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SUBSTI TUTED ARALKYL DERI VATI VES FI ELD OF | NVENTI ON The
present invention relates to novel antidiabetic,

WO IHM6I 19 daeni ¢ and hypochol esterol enic conpﬁwnuﬂl,(l;‘»lﬁmlsss
their derivatives, their analogs, their tautoneric

SUBRTEUTHHISI qﬁuﬁ %;ﬁvﬁ their pharmaceutically
acceptable salts, %el r armaceutical ly acceptable
plv rmaceut i cal |y -acceptable conpositions

F@Eﬁt@#ﬁﬁ@%@&a More particularly, the present
iigentl on relates to novel substituted _aral kyl

d

T VRIS Hs BYOHRR GR#ET alo oA 2rtidmpetia, héamaohpldaemw and
hyge¢totatdrieic %Bﬁipﬁu@d%altﬁ’&s ’de{ﬁﬁv(as {h@illlt s C i QF

meric .
their stereoisoners, their pharnmadeut] c ’acce ta ?
fogmg, t th elfheﬁﬁfe%ﬁ@ﬂlﬁac élmm c ahdrpasatiegityab hece@Mblcat emts their

t t h of .
pBPAGEI) EaLSOIPARIL D SABHDIER Iomd0 438 o

canfpimihy ehbm nvibireparticylidp ah@piedent ikvenbbi relatds €l ndvkl @bstituted
ar%lk-}l he reseF [ nventltgn ail so relates to atﬁr_ocess .
| HEvAED &F 45 SFsst! ORBLIa KDy Ghain ervatigos their analogs, their
taGIOFRAY BPms t Meir rst&@élkdfﬁ’érb Ve e(f ceittaliy g%;ﬁ ep%b% salts, their

tautomeric forns, their 15 ste€ereol SOMers.
Pkk?ﬁaﬂqmél@%liﬁ mptyb&cwé&pteabPMbm;:alt dmmrmsutwns containing them,

h ticall bl e sol.vat nd . o
B RER, b blals, AESFRIGRS it i pediten impalved i thei

piep&stsi. | nvention aI so di scl oses novel conpounds of

formula (Il1la) their derivatives, their anal ogs,
their tautoneric fornms, their stengm soners, their

phar maceutical ly ac&e&;@&g@«\gj hei r

phar maceutical |y accept abl e sol vat es?2-and 20 .
phar maceutical |l y acceptabl e conpusiti o8 cont ai ni ng
them The conpounds of fornula (llla) are useful as

i nf B¢ BEgenRitevention alsh éelfp:ﬁseff@aarmwsm farfthecprapaematsofahe above said
Jlla) Gl The.c ound
b "Wl Bick HEyaeC! b s, el BRBGIE dBeBs. their
sﬂermanmrs vt | plicmb cdugiballer aodg)tb'(ﬁ& elsgtsanehed’ pharmaceutically
f’ g}ol | evel s and/ or ‘| owdensity || poproteins 25
a%‘-‘fﬂl? harfeacsI gl aepRsttipns FRRpRBEchem (HDL)

pl asma | evel s and hence are useful in conbating

di f 189 é’ﬁ%sehtemve%nonc alelidiscloses, novgh spapeunts ¢fofvémuhg(ma) their
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phooscotiats melpﬁta!nle psalxpﬂyﬂllax {phamfaoahﬁﬁll}t )esf,eptable solvates and
erli aem a perchol ester enia, hypertensi o

B R CORROSEioR faing Kigmh e comppBRissf formula

(BYD AL @i A8 il B dRtdiGhr the bAb&%tion of compounds of fornmla (@).

A—(CH,), "X—Ar’j/mkt;
(Il1a) ©

The_compounds of the general formula (1) & (ﬂia) lower blood glucose, lower or
~modulate triglyceride levels and/or cholestero! levels and/or low-density lipoproteins
(LDL) and raises the high-density lipoproteins (HDL)

plasma levels and hence are useful in combating different medical conditions,

where such lowering (and raising) is beneficial. Thus, it could be used in the treatment
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conditions . The conpounds of generél formula (1) &

.
(I'l11a) are useful to prevent or reduce the 5 risk of "{”\5”\/2005

develqﬁlng at herosclerosis, which |eads to di seases _
d?tions such as artereosclerotic PCT/IN2003/600358
car.di ovascul ar di seases, stroke, coronary heart

di seases, cerebrovascul ar di seases, peripheral vesse

di seases and rel ated di sorders. These conpounds of

gedier aproplorlanis aof( bhesiky,( h&;ieanpmeﬁuysgag&chm& tddfa, hypertension,
treatnent.a d/or prophylaxi's of netabolic disorde 78

|2H5Les r%‘- ﬁweaf‘éfeg;%na%%wﬂér yestenpsis, cdistretest and stahy ot related
feadiupgs of Syndrome X include initial insulin

resi stance -fol |l owed by hyperinsulinem a, dyslipidema

and Tmmdﬂdmfm&al fouhm]na(t)c& (ED @redisefi® 8@ prevent or reduce the
dm( &ea e can.l ead t 0. non- ﬂ:s I 1 n _dependent

o SSPRIGHAY At PRIFTSI “Riheleadsiondiseassy anduspaditipas such as

dnmre&stierrouzedcarbibvﬁﬁéﬂﬁf 9! ¥5R8dsa, s%kfh b(groﬁﬁg hea.rt diseases,
e;}rolled may | ead to diabetic conpl’icatio or

Fofaseulay dissasesy aerwh@rgbwsw diseased and reletadstindses.
ered t.0 be ssoci at ed
on cPpbindl bt 2RAE! LEARA, O hT e e R 166 anent ancror
ameplyldxgabf Hlﬁﬂlbpllky ﬂls@ﬂd@gllﬁéﬁely RFR3ARS SYifirofB . The characteristic
|fnt ensi g )E ary dependi ng _upon” st ages/ durati on
and s &VP%PH’P d&.l%@tm%ﬁwmancfr Wmmsnnﬂhhnemm
td}'sﬁ&uﬂ@ﬁﬁﬁi Uddafhpair&d. gﬁﬁ&elﬁﬁ;ﬂg&e ke %?1&3? q(e%?oe?%lgtléaﬁgm non-

or S OW ng progression .or reauci ng
aBa deppndenh didbetcs metituss(NTRDDAGT Wetmw&esl) ewhibl is'¢haracterized

. 8 EM T SR, 31 80 Bouiled s T o btz semptiations o

rtiabapadifyrderd icaled bg iRk Eh@.ﬁiaﬁb!e %&é@@@ho 1d géxe&;%éidered 10 be
i ncl Udlﬁq‘?g di abeti c nephropathy, gl onerul oneph

oSE0RatES Qnlyswith elhugose metpbplismat bug 16 yificttsommtomical and physiological

_ d t
S S O 0 0 Y B 5 sy o

v ofiabetiy dizter Fhell compbukispet sy BRSOk also usefui in prevention,
hyﬁterl ns i nem a. 25 The conpounds of the present

i NV ofi CTHI BOBTFSEPY Pr 5%‘1“8#18 dheetsleatjthe abeve mentioned disorders
| 41bhgDi lvtuﬂ{ $he TQuIHIEPEQ¥hNY CR9RELT ¥n | HNELLR0S chﬂr disepses, like

denentia, and in the treatnent and/ or prophyﬁ axi s
dRrestoademsisy, etherasclomsisi algbstic petinppythy, dlabem:r nanopathy and renal

e T N
dne}ﬁmimssyndromtli},(pﬁﬁensﬁ&ﬁ&fpﬁﬁisgl?ﬂlﬁxgta{i%‘r?ngnnééége renal diseases, like

st %)l hy, endot hel i al_ cel
_ hé‘b‘éf’ WOHWRR gandr %ﬂ%nﬂblcbf way b eesitt of Nwpetglyemia or

ah e&ﬁﬁilﬂ:{mﬂl&‘ the treatnment of the diseases nentioned
herei n, alone or in conbinationwth one or nore

h
nypor roarspudC A BEQTHtaY Sy, Hhche Breti®Shugidose reductase
2UMhibAG for hﬁomﬁ/dogmtﬁg AAICREIALNYRRN R A (Bront and/or

such HMG A reductase inhibitor, fibrate, stat
gPIPs ﬁlésof §9¥¢36$13?11°h1|aéa§0f148t$8 wolyeystic- giarzms Byiniscane (PCOS)

I )
 iogh ffebporBli6 Qi feoRtihth, SRl AT ety pospel discases,
TH@thMl\ﬂﬁam‘}teStlﬂdy p erybtqmml adyfEiraphyas eRRERLIEE COUNI BRfndSon and
n@@gr risk factor in causi ng car di ovascul ar
®Mifie to at herosclerosis. Atherosclerosis and
othe such heral vascul ar di seases affect the
qu aI {15 cgmppy c% C%Fh%pqeaqng aveaiE aie ueuli in thentreatmentchf the diseases

Tﬂfenhaﬁécﬁﬂ?ér&{l Mide8 bPYR" cbilfinGhi&y avtvftg b | asorrmm%re hypoglycemic,

chol estero ensity
anuhyperglycemlc hypohpldaemlc hypolipoproteinemic  agents, antioxidants,
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| i poprotein and plasma triglycerides in order to

F7 oo
prevent or reduce the risk of occurrence 10 of NOV 2005

wo fweieicepascul ar di seases. The detailed etiol f .
at heroscl erosis and coronary artery di seaseEg?l"éls)z(mm""3’38

di scussed by Ross and G onset [New Engl. J. Med., 295,
369- 377 (1976)]. Plasma cholesterol is generally
esterified th various serum | i poproteins and
anftlﬂ e F o0 Ve lﬁ‘d?hegs %’6@ Pté%ﬁ mhibitoy ditsate, stating, glitazones,
suﬂf@hﬂt s hiimsungt e H chol e er oI eveI and
risk for occurrencgl}c§§ca§$1d| gbggféwﬂéﬁo . Chodgiyramine,
chotegdpad or probecdlSasiugglisé ed an i ncr eased r| sk of
coronary artery diseases (CAD) due to elevated LDL and

BXQJ?{IGI@QNQ)S F tanpfer et al., N Engl. J
325, Q%ﬂt% I\S‘ The other st ud| es
|IIustrate protective effects of HDL agal nst

Fypedipsiaomizofhant beenosebghiasi Ss thEhHSjorHRkK hﬁ%topeﬁloggusmg
18v LéClllla| Lactor .in treating diseases with increase
evel St %’ﬁ?ﬁs edic ip) atPN’Pi; espsiet | AtlleroscBrosisMandi . other such

BerallviAdaldr diddad &8
peir@t eri 0scl er%sn s, 6, eﬁ% QQWESQ%)%MW&GIPOH%HO%P the world.
The thyreny, agnento XBtor 2648ieRE6@ pliskABEIL MMELES lofv-density
li@?&&b%gﬁla\é\&%%égnu er of conplications and al so

arge ﬁiwdermp@v'éﬂt§éé@éw¢ theysskalf logcurrence
ofgssiicvaatids dideakesotTingrd
g eégerl i gl deni a, Shyperfg“rllic?on %ﬁﬁ eﬁ)%d%pqesfs aﬂé CREnpry artery
REPSHP dishessed h&BOiswdongmsstrMmgl RIMeRHBYIER AT €1976)].
Pih I|n resi stance
D e o Bch B O RE Sl M vellods S popisseias and

nuparpus seadics nhases lssgmmﬁ z&ﬂdn\leb@erel’atﬁhﬁﬁﬁt S‘étw@é& &8 M8DL -

tr ceri.des and | ow HDL-chol est er ol
c]%géﬁgegé%tl?ve{l g“c@: Zisks foF oqrencs o CBIHW@}?C‘QI‘BE disease. Magk soflies have

estdoanig Erehsea ik napy for
i:ﬁg;iﬁcas es incl udes%ggﬁlgfﬁmxlﬁgvggsgésgg ‘g%o%%v Eﬁdlcﬁéf and
1%°F?§W‘P1devetﬂ1i%a1npfpeero:il QF Uiyt tfemay 3Ha,)67l3em(1gglggoqjhe

| ead :
otlﬁbnrl s‘sé%érlr% Jgg%fgdgg P{%Y&:Fgea%i%?cﬁs c?f(}—gﬁf ﬁgm%&gapéogrg%mé 0%@%2%?(%01%?0813

Thirss amrs hac be:rdjnegii wﬁmf&t&qﬁtt{&hﬂ@ggﬁé ?@{1&1{)#19@:3 sed Jevels of

wtlon of dru in the

Ghe??eé %784 i h n88i J. A28y s1HAvITg(1983))| Piradlo Q7 ol
RCT/ 1 N20O 3

A0S 10 O I e, o

(1980}l i t azone, rosigli tazone and pioglitazone are
prescri bed al one or in conbination wth other

aﬂi)xabethsaiseisls@m@tl@ Rith 2 THeRRr VFS ﬁf; r
?}g teﬁ‘ pid met abgl ism 1tr)ut gr sﬁsof)lgcr:btngdﬁg% aﬁga a large
mcélﬁ"gasﬁdﬁ é’ﬁ'{’ar”éil aggpelated vath hdbpatdiseases such as obesity,
Sfpidetih Oy petBis b fddyto L iver
urt her, se |eous (Ehn Fﬁ'§1 Ligwel e tf“?]é"g(:éa‘ﬁé%mo?ef treatment
cagiceggravath unpamdr@hccaze dbl&l‘anb@ﬁﬁm il ir@SstiieC hdr &1 !ég@mg to

. dj | d |
fr&xﬁ{ 91&?3% %gp‘H: gggqsglgg g%gs?a?ngg 3(@6]/ é)lﬁéglrj dl}agé(t;](l)fttgn have
raisred &liglycelfdes Q{E@ML' &o&%ﬁil R T dnd therefore, have greater

|d|osyncrat|c Present| ere Is a nee
H%lhdl T pf@@ulavehmmg, 'Jﬁw prieat thmpy ifor the®i 8iseRee includes

%egg aﬂq g@ﬁﬁé % 1@[1{1%%5 ﬁyplggig gg]&,dt%géw galay lead to

Iﬂdﬂdb hever 1}?@@:{ & hw iR 5 I d t
de&ﬁr&gr eas egaﬁ%?gbl dj tly andmr?ggth%pﬁotn% rlﬁ| ‘fcio,ﬁss%éﬁ%ne SDBPY lead to

35 a&esultiof upsatiskictory glysaentic fcammliay alesse dnlpat RebehNaddii®on of
t |oIo S U e t he gener al
PRSI o8 oSt of ahoBlel %t e b Bnc R eni drastabiviog iuin-

consuned. Various therapies such as di eti ng, exercise,
appetlte 3
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) clﬂ?élﬁ.%gitjﬁggg%g?mg crease jn insulin resi

i 5 suppression, inhibition of fat absorption etc. have;;
been used to conbat obesity. However, nore efficient

wo WBiaRhfs to treat this abnormality is essential as

obesity is closely related to several di sead&d/I¥gR0f/000358
as coronary heart disease, stroke, diabetes, gout,
osteoarthritis, hyperlipidaem a and reduced fertility.

