective inflammatory response by activating leukocytes and promoting
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their mgration to extravascular sites of inflamuation
(Moser et al., J din Invest, 83:444- 55,1989). At
waighmeeswsoncent rati ons, TNF-a can act as a pot ear/us2004/000790
pyr' ogen and induce the production of other
pro-inflammatory cytokines (Haworth et al., Eur J
.. Impunol , 21:2575-79, . 1991; Brennan et al., Lancet,
theiramigration to gxfegvasouipr gteg|of gnflammation EMlosérectsalytih€lin dnvwst, 83:444-
heumatoid arthritis, a

55,1963, A BHE° CoRlsBrBhciG, TV Fefinttr 3 Mokt pyrogen and induce the

oni ¢

dadtfoncsfl dberaothfldtfeaiory @ UlERh | A,
BT el at es ?ﬁg cyt oki neor%agtggglgk W}%ﬁvéﬂ? ggﬁéﬁgjﬁﬁ%‘@%lf 21:2575-79,

1991¢i Brenyenzatcl.d benecac2 2k 7( AENATHIF-alalso sBifuites e SRS of acute-
h 38; 151- 6%\11%9@9 .({)nhi hitors of TNF-a, i nCI_udi.lr;g
phasg Drofins. RAEDPYRAIH G REthyls, on chrae jand Gograsive gnflanmatory disease
{7, i A -a_ant.i bqd .
affeofiE ppouttive ST (G addT 8. Akl TG Ta@Biike i ayokine cascade that
leads3tb. joift AmMagd @AY, ddiauetione Carhl YetbASNAARRS .
.U'S. Food and Drug Adm'l ni gt r at i%n ( FDA) lﬁg@%g%tjs@ﬁolr 60,1995).
Inhibiters ofy BRfFrferinclyfingheslivhie INF saceptors: (etanefelept) (Goddénburg| €lin Ther,
. TN .have been, i ppl.i gated in many other
21 758%% oir\égqg ? sang s pa bi 1@ é%sa@“l?%‘wé (ipflgimab) feyang; eigaloadne Bharmacother,
34:74369%, 12008)) Make SydRMH thd 1SS, Fdild SRLOY P
bowel digj;eas% suchyggencrr rﬁ%s’d"f-) élclle%yzs'aliﬁ duﬁgerrﬁg?g égmlmstratmn
(FDAg a% pganés for the tigtmrpteafshawengoidduthtition of 1L-6 is
iaplicated Jn al, di sease states, it is highly
d@‘?"f‘g% V?fé %‘Z%ﬁ% he¥fn3benbren: mapliceied ipi many cgher disorders and

diseast @oNh81tioAE. indhiQirey ERKERS, Lo %’yn%? L cipaf.es k0 L he
i nf | ammat ory r]elg%opse. ( tebgt(1 I%lrjrg%k; es 6‘%’%‘!?7%%?(@”“5’ mﬁammatory
bowelligsiapg sichias 6mohn's disedsk and uiperativia cbhidd ere, activity, and

t . pro andin. fromsynaovial cells. 20

e SrrReg B0 BB 108N Blicetdt ™ AEvecsh e sitcart is highly
desirablave dbestsp esBpSrds eht WiHibit & -6vepRE6, 0f | nfl ammatory

di seases_and ot her disease states, including but not

| Thg cx@king Hehd Pt alse awpli¢ipates yn dhs tinBasmaiomyl resonse. Ii stimulates

I heiner' s di sease, etc.. Since qverproduction

trymoBylt BBl frtoh BokMiad R Aot i s Dot ease of prostaglandin
from spondaltceldns, it is desirable to devel op conmpounds that

inhibit the production or activity of IL-1(3. 25 It

i Fratesh on sl ded devietsond theeciftokingdiLalp thiet bewisk®ciated with a
n_extensiye prior  efforts to_ provide.
mumbel, B LA R BRe R0 0T Y B s ahciind £ pt fymited 1o adul
respiraioky Bistré¥éyAdmeytlieigy, ABBBIFers Anehelesied responsi bl e
for imune _response, inflammtion or Inflamatory

dinsEaREproduction efr Hink B tis sssociatadewith inumerensedissasa cosditions, it is
. r N nd i nproved .compounds for effectjvel
desnab[eqo deg‘ﬁl orp ﬁﬁ?‘gﬂ tﬁ%ﬁﬁh’gﬁ&ﬁe Priodugfiqusor agtyvity ef ﬁdﬁpear s

reati 0]

!tQNﬂBbéiasﬁﬁééiﬁieétfr@ﬁ R fo;l;ggdjfl‘% :t:}%é,l A0 aged ﬁg‘i'%b%egn extensive prior

(obesity) and other ne 0 sorders suc

efforts @i pabeide sompoundsuer inhititingigbr examplBeTNRS, TLWO T06% @¢88.2 or other
t her.e Iaas 2 \é\P 2004/ 066964 PCT/ US2004/ 000790 ‘

agents considered responsible for immune response, inflammation or inflamm atory diseases,

c.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
2
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been an expl osive increase in nunber of people

di agnosed with di abetes worl dwi de [Anos A., MCarty,
wO2004Z66060t , P. (1997) Diabetic Med. 14, S1- S8BCTKIS2@4/000790

H., Aubert, R, Herman, W (1998) D abetes Care, 21,

1414-1431], there has been relatively little

. devel gpmrent of new therapeutics for the treatnent of .
been A3l L Ve HTGa6¢ 1 BUBbrpfReoplndingnasrd vitl dsbetes wordwide [Amos

t 14, s DaRel £S5 &%kSt S ¢t
A’ ’?é@%@’ i??fsu | n&ﬁgb ﬁ%&tﬁ% Zﬂﬁ}%e%% H'at}]g’ %%%Fhsul&@g i Aubert, R,,
Hernti@p eWd e i1 998) nBisbites r €ates tANt 14 TRy 431, théigpBas Ibeen relatively little
insulin-resistant , di abetes nellitus _accounts for .
develgpmgntphmey| thergpetics ot therreatmgy of dhabetarandjin associated conditions

i I : L e .
il A, 945571 PRESLLIER A0 syt dpencen
Typed0@nd nudén-imsnlibydepanded® O@ndufinassistdnt) Tifeallt ¥ TyPe-II insulin-resistant

T Zimmet, P. (1997) Diabetic Med. 14, S1-S85: 10 S
diabefgsgapiidps agsorntsior e 7 ef All diatpies) Thiscwpdrogge metabolic disorder

cums VB0 150 SRR OBy ERERSgol it o 0 00
millicbigsi¢ar, 2006 ¢Aniosgh g MoGdrty, poZinanét, P.cQi90T) Didbede M. 14, S1-S85;

Kopelmanriafy. S 159s) SEnkancet 385, Skyok] Thegmain force driving this
incred3E 65 $iderddBIrapYe ]‘I%aﬂe‘t’é@‘jg 13 igé:r@gégﬁsobretﬁh}é?ﬁe BRER Yo&mportant

several approacthes intended to reduce
contribytien tp yheepritiogenesid 6f typhdbdiahetes [Kopdlmay) PuGaHitamen, G.A. (1998)

L Mt sﬂg'ﬁwsul in secretogens that are known to rel ease
anc ’ "in frompancreatic p cells; metformn, that
acts to reduce hepatic glucose production; peroxisone

proliferator-activated receptor (PPAR) agonists that
et pnessnt. ithaepy fordrrd Brdiaketes ielosimdide onrshivdat apmoadhast intended

to reai e AR BRRARIRAR She HECRTr AR n Bl inspgretogens

that 2r@UGERML 15 rellebzqfi6re ibdulini Fah ip_@ﬂcr%ﬁitﬂﬁ@élilsz; e6etfodni@hA abts to reduce
below). Al of these ther ;ﬁ)_l es have limted efficacy,
hepatip ighicosel Prsiueti el ineraxjsaampiproliderator-eativated tdsaptios (RPABR dgonists that
' f _— | C: ' CO n_i t he tenden
vl 83 LA CBORBEDDy L BRI D cose som
the giewmdainsolinresf ttheopwrtsct oflucdsy pproduciibrabebiesu@hdhiz glucose

uiilizafipe (GURTRHBIG T4 DR dr BT, Aok qod et et Bave Hmied efficacy,
limitecE &b and %f%%?ﬁc%nﬁ H&Qhé}ﬁsﬂgﬁ%ﬁ)%d@ %ﬁfe@tsp h&p ﬁigﬁﬂﬁﬁr concern is
no ng t of a

wn as I nsulin resistance. ese

the tendeutiyclat mpstireamieholoydnhrezsbadypreghingain.h 8evdraleatireantteatments for
ati.ents

i, del ed form.of .treat nent.. Man 0
type I 68k 7 SRl hitheGR50TRr (ot BEBH Sntelivaof dhg available
therapi%@adéﬁ;@afelﬁﬁidﬂ&@hn@&%ng HBR s SRER B 86 ity Al Y fenomenon known as
Besi des gl ucose | evel and obesity, type Il dlagetes

insulinj ksivewes. | AREEE vihess bilatmedisasionss sulfinyhyeas rapesseanthe oldest and
.. ..cholesterql . Therefore 30 there is need for new,

wiaely S ERE Y eqp il RidbGiaiy i ot e gry Bisss fially become

refractdfpt@ e iréattiehe6ve tinde Wecaifidy FAAREH HasHeH'BRAK RIGITA obesity,

(&
(1 ncreasingly known as Syndroms-)? such as obesity,

type T jghsteg|iy com Enladawithpuigh ilpicd exfitoglycendtist indneholesterol. Therefore,
there isaadlggegsf%r b %lalséescgf%ﬁ&éseasdd?ens%iﬂgttﬁe %%Sé’r‘f}'ﬂ%é ‘lascslug 8P gale%albgﬂé defects



Table 1: Current Therapeutic agents for Type ||
Di abetes 5 Drug class Delivery Ml ecular Target Site
woRo00keswm Adver se Events I nsulin |ntramuscul aCT/US2004/000790

Insulin receptor Liver, Miscle, Fat Wight gain

Hypogl ycemi a 10 Sul fonylureas Oral SU receptors
. Pancreatic (3 ceI s Wi ght gai gl i bencl am de)-
(increzsinglypKRAWRA S| Wﬁ@g eqﬁc asm@g&n hypeeglycemia and hyperhpldemlc
condlflgﬁst E)gic&cﬁ]@‘%%pe I% QialBiek 94 as%aateg@@é}ﬁ@%u ver.

ance uani 'tic acidosis

a-Tablechs Ciasat 'Dfea'i peatiChgesiofl Iype IDiabétene G
di st ur bance | nhi bi tors 20 (Acarbose) PPAR-agoni st
Oral PPAR-gamma Fat, Muscle, Liver \Wight gain. :
(TS Hsd T 2Z Obdgerf 12N Roledulat 001 | TAZP Gile oPREON T Adverse Events
Summary of the jnpnvention The present I nvention,
relates to novel am no acid phenyl ethers of Formul a
(ksulinfR2 R3 Réefuscdlar ~" Xsulin {ecc,/pfor LlQr,(]\lll)scle Rle N (T X’Veﬁht gain
their derivatives, their analogs, their tautomneric
forns, their stereoisonmers, their polynorphs, Hypoglycemia
their pharmaceutically acceptable salts, their.
p ti byl y acce | e sol
E‘?fogg‘gr%%s o(@!til onal dou ?cep BBnd: P%Weahc irgvg@%nt s OX ﬁﬁgtngam

F%Flarmde)NR wher ei n KABphageint s hydr ogen or Hpoglytemia
Zréepmasent s oxygen or sulfur; Rl, R2, R3 and R4 may
%}s%g% or different 4 WO 2004/ 066964

f 804/ 000790 and I ndependent |y represent
hydr ogen, hal ogen, hydroxy, nitro, cyano, fornyl,
alifemindl Kybralr al KoxXy ygliR Ar s a bo

pstituted or unsubstltuggd aryLI@Mﬁ.ﬁjtgcg%)ocycIylng“ﬁsrmrbance
h(g’lgléa?’lﬁlﬁ ring; X represents an al pha anino  Lacticacidosis -
car boxyl | c acid or its derivatives bonded to A or '

-Glucosidase  Oral a-Glucosidase  Intesting GI disturbance
Inhibitors
(Acarbose)
PPAR-agonist  Oral PPAR-gamma  Fat, Muscle, Liver Weight gain
(Rogiglitazone) Anaemia
(Pioglitazone) Oederma

Summary of the invention

The present invention, relates to novel amino acid phenyl ethers of formula (I)

z
X—A~y N F° 0
N

their derivatives, their analogs, their tautomeric forms, their stereoisomers, théir 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;, Ry, R3 and Ry may be same or different
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Y through its al pha side chain. 5 The present
invention also relates to a 'process for the

wonrepacedsi on of the above said novel conpoundBCTISEI08/000790
anal ogs, their derivatives, their tautoneric fornms,

their stereoisoners, their polynorphs, -their
har maceut i cal

and R0 TSRO Eg Ve DU i rBecte, fommy, amino, ally,
alkoﬂ]jf'gf C A jepRlseROMIPBSHE 0P HRb& glr rrsﬂl\%#l gtﬁtﬂg d anyl, heterocyclyl or

r|c forns are 1 soneric

hetersirgt Bngyf X equiesdnky analplapainb earboxykasdid og 1tadeﬁfraiiv&l bdfded to A or
to ej tgiprhgfor St ereoi somers include configurati onal

Y thrpuglhits §m0| s- and trans- double bonds, as
wetle ﬁ%s&ﬂtlh{?@ﬁt oY a8t fe ?’a?es' R U FoRedi At 'ﬂ% Oﬁx‘ h{%l%{lﬁlq of the above said

spatial arrangenents of their at ons.

novelnmingouhds, théir efalogs theirydetiaktives cthieir thutomeric farhe, feimsereoisomers,
onplexes of

Sol vates ar | ecul ar ionic
their RATIROIR &ﬁelr PC%‘HF%Qlé’ntaC%PE able rg4e whamnagspiigally acceptable
solva}%g ndVeP MeRRB AL A h&euﬂﬁél% SHRGS cgﬁ’t‘éfnéfég tflﬁ,ﬁ{ Tautomeric

ted to, naturally-occurring no aci
formsadrp Irﬁﬂmmrwef ot lwhlahsemstg fmai gtatei dfcdquﬂlbmlg;nh yajfabljaaff reacting according

ﬁ]% honded. t ‘iﬁ ?aﬁ)ha calr bon g
to elﬂ%ﬂr ?Pan a 8OIE%WE}'8)'<% pde comfigurajigng d@%n‘?rﬁ’cffu& é‘s Cish@aé trans- double
bondsC %Wéll‘% Mtically @bflfr@ﬁso%’ers PRk &lpﬁeféﬁp SB£ eﬁ‘)égl%@nts of their

uifur, nitrogen or carbon atomin place of
atomsatlt(ﬂymmﬁls@g%m@ﬂcglssmhﬂud@ mfstaﬁxzoﬁn the osamre ffemd YSolvates are

h
moleclr o} FPPE TG GaE BOISHEN o8 ool tINGH Py i T b solute. An

alpha-hthied tabakyliti t9d @fchatesBut is HEMliMfRed £6) rﬁﬁfrhl\lﬁbb&ﬁﬁng amino acids.

found by protecting, wi no or carboxyl groug
The alphp sisleyiham t§na groupsinshidingchidregen, cpealprdbt @mde;i to'Thealpha carbon

of an agé%oéiﬂgﬁb? cpéﬁﬁen}mélggse A d108: ?150956 % C&;L%Ig’lﬁet‘\lyﬁch differ by

u cose um 1 nsul’i
substl'amnnisf ant bmymt eullﬁir amd gty ogtyber hiden irﬁpd&d:éofaéhdh ah@tom. Analogs

{ t t / |
als0 RETSFIOETS T S (DY O D P Fiadito TR Ien s 1981F.aFb Br, 1, As.
Derivatrves id@edd E@mbé‘uﬁd's eRbMBRE Afm C}Bﬁﬁhé ﬁnﬁlgﬁgmtdfoﬂoms such as,

aut oi mune di seases such as such
derivadivdsefpwd by ameicetinguaraingia carbohy] gATC&pS chprhosyhngy or esierification,

cﬁv se compounds increase the Ileptin |evel and have no
TESPEEYSiEr toxicity. Furthernore, the compounds of the

Prigsesthpounderdfl 08 paesentS@fcation Qfre tdfRchive M MBREHSY blood glucose,
di sorders associated with insulin resistance, such as

serum p@qu}d@yﬁﬁe agyaqcydss)mg}%mgol and feglycerile Byels and are useful in the
treatméﬂf pa?)ﬁ'/' B gﬁgghglaxfs%{a Q?a;bgtegr%‘ r%/crog' seaaﬁ o?ggv%%seg Jenrv%nuon are

vascul ar

effecti R0 1R6GGH FICOLEIRID AANL0REE60, 0 bulothmdfBBdikéieARBch as such as
[ t hose nedi at edlby

nol.ogi di sea artl cul arl
mulflp]@%%i g édﬁf’ﬁumé‘é’ldsrﬂﬁhﬁ is.| S @Pﬂmgé thesel gompelinds increase the
e‘?hr‘i’d’l’f%%?\% Bras COX-2. Brief Description of
Jeptin ]%ygur es 5 Hi gurre&q ?ﬁovvs that the conpounds in Exanple
Futtheerorey rthe icomnpewmist afi the pydseki in@sntioh 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
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human macrophage cells. Figure 2 shows efficacy of
conpound 2 in Exanple I in an ani mal nodel of
wonbd4meeomt i on. Figure 3 shows efficacy of conpoumgs002/000790
and 2 in Exanple 1 in an ani mal nodel of 4
autoi nmunity. 10 Figure 4 represents schematic .
H.iIIustrati%P.of vari.oys cytokines and their role in-
of inflapmatipi-gnd pmun digsasesnpariipwanly thosa maediated byreybakines such
Tgk 1 H eur i LCaill ration of how
as é?gﬁ :312 qdl%r’\%%c} Bt %]dvélrc?%%g E?Pen‘;?él%uoﬁhiaé ng}g?}?der S
besides its inflamuatory and autoi mmune properties.
igure 6 shows the blood glucose |owering effect of

Fi e ¢
Brie{:Besexintion of fisagpl e 1 in ob/ob and 15 db/ db ni ce.

. [ feect ©f C ounds 1 and 2 in ) .
Figug Bt B0 Ll Cindf b RapF o Ve o BRIy gotokines in
humapnf mbewphyge dellgure 8 shows the effect of conmpound2 in

. Exanple 1 an insulin sensitizing and lipid |owering :

Figurg 2;shope ¢ificagy pf gempoundshimvExameplef fieen aniinal nmide] of inflammation,

: tJ N r [ tes.when treated wt

Figurg o A SR ot B ATy P E¥ PRl G atimal model of
Det ai | ed description of

autoimanpityed to rosiglitazone..
the inventiogn In an enmbodi nent of the present

Figure d\Fepres s sehgmage allysdration oé yameusccygkimgs, andtheiR3okerid management
I

uorine, cn romne or 10

. Figuretis @, schyiantic ilhatraydn ofnhdv@ TNFD @ATnId t@r\?di‘}bt&@‘iinetabolichdisorders

., Sybstjtuted or unsubpstituted (C - Cl12)al kyl group suc
besidegdisiBHFHataEY A autpheRpyne piopeRiespyl , n-butyl -
Figurd §QRO4Y khe broBltan) OctYlg gyl and.
igure f SHpwv the blogd ef tcﬁtsgg‘ﬂ%érﬁnén% u%)é(t)(’? PB’%’E&‘y’t"dﬂ @i%}'ﬁ%%&oa&obfob and
db/db gricaip such as met hoxy, ethoxy, propoxy, butoxy and

.t | i ke. I n. an enbodi ment of the present ]
Figure, s B TP PR P dpt SSLRTR PP | 5 welebt eeid reduction in an
animal heaelafvbesitych as phenyl, naphthyl, and the |ike; '
heteroargl ring such as pyridyl, pyrrolyl, 6 WO
%

Figure2® Ghpwe 606 £t POSL0Pon0dD 19 Exanipladoky linslind sdrgttizing and lipid
.1 7] lyl, furyl and the. like; heterocyclyl ring
lowemg%ﬂﬁég' pi perzne, norpholine, piperidine, pyrrolidine
Figure @nchatwhrethk iefect JNBpigr 2dpmAlmmy iﬁ%uﬂﬁﬂ%reé’dip&&, & When treaied with
. S bStItl%ted and the substituents are ‘sel ecté% from
varioug2Qsgers Pl A RweRYd ohthedpventipa sempprsdity rosiglitaions, al Kyl |
hal oal kyl , al koxy, hal oal koxy and the like. 5 I'n an
enbodi nent of the present invention, the anino acid
and si de chai nDetejieddestrijkiohyf the iNvehtim X-A-Y is
' el ected.from al.ani ne, glycine, arginine, asparagine,

8 g 8c’1'ment of lthe present invention, the groups represented by R;, R,, Rs and

Ry are selected from hydrogen, halogen such as fluorine, chlorine, bromine or jodine;

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 (C1-Ciz)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, pyrrolyl,
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glutam c acid, glutam ne, histidine, isol-eucine,

| euci ne, |ysine, nethionine, ornithine, proline,
weeni4rneedst hr eoni ne, tryptophan, tyrosine and t ReTUSk®4/000790

whi ch may be substituted or unsubstituted and their

derivatives such as ester and am des of carboxylic

preferred su ituents 10 are selectedfrom
thiazofjly a@%qif rlaméﬁkéw aaflytﬁ Tiles; hderPgclylaripg sugh ps piperzine,
C P
morptlifie; phfe ﬁﬁ’ﬁﬁ?ﬁ roudd fioile DTAC Hh6H A bl B8 3bi, di or o

substituysl endethe ghhstauantsearemd;dctem frem halspers hydrixty] aitrd)ecyano, formyl,

ornithine i ne, hr.eoni ne, tryptophan,
aminoy glkyh halo M hﬂé?li;QPb}tWé e likge group X-A also
pﬁ]%?éﬁ;*ﬂ'o)hénéﬁ B?ﬁa%jﬂés%nﬁ%%ﬂtf&% i AffiinBcid )l SHEURE: represented
|'euci ne and their derivatives n anot her

by X 1X-A bﬁpﬁ(ﬁ%&htS selestad Srorh Ldlaingr glynﬁmbatglﬁméedsp&lrigihe, cysteine,
het er.oc 11Y1 heteroaryl ring, In another
glutamie Beid &ﬁﬂ guting, Fistiding. fxpleing, lﬁupgleow@énme@a@w,m:yme proline,

serine thetolﬂfr&g ?@p@éfnt % oBMé‘ LRPHE- llk’gz?rfl{lﬁ%w ﬁecseﬂb%ﬂtuted or unsubstituted

accept a ormng part i's”inven
and theinderidetibasmchads esteroand anides of varboryicddid| Thenmrefdred substituents

sal li Li nd K saljts, alkaljne earth netal
are 53]‘%‘3?‘&% Eéogﬁ"’ i]f\gl a%x%garga gteroagy; ‘ilgmea“g edike bases
5ﬂ&haﬁ§m$ )ééian~A-35ff gwfexa Pﬁ@érﬁb ryab tihiel rlﬁre\.g-lsﬁmtﬂﬁed arginine,

1 ne and the n um or su stitut anmoni
asparagiak.t syst@ealex gllﬁ@}tlnen éhsmdmﬁadydnad diethiomingabtisthing)i mbline, serine,

treonify ABLoP AR RenY o8, Firo BEREBNES Sl el b i, grotrabiy

represehtd 4184i@8, glgLias, JB@taﬁﬁme @@cﬂﬁ%ﬂﬁheﬂ%ﬂ@ﬂ%ﬁ | R aR&hESembodiment
dr oxynapht hoat es,

benzoates, salicylat es
A repiff@éhtﬁ @rﬁ@bﬁlﬁ!tﬂtﬁdéﬂ@@SUba%@éﬂfhégﬁéshetgnoyE@Vhpﬁ@mmmg 25
I8 B e R B Sy PAZOTOEG" PRy, groneh R, r

hydroged. her solvents of crystallization such as al cohol s.
Pr eferabl t he nvention relates to novel
gﬁ?’ﬁ%ac&l’}?‘ E‘ﬁa ?ﬁ%?ss‘loﬁ?m@d?%‘l’aﬁ IS(IPYCITI??HRBCIZC]C base addition