-l |.eads,t o social and psychol ogi cal problens
s i : : :
F 'F‘\Té‘?zlu D% apfich jikéa@%%a@d@a@d&vmghmm roafaBfe (29 %ﬁ%é‘it azone

a2Opresdribet SRR oPiPd r_.Act] vat ed_Receptor (PP
is a nmenber of théed[éttﬁéa?%)?ldylﬁ\l(?th"’triaﬁBTdéﬁbeﬂ%%@m hor mone

r eCRBE Qe L3051 ¥ Ro PARY ,and PPARR have been
i dentifi %d%ﬂg %‘u%?%és‘ﬁ%ﬁ@?%%&m%%ﬁm b aresigpasted to have

Yragkindneiae PRt hed rcangd Bepafic @sﬁfnggtglglt ngc :@?{gagad to liver

it J are w del. ubl i'shed T En
fgg?g)m@% Spgys 9@%‘?& SydenafBictsi Inab oGheredSh bimaA 34y human

SBEBieE 50hi¢R de &R4H; -943 (1999); 25 Nature,
5 423-2[2? (ezooolgrl H h??%ﬁg rg‘e‘%ﬁgﬁﬁﬁ%ﬁl {iyey toxisity in a few

EAREONFF PIELiSENg fo apmmRd Aumiw atdloNTiRA oupg:
idtboAiE LA B L1 i b At ng andgﬁa@?ﬁ AL %Hé’g‘d&%d to be
adi pocyte difrterenti aeis E%ﬁéé@r@ﬁ@n@@ecm&ﬁdrug,%{&aﬂiﬂsuﬁn

Iesisiangy,] diaheb d NpiRash A0S, | 83, ,803-812
. s?ﬁsséé’.?zz]' eemgggwfgg- 242 %’ES%%) ]él'ggﬁl;{@f’é{%ng%’?@m 109(4),
WwWou

[,
%q]](iﬁm ate the termnal differentiation of
adipocyte precursors and cause 30. norphol ogi cal and
rmd(:)lge@ﬁ& & @‘&ﬁ%ﬁﬁg%%hmﬁh prablens béiag absoRiatlAGith increased morbidit
atd fib ti meﬁ%fsﬁc rmllﬁi gnant _state. During y
adi pocyfe differentl Xar oL, 43 yitiich exsesprofifaisis eciatilaed in the

b : . e H 1 i i
Pt Altheughaiite ctinkbg eclundMi Cie %Fl?er??egtggeg%\é@ggsigﬁlesg ¢f calorie

supptdsviah| @thihigs: e sji on of gene [CelI.
ngi ol og?/’, Qé_,l 1%?%%%1%%@?‘%1%@8’3?%%@ tor lsembataobesity.
WRKETE swe PHxERt dberapias ko treitCthﬁh@ﬁ&ﬁﬁaﬂtg i$) %&%Sﬁ%ﬁ as obesity is

tance 1n
ouely IRGASEY such as porapary heart Hiseast, vk, Mdiabetes, gout,

ogieqapthtity, i i Bpidadmsiat N .ACI Tren )
p@gogc [ ﬁéﬁﬂ)l\?éxtﬁ:bﬁ i smm4r&f§c%gﬁ%% I( %9’%"] ‘ﬁ?ﬂgg UPt3a¢pl and
P prashd R PRs e rlaie: Dang Pisoiaty RAL0Y68H (2002)]
[gurrent Biol,, 5, 618-621 (1995)], Recently, role of
PRARYSSe1 ealifesmior asinetcd tovkprel (RARPIER WALV 18] steroics
reﬁgbigp%,tr@dp?() ursors has_been |K§I icated In e
L eaLiEnt "o ANt droerfeciamily7 BPARs PPARF Gnd FPMRS have been
1 QdWZl&ﬁ% i Cell,.465-470 (1998);
d.gar Ci n_ogetrl1e3| s (éﬁ?g%}gsg/g%&&(%%r%‘ew%#%f g OF 1"&*»6\@'(2#z role in
laelie-mf digonsed gmditians(ar9 9igely %ﬁéd PoRBa A Rey 285, 30 5), 649-688
- . . .Sinc i s expressed in’ Cerral
ﬁgf 2?5?5; ?%%‘é’f"%’?’g 2%4‘39’,’3%/&%‘8: é&uﬁéﬁs@(}ab uCell,| 899320043 (1999);
are, 0305 4Xie4mit iz : re | i N i dence that
pEBAR agoni sts an(@g{gggéaﬁf’ﬁugﬁ%’g{a?ﬁfgg%gf ?Fbvﬁg%'&V%r(zooo)l-
Y SFYAPBLISR tRPAvEL pblay @ GteEkblc i#SnihfifiE b rBtatin
amweat%ﬁg éﬁ; el Ié f.uqcti on [Med Res. Rel.7 HBg
. (5), 350- 36 %%OE@} OCRIDPIARIY, agoRi&0s (1996)]bemd  energy
ofiostasis,s Biail, S30 8b | .
97! 36;1%?‘? bal SP%QAI}QQ;@%%?9%%8%%?%??%@&%%?%7 agonists
W(;)IP% gRpate; al%éem-ldguuiffeg?gaﬁymd Ckff? a@ip&_;;&h_ &{&3&94%2@ cause
. reductase i'nhibitors have
mael}?@igi oFicat g@%ﬁé‘?‘ﬁ?@?ﬁ et hiarEg o of e sbot diffgenfated, less
malipeagtosthien Buriap dd i : t t,h | '
P e 6 SRR U oo
° °h 8% Raing invobrod in dipil §6rape Wk YRthboRs e Blbepted

sati ety signal

Y t.or.age and metabol i’sm
Ld(gé'k% %51 9\?‘1)%?5?3’45‘?5’46 Megiope tharagie 340 88 Hetin afexi&E’ré@/ appetite

4
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to the hypothal amus. Leptin. resistance woul d 07 NOV 2009

therefore |l ead to excess food in-take, reduced energy

wexpanditivir e, obesity, inpaired glucose toler N‘%bgmﬂs-?s

di abetes [ Science, 269, 543-46(1995)]. It has beén
reported that insulin sensitizers |lower plasma |eptin
concentration [Prot. Nall. Acad Sci. 93, 5793-5796

8/ 02 . 25. Phenal kyl oxy- phenyl
der?@%&%\g ;l&a etﬂe‘r‘xﬂesﬂ@ﬁ | G\Xlégegé Vel Bédlogy, 95, 14751-

uge&ssll (10931 t resi st ance_ has .
been@d(es c%)|] bﬂﬁeﬁﬁﬁ%r&?%imo%lﬁ I ZcHetion terbangep ingglucose

fretalioliggn angd)dectdask inyimiutial | d
T | TSR o R e
g‘%’&jﬁ%&é‘f&’é‘l | G@@#@D@%ﬁ&ymﬂs [ﬁ)lyeﬁdoﬁkldcﬂﬂg@l BR#lbolism, 4,
(=]} t ener a | Vven el ow HO
as §:‘9_§§E ng%? t n@&f]‘% “r‘maf atipg gfé%”és"g’éé?@—tc@éﬂ\m#mem&ol
Recantlhatoh:
I ; ‘ﬁ’g g} Reg?ybs Reggg?%ll} %oun g‘tﬁ ?Igﬁ]) téf%lxﬁbdéﬁe%fmamm
%@‘8& & PERSHISOR |hﬁ§; ¢¢8 implicat¢chinghofreman df @ancer. [Cell 79, 1147-

d b f ul
O e T e
: 9‘&%r1§$%6]§ﬁ8h Rrpi. dlvbﬂ mrbddgﬁ , 98 929208 @9&){,"&%&29@?‘8@%&%@: 58,

b | e conpounds havr ng.
? %P g%\?% gﬁgghe LY e;‘pxmsm an @erigin Rells somsisydntlg) PPARy

besmste woxld 1B ¢ B?n 5 ndependent | y
sel ected from the t%’rg‘gﬁgé]%otﬁ eq’ﬁ e W&@Neﬂc@ that PPAR

ASREBK WaYIaémelnﬂla‘inlce ithel qardi@&a@@ﬂﬂ sy kt@ﬁ’ﬁﬁroggff PPAR”:%ﬁfeptora as well

Ia\@f;rre 0 erein at | east one

Gtrl?gt b é‘é?‘é‘é@‘?& vgisel by BPHPIREMed oRésodtbeg 200 (Dadi50-366
620@@)] to forma ring together with the carbon atons to

whi ch they are attached, and R3 and R4 together are

- CH=

o CPéEfﬂ% C%OQ?FSCHO_E e beg%% 61% B g':trgqtment of obesity (WO
S (b6T. Dual PRATS g ea?aom bl Clike. BeMEBb MY P usetut for

or 5, eac represe
g&n r8%8%|97/%p4@ PRAR, ylagomsﬁs sanél JHKIGCoA; retilt®ase A8bitors
t b b !

ggﬁe‘g’légﬂ%%en@ ﬁg@s&e&de&%{]categ t%grlqsgglhfe%sr of the Icggnbfnagxgn in the
treatment of atherosclerosis and xanthoma (EP 0753 298).

Leptin is a protein when bound to leptin receptors is involved in sendmg satiety signal
to the hypothalamus. Leptin resistance would therefore lead to excess food in-take,
reduced energy expenditure, obesity, impaired glucose tolerance and diabetes {Science,

269, 543-46(1995)1. 1t has been reported that insulin sensitizers lower plasma 1eptm
concentration [Proc. Notl. Acad. Sci. 93, 5793-5796 (1996): \ 8] 98/02159)]

Phenalkyloxy-phenyl derivatives having general formula as given below, useful
in the treatment of insulin resistance has been described in WO 01/40170 (AstraZeneca

[CHz}caz-o-r\\,
| o . | TA
AB). B

A typical example of these compounds is shown formula (IT2)




WD 2004/046 1 1 9 PCT/ 1 N2003/ 000358 WO 0216331( El

Lilly & Co.) discloses oxazolyl-aryi propionic acid
\vge&hmghhyes of the follow ng general fornula R?

W' 5 where Rl is substituted or unsubstiGiviNae3/060358

groups sel ected fromaryl, heteroaryl, cycloalkyl,

het erocycl-oal kyl, aryl al kyl, heteioaryl al kyl,

cycl oal kyl al kyl, (CH3)3C-; n = 2, 3, 4, Wrepresents

gg& CHOH, CO 0; R represents H, al kyl, hal oal kyl,

hiy8oxy prdé uted or unsubstltuted ‘

group cog§|§??ﬁgﬁbs&§ﬁ?§p &588maﬂ¢bneﬂaawm@h@ny|ene

R3 represents al kyl, hal-0%s RA~L epresent s

substituted or unsubst i p epylD napht hyl ,

1,2,3,4 tetrahydronqp ' qU|nonI pyridyl,

benzo 1,.3] di oxol RS represents H, aIkyI

&aﬂ €37 trgptenepts of wﬁo@mg @%m&tbﬂp@ﬂh-@ﬁﬁ;ﬁc # G
A8EHehe ST deti vat i ve of the &F apo mée been
L A T

~; 11A NuNep Of F&"on:lp&uﬁki% 2:0353] g&%aist%t S%I’a%gt |£|tqut € ggzgwleg have

l%g%;eg)% @g Ee ptl onal ly~s

h é‘bmﬁéfﬁﬁweﬁt sftggbilipidents, fh@p@fmm&b&mm and
l:grpalgmceﬁﬁaﬁﬁmg@ﬁdhg)&gl |y substituted fused
‘gﬁkeb%g@l IF'=IC rffgup 55 is | ower algyl R4 = H or Ibovvgr

y olnoaums Lat Rigehe)) @escfibl n
Rlowidg %e %EPBF.X an acyl , aE opti ona O%kgﬁgﬂﬁg{' vidg the
al koxycar bony Wan opti onal |y substituted | ower aI kyl,
an Optionally substituted 25 carbanoyl, an optionally
substituted aryl oxycarponyl, an optionally substituted
ar al kyl oxycar bony| a group of the fornula -y -W

©7 Nov 2005

wherein, y i ScH) n 0}}/\4021)0 41114 6 1 1 9
1'C/ / 00035 \at and‘R% 'S an optionally
sfostRt ut bd acyl an, opti on&l |y substituted

aI koxy®ar bogyl; R¥ = HR an optionally substituted
oweral Kyl or an optionally substituted

R b BORPE holBtanil R RAVET @R SOIRBbLA0RL dhccied from the

nm.no, an optional
N 2%}1319151? %}YdB??&P:I deQiys Wemaé'@nﬂohﬂmg@l lover-aB®1 and lower-

a&pky,onaﬂldrgm atibphdit Yhed,aryd oxy optional l'y
at&t ut ed aral kyl oxy, "%r%jv. ed‘i{h vﬁenlsR?loF shygdrogen, or

(,alé? Berdad tarfdc!Bythes teafonyic A6€ fogRtRMwitRhé 3aB8k afbms to
v&hﬁﬁhefh@ ﬁ%ched and R® and R* together are —CH—CI—I-S- -5-CH=CH-, -

CH=CH-0Q-, - =
H 0 Q- CH CH- -CH““CH—CH"CH— —(CH2)3 5=, -0- (CHg)g 3= OT -(CH2)2.3~0~;
Ris lower-alkoxy, lower-alkenyloxy, or

.H
—=

0 Ry

Ll

or

R, R® R’ each 7
eachrepresent H or lower-alkyl: R is aryl; nis 1, 2 or 3; the bond between

Ca & Cy represent a carbon~carbon single or double bond;
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'V\D 02100403 (EIi Lilly & Co.) discloses conpounds of

1]
the followi ng general fornula suitable for the “7 Nov 2005
treatment of Syndrome X .10 wherein Y1 represents 15

WQ208446a19 s H, (CO-C3) alkyl-aryl, C(O-aryl peTaN2003/000358

het eroaryl, cycl oal kyl, heterocycloalkyl, aryl oxy,
etc.; 20 is aryl or heteroaryl; Vis a bond or 0; Xis
CH2 or 0, BY is H or Cl1-C6 alkyl; Y2 and Y3 are each

e £ S oSy e o
(ﬂr%w %@5@ mugn- C5) al kenyl - Y7, (Cl- C3)

al kyl -WC( O (C2 C5) al kynyl -Y7, CNetc._; Y7 is H,
aryl heteroaryl, Cl 2 al kyI a - C6 al koxy,

cycl oaI kyl, hetg &aJ( Ryl , aryl oxy, C(0) - het er oay!
etc.; nl is 2, 3 oV 2005 V\D(ﬁﬁg 046119

PCT/ I N 2003/ 000358 2§94 , descri bes
conmpounds of the foll ow

(geg‘a COY wherein
Z= H amno, (C-GC )aI kyl, (C3- C2) kyl , phenyl
or phenyl nono or di subst ituted with (Cl -C3)al kyl,

ok, R RtEREY afphe”%snautﬁ’dﬁfgrlﬁﬁ%’r S S —
émﬁkbﬂshetbmbﬁﬂbﬂkﬁthlau@ %@&L@M@E'ﬁ@&i%ﬁ&ﬂﬂﬁ_ b=

| al k | k
B W ke penis a@tﬁyq:o OhR Gyitus H, alkGHballkd], Cort; ¥

ﬂ:p[ecéent§g b§@@1tedY ) substi t Ut ed aI Xy,
OCH2Ph, N2 6t e. I°r \H‘ghkm FPEP eppiee, of Ghisphen-2ediyl or

RRenylencoRs Sewescats alkyie mmwplm Eé? Festd bMﬁﬁuM&PBP bndBstituted

%%ﬁ% ﬁethigl RN %Bguﬁlgéggrrﬂiﬁyfééemmol 5oql:

ROrepd32A12 69 ggg@d’g%g 0218355, WO 0216331, WO
02163 V\DggGSQS V\é\&?§6895 WO 0296894, WO

0296585 RS Fara, Tohec@R 30O 8esciVds Jﬁoﬁé’xﬁ@%ﬁ de¥fative of the

216 gen\g@bg%\i 0, WD 0214291, WO 0138325,

01161 03, WD 0116111, WO 0116120, V\D
0179202, WD 0179197, WDORrs00080@2, US 20010008898, JP
2002338555, JP 200126161 w chl are incorporated in
their entirety as.reference pwever, very few of the
conpounds describetdabove™~hgve r:.ghed t he market 20
and so there thereforle remafns thé need to devel op
pewer nedi cineg which are better and cost effective,

ar b >F ghpar abl e efficacy with the present
treatnment “reginmes, has |esser side effects and
requi,res -a | ower dosage regi me SUMVARY OF | NVENTI ON 25