T L

Mg saltshedlts Qfacem@lmrha@%fsochm Ttshyes, rargmmle,egnmﬂm sdlethmttéamme choline

o o R ok AP RC ARG 6, RESERANE 251 Bson s

which are; SuBiHa@8eHiFatef)t prRphate) Ubiren1Brék, b%rit@@rﬁﬁﬁfﬂﬁaﬁldes acetates,
oxygen, sul fur or NR wherein R represents
tartrates, maleates, citrates, succinates, palmoates, methanesulphonates, benzoates,

salicylates, hydroxynaphthoates, benzenesulfonates, ascorbates, 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
D

R2 R4
X—A~-y g F° (1
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hydrogen or al kyl; Z represents oxygen.or sulfur; R1,
R2, R3 and R4 may be sane or different 5 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 d@fvaviats, whesir boaldgy] tHelir u@herit forms Hriisiteeoiebrakm, th@m‘isolymorphs

More preferably, the present invention relates
their mac%‘%@y éé?edpta&lrefa}!s @@mhgn%%ceutmllwpmnt@lf sglvms, wherein -

— rerggr | Vatﬁ? c%xal goﬁd 'Sf ﬁ{s}es@xkt%] ox&ﬂﬁt lglg%?ll\iﬁ %gfrie%%m R represents

ves, therr
hydrogBie of a]kyﬂ:rkﬁapse:sﬂﬁt& Snygélﬁmf supfat; RO Rp/R; andt mﬁhlray be same or different

pharmaceutically acceptable salts, their
and lrplﬁn@m&ﬂutrmrsm h&@@é?ﬂ d1iagendryaexs nitygh €yangs formyl, amino, alkyl,

o a0 SRBRERL FBSh D GOl GIRLSSAN A e amin

r epresen
carbolkydcid dr itederbaentsbandyd girorh BLdiphu sid&bhailtto AR3 and
R4 maybe sane or different and independently
represent hydrogen, hal ogen, hydroxy, nitro, cyano,

s%oqﬁjt ut edﬂpthe?rrls uht itm“gIEt O%J% B ’to ﬁ&@(‘&?ﬁﬁ?g@ enyl ethers of

formulkl@ni ne or its derivatives bonded to A through its
al pha nmet hyl group. 20 Particularly useful conpounds

accord| ng to the mp@ntl%’n rpcl ude: -
Fa t hyk) phenoxy) benzi I

i = Qal ts ()
5-[4-(4-(2- Am no- 2. rret nBxycawbghyl et hyl ) phenoxy) benzi |
i dene] t hi azol i din-2,4-dione®r Tts salts;

their dgh'\La‘tlw%A' thar Qﬁ@]@éﬁ ale%afagf%?ﬁ’eﬁchg%ﬁ? heap %‘t@e@%@ﬁ}(elrg ttltﬂénaﬁ&%lmorphs

4-dione ©of I1ts sa
their pBarfraefuticglly Antaptabls Mtshﬂ»e;rqﬂmbna?ﬁhetﬂw Jcpbminblbesphategywherein -
ItsS sa

 repibiehi ool SOntIED S o RsraD R vy b LY hR: PR agpresents

hydrog@ﬁ ek hﬂi{yﬂ ﬁra fesehi@ReySdn bt ISR kS Rz, and R, may be same or different
m no- 2- met hoxycar bonyl et %yl ) phenoxy)§b

and mdedeml@]ﬂﬁx a%mr:sem hydrogeniihghageny hydrexy, gufire.ssyano, formyl, amino, alkyl
or 3y b R SR GRS e i o i

derivaiiPed b2 Ot AOMENRD its alpha methy] group
5-[4-(4-(2- Am no- 2- met hoxycar onyI et hyl)phenoxy) benzyl

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

EAF LS RO L bl o o

enzi ene] oazo
5-[4-(4-(2- Amino-2-carboxyethyl)phenoxy)benzilidene]thiazolidin-2,4-dione or its salis ;

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

8
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5.
5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 2, 6-d
woRbumeetsenzi | i dene] oxazolidin- 2,4-di one or PC$/US2004/000790
salts;.
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 2, 6-di f| uor ob
enzyl ] oxazolidin-2,4-dione or its salts; A
5-[4-B4-[ 2% Alino2-Buethony Qi oety byl isichanybaizii] o) sz bk diaxy )} -dRorfe-of its salts;
i fl uorobenzyl] oxazolidin-2,4- 10 dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 2, 6-di f| uor ob

s G ARl s 1 Mo ione o

its salt§;l uor obenzi l i dene] thiazolidin- 15 2,4-dione or its

‘ 5—[4-é?@z@in?ﬁ:mﬁﬁhH&%@&V@M@ﬁmwﬂé@i@y@%ﬁHdﬁnq]or swazolidin-

- dRbReolidin-2,4-dione, or its salts;
2’4dg)?l%ﬁ)ih-(2-"Am'no-2-mathoxycarbony|ethyl)phenoxy)-2,6-d

5-[4-(@FQuAntohedzoptHoxy ethplt endk )~ 2,6 4t flubrobenzelloxdzeliginl-2,8-dicde  or its
5-[4-(4-(2: Am no- 2- car boxyet hyl ) phenoxy) - 2, 3-di f | uor ob :
salts;enzi | i dene] t hi azol i din-2, 4-dione or its salts;

10 Gk ISP BRI ) s

| uor obenzili

 dionealits salt5

5-[ 4- (4- (2- Ani no; 2-car box'yet hyl ) phenoxy) - 2, 3-di
fl uor obenzyl ]thiazolidin-2,4-dione or its salts;

5-[4-(MzMﬁd%%my&u@m&%%@ﬁm&@&&ﬂm&F&gg@ﬁsﬁgi@@%gdione or

_ i f1 uorobenzyl] thiazolidi'n-2, 4- di one or
its sal®; [ 4- (4- (2- Ami no- 2- car boxyet hyl ) phenoxy)- 2, 3-di f | uor ob

5-[4—(;-g%%%@g%&%ﬁ%%?{@%?ﬂ%%&%ﬁi6-cfiﬁ\f’orggelntzicﬁde%eyb thiazolidin-
2,4-diénd dr-i{lsalt2:- Am no- 2- met hoxycar bonyl et hyl ) phenoxy) - 2, 3-d

i f1uorobenzi]i denel oxazolidin- 2,4-dione or its
5-[4-(4£d-frgnino-2-carboxyethyl)phenoxy)-2,6-difluorobenzyl]thiazolidin-2,4-dione or its

salts: 5-[4-(4-(2- Ami no- 2- car boxyet hyl ) phenoxy) - 2, 3-di f | uor ob

enzyl ] oxazol i din-2,4-dione or its salts; 5
5-[4-(4(7-Anfine-22meiipxyrathomplidindyphendond, & difjdorgieangll y ) - thidolidin-2,4-
. |ﬂ%uoiqbenzyl] oxazolidin-2,4- dione or its salts;
dione or 1ts salts
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-2,3-difluorobenzilidene]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—carboxyethyl)phenoxy)-2,3-diﬂuorobenzyl]thiazolidin-2,4-dionc or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonyl ethyl)phenoxy)-2,3-difluorobenzyl] thiazolidin-2,4-

dione or its salts;

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

its salts;
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5-[4- (4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- net hyl benzi
| i dene] oxazolidin-2,4-dione or its salts; 10

WO -2poli/066p6§ 2- Ami no- 2- met hoxycar bonyl et hyl ) phenorgTASR200000790
hyl benzi | i dene] oxazolidin-2,4- dione or its salts;
5-[4-(4-(2- Am no- 2- carboxyethyl)phenoxy) 3- nethylbenzy

5- [4-84-%%%9(0(]' hﬁ’éygérlgﬁ?rgtl%xl tsfl%?»lf)§as3 -Gifhprobsaeilideys)- s- qiazolidin-
15

] oxazolidin-2,4-dione or its salts;
2‘1d§HFiJ?%Q%¥£An1no 2- carboxyethyl)phenoxy) 3- net hyl benzi
5-[4-{4-(HandhoHl-earbbiydinyl PadnakypaS-diflubiobenzy ok &olidin-2,4-dione or its

5- [ 4-(4-(2- Am no- 2- net hoxycar bonyl et hyl') phenoxy) - 3-met

salts;hy| benzi | i dene] thi azol i din-2, 4- dione or its salts;

0 .o
5-4-@pino 2 Retoonbonylahhenon) d-diflironenall 1 Pygglidin2.-
dionezotlifstshitazol i di n-2, 4-dione or its salts;

5-[4-(4-(2- Ami no-2- m et hoxycar bonyl et hyl)ph

enoxy)-3-nethyl b enzyl]thi azolidin-2,4-dione or its ,

15,259
S A 3 Ry e e A T R g arelidis ity fome or i
salts; i dene] t hi azol i din-2,4-dione or its salts;
no- 2- met hox rbon

5-[4- <ét<%mmfgﬁaﬂo>@/cmpms§w¥>pﬁ Nep-meibulbenailidonsd. oxazolidin24-
dmne%k?ﬁ‘@ 1§ its salts; 30

4 42 (2- Am no- 2- car boxyet hyl ) phenoxy) - 3- ni t r obenzyl
5-[4-(J4(Brifemiio-Zicarbex vetbyiphenoxy)i 3-metplbenzyl]dOzV¥lin-2,4-dione or its salts;

OIS T N S——————

or its gaqgenzyl Jthiazolidin-2,4-dione or its salts;
4-(4-(2- Am no- 2-car boxyet hyl ) phenoxy) - 3-ni t robenzi |,
|dene]oxazolld|n 2,4-dione or its b5 salts;

e e e S Qt%gx)'eﬁr@Pg'Fagj{?,ga%ggﬁ@MAiEme or its
salts; 5-[4-(4- (2 Am no- 2- car boxyet hyl)phenoxy) 3-nitrobenzyl

% oxazal i ,4-dione_or jts
5-{4-(5(3- Ao mazbwéﬂwim@aw)ﬁ “meftyilyerilidsns) - thinalidin-2,4-
¢One&qg§35&l]oxazolldln 2,4-dione or 10 its salts;

5-[4-(4-(2- Amino-2-carboxyethyl)phenoxy)-3-methylbenzyllthiazolidin-2 4-dione  or  iis

salts;
5-[4-(4-(2-Amino—2-methoxycarbony]ethy])phenoxy)-B-methy]benzy]]thiaéo]idin-2,4-d1'one

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-2-methoxycarbonylethyl)phenoxy)-3-nitrobenzilidene] ‘thiazolidin-2,4- ,

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

10
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5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- am nobenzi
i dene]thiazolidin-2,4-dione or its salts;

WO -2poli/066p6§ 2- Ami no- 2- met hoxycar bonyl et hyl ) phenoRrgTAS2@A#000790
nobenzi | i dene] thiazolidin-2,4- 15 dione or its salts;
5-[4-(4-(2- Am no- 2- carboxyethyl)phenoxy) 3- an1nobenzy|

ht bl&éﬁhd dirfetRofycditen§letybhenox§)-8sitrob -
5- [4- (5 ([ 4- (4-(2- A?n er)})g}fc - rre?ﬁogy)gar bo% et] ﬁ?/ ené?'l] trl]%a):(z)%xdm Zyd-dione o

its saltspb enzyl]th| azolidin-2,4-dione or its salts; 20
5-[4-(4-(2-A.Tnino-2-carboxyethy|)phenoxy-S-aninobenﬂ
I i dene] oxazolidin-2,4-dione or its salts; '

5-[4-(2-(b4asathd- Q-cémoﬁ?etﬂylﬁﬁ{ehwcaaﬁﬁ%wﬂz@ﬁ&%' o@é&%&?&i?ﬂz@aﬁ)% or its

noben2|I|dene] oxazolidin-2,4- dione or'its sa
salts; 5- [ 4- (4- (2- Ami no- 2- car boxyet hyl ) phenoxy) - 3- am nobenzyl

5-[4-(%—??%%%1{0?%—;@%‘%% ne%lgtﬁ?gbgﬁegpg%iﬂtm%enzﬂ]dene] oxazolidin-2,4-

dione Bt fiy saighenoxy) - 3- am nobenzyl ] oxazol i di n- 2, 4-di one or
its salfs;

5.[4- (H%MM(&CMWMIWMW@EMWPWHoxgz)ohﬁ}n‘ -2 datioleoris salts;

5-[4-(%(:?%!%%} 52- lo:zfgl agb?&)ﬂﬁg W'&‘?ﬂj’ﬁ‘ﬂﬁ&’f&%dl&zﬁ ~flione or

us&ﬂ@roben2|lldene] t hi azol i di n- 2 4- dione or its salts;
11 WO 2004/ 066964 PCT/ US2004/ 000790
5-[4-(4-(2- Ami no- 2- car boxyet hyI)phenoxy) 2-fl uorobenzy

st e Ao Rl rlnokbitrsipientig 2 pue or i

salts; Or obenzyl ]t h| azoI i di n-2, 4-di one or its salts;

% SZ no- 2- car boxyet hyl phenox%) 2-fl uoroben2|
5-[4-(4- éﬁ“é’_l“b’ AP6IPAYGarhony] ealﬂbd%%l%?xyi t3samigpergzilidene]  thiazolidin-2,4-
dione oF {sASafté“ (2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 2-fl u

or oben2|I|dene] oxazolidin-2,4- dione or its salts;

5-[4-(45(2F Axr(ivie- @’zbaﬁhnxmct-hyl)pMIx)jé-tahyhc)@hzyi@lh;a)aeﬁdlﬁﬂljé-rd@@ﬁbhﬁs salts;

54y AR i RSP uS g S g b T B i Ppgione

or its sAfsPbenzyl ] oxazol i di n-2, 4-dione or its salts;
-[ 4- (4- (2- Am no- 2- car boxyet hyl ) phenoxy) - 3- f I uor obenzi
| i dene] t hi azolidin-2,4-dione or its salts;

5- [4-(4?2[&112% ﬁ%ﬁé@kﬂ&?ﬁ?;ﬁ?%% %%IXI%A %zr]% @j&%a‘i@? 5111)%/21 d3 long or its

[‘Gorobenzi
salts;

5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-3-aminobenzilidene]  oxazolidin-2,4-

dione or its salts;
5-[4-(4~(2-Amino-2-carboxyethyl)phenoxy)-3-aminobenzylJoxazolidin-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-flucrobenzilidene]  thiazolidin-2,4-

dione or its salts;

11
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dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3-f | uor obenzy
wORbdioaawki di n- 2, 4-di one or its salts; PCT/US2004/000790
5-[4- (4-(2- Ami no- 2- met hoxycar bonyl et hyl ) phenoxy)-3-flu
orobenzyl]thiazolidin 2,4-dione or its salts; 20

s Pl A R R S pEAL oY S hbnenoiy) 2l YL GRSl i
5-[4-&- {24A§1ﬁn6& ﬁ@ihB aﬂglﬁlmﬁﬁ% &l}gb%ﬂb%?ﬂ?gﬂfﬁ%ohﬁlrf g%—dlone or

or obenzi | i dene]. ‘ox i one or
its saBs;[ 4- (4- ( 2- Ami no- 2- car boxyet hyl ) phenoxy) - 3- fluorobenzy
| Joxazolidin-2,4-dione or its salts ; 5
-[4-(4-(2-Ami no-2 -m et hoxycar bonyl ethyl)phenoxy)-3

'45 [4- %lf-(‘[ZUﬁlhﬁﬂé‘-deé}ﬂd%@tﬁ?i)bhé?]'oﬂy)zZ ‘h‘u@&ob@ﬂﬁhd e_]t?@ﬁoﬁ&htfa% dlone or its

Am no- 2- Car boxyet hyl ) phenoxy tri

salts;et hyl b enzi lid ene] thiazolidin-2,4- 30 dione or |ts
000790

ts; .12 V\D 004/ 669 CJ/ US2
5- [4'(2?3?&&@‘4 -3- WC%I‘ ﬁBY ES(PQF 5/)-8 uorobenzilidene]  oxazolidin-2,4-
dlone%trmlsmgwenoxy) 2-trifluoronethyl benzilidene] : '
t hi azolidin-2,4-dione or its salts;

5-[4- (9-([24Ammq acmbpmﬁtlzyla;dwebomez By bpbErerytoydzodidir-2 ik dioneoFits salts ;

s-L4- (R RRRY S et S B bRl by oy P A BRI o 4-dione or
its salfst uor orret hyI benzyl] thiazolidin- 2,4-dione or its

salts;
5-[ 4- (4 (2- Am no- 2- car boxyet hyl ) phenoxy)-2-tri fl uorone

5-[4- (&Eﬁy | RERL. hé}ﬁ&?}]eﬂﬂ%ﬁﬁ%&w)% ﬁﬁorobednizﬂlndeen%rthiiaéoﬁid?na-l;'ZExis-élione or its

salts; 5-[ 4- (4- (2- Ami no- 2- met hoxycar bonyl et hyl ) phenoxy) - 2-tri
f1 uoromet hyl benzi | | dene oxazolidin-2,4-dione or its
5-[4-(442 tAgnmo f 1};161 1oxycarbony]etl)yl)phenoxy) 3- ﬂuoro’benzﬂ:dene] thiazolidin-2,4-

dione 8 fifsdidd: (2- Am no- 2- car boxyet hyl ) phenoxy) - 2-trifl uorome
t hyl benzy]] oxazol i din-2,4-dione or its salts;

5-[4-(b(3- Man{chaﬂmxyeﬂﬂl)phtmyadim@hdneylmﬁa)zphémeag#;d:&:et drlits salts;
5-[4- (A@Qfgguno ch1¥1 8Qf%rdony](e?ﬁﬁﬂplhgllagxy)]3 ﬂuorobgrllz?l ?hlgzgohjdgna 4-dione or

its salt®- [ 4- (4- (2- Am no- 2- car boxyet hyl ) phenoxy) - 3-trifl uoromne
thyl benzilidene] thiazolidin-2,4- dione or its salts;
5-[4-(4-(2- Am no- 2- net hoxycar bonyl

5-[4—(4@&bﬂr)i19$1§I&9f963§§/glfl§/]5}inﬁén3§§)g - }{o.b%gﬁf'd]exge(j&?aezlﬂidin-z,éi»-dione or 1is

salts;
5-[4-(4~(2-Amino-2-methoxycarbonylethyl)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-Amino-2-methoxycarbonylethyl)phenoxy)-3-fluorobenzyl]oxazolidin-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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20 thiazolidin-2,4-dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3-tri
wohoaroeemst hyl b enzyl ]t hi azolidi n-2, 4-di one or PCTAIS2004/000790

sal ts;
5-[4- (4-(2- Am no- 2- met hoxycar bonyl et hyl ) phenoxy) - 3-tri

5-[4 £4al(xztn?@mbtwmybdrbéﬂylanﬂbp}ﬁh@xy)& -tHifRiofdiBetByIbehslidene]
thiazglidin-2,4-dignegs itsgalis;car boxyet hyl ) phenoxy) 3-trifluorome

5- [4%{1{2 R?rﬁﬁ%—zj-gmgg%legqyﬁgen&ny%nﬁuo m%ﬂ)yl’genzyf]ﬁnazohhma 4-dione or

ﬂssagghoxycarbonylethyl)phenoxy) 3-trifluoronethyl benzilid
ene oxazolidin-2,4-dione or its salts;

5-[4-6-( InQ-2- mmhqggy@ﬂzq;wlﬁﬂm} )gy@-ﬁetmﬂuy)mgethﬂ'beml] thiazolidin-

uor g enzyl] ox azoli din-2,4-di one or 30 its
e g%%it 2004/ 066964 PCT/ US2004/ 000790
5-[4- (4-(2- Am no- 2- met hoxycar bonyl et hyl ) phenoxy) - 3-tri

fl uoronet hyl benzyl] oxazelidin- 2,4-dione or its
5-[4-(@ (2t Amino-2-carboxyethyl)phenoxy)-2- tnﬂuoromethy]benz1hdene] oxazolidin-2,4-

(2- Am no- 2- car boxyet hyl ) -2, 6-di f| uor ophenoxy) b
d"’mcf’rlzltlélsigdgséne]oxazolidin 2,4-dione or 5 its salts;

5-[4-(@= ([z%@mo(-z-nmhmfcamﬂamyjopmmwlzahhubﬁoni’eﬂ@]séﬂzhm&@p
henoxy)ben2|ljdene] oxazol 1 di n- -dione or its salts
oxazodid2.Azdippe apats33t8; car boxyet hyl) - 2 6-di f | uor ophenoxy) b

5-[4-(3{( %r%ﬁf&?%%%b?ﬁkg%@fp}%? ngg]r o?o &?kfbl%slzé?ogaaol%ql f-dione or

its salghenoxy) benzyl ] oxazoli din-2, 4- dlone or its salts;
dlfluorophenoxy)

St b o RS 3 AR acerin

24(hgngékﬁg%aﬁg—An1no 2- met hoxycar bonyl et hyl ) -2, 6-di f | uor op
enoxy)ben2|lldene] thiazolidin- 15 2, 4- dlone or its

salts;

5-[4- (ZZI(I ;%n?l (22 Cmﬁ%ﬂlyé)p élgqo)%/%- Etg l ?}{ogﬁe(%l%}gb%ll%zlﬁoée%p@enohlzgo?]dm 2,4-

mone5rﬂéﬁmw~(2 Am no- 2- met hoxycar bonyl et hy1) - 2

6- di f l,uorophenoxy) benz5’ 1} thiazolidin-2,4- dione or
5-[4- (4 {2 AgHpe-£-mgthoxycarbonylethyl)phenoxy)-3- tnﬂuoromethy]benzﬂ]dene]

tlnazol?dzh@'4é:o§x%o?"f‘i’s@&t§|2 car boxyet hyl ) - 2, 3-di f| uor ophenoxy) b
enzi f1dene]thi azolidin-2, 4-di one or

5-[4-(4-(2-Amino-2- carboxyethyl)phenmy) -3-trifluoromethylbenzyllthiazolidin-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- tnﬂuoromethy]benZJhdene]

oxazolidin-2,4-dione or its salts;

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

its salts;
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its salts
5-14-(4-(2- Am no- 2- methoxycarbonyl ethyl)-2,3-difluorop

woaemawgidsenzi | i dene] thiazolidin- 2,4-di one or PCTAIS2004/000790

salts; 25 ]
5-[4-(4-(2- Am no- 2-car boxyet hyl ) -2, 3-di fl uor ophenoxy) b

5- [4%:(2/-Iﬁ]minoa2-nieﬂiﬁxyea&bdn}demy]%pmmy)%-txﬁﬁidr&nethglbenzyl] oxazolidin-
[ 4- (4- (2- Ami no- 2- met hoxycar bonyl ethyl)-2
2,4- q“‘PQF’o‘?rd y) benzyl J thiazolidin-2,4- dione or its

- salts;
5-[4-(4-(2- Am no- 2- car boxyet hyl ) -2, 3-di f| uor ophenoxy) b

5-[4-@41@—]Ain®iﬁn£ﬁ-cbx’&ibqiei}@il)n2,Zrdﬁlﬂdc'br@gﬁh]@&%)ba&lh8&1 a&éhdlﬁ@ 4- dlone or
i WD 2004/ 066964 PCT/ US2004/ 00079 [4-(4-(2-Am no- 2-
its salifhoxycar bonyl ethyl)-2, 3

5-[4- 43'? AH?BQ@%%BX))W&%?%G & ﬁ%r%lp enoxy)behzﬂ% ene]. Coxazolidin-

2,4- dﬁar{clbrﬁté-séﬁsAm no- 2- car boxyet hyl ) - 2, 3-di f uor ophenoxy) b
its salts;

oxazol i din-2, 4-di one or ,
5-[4- @ {Zy AJ(fan?' =CAtRoRyethy b @r@@@é@ﬂi@ﬁ%)@bmﬂ@a@hdw—&éfmm or its
Sahshenoxy)benzyl] oxazolidin-2,4- dione or its salts;
’5-[ 4- (4- (2- Ami no- 2- car boxyet hyl ) - 3- nethylphenoxy)benz

5-[4-Ui @ehmfrox2nudthaiycarbodylditone2, 6+difliGopleabk PibeAs) :L oxazolidin-2,4-
(2- Am no-.2- met hoxycar bonyl et hyl ) - 3 met hyl pheno

dlone@;‘ﬁééﬂiﬁ °| i dene] oxazolidin-2,4- dione or its salts;
5-[4- (5 (b%ﬂfo(?—tﬁ*%%%{l?@r@@ﬁ%@f%ﬁg@@gﬁ%&ﬁ?ﬁ%ﬁ&%%)d?n—ﬂ,@-’dione or

| Joxazol i di n-2 one or
1tssa]t§,[4 (4-(2-Am no-2-m

5-[4- (g 51 A&%mgré) %@ﬁno%&?%ﬂ)@%f@}%})%é @1 urcl)(r) }}Qegg)?yggelnlz?l)l(c?ezngi ! dldlrl]azohdm-

2 4-(11556[5!1-1(3453(@, Ar ni no- 2- car boxyet hyl') - 3- met hyl phenoxy) benz
ilidene]thazolidin-2,4-dione or its' salts;

5-[4-($(3-4npino2xambayistyD- fﬁsétchBRV@BhWy)b@nm]th}a%mmwi diver or its

salts; oxy) benzilidene] thiazolidin-2,4- dione or its salts;
5-[4-(4-(2- Am no- 2- car boxyet hyI) 3- net hyl phenoxy) benzy

5-[4- (4 -[2-AnzzoLidethe 2y crtatingieeh)-2|6-6ifludfbphahdx§)benzyl] thiazolidin-2,4-

di 4 4 (2- Am no- 2- net hoxycar bonyl ‘
1one %%’ $3- et hyl phenoxy) benzyl Jthi azoli din-2, 4-di one

or its salts;
5-[4-(4- éz Am no- 2- car boxyet hyl ) - 3- ni t rophenoxy) benzi |
5-[4-(4-Beprelnti-gadiokyethyD-2, 3difluconghenoxy)benzilidenethiazolidin-2,4-dione or

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

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

salts;
5-[4-(4-(2-Amino-2-methoxycarbony]ethy])-2,3-diﬂuorophenoxy)benzyl] thiazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-2,3—diﬂuorophenoxy)benzilidene]oxazo]idin-2,4-dione or

its salts;
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25 salts;
5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) - 3- ni t r ophenox
we@ ehEnsedei dene] thiazolidin-2,4- dione or its Barms2004/000790
5-[4-(4-(2- Am no- 2- car boxyet hyl ) - 3-ni t rophenoxy) benzy]
Jthiazolidin-2,4-dione or its. salts;
5.[4-@= %4Aﬁﬂn()22-ﬂiﬂm &rlﬁﬁiiylme):Q,BQﬁﬂﬁd}roPhenoxy)benzﬂldene]-oxazohdm-
- 3-ni trophenoxy) benzyl ] t hi azol i di n-"2, 4-di oné or
2,4- d@oeprstSﬁitﬁ,s 15 WD 2004/ 066964 PCT/ US2004/ 000790
5-[4-Ghfa’ d%ﬁsqolgég%@ﬂmg( By P IR b R BRISBREN DA or it
salts; 5- [ 4- (4- (2- Am no- 2- et hoxycar bonyl et hyl )-3-ni t rophenox 4
oxazolidin-2,4- dione or its salts;

ben2|I|d%£%%
5-[4- é/ ([quAxmn‘eé' Ayyeathoaylstglel. Byl fugophenpxphenmyt) ) beomgzohdm-z 4-
mone% %ﬁédln 2,4-dione or its salts;
- ’(2- Ami no- 2- met hoxycar bonyl et hyl ) - 3-ni t r ophenox
y)benzyl]oxazolldln 2, 4-di one or‘ its salts;
carboxyethyl) an1nophenoxy)ben2|l :
5-[4- (Mgﬁe'pm 32361(1406»/??11!2) -3-rgethlphenoxyibenzilijernadpxagolidin-2,4-dione or its
salts: 5-[4-(4-(2- Am no- 2- mret hoxycar bonyl et hyl ) - 3- am nophenox
y) benzili dene] thiazolidin-2,4- dione or its salts;
5.[4-(B(d Mmzmmﬁbmnahyyehhydhy}p?mmy)w&amm&} b%l%ﬁ/dhdm-z 4-
]thlazolldln 2,4-dione or its salts;

.dione gr ity1s3t8; (2- Ani no- 2-m

5-[4-(zﬁgﬁg}%ﬁﬁr?9ﬁﬁbﬂéﬂé}]9 -3 gn lpﬂéﬁgﬁgﬁé}{gﬁfo&ﬁ@] didto ,4-dione or its salts;

n-2, 4-di
5-[4- (45(2[ An(xﬁo(ZZm&thorxgezﬂbcmyﬂhbydyétmmhylpﬁemymmmh?ﬂ@;mzbhmzz 4-dione
Fene]oxazolldln 2,4-dione or its salts;
or its sBli§3 4 ( 4- ( 2- Ani no- 2- met hoxycar bonyl et hyl ) - 3- ami nophenox

5-[4- (ﬂ@bﬁﬂﬁ?biﬂ@i‘ﬁﬂxﬁ ?03 -t ﬂxeﬁbxﬁb%%l@éneﬂthﬁaéﬂ&h% 44%%bne or its

(2- Am no- 2- car boxyeth am nopheno
salts; y) benzyl]oxaz(r)lidin-2,4-dione or its salts;

5o f-(4- 62- Al NO- 2- year et h - 3=.am nophenoy ..
540l S D2 A SR SR S 21 AT 0P BER i 20
dione o’i-n[s%a](tg (2- Am' no- 2- car boxyet hyl ) - 2-f [ uor ophenoxy) benzi

idene]thiazolidin-2,4-dione or its 25 salts; -
5-[4- (4512[154111(119 £ rakornethyDdemnpbyipbspoonbensy Hiigzodin-2drdiphenocor  its
salts: XY)benzilidene] thiazolidin-2,4- di.one or its salts;
5-[4-(4-(2-Amjno-2-methoxyc'arbony]ethyl)-B-methylphenoxy)benzyl]thiazo]idin-QA-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) benzy
I]thiazolidin-2,4-dione or its salts;

WO -2poli/066p6§ 2- Ami no- 2- met hoxycar bonyl et hyl ) - 2- f | BCT/US2004/000790
or ophenoxy) benzyl ]t hi azolidin-2,4-dione or 30 its
salts; 16 WO 2004/ 066964 PCT/ US2004/ 000790

5- [4-(?—(%%%1?%6)( gzo oa(p'et%gj- r_%l )é g%yfotegm h%ﬂe ogPazglnc?m)Qép 310ne or its

salts; - [ 4- (4- (2- Ami no- 2- met hoxycar bonyl et hyl ) - 2-f| uoropheno

xy) benzi | i dene] oxazolidin-2,4- dione or its salts;
5-[4-(8- @Ammq -2-mgtherycarbory lst)e3-hiprophenaxydheneitidenelx y ) b:ecnzghdm-z 4-

& e§]rt .din-2,4-dione or its salts;
10ne T ity ! % > ( 2- Ani no- 2- met hoxycar bonyl et hyl ) - 2- | uor opheno
5-[4- (&X}Zb@ﬁﬁw IwﬁbﬂyétWIWB%&oﬁhﬁﬁﬁYﬁénzyl afoldiB2,4- dlone or its salts;

5 Am no- 2- car boxyet h -3-f uorophenox benzi
5-[4-(H( e%@]ﬁ%?%h@@’ﬁ?fbsznweﬁw rfenﬁﬁOph@IpXYIhEnsﬂﬂqxgzo idin-2,4-dione or
" IEE [4-(4-(2- Ami no- 2- met hoxycar bonyl et hyl ) - 3-fl uor opheno
115 521%) benzi | i dene] thiazolidin-2,4- dione or its salts;

5-[4- (4-(2- Am no- 2- car boxyet hyI) 3- fI uor ophenoxy) benzy

| Jthiazolidin-2,4-dione or its salts
5-[4-(42 Aﬂemo(22cathpwlzd}rétanmmnmﬁwr@h@mylt@amlubndp%éme or its
salts: xy) benzyl ]t hi azolidin-2,4-dione or 15 its salts;

>’5-[4-(4-(2- Ami no- 2-car boxyet hyl)-3-fl uorophenoxy) benzi

5-[4- (l{ﬂmho%mthodymﬁozﬂﬁldhplme @finopBenogffblefizilidene]  thiazolidin-2,4-

@&4 (2- Am no- 2- et hoxycar bonyl et hyl ) - 3- f | uor opheno
dlone%f H¥Pi | i dene] oxazolidin-2,4- dione or its salts; 20

5-[4- (IF iﬁuﬂ -(2%2&96)13@[1‘%' T RERIOHRERN gél?e'ﬁz&i]fffi’e{z%ﬂﬁﬁﬁ? ﬁy&lgr?en&%ts salts;

|d|n24 one or ‘its

5-[4- (43(2{ Azx(lne@anﬁﬂnpmsammdnlnyd)l-aeanhnnpﬂeabhy]b):nzaﬁlﬁhmmlabmemdmne
M% benzyl ] oxazol i di n-2, 4-dione or its salts;
orits sgM¥ 4 (47 (2- Ani no- 2- car boxyet hyl ) - 2-tri f | uor omet hyl phen

5-[4-(zpqa9|\l.%xhﬂﬁ6’—t2Ldaﬁﬁﬁ@hhgrblﬁéﬁiﬂo%ﬁﬁ&yﬂben%ﬁzd@héjBﬁaé%‘hdiﬂ-é,zi-dzone or its
sal ts;
salts; 5- 4- (4-(2- Ami no- 2- met hoxycar bonyl.et hyl )-2-trifl uorome

5-[4- (4t {iY,L\H—Jhrﬁ]Q Wgth@ﬁr&é}ﬂo&ug%ﬂﬁ}]) 3 taH‘ln%p%lehgxyr}Benzﬁléj Te oxazohdm-2 4-

dloned:'r][sékaltﬂ (2- Ami no- 2- car boxyet hyl )-2-tri fl uor onet hyI phen
2,4-diong or _its.salts

5-[4- (45é enz%%fi&?%ﬁ?z}%ﬂb %e@%??%%%}ww]ﬂﬁﬂlaw@mﬂizf -Higoe Giiis salis;
5-[4-(4L @ymwm&ﬁ@é%ﬂb]onﬂ@ih@ﬁ% laﬁ‘l'zﬁbphenoxy)benzyl]oxamhdm& 4-dione or

1‘ts 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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2,4-dione or its salts; 17 WD 2004/ 066964
PCT/ US2004/ 000790
WO -2poli/066p6§ 2- Ami no- 2- car boxyet hyl ) - 2-t ri f | uor oneChgiSpieen00790
oxy) benzi | i dene] oxazolidin-2,4- dione or its salts;
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
5-[4-@a(2: Amipo-2-carboxyethyl)-2- ﬂuorophenoxy)benz1hdene]oxazohdm-Z 4-dione or its
5- [ 4- (4- ( 2- Ami no- 2- car boxyet hyl ) - 2-tri f1 uor onet hyl phen
sah&oxy)benzyl]oxazol|d|n 2,4-dione or its salts;
5-[4-(3:Q4A KNG 2-HethBRy Ariw teﬂasm:@me eﬁ&w)aen%ﬂfcfehéj UOS%lldln-z 4-
h Ipnenoxy)benzyl] OvaO|IdIn I"one or
dlonesmlltsssalts,o

e e T s LA

5-[4-(3:(R4Afind-2-1H8th BB cErbdR YR W@R]Q@fb‘ph@ﬁd%ﬁen%ﬂg&afzbﬂ@i?q@ ~dione or

t hyl phenoxy) ben2|I|dene t hi azol i di I one

its salisy s sal t s;
5-14-(4- (2 Am no- 2- car boxyet hyl )-3-trifl uoronet hyl phen

-oxy) benzyl]thiazolidin-2,4-dione or 15 its salts;

5-[4-(3-(b Aashfind-2-cArBoR PetRy] f@ﬂ\ﬁ%bf}ﬂ%@?ﬁ%ﬁﬁ%&]ﬁaE&hdlfllZUcPHﬁﬁﬁb or its
et hyl phenoxy) benzyl thiazolidin- 2,4-dione or it

salts; salts; 5- 4- 4- 2-Amino-2-carbox eth 1

5-[4-G bl “é’ﬁa@é?@&&gérb'&rggé’tﬁyfi%?ﬁuorogﬁ DR x$5EREAkAE 2 dhiazolidin-2.4-

dloneEr{térsa(lfk'(Z Ar ni no- 2- met hoxycar bonyl et hyl )-3-trifl uorom
hyl phenoxy) benzilidene] oxazolidin-2,4-dione or

5-[4- (H?sf’gampsz-csr oxyeshyi3dhiopgrhenoxy)benznlibjesokiging 2.4-dien or its salts;
5-[4- (jk %ﬁ?ﬁ%ﬁ?iﬁkﬂ%@?@&fﬂéﬂ?ﬁaﬁyb BOff@&Qﬂ;ﬂengky)’bgnz%ﬂﬂﬁlag&?dn? 2,4-dione or
its salts; [ 4- (4- ( 2- Ami no- 2- met hoxycar bonyl et hyl )-3-trifl uorone

5-[4- (é?i—{%%%gggsggrggx@%ﬁ&)-f ?ﬁ%grzo% !ex%xg/)be%gﬂ%eﬁe]grlxgz%%d?rb I4t dione or its
salts; O- [ 4- (4-(2-t-butoxycarbonyl am no- 2- met hoxycar bonyl et hy

| ) phenoxy) benzilidene] thiazolidin-2,4-dione or its
5-[4- (4364 Agino-2Z-methoxycarbonylethyl)-3- ﬂuorophenoxy)ben21hdene] oxazolidin-2,4-

(2-t-but oxycar bonyl ani no- 2- met hoxycar bonyl et hy
dm"'?r ESns"‘%o’xy) benzyl ]t hi azol i din-2, 4- 30 dione or its

5-[4- (48@ h8iind-8- M@@%&D%ﬂ%@%&%ﬁﬁ]%l&ﬂhﬂ& 4-dione or its salis;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)-3-fluorophenoxy)benzylJoxazolidin-2,4-dione or

its salts;

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-carboxyethyl)-2-trifluoromethylphenoxy)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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5-[4-(4-(2-t-butoxycarbonyl am no- 2- met hoxycar bonyl et hy

| ) phenoxy) benzilidene] oxazolidin-2,4-dione or its
WO abi49)66964 PCT/US2004/000790

5-[4-(4-(2-t-butoxycarbonyl am no- 2- met hoxycar bonyl et hy
| ) phenoxy) benzyl Joxazolidin-2,4- dione or its salts.

5- f4~£41(2rﬁf1341l{02210wl?e%xf»‘)@é}a?ﬁ%ﬂwameﬂwlpéleewamémpﬂ) ph@xmhdm-z 4-

: i dene]thiazolidin-2,4- dione or its salts;
dlon%éﬁﬁs?%ﬁté& t - but oxycar bonyl am no- 2- car boxyet hyl)phenox

5-[4- y4-®myin]ot2mﬁﬂ1mb(yﬁhrhe®le%hﬂb-aﬂﬁﬂﬁbromdtl@lﬂ?én y) 10 benzilidene]
(2-t-hut oxycar bonyl anm no- 2- car boxyet hyI ) phenox

Oxazgll)élﬁ%d[‘?%é‘]séﬁl&%ol idin-2,4- dione or its salts and’
T
its 833@04/ 066964 PCT/ U52004/ 000790 R 4 R 300 X A

d x A4y’ R4 No. 1 OH0 HHH S
5-[4- (42@ éPEHQ @rhqmy}qtharl)sZ tmﬂwemﬂwlmb@@mbwzyﬁ 21exazolidin-

e, 4 COOCH3 0°. H, H2HS H2NCH2 5 JO OH |
24d§nﬁ%qggogtsmNcmcsoCH3HHo 0 H |

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-triﬂuoromethy]phenoxy) benzilidene]

thiazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-3- tnﬂuoro:methy]phenoxy)benzy]]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—carboxyethy1)—3-tn'ﬂuoromethylphénoxy)benzilidene] oxazolidin-2,4-

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

oxazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-3-trifluoromethylphenoxy)benzyl)oxazolidin-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]ideﬁe]

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

dione or its salts;

18



10

H2ZN CH2 7 COOH 0 HHH2H H2N CH2 8 COOCH3 0 HL H2H O
0 F, HO H2N CH2 6-F 10 COOCH3 O
2

wa-2604/0669%4 H NCH 6- F 11 COOH 0 2-F, 2H HZ2RCIASREED4/000790
r 6-F 12 COOCH3 0 2-F, 2H O H2NICH2 | / 6-F 13 COOH 0O
2-F, HS H2NCH2 | 6-F 14 COOCH3 O 2-F, H S H2N CH2
6-F 20 WD 2004/ 066964 PCT/ US2004/ 000790 15 COCH O

5-[4-@-@-t- lﬂrﬂoSychiﬂonylamlﬁHZ@ﬂEthokydﬁrlﬂm&leﬂ@l)ﬁm@)O 2- F, Bdzilidene]
il . CHi 6-F,. HN 2 2 17 COOH 0 2-F, HS H NCH
oxaz 1dpn-2 4-dione or its salts; <

5—[4-(4-(2-t-butpxycarbony1am1no-2-methoxycarbony]ethyl)phenoxy) benzyl]oxazolidin-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; A .
5-[4-(4-(2-t-butoxycarbonylamino-2-carboxyethyl)phenoxy) benzilidene]oxazolidin-2,4-

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

its salts.

19



Il 2218 COOCCH3 0 2-F, HS ill HCH 3-F 2N 2 19 COOH
0 2-F, 2HS HNCH 3-F 2 2 20 COOCH3 0 2-F, 2HS H
wOICh04B669%6a 2 21 COOH O 2-F, HO | HZN CH2 3- FP2R/US2004/000790
COOCH3 0 2-F, HO H NCH 3-F 2 2 23 COOH 0 2-F, 2H 0.
11 CHI 3-F HN2 2 24 COOCH3 0 2-F, 2H O H2NI,
CH2 3-F 25 COCH 0O 3-M HO HZNCH2 26 COOCH3 0 3-Me H
0O | H2N CH2 27C®-IO§-M§2HO HaNCH2 28

. | s
COOCH3 0 3-M 2H O HR2 N Rgl
. ’ 2 >

XI.A\Y

Compd X Y R, R; Ry 2
No.
1 COOH 0] H H H S
HoN CH, ,
2 COOCH;z 0 HH H S
HoN CH,
3 COOH O HH |2H S
HoN CH,
4 /CC)OCHS 0. H,H 2H S
HoN CH,
5 COOH 9) Hw H H. [e)
HoN )\CH;_,

8 /cl:foc:Ha 0] H, H 2H O
HoN”™ “CHg

] COOH 0 2-F, | H o)
H,N~ > CH, o-F

10 COOCH;§ o T2F TH 5
HoN"~ CHj 6-F

11 COOH 0 2.F, | 2H o)
HoN~ CHg 6-F

12 COOCHj4 O 2-F, 2H O
HoN~ > CH, 6-F

i3 COOH O |ZF, |H S
HoN~ > CHj 6-F

14 COOCH;, 5 T TH 5

6-F

20




CH2 29 COOCH O 3-M HS HZNLCH2 30 COOCH3 0 3-Me H S
HZNCH2 31 COOH 0 3-Me 2H S H2NCH2 32 COOCH3 0 3-Me 2H
WE 20(HARBbGH2 21 WO 2004/ 066964 PCT/ US2004/ 0007 98CT/2132084/000790
OOH O 3-NO2 HS HZN CH2 34 COOCH3 0 3-NO2 H S H2NCH2
35 COOH 0 3-NO2 2H S H2NCH2 36 COCCH3 0 3-NO2 2H S

L L

15H2N CHZC@b‘“H’: o110 S=NC-H G H NG Hga—ar38 S
COPCH3 : 0 3-NO2 H O Haﬁl@‘é/?@( O,I§§DZ ZZIHO i
CH2 H ¢a, COOCH3 0 3- HO |H2N CHZ 41 CPOH 0O
163- NFZ HCBAEHYy-CHZ  a z;@;—e UTH N H H 1S
HoN™ “CH, : 6-F

17 COOH /@/ 6] 2-F, H S
HoN” “CH, 3F -

18 COOCHS5 /@/ [e) 2-F, H S
H,N” ~CH, 3-F

19 COOH /@/ @) 2-F, 2H S
H2N CH2 . 3-F : )

20 COOCH3 /@/ (o) 2-F, 2H S
H,N™ ~CHo 3-F

21 fOH o) 2-F, H (o)
HaN" Chy /©/ >F

22 COOCH; o) 2°F, |H 0]

| HoN” "CHp /©/ 3-F

23 COOH O 2-F, 2H 0.
HoN” > CHy /©/ 3F

24 COOCH3 O 2-F, 2H o)
HoN” CH, /©/ 3-F

25 fOH /@/ O 3-Me H 0]
H,N~ “CH,

26 COOCHg O 3-Me H 0]
HoM™ "CHa

27 COOH /@/ O 3-Me |2H 0)
Ho,N™ “CH,

28 COOCHg3 /@/ (@) 3-Me |2H o)
Ho,N~ ~CHa

29 COOH /@/ 0] 3-Me |H S
HoN” “CH,

30 COOCHg3 /@/ O 3-Me |H S
HoN~ > CHa ‘

31 COOH /@/ O 3-Me |2H S
HoN~ ~CH,

32 COOCH;3 /@/ O 3-Me |2H S
Ho,N”~ “CHy




Hf~~CH2 2 43 COOH 0 3-NH2 2H S 1JIICHH a N 2 44
CO(c)CH3 0 3-NH2 2H S H2NN CH2 45 COOH 0 3-NH2 HO H
WORUHAM646 COOCH3 0 3-NHZ2 HO H N-CH2 2N 47 €eODds2004/000790
3-NH2 2H 0 HaN-CH2 48 COOCH3 O 3-NH2 2H O "J"CHH 2 N
249C(I}IOZFHS HN~CH2250C(IIZI—|302FfHS

—rHEN-CHR- 2351020041 066964 RETLUSAR4086790-53-C£-00H-8
33, F 21«?% CH2 52 Sod O o | Ik B s ol
0 2- N OCH2NCH2 54 2-FHO [H2Nill|CH2 | |
3400 [CTOOEdbERS 2H 0 /@/ o 3-NO, |H S

HoN” “CHy

35 -COOH /@/ o 3-NO, | 2H S

’ H2N CH2 .

36 COOCHjs /@/ 0] 3-NO; | 2H S
H,N~ “CHy

37 COOCH /@/ O 3-NO, |H O
HoN" ~CH,

38 : COOCHjs - /@/ -0 3-NO, | H O
HoN~ CH; '

39 )C\OOH /@/ O 3-NO; | 2H O
HN~ “CHa

40 COOCH3 /@/ @) 3-NO; | 2H (0]
H2N CH2

4] COOH /@/ O 3-NH, | H S
HoN” CH, '

42 COOCH;g /@/ O 3-NH, | H S
HoN™ CH;

43 COOH /@/ O  |3-NH; |2H S

CH,

Y] COOCH, /‘/G 0 3-NH, | 2H S
HzN CHZ )

45 COOH /@/ O 3-NH, |H 0]
HQN CH2 )

46 COOCH;5 /@/ 0] 3-NH; | H @)
HoN~ “CH;,

47 COOH /@/ O 3-NH, | 2H o)
H,N” “CHy

48 COOCH;5 /@/ 0] 3-NH; | 2H O
H,N” CH; :

49 COOH /@/ O 2-F H S
HoN” CH;

50 COOCHj4 /@/ O 2-F H S
HoN™ CH;
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H2N CH2. 56 COOCH3 O 2-F 2H O H2NCH2 57 COOHH S O

3-F H2NCH2 58 COOCH3 0 3-F HS H2N CH2 59 COCH 0 3-F
waro@/066462N CH2 60 COOCH3 0 3-F 2H S H2N | *"CHRCBUSLODBD0790
0 3-FHO H2N CH2 62 COOCH3 0 3-F HO H2i ~CH2 63
COOH!l o O3-F2HO0O H2N CH2 64 COOCH3-0 3-F 2H O

P

ZTFZNCRZ 660000H 0 2= CF3[ H N=CRg ST % S
2-CF3 H H2N CH2 67 CF3 2H § HZ2NCH 68
COCCHZND XHF3 2H S H2NSHZ 14, | 23 W) 2004/ 066964

52PCT{ US200a0089790 69 Ci}i[ﬁ,?— CF3OH O | HENCHZH - |'S

H,N~ Y CH, ‘
53 COOH [9) 2-F H o)
HN™ CHp /©/ '

54 COOCH, o) 2-F H 0]

| HoN” “CHy /©/

55 COOH O 2-F 2H 9)

HoN™ "CHjp- /©/ g
56 COOCH; o) 2F  |2H o)
H2N CHz /©/ -

57 COOH (0] 3-F H S
Ho,N~ ~“CHp /©/ )

58 COOCH;4 0 3-F H S
HoN™ "CHy /©/

59 fOH 0 3F |28 |§°
HoN™ "CHp /©/ ' _

60 COOCH;g i O 3-F 2H R}
HoN™ "CHy /©/ .

61 COOH 0 3-F H O
HzNJ\CHz /©/

&2 fOCHs 0 [3F |m o
Ho ™ CHy /@

63 fOH 0 3-F 2H [9)
HaN” CH, U |

& /J(:,\OOCHa 0 3F  [2H |0
HN“CHy /©/

65 fOH o 2-CF; |H S
66 COOCHj4 O 2-CF; |H S
HN™ "CHy /©/ :

67 COOH /@/ O 2-CF; |2H S

HoN" > CH, .