The Robj ective of this invention is to devel op novel
nlpounds represented by the general fornula (1) &
Y’%F FH‘) Gepgeseals hypochol esterol enic, hypolipi daem c,

~ hypol i poprotei nenic, anti- obesi ty and

anti hyperglycem c aq_\gnte h r‘rﬁél have

w Iy

Rlis an optionally substituted aromatic hydrocarbon, an optionally substituted alicyclic
hydrocarbons, an optionally substituted heterocyclic group, or an optionajly substituted
fused heterocyclic group, R is lower alkyl; R* = H or lower alkyl; R®
together with R’ a double bond; R is a carboxy,

=H or forms
’ an acyl, an optionafly substituted
alkoxycarbonyl, an optionally substituted lower alkyl, an optionally substituted
carbamoyl, an optionally substituted aryloxycarbonyl, an optionally substltuted

aralkyloxycarbonyl or a group of the formula ~-Y-R® wherein Y is -NH-
7

or an oxygen
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édditional body wei ght Ioméring ef fect and benefi ci al 67

effect in the treatment and/or 9 J V 2005 WD 2004/ 046 ~ ' X0V 2008
119 PCT/ I N 20031000358 Prophyl axi s of diseases caused
way2doypekd pi daeni a, diseases classified under seMANLRBo03s

X and at heroscl erosis. "OBJECTI VES OF THE INNENWIEN‘%EE%ODS

The main objective of the present invention is to

provi de novel substituted aralkyl derivatives

r epses end egd® by the I formula (1), their :

df?iLiF vati ves, e opsa gg%‘f"s{‘?% dr af(‘lélutoéné’?i eptiasrbiy, substituted
t HetByear W somers, their pharnmaceutically acceptable
sakts= thei %Egg ceutiqal“y accept abl e sol vates, and

phaiz macelt i cal 5‘?0 $sPihshfed dgwe Nt t e noEiontldei Fubstituted
m esbadydyr 807 1 rn0R) ' f. th r.esent

i r%g(;rifgi 9 @ Ib? to Isrlgvl’iﬁgg&ﬁg_vagl Qﬂ) tgo‘é%fg i%P ﬁ%ué[&eg ey R optionally
derrvattve “ieép‘?‘l nt & appondlly gebwinged flotvan &kl ) an optionally
thmbmﬁ@gdbg@;'qggn Pﬁiﬂ an hei r - tautoneric _
forns, theirxgteregkéone §£h$%§%ﬁ“ﬂ%§@ﬁﬁd%ﬁWﬂ@bﬁﬁy“mbnFfisan

aclepyenbanyl eed RSis athydiagep BRmTREGY hbCRlok: AEGRP DI €

sol vat tical conpositions containing _
them o n 7 ODETEPE 4 Soofiscios memindnciete following pencra
adbinwila stﬁmble\/fotdh@%aﬁﬂéﬁi&soﬂ;ﬁm fcts or with reduced

toxic effect. Yet another dbjective of this. invention

is to provide a process for the preparation of novel
substituted aral kyl derivatives represented by the
general, formula (1), their derivgatives, their
anal ogs, their tautoneri X ei rR8t er eoi soners,
their pharmaceuti.cal |l y[jaccegpt e.s@lts, their
pharnaceutigally cep bb@-sdﬂvaﬁ@s. 20 Still another
obj ective of TRe pHrESENt 'ifention -is to provide
phar maceuti cal conpositions containing conpounds of
the genera(, formula (I), their derivatives, their
anal ogs, their tautoneric forms, their stereoisoners,
t R@iake; eytically acceptable salts, their
pﬁ%%#%@?ﬁ%&%%mﬁ§ acceptabl e sol vates or their m xtures
in conmbination with suitable carriers, solvents,
di  uents and ot her mnedj Qrmal |y enpl oyed in
preparing 25 sYiéh—eeo t-oAs—30 A further
obj ective of the preseR ventiod is to provide novel
substituted propanoic acid derivatives of formula
(ma), their derivatives, their analogs, their
tautQ ic forns, their stereoisoners, their
phar ﬁ%tn&'éug%gﬂl ﬂkﬂ@éﬁpt@(@)@rﬂal theterdatg] leycloalkyl, heterocycloallcyl,
p ’&%plcally accept abl e sol vates, and f
phar maceut’i cal conpositions containing themor their
m xtures thereof, useful as internediates in the
P epg&a i on of conpounds of general formula (1). 10 7
A 5 WO 2004/ 046119 PCT/[ N20031000358 Anot her
objeetive of the present invention is to provide novel
ts,u bst i tarEkpr heteopraylpVds abbd 61D X o CMES; OERT§IEHL éﬂdg&kﬂ. v
Qﬁdg@@ﬁé%hdfﬁhgﬁkﬁmﬁiFh?%f4ﬂhe'E derivati ves, ) i
) - Y b alleyl or C1-Cy alkoxy; Y* is (C1-Cs) alkyl-
o 0(0)5 H(CoCs) allgh ¥, (CrCy) allgNR'C 0) -(Cr-Cy) alkenyl-Y7, (C)-Cy)
alkyl-NRC(0} -(Cr-Cs) alkynyl-Y7, CN etc.; Y7 is K, aryl heteroaryi, Cy-Cy, alkyl Cy-

Cs alkoxy, cycloalkyl, heterocycloatkyl, aryloxy, C(0)

-heteroaryl efc.; 1’ is 2,34 or 5;




their analogs, their tautoneric forns, their b7

‘stereoisoners, their pharmaceutically acceptable NOV 2005

salts, their pharmaceutically acceptable solvates, and
WRNEROeut i cal 5 conpositions containing ther;bqu%‘hg/i,&ms

m xtures thereof having enhanced activities t

toxic effects or with reduced toxic effect. - Yet

ang&her objective of this invention is to. provide a

pr dé®S23%0as (Piher I Vv st.i t ut ed

pr opanoi ¢ aC(ZEI! d de?psgﬁcgg%%rlae ?%%dgﬁf &8%§$°W%%g§@ﬁ@rfmmula

formula (lI1la), their deri vatlves t hei r anal ogs,

their tautonmeric forms, their 10 steré(ﬁfsorrers their

pharmaceutical ly acceqfable solva es. Still another
obj ective of the_prese ‘ is to provide
pharnaceutx al g1 t NeAS cont ai ni ng conmpounds of

t he genezaL_f rﬁUIaV¥IIIa) their derivatives, their
anal ogs, t tonmeric forms, their stereoisoners,
their pharmaceutiTal ly 15 acceptable salts, their
pharmaceutically acceptabl e sol vates or their m xtures

wherego @ Hatantio, V\((Iltcéézlkﬁa*gdr:%jﬁ%didaﬁﬁ%l Bﬁeélgi/ %ﬁ p%enyl mono or

nt d.oth d
AT E(S)lrr'@geéllklf{l?oaga, DETALYBENOE SRR R, benzy,

bizyldNVE th t
ol IO ORI 291 ' BB GRI, RS mpoubesiruto e,
cyqiealioyt, xlkenyl, mlkyinsdJ Phdphen‘ymkyye@kanbplelx _agabo%;R CH=CH -
their 'stereoi somers t helr 95
mw& &%@x@lxﬁ@ﬁ@w FEHLM=0, S, SO, SO,; Y'=0H,
ted
repre entsI a subgtpllit ut e%mb &nsubstl?u{ﬁ@d&ﬁw%@@m -CH=CH,

e 8cbdd from aryl, heteroaryl, heterocyclyl groups;

n' i [ m,l-.3, with the provi so that when
Ais Se %lt I%%h%? éx ple ﬁéﬁg@t"ie‘f e pierthe tgeatmpnt tofiediabetes,

A
Vperlipldesiangt. (SI0RRNK) Bl Ve Rpor rgcg?’ée e JoR¥RR073100, wo

DERRE NG S b e vy FRICE3Lr WO 9e 32y e 20csos,
m%%“&‘f?%ie'i’?%e‘%%?@aé‘é‘élﬁ%&?%%e@ et B olischie wo

SAT 5+ QR ART690T, iHOepRS 1820t Wi cé%%%gtgm ?ge]g@%s S;gqa %116120
gf@b&m@g%%e sar?ﬁg ‘%f?ﬁgén? “&hd017ﬁa%e¥m%0119197 WO

P@QR003 S ZDQ]:{]()ogm sPabe
g{%ﬂﬁf selected fromli ir?gg?g%?l) %P%%Eggfﬁv@pﬂ are incorporated i in

jf"‘Sr(f’f‘%‘?’:‘{\?,?)cyc:loaI kyl, acyl, aryl, heteroaryl,

5 het BHARYS rbo
al kyl am . négcg% g% F’T% &1[%) %SC%FF %ﬁ? |aLove have reached the market
@mawghemntmm remyins ﬂlnceh@aqarcwbéaﬂ R&KE Hfhes which are better

a | am . nqcar bonyl ,
X g{’%c f@elcé & ¢ %F‘E’b RY |comamblgy@é¢abp nyikth the present treatment

Bpith HEAERONNle ofRE

_het er oar yl oxycar bon@% ﬁqwlgﬁ%gg?(g %@ﬁaﬂ:ﬁw
het er ocycl oxycar bonyl groups or SO02R3 wherein R3
SERNGARRE BF sjﬁq%} d or unsubstituted groups
sel ect e:} @ro aryl, 10 pol yhal oal kyl,
heter?ﬁé“@%ﬁ'éct roar gr.oups; represents

hydr ogen e Oticfg‘)sallnﬁ%‘ft“mdF tq @'.etgp) myel cahporindg rgugsnted by
the general formula (I) & (IIa) used as hypocholesterolemic, hypolipidaemic,
hypolipoproteinemic, anti-obesity and antihyperglycemic agents which may

have
additional body weight lowering effect and beneficial effect in the treatment and/or



Sui tabl e substituents on R, R2Z or R3 may be sane or

different and independently sel ected from hydroxyl, o7 NOV 2005

o?)o, hal o, thio, nitro, am no, cyano, fornyi,

WP H6 P guani di no, hydrazino, alkyl, hal oal kKide/in2e03000358
per hal oal kyl , al koxy, - hal oal koxy, 15 per hal oal koxy,

al kenyl, al kynyl, cycl oal kyyl, - cycl oal kenyl

bi cylgllafa‘l %Id, bi cycl oal kenyl, al koxy, al kenoxy,

c PEIRYSIaRSHOf dissasel canseyt b erfibi , s:aral koxy.

het gl e6Nl. het er oar yl ?Wﬂet%ra%ég}%’l %%g%yﬁ?%sglﬁed under syndrome

I
“heteroar a%!%ﬁr?s‘%et er oaryl oxy, heteroaral koxy,

het er ocycl yl oxy, heterocyclyl al koxy,

h cvclyl al koxyacyl , acyl, acyl oxy, acylam no,
n@f?ﬁ?&ﬂiﬁgﬁ%@]{m&“&iﬁmi tuted am no, aryl am no,

ar al kylg%m' no, %ar boxylic acid and its derivatives: 20

such .asiedran obimetivanitdhs praadtiaRaiaRi;ng ' .
hyﬁ[@xy@}ﬂ%ﬁ o537 noal flﬁﬁ ~“al koxyal kyl .- aryTAsS 8PKSH substituted
ar al koxyal yIe SPIEGPIRT &Y ni asapmel ormalay IDhitmic derivatives, their
ablefogsuibeomyhanicne forndy kit Skl L

._ .g%fgﬁéﬁar bg%g%{égpﬂ aryl oxycar%egffé?ﬁ%gﬁlarmaceuﬁcaﬂy acceptable

10

15

- 20

25

30

‘ hﬁlaﬂ) st {Elief%’

~am noal kyl, al koxyal kyl, aryloxyallcyl,

Uy rigCepdablen oatanteg ntkdaghatPaceutic it
e e ‘ A al composition:
abbuydia IOSACDORK A Mper 8 koxyam no, hydroxyl O
am no, sulfenyl derivativ &L syl fonyl derivatives,

sul f onkGodel Abiesand (ts derivatives, phosphonic acid
nd. 11 eioel Bhictted BF the brSh rension: o ko srevidvenovel substituted

sty Weemtivesmyplosentel 6¢t@g Jopam . 0XO,. . . _
auq;i {ro. ani no? . Cyaér(]e(_), fg%fgn%ﬁ(ﬂ(}r thelr derivatives, their
s ;Jakl)tz} ﬂ}} ut egﬁ O?Zé_ﬁ?\% H‘Hgﬁg thgir éépfwlu}gssl wrz]ie;lrﬁaefiﬁcelfuh@gmy acceptable
a it HabduiRall Y oal Kyl,, ..
peqrpgal .oal Eyl , al k_oxyfﬁhg@gdg&g%%}teg pgé’ldh&m&‘élﬁﬁe@%yél compositions
af REHYPS taemyarytheir opistured Kygreof Gith® RnATUY activities. without toxi
béf@égg&%iﬁy}edu@édctgﬁl ogl kenyl , 30 al koxy, al kenoxy, ¢
cycl oal koxy, aryl “&ff9xy, aral kyl, aral koxy,

het er I heteroaryl, heterocyclylal kyl,

het er gg%(ta ?/tP?r Iﬁ)&eg‘i’%ﬂfl %,‘ﬂvﬁ’éﬂ@r artal proxide a process for the

heparatincod ol sub r VAR VW q0): '

et sracycl vl a @“&2‘?5‘“‘?, al |‘?él“géc‘:t§’|°%¥‘§?,m§a*§fi byrithe general formula
‘Eib)é?fﬂ‘f%ﬁ%% thejr agiloghshdit tinamneidl 06ms, Ak 00

itk ydeaia i LAgXY.cqracid and its deri vat i ves ormers their

e g .

such as est girasc é}n% %%qlta’e@?“ BaBaRrHeayrasceptable solvates.

hydr oxyay ami.ngal kyl . al koxyal kyl, 12 N 9V 2005 WO

200. 1/ _046%%“1’56??71 i‘i%fé’ﬁd%"l/ e Presgnizinyemiopaiskipl provide pharmaceutical

goapositirysabdathining| doydgodh@ oft thi le, . arvylthio, . . _

a%né% SUC fonyl.ani —nb, ﬂoal k_y(l) suf g?)dr?g%i (t;?(rﬁulél (It), their derivatives, their

Zlahéo ihlg @;Eaﬁﬁf ;?E&r%rt@m in (l:sgnrmg%sl a{iﬂr}l@no ceutically acceptable
> 1 L/ = ’ . . -

%hr% ami n.ocafd bol%é. %‘%%H%?@sgﬁ @i%%ﬁd@%@& Bx§ambination with

¢ cangiefsesplveniisy diadntsv 861, othiel MEMY InofdSLiy al i -

%Hgﬁ Qé]{ggo acid 5 and its derivati ves,mgﬁ%%%%ﬁﬁgg%é? dreparing

and | deri®ati ves. When the substrtuents on A are

furthe (ﬁ‘su stituted, those substituents are sel ected

from H‘§z ‘Bﬁfi}l objestiye dfathe, predenoinveitionois ATHAVICHARD substituted

foespanbic Adid AL Jt Qr . u stituted groups.
sel ect ed flr om a%l%#n(gg f(brﬁlél"ﬁ E‘iﬁg Y HEE eSS, ﬂlﬂkl‘yla;la.logs, their