68 COOCH34 O 2-CF; | 2H S

HoN™ "CHp /©/
23




"70 COOCH3 0 2-CF3 HO H2N CH2 71 COOH 0 2-CF3 2H O
H2ZNCH2 72 COOCH3 0 2-CF3 2H O H2NCH2 73 C OOH 0 3-CF3
wol28)4/0604 CH2 % 74 COOCH3 | : 0O 3-CF3 H S H2N EER/use064/000790
75 COOH\ 0 3-CF3 2H S H2NCH2 76 COOCH3 0 3-CF3 2H S
H2N CH2 77 COOH 0 3-CF3 HO H2N CH2 78 COOCH3 0 3-CF3

69|=C . 1mnn\llGE= i 79/\/‘\(1_:\‘ Geal:g ’)I_!{'\ !"")'\!CHZ
80 “CF3 2H 0 |H2i 81 S, (M Ho | O
H2N N |-|282COOCH3F HHIO H2N CH2 F|{ 83 CCON
O Rget, 2N ﬂ/ﬂﬁ'ﬁoo RO HEN G
HoN™ "CH,
71 CQOH /@/ 0] 2-CF; | 2H O
- | HN” "CH, .
72 COOCHj4 /©/ @) 2-CF; |2H @)
H,N~" CH, . ' 4
73 COOH /@/ O 3-CFs | H S
H,N~ “CHy
74 COOCHg /@/ O 3-CF; |H S
H.N" “CH,
75 | COOH /@/ O 3-CF3 |2H S
HoN”~ CH,
76 COOCHgs /@/ O 3-CF; |2H S
HoN” ~CH,
77 COOH /©/ O 3-CF; |'H 9]
HoN~ “CHg
78 ' COOCH; /@/ O 3-CF; |H 0
HoN~ ~CH,
79 fOH /@/ o) 3-CF; |2H 0
H.N" “CH,
S0 COOCH; [8) 3-CF; |[2H 0
HoM CHQ h ]
81 j:;\OOH F Q H H H @)
H,N” CH, /(i(
F
82 COOCH;4 F 9] HH H O
HoN~ > CH, /@(
F
83 COOH F 0 H, H 2H o)
HoN” > CHy /(j
F
84 | COOCH; F o) H,H 2H 0]
HoN"" CH, /@(
F

[\
S




CF 24 WD 2004/ 066964 PCT/ US2004/ 000790 85 C OOH F O
H HHSHNCHR I \ CF 86 COOCH3 F 0. H HHS H2N
wa406896F 87 C OOHF O H H2H S H2N CH2 | PCHUS3®4/000790
COOCH3 FOH H2HS H2ZNCH2 | \ F 89 COOHO H HH
S H2N-CH2 F F S 90|COOCH30H HHS H2NCH2F 91
0OH H2H S HNC I 92 G 0 :.::

F
8%H b PricH2 93 cooN o I\PCH2 HFHF ) S
OB H H O H2NJI;®:P F|95 CAOH 0 H{0 H2N

CH2

86 COOCH; OF H,H H- S
HoN™ “CH, | |

87 COOH (o) H,H 2H S
H,N” ~CHy

g8 COOCH; ¢) HH |2H S
H,N" ~CH,

89 COOH 0] H.H H S
H.N" ~CH,

90 fOCHB 0 HH |H S
HoN" ~CH,

91 COOH HH 2H S

92 COOCH;Z

93 COOH

94 COOCH;Z
HoN" CH,

05 COOH
HoN" > CH,

96 COOCH;Z
H,N" > CH,

ﬂpvpvavawg
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96 COOCH3 O HL H2H -O H2N ~ICH2 I / F 25 WO

2004/ 066964 PCT/ US2004/ 000790 97 COOHI O H HHO
woRMN4OseF 98 COOCH3 0 HL HH O H2N "CH2 F 90T/W0S4d4/000790

H H2HO0 H2NICHZ F 100 COOCH3 0 H H 2H O HZ2NCH2

F 101 COOHO H HHSill FONC®R I-q F 102 C OOH3 |
- H S HEN-CHE—F 63— CO0H -2 HaNT 1
97CH2 d?gob'&oocm 0 H o (RS Hos q©
H N'LI CH2 CHi3 CoOdH3 0 H HH O 2N
i 4 -
Ry I
o8 COOCH, 0 EE |H 0
H,N~ CH,
. F :
59 COOH 0 HE |28 |0
H,N” CH,
F
100 | COOCH;4 ' (¢] HH |2H o)
H2N CH2 /©/
- F
101 COOH 0 T S
H,N~ CH; /©/
F
103 COOCH, 0 A0 | H S
HN" CHy /©/
F__ -
103 COOH 0 0O 28 S
F
104 COOCH; 0 AH (38 |S
H2N CH2 /©/
F
105 COOoH 0 AE |H )
e ﬁ
CHa
706 COOCH; o) A0 [§ 0
oo o
. CHs
167 COOH 0 BH |28 10
H,N~ CH, /©/
CHa
108 COOCH; 0 AH |28 0
HzN CH2 /©/
CHa
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107 COOHO H H2HO0 H2N J-~ CH2 CH3 108 COOCH3 0 H,

H2HO0 H2N-CH2 CH3 26 WO 2004/ 066964
wOCT4Ws604/ 000790 109 C OH |

0 H HHS H2NPCHISLIH3/000790

110 COOCH3 - 0O HL HHS H2NCH2 CH3 111 COOH O H;, H
2HS H2N CH2 i CH3 112 COOCH3 0 HH2H S: H2N CH2
109CH3 11800HCOOH O H, H H NI i OCH2 NER HL14| HOOCH3 SO
H |HH H2NI T 1T CH2 INO2 5 COPH 0 H2H S H2N
11 116 COOCH3 ONAE, H 2H S PN JI, |[CH2 Noe¢

117 COOHO H HHO CHs
110 COOCH; OF H H H S
HaN™ "CHp /©/
CHjs
111 COOH 0 H H 2H S
H,N~ “CH;
CHs .
112 COOCH; O H;H 2H S:
HgN CHZ /©/
CHj;
113 . COOH ) H,.H H S
HzN™ "CHp /©/
NO,
114 COOCHj; 0 H,H H S
HQN CHQ /©/
NO,
115 COOH 0 H.H 2H S
HoN™ ~CH, /©/ :
NO, o
116 COOCH; O 0 HH 2H S
H.N" CH,
NO,
117 COOH 0 H H H O
HoN” CH, /©/
NO,
118 COOCHjz 0 H,H H o
HoN” “CHy /©/
NO,
119 COOH 0 H, H 2H | O
H2N CH2 /©/
NO,

27




H2N )-,CH2 Noe 118 COOCH3 O HL HH O H2N,-~CH2 NO2
119 COON O H, H2H 0O H2N CH2 NO2 27 WD 2004/ 066964
wOCT4Ws2604/ 000790 120 J oOCH3 | O H, H 2H OPERNSEH2/000790
N2 121 COOHO H HHS. Til, CH2 H2N NH2 122

COOCH3 I OH HHS H2ZNCH2 NH2 123 CHO H H2H S
HON [ 1 ~CH2 NH? . 124 |COOCH3 0 H H 2H S H2NCH2 NH2

12025] COOHCO0@HsH H 0 FEN pweH2 | Q NHPH, 126 [QICH3 | O
0 HHﬁ/é\Clll—QNCHz NH2 0

NO,

121 COOH
HoN"~ CH,

122 | .  COOCH,
HoN” “CH,

123 | COOH
H,N" CH,

124 COOCH;
H,N"" CH,

125 COOQH
HoN" CH,

127 COOH
HoM )\c::Hg

128 COOCHg3 0] H. H 2H @)
HQNJ\CHZ

129 COOH 0] H,H H S
HoN~" CH;

130 COOCHjg 0 H H H S
HoN™ CH;

131 COOH 0 HH |[2H S
H,N"" CH,

132 COOCH; o) HH |[2H S

NH,
NH,
NH,
NH,
NH,
126 COOCH;4 O HH H O
HoN /kCHz /©/
NH,
NHo
NH,
Jod
Jod
Jou
o d

H,N" > CHj
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127 COOH 0O H H2H H2Ni"CH2 NH2 128 COOCH3 0 H, H
2HO H2N J" CH2 NH2 129 COOHO H HHS H2NIt, CH2
W6 20B86960O0CH3 0 -H ,HH S H2NCH2 | / F 131 CEOHUS200000790
2HS H2Nj-1"CH2 132 COOCH3 OH, H2H S H2N)-1CH2 |
/[ F 28 WO 2004/ 066964 PCT/ US2004/ 000790 133 COOH O

~ H_HH 0 HaNCH2 / E 134 COOCHR | Q. H HHO HN CH
13% 135 c&¥$Ho H H 2H O 148 coddiddo RHH 2H @
HoNI |, J%/H F 137 COOH 0 HS .HeNlcH F |138
00 QH?®*HHS H 1 IFE
134 )C\OOCH;, /@\/ 0] HH |H o
HN" CH; " el ]
135 )C\OOH /@( 0 LA |23 0
HoN” > CHj e :
136 )C\OOCH:; /@\/ 0 |BH |24 0
| HN" CH, F
137 : fOH 0 [HH |H S
H2N CH2 /©/ . .
F .
138 COOCH; o) OH | ° S
HoN” CH, /©/
F ) .
139 COOH 0 HH |25 S
. F .
140 ~ COOCH, 0 HH |28 S
HQN CHg /©/
F 1
141 COOH 0 HH [H 0
H2N CHZ /Q/
F
142 COOCH, 0 HH B o
HZN CH2 /©/
F
143 fOH o) HH |28 0
H2N CH2 /©/ .
F
144 COOCH, 0 O H |28 0
H2N CH2 /©/
F
145 /IC\OOH /@\/ o) oA |° S
HoN" > CH, -
146 COOCH35 /@\/ 0] H H H S
HN" > CHg oF,

N
O




139 COCHO H H2H S 111, CH2Z HZN F 140 COOCH3 0 H,
H 2HS H2NCH2 F 141 COCHO H HHO H2N11, CH2 F
w04200406696H3 - 0 HHHO H2N111l, CH2 F 143 COBETAIS200#I000790
H2HO0O H2NI~ICH2 / F 144 COOCH3 0 HL H 2H 0 H2NCH2
I/ F 145 COOHO H HHS HNCHI / a a CF3 146

: CH3 0OH _HHS HNCH |/ 2 CE3 29 WD 2004/ 066964
14pcT usng\QPUoomo 147 O/fr@f H, | © 2H SHHBEN 1]i2H CcHpS
/| CF | 0 H S
R40-GRoCS .
-~ 148 COOCH; /@ o HH 2H S
HoN""  CH, CFy
149 ~ COOH /@ 0 HHE [H o)
HoN” “CH, " CF3
150 | COOCH;, /@\/ 0 HH |H 9)
H,N~" CH; CFy
151 | COOH /(j\/ 0 HH |2H 0
H.N" CH, CFy
152 /lC\OOCHa /()f 0] H,H 2H O
H,N” CH, CF,
153 fOH 0 HH B S
H,N” CH,
. CFq4
154 COOCH;Z 0 HH |H S
HoN™ > CH,
CF, :
155 COOH 0 HH |20 S
HoN~ CH,
CF,
156 COOCH;Z N 0 H H |20 S
H,N~ CH, O
CF4
157 COOH 0 HHA [H 0
HoN~ CH,
CF4
158 COOCH,3 0 HH [H 0
HoN~" CH,
CF3
159 COOH 0 HH |20 0
H,N~ CH,
CF5
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H2ZN CH2 / CF3 149 COOHO H HHO HNCOCH2 / 2 CF3

150 COOCH3 0 HL HH O H2N CH2 /CF3 151 COOH 0O H, H
wako@/oeé$sN CH2 CF3 152 COOCH3 0 H, H 2H 0 HZNPQ'T/USE#D4/000790
)aCF3 153 COOHI OH HHS HZN CH2 / CF3 154
COOCH3 O H HHS H2N J"CH2 CF3 155 COOH O H H 2H S

HN 11l CH2 CEA__ 156 COOCHR 0 H 2HS HeN CH2 | /
16@rF3) 157C€BGHs1 0 H H H CH? / CFH, Hi159 28DOCHRO
OHEE|§ H2N |i " CH2| 15 f CFB OH |{HZ2H @ H2N

CH2 30 AND 2004/ 065964 PCT/ USZOO4/,OC)O790
CFs '
161 O COOCH :
CH, J\ )\ 3 /@/ 0 H,H H“ S
HaC—0 N CHy
CH3 ' -
162 CHs j\ JC\OOCH;, /@/ 0] HH 2H S
HsC——0 ” CH;
. ~ CHg
163 cH, §  COOCHs /@/ 0 [HH |H 0
H30——O ” CH2
CH3 -
164 CHs /[CJJ\ fOCHg, /@/ 0 HH 2H 0)
H3C_—O ll\:: CH2 .
CHs ' ,
165 CHs/L(j)\ COOH /@/ o) H,H H S
HsC——0 N cH,
CHs
166 CHg/OlL COOH /@/ O HH 2H ‘ R
HaC——0 N CH, '
CH3 il .
167 CH, Jok COOH /@/ 0 HH [H 0
HaC——0 g CH,
CHs
168 O COOH
CHa)k )\ O HH 2H Q
HsC——0" “N" “CH,
CHy H
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160 COOCH3 0 H, H2H 0. H2N CH2 CF3 161 O COOCH3 0

H HHS H3CG-f -O-NCH2 CH3 H 162 CH3 COOCH3 | j 0 H,
WOl20H/08696H3C O N CH /L. H2 CH3 163 CH3 11 ~ €0DTS3008/000790
H HHO H3CAO~-NCH2 CH3 H164 CH3 0 COCH3 O H H

2HO H3GO NCH2 G 3 H 165 CH3 Il O COOH | OH HH
166 CH3 0 COOH I O H H2H S

S C 0O N
m@%ﬁ‘%ﬁ@‘% f%e%@f qorpoupdoabpverang lydrachlomdadgdsobromide,
OH H2H H3CI ~ ON CH2 CH3

odi ndehiiidih bPahBifh! |
R o) 2004%0%%8%'PCT/ US2004/ 000790 Preferred salts
for the list of conpounds above are hydrochl ori de,

hydr obr.om de
gccordmg to another feature of the present invention, there is provided a process for
5 the preparation of compounds of formula (T), wherein --- - represents a bond and all other
symbols are as defined earlier, as shown in scheme- I

R2 R3 R4 R2 R3 R4
- Z hd z
x—A~y e X~ A‘Y@/{'\‘; 7O
N - R1 N
. - H

(0]
@ (n1a)

Scheme-I

The reaction of compound of formula (IT1a) wherein X; represents a.protected alpha
10 amino carboxylic acid group and all other symbols are as defined earlier with the compound
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 (I1lc) may be
carried out in the presence of solvenis 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 K2CO;, Na;COs, NaH or mixtures thereof. The

reaction temperature may range from 20 °C to 150 °C, preferably at a temperature in the

18

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.

20 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 (Illc) 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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sodi um potassi um or nmagnesi um Accordi ng to anot her
feature of the present invention, there is provided a
wonrom@seeior 5 the preparati on of conpounds oPCTmiISzaek/a00790
(1), wherein -=- represents a bond and all other
- synbol s are as defined earlier, as shown in‘schene I

pre'sé%%f_?ﬁ%oﬁ%nﬁ?ﬁcéa I le‘l; ICSI Lthg%%%_'n %ﬁf %Xﬂ% UFé g&l YenZene, .toluene,

1a) (I11Db)
methéxPethEral>¢ hixXresithereoZOThe fehctih tnpératurt RayQ é frbhpl%o °C to 180

o~ Schene-if The reaction of conpound of fornula
C, Whray G fesctiangip cagigdont aeﬁirlnﬁ]@ftpmsbnat pfisodigm zwnialtm Sultable catalyst
ot her synbols are as

b I- d |
s E PR O R B e TR0 3 St may o e

emploh&d. Sddibm £2t0S 8 He usbd G FRP eEérfce HrOTWent br% dt s preferred that
substitution | eaving group, and all other Bre

sodiva agetpiendyl used meatr Tihe weten lpa:@dmed: anpthe ndaa:bfonf mragube removed, for
resence of solvents

exam&LC %)ags Fﬁgalbg%fﬁl &4 OUt O%Eg bglhgsqlg Qeater, absorbing agents like

moledilit igves. of sol vents rmy be used The reacti on nmay be
carried out .in an inert atnosphere 15 which nmay’ be
néﬂWt@Pf@éCtb%n fimigo iapidrarouppeicormule (1Ihd) thlg',lelmcompohbd of formula

@ m%ggg Cg‘g’%ﬁl (gis? @é@%sl\@ﬁ%tﬁ(ﬁaﬂﬁf ! he eseﬁ ’%e‘PetBF presence of

solveribeuch asaDTMyrethyd nipetat! war B8 tHedike®r fnilﬁfﬁrggleﬁéf‘&t l%&nperature in
C preferabl at a tenperature in the range of .
the rapgs afpd0EC I'?Zé ‘Guration of the reaction nmay range from
| to 24 hours preferably from2 to 6 hours. 20 The
conventional protecting groups used are those that can
bB1 easthéryembodinedt afthedpresens ahveatiad the ‘éﬁ?nﬁabﬁ% olcg&eral formula

noc, etc. The reaction of the coggound of th
@ W}geé%r%lreﬁfﬁﬁﬂm UG, |-¢) TREESEN'E, 2P DRBG ¢n ohmpmp@mé bpmeacting the

Comp&mﬂogm%ﬁjé@qﬁ?dl one to yield a conpound of fornula
(I'1rd) may be carried out neat in the 32 WO
2004/ 066964 PCT/ US2004/ GR30790 presence of sodi um
acetate or in the asedce jof oI vent such as
benzene, tol uegea—, nE ranol *or mggtyur es t her eof .
The reaction tenperat < may jr ange from 8)0 Cto 180

wherein J is halogen atom, like chlorine, bromine or jodine and Rs is a lower alkyl group
with thiourea followed by treatment with an acid.

The reaction of compound of general formula (1Ile) 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

NaQOAc, 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 (IIIf)

x—A~L )
33



10

18

20

25

C, when the reaction is carried out neat in the
presence of sodium acetate. Suitable catalyst such as
woipEroceiomi um acet at e or benzoate, sodi um acet BRCE/US2004/000790
m xtures of catalysts nmay al so be 5 enpl oyed. Sodi um
acetate can be used in the presence of solvent, but it
- is preferred that sodiumacetate is used neat. The
whereit Bris prmdilﬂb@ﬂllicrleatvﬁhﬁg sRhCdsi Ao geR YatdiR, KRN SSne, fb%mme or iodine;
exa usi ng Dean Stark water separator or
methwsgﬁowﬁermgw}r@eag@m@, | p@luenpsiléanater amsi eﬂzleshke with a
f am no acid group of formula (1 I'1d)
compmﬁd%?P{dé)fo%‘ﬁﬁiagﬁloﬁof formula 10 (I) may be carried
out using acids such asR$iCl, sulfuric acid, acetic
acid in the presend® vents such_as DCM et hyl

“acetate, water ar‘%%t ,%@turgnﬁ hereof at a
tenperature in t Cto 50 C. In another

enbodi ment of the presd&it ig¥enti on, the conpounds of
general formula 15 (I) wherein Z represents sul fur,
- -Ther spetiete of sompowah of @enerbk fpmapa(HIY) byith eammp‘cgmtlh@f general

formu?? "(ﬁg%ti %jgioc{uﬁe ) ?°§’F€!%:‘:"ggifn8%5ﬁi1 fOPP@-é- Rzp{ilb’:? \lél% came?l out in the
preselteTisoB efls sueH a8 FHENDHNRD, HMSO, TV ardl KY ik Bpglgxtﬂfg sttflereof, The

t hi ourea fal | owed by treatnent Wi th an acld

reactionp giay| hencasried gipgARdinet a@éﬂ%ﬂlate Whichuhay ¢ hiae)tamed by using inert
al coh

gases EHJf]’Pégﬁa Alc" @fer n.e{iﬁe%léh?n meatyh gn erc t%lreng}gﬁ Qiresence o1 a {nase such as

vent suc as ano
alkalis Kbdsodinol hydexideoh @b}d@&ihﬂ;ﬂ]@}'droﬁﬁé Qkalmquarbonates like sodium
sul fol ane. The reacti on may be conducted at a

carbonate Q4 Aofgssiun e ipmates nglkab e mgsaln hydridesasuch hes rsefifumx hydride;
organchﬁéf@l@j(: %ééése 1iRE ntmﬁylsﬂh‘.ﬁﬁﬂt alﬁigﬁ q'{xjcétgggm%s Liﬁ(hy%}%a%lx%r (PX pmixtures

can

thereOQ M@l@pﬁlﬁeﬁﬂlvms ridebapeesmrtic used eThé amourithd HaOSRAY riﬁlﬁigb om1to5
represents a

cquivalghis 3tEiPlet 105 P abup ol heraeforisameamin i maihegange of

"Cto 1@@ i gﬁélﬁfgl)w 2 r%%gi N L B%Z%g 863375008?)% dufation of the

X- A- L
reactiopfmeygenge frpm G5 tm2:4 kaphipreferdbdafionn).Ste b has hal ogen
i odi

onmi ne. or
Ih IR st B pr 357 B PR G marsnds of he genera
formulp () olheriesukipaahe aaddbhe allidRr\WEBoR ar XBIHRE Htier can also

the formula (TIIgQ).
be prepared by reacting a compound of formula (IIIh)

x—A~0H (11h)

where A and X are as defined earlier with a compound of the formula (1Ig).