AaIteReTS Egrmmehﬁalstmédisdmer@tli@ii()phall&?al::&ﬁ‘[cégﬁﬂﬁci?table salts, their

| kaxy, al kenyl, al kynyl, cycl oa
: %yﬁﬁ'{c Qﬂo 5?'%‘&%9?, ?‘GSFI&?@F oRlvajts, Al cphormadehont | conaidsinioms containing

dhdoe noMigir reiElr [ ryl.oxy,, aral kyl_,

ar.al koxy, het e?%‘!(l:l sﬁlf’msﬁfg{ éelsr%tgfl%d?{at?Fe%ép%BVEW% R{yeompounds
rEeencsalfarmyla (D. het er oaryl oxy, het er oar al koxy, |

het er ocycl yl oxy, heterocycl yl ai koxy,

het erocycl yl al koxyacyl, acyl, acyl oxy, acylam no,
nmonosubstituted or disubstituted am no, arylaniino,

ar al kyl am no, carboxylic aci dfand its derivatives such

as esters and 15 ami des, carbonyl am no, hydroxyal kyl,
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: Cﬁlﬁﬁ)@ﬂl(ﬁ!‘x Zf)cérltéirﬁh

al koxycar bonyl am no, aryl oxycar bonyl am no,

i
ar al kyl oxycar bonyl ani no, anonocar bonyl ani no, “7 Nov 2008

al kyl am nocar bonyl am no, al koxyanai no, hydroxyl ami no,

WOZHHfeMP derivatives, sul fonyl derivatives, mtliNon®eosss

acid and its derrvatrves, phosphonic 20 acid and its
derivatives The substituents on the group represented
by Ar represents substituted or unsubstituted |inear

or br@alndimedab@d kvt oradhk
| oal k hal oal k oxy%gsg§tlt E]ivg%ﬁn% s “p ?roaﬁf Bovel ugstituted

LODanale gsgﬂqrrga%yesggpmmt@ twohe gemanal ﬁrhmhi (Ila), their derivatives,
2

tlcbﬁr laMAby eheir PRARIRRRI and their derjvatives.
I'n anot her embodi nent grggpglovr FEHFORSwers. dhis tphermasgutically

aﬁqeaﬁglﬁo iSeltsactbgir gharmaatitiesity @bcdpedbial|saivhdel | %)J%i Fltfh?ﬁ:%ceutmal

88hb anal their tautoneric
K fé. S)rm;sﬂtser egf'l{%lggetke 1 ?Ih@g‘r‘ WirRrssatesef daving cabeepd adolieities,

 valipvigoxi iflects phaihaeqiehd gRlderecccept abl e sol vat es,

A-(CH2) X-Ar GL R4 13 0 7 NOV 2005 WD 2004/ 0-461. 19
PCT/ M%&ﬂﬁ@(kﬁ@&t\o@e&e r S 4-oxazol
E"rougf, bst i tut ed With ok ‘é\P pagtic | si’fot tﬁignf‘spmcgss for the
PP¥thssbsisuted prapdnaic acid siebisdtives ?@fﬂes’eﬂt@&%? tRE general
i

fhhmne bstituted qr unsubstifute
si ngl 2@ g?)( fqhusegepd egkz @'vg “br"mﬁg’(gér dbsit | fapiogrepigpdorms,  their

stepgotsomers; e $leait sPhwmm&bmwt&deﬁﬁlﬁ@%alts tl:{s,ﬁp r;ﬁnsaﬁﬂéceuucany

g@haﬁ %g vahere RI represents hydr ogeh
or (atfl C12) al kyl , "substituted or unsubst i t ut ed
gr ou seI %? from | i near or branched

bty o€ thecpmyent klsﬁre,ﬂtlm ¥ to provide pharmaceutical

heter acycl yl ; %kox rgdasrgfl fh? W@? EFF“P (Iﬁj)z tﬁéllf( dleﬂvailves

Tk BR3FeZf |tautoamyslcoﬁy'ma,r ﬁ&il'y Stercoisomers, their pharmaceutically

I oxycar I lami. nocar bonyl |
dgdréaag% E%%:Sa oh &%%aéeéffﬁﬁg'g ?‘6’&5‘@ leepl Y%?E'gr/ e ellils GFityres in

CahMQMynonmarthMMe EHiradrk OX NR#LRZ:9 Mherein
o0 & R2 may be sane or dY?%%rent 5 ég epenﬁgﬁtpﬁnnﬂh’
BBPS%MWWWEMO@WW uted or unsubst i tuted
s . selected fromlinear or branched (G -Cg)al kyl,
D?(ﬁﬂ% PPAWESGRIRTION ONCHHE INVENTIONT er oar y |
het erocycl yl, am uocarbonyl, aral kyl,
al kylAgﬁQl‘dmgar mWeSeﬂaUWemnﬁ@E&rs he dehpounds of the general formula
(?ralkylanrnocarbonyl het er oar yl am nocar bonyl ,
‘et er oar al kyl am nocar bonyl , heterocyclylanrnocarbonyl,
al koxycarbonyl, 15 aryloxycarbonyl,
aralkyloxycarbonyl, het er ocyyl oxycar bonyl ,
het er oar al oxycar bonyl , heterocy oxycarbonyl gr oups
or SC2R3 wherein R3- Ls\ﬁxﬁstrtut ed or
unsubstituted groups ected f¥on¥al kyl , aryl,
pol yhal oal kyl , heterocyclyl h Eroaer groups; n
is an integer from1-3; X represents O or S. Suitable
substitutions on the substituents on A are selected

thqro derkmwesgyth,err 26U[6P60 , thein dhPombid Forntl L&y &Qomers their

ano or substituted or unsubstituted groups
P&E%“é‘&ﬁ%‘iﬁ%ﬁb’&r sAbs, theirabadmaseytically ﬂaz:ptable salvagds, wherein

‘Jn’alrQﬁ\bdéMﬂsa a @ﬁﬁﬁﬁ‘tﬁt@@l&yﬁmu@b&?ﬁ gr%LgJ?lF t%gﬁ%m aryl, heteroaryl

erhaloalkoxy al kenyl

@9@“&3‘3)’ 8rps; i’ cyscziroaritkgdr frox:bllGS(vaﬁmiﬁsfﬁf{)(ws@'tKéfX%hen A is

Slgdrsgﬁg@ ér u%@gf’ @Wﬁ yﬁwy? rgﬁy{lape ,t]é%]lr S,fi(ry doae[s Eﬂot >;'lepre:sent a divalent

phmyégmpcbyllabﬂéyénm &%}‘g@ﬁ @pgu%gyl het er oar yl oxy,
Kr et er oar al koxy

represents a substltuted or unsubstituted single or fused divalent aromatic,
heteroaromatic or a heterocyclic group;
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25 heterocycl yl oxy, heterocyclyl al koxy,

het erocycl yl al koxyacyl, acyl, acyloxy, acylam no, 47 NOV 2005

nonosubstituted or disubstituted am no, arylam no,

woanad/kyl@am no, carboxylic acid and its deri Vet MB8os00033s

such as esters and am des, carbonyl am no,

hydr oxyal kyl , am noal kyl, al koxyal kyl, aryl oxyal kyl

" aral koxyal kyl, ' alkylthio, thioal kyl, arylthio,

G lyd S3lrhaynhd adthe 1Y,

gl §§X§E [?zg’gg\){l ani %g ’dﬁjgér%qr Zi%i/é[gdr%%n%%{tg’nﬁ%?sewlh, ORy, SR,,
e Sue Tl KOOrenh 1B T ReSH0 e g or i
'fsul fg%yﬁ %gg{ v"%? %Is\ff’gtgif‘y‘@?ﬁefloﬁ Stl%‘ i Qappsybstituted groups selected
5 f omdac . acitdamhed i (S- kyat haoni.c acjd,and
HeleS. %e[ jvatives; Thcecgc(%%%’ngs%?c}’%?g ’aoa?'lv{’:i g@’apgtemarﬂ
Userdas THEaraeenvht es akBwl ¢ rikylandpegasicngh afylaminocarbonyl,
acdkyemiteafboh@r mul g i4.L.on, compound of,

forml a (c Msl)0 g? e al g%}&ggéﬁf@%ﬁd&% 0 %‘e‘gp%“@qé%@‘)%bonﬁ,
BstsonysitamigordmylN AOD3LABRIES apyleweatboRgl Oﬁrﬂ@ﬂﬁgbé}gmﬂ,

' | opi ng _at her oscl erosi s, ich | éad
%Ff%ﬁg%gy&g%%% g‘ﬁgﬁ??ﬁr%ﬂ °§'§8W terpslazgeasbenybeiaups or SO;Rs

weharelh Reasepidsaiits b &RGES .or anmlé@tuteﬁoérgg[?slr %e%%?e?lr kom alkyl, aryl,

g}il%e%sgé cerebrovascul ar di seases, ves
FRIOERRYL dirferpaichtl cheterparh arewss; Gareesentsehydrigpo un (6,-Cfyalkyl
dr@Craal Ry €lbhik giBh useful in the treatnment or

prevention of ~s diseases associated wi th Syndrome X

he phéseit simiaralsonaaRsony! scligs sy Cloald 0fSaffen: ad
0 Iplea%. tl%hsgeevg i %ﬁ%‘ Wé‘ﬁ?ﬁg 0%0g #plea kho,amitros aldrto, toyemt, Sormyl,

arseuloapyuhiain® idiRRioS fi L/N cri bed i
tE}e f aﬁll owi ng ;igr agrgb%l’l%&%?]@?’t 8?%51%5]%% IalL?]‘%}’eoha?oalko’%
Rigyalkoxy; sikenyLaalyryLowcioaliplo nysilowtitangh) bidblaale Bicycloalkenyl,

dllaskyC AkeSnoxyd ' r or branched radical _
té?ﬁdtyai Inylrhjg 3;’0 e taga)tx&kﬁg%g’é?xgo?féky Q %> g%‘?‘l?ﬂ’lﬂ, heteroaryl,
CraEgeyClymalioylp pheterdasadieydr dipydro It WeterSd yl

Lert ‘ﬂ}g&l%ﬂm amyl . t-amyl n-aﬁgﬁ?ﬁl , o hg%%f’ heterocyclyloxy,
i so-hexyt, “He g%‘;?f",@ glg{%oxgm » 838, aoylexy, aplamine, monosubstituted
dradisdeyiutedus@ihoh b ine € ne :or. J-n_canbination
with.other 15 F a i%dgtlng’, geﬁ%ﬁ@é&a&f‘?c’&g‘? 3 i:a Hidafit Hegvatives
PEiE aftstesbrindi ainides, t sashanglatmive, ey doaybiagls SMBBAIRA, alkoxyalicyl,

1By [ - n - but.enyl , 2-pent enyl ,
a%‘j_r D eﬂmlkeyﬁ’yl X*aﬁko%g%&lﬁ yﬁkyggﬂexgﬁﬂﬁﬁfﬂg_ alwgkl@nwal,kylsulfonylami_no,
aksiatlonyloxy5- hexeny | alkckybeBémiing, 3- hept enxiyllo carb
|

4-Fﬁgten |, 5-heptenyl, 6- hepteny’l and t he 8. ‘H%lamiﬂo,
atr% XY amifp,c| yddenigicerbesylamthof r i emikylmﬁr@bﬁlﬁhmmo,

M SoyaRiRN [ NS he term"a yl". used L
her 3 ian,_ é;BP ﬁlg}rx? 2?%%2” ?)jtral%ln ' %5%%?5& 4 Hxﬂn -‘{eﬁ“’étﬂ‘l‘?éf sulfonic acid
ang dis clafivativee rmiosshomid dcitbaid igfdelvanshed radi cal

cont aiping two.to twel ve carbons, such as ethynyl,
1-pr 2‘@%@ > 153 BigAdy the subglifngats pay thenglagtedl from hydroxyl, oxo,

Haidy uhipnyitro, AmBeN YN, forhr : |

4-1_Eent _ny]io, 1 hexinyl’ folé{yjﬁgg;%ﬁ% , tejfd_ ﬁl’e !)%%ﬁ%%f.{%ﬁ/ted groups selected
fro 9., Sughiding dydiatine, alkfhratoatiayl, pathaloalilyl, dlisdyURASalkoxy,

i i YN&S,. .25, The term " oal kyl " “used
RErame S RS0 GHE St Hprlglhiycioncns,
iyc alkenoxye opdl @tk eyl agt, Gyl KA e

car bonB} ulch as cyg:r glgr gg/?)‘,%@ Bf:agiglﬂloagg%:éﬂ ﬁgte}&yﬁji\he@emary]’
Rl M@Y: dsterasralkyly , hegronmloayt yhetematalidoey,| i Beterbeyclyloxy,
kﬁ&giﬁﬁggﬁ ?9%5'(%@%9%%3#%0%§§@L WECA0:S, S Hmin oS bstituted
or disubstituted amino, arylamino, aralkylamine, carboxylic acid and its derivatives

such as esters and amides, carbonylamino, hydroxyalkyl, aminoalkyl, alkoxyalkyl
12 .
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25

radi cal s, denotes a radical containing three to seven 67 vn
carbons, such as cycl opropenyl, 1- 30 cycl obutenyl, NV 2005
2-cyl obutenyl, 1-cycl opentenyl, 2-cyclopentenyl,

W&wwﬁmuentenyl , -1 cycl ohexenyl 2-cycl OpeneP(YJr/lNzowo(mm

3-cycl openenyl, 1-cycl oheptenyl, cyctoheptadienyl,
cycl oheptatrienyl, and the like. The term "al koxy"

- used herein, either alone or in conbi nati on with,

di n d|c as defi ned
%%l\?féyallﬁaft agﬁgéxﬁgﬁg Fiﬁky?% h%ggya: IVE alkylsulfonytamino,
Mm&m@n N, amyca%ﬂylakmw 000358@1&%3;(5&%%@3
aga %Yo hox pro i so- rop0 p xy O

u | S amigant y| amelxoyarbwwlammo
KRS G M Rt SHgia

ahkbﬂyhmmq lgdro &nﬁﬁbr@ {fah
n coIrr%ll nation V\/I)F%%?Mgr? 5 gkkﬁ q%h% Ffoﬁuztémc acid

ar?géfslggﬂ ‘fuvreédﬁhEQhON&éiC’d@ﬂﬁﬁedGMVa attached to an
Oxygenwatihe StBentsh YA MY Mol it RtC RS ents are

pentenoxy, hexenoxy, and thé'q

"slpeted dido ytrovgle dxd eliaki, mmoemtmemgomﬁerfdrﬁyg or substituted or
enotes a

n wth othe radical s
cycfy@"ﬂ@g‘# FORS 5t “*“"ﬁg ifpum @Hé@ﬂ%eb@%ﬁ@ldl%tiydmwaﬂ%t hajoalky!,
tpeczatordkylat Sl UGHL
ri &R% YLI oXY, XSiycl Sg%ﬁt I)/oxgﬁlo%g{g f%% XYy, Hlkynyl, cycloalkyl,
‘{78 B‘Jy |‘al£y°%1wx Hicyicldedkenylp zmmy; ealkeridxg) ocycwazkmy, aryl,

I
V&B?lhﬁﬁg {d-]fﬁal é.lﬁ(g)gcf o Hetgrg)lcﬂyg Sar e]a q}g%lmcyc l,athletm oaralkyl,
lwéfrrhawbam r yI ' hettwaratiforys t o I@etérbé&@l&ﬂ@xf hl or gy é?&f}@l}lalkoxy,

enotes a a

et 8GR KR8 Riaey G e tsiviarss TR R
Ba;lrn?? E%?Ig(ﬁ%ﬂi@, ar ? s Ez;/:lﬁr%s uc%&’g&@?}nﬁg;}rng r%g?c[?ﬁvﬁﬁv%g $h8PLY esters and
e grEhomylaming, fhmdmwmk&hylamimamymorﬂmm&yi aryloxyalkyl,
VRN bl IR Bunio Ry i, alkylsultonstoss,
T e e T R

oXy gRHE migpe palkWampngsarbenylapisnet dlswxyaones, hdwylroxyjl amino,

f dulfen A efdiosivdzh t 0 | i, ke.
term ﬁcher ha?{%ég’l %(Lg{?gﬁ &o‘lggﬁ%%%;s gﬁl%glf %‘%Pd ;L}di d?lg’&flg‘?fl’ phosphonic

iy IFﬁe‘éPfa'bbw directly attached to 20 an oxygen

atom 'hﬁé %¥ onet hogﬁ trifluor oet(t;] . and the Ilike. :

The term ULt OR ¢, GER. fepTRsEe efb‘ﬁ Tegrepepty substituted or

abmnistiouted nhﬁm‘o oA abiafEhe tafkyl, Ofail%ﬁ |y %Hﬂo&lﬁ% h&%g(&tﬂe%ﬂomﬂ
Ywo or re

aﬂ% aronmati c systenlcontalnlng one,
adkqxy, g6rlh aming saaylapmibe tia ackediosdigethsuifonic acids and their

h henyl
ﬁ?ﬁﬁ?ﬁ‘ﬁs - PRph *ﬁéa@@ﬁa@ﬁw@? “ixine, “bi pﬁeﬁ&y and

the Ii ~ar al k 5 denot |
ol SR oIS, o e o
béﬂmtwespdmeftemhw (Iay) apdit Byﬁs}‘aﬁt;&y kheua&%aéa gﬂ ?%&u%,m%c forms,

@8 ‘aryl oxy" - denotes an aryl radical
aviev eSterﬁ?‘F%ﬁ'@d thsiraphaahiasuijcadiy caspeptahle rsakis thbie heymaceutically

n@;@@%tgmg%wa@ the like, which may be substituted.
erm "aral’koxy" denotes an aryl al kyl noiety, as

defi ned above,
A._
(CHZ) — Ar’\(/U\R4

m

13



such as benzyl oxy, phenethyloxy, naphthyl nethylox y, 97 NOV 2005
phenyl propyl oxy, and the |ike, 30 which may be

substituted. The term "heterocyclyl"” or "hetero ic" -

udEQ P& either al one or |¥ )éon‘mnation.Wiﬂﬁ“‘Iﬁm‘({m%:38

ot her radlcals, denotes saturated, partially saturated

‘and unsaturated ring shaped radicals, the heteroatons

sel ected fromnitrogen, sulfur and oxygen. Exanples

of wheamafAd rtmmntsczyokmlyﬂ aetowpa Isshstitieddudhith agrier drdtwry lsubstituents

ﬁég%'g‘?l n RYS lgﬁﬁfg‘%’ P%SWF&LU?ﬁVI%%O% %%géldé&b&cg%| substituted

2- o¥PRhPBEiHtAY dingld - XA 8R! |
* 3- oxopi per azi nyl = ot phol 1 nyT . th%n%?%ﬂ%ﬂ?dng?ﬁ{u% M represents

2- oR%ﬁh‘b?tﬁWGﬂl pRenyl, Ge e@rcﬂpnts @Rampﬁlhylwhan« dhi represents hydrogen,

I h d,th
R A IO M T R S —
r adbratied n@(tluﬁa)adkyh,ydbjnﬂcb(ﬂp-migal&yl, S&rﬂl hyeCoRYDaRyl,  heteroaryl,

and the like. The term

d| h drof u dr.ot hi azol e,
ﬁ?'rb@ﬁfkv ethetesemsivht i @koviyglécal, hewdpwalieh.t pkoxycarbonyl,

aI 0
s p e eub gipbanly, dSpa o o
€O nlaa}'lrgrmg)spherapresmﬁs O etikoxy ca'[aqum:ys etaﬁmkg dr NRgRy, Qcoupdz wherein

8ot HS R ¥ b el e Sen, st o

i so mmsmuteﬂ@n@@mle@?ealﬁdm hhéhk 3 bamehad! (C,105)alig R (Th-Cr)eycloalkyl,

tetrazol yl, benzopérany benzopyranonyi
beri A6yl | hetesesry thﬁt@ﬁwclyl,u posiocRpbyLi nauilf, alkylaminocarbonyl,

azai Qxhiﬂ ndol i ny rof uran 1
ben aﬂg dr ot é@]’h pyrazol opyrim %ﬂh ]Xéteroa:y inocarbonyl,
pyr dmtdrwgdkylmrﬂmyﬂbpnylaz aqu lhaammbrmlplﬁhunocaxb onyl, alkoxycarbonyl,

13?1 Bgf%ﬁon o mﬁft)%g%{s%% ylaﬁ‘éﬁw%/ry d Otaﬂmnyﬁ quxeteroaraloxycarb onyl,
pyr IH&&H)(EW].OX &ﬁ'f)@(%ﬂ)l g}oupg Udn-n Whg n%hereiﬂu IRQa%éiJI&EMjLS SI}ét[tuted oF

pyri_m donyl , aZ| triazi ng benzoxazi nyl

ben z\m@lﬁmﬁ@/ BFOUDé mlaftt &zmna}lkyl, nmbﬂlhioalityh dlntptocyclyl, heteroaryl

pensat s At iy e ERARH RRRASS N reo RRRRBIOR, ai Vi

pur i nyl Suitablezaiibylitutipeno iy sibbiiénts ph SAOXET sdldthed RO hydroxyl,
the gq The term-"heterocyclylal kyl" used herein
i h%?FO 2l9n My L1ERp, CASHIRfIRROfOWRYIH Of Sobsfuted or Umsubstituted groups

L e R B30, S, AL, 60, s

t wel h@oadhm@o llmrh@ﬁdkom,s alipnylp Ia]kg#nyi;e aydedlkyl, cycloalkenyl, bicycloalkyl,

it WG IRk U IR rBHAEHo i AP oarallyl, arlkory,

whi chetewylgvg he&msﬁl hiettr06yclyTilRylt BétoRorRYE h@@fo@h}w&y heteroaralkoxy,

used. herein, either alone or in conbination with

8% heheterogydilosy, hetsrenyelylaticoxy: haterarselylalkonypoylasyll agslory acylamino,
abovﬁmn@% el Jrcﬁlﬁlbﬁtﬁ%li%%{%cg Eag;a oné’a Sugﬁmglg:t, WhAbEfic acid and

carbon chairn contalnin
( 2- f us Welimsivey lspcl( 3s eﬂtansﬁn)lrmmiﬂgsl, carp@ayihmiany hydretsaikyl, aminoalkyl,

(> e G B IR addi ot

" het @I9RnMb Xmmo %gﬂﬁlﬁ’ﬁhﬁb kaﬁxycallﬁﬁﬁﬁﬁlﬁﬁlﬁc|a991é();ycarbonylammo
"het erocyl yI al k enot es hét er oaryl

8t elatﬁékyylma{cksblo ; ocycmylnocarbmyl@mwl y| ablkylaminocarbonylamino,

oy TS kbl BRL SRR AR, HRAST Gity sutto acia
al onendits xianmwbs abdsphoniviatid aﬁait.eﬂerfvaﬁvasgl s, denotes :

a radjcal cont g one to ei ght carhons such as .
f or mAte cmappds a'f (UTa) i weBY 25 igeucslaesnisyithe preparation of

pent %%bundw%mka (wemtaaﬁabh, oY of Hithobd'A1th) K also useful in

14
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may be substituted. 17. C / NOV 2005 WO, 2004/ 046119,

]
PCT/ ( N2003/ 000358 The term "acyl oxy" used herein, 7 Nov 2008

either alone or in conbination with other radi cals

WO d¥HetEd? a radi cal acyl, as defined above, dlpiCEGFWB““"’?’“S

attached to an oxygen atom such as acetyl oxy,
propi onyl oxy, butanoyl oxy, iso-butanoyl oxy, benzoyl oxy
and the Ilike. 5 The term "acyl am no" used herein,

pl@wfneug al mdmamy thie Tisk @ e GAbH AN ailbioBciGbRE M whikiR taas |t§ diseases
enot es an roup as. defined earlier, may be
9 &9 gﬁi%?feoseigmmwwmmse@@%%@wrm heart
disfiRed, | defsbrafisGiflarBYcalSs, Sﬂéﬁgﬁérﬁlu\;eﬁ%i dﬂ?:gse% %H‘ refated disorders.
'nono- subst it uted am no ed herein
Alse, dnBempeunds of prnmlo (HEY arsdsdfidl is, thelereammt an ;amemﬁon of
with-one group sel ected from 10
d%%%lé%%?éﬁ%a{]% Sgg'f! fnutrB({ed al kyl, aryl, substituted
ar y| Tbe .presept ;ﬂvelg:mmuplso drchoaey ﬁ@veofpréﬂéﬁuéalfkﬁ/ tHaThRParation of
ou ghz'u Ir@t% ne, ethylam ne, n-propylam ne,
lﬁ’tdﬂ’ a Iamne and the like. The term
dl S(l‘hétvaﬂidﬁs%%@m lrd@icalgﬁﬁﬁj sibefibds gfédtaﬂg\ﬁh&la %&ecﬁgeéiﬂcation :

conbination wwth “~other radicals enotes an
aggrdsgerib edwbﬁxenfﬂumemgwgrapm rad| cals that may be same

. el.ect fr,om _
| Téug btg{nll i & k&g g%gl ﬁ’ relg,r ﬁftgersﬂgget gyf i ézazngwﬁgon (Wlth other radicals,
: damqtbsah hyd:arg‘jr(hmhedsﬂaﬁi&alaﬁmddjﬂlﬁé Bivd RNweRe carbons, such as methyl,

%’gt | et hyl am no, diethyl anmino, phenylnethyl am no

FREOY) J080-PIRREL 7Py, aveg buirl, et butsboamy gyl ephel, -

hekAN8o Bkx lnh%;[bé t deh other radicals, denotes
anﬂar gst oup, as&%1 aihl ne above i nked thr ough am no

havi Héleatefme@lkezﬂ” viské rheesiosithef mivme tdreinnédotogaivonatvithy other

B e R T B e I Moo

vyt hellyla |2Qﬂﬁer@[ 3-BueAID 205Nk R, V- ﬁéht&srh e’-fuperftélﬂr'l Cﬁlh%xenyl 3-
denotes an aryl al kyl group as defined above |ink

hepenylg - h&?ﬁ’% Rdereryla 2-tepteayly B-kaptenyb ohtiepteayh 6h@pteny1 6-
Ekﬁﬁgﬁﬁ @k cﬁﬂeeTﬂe £ Enzaﬁxegﬂi”qgcl?%ge@eneg%n@%enes of stralght and

enyl propyl am no, 1--na
bZaI(dhedlalpmﬂtwl ) et hyl ami no and t he I|ke The term "oxo"

o o e b o slone (.00 8 U
radikily) GabRe AVincar FDRACRS A kAT aRing ﬁ?d fb%vefve &rHdnd, such as

substituted with an al kyl radical such as acyl or
E&hwhoﬁrprowyhegﬂwny@ml, abbutynylTHebutgnyh Sebutpapty | l-pentynyl, 2-

A SR & B ool PRER L A b and the

lder Thatdrmealkghyle a;ﬁdhméy Idi cana@m.@ngsuch as esters and
am des. The term "ester” used herein, alone or in
conbi Hif te5H \GvelRalkyapsed haepin sather fé‘é‘iﬂ?o@fe@ copghapatipmnowish other

BB alsNGEMAES a GAHPAXY, a(inkﬁmﬁg t eg etB' s\é@é X%EOHSW'}S&? al rb“?rclopropyl

ester noieties are

mdb@mccafntnmaWyl, cetlbleexyt; ayﬂohgpltyl aadlthetlike li ke, which
may subst‘gt yl oxycar bo gr oup suc
pheno'gglectﬂ‘ﬂo A Oﬁg%uyi"r‘ﬁ Ty @ﬁﬂ%l Nt E@@E@E@Oﬂ with other

radicals, denotes a radical containing three to seven carbons, such as cyclopropenyl, i-

cyclobutenyl, 2-cylobutenyl, 1-cyclopentenyl, 2-cyclopentenyl, 3-cyclopentenyl, 1-
cyclohexenyl, 2-cyclohexenyl, 3-cyclohexenyl, l-cycloheptenyl, cycloheptadienyl,
cycloheptatrienyl, and the like.

The term “alkoxy” used herein, either alone or in combination with other

radicals, denotes an alkyl radical, as defined above, attached directly to an oxygen
15




PCT/ 1N2003/ 0003~8 napt hyl oxycar bonyl, and the |i ke, G
whi ch may be substituted; aral koxycarbonyl group such™ ‘' ¥Qv 2005

WagihdRsLiboxycar bonyl , phenet hyl oxycar bonyl , .
napt hyl met hoxycarbonyl, and the Iike, which ney j&ioe3ss
substituted; heteroaryl oxycarbonyl,
het er oar al koxycar bonyl, wherein the heteroaryl group,

i280m s swhdf b edbtiRROV @ihoydi & be substituted; s
o ol Aln Ry, e Srrgoerotshere, grtauny, s,

het.grocycl yl oxycar bony

as&}gg’f?%& xéfaﬁWYé?er,Mdmbﬁhay be substituted. The

term Tasitelen Mg er el al one or in conbination with

ot per radicals, &Q)F(gpP&@gh?rgmaﬁtfmﬁaMGMMmdeMioﬁ%rith other

(AR Sedenopes aprabireainatiiog s i s mno- or
or ulanlsﬁbﬁqe?g%cg%b?%g’ua CHE DBp Ry eani aden, such

5 6 vigtiBgt | d
di Tre%mhﬁf aéﬁy%’gy PR R rReatenoxs) heliont y badmindeikeand the

i ke. Tithermeicmeld a1 | " ysed herein, either
f’a'd%QFg ﬁr in conbi n%?iq%%&)g\n&?'ﬁ’ %EFJOP%GF Batambinatidn with other
ot her”’

NS astickpabisy! tatdidah o astRB bR K Wi 4. e
abiny| amShna§arpq OIE;/YIQ; N %5 %ﬂ) q%%rﬁn]" lgocareggﬁifﬁhﬁ‘} %HRNY to an oxygen
di al kyl am nocar bon " - &y glbpentylogsar .