R2 R3 R4
Lz (Illg)
HO‘@/i 7o
N

The reaction of compound of general formula (IlIh) 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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R3 R R4 ? (Il1IB) HORLN OHS5 The reaction of
conpound of general forrmula (I11f) with a conpound of
waqaemariabos4f ormula (111 g) to produce a conpoundPof/usS2004/000790
general formula (1) may be carried out in the :
presence of solvents such as THF, DMF, -DVMSO, DME and.

gased lchl dskid,0hr o Kt UTksrdabesie iy b@hsffecté@@xﬂﬂeoﬁe%ibebﬁ a base such as
carried out in an inert atnosphere which be

alkalisglilf s0diwd ydrexdde gr Pﬁ@ﬁﬁlumdﬁléé@l@,l @Rahgnml carbopates-tike sodium
ase

o, GBI T ), RS, o Tl v

orgarfby]ﬁlkrtﬂlib dexsesalik@hibutit Rthiay ARAIRLREa | dniides AlE LéBHamlde or mixtures
carbonate or potassium car bonat e; al kal i net al

thereqf, Myltiple solfitentsandshageseanhecisedicThe asneyab ofbase maxz rdigediom 1 to 5

eqm\)aieéﬁmg (f'l? %w?' o :{] E{m\ra]@{nﬁer eoggé\ﬁ)lnttflﬁp %%ELEF x?éaﬁ'tl%g inthe range of 0

°C toll2get, prsferablyus @dempdienadRUAe rhke BASE °ORY lf)?mﬁe gﬂi‘a'tlon of the
to 5 equivalents, ‘Ereferably | to 3 equival ent
reactlp@awur@mgqfé@m&%tqﬂ henry, fyeferablyt fremOeftpes hfs. 0 15 (r) C
to 120 (r)C, preferably at a tenperature in the range.
of 20 (r)Cto 100 (r)C. The duration of the reaction
mi:y ah&hge eibOod@niEnd of the?frebiay Eﬁiﬁenﬁéﬁftﬁél%% %)r&%ﬁg& Q-proddds for the
hrs. I n yet another enbodi nent of the present
Prepaiaﬁ%n‘?f SWHP?‘H@SC%M}H% (% whveelgenemresm mol bor{d by reducing

compéf‘d]ﬁs %'f'?(()jm%u'la Qﬁ ear(fiﬂ = r@r@?en g a"grag{)'%t?‘ %yng&s are as defined

re as

earherr &he tréedugtian mmyrimnmlned ofiinrhi¢ preééﬂcb ¥ gdkotts hﬂfdgéen and a catalyst
aég) ) eFSAB re as defined earlier with

such ﬁfj‘glﬁq‘ﬂe % a‘?fa’r gl end thg)like. Maxtrgps pf @a(alystsg)lay bioused. The

react:dn B@ay Ne @nﬁugﬂéé ih eiﬁgg)lr&'éng oﬁ%ﬂﬁ%guc%f ﬁgaﬁggﬁéﬁﬁcgmc acid, ethyl

fornul a W th conpoun ener a

acetat% Iancll dhe fibe pMamrm d minmm mahyobe gemer/alprésetmelibétwedn atmospheric
carrle out rese ce of solvents

pressufll, PS4k bs Bbighita) i 2B TAE bF 13 L0%; P St s amount of

catalyst hﬁ%@qﬁay Tigper fagt ISOIBO@%/ wWe, C@krieﬁ&](ﬁl‘" B b ek
at nosphere which may be maintained by ug?ah’gﬂ.%ne gg’%‘fd out by
employing metal solvent reduction such as magnesium in methanol or sodlum amalgam in
methanol. The reaction may also be carried out with alkali metal borohydrides such as
LiBH,, NaBHq4, KBH, 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,0O (1lkc)
xr’*v*@( )
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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WO 2004/ 066964 PCT/ US2004/ 000790 gases such as N2, Ar
or He. The reaction may be effected in the presence of
wa bEgecsuch as al kalis |ike sodi um hydr oxi dePOT/US2004/000790
pot assi um hydr oxi de; al kali metal carbonates |ike
sodi um carbonate or potassium carbonate; alkali netal

Y re?bégéﬁtg%%y 4E it SOdk o UPHBEA RABores A0 RIONBLAE LRI R,, Ry and

enbu

R4 mydmwa;m omhffcrent am(bmdSpdnldemtbofeprd‘dHhﬁhyﬂr@ge‘ﬁohéﬂ@@?ﬁ h?ﬂﬂ)xy, nitro,
y range from1

o anbeuj hlarmntofbasema
CYan?’o iq e%i'fy o1 ?EP&’afglrﬁmeS%S QHBﬁmtvélwmrsubsnh@ed aryl; X
repreE&ﬂé’tahoﬂ ﬁﬁﬁiﬂﬁ[)oaé%&yﬂﬁﬁcﬁeof Hi H%Jﬁ%@? ﬁgncﬁeélnta l&:%h its alpha

C, preferably at~"a tenperature In
s1de¢halm 100 C. The duration of the reaction may range

from0.5 to 24 hours, preferably from0.5 to 6 hrs. 10

In anot her enbodi nent of the present invention, there

SInRyeP ¥ih&Rer éln%d?ﬁ@ﬁsb t§’é plt\ﬁgé:ht 11%6?1885 at‘il %ggglécmlgednqp intermediate

conpounds of formula

of forpurlal (Ble)r educi ng conpounds of fornula (1) wherein ---
represents a bond and al|_other synbols are as defined
earlier. The reductiggn 9 Re carried out in the
presence of gaseous h of, catal yst such as
Pd/C, Rh/C, Pt/xA and the@lé ke. M xtures
of catalysts may be us Thel 15 reaction may be
conducted in the presence of solvents such as di oxane,

their derivativesa i argldpg) thelammahmcaftdnish&:eirl skteoibniérd] @8ir Pblymorphs,
rc

eir SPSES ST BBl B emﬁ%@%@g o eivaies, whercin
Y repfegerfis bRYedd/sGlfanst Nﬁewﬁgﬁﬂf‘k ﬁgres&?cg vy %? qw)kl, Rz, R3 and

range from 50- 300% w w. The reaction
Ry ma&/é}@rﬁa@zﬁ Fiditfsyent @mﬁpmdypmgem eapmenm@mog@qusmgan hsdedxy, nitro,

a t r__sodi
cyamo R 8 DB sP GO OB e umsbipied aryl X
represmtkahla]plmt ahinootaobvrgilic defsl GURD dasvativieBliidndNaBHA, thﬁ'@'ﬁ its alpha
the i ke i.n the presence of cobalt salt such
side cHE oY kelpers, atona 7B{ Bs senrgsepisdemenalbpl grogands such
as 2,2'-bipyridyl, 1,10-phenanthroline, bisoxines and
the like. 25 In yet anot her enbodi nent of the present
|Iﬁ\l@ﬁt bem, sumec@glys f@nﬁxﬂgﬂe U[ﬁh}gh LWI@’IIT??MIJ&I%leoﬁqpoundS (TZD
c their
mo}egl@%l va §(’/’5(::nsdS %’%gl% lngﬂéfo@g?h]?ﬁeﬁlq a 51(99 ifferangipen. It is also

surprisinige tat Sidmiaataao® redude ddyP QYR
.pharmaceutical |y accept abl gpsal %ﬂ? gﬁﬁel Iﬁﬁ‘ﬁi}f compounds of the
inventiom apRESE LUBIENa Yiniy S RRAR-s oThest dbreebrrnres of thicoMpounds are

differerft Oﬁ'é{no %%@ﬁl?%\%‘l gl?(é ?0%4}%0 ?\g lrcg s é}fﬂ] %d? {%'e zlsgetg zalqlogxﬂ%gl%n Rl&fferent] ation

activityRincré&e WR8glnghin, and are PPAR-g agonists. Furthermore, compounds of the

invention have anti-inflammation properties. For example, the compounds inhibit TNFa., IL-

6 and IL10.

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

36



10

5

20

25

30

R4, may be sane or different and i ndependently

represent hydrogen, hal ogen, hydroxy, nitro, cyano,
woanmmeeo6am no, al kyl, or al koxy; A represent SPCT/US2004/000790

substituted or unsubstituted aryl; X represents an

al pha am no carboxylic acid or its derivatives bonded

cormpbflpd VISR i Sareh A, § fHodhalir, b1y Y68 30PhAGer n a form

di ment of the present |nvent|on IS pr
of tablets ioncepsvdesi whish aiSb lfldlldcsl ariph$ lﬁﬁ)erF@d HR2derel mﬂ'ective dosages

A- [le t he riyat t hei
of conpaiR = PP gt Bt Elpeh By EintrordinaReril dndhesart and may
be em?hfdaﬂl Qﬂ;ltéﬂmﬁ&fls t heir pharmaceutically acceptabl e

their pharmaceutical ly acceptable sol vat és, :
WiHe @pmpoxmdsapf ths @rﬂssntanygﬂmn ase hfeful for th‘dFtreawhentmf mnﬂ%mmat]on,

resents hydrpogen or y
autoinsRUGE SR F Ry enev e ﬁﬂ@s@ﬁuéﬁﬁﬁe‘émg@wlogcﬂ diseases,
98l dRRedse
perB4ARLBN B0 UGS kit e SYANEprEAIBA i o
glucoaariswstthatus éMp@rggylc:;mic dlSordeqs secheast chalmnesahalﬂlmsamchmlng both Type

I and, ?Ié/p tlLlac alge?%sg ag[]g)v: ﬁs ag e(5 @é%ﬁg&%ﬁ%ﬁ(ﬁg@kte&f é{;ﬁ aed'ghsuch as

hyperlipid&8iR] ﬁﬁﬁeyselht@waisoedelfylan&ﬂﬁq&e It has been
surprisingly found that, unlike other

t By dxspiraée- Edﬁp@@mﬂslhmml cowmoelodullesa)dmmxstqmm adkastf to reduce
; the in X b i nti n.
PR b o -
associf6d yvitke bgloim@ane .or Hetfldgical CRedass! Bﬂ%xs@fdér Feorh RVIEIBA I patient is

appear to have no affinity for PPAR-g. These three
sufferipgatiiieecorpporng elSc'ﬂélﬁwﬁm@ Hr @&n amomfeﬁté”ﬁplent, dar kxawple, to reduce

a V, t )
L I ————
usuallyatk SPPARI gswdloni/s 6% ofihe nhenaiiverage biqaduglisosefleteh @or the subjec.

i nv on _have, anti - nfla tion operties. For ‘
A varigs ab ot AESE B B e EPTPORRs, S 2535 cefogheyluable or rare
animald, ps3as VBR a6 %ﬂﬁﬁﬁ@ d?h@%‘gﬁ@{inﬂg s Heha%nﬂﬁles?e%ﬁ to t]he subject using a
invention may be combin a” physi ol ogl cal
convenzamg e@i@ﬁ!séf aV ehi terknigee, amhuhnmcemvemaus C m’qadsnnalp rintramuscular,
subcuta&zegﬁxﬁo %%éa% %Hllﬁirslﬂt]?rp %r? Caps «ﬁ\;%Of ﬁllogcﬁol rﬁ)ubaqe? q,@sniuﬂ@tratmn 18

mnis

paﬂzcuﬁﬁy\i@eﬁ&@él Oﬁﬁéﬁéﬂsaggﬁ’e!ﬁa@@% GROTROE wilDABREI Hepend upon the
saline, a hosgjgat e buffer,. or

deljvered i n wat
route byyhigh |the @amaemiﬂs feliveredo b eperally rangss droraahPe@ mg/70 kg
human # Q_@h§o i ncl udes various fillers and binders. The
ef f'ect "'ve dosages

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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of conpound in a conposition will be selected by those

of ordinary skill in the art and may be enpirically
wdeb@rogsgsed. 5 The conpounds of the present i NPEmAISZIN4/000790

are useful for the treatnment of inflanmation,

aut oi nmune di seases such as nmultiple sclerosis, |1BD

obesity, neurol ogical diseases, hypertension, and

di seases suchH@s Hiaar et ertzedSpy the
presence of el d bl «@ al
hypergtycenic~§%§é§oers Gac

avefsO that is
: mel | itus,

i ncluding both Type | and Type Il diabetes as well as

her hyperglycem c rel ated di sorders such. as 10

Ste A
yperlipidenia, kidney related disorders, and the
Prepdragien By " tofeat memethyliZ-[(;-butaxyparbopyDamirolchintdrderanylphenoxy)

~adm ni ed at least to reduce inflanmation,
phen’ﬂﬁbré’lrﬁfqghsgl{eon, obesity, blood lipid |evels, blood

To a fispemsen lof\fiebls sedtiurg)Hydide0.823 $pGB At @ehol) IhdGUDMET20M811) under
di sease or, disorder_ fromwhich t ‘

' | ' I h th
nitrogpmEBALPIEE Va1 ded ribe STRIOB drBEYI-2d (e RycaThamyhamino]-3-(4-
hydrofhiRERtRopdlatd FICR! 93 50mft P IP | Q0rEHEw]? P Bifxture was

| stirredofof ¢ tminutesr &Rlperobeansdenyde (4.004, 3318 wahbly wik-ad88d amdlthe mixture

usual 'y +/ - 5% of the nornmal average_ bl ood gl ucose o
was heatedto &6 "¢ nefisy pprapletion &f\jhg reaciionfthe sp)vsat wagggmpued by high
tr i C : S..| | b) .
vacaul 6 e ko EBRNOAS Y hoRn bt ER0ARLY 1AL kfimoni
chlorided NP HGstureay dxcextd ofe vstteeRgll dcetatd '@ SSMire)L AR ABhidg with brine
conveni ent adm nistration technique, including
and dried pa\aalydoUs isadinadetfasg., the rropvent 3tas| eyeporated and the product was

purificANANANFOEmn Ho AT I RLEALL Oy PORCL NS/ 3 66812/ 22 10 afford the

Wever rotite o
title copfpiouhd ak an bil (el dcy gB5.009. dosage delivered to the

' M RE i LS00 07 o I8, D T b ey 205 o, 7 0300
2H), 4.}62@,398?, @912?% 3D, 3.b§(5§|§H§,0ﬁ¥20§@91§ﬁtThe?s§uIﬁ?e waY ERnlbd by Mass

ained in detail i'n the exanples given

Spec. Galivdated (+P) 600 diddeasyyedB0.Df il lustration only and
therefore should not be construed to limt the scope

of the invention. Exanple 1 30 Preparation of

Siep (iY- [ 4- (4- (2- am no- 2- et hoxycar bonyl et hyl ) ph en
oxy) benzyl }-t hi azol i di n- 2, 4-di one hydrochl oride salt
PrepargtionD 20087 066964l4ET2csbotnayomdraglapime-kpsiogycarbonylethyl)

phen ow&%ﬂfdgmeﬁh}azbli&ing,ﬂdione

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).
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Step (i) Preparation of

nmet hyl - 2-[ (t - but oxycar bonyl ) am no] - 3-[ - (4-f or nyl phenox
we@poodpiaeasy| | propanoate 5 To a suspensi on of fr e€i/US2004/000790

sodi um hydride (0.813 g, 33.9 mol) in dry DVF (20 m)

under nitrogen atnosphere was added the sol ution of

"H NMR t9DChs, B§Q MoHedx#82sb 3Ry 7 yidfd. a8l O3, 2H), 7.00(d, 2H); 6.75(d, 2H)

5.1 Y HGY LA MR 5oL SPh 5 . 20, F a0 o Aok e structr

was cAnfihH&T BY 8nzaisged el Ae2@191) 483 IMexBirkd wes.sadded

1
and the mxture was heatéd to 80 & After conpletion
of the reaction, the solvent was renoved by high 10

é,gcuum and the. mixture was quenched with addition of
Ste urated aqueous ammoni um chloride. The m xture was

Prep%ﬁ?fﬁﬁ?-pﬂ(mmmgﬁ%zlmgﬁs&féa?b61gylét§9l)ﬁ1]énon@ﬁsé{zﬂm'ajtﬁ%zolidin-

rrne .an ried on anhydrouS “sodi um sul fate,
2,4-dione sol vent was evaporated and the product was

A SR8 her; o) 305t AT RS a e e arcarbonylethy)
. 1 _ 1 1 5 \ ) o

e L B e RO 0 C v

bubblgd with(HC1 2ry. Afrergsirgieg forf)houy, e yellow précipitpteswas filtendd and 1.7 g

.9 sl Ty T aTpL EMERs siass VR 345018, mp < 197

190 ° (Ve TR HPUL GPf)itg.of Pr&iuict w2@9f5%0@@£2ﬁdﬁﬂ?gf bonvl et h
- met boxycar bonyl et hy

= 5_[4_é4iép -t - but oxycar bonyl am no-
NMB (DR, 0 MkirdenAp(si ¥ehdDhi a6, 28)n7.264l, 3H)n6.9%6d, 2H); 6.78(d,
ti :
200; 8 1, N3 3D 4006y o e B Gr o M) Theastios g Mg fimed by

Mass ¥pec. ChROMkd BB E; Diehsikdieshi.f) step (i) above in

anhydrous toluene (10 g, 25 nmol), 2, 4-
t hi azol i di nedi one (3.53 g, 30 mmol) was added fol | owed

Sie [gé benzoic acid (0.46 g, 3.75 muvl) 25 and pi peri dine
.28 g, 3.25 mmol ). The solution.was heated to reflux

Prepafitichd& 5EB5 (45(2b tnlin o-2onthowptssbbeplenhdlt) [ih enval endsl)Gazolidin-
.Dean-Stark apparatus for 5 hr. The solution was cool ed
2,4-diqug RT and the yel low solid was precipitated to afford

the Jitle cgupruynd (vyiegkd 11. 9594 (D6% kI { 0%
o by e p - %%o- 164 (%ijk 1 36 Vo0t By hatn Sty lethyl)
pheno:RQT¢nzidizEodiio aoteiin-2 4-divR: (TDE13,6 8B@IMiHmethand! 824 ml) dry Pd/C
, 1, A47(d, 2H): . 7.05(d, 2H), 7.00(d, 2H); 6,75(d,
(0.15 ét%las gddfgg n,f&ﬁiqtglydr&g g aiEDDO’ Psi af £l sd,C @%13 ngg_h@zlézﬁ]solution was
(a ! r . e . .
il SOHE o0 S vty e i
compophsthiedoapgursl disl Svtegho@i mie)tinr BpRS&t buinchanges to black colour, in

Capﬂ]a%&gﬁéﬁé#s%%ﬂ&%h%.natn%gélyn%aibonyl et hyl) pbenoxy) benzi |

The pharmaceutically acceptable salts may be prepared by reacting the compound 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 etc.

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
woOpoo4pieeasoxy) 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 10 bubbled wth
HC | gas. After stirring for 1 hour, the yellow
precipitate was filtered and 1.7 g (3.9 mmol) of
choli Jdati d{eo it Bkt [ded) _ i . i ..
h 1;fli(c;’le{g d. nip : 187- 1gpa@&%€%ﬂl Lﬁclk(g%ﬁ?’ff 'o‘?n%’?%%ﬁ%?’ acid addition
salts mp@pa@)?f byCsagimenidwith acids SivR as bydrocBIeficMcidz hydrobromic acid, nitric

UL TS A TIEM T R

citricLidid, Paf8i acidOMloylid heidS hyaekiBha saaT hd i e ncd
Mass Spec. Cal cul 3ied l( M*g), 5%@5 . Measlr é:gﬁg%?&g, balmitic acid,
succigicegrid,vb erzjrancid, kenzene sulfonic acid, tartaric acid and the like in solvents like

of 5-[ 4- (4-( 27 am no- 2- net ar bonyl et byl
cthyl iegiotssystheh URTbR: ackideut P, STORRGF Siee Mirdrs of sobyats way also be
used.0f 5-[4-(4-(2-am no-2- et hoxycar bonyl et hyl)

phenoxy) benzi | i dene] t hi azol i din-2,4-dione (0.7 g, 1.6

nTidie) prieRERtEnYRINON alspprovijlesda phdpalaceutical ddnpysitias containing one or

d. Af enat.i t 60 psi. at 40 C over i
more it ¢ compbShd Y DB RERTY R Tb Do ot abpre e putomeric forms,
their evapodtiies] Wnder angopesd MHedsSSHeRolBmbre! hei i
1 quantitatively the t%tfeﬁe corrpou_ng. Thi s co?r%oﬁ}odylglma)hs’ their

pharmpgeutiqebly; 3rSERtAPIG splis. tisdr pharmeerutigelly aeseplahbsksodvatenin, combination

SR o I j : ' . 7-133 d 2.
with thf usisp phaBhceRistB e Tea TiieR, dirde Sndpediehy epar o
bilhe gdetmaceuting antpeitod by bedhntit Fofrhs n¥hdlly efPldbed, such as

equi vai ents of a base such,as sodi um hydroxi de, sodium

tab]et%fqpa}g e, POVY .Eﬁ’ uﬁﬂ‘@ﬁdﬁo&l‘é}mﬁotSHWWF -3et dke dléke, may contain
ﬂavoﬂﬁﬁl&%'s%ef%@fs%.%sui%%ﬁ%iﬁ#ﬁ%&%ﬁﬁgﬁgﬁﬁg 0%%1 suitable sterile

, in solvents |ike ether,

mediatto formairgestabliesrbations psoppepins! Sudt tranpdsitids. typically contain from
nic bases |ike

t b d.O
o 0k RectBBly AIS TSN L Y it ive s TR o Ao abmeRder of the
compdsfabn WA Pl 20A¢ARicalph Adceprable GdATHrEl id']"l%eﬁt@,dextcﬁﬁi:ﬁtf ;}r solvents.

"derivatives etc. may also be used. Alternative
atyitabled @hereaseutically sacsertalyle eqsamera ibglude emtidefillerad drhdiluents and
ster | Nl or i Ci hydr obromi.c acid, )
serile MBS 45 L oB S RO E  Ihe ol AP P T BE' Brecent in sueh
pharmgwetittal eneguwbiion: i dei tnounes haffierul fOPioyiRCiR, dAREd 6sage in the
aci, d, . C%thi C ajgli d, .maleic, acid, ;salicylic acid,
range 33, fesGRbed SR Yoi 10usciog oralsadsmipistratien.gthepramnaungs sep de ®mbined
ith a SHRAHIO 6@ KquieNERECoAG ORh Fer@ClLd
M art ar ¢ aci d and t he ?‘?@“e‘%“%?‘gg veg%ﬁss%?%skgub?eetg’rﬁﬂ‘vders’ SYTups,
solutiors; exuapansiass hand, thel tibtollbe phashacraticAlHEompbsinamne MEE. if desired,
ure sol vents. may. al so be used. The present

. M |
contaim R ORP OIS B L Bt au iR sl e oo dhe Tke. For

parentefdd RHHiAMERicM) €hédEompounds can be combined with sterile aqueous or organic
media to form injectable solutions or suspensions. For example, solutions in sesame or
pe‘anut 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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- lowqqn(gl}?]ao

nore of the conpounds of the general fornula (1) as
defined above, their tautonmeric fornms, 10 their
wdenisatdewes, their anal ogues, their stereoi SORETAIS2004/000790
t heir pol ynorphs, their pharmaceutically acceptable
salts, their phar maceuti cally acceptable solvates in
cqQnbi nati on h {he usual pharnmaceutically enployed
admgggpq r 40Uy ePQI »s IFRgen ioBeal]yy esubrhanemislysaere dnframiscularly, with

mtraﬁﬂlggﬁ’ﬁ} Ec‘hﬂ JOH%ei'ng g&%}@né@{m gr.mel I'y enpl oyed,

ers Syrups,
solThe |phasna®uam remposition ¢f tprﬂeéém inveBYorF etiriculddy effective in

f) avour&ﬁa sweeteners etc. in suitable solid or
15085 Sepm dnsuljaring trighycerdes Igvelstin enimalrmpdels of types 11

dlabéTEQ ' Tlf’l'nst % rﬁfagédtlehle&tng% 0?19 logg}'}ﬁo glsén&%;t rnz\%]%np %ﬁ‘ tsa{)eoagg /effectlve in the

ositions ty ical
treatmleaf exf adbagity, tflabirhatjor, Cz)utblymmeg lliseades 2 Futth€rmore, pharmaceutical
t he remai nder of the conposition being

ComItH?éI %QQ?F PEEFT I Eiopaa Pesfldfor thertscatraentiadidisorders associated with
nsulﬁf(i:és&'tﬁf&tess&ﬁ a%% C O§ t@?)fﬁ?o {Jaﬁ :Igeﬁlegg bCaH ﬁ]gﬁ%a’ coronary

accept able carri‘ers |ncIu :
aneryardaiseaﬂﬂami @enplwrdqmauar disessegand doss Heufréament dNeflammation and

ac |ve npound will be present in such
imm i‘%aéeé; PEBRYEEY Gh%ﬁ@qdmdwhy s)fekines sualf 4si ENBvet, IL-1, IL-6

and cgglogﬁ elngge ﬁag gd dosage in the range as
escr ed above. us for oral adm nistration, the

conmpounds can be conbi ned with a suitable solid or

li.qui d f ri.er. or diluent to form capsul es, tablets,
pcﬁé&@;{%@%_%&smﬂ ons, suspensions and the Iike.
The pharnaceutical conpositions, may, if desired, 25
contain additional conponents such as flavourants,
Compmeés eh#espressat ipieation hamjbedmetelsneﬂ efor Eﬂ!ennganﬂﬁhﬁfa@dry cytokines
mA he c 0 can. be conbi ned w
tevel, BgbHBY SANAR S h PR GR ehe GRS Wepd S reiiemmg models for
their $0dlogicalnacvitnys UTHE NBiaoR& f@&eseﬁagpélﬁwssﬁiéﬁab@ﬁﬁy r‘%‘@ﬁle of the
sesane or peanut oi |, aqueous prapyl ene gl ycol
represepf@tiys (anRARdhe used, as wel | as aqueous sol utions of
wat er - sol ubl e pharmaceuticall y- accept able acid
addition salts or alkali or alkaline earth netal 30
FIGU®A tls dfompeuvednyoands? ﬂih&yxam;ﬂ@tﬁbhmbﬂohﬁjb@ﬁgﬁ'@-mﬂammaww
1@ 5]/ ed in this ner can then be, 40 WO
eytokiysg 5%@%??’@@@4/ 000790 adni n| st er ed
Humah MHRAY Wéw’cellﬁ%ﬁao&ﬂfu}&ﬁ@rﬁi nY;u %%%ﬁlg%mgé of example

i ntramuscul arly, |ntrarruscu ar adm ni strati on
1 at diffeienpcqneentetions Cnllhwnmtben Thallqpiged matheiptopolksaccharides (LPS) at a
f th r.es i nve on are particularly
concerABR Y11 HieRerdtiinl 15721 beirSy ﬁ%ll%?ef%aé?'ﬁﬁanﬁ% ihepranatyzed for
il afslcd rofgtyEal itde |ﬁiﬂe| l f
he prédeflc B IB-d 'Eyﬁﬁ‘]ﬁ@ b ot t | o dl}%[)ﬁ ehgjzyme-hnked

5 di abetes. The phar maceut i cal
immungassgpnisishowntin Figue 4, ﬁiesexaafp‘]xecompeunds cfahén]i:bﬂampmducnon of
three of obesi %%mlanfl anm tion, autoi rmuge di seases.