“Yifoheptyloxyang thedikgani nocar bonyl ", and " N-al ﬁ?ﬁ %ﬂxhexyloxy,

10 hydr onyeatrg} Q a}r,b. onyl al kxl ", substituted or
. L 0 . - . . n
~ ‘unsubstit u[{]1 e%f TRe Hadogen” usedi t&r@ﬂ,@h@:@l&%@ﬁ%}%ﬁmbﬁa%%n with

othggredied 1k \shetmhd aGRLAQY k- denat es ami nocar
- draglical s, as define abg?fgaio%elc Rictiafees togefiuoro, chloro, bromo

dg . i
substi §QtRdTh¢ ternoribalablkyl d@gis aﬁgg th two,al kyl.
sobing:adl Switk Epegt i vely, Preferr egzjl ar "I\Fl\lg\ﬁgr as defined above,
al kyl am nocar bony| ﬁa@ﬂﬂ@eﬂﬁbm‘}h ak @dfhﬂﬁﬁﬁﬁl,c%&eaﬁgﬁﬁeéabiy,

PG (bedshbgi e sath ached , pocagbonyl radi cal .
ﬂﬁ&qﬁéa%@, & uorgmethyl, trifluoromethyl, -

15 kB 1 Ns.qaryl ami nocar bonyl”

_ "N a} té;li :\@ﬂfi‘#?ﬁ%tﬂg‘&w@bﬂyhﬁmm%@h@m SRV hettid ettt
PFgl, dmkd, ﬁéﬁt}augﬁhf,{g)g?ﬁqj r,[s%ﬁect ivel'y, w th one a?@?” ethyl,
db didcab, or ‘one al KyF, $d tﬁf%rwoﬁf]fa@m’:’aienoféha hal RIFA, as

am né %Y%oﬁ‘wcdykyﬂtﬂchbmctou%sogjgggl hadi cal s T
cmuiwﬁétﬁd&gredﬂﬁggoht ani nocar bonyl -t adi car s5 CthaS t Biqrpmethoxy,
“"hydr oxyal kyl™ogdeyy h&klgragthory t gepal @ Ghe i Bie The te

@ﬁh@ﬁyﬁrdembtbha%ﬂéloawg%dﬁ?%}’s, d)gnot es an al kyl T

20 af B8 deéi ned above, ~substPtiEdsH shevendirestly mmenhed to
ﬁgdil%g%r %ﬁl‘éﬂ;@@#@g&@hcﬁsah ( th%ﬁ%/' 3
y dr Oy @ihydryrhyde.0xvpr apyl ;- hydr oxybutyl’,

nt yly,l ﬁg (‘.ﬂ9 %%‘gtﬁ"e ii//st bersing pither mloge of e cd@biihtion with

d
Otﬁén{aﬁlégtgfmresm@doﬁm@ . i n .conbi nation
i ﬁe“%&%ﬁmgénoﬂ% Wongthreggings ywherein

i radi cals, dénotes an
:ug’ :rglgﬁ e“Eﬁt be &ﬁacglF@ng il al pendant defonBe 6 ﬁﬁg\/ﬁ% @\9@ gsf,}ch as
IW;D@M%&E& h. as no- and di-substitute
2 deﬁ{;@egggl 1gifoﬁﬁg¥i§%§f$§7 ’c?%a%ﬁngwgaqﬁhr@d theslifce. b edrm arallyl”
al'o B b idnbuge W, taft i s, ,denot es
1 Sadhol & el 0% SR bERAL, phenethy,

naphthalnkathyir a6 6aly..asq.defi ned above,
A ho %%’u%?u (i " T T ANy denotts el radfoallOR Qofipcn
c |

abayry afpched it bt tlkor gl oad i The term "al koxyal k
mdyRd, PsLELD. .2l ongfo rdﬁly h&?gg n‘% Pﬁ%ﬁ’o?f‘p@?}ﬂywx&@éﬁhe ike, which
dj}%i caﬁs,tege%tégn aaralkbkBxdengtes b aryB¥icyd G d; gd@%\ﬁe
. suelt asabdiegioky, @{bng%&%k&%g%) .. SU Ihi as-m n%el _ %t ? Shafpve,
VD 2004/ 046 1 1 003 Menpiopyloret md the [
30 Wh\é/@ﬁ%h%ﬁqbﬂit,utmiet hoxyet hyl , et hoxyet hyl and tﬁ I ke, fikc,

The gr "qryl oxyal kyl " used herein, alone or in
conbi ra B eiereryEht her hegracstla” psed| pden cither_glone or in
The

combioaidoty with yher cABRILY, thyl, and the Iike.
. -% 5 m"ar aooxy al ky'eéil?’ u(lse ggt%ﬁaml%{ed: Partlally saturated and unsaturated

aped radicals; the heteroatoms selected from nitrogen, sulfur and oxygen.

E )
xamples of saturated heterocyclic radicals inclhude aziridinyl, azefidinyl
16 ,

pyrrolidinyl,



. conmbination wth other radicals, denotes a straig

herein, alone or in conbination with other radicals,

i ncl udes CBHSCH2OCHz, 5 CBHS5CH20OCH2CH2, and the i ke. ¥ 7 Nov 2005

) gl ;
Woeodtsaneny al kyl t hi 0" used herein, either al onq,cq,rm%({]mmmss

or branched or cyclic nonoval ent substituent

. conprising an alkyl group of one to twelve carbon

10

15

20

~a group of

atiiFzol ef | 0 | i nked through a dival ent
sul furogctﬁ%’ﬂﬁ '@Sﬁd‘ggl fPB’éf%Wgnc?eomwndm@m t%m@@eﬁtituyl 2-

atoapipelagihyla s3- nﬁi}ﬁpﬂrizhth mkPp Iﬁﬁlﬁiil ttﬁlggroa%{o%ﬁ% f ewxci)r@hohnyi

%&;X}'{L{L% giaz&gﬁlgy YLt hl 5 and t;ﬁgﬂi IO@S%@!I@JM!L yihiahﬂlﬂmyl and the like;

bt g . e
el

FOPSTagn dibgdrofuram sliltyidnathinzole wind theaikber  r adi cal s,

denot egpancal k oup, . ag defined gbove, attached to
e?%r ¥nlllcj © a_rjé TQfrematioy us@ép‘i’%@éﬂbﬂiher alone or in

hy&mbipetion ahihybthexr r@lwﬁls defHe u&aﬂlraté&ﬁqgeé Igr%/eniléagred heterocyclic

rret hyl ,  phenyi thi onet hyl and the
mﬁ‘n%dﬁ 9%)1 HUDE OBE OT PgFe teﬂI’Wé)IllﬁEﬂelﬁptbélﬁdm O, O orUS; &tich as pyridyl,

hehiei: h n N & inati h. ot
r adl jﬂ feist e%g{rglgpaﬁ)xgir ))P’ gr o yl’ 1§°tg@1z¥rﬁfed“%‘l§6%¥1 isoxazolyl,
‘@ OiSH:r oﬂgﬁilfm}l}{l,v atrewodlyk ultéwﬁzom,o nﬂ.enz {1 Sﬁyranonyl

v%le,@g@)q-,ﬁ nd he, sul.f om such as phen |t ’
nap‘tat;’)‘g I a%qo a{ﬁ 39 Jt;%lwﬁe 1550 Ilﬁl‘ﬁ’i‘ﬂa]ﬂ'h elndglyin &Zalﬂdﬂlvl azamdolmyi
dbtasdipydrdfiarayyl Abéaedin@ethidie! %gﬂzo
%E?I nation,with ot heSr’I r adﬁlh?al dlajrjﬁ }Sldg{grf Pyrazolopyrimidonyl,
al Wﬁyl%@é‘@&o inayl,q e[ll’yrldeﬁ!r@bbv @ymkithyaﬁﬂe diHighoP$rimidyi,

aMMaﬁ) fiidbnyp U
et thypg ar borlllyfS agnaﬁglﬁlﬁeg’gﬁﬁmﬁﬂ ﬁ&] figinggolinyl, quinazolony},

" Byyilopyla r eisidariap, nolazingl dbdnesLizin; gl 32%%%&%91 benzothiazinyl,

C th other radjcals,
a?g% g)%%ﬂ ar ¥1\Ayl rbe%%zolgg EWPW@&OIHbO\béﬂZUQIQﬂa@BEdeMDmazonl

| t Iltbthglgéﬁﬁczﬁﬁ tghCGI—M (y d@ﬁ%&b%%%@@% jag'lg Oi]lfm%myl, and the

like. The term "aral koxycar bonyl am no used
-herelnThe@(J,gpqlgg n W T er radicals,
denot es.an ar alekég)yggﬁ%gﬁ %dr aps g ﬂl £ 196 1 §Bmbmation with

aCthsE Kadiralsy represenisno hgbﬁud 141641 d #bve ted with an
PR B e et

(@@wcm@ommmhdmeﬂm i piperidineally!

‘ Tltm)rplﬂﬂm.alﬁfﬂ mﬁ6ﬁbﬂﬂﬁﬁhmﬁocxazohnealkyl and the like, which may be

25

“al kyl anj nocar bonyl anmo
 GROSPRa b deran listargaraliyotsed hedinh ektei Alond! @18 cBbidAtion with

it E’)ﬁ’?f’%” Sehdetls RleBBEoe 3 4sS, % dhlhedombave isshgd tard oaight or

3 (‘beosh@)satyratag carbbi Sigde oritfin 1%9(6%0'11 uE%@{H ﬁl‘i"ﬁ@ﬁthyl (3-

t
o8 Yime B, L betmie tﬁgb%f’tﬁxﬁné)ei@ﬁfh I(i\t/*;yldﬂhrlhﬂethﬁ?d-methyl -

h Shnilyheinkhe | ane onbi natjon w th g
I‘gyl calys) ggngltl(gsggé %{ ﬁbh% ﬁﬁf”r adFteRtay l"?ﬂgt epgteroaralkoxy”,

ah%WQYﬁlQﬂYﬁo“hetﬁngﬂﬁalkamy”&ldﬂﬁes hé&tefoafil, %%'teroﬁ?lalkgl heterocyclyl,

attached to_an am di no group

- t er m %ﬁ@%ﬂ 27 :%\F/fgips 6?88"%’8 Yefdefiged h‘eqveaat@ﬁhedip apxygen atom.

30

combi nThé GepmVHlabyl” %%étﬁ!ierelha&ﬂﬁ? bidne xeﬂ ltﬁlltjlgﬁ v%pgl other radicals, -

;Ei'tabl substltuted W th’ ot her radi cal

a ﬁ%ﬂ €5 G} icAptainig: pae én eighk ydrbayrsoguph a&&foﬂﬁﬁ,l Besy1, propanoyl,
i

aBﬁ’t\éﬁoﬂsmﬁ ﬂu?a‘ﬁlaﬁfj pteﬁtaﬁoﬁy ﬂéx%l)ﬂo hgptanoyl benzoyl and the like, which

may be substituted.

17.



The term "al koxyam no" used herein, alone or in
conbi nation with other 10 radicals, denotes an al koxy 7 Nov 2008
O%oulo, as defined above, attached to an am no ,9 P
WOPRE4PBPm " hydr oxyami no" used herein, al one BfT/Ip003/000358
conmbi nation with other radicals, denotes NHCH nviety,
and may be substituted. The term' sulfenyl or
"sul fenyl and its derivatives" used herein, alone or
in cbubiemx I'asylonyt hused herein; aﬂhﬁﬁhlﬁne denet@dmbation with other

O R
ﬁ'd\égitsf?éntog%od%m ﬁl? lst%fg fi%ug:g abp e{ci?reg})g,el}t?achf-l@ft@r@mgen atom,
h@heiscmi}t@'l@‘dy, pediorylidcy |bl‘iﬁno§[$‘){%r &) Eﬁtgfté:}\ x?n}ﬂénz*ggfoxy and the

"sul fones and its derivatives" Used h
]a\lfone or in conbination with other radicals, with

ot herThe ¢ , I enot es
radi cal Hﬁ %9ﬁuﬁ]§0 612‘%8 h%y&lﬁgé%% : alg “E‘qﬂ{mg{? Doyith other
dsalss ﬂ?I!Q!i@Se@il gcdegIeup s efited chaflie nmajr Ibyl (;Hgﬂ;(ym C,H;CONH,

ORI GOt cOm S itk ey Costanavi

abov eThﬁteh&C"lﬁﬁﬂlot@bﬁltﬁﬁéh LRk vearhGah, .
et hyl sul fonylu pr opy] %ﬁ#f L in copbination

I's
lltE}éX ?"’é?: rﬁeﬂaﬁey 20 awmgrbup, wybsfitbted wiith,onei gdm;r selected from

T v T O T

swhealkylhminadi gahp sndbdasmpigldisg| feayymiand A-BRyiakfne, n-
H&? term' S‘i‘,ﬂg&at i tut e ed al one or in conbination
lr?m&?ehgr HEme §‘1 es 25 suitable substituents

o N t hathe teash ‘ARLbSHERA afnc® Wost ﬁér%iﬁ %@J Jﬁ%{ﬁe or if combination with

bstitut ed al kenyl, substitute yny
| 8 T dicplp) dengtigsean mmem@wymbsmmd wrﬁnitwconadldalamlyamﬁye)e same

S e,s t|t
o e B S8 1 IR R B ST R Bt . o
padilicd| sgroapzoneswh ia3 cdimbitpRinlies WnbfyRidyeimihadi Qféih%lammo

ch, as dr ox 0 hal o, thio, nitro, amno,
5%5%”1 tP)s'rﬂﬁJi}‘P %iinﬂtﬁlﬁ%‘ guani d| no, hydr azi no, alkyl, -
hal oaltky ltern88am %Elnﬂtg’oﬁééﬁyl}l$ 9%y aloFl % IESEEMmauon with other

perhaloalkoxy al kenyl
aésmdrmtw an bts’émupalai: dgﬂned kabcga; |hn1a¢d<emigh mm@xuvmg a free

20 SRR FUESRERIRGYs ol it hembiisto Sseititariog) N-methyl

hetliao aad eedilde, het er oar yl oxy, het er oar al koxy,
het er ycIyIQx heterocyclylalkoxy
het er g’?é‘i’fﬁﬂ Arlbylpainge” usad yereing eifhen gipne ot i1 eomitrivgtion Wlth other

2004/ 046111?%9%%%%@%% I 2‘%{?‘3‘% %"o‘“’ © %P%‘F‘gﬁifﬁ‘%ﬁ\ﬁoammo having a

dregl valtrmei band (f»ambakgflmtsoml flo@and.gl benAeiniival p¥@stiSUekino, 3-
25 % iter and g? % bonyl ar ni no, hydroxyal kyl,

AT o PRYI, |2 YE'W a]ém%?c yatmepthylethylamitoapdiths dike.
a' ky! tiheOterinh "‘@% Kk, “AFehyP Qsedahlgﬁéins Uifr@PYAREBR®=0) or in

alk%lsulfon | oxy, al koxycarbonyl am
Fogalien M %rrﬁad@alsmuah hyT‘abkglcabdnUﬁ Y \danotes @carbonyl radical (—

f*?“ 5952UAANK A8 3l K ATLARSSL BV LRTLD0 . scecsibed above.

sul f orfte tﬂﬁﬁl‘%aﬁbokﬁﬁc a6t el Berei®l 1088 Grlth Scombination with other
ves hos ric acid and its derivatives.,

- der.i vat
30 ‘i!iLF%lﬁ;I ngtes Gpsc ‘SH gropitangd deghedes G"ﬁﬂ‘t’fﬁ!é’eg pﬁgﬂgboxmry aoid such as

geg{éeﬁslcéxlﬁggﬂdgam TH@% . %S%Sf h?e?qlegégé}l\% %rngoﬁorgﬁagnatmn with other

Ear@étealsll d‘ﬁglot@s-t-@@()p reEeue, Iahdlumt@msldafbobcgmd Wekg sdebitvhtdes, where the
X
‘%F% %‘eﬁyai? &h@ﬁ?ﬂf J’El%‘% AbRyPThosreaRmyl, Maﬂb@m and the

like, which may be substituted; aryloxycarbonyl group such as phenoxycarbonyl,
18 -




Et hyl

97 nn
(2S) - et hoxy- 3- (4-[2-(5-net hyl . - 2-t hi ophen- 2- -yl - oxazol ! NOV 2005

| wo demlo}err€t hoxy] - phenyl } - propanoate; 15 Et hyl

(29) - et hoxy- 3-{4-[ 5- net hyl - 2- (5- net hyl - t hi optéd ' B24pioesss
oxazol - 4-yl met hoxy] - phenyl }- propanoat e; Et hyl
(25)-ethoxy 3.-(4-{2- [5 met hyl

o ‘%1 ‘il? thio hen yI) oxazol - 4-yl]-ethoxy}-
I‘K/(F%s %?PB}S‘ thet like, Fehighl may be substituted; aralkoxycarbon l)group