TR HEY 1oRA FYIGKIBGY 1T 00 deRsad et TBAmsT. Ngesignificant change
in cellPVe®ERy wayesBsefRdakgthU r rgpa :

di sor dgrs associated w ?ﬁéd}s%%é]gl ?%Qr%leil gt gﬁr?éyresgﬁ% Of highest -
concenﬁ@n%y%thecc%nmlyldsyﬁhmnerongky weilbatashdtqumpdupddﬁ‘rm&mple 1is

highly ég?gcﬂoé?‘fnyred dﬁ? X Hr?](i ec?l'%g é’? ?e IyqﬁtF)%lg Sli%g% a;nd

sease
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to i nmmunol ogi cal di seases, particularly those nedi ated
by cytokines such as TNF-a, IL-1, IL-6 and
woyeldpespgenase such as COX-2. Protocols for bporawgzmalon79o
testing 15 Conpounds of the present invention have
been tested for |lowering inflammatory cytokines
.- level, chenmcally-induced inflammation, obesity and
FIGERd- - arpeund; lrywlnoEWBP'@rﬂt capplpsrer Gayrageenen induced inflammation
mrQ%ologlcal activity. The attached figures 1-9 shows
Mie activity profile of the representative conpound.
Spegd@-IidvadiEraislof &Serageuneight 250p0(627 ieekX 8fMREd) weretBhdirhized in three

maj or ro-!'u, On.-mm ator cytoklnes i n human nonocyt e

R
goupée an@ mﬁOWz oreindespt of e@np@unﬁieeéemmlg rled Thirtly minutes later

carraé ?q%gr e n% co #gset%r}é? :ﬁg@;g&n@P %5 r%%ggf ng lalﬂglq 2§y efyontrol group

recelwad Bqud] pahohy sfcateawideat tyPeImpéurd. FeWo6RideakhPmedsured after 2
mcro ramim) for 24 hours. Cell supernatants were_
and t ﬁloﬁfﬁa sxanstipsonsatiarongerdeating O §imgrke-was nged asgnppositive control

in this rﬁ%ﬁaeﬁﬂ&k' r]@ssswm F&%g%zg 'tﬂ;e:&&ﬁ&{uﬁxgzégg%' o. Ek?dcan substantially

noassay
loweﬁﬂﬁpﬁﬂmdlmmEn ihdited by cafregnaduat tiafe Dhours MeeffeRoflcompound of
pro-infal tory cytokines in a dose dependent manner.

exampls Wi 9 Ve Anfigemetipsers (2 knoam anticipllamsnaseryaryg that acts via

dlffef%{ﬂeémgétﬁ ) cells in the presence of highest
concentration 01? t)he compound. These strongly indicate
that conmpound of exanple 1 is 30 highly effective in

FIGIZ!?E&A S 5afbb 4" Ae P UeStmbledontsst Bk mmice (Multipl Secrosis

nmpound 2 in Exanple | can |ower Carrageenan induced
|an ammation in rats. Spegue-Dow ey rats of average
Multiplsi sgharosis Y1) 6s an wsedimnomeadjedasevend is sagibmedz byl ciytokine levels. In

o VS5 0y S0HRE o A YR R 044 OISt SR oy
(EAERGMs Nndhesdei SIL/1 mcsum@aﬁ@ta@r adt6RrneO Inflan@hitoR) Affease of the

aws. Control oup received equal volune of watér
Cenﬁaipﬁrweﬁ% SYsHym é‘%ﬁébuﬁ&e dipggse v ama sintitasities aithahe bumz.n MS, and
henceaﬁduééar 8¢ HaR} tméﬁnﬁlteh?\/gﬁﬁalaéﬁﬁfé‘}p ?ger%{ ?ﬂl&q o R fay have

was used as a positive confro
apphc@bap@r imieht . EAE vedsomdinden b igiecen@ spinklechooibomngerafe where animals

e RS O AR e b5 L oL e e
scoresCOMParangis0f AL skxah eFighra'8s (RS nehf @&rﬁbd‘xﬁlda%eated &roup showed

dexanet hasone (a known anti-inflammatory drug t
complgiepsevention gf EAEr dhesereeshlimindimapeantilitpps jhe d%lampmcsnpounds for the

treatm%ﬁ%u'qﬁ%i‘%géd gﬂ’]%g’?%‘é?lgglcaﬁn%de J prevent EAE in nice

FIGURE 4. Schematic representation of cytokine modulation and immune disorders.
Macrophage produces 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 TNFa in Metabolic diseases.
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15 Multiple sclerosis (MS) is an autoi mmune di sease
and is regulated by cytokine levels. In order to test
woheosmbésset of exanple | in M5 nodel, experi meRCalUS2004/000790
all ergic encepahalonyalitis (EAE) was induced in
. SJL/J mce. EAE is an autoi nmune inflammtory di sease
of the e neLnLy em ( The diseas
1t neg el el AL TheP SO BT h G, n&ﬁama?@arc@seases and.
autoinSmiSe digsdérs nWﬁE' tréa‘ﬁn&xﬁ§ tavhilid 1P F6€ %éu%at&ﬁf %& antibody
new drugs that may have 20 applicability 1n 1~ Eg
againgt § NFedude ddéijionng evmbegofstidied incteoent yh:armmreqiredma lthe possﬂ)]e
ani nal s treated with exanmpl e conpounds. The
role ofy ENFpy IBfa@@emb@lw amiuraﬁébplwy dt,qor % anich sasodisbetst, obesity,

hypeﬁﬁ;e a%r}fig' &nd %8021:]1 }pllc': eﬁt& F %Hﬁggpa%gg reflects how the

group
regulahiess of MeSEd: tcan |hﬁdé b act Wnl Jx 'nfnY]b@If of Hﬁta%Bﬁmlfeases that can provide
conmpounds for the treatnment of M5 and ot
differsntipashwaychor tighting thesesdis@Sess| GURE 4. Scherrat iC
representation of cytokine nodul ati on and i nune
di sorders. Macrophage produces various cytoki nes upon
FIGBREMS) aComipdynd 2t foamaniplé PishBstalfkibe Whpro9ed %Fyger lycemia in
Few of theses key cytokines are known to be I nvo eag
diabgqti¢ migei ous | nmunol ogi cal di sorders including a nunber

The 13paP AT PR 18P et b PG prepFEim 86 sponianeqss anima

mode&O@ﬂdﬁBﬁ@ﬁQoH?ﬁH’ lahlS A0 ﬁh%79ﬁ“hbtobl7tﬂ£nb&eﬁcl&§|]éptm gene and is also
s a major role in

bl i shed t t TNFa
Cons"f ‘f arvRice Jrods s@éé’é%ﬂg’ dThexdl/db wige bavk defeadys leptinireceptor and
show %ﬁ&%f?@@ﬁﬂ% @Ytﬁlsllégh@anft Hej %ﬂf %h?:ﬂﬁedc aﬁ%&%ﬁtsa &Jqfséle '5¢5, 10 and 50

ody agains
mg/ksbed}i wyghhwrae geisn oyglly & thasseanpmeldifot £ detitteoPpOS-QI da@s. Treatment
d,net abol.i.c

a a ose bi.ol a
of bo&ﬁs%‘?’é&r §"s ugl?*(ﬂg gfﬂg%‘ét@ma b}é/?luﬂ?d B Fgufica fepioyement of
hyper @pEkrvia $ehllitions, ORBIG Akd QBStiallP ehSSRRITRE b&ﬁgbhﬁi.f ation
reflects how the regulation of TNFa can ve | npact
on a nunber of metabolic di seases, that can provide
i MR tyeating these dis ases,
FIGU%‘.FE éoefnggg?% I'n Exgalr?r%lzeﬁll salﬁglfﬁgnf‘?dg’lc )” ‘?’%‘%gg""m In animal

modelpfpdedgizycem a in 10 di abetic mce. The hypogl ycem c
in two

effect of the.co nd has been exani ned
The ] ang&b% Iafﬁen&%%ﬁ}o%r@@nélﬂewﬂa%@pégbledmpé@ Emdobesity besides
dlabet&b/ IﬁQr&@rQS)test Tﬁbeei?i%é thgge écggﬁ%]p %&E‘%??B%l&h gb/'ols) mice were

al so consi dered |ca
treatedcituithl lgompo@ndw &ore2ld éaxsct Asehbeptin Figee é79tsﬁ‘rg]ﬁﬂdse 84iBMreatment of
n| figant in. The

ob/ob lg%(%p glggogﬁgng%resy gn 3;61 Jmog@ght i pgﬁ Weight gain, indicating
the unm?lo@ Hes¥\eSmBOMRR 1OF e tdeainferk BESEesHY! l.lssﬁlfxcﬁhg?s @ﬁ{osﬁgﬁom that

15-21 days. Treatnment
using other thlazohdmes Wh]Ch typ:ca]ly mcrease weight.

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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of both ob/ob and db/db diabetic animals resulted in

significant inprovenent of hyperglycem c conditions.
weesulbeear e essentially the same for conmpoundP@T/US2004/000790

FIGURE 7. The Conpounds 1 and 2 in Exanple | reduce

body wei ght gain in animal 20 nodel of obesity. The

ol eptd n ock- au ce (abl .
>70% o i Shoh At dPriies i g RaeRide T A7, fecrpge in serm
choleét@rotl edhcéliritishd WemCobsefvell Hﬁslg SHPERes haWar Yhese results indicate
obesity, ob/ob -mce were treated with conpound for 21

that tltagempaendsHina strong-ugirHpidpmic progedied @sé camimprove the sensitivity of
treatment of ob/ob mice wth conpound can result in -

insuliBs 'y o4 r) i nprovenent in body weight gain, indicating

In a sgﬁarﬁtlé%tﬁﬂ lsiipYis@blylih @8 ob P heSthe &y cdnﬁ}%uhﬂ@ afemtad¥pogenic in

obesity. ‘T’hls |nd|ng is opposite fromthat wusin
contrast Her othiet knemind thiagelidinkiliones ;apddaaSI yelb'nwpéasmf neiagfinity towards
Fl GURE The ound 2 in
perox{sqEie AT RELPLIHTRET SO OT-SrE bddsta okl of Bisg hplogical findings
| RS Adte AN i r
sugget{Cfe) OpEARELS Pite AREPIIEEe STk BY VAT oSO REhaniom of

actionafforreiPA RvytHindihg conpound 2 | owered serumii nsul in
concentration by 43 W) 2004/066964 PCT/ US2004/ 000790

>70% Simlarly, a 48% decrease in triglyceride |evel

Rif GSRBOCHT PPAR-E NasGli roSidBtLone" N #mOTUAPS eﬁﬁéod% but
FIGUWeregogg%rved ?n g gy ]trergt%ent st u%ly Thesgéesult nt, bu
Compondidatsarott hat t he conpounds have strong

Humaxg gﬁéﬂtia%o?lg r}%ﬁ‘::ad r opgﬁr ‘twlﬁleesglﬁﬁﬁ cglns 8@ %ﬁh}éatgtlﬁ (Wesence of vehicle or
differen¥l’ ®Isk$1TY 0.1, VBS 2SS0 VREerbIMar) NS itk "RRILINS08E BRL) or
non- adi pogenic in contrast to other known

compouiniday G4 fredidolies Bﬁ@yﬁa?shqpéﬁf pedigarerschargedfwithifiesh compound.
As T@“@b?@? .aezjn%%é&eg‘%ﬁﬂ%?g{ t A‘\%saiégﬁt %Scﬁé a@ Olcgntrol pf the experiment

where f ¢digtut@son Swgh e:&%] gliteon®rghowadsa hdays finay eiednctﬁﬁﬁ fifs i ﬁﬁpo genesis
and wor k ﬁé y di f.ferent _nmechani sm_of . actj.on

compapgoate o Bz oRF ee FI BordaY 13krdiinVersahxgd agdnlirid (tnglycendGS)

accumﬁ]%ﬁbﬂl WE@%@U&& séﬂhﬂ%gv@ﬁh COggﬁEH 0 B mg;@ﬂﬂ?@%e Zmder the
I'S not. Human subcut aneoUs preadi pocytes re culture o?

microscop® 6Tobbve pbat ganmtapre dainc@ild ed/@hiasl seiracted iy faflding igopropanol

- _dose 0.01 .1,.1.0, m rol\/bl of e
and g ppitanelpspn ;o 398 b G oo ad 1 g5 can be seen
that reg&}z@ss B 8634g¢ 2conibinfd PedidanovRa8scCAR AR Oh T 1ii@8 NRosiglitazone
ound. As TNF inhibits adi pogenesis process, it was

showed<e sadepragant ereassrin lnd produktionxpleich sewid besmbitited by addition
fTNPCO' ncubation with rosiglitazone showed a significant
° Peduction in adi pogenesis
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conpared to rosiglitazone alone. On day 13 cells were
fixed and lipid (triglycerides) accunulation was
woresmed4 by staining with Ol Red 0 and pi ct uUPES/US2I0&/000790
under the 20 m croscope. To have nore quantitative
..data, G| Red 0 was extracted by addi ng i sopropanol
Claigid neasur ed spectrdphotonetrically at 540 nM (as
It can be seen that

€SS O

h j h) .
‘1' ; R%Hxﬁbdﬂﬁipﬁ@%lgg%g? z:onpound 2 did not cause

r egar

accunul ation of lipids. Ressiglitazone showed a dose
dependent increase i R2Lidid Bfoguct ion, which could be
44 2004/ 066964

i nhi bited by adg%),t,,[\on
PCT/ US2004/ 000799~ O anNas?/ 1. ompound Pormul a (1)
RRRBREZ X-AY\ - (IR RE'NHD H its tautoneric

. forms, its stereoisoners, its polynorphs, its

its taythmemederms,dtd stgreeiserpprsaitd polymbotpds, it6phdrmaceutically acceptable salts,

. phar na i cal |l cC abl e solvates;. wherein ----

its pHAROCRERALY ECeplspRi Ao nBr @ horicieptesetia o @pbiond double bond; Y

repres2is0 ORy g sullfr @ NR, WHRRHSIR rEhrES&RELRSHb rARAN AF,

P Y represents ’ oxygen orrgigul fur; §RI gexgé? E@&qanzé represents

al kyl ;
OXygmornﬁilﬁBé Rgahe Ry and Rf enaynbe samge on differend eamdd| independently represent -
ni,tro, ano,

T e e T T —

bond of sabdistriet] Udreghsabstiniea eyl heleRdyalyY or HBRISHPCHREYX Rbresents an
het er oar,yl l{‘i,l ng, X represents an 10 al pha am no
alpha agpe £9THOXYHE jagidopr %Jpgﬁanmﬁ arbesylisossil iderizative bonded to A or Y
j 4¥8 led to Aor Y through its alpha side
thmug?:gﬁ{aéia\inﬁlrl2. eAPfcl:)%friirpound of forrmula (I) according to claim

2. 1A ochgrosing of fiemXHAdY accepding entlsinam, whBéERelh0h@M-A-Y-represents an

. selec e? om 1 he ﬁrou .consi sting of substituted or
amino agid §516079d frorg the groRp qensistipgof substieted oy ypaibgiatuied arginine,
inB! @Etees, ghitdrhind] ARsidiny Sk S By bidHnRCser;
P b 11 ey BN R, bR R ORI bl Cserne,
threonimadirypiephang &rpsine andtheirdleripaté@spound according to
cl aj ' represents.a,substituted or .
3 GhEbBRrv IRt T L RS AP st e o prgbstivted

alkyl, Heterécywiyipo hettr@gelatigi. ng to claim | wherein X-A-
represents an amno _acid selected fromthe group
4. dorerReyHpcserdngigidiam hrdeiciie - stpeweninen andnd etidisalected

from th Mol &irkisHBE bY Qfah%@,sglycine, isoleucine and leucine and their derivatives,

f

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 according 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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20 5. A conpound according to claiml|l wherein A

represents a bond. 6. A conpound according to any of
wobheidrmeede4 t hr ough 5 wherein Z is sul fur and Y PET/US2004/000790

oxygen. 7. A conpound according to any of clains |

through 5 wherein Rt through R4 are hydrogen. 25 4. A

11. CONROHMIUAEEQoRdiAPLS O RRY vAlerdih X-ABY bomfigaly
wher eF{}p@t he S 1d%ub g e|rs pr eseﬁt hQ c%srlr%eden ative.

12.  accouipaynd accardingfo dam ihiSWIheIeIm E&J@ﬂeﬁﬁvaﬂve Bempnsds&am alkyl ester
£ doubl e bond is absent. 10. A conpound according to
OLYTOFYPM 2 wherein X- A- Y- conprises tyrosine. 45 WO

13. 2Oﬁééﬁéaﬁﬁéaﬁgﬁlﬁﬁ%@é@@m&eﬂé«d &t&qgﬂ%ﬁﬂgthyl ester.

according to claim2 wherein X-A-Y conprises

't )A csmpeurtbadcording e, clait]0 ¢r LowbereincR  &epRgl mlithh are hydrogen and
7 is s& | m 11 wherein said derivative conprises an al kyl

B of tyrosine. 13. A conpound according to claim

15. 1A %lﬁf)&hﬂd &RbRIIMSlo aihS14 wgeraﬁlt tm.f L. %6&91% bond &ﬁ% f@t
or

conpound according to claim1l erein
16. RA eerapeundaceondingrto g,émmal«ﬂdwh@*emsths ul- ﬂuuble bBnd s absent.

cla --- -doubl e
7. ponPHEs s REEE R Roihu Cihickin e haim ergsout Stine of:
5-[4- (mgrmﬁmmearboxysﬂ}gu}}ihen&@)seﬂzﬂu&hé]@ﬂhzolﬂdYn-z& -GRAPOHIGsalts ;
according to claimd, whi'ch is sel'ected fromthe group
5-[4- (é-d%sﬁrgtqon%n@fhoxygarbonylethy])phenoxy)benzﬂ]dene]thlazohdm-Q 4-dione or its

salts; 5-[4- (4-(2- Ami no- 2- car boxyet hyl ) phenoxy) benzi | i dene]th
iazolidin-2,4-dione or its salts ;

5-[4- (HiM?ﬁ(Eeﬂng@ﬂ@dmérlimcyylmwmm%/dzeh@mu Mleseonikanss;!
1. azol 1 dl N~ 1 TS S
5-[4- (%?%e 2&“](“&0 mgfhoxycash QE%’J%BXJS}@FH%WB%H%WMZW?}%@DE@91 its salts;

T O R e S AN

5-[4- (‘! (ZhAaZJDQ-IQdmnthgxybachoanwkth,rl)phbso%}abeml11dei:E]oxazo]1d1n-2 4-dione or its
It 5-[4- (4-(2- Ami no- 2- car boxyet hyl ) phenoxy) benzi | i dene] ox
Sall%: azolidin-2,4-dione or its salts;
[4-(4562[ AnﬁﬂoQ&ammyah?r)ﬂwnbgmﬁiﬁwafd&szzmr%ﬂe>6¥)t? SNA |
i dene].oxazol idin-2,4-dione or 1ts

-[4- (%Qranvem-@@mwawoexkﬂb&)pbcmympﬂm@nﬂmbhdmyz P aliaeatriits salts;

din-2,4-dione or its salts;
5- [4 (4 (2- Ami no- 2- nethoxycarbonylethyl)phenoxy)benzy]

5-[4- (4]-(@)(@121&1110-2110ar-b@,methy]gﬂﬁno}ty)l-z 6- cﬁﬂhdr&bem&ﬂiene]oxazohdma 4-dione or
[ 4- (4-(2- Ami no- 2- car boxyet hyl ) phenoxy) - 2, 6- di | | uor ob
its Saltsenm | i dene] oxazol i di n- 2, 4- di one or

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-2-methoxycarbony] ethyl)phenoxy)-2,6-difluorobenzyl] oxazolidin-2,4-

~ dione or its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-2,6-difluorobenzilidene]thiazolidin-2,4-dione or
its salts;
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its salts;
5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 2, 6-d
woRbumeetsenzi | i dene] oxazolidin- 2,4-di one or PC$/US2004/000790
salts; 25 ‘
5-[ 4- (4 (2- Am no- 2- carboxyethyl)phenoxy) 2,6-di flu
~ orobenzyljox .azolidin-2,4-di one or its salts
5-[4-(3-(R4Afrind-2-methexycZrborylethy))pherioan) 2 Gtdiffhgrobanilidenep, 6thiazohd1n—
|quorobenzyIJ oxazolidin-2,4- dione or its salts; 30
2,4-digng ar 1858185 Ani no- 2- car boxyet hyl ) phenoxy) - 2, 6- di f | uor ob

5_[4-(%%2&46]@@6‘9 ﬁ@g%fﬁ@%%ég@f%‘a{}ﬁxo?&benh}‘rlfthﬁ%ﬁéin-f@ Ldifde or its

salts; 5- [ 4- (4- (2- Ami no- 2- nethoxycarbonylethyl)phenoxy) 2,6-d
fl uorobenziljdene] thiazgljdin 4- di ong or
5-[4- (Ig-&jzg@mno Z%eﬂlloxycar onylleth§11 p}IJenloxy) 2,6~ d]fqllmrobenzyl]I thiazolidin-2,4-
(2- Am no- 2- car boxyet hyl ) phenoxy) - 2, 6-di f| uorob
monegnggf?#hlazolldln 2,4-dione or its salts; 5
'5-[4-(4-(2- Am no- 2- met hoxycar bonyl et hyl) phenoxy) -2,6-d

i fluorobenzyl] thi i di ne or I .salts: . ..
5-[4-(&(F4rpino 5 e %rﬁpwt@%ilﬁwﬁ&%aﬂ a&1§ﬁ@@ﬁ1%¥1ﬂ%6@mm or
nssﬂ§n2I|Idene]thla20|ldln 2,4-dione or its salts; 10

1[4-(4-(2-An1no-2-nethoxycarbony|ethyl)phenoxy)-2,3-d
5-[4-(4-{2-vonimbehricthiadgcrboryicthylphiedoxy)-2 3 4illiaokenailidens]  thiazolidin-

salts; .
24‘h@anfQ%P%§¥wNﬁ no- 2- car boxyet hyl ) phenoxy) - 2, 3-di f | uor ob

‘E:Blzaé&bb fest9ne NiflubfobefAl ftRiazolidin-2,4-di
514 (LEF%M] fveﬂ?@ﬁetehggg}car blonyl efﬁ%” pﬁ%eon%))?;) -2, 139-]18 or its

salts; i f| uor obenzyl ] th| azolidin-2,4- 15 dione or | ts salts;

5-[4- (Ag-(é-ﬁngzlag(Zz g\g’]az (far%on liegl%ﬁyp ﬁ)g))?' 5 '&%T\ydr% H T lidin-2,4-

dione &ritdsAd: (2- Ami no- 2- net hoxycar bonyl et hyl ) phenoxy) -2, 3- d

i fl uorobenzilidene] ' oxazolidin- 20 2,4-dione or its
sal ts; _
s RGP0 BB BRERAI o 21

its saltfl- [ 4- (4- (2- Ani no- 2- net hoxycar bony! et hyI)phenoxy) 2,3-d
5-[4- (4I Ez' ru?«? 93 gtu)xycar Zo%ly e%yn)p%enoxy(} OEP Sliﬁxorobenzﬁl%eng] oxazolidin-

2, 4-dione or its salts;
5-[4-(4-(2- Amino-2-carboxyethyl)phenoxy)-2,3-difluorobenzyl]oxazolidin-2,4-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-methylbenzyljoxazolidin-2,4-dione or its salts;
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25
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- net hyl benzi

woOi2oEmedwxazol i di n-2,4-dione or its salts; PCT/US2004/000790
5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 3- net
hyl benzi | i dene] oxazolidin-2,4- dione or its salts; 30
192 A-4- 1,.0Q- 2- car bo t hyl no - 3- net hyl z
5'[4%]1%25‘%%?4%?%?‘%98?%8@ Sff‘g’ﬁ{’gé/”s%??S'Pe%b%gﬁoxgmﬁslr}l-h-dione
or it26¥M4{ 066964 PCT/ US2004/ 000790 5-
[ 4- (4-(2- Ami no- 2- met hoxycar bonyl
et hyl ) phenoxy) - 3- met hyl benzyl ] oxazol i di n- 2, 4- di one

-1 2 S R Y benegnelbinzolitiach g pione or its

saltshi azolidin-2,4-di'one or its 5 salts;
5- k4- (4-(2- Am _no- 2- met hoxycar bonyl et hyl ) phenoxy) - 3- net

5-[4-(4( % éaninor Ziewstioxyearborilethy Dplepdxy)ed-methydbenizilzleae] t fhiazolidin-2,4-

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

dmn? ?li[ilﬁsl %gtgf i din-2,4-dione or its salts; 10

5-[4-Bi-(2AfrinG 2-2mbaxgeln IPhaRLYEBRARYbERATBARRBI ) BolE or  its
hyl benzyl ]t hi azol i dih-2,4-di one “or I'ts salts;

salts;5_ [ 4- (4- (2- Ami no- 2- car boxyet hyl ) phenoxy) - 3- ni t r obenzi 'l -

Fdengl t:hi b-di.0- - di or 1 alts: . . .1 .
S S S h e Ry TR Blegicingp 4-dione
or itstsaledpenzi | i dene] thiazolidin-2,4- dione or its salts;

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

Jthiazolidin-2,4-dione or its salts;

5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 3-ni t

robenzyl ] thiazolidin-2,4-dione or. 20 its salts;
5-[4-(8-(R4Ashino- 2-cavbiomystRyljarchoxy)ed-hittobpied e ) thblidinoRe e or its
.1t_|dene]oxazol|d|n-2,4-d|one or its salts;

SallS: 5_[ 4- (4- (2- Ami no- 2- et hoxy6ar bonyl et hyl ) phenoxy) - 3- ni t
5-[4-(Bqben#inoL Bene]ox9¥aESh18hDN 2 o dbhs saldiSs tidin-
A PR A bo@@%éﬁjﬁg%?ﬁgﬁ%@g@ﬁ%r obé@%‘fhdm 2,4-
dione ppi@sdls; di n- 2, 4-dione or its salts;
S S G aP P PG B ori or s ot
5-[4-(5(1-Anfifle 22méiioRgeaZb iRty k)P aRBIZ AN RALAIRBE DX -tione  or.
itssaltlg_dene]thla_zoll din-2,4-di one or its

or

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

salts;
5-[4-(4-(2-Amino-Z-methoxy'carbony]ethy])phenoxy)-3-nitrobenzi]idene] oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-nitrobenzylJoxazolidin-2,4-dione or its salts;
5-[4-(4-(2-Amino-2-methoxycarbony]ethy])phenoxy)-3-nitrobenzy]]oxazo]idin-2,4-dione or

its salts;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-3-aminobenzi lidene]thiazolidin-2,4-dione or its
salts;
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salts; 48 WO 2004/ 066964 PCT/ US2004/ 000790
5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 3- am
waabansedei dene] thiazolidin-2,4- dione or its Bars2004/000790
5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3- am nobenzyl
Jthiazolidin-2,4-dione or its salts;
. 5-[4-(4-(2-Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 3-am’ .
5-[4-( (B Anyinpt hinsthoky cirberylethyl)pdesoxyj-3eaminbberzdlidenie] ~ thiazolidin-2,4-
. 5-[4- (3it;§'( 2- Ami no- 2- car boxyet hyl ) phenoxy) - 3- am nobenzi |
dlon‘?%'[éﬁ‘e‘] azolidin-2,4-dione or its salts; 0O
= - - A alr, ) h 13- . N
S b G Oy P bR S PR SN b BORARA e Br i sals
5-[4-6-{24 Afin ¢ 2Z-hihopy @r oy bty jphlayd ypH3eaminyherdy Hthinobidiez2/4-dione
. Joxazolidin-2,4-dione or its salts;
or 1ts§§a€§;_ (4- (2- Ami no- 2- met hoxycar bonyl et hyl ) phenoxy) - 3- ami '
nobenzyl ] oxazol i din-2,4-dione or its salts; 15
5-[4- (4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 2- f | uor obenzi
5-[4-(4-@eAntindriZaadiaxgethy DpHentik pR®-anrindbieszilidalefsxazolidin-2,4-dione or its
5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) phenoxy) - 2- - f |
salts;  or obenzi | i dene] thi azolidin-2,4- dione or its .salts;
-t 4&16-&(-] -2z . 7 JRE = | rob : 3:
>4 @] (Phi az o(I£ ?dﬁhﬁﬁ%ﬁgﬁgﬁpﬁ?%x&i?? i Mgzeé’%ﬂfdeﬂa 6Xx281idin-2,4-

dione%r[it4-saMs;( 2- Ami no- 2- r net hoxycar bonyl et hyl ) phenoxy) - 2- f |
orobenzyl]thiazqglidi,n-2,4.-dione or. _its salts; . .
5-[4-@ R A 3R RSt SR Bt o B e iel s 2oaa- bl digas of its satts
5-[4-(4l(@eneo@nthoxdcirbdniety )R oRY)- B lafhingiRhi] 0x20lidin-2,4-dione
) [ (5-([ 4-(4-(2- Am r:%’-bZ- ne?ihoygcar B’o%)w et rl]?/] ) ph):l:r]a%xy?-lzl?f%’u fonie or
its saltsg obenzi | i dene] oxazolidin-2,4- dione or its salts;
5-[4- (4-(2- Ami no- 2- car boxyet hyl ) phenoxy) - 2-f | uor obenzy
| ] oxazolidin-2,4-dione or, its salts ;
5-[4-(B(Q4xrthihof RedbionelR ypbiehewyOaflhaodeiliiehy phendian-224-flode or its
or obenzyl ] oxazol i din-2,4-dione or its salts; 30 49 WO
salis; 2004/ 066964 PCT/ US2004/ 000790

S D PSS 2.
ione or its salts; .

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

its salis;

5-[4-(4-(2-Amino-2-carboxyethyl)phenoxy)-2-fluorobenzilideneJoxazolidin-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-Aminp-2-carboxyethyl)phenoxy)-2-fluorobenzyljoxazolidin-2,4-dione or its salts ;
5-[4-(4-(2-Amino-2-methoxycarbonylethyl)phenoxy)-Z-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
wonoh@aaichi dene] thiazolidin-2,4- dione or itsPeaiussg04500790

5-[4- (4-(2- Ami no- 2- car boxyet hyl ) phenoxy) - 3- quorobenzy

| 1thiazolidin-2,4-dione or its salts;

51433k Add nf2 @g}gggy@w@ﬂmﬁg&gps{zﬂ{dehegﬁg%ﬁwmé £bittne o s

saltsp- [ 4- (4- (2- Ami no- 2- car boxyet hyl ) phenoxy) - 3- f | uor obenzi

| i deneJoxazol i di n-2, 4-di its 10 salts;
5-[4-61-{ - Amnco2-Rgthexysarhen] ﬁyﬁm@em%ﬂﬁﬂ%ﬁ@hémj 3thipgelidin-2,4-
lidene] oxazolidin-2,4- dione or. its salts; ,
d“’ngg‘?ﬁ?ﬁﬁ(z Armi no-2- car boxyet hyl ) phenoxy) - 3- f | u

5-[4-04- (ﬂ}mmnyxb}bxabokyeﬂlyﬁ)pﬂeﬂm@l)-eIfﬂi:di’bbdrtz?l]ﬂl@dzbﬁdl.na 4-dione or its salts;
- 2- met hoxycar bonyl

t
5-[4- %L%(y‘\)mlgs’fzq H{?F}tm??zwr]yl%kﬂ}men% %Euor@bewé]thlwlwnn? 4-dione or

nssaggs sal ts; . .
[ 4- (4- (2 Am no- 2- car boxyet hyl ) phenoxy) -2-trifl uorone
t hyl benzili dene] thiazolidin-2,4- dione or its salts;

5-[4- &&yﬁ;ﬁﬂé’ﬁ %%ogeﬁyﬂeﬁ%ﬁ%{ﬂ%gl%ﬂ1|dpléﬁgﬂ)éqzohgm-2 4-dione or. its

salts;t hi azolidin-2,4-dione or its salts;
'5-[4- (4-(2- Amno 2- carbo7~yethy|)phenoxy) 2- trlfluor0|

5-[4-(4r@t AplineAzytthokyadony ithyd PhdnaiypBefrobérzilident] S; oxazolidin-2,4-
.(2- Am no- 2- et hoxycar bonyl et hyl ) phenoxy) - 2-tri

. 5-[4-
dlonefqr[‘f&rsé t hyl benzyl) thiazolidin- 2,4-dione or its

5-[4-(88R1L SmindP2-carboxyethyl)phenoxy)-3-fluorob lidin-
O S Ao Y e ot PPy ey loxszofidin24 dione ot salts;

5-[4-¢n b@ﬁ@@ﬁrméthermx@mlqthbrl)phznmy)aﬁ ﬂMObemyﬂ]@xszaﬂrﬂm-Z 4-dione
ornsgﬂé4 (4- (2- Arni no- 2- met hoxycar bonyl ethyl)phen
Xy)-2-trifluoromethyl benzilidene]

OvaO|IdIn 2,4-dione or its salts;
ethyl)pheno %? 2-trifluorone
hy

no- 2- car box
>-[4- (Héwﬁa%w&f-f@?a Ao HEotmethy Bendliden] 50 tigeolidin-2,4-
&Onegpgggﬁ@6964 PCT/ US2004/ 000790 ’
4-( 4% ( 2- Ami no- 2- met hoxycar bonyl et hyl ) phenoxy) - 2-tri
5-[4- (4 (ijng-tzalylleﬂt@p(zgdrﬂmr(}&ahﬂbplﬁnﬂx}’)amﬂ]@ﬁﬁeﬂ‘ly]bdnilhdene]

th]am%&flfs‘f Ew(nf K83 car boxyet hyl ) phenoxy) - 3-tri f | uor ome
5-[4-(4- (D beng 2L d Sen gkt DNpR&R):H LD Ari Audromethylbenzyl]thiazolidin-2,4-dione or

its salts;
5-[4-(4~(2-Amino-2-methoxycarbonylethyl)phenoxy)-2-triflucromethylbenzyl]  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-methoxycarbonylethy])phenoxy)-2-tn'ﬂuoromethy]benzili'dene]

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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5 dione or its salts;
5-[4-(4-(2- Am no- 2- net hoxycar bonyl
wetmalosetsenoxy) - 3-tri fl uor onet hyl benzi | i dene] PCT/US2004/000790
thiazolidin-2,4-dione or its salts;
- 5-[4-(4-(2- Am no- 2- car boxyet hyl ) phenoxy) - 3-tri fl uor ome :
>4 m[(%?ﬁﬂﬁ%dziﬁ noizmrrg 4 3@@1{ %BEXQ ettrﬁﬂﬁ?p% g’%/ej]}g]t r?vaOhdm'
2,4~ &lbmmrdtﬁesahtyl benzyl ] thi azol idin- 2,4-dione or its

sal ts;
5-[4- (4 (2- Am no- 2- car boxyet hyl ) phenoxy) - 3-tri fl uorone

5-[4- gﬁf’i Mﬁblz Qﬁﬁ&lyeﬂﬁﬁ@%ﬁéﬂy@gﬁggﬁg I ] %nz%ﬁe&ﬁeggﬁ) '@ﬂazohdm—Z 4-

(2- Am no--2-"net hoxy
dlonemrlltssallisr om et hyl benzi |l i dene] 15 oxazol i di n-2, 4-di one

s-[4- B AR S Rthasyeramihymbeyrseipromethy benglbdesd

th:az&lkmhlzezrlavdn]e@f@t%%l'tsd' n-2,4-dione or its salts;
( 4- (2- Ami no- 2- net hoxycar bonyl et hyl)phenoxy) 3-tri

5-[4- 6‘4}- Rydapeaxyyihly])phamway)- 314tn1ﬂucﬁo#red1>%@z?lﬂthhdz§hd1n-2 4-dione or

its sa alts; 20
?[ 4- (4- (2- Ami.no- 2- carboeilyetliyl)-2,6-difl uorophenox

5-[4- %)(Fj%iﬂd( g%ﬁnoﬁgmr?g?]ﬁgﬁgg?gig Ig-et? uo§ ﬁ'éetl?lh&%yl or & thlazohdm-

2,4- dlﬁéﬁ@k% sz | i dene] oxazol i din- 2,4-dione or its sal ts

S-14-GR popipory oo BERERR) mﬂ‘aor%n%thalbﬁmaflsr&aendm@:dm-z 4-

dloneeﬂhy]sdlm;azol idin-2,4-dione or its salts;
- 2- et hoxgcar bonyl et hyl ) -2, 6-di fl uor op

5-[4- (fi’ é# o%eymeﬁml]oxaﬁ%rbawlerhn phegoxylF iirflapromethydiainzilidene]

oxazoﬁdﬁa“?ﬁﬂhcgn% &MS%QH‘ C_ar boxyet hyl )-2,6-di f! uor ophenoxy) b
enzil'i dene]thiazol’'idin-2,4-dione or 30 its salts; 51

5-[4- (4?0 Mdb%%ﬁwwyﬁ&ﬂﬁ@b-@&ﬁﬂaﬁmmethy]benzgl]oxazohdm-Z 4-dione or
[ 4- (4-(2- Ami no- 2- met hoxycar bonyl et hyl) 6-di fl uorop

its SaltF‘i’enoxy) benzilidene] thiazolidin- 2,4-dione or its
5-[4-(4el-B$iino-2-methoxycarbonylethyl)ph -3-t
SO 442 At TR BB RERSRY- S TRy By ppocion

2,4-digng oyt saltazol i di n-2, 4-dione or its salts;
5-[4-(4-(2- Am no- 2- rrethoxycarbonyl et hyl ) - 2, 6 di f 1 uorop

henoxy) benzyl] thiazolidin-2,4-
5-[4—(4-(2-Amino-2-carboxye‘thy])-2,6-diﬂuorophenoxy)benzilidene]oxazolidin—2,4-dione or

its salis;
5-[4-(4-(2-Amino—Z-methoxycarbony]ethyl)-2,6-diﬂuorophenoxy)benzilidene] oxazolidin-

2,4-dione or its salts
5-[4-(4-(2-Amino-Z—carboxyethy])-2,6-diﬂuorophenoxy)benzyl]oxazo]idin-2,4-dione or its

salts;
5-[4-(4-(2-Amino-2-methoxycarbonyl ethy])-2,6-diﬂuorophenoxy)benzy]] oxazolidin-2,4-

dione or its salts;
5-[4-(4-(2-Amino-2-carboxyethyl)-2,6-diﬂuorophenoxy)benzi]idene]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 ) -2, 3-di f| uor ophenoxy) b
wenaidocebeme] t hi azol i di n-2, 4-dione or its 'sal PeT/A82004/000790

5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl ) -2, 3-di f | uor op

henoxy) benzi |l i dene] thiazolidin- 2,4-dione or its

. salts;
5-[4- @‘(%AQAnQZ—mmmmyafhmymﬂxﬂ)aﬂJﬁydlﬂa@rpﬁhd]oky)benmhﬂme@xy)tluazohdm—
enz I]th| zoI|d|n 2,4-dione or its salts;
24- d!S’a“["«P-r(1 SeBSAni no- 2- net hoxycar bonyl et hyl ) - 2, 3- di f | uor op

s+ QERABR Aot 902 At iep LB Bl Eldne o i
salts;enzi | i dene] hxazol i di n- 2, 4-di one or, its sal ts;
5-4- &Waﬁaﬁ%&%m@@le@&) 2 Eribesreiraeyybewai] | dhispolidin2,4-

(glt |n 2,4-dione or its salts; 20
dlone;BHth (14 ’( 2- ni no- 2- car boxyet hyl )-2, 3-di f| uorophenoxy) be

nzyl]oazolldln 2,4-dione or its salts

1o B G o S e P sons o

its salfg [4- (4- (2- Ami no- 2- car boxyet hyl ) - 3- et hyl phenoxy) benzi
I't dene] oxazol i di n-2,4-dione or its salts;
5-[4-(8-@4Aanq-2- iethonyc@boey] bibyi)end -kiqﬂlgdrepﬁeylbay)ﬁemluclqm]) hetidazolidin-
d.xx% benzi Ilgdene] oxazolidin-2,4- dione or its salts;
2,4-digne 91 15545 Ani no- 2- car boxyet hyl ) - 3- net hyl phenoxy) benzy

5-[4-(4d Qmmd Dlichrbdx fetY1R0S- @ lubfoph&dxy Fenz ?Lh lidin-2,4-di it
[4-( ([ 4-(4-(2- Amn%et ﬁet hoxycg?bOnﬁyZl% hyﬁ ]fiaz?nlet]ﬁy phé%noe or its

salts; xy) benzyl ] oxazolidin-2,4-dione or its salts; 52 WD

st Sl B A 2 R i omnbspmoDbsnanly) Singlicin2.4-

dione bi fiesfist hi azol i din-2,4-dione or its salts;
- 2- met hgxycar bonyl et hyl ) - 3- net hyl pheno

5-[4- (4-(2-Arin .
5-[4-(%§'@€H¥Prf‘8§ﬁ%§ye€hﬁ’l)a%éfqlHPWOEhWoxa}b@ﬁ@llé?nq]?i‘@@éﬂl@ls%ﬂﬁilon@ or
its sal@: [ 4- (4- (2- Ami no- 2- car boxyet hyl ) - 3- met hyl phenoxy) benzy
]thiazolidin-2,4-dione or its salts;
5-[4-(6{3-Anjio{Z2mathionycaZbanyldibyly-2s-Bidlmptophenoxy)benzilidene}-oxazolidin-
2.4- dlones;}/rlzs Saltmat hyl phenoxy) benzyl ] t hi azol i di n- 2, 4-di one

5-[4-(4-(2-Amino-2-carboxyethyl)-2,3-difluorophenoxy)benzyl]oxazolidin-2,4-dione  or iis

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

dione or its salis;

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)benzyl]oxazolidin-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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or its salts; 10
5-[4-(4-(2- Am no- 2- car boxyet hyl ) - 3-ni t rophenoxy) benzi |
woOden@pédsi azol i di n-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) benzilidene] thiazolidin-2,4- dione or its salts;
~ 5-[4-(4-(2- Am no- 2- car boxyet hyl )- 3-ni t rophenoxy) benzyl
5-[4-(4- - Apuho-@-carloxrettiyhr methyilplenegh)benzilidebe]thiazolidin-2,4-dione or its
5-[4-(4-(2- Am no- 2- et hoxycar bonyl et hyl ) - 3- ni t r ophenox
saltsyy penzyl | t hi azol i din-2, 4-dione or its salts;
B oA f e B AT Ao 2 st By 13 i DORZL LT 4.
514 (g2 G B RAAL iy BRBERAEH B 2
dionebor [ité-s@lts;( 2- Am no- 2- net hoxycar bonyl et hyl )-- 3- ni t r ophenox

) hepzi.l i den oxazQljdin-2,4- 2Q diope.or .ifs.sal.ts; i
5-[4-@9:(%{'14@?-9:6 %@%ﬁa%wsﬁvﬁ{hﬁmyg@wﬁﬁwﬁéHasz%,)“zf{éﬂ%| or its
salts:] 0Xazol i din-2, 4-dione or its salts;

’5-[ 4- (4- (2- Ami no- 2- net hoxycar bonyl et hyl ) - 3-ni t r ophenox
5-[4-(¢)(B ey d-3:magtbox yharboRy Kthyil lehrenetiry Iphiemex ghkenzyljtRiazolidin-2,4-dione
., o-]4-(4-(2- Am no- 2- car boxyet hyl ) - 3- am nophenoxy) benzi |
or its $a}SheJt hi azol i di n-2, 4-dione or its salts; :
5-[4-(4-(2- Am no- 2- et hoxycar bonyl et hyl ) - 3- am nophenox
) benzilidene} thiazolidin-2,4- dione or its salts;

‘5-[4-(%{24%10@06%0#@33151&)61}2)11&-&flﬁtmg&mnhw)))el&i]édﬁnnhbheoid)ddw%dme or its.

] _Jthiazolidin-2,4-dione or its salts; 30
Salts; 5_ [ 4- (4- (2- Ami no- 2- met hoxycar bonyl et hyl ) - 3- ani nophenox

5-[4-(4D20A Mo} 2-hicBrsy 'ﬂibﬁnyaetﬁg%imﬁopﬁ’énok&ﬁ)eﬁﬁhiﬁ&e]53 Wdazolidin-2,4-
2004/ 066964 PCT/ US2004/ 000790
dione gr jte1sgl§; ( 2- Ami no- 2- car boxyet hyl ) - 3- am nophenoxy) benzi |

i i din- i i .t S5 4 . .
s ASEISIZ b s IR R DR i - pe ot s
5-[4-(3HDenzinbiXmrdjoxgrabalilethylh)-3-ftroplhepoey beniy Rhiaablidin-2-dione  or
. '5-[4-(4-(2-Am no- 2- car boxyet hyl ) - 3- am nophenoxy) benzy
its salf§] oxazol i di n- 2, 4-dione or its salts;

B AT YA DU S RSIGORY o i
salts; 5- [ 4- (4- (2- Ami no- 2- car boxyet hyl ) - 2-f | uor ophenoxy) benzi

5-[4-(4-&2(?2}%%5- i—n%ét?llogﬁ}%arr]l;o%‘yf'éﬂ%illﬁg-enit%p}ieglgxy)%gnzslﬁéetnséi] oxazo]fdin-254-
diong or iis salis;
5-[4-(4-(2-Amino-2-carboxyethyl)-3-nitrophenoxy)benzyl]oxazolidin-2,4-dione or its salis;
5-[4-(4-(2-Amino-2-methoxycarbony]ethy])-3-nitrophenoxy)beﬂzyl]oxazolidin-2,4-dione or

its salis;

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

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

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

or its salts;
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5-[4-(4-(2-Am no-2-m
et hoxycar bonyl et hyl ) - 2-f 1 uor ophenoxy) benzi | i dene]
woOho@neédedi n- 2, 4- dione or its salts; PCT/US2004/000790

5-[4-(4-(2- Am no- 2- car boxyet hyl ) - 2- £l uorophenoxy) benzy
| ]thiazolidin-2,4-dione or its salts; -

5-[4-p4- kﬂAﬁﬂﬂ@ZA@b@Qy&hﬂﬁBHﬁﬁﬂé}ﬁ%@&ﬂ%fﬁ&m’delue]%x&%o@ﬂﬁiﬁﬁ,ﬁgﬁwne or its
Xy) benzyl ]t xazol 1 di'n-2, 4-di'one of t's;

salts5- [ 4- (4- (2- A no- 2- car boxyet hyl ) - 2-f | uor ophenoxy) benzi

ol | di n-2, 4-di Jt
-G BT R s henieR) e e omer v peaifidensi oppesralidin-2.4-
dlonéWr)ﬁes’ﬂﬂs“ dene] oxazolidin-2,4- dione or its salts; 20 .