10

15

20

- 25

30

“?f’;;??m ik o d eIy conen 2

](A?S) ¥gih OW% b(e4£{1123tlﬁtﬁedreh&yioa@1d7§mﬂ85ﬁw| Hemr%?r%ﬁf)}(yca%onyl

et hoxy).- ph I) propanoate
&E%Q%et% %o%éwgé%% E5 MR tthy ge Broae.- ubydh oxgz ébé dubylituted:

R I ik B |
gﬁ}ﬁ:}é{?ﬁ gplvarbp{z E\Sﬁ%@tﬂﬁ&@@ﬁ%@&ﬁ; 5%1?13( as defined earlier, wl:uch may

I'ophen- 3-yl -oxazol - 4-yl) - et hoxy] - phenyl } -

a-nm - N . . - R
il bezof i nSEHSAED. 90 O bt e rical,

3 mbﬁrewypqr opbyadicat &@meaoquﬁ@@tn%e Eh¥ group is mono- o

(§ns{legst{t él nsubitn‘y feds such ﬁ§,|mﬁkﬂmd84 -dynjthptaidey | etﬁil&mlde

@Wylamscﬁeof)l d ?E&[) ﬂl@é I"[K-Hféb’trergg F‘é}ﬂiﬁﬂ@ﬁﬁ&yf G&J herein, either alone or in
‘%’@“E’g "He‘f’%'y Ptlsx é%cb‘FalM Vitinethéroteyhs plvdryl JamigScARRRPANGT, “n

$
&%ﬁeﬁ%ﬂﬁl 0% %gq @&%@ﬁ“i@& -Aialiarlasyinocarbonyl”, “N-aficyl-
]é sarabond” WO W aldl-Duby dkoxdyathited ipbNAB 03/ OQQC?’C&N_a]Lyl_N_
H(?dF%Qy gfi‘,fbgniflﬁlk(‘s metbrjifuted q@F nokiswbspitytéd. oXEEO| télmfél “N-
a;%ﬁ?mwﬁlbgﬂgﬁ ﬁﬂg] N N[di‘ﬁﬁ}‘iglﬁfn%cﬁggnyl’t ﬁelf?)?easrar&@alggc%ﬂo%% ra}(/ﬁcals
éiéf eéf 1{3]3}111\@_13@511 mis;shi;atedﬂmdmmojlikym rioh afKRERLHE alicyl

Mbdise p ano and its
rghla% ?Ta fgg%cf‘igialﬁ giaéaf%r%e}ed' :ﬁ{;glamglocarbonyl havmg lower alkyl

1pgigals E(82 Qﬁscelbhd)xgbo&e{#fﬁfe:ﬁedl(?o %%gb’gaﬁ%oa?h'rgﬁbﬁn “BieY herQ “N-
0

S e R KA LG :admuqmnef%mas@dmals

sxb&tmhtedl; ryskpmﬁwwmh BRERY! FaaRAP RPN L1 B e ary! radical. The

2S).- et hox
%%1 ﬁg%pnﬁalécg}:c Fichdos takéyd ﬂhﬁbalg S)flﬁétrt@éazﬁith Aau)ihé'@a‘i‘bonyl
rﬁkﬁ&}{} 10 phenyl} -prop anoate; Ethyl

(2S) - et hoxy-3-{4-[ S net hyl - 2- (S- br onot hi ophen-2-yl)

- ox aZidie-térny gl t’ \RBE B&le}u( BitiP
435k eh oy 3 {‘Z”gf‘s‘d”net i REEROPSF in Ebligion wigh ot
adicdls, é;} ky. Fﬂﬁ@ﬂyla]s tiﬁﬁopdirabatre; subStitielywith one or more
31%)& ehdioay
byd hy paged Sﬁ"‘éﬁsyf‘%{ s B byrdoosyetiyl, fydroxypiopyle hydseyybutyl,
%ng pycbparimaylea,ud the like.

The term “aminoalkyl” used herein, alone or in combination with other radicals,
denotes an amino (-NHz) moiety attached to an alkyl radical, as defined above, which
may be substituted, such as mono- and d1—subst1tuted aminoalkyl. The term
“alkylamino” used herein, alone or in combination with other radicals, denotes an alkyl

radical, as defined above, attached to an amino group, which may be substituted, such
as mono- and di-substituted alkylamino.

The term “alkoxyalkyl” used herein, alone or in combination with other

radicals, denotes an alkoxy gréup, as defined above, attached to an alkyl group, such as
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2-yl ) zol z | net hoxy] - phen pr opanoi c aC| %d and
its p @e LHI?%%‘PI Ws%gﬁﬁtﬂalﬁﬁ rs@piesor in combination with other

adio eléiﬁﬂseé = 2
fﬁﬁa?gfﬂ yI met ﬁglx}ﬁ{ Iﬁ]ﬁ%tﬁy iaﬂ 51406 prog‘angfa@@g Sgg'i’fﬁgﬁ %%alkyl

g8l abgvey attaghed bt an muitline 2r@udS)
-Eth 4 h f
2- yI Og%ex%;%ll T]Bﬁm?%t %‘oxy?&%lﬁ’eﬁ%% al%#[f’gdﬁ SPmbiation st other

jagdisa hdplmicse thHNiIi—I , Ysuitstde p;h@d@ﬂuﬁecﬁ akittS other ra%lcals such 38 alkyi

0X 5- met hyl - 2- ( 5- phenyl
] lﬁj; }Z/F ﬁ(uq@{gﬁ@l?y?sl? IpRbHPVY is %‘iﬁd}ﬁﬁo ad&yduamlogmjlp
its ph@er BERL 'C .2004/ 04
1190V 20 O%Iks}gé%l?@l\&g%g / %%5’5%%% or fa cc\l/\l%matmn wﬂg other
_ f(d§§|)jlﬁ HOIE- as-a(lkm{mrtogfsandeﬁgeu aﬂe@ attGdHe® k@ ah RRRD gfﬂ)up The
: ’ et hox ropanoi ¢ aci
Rl by R RRind el BRIy Sioh. ol bz i b other racicals, denotes

(—EEDHEnb&kyaﬁdﬁﬁy{st{l&uﬂi@é@yl 2- (5- br ono- t hi ophen=2-y|

Y Joxy} phenyl ) - propan0| c acid and
| ts Sﬁger t if%[é'ﬁl o g%%féﬁ 1415 dissdgrivatives” used herein, alone or in
il el kRl SR SRR IRV W ARG )

oxazol - 4-yi ] - et hoxy prop

Bivalithied o pn@wugated@di@mtaaﬁj maamls heterocyclyl, and the like,

2(S 3 Lh dj
2§/| ) oEfngg SL’I%?'F%' hggy%“YfJB’FFéﬁg‘ﬁ i“és dl&?%%faﬁ Bsed freredn, aidker alone
ot mhmmﬁ UAittC ahsy ra@ﬁ:ﬁl@,p&@b lofhed kS sudl B alkylsulfonyl, denotes

g'fgx%%‘kcgl &%}ger%thmy p‘{){?léﬁﬂx] is sphaipatndioc undibsanitel groups
%}é&Eﬁ%W %%%ij%)l}?t%%%g lﬁbl ﬁ?lalh}(e “Alkylsulfonyl” denotes

yl radigals ods-difined hlkmoeyattaplﬂ&lr’tx& |a] sulfoi @ RAIIOA Csuch %'s Shesulfonyl,
ceut| ble salts;

%t?_]l y‘{ﬂgc%y gml ly ylati/:q?ls: %&aé‘fhmyu pmbg}for(xyq’ ybed Yerein, either

~ Spacoh Qi(bloﬁbmaﬂléh E)&Zth(&h&% &st eﬂ&%@%{yl radxf;als 138 defined above,

%é%;o&‘%&&gd?f%‘@@ gfcgzgmﬂﬁlsuﬁmm lhﬁthhé-hﬁe hydr o- q ui na
52 an it bR IR e B2 B ingsion wih ot il donotes

uiablepsubsti Euaht tha: d1 al

3 gb p I o 5 (E; i é rge rc;z Os[ui;h 4aft ﬁbgtzlﬁufned alk?rl; subﬁttutejl atkenyl,
‘H’ H&’]‘iﬁ% 1, gituted aryl, 28), nintiongd Bywhere in
tﬂe‘k{pétﬁﬁ&a@ﬁﬁn?ﬁéﬂﬁble sugstf?ﬁllgntselhag&é/ biuPLE L hmBe e P e following

M%IS( aio@@ar Iramibiatioh witht diho ) dib whdir 42) dr8410%5, BRI, thio,
?‘g%‘b 5;1 383&354011)/&0 2H. -
qU| i ofRine a0 t AT - i) 1 syapiginoe Ryslegzing,oplill beloalicyl,

perhélaﬂkylEt Akeyey 3- lahé ey N O
st o hengg ro B foonsy p@enyl,  allynyl, - cycloalkyl,
Ei’ eatkenyl, [ hiqyologls mﬁlaﬁkmyl,o alkoxy, alkenoxy, cycloalkoxy, aryl,

¥yla§t AW QP{QE&);] &E%gcyi]yl hetefoaryl heterocyclylalkyl, heteroaralkyl,

heteroaryloxy, heteroaralkoxy, heterocyclyloxy, heterocyclylalkoxy,

heterocyclylalkoxyacyl, acyl, acyloxy, acylamino, monosubsttmted or disubstituted
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3-{4-[2-(2, 3-Di hydr o- benzo[ 1, 4] oxa. zi n- 4-yl ) - et hoxy] - p* / ¥9V 2005
hen%/ll {’ 2S) - et hoxy-propan-1- ol; 3 - {4-[2-(5 _
WORMHAYSID- phenyl - oxazol - 4-yl ) - et hoxy] - pheny|BCT/AN2003/000358
- 2- phenyl sul f anyl - propan- |- ol;
(2S) - Et hoxy-3-{4-[2-(nmethyl -pyridin -
2-yl . -am no) - et hoxy] - phenyl }-propan-1-ol and its 30
préErasdurinoatialkyboisgtatboRylkadcdd and | ivatives st
%ﬁﬁ)e's Et boxy- ?%%2 o Iﬁy pyrci 'dﬁl | %s derivatives such as esters and
yl')-et hoxy}ﬁ}yg 1} hyg - oimiapdkyl s alkoxyalkyl, aryloxyalkyl
pradiroxpaleyl | 1Ry N0 a¢G8AkAD! t Sp . , ’
éﬁ‘ﬁ Et hoxy: 3-,j[( 4-c() 5- 'ne?%% agylt&ﬁ:! o%ﬂlﬁ?@v famina,, gfkylsulfopyloxy,
by 'O‘SW'WTN br oparylaxycubonsRine) 2004/ RAGJAR darbonMamino,
?ﬁﬁ%ﬁ&‘_ﬂ(@gﬂ?&ﬂm aﬂzgﬂﬂigocar%onylgminoz ) %Etox;()a)%;lo,- bydroxyl amino,
g‘?@; 931‘.@:’62;? ngtﬁlﬁlgi s?rg\}afi?%f?&ﬂfonfc ydid 264 {9 ﬁé{[]ivza‘ﬁqgéj)ﬁh})sphonic |
fZ- ?g 1r%wetdﬁy‘f -%‘-3964- nmet hyl sul f anyl - phenyl ) - pyrrol -1-yl ]
- et hoSyikable ¥ | and- & < ol ung
_ ﬁBS}g' E} hoxyi@ 4-{4-2-( g%ﬁ%‘?ﬁn% -tr}e?ﬁk“é’ﬁfx@aé’xg%6?19%?§z|f§% those-
F5ubsd Myathere ingbe specificdion.  ( 2S) - Et hoxy-3 - (4- {

2-[5- 1@ thyl sul f anyl - phenyl ) - oxazol -4-yl ]
- et hog%ﬂaﬁb%ﬁg%@ “propa af‘-’%é‘,“g E‘Q PhefeRdogention includes

iyl [ 2- ( $28ptth 2 = 3 - |
o | et B s
a 0 '

-i = L )! } DO 3- [ 4-( 5- net -2-ph |

] g e e P S A5 - oy phenyt)-
- PPBNQa;t - but oxycar bonyl ami no- 3- { 4] 2-

et pydv- 2- phenyl - -4-yl)-ethoxy] - phenyl} -
BT O b BT U SR5RG12 15 Fasdisbshiophi 2 By omazol-d-ghimeshony-
peeny Gt propancateyy 1) - pyrrol - 1-yl ] - et hoxy) -phenyl)- i S

0 ~1-0i; (2S)-Ethoxy-3 -(4_ {2-[2-nethyl-5-(benzo|
%ﬁ‘é’P %)%’W—'%‘;2‘%Wﬁwlﬂ-@fkiethyétﬂiop@eh-%ylmoh@m—z;L;)i]-eﬁaoxy}-

pﬁ)@ly@'é)‘robaﬂoa&;l ; .
%@Lé%g)hoxy- 3-[4-(1-net hyl -1 H benzoi m dazol - 2-yl

?egpmfw[‘Hfiamﬂ:@nai(?,@iethymh%@heﬁtil%%xémmﬁlﬂ{n%thoxy]-
g%%g%r-opas%%?geiol - 4-yhnet hoxy) - phenyl ] - propan- | -ol;
Oy -ethoxy-3-(4-{2-[5- 23~ i
Et h g@?) 3t a 32@( § Ly methyl 2-(-methyl thipphey 2.yl oxazol-deyllssthoxy)
?-eﬁ‘ﬁéfﬂfp?@ﬁ pan-1-ol;
83 Eafsd-d e (L ReRAZ BRE N S Phen ]
pegyadatdyoxy- 3- [ 4- (5- et hyl - 2- phenyl - oxazol -4

xVy) - phenyl]-propan-1-ol;
R e P hEREl s gt ol bty gheny -
prophicapyrrol -1-yl ] --ethoxy) - phenyl)-prop an- i -0 i;
25
- Et Foldr(23bdng phénd 4R L% aa ol cids
\EQ‘E%E e Eé%;?anff 1?@3??' ély y 5 AL AR it RS - BRI (25)-
Etﬂ xé-"@%‘é‘i "Bt hoxy- 3-[ 4-{2- (5- et hyl - 2- phenyl - oxazol
thyl ) 3efd 5. QPaNe . 2- -Et h - 3-
%ﬁ"? ) g%ﬁﬁ@@%ﬁﬁ%‘#:h‘ﬁn?%%w AT Sk ey -09)-
Y anol ;

Ethyl (ZS)-ethoxy-S'-[4—(2—ﬁ1ran—2—yl—5 —methﬂ-oxazol—4-y1methoxy)-phenyl]-

propanoate;
Ethyl (28)-ethoxy-3- {4-[2-(2-furan-2-y}-5 -methyl-oxazol-4-yl)-ethoxy] —phenyl} -
propanoate:;
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2-((2S)-Et hoxy 3-{4-[2.-(5-net hyl --2-phenyl - oxazol -4-y€j * NOV 2005

Wé%‘”&éﬁo&] phenyl ) - propoxy) _ benzoic acid and its

tically acceptable salts; PCT/IN2003/000358
- (2S) - Et hoxy-3-{4-[ 2- (5-net hyl - 2- phenyl - oxazol 4-yl)-et
hoxy] - phenyl } - propyl brono acetate; 26 WO 2004/046119

VB - ebep-tihtmant 2 opiutias: s 4 AHEAEREf 1
g e olp2=yio Qeytite iR PhienyT !
?&%@Mag%ﬁ%%@wﬁnﬁ%%@“@% opane '