Anmi no- 2- car boxyet hyl ) - 2-f | uor opl enoxy) benzy

5-[4-(4- &Ap@npcﬂ garbomeﬂ]mhbamnnqphmmbhwzyl]oxazohd1n-2 4-dione or its salts;
2-f1 uorgpheno

>[4 %lgzb‘é%??%]?zo? no?’%ﬁrﬂe“?'?ezﬁ%ﬁ g :ﬁ‘g’q’g 1; %%ggy)ggquyyoxazohdm-z 4-dione or

its saftg;[ 4- (4- (2- Ami no- 2- car boxyet hyl ) - 3-f | uor ophenoxy) benzi
I'i’dene] t hi azolidin-2, 4-dione or its 25 salts;

5-[4-(4-(2- Am no- 2- met hoxycar bonyl et hyl)-3-fl uoropheno
alts

d d I, t
s-[4-GURERRERL DR B B S BR ot e izt b diane or its
salts;| ] tiazolidin-2,4-dione or its salts;

2- Am no- 2- net hoxycar bonyl et hyl ) - 3-f | uor opheno

5-[4- (ﬂ;&ta%wzmg -3tnsthowicagionylethyl)ed-Gneropheny)bargilitahels; thiazolidin-2,4-

dlone %g% 066964 PCT/ US2004/ 000790
’(2- Ani no- 2- car boxyet hyl ) - 3- f | uor ophenoxy) benzi

5-[4- (l4+(ﬂemajrmeﬁ-&aibodyéthyﬁﬁélﬂldﬂr@;ﬂ%nﬁy)bé&y]ﬁ]‘ﬁbﬁcﬂldm-?. 4-dione or its salts;
‘bbé'% % An?éc]o 2- met hoxij(‘car bonyl et hyl ) - 3-f| uor opheno
5-[4- (ﬁgé A9t dRARx YRy IFhY 22ﬂuoroghwy&enml&thmph@n-zscz dione or
its salé [ 4- (4-(2- Am no- 2- car boxyet hyl ) - 3-f | uor ophenoxy) benzy-
'] oxazolidin-2,4-dione or its salts;
5-[4- (Mzmmo@caxhpmm)@tﬂwxqman@goyémilman)e}o&aiduﬂ@mqmnﬁeﬁe or its

Jts: Xxy) benzyl ] oxazol i di n- 2, 4-di one or its salts;
salis: 5. [ 4-(4-(2=Am no- 2- carboxyethyl) 2-trifluoronethyl phen

5-[4-(%%@@@2 iR} cdrbomAahyflomeordphehBx HbRA%1BENE] S oxazolidin-2,4-

dione gr itysalts; ( 2- Ani no- 2- met hoxycar bonyl et hyl ) - 2-tri f I uor ore
5-[4- (J-@Aﬁhﬁ&]—%’f&’a}b&%ﬁi})})’ :fj?‘lﬂ&]ophénoﬂyfbenzs}c/jl]oxawhdm-f 4-dmnre or its salis;
5-[4-(B€F- An(lﬁ@'—@&ﬂémomaﬂam@ld@]@&yziﬂmlrdph%nbiy)iaEﬁ@ﬂ}éﬁ&édﬁﬂh@@ %mmne or

its Sahé)xy) benzyl ]t hi azol i di n- 2, 4-di one or

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

salts;
5-[4-(4-(2-Amino-?.-methoxycarbony]ethyl)-3-ﬂuorophenoxy)benzi]idene] thiazolidin-2,4-

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

its salts;
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its salts; 15
5-[4-(4-(2- Am no- 2- net hoxycar bonyl et hyl )-2-trifl uorone
wohyl4plaersoxy) benzyl ] thiazolidin- 2,4-di one or PCTAIS2004/000790

sal ts;
5-[4-(4-(2- Ami no- 2-car boxyet hyl )-2-trifl uoronet hyl phen
oxy) benzil i dene] oxazolidin-2,4- dione or its salts; :
5-[4-@~(24A¥n¢-2-danb oxy ety lEt-floorppheroan)teatiliyéne]@xazolidintX4-diohe or its
t hyl phenoxy) benzilidene] 20 ox azoli -din-2,4-di one
salts;or " i ts salts;

- oAl 4= £ A= Aok no- -2t ] hyl .
S0 B AR N SR Bt
dioneDor[ith-séls;( 2- Ami no- 2- net hoxycar bonyl et hyl ) -2-trifl:uorone

t hyl pheno enz oxazolidin- 2,4-djone or its
5-[4-4i2t ’?%éygapboxygtgl])-} uorophenoxy)benzyl]oxazolidin-2,4-dione or its salts;

4 S o A o g r - '
S-{4- (05 it BB o AU S MY bprfgh 0 OV BRELYHRLER cione or
its salfs; [ 4- (4- (2- Ami no- 2- met hoxycar bonyl ethyl)-3-tri

f1 uoronet hyl phenoxy) benzili dene]
thi azolidin-2,4-dione or its salts; 30 5 - :

A (hdn (A= € 2o AL BOs 2ecat g i - NNCTSTR
S e B e shbsnaligmsl, piasolitin-2.4
dioneiof #s sals;s; 55 WO 2004/ 066964 PCT/ US2004/ 000790

-L4- (4- (2-Ad no- 2- net hoxycar honyl et -3-trifluorqne .
-1t R PO B S oYY b o) | 1o bencilidenc]
thiazoB@Int 2 4-dione or ifs salts; _ _

5-[4-(4-(2-Am no- 2- car boxyet hyl)-3-trifl uoromethyl phen
5-[4-(4%3- beimerd-rarbexsiethya-ofiflaemnetdphtinoxndbenzyl Msazall din-2,45dione or
it 15; [4-(4-(2- Ami no- 2- met hoxycar bonyl et hyl )-3-trifl uoromne
1s sa tls’nyl phenoxy) benzilidene] oxazolidin-2,4-dione or its

5-[4-(4-82-129ninb-T-Aethoxycarbonylethyl)-2-trifluoromethylphenoxy)benzyl]  thiazolidin-
(4-(2- Am no- 2- car boxyet hy?) -3-trifl uorgnet h?ﬁ phe%g)xy) b
2,4-digneAr1s§RHS 0l i din-2, 4-dione or its salts;

s Byl ol oo E SRR P By | R4
dione erails wjts;

-1 4-(.4- (,2-t - but oxycar ho ami_no- 2- met hoxycar bonyl et hy |,
S-L4- BB B LR AT DR B OS] on. qpeReilidene]
oxazolidig-258kH{o9e or jis salts; .

5-[4-(4-(2-t-butoxycarbonyl am no- 2- met hoxycar bonyl et hy
5-[4-(4r yeafwary sthy D3 widbloratheth2lphenoxy)benzylloxazolidin-2,4-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-methoxycarbony! éthyl)-3-tn’ﬂuoromethy]phenoxy) benzilidene]

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

its salts;
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15 dione or its salts;
5-14-(4-(2-t-butoxycarbonyl am no- 2- net hoxycar bonyl et hy
woOpplamaency) benzili dene] oxazoli din-2, 4-di onePOT/USE®4/000790
sal ts;
5-[4-(4-(2-t-butoxycarbonyl am no- 2- net hoxycar bonyl et hy
| ) phenoxy) benzyl] oxazolidin-2,4- dione or its salts:
5-[4- @ 2-Amino-2-methoxycarbonylethyl)-3- mﬂuoromethy]phenoxy)benzyl] thiazolidin-
4- (4-(2-t-Dbutoxycarbonyl am no- 2- car boxyet hyl ) phenox :
‘Fdwmeﬁéﬁﬁﬁﬁh%ene]thrazol|d|n 2,4- dione or its salts;

5-[4- (35(%e nZy é' h‘% az o&%&ﬁ%;&zﬁé}& H@Pﬁﬂl&? &ﬁ% ﬁ?@w‘g% P hﬂgéﬁdin'zﬂ'

dioneorlitdstMs;( 2- t - but oxycar bonyl am no- 2- car boxyet hyl ) phenox
enzi | i dene] oxazolidin-2, 4- dione or its salts and

>-[4- é)@m‘{ %metbeﬁwmaylﬁm}%ﬁﬁﬂi@rgmé@wmmwy| ) pherlesazilidene]
oxuoébg,cg?g&lkgég}zﬁg I din-2,4-dione or its salts. 30 18. A

e preparatlon of an am no acid phenyl
5-[4-(81(beAmirio-2 @urbekgethy])-3- thiflubfonZdbp eI GbenzylJoxazolidin-2,4-dione or
PCT/ US2004/ 000790 R3 \ R4 X-A-Y 0 (1) RL Np Hits
its saltser j vati ves, its anal ogs, its tautoneric forns, its

1+ PRS0 SMARIRLE o urFERGSAET  exori

L4<h6ﬁ&wwm£sﬂmmhereln ---- represents a bond; Y represents
oxygen, sulfur or NR, wherein R represents hydrogen or
5 al kyl; Z represents oxygen or sul fur; R2, R3 and

5-[4- (B@Z-ﬁnﬁﬁt BBy 12nirf- ﬁfn?er'tﬁ‘d}{t C%Qnylbmﬁﬁ%‘?{g 1y no. benzilidene]

presen hydrogen hal oge hydr oxy, nitr
thiazoTidmr3#-diene ordfs saltkyl , or al koxy; A repr esents a bond

5-[4- (fﬂ Q-ﬁ-ﬁgt}%ﬁa% &?}H%{mw- - ?éo!gig_(ﬁ%r dg}ﬂr @Bﬂget erﬂg&%’ﬂ thiazolidin-2,4-

dwneg@ﬁ@ml ic acid or its der| vatives bonded to A or Y
hrough its al pha side chain, which conprises 10 i)
5-[4- (4—&@:&3%@@%aarbomém@@rﬁjmhorwafhp@ylethw)pb@now)m (i | apenzilidene]

protected am no acid and all other
O}razol%‘m é@%??@%ﬁ. ned above with the

5-[4- (4 (2 t-butoxycarbonylammo—Z-methoxyéarbony]ethy])phenoxy) benzylloxazolidin-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)benzyllthiazolidin-2,4-dione  or

its salts;
5-[4-(4~(2-t-butoxycarbonylamino-2-carboxyethyl)phenoxy) benzilideneloxazolidin-2,4-

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

its salts.

18. A process for the preparation of an amino acid pheny] ether of formula (I)
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conmpound of formula (I11b) RZ R3 L CR40 (Il1lb) R 15
wherein L represents a nucleophilic aromatic
weubsHoctast i on | eavi ng group, Rl, R2 and R3 ar eP@s$/US2004/000790
defi ned above to produce a conmpound of formula (I11lc)
R2 R3 X--A-y CR40 (Illc) Rl ii). reacting the
conpound of the formula (Illc) with
2, 4-thi azol i di nedi one_or R3, 4- -oxazol i di nedi one to
yield a conpound of | a 'f"llzld) and R2 R3 R4 X-- AWY
Zo (Irrd)y \ _RLN odeprgﬁectlngthe
am no acid grou5 f¥fo . ) to yield conpound
“of formula (1). 19. A pRbce r the preparation of
am no acid phenyl ethers of fornmula (1) 57 WO
its d&ﬁ&ﬁﬁ%%$%9@$,m0@mﬂﬁﬁ39ﬁbmﬁﬂﬁs RlerBelis@mers; AtsYpO]ymoxphs its
eir. derivatives, eir

8‘6%"1%?’ i ECCFB Setlﬁgl 8‘?‘%’8 §CC?F|1,%11? solvates 'Wherein ----
repres‘éﬁ{symt)ﬁBSY rép?&leﬁts %@WC@W ORINR, @ﬁ&%ﬁlt Rb}vﬁré@ﬁtts Shydrogen or

hei r phar maceuti cal | y-accept abl e sol vates erein -
alkyl;- Z TEPEEIERS cCIXYEEm OF U r, RirBprBsend SR@mageha ssmlefmrr different and -

e e R L0080 oL, v, s,
alkoxf}l Af&fn%ﬁénté\@%dnﬂctﬁpﬁﬁﬁtﬁﬁféd%r UREbLHRBY ah) dﬁ&gl%'&yclkll or heteroaryl

) 'al ogen, hydroxy, nitro, cyano, fonnyl, "am no
ring; X repiesenisyan a{phg apinesarhoxysc beiddr dis detmasivies bordedito A or Y through

its alpﬁ%ﬁ?b%})él gwj‘”h?ﬁ"*ﬁ’a heterocycl yl or heteroary! t;l ng; X

sen %hi no car boxylic acid or
i). dﬁfabmagth‘eem{mnﬁ@dffdﬁmﬁlﬂma) through its al pha side
chain, by reacting the conpound of fornula (Tile)
X—A~YH  am)

which represents a protected amino acid-and all other symbols are as defined above with the

compound of formula (IIIb)
R2

R3
L@c}z 0 (111b)
R1
wherein L represents a nucleophilic aromatic substitution leaving group, Ry, R, and R; are ag

defined above to produce a compound of formula (IIlc)

R2 R3
CR,O :
X.i/A\Y’/@/ 4 (i)
Ri
ii).  reacting the compound of the formula (Illc) with 2,4-thiazolidinedione or 2,4-

oxazolidinedione to yield a compound of formula (111d) and

R2 R3 ra

-~ md

R o7 N
iii).  deprotecting the amino acid group of formula (II1d) to yield compound of formula (I).

19. A process for the preparation of amino acid phenyl ethers of formula (I)
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R3 R R4 COOR X-A- y \ / (Ille) Rl 10 wherein J is
hal ogen atomand Ris a |ower alkyl group with

wohbaeewm4 f ol | owed by treatnment wi th an aci d. PRDUS2004/000790
process for the preparation of an am no acid phenyl
ether of formula (1) R RBRA &ZA-1V/ O(l) RLH
15 its derivatives, its anal.ogs, its tautoneric forns,
its stereoisoners, i ’ rphs, its
phar maceutical ly acc 3s, its. :
phar maceut i caIIX,Ac 7 eSSyl Vat6s, vvhg ein ----
represents a bond, : Noxygen, sul fur or NR
wherein R represents hyo 1oge@ oH alkyl; Z represents

. oxygen or_sulfyr; RlL, R2, R3 and R4 may be sane ar,

their (gqr%/ ves,tthelR, analfq)gf,dg]ﬁgr}alétﬁ{qeyc ?gmseégm s¥cﬂ9gp|sg@§ﬁ’, their polymorphs,

. . I, i , 0 1 .
e i L
- rep;‘(e&mbssnd) banddy aapyeltsexllqtls ekggars yw]ﬂ:qﬂbordﬁlllmha‘ei_igmtbpr_eﬁénnghydrogen or

represents _.an_a am nq carboxylic acid or its.
alkyl; e TPRAEE IR SV R ReciRt:oR 309 R J5RY Pe samg i Terens al dndependently
repres\%te ?giaﬁ;gfﬂ,ghﬂogéiﬂnﬁﬂ FnifrQF BWn@, (brhdy) aﬁ(finat%,halg&ﬂ AN alkoxy; A

is a nucleophl'ic’l €avi-hg group W
representspd bodd ofr substititedner anubbtitgled ar§B hara€ypdyl066 B6téroaryl ring; X

PCT/ US2004/ 000790 .R3.K4 Z 1] Q). \./ O @) )
represgp 1 HPRF GEWRL PBPOYifcacif op A clTIALYFe SRR ok 41 (Fough its
alpha ?Pj@@}iﬁin?ﬁﬁﬁac@ﬁg fhe coMpdudd of fofuBRIMY £ X-AY ~-- O

R2 R3 4
COOR
x—A~y (1lle)
. Ri !

wherein J is halogen atom and R is a lower alkyl group with thiourea followed by treatment

with an acid.
20. A process for the preparation of an amino acid pheny] ether of formula (I)

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; R;, Ry, 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 (I1If)
x—A~L (f)

wherein L is a nucleophilic leaving group with a compound of the formula (Illg).
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RL NOHIits derivatives, its analogs, its tautoneric
fornms, its stereoisoners, its polynorphs,- its 5
wohersvaesut 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 sulfur; Rl, R=3 and R4 nmay be sane or
di fferent and |nd&3 ngd epr esen 11 pydr ogen,
hal ogen, hydroxy, : ®r ny am.no, al kyl,
or alkoxy; Are or substltut ed or
unsubstituted aryl, heﬁ’éro yclyl or heteroaryl 10
ring; X represents an al pha am no carboxylic acid or
21. i thspdeessviat thegsefpmaibacdftao adind acd ghenyl sthenbHfoamsladE)
chain, by reacting a corr'gound of formula (11Th) X-A-CH
(I'1'1'h) where A and Xpare stefined above with a
compound of the fornu zR3 R2 R4 Z (Ills-)
HO-ORL N (r)x+hd Ofor tfe preparation
of conpound of fornula RA X-A- Y\ [ ~(r)
(1) RL NOHwherein "---" Pepfesents no bond by
Ng;C )
its depggtlrl'\gééé%%ss Qﬁg?ggﬁgﬁs of térﬁ i‘ﬁmﬁslslté’n‘%ge egd]é;)rmeers 1t% &ol)ﬁmgxphs its
phamalaaeutica]]}m dccedble Asaﬂlls;ansrqﬂﬁtrha@ahcaﬂymaa&ptabm solwhies,nwherein ----

represgrﬁs énbgfgi a@,rggr%rﬁ%ﬁaéi Sg)tééq%g !mll%\fre%rge :v\gﬁe(r%golg gemgsze%tsogydrogen or
alkyl; %Qéﬁ%@éﬁ@éﬁxfgg HS%M %9&929 R3R§ncﬁﬁ4>§n§y Yo' saimndof Icixfferent 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 (IITh)

x~f~on (W)

where A and X are as defined above with a compound of the formula (Illg)

R3
R2_ | R4
N Lz,
Ho— N/ N?"

22. A process for the preparation of compound of formula (I)

R2. % Re
< z (o)
XA~y T 7 (1
R &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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25

as defined in claiml and a pharnmaceutically

acceptable carrier, diluent, excipient or solvate.
w@2004A66088 hod for reducing glucose in plasma ceapmssioagoo790

adm nistering an effective anpunt of a conmpound of

formula (1) as defined in claim1l to a patient in need

thereof. 5 25. ' A nethod fﬁg reducing free fatty

acids in plasma conpri mRdi stering an effective

anount of a conpound of f 3§ defined in
claim1 to a patieNtAty 26. A et hod
for reducing chol esterol Nconpr|3|ng

admi ni stering an effective anount of a conpound of

as deﬁﬁédﬂ-ﬂ éﬂlafrﬁ)l afd a%ﬁhﬁ‘&@uﬁd’éll?'a@ééﬁdblé @arﬁerpﬂhhﬁﬁt eald i@ﬁ‘%ﬁi solvate.
hereof. 10 27. "A method for reducing tr| al ycer|

24. | eAeinettiod firarsducing rpindosé iy plesmiani pgmpnsmg aim1mstenng an effective

emonpf PRS0 PRETep s Pyl ibRecsdhergof

25. "ek hegtodr fdrr ﬁ@hblﬁ? ﬁ&e%&w a6idSTini platdla %ﬁﬁﬁﬁ§rddﬂﬂnlstenng an -
an effective anoun rgound of formil a
effectirest pmewnt af &|campound of éorpnaula éhtasi defined dn tcﬂﬁamebfto alpatient in need

there&: A'nethod for treating autoi mune di seases
T onprising adm ni.stering an effective anount of a

26. CURRRSd Fr Ifeﬁﬁﬂ]d% @hfledterd$ ifl Qfdsﬂﬁcbdng)rfshﬁg Bdrhiriftedng an effective
atient in need thereof. 30. A neth for treatin

amough@ﬂ eaTAPTWBY of degmayla (D gs definediia pkﬂﬂmdgtomaémtemtwg thereof.

2. SRyl oo O, SSIGHS i o

effectiveeahoung ofmmmbmmdcaf fatmstady ac definéd imglaim 1 to a patient in need
(}dm nistering an effective 20 anpbunt of a conpound of
ﬂlereq‘orrrul a (1) as defined in claiml to a patient in need

28. thengfod & réniiR!l ARdifCoRy, sﬁ:\% %cﬁnﬁz s@%ﬁﬂrgzoSI &8 gg% E\mount of a

t he aut ol nmune disease is -
compmmdmﬂ:foan@l@ KBias gleﬁmed:malanmpm a/\pmﬁat m nded thertaf. mrune

e B od, oy R i ipers s e AP b Arine an cffective

amoummaa;b oaMd of FEHRBXI YA Fted BPclafin 186 Bt SHGAMEED el R,
claim 31, wherein the inmunol ogical diseases is

30.  nAdnsthed T treatipedril wamatign compnEng AGREUSATing an effective amount of
a com gyd%%lgwéggeﬁﬁ d i cﬁ@ﬁa.hf)?) 4 ng Jichf ﬁ]aﬁéea%e%egf sor der

ssocl at ed FRSUTI N Tesi's e conp
31. adnmaihst dor treatarg mﬁlﬁemmgzealadrmmé coﬁ]pasmgrmlmjﬁm@fng an effective

fornmul a a def l1toa patie in
amowﬁ@éawm?w@ of form f@ﬁ m@nbi tq epﬁ%% 1R pﬁqdct}wreof

32. A method according to c]alm 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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R2 R3 X1 AMY CR40O (Illc) \ 5 R its derivatives, its
anal ogs, its tautoneric fornms, its stereoisoners, its
weoabosroeégelns, its pharmaceutically acceptabl e Bartus2004/000790

their pharmaceutically acceptable solvates, wherein Y

represents oxygen, sulfur or NR wherein R represents
36. hydnae®edoforairkiting Rldisdfder BekoRtbdR4ith"Bsulif RB8¥BNGE comprising

di fferent and independently represent hydrogen, ) )
administenngan eiieativ ymonnt: 9foa campeynsinef, formula/l) aadefmgd in claim 1 to a
. alkyl r koxy; A represents substituted or
patlerﬁﬁ%é%@tt?‘?{fsgd aryl; X represents an al pha anino
37. CaPpxetediatebtfophulat(FIéler i vati ves bonded to A through

its al pha amno side chain. 38. An internedi ate of

formula (Il1lc) R2 R3 S XAY\N f (Ille) Rl

15 its derivatives, its its t@iponeric forns,

its stereoi 'sorrerXﬁ,/‘DﬁY nor phs, its

pharmaceutical ly acceptabre salts, its

phar maceutical |y acceptabl e sol vates, wherein Y ‘ _
its derivpiieeseritss apalggfenits daitemeriofongms, i steseqisqmenspitsspelyniorphs, its

hydr.o r lo nd. R a r .
pharmip S R0, RecTulik sail Rk phitp@Rtulchly e GIE AT, wherein v
represBidts @4§gen, Byfuoy NR) iviHegein Repepresentt B tivlgen afialkyl; R], R R; and Ry

or al koxy; A represents substituted or unsubstituted ]
may ber game s Sefforen; ademdspaniently meprasenh by ¢reepaxialpgen diydroxy, nitro,

Ok | jivatil.ye d at - . )
cymoh?ﬁﬁr{é&’m gioé %M’; §rJ Q?eégf’eée% S Shﬁa}fg %ggﬁlt{é{egm&]aﬁ%%ﬁg ituted aryl; X
represtiip _raﬁszépﬂzsaminmecrarbdﬁwilc gidupits d8rivathes bonpedi twl Aathrough its alpha

. clained in claim1, wherein said pharnaceutically
amino4 Yble salt is selected from hydrochloride,
38, hydnobreaiste of FAdiIIRPt assi um or magnesi um salt. 61
R2 R3 R4
[__COOR,
XA~y / o (11le)
R1 !

its derivatives, its analogs, its tautomeric forms, its stereoisomers, its polymorphs, its
pharmaceutically acceptable salts, its pharmaceutically acceptable solvates, whersin ¥
represents oxygen, sulfur or NR, wherein R represents hydrogen or alkyl; Ry, Ry, Rs 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; 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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