S)Qetbtb@@l{4-@2—@$ﬁieﬂfh—2hﬁﬁlbﬁ9)§y3}l RREIY J15-e 50 pheny)-

%;;(i (ogte E?%‘S%(Epaﬁmﬁ‘iﬁuﬁl‘@uﬁéﬁwwbbsphe nyl - ox aoI 4-yl met ha

_ acid .and it
Do mmcout  2at by Tags meltRE hiEpRE L ror Syt) propory-phenyi)-
5 PRBYAIE( 2S) - et hoxy- 3- [ 4- ( 5- net hyl - 2- phenyl - oxazol - 4-y

mé‘} “%’?ﬁoxf‘y*wf?“-{“% B RLF phenghrignhen sestboratop st memisnnys 1
yltopalleatqohenoxy 10 pr opane (2S) - Et hoxy- I - et hyl
enyl oxazol - 4-yl met hoxy) '
EHJQ gy%)- 31?%‘&% 24'F§ éy 'E't( hiprd-thixiphyd-2-y1)-oxazol-4-yImethoxy]-
ph&nﬁz@nyﬂopan&aée- (5- met hyI 2- - phenyt - oxazol - 4-yl met hoxy) -
propane;
EUS] sl 3 Sty ot conbanhes AR e KO IRAS |

Saprapoxy propane;

gﬂengpﬁ%ﬁ)é 3‘50 t4 (5- met hyl - 2- phenyl - oxazol - 4-yl nmet hoxy) -
BFWh@S)-eﬂmwwm[ﬂambihgiz{é%%}h f XY op) bt e 3
Bﬂeﬁgg mat h 2- phenyl - oxazai - f?ﬁne%ﬁ&%ﬁzglﬁ%ﬁfw tﬁOXY]‘
Bthiyh 0es. - | - -4 _ylmeth
E?rj @%ﬁﬁg(@rﬂ% tyﬂlﬁ',i%l?%lgelig lpﬁglg't/(t ZO% F%z@n;ﬁzgﬁﬁ-)yﬂ -ethoxy}-
911“@&@2@%4 yl met hoxy) - phenyl ] - pent ane;
4- t h I l.- 4-yl th
gégb?sé'ekho ‘t% ‘é?e[s'e?; ‘g%;l'z-(S-ghlgrrc]l)-/thmgl)l(;%i?-yi) ox);zc)ﬂ-cte 1] z:t{oxy}-
@y@rpebﬂmnyte{ { 4] 2- (5- et hyl - 2phenyl - oxazol - 4-yl § eth
52%5 % ent ane;
PR et 3¢ t@-[San¢ibyld(hitomathihaayh- YRBObE A5 Yl elroxy) -

pﬁeh%;ﬁ}o gyl } - propoxy) 25 acetic aC| d and its
Eﬁar rraceutl cally acceptable salts; -(4-B

¥ ZSWW%(S(:%M@%-@ ¥ Ll f
élgg%%‘f’g{%)& et hyl - 2- ph%%y%z é@’%ﬁ%‘ﬁ ﬁm@xy
ﬁ?&f}éﬁm&eﬂ Wé%iém@pnablgn@ltse (2S) Et hoxy 3- {4-
Edyl @Shrethay-354{(E-mgkh rraql
fég%ﬂ et hoxy E[BO( phen’t/1 P p%‘%ﬂ 3‘}% é%éh@ﬁ%ﬂfﬂrﬁheéﬂ]
Phimaeentically mhjslylble Zalghenyl - oxazol
Pyl (pshk hen met hane” sul fonate; 27 WO
2( A 0%61%9%[& %ﬁ‘i‘gﬂé) zyﬁdm-?’ -yl-oxazol-4-yl)-ethoxy} -phenyl]-
propanoate and its pharmaceutically acceptable salts;
Ethyl (2S)-eth0xy-3—[4-(5—methy1—2—pyridin-3-yl—oxazol—4—ylmethoxy)-phenyl]-
propanoate and its pharmaceutically acceptable salts;
(25)-Ethoxy-3 '[4-(5“methyl-Z—thiophen-z-yl-oxazol—4;y1methoxy)
acid and its pharmaceutically acceptable salts;

“Pheﬂyl]-ﬁropanoic

(2S)-Ethoxy-3-{4—{2—(5-methyi-z~th10phen—2—yl—oxazol—4—y1) -ethoxy]-phenyl}-
propanoic acid and its pharmacentically acceptable salts;
(28)-Ethoxy-3- {4—[5-methyl-z-(S-methyi—thzophen-Z—yl)-oxazol-4—ylmethoxy]-

phenyl}- propanoic acid and its pharmaceutically acceptable salts;
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© {28)-Ethoxy-3- ~{4-[S-methy[-2- (S-bromo-thlophen-Z~y1)-oxazol-4-yLmethoxy]

PCT!i N 2003/{{){1358 (2 S)-ethoxy-3 -[4-(5 - inethyl 2,
-t hi ophen- 2-yl - oxazol - 4-yl met hoxy) - - phenyl] } --propyl "~ " N3v 2005

~in.etiianesul fonate; (2S)-ethoxy-3-(4-[2-(5

WOLORY/PSAI | di n- 2- yI ) - et hoxy] - phenyl ) - propyl  PCT/N2003/000358
nmet hanesul fonate; (2 S)-Ethoxy- | -nethoxy-3 -
{4-12-(5-nmet hyl - 2-t hi.ophen-2-yi -oxa zoi -4-yl)--ethoxy]

5 ghenyl} propane; | Ethoxy-(2 S)-ethoxy-3 -(4- {2-

=3
zme@r[ﬁ-mbihyle-gs—hﬂeE@[l;ﬂé?ﬂ%gﬁy )l(%gy)(a%fi gxlyéhgxy}

ﬂ hg]@ ?g&%’é "?‘r@?’ﬂ 2153 Saﬁg&%g%ﬁw@yydcmpmﬂmam -y1) - et hox
-Bleny!
gﬁ%zft h§3§f43‘5f%@‘?§p%é3 Tt thiopbonp-uh)-oxazol g yimethaxs;
W’Rﬁﬁ@wr&] meﬂsmbmynacmmﬂgrmeﬁt&u&ausﬂ hoxy- 3

4 fura rrol - i
© ;E%Ok%;’?y &Yl’t?e ny ?ﬁﬁ%ﬁﬂ‘?ﬂvr Wﬁ%ﬁéﬁh@ﬁ@ﬁhﬂﬂﬂ-@thﬁﬂ-
(é: yIEprapapeis ac1d and its phaxmaceunca.lly accepéable salts;

yl benzo 3] di oxol py’r rol-i-yl)-
(ttﬁ);) a:jog%ﬁgﬁgﬂg} tg) % R[%W ‘HlﬂM&ﬂQ&Mbﬂlomﬁtﬁwnﬂ] -propancic
(a218) ﬁifi&)ghané’frcéﬂtlc{aﬁ Qgc :

furan 2-yl - pyrroIHF3 yls;ﬂtet hoxy] - phenyl } -
PS5

gL oo e s o e
é’ﬁ:ﬁﬁ%‘% Vi %“% 1551}?%%}”&%?@[1%}@ table saits; (4-met hy |
= SL%‘%HZ ;R;J[;g?m EI—R% er? iﬁ(;l&#l daz ﬁ‘l@l{]ﬁh%&%g%@ Hhen@s])'-ethoxY‘

iksph, dhacgutically acceptable salts;
{34{4 5& EBBYRRRRY - ﬁ-’%%%éhyf‘m}’amﬂ-yﬁé B ahenyly (235)

propane;

ﬂ%@ﬁs)%@tdmdw?ﬁm{nﬁcéﬁmm febprdbiRBARY! -1 soxazol 4
}’@) B oy Bt b oSop et plmotivty)ohersihaophadie. aid

ﬁaé@ﬂsphamianaﬁi&my/accelﬁgﬁgggl} propyl methanesul f onat e;
kﬁ& thoxy 3-{4 (5- et hyI 2- phenyl - oxazol - 4-yl ) -et
X Hggléﬁyﬂ lrf?d][aszn ~Zayk renethghdxazb b4 )R RphbsAl b¥opanoic
ac pﬁaﬁﬁ
S?aEt hoxy- 3 %‘imf@?a‘cc?ﬁ?‘)leﬁﬂf %ui nazolin -4-on-2yl
ISR AdAY(S nptinil quasdife:- ﬁ&&zbzté.yg,!{@wgg_%ﬁgﬁyqﬂ)g%amic

salts; 2S) - Et hox - -
?‘%?ﬁ&?‘g ﬁ%‘infﬁ?? é)h%‘"f??l’tablﬁéz - 4-y1) - et hoxy] - pheny! }
28)etibyy-31@qpe ggﬂé h ceutically
acce tabl e {sa t(s %@gﬁ%%iﬁﬁo@w YEIPQQ‘%}-
c 2 %é@@@hmceuttcaﬂy acceptable salts;

g ydr [1,4]thiazin-4_yl)-.ethoxy]
§zph)e ny?}?('% 2{% [Qle(s &'&PP%e 'grd'ﬁﬁﬁ?@#rd 341)1~BFGP0XY]-Pheny1}-
przpamuc ecitli aﬁdhﬂspﬁﬁﬁﬁ?@l&gﬂ acts thiie 4l 0 d

pheny et’hoxy-propyi am ne an
é fg AFF"E X}%&éﬁ%ﬂ%ﬁm’ Iy2- ém@ra:blzqd) mhblsﬁiuyMethoxy]-phenyl}—
propanoic acid and its pharmaceutically acceptable salts;
.(ZS)-EthOXy—S {4-[5-methyl-2-(5- ~chloro-thiophen-2-y1)- oxazgl;4_y1methoxy]
propanoic acid and its pharmaceutically acceptable saits;

-phenyl}-

~-phenyl}-
propanoic acid and its pharmacentically acceptable salts;

(25)-Ethoxy-3- {4-[5-niethyl-2—(5-methyi—furan—Z—yl)-oxaz01~4-ylmethoxy] -phenyl}-
propanoic acid and its pharmaceutlcally acceptable salts;
(25)-Ethoxy-3 3-(4-{2-[5-methyl-2- (5Tphenyl—thlophen-z-yl)-oxazol-

phenyl)- propanoic acid and its pharmaceutically acceptable salts:
24
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5 (2S)-Ethox -3- 4-(5_m| Y[ et hyl - 2-t hi oph~n a
2-yl - oxazol - 4-yl met hoxy) - phe]lyl]- propyl amine and its” 7 Nov 2005
Wo'ﬁ’é{”ﬁ'ﬁééutl cal Iy acceptabl e salts. (2 S)-Et rowymanos/0osss
[4_ (5-nethyl 2- phenyl - oxazol -4 yl nmet hoxy)
Phenyl ] -propylamine and its pharmaceutically
(accept able salts; N
3D +Hth b.@mg{ 2 pheny
% a%@ﬁﬁgr[phen y|1 ]Q%grcgg’t)rl@lﬁﬁ{ ?Iﬁgf/?xazg A etho’LY}*
P %ﬁ Btpangyc 3“1{1 ang QS P@Imectdlyd:allﬁ-a(:&ptable salts;

(‘ii’:‘“‘g"ylﬁ (B e e S B o fuiopbhnil ewpb dviyethoxy) -
ppwplams aditl and fﬁﬁﬁceﬁh&ﬂ %c%gfﬁgle salts;

oxazol o net’hane.

nf%‘g%{z%‘gﬁﬁ’é@ Pémﬁhﬂliﬂirma-ﬂmmzat-Wetﬁem -fhenyl)-

N Pmphﬂityd: add mﬂybhﬁﬁéeﬁhcé}rg de Eﬁﬂ,?gsragt s Pharnaceutical |y

pyl am ne and

zﬁsﬁﬁt able salts

Tees ‘@ﬁ[hé’l'?@ygéwww'ﬁiﬂfﬂﬂ@ﬂnem g bltiéhﬂﬁ propaoic
ro amine and its

'aPﬁar rrggé ut | cg‘i"j‘rY‘u@P&E%P}éi‘%iﬂa% salts; (28) Et ho

265)Fbsy-1-p4- (ﬁembwyl-z PRHeRYA-y10%aZaL 4Gk @ﬁ%% g gﬁqu.nmc

a&g Ia}tldc' e g Bli;iig%,al ceup |aﬂ%ggptf!1btles sa’i)tlgar rraceut | Ca et

2@% e FI,{[%_ / | 5-y )
r.r ol Ch@;i?ﬁ )f g{t ﬂlgglét é% enyh%/br pr opyﬁ%ﬁ%ﬂa %Yf]s PfUPaﬂOIC
ag, 41’&% Bharmaeputicallyacesptatiié lisal t S:

| -5-b f
y %T@fg@*{?’%i%%ﬁ#aﬁoxy Ao erppny Pl uren 21
el 3
s s R St g
5y %ﬁ Ry P-mpgthydya,4-d 212dlZJ-qumazohn~2y1~methoxy)-phenyl}-
piophid-t L@r o- acet am de; N Ehoxycar bonyl - ((2S) - et hoy
- 2- phenyl - oxazol - 4-yl met hox -

{4- (5- et hyl -
SESHYF3-f-4 :ph¥hyl- 1)
, 3%35 3%3.6»']926 %‘igtﬁ?éﬁ%@g o;(tazoé):tyyl% eli{hz Y(] §) hen¥1|}]>Pro%an- 1-ol
oxa agl-hRaeiioxybhphspylty@Mvethexy-yropan-1-
oloxy) I\I-[(2 S) Et hoxy-3 -[4-(5
I | - oxazol - 4-yl met hox henyl ropyi
(?ggg{ﬂg%yd%[ el*%—iﬂ@xl)ﬂ ﬂ)-%ﬂwm-mgjat};gfmf%l] olpl p)\/(P]h -
enzyl ox en
%Y) 2%;3 et ho~. eﬁo h&ﬂ%@"ﬁh@ﬁﬁ Pﬁ‘lgo‘p ok a)zll de; 29
[%Mfmdm—mﬂuﬁognm@tlﬁetiﬁz A hagl‘[y OB | xgo‘é/qg?g I-ol:
R S
(mﬁ"hﬁ”@”@%“‘é‘en a0 B A Fpropan-1-of

- pro

yl ) - et hox
[iﬁ?:{?’f%e{a%yé@fbe}ﬂ dﬂé@l&ah]-‘by&-&tﬂo&y]-phenyl} -(28)- -ethoxy-propan-1-

3—{4—[2—(5 —Methyl—Z-phenyl—oxazol—4-—yl)-ethoxy] -pheny!}-2-phenylsulfanyl-propan-1-

ol; -

(25)—Eth0xy—3—{4~[2—(methyl-pyridin—Z—yl—-amjno)-etho;cy]-phenyl} -propan-1-of and its
pharmaceutically acceptable salts;

(28)-Ethoxy-3- ~{4-[2-(5-ethyl-pyridin-2-y1)- -ethoxy]-pheny!}-propan-1-ol and its
pharmaceutically acceptable salts;

(2S)-Ethoxy-3- [4—(5-methyl—z-tluophen-Z-yl-oxazol—f-l—ylmethoky)~phenyl]—propan-1—

ol . _ )

25



(2S) - Et hoxy- 3-[ 4- (5- et hyI 2- phenyl - oxazol - 4- yl met hoxy . 5

)-pheyl |- propyl azide; 5 Y7 Nov 2008
WRBpENOXY - 3- {4-[ 2- (2net hyl - 5- (5- met hyl - t hi op&efwaoyhoesss

)-pyrrol-1-yl)-ethoxy]- phenyl}- propyl azide;

(2S) Et hoxy-3-{4-[2-(5-ethyl -pyridine-2-yl)-2-(tent

but yl di met hyl - si | anyl oxy) - et hoxy] - phenyl }- propyl

| _?égéettﬁ%ggs (PASHIRRRIL RIS ACSERUADLE ARLLPlcny 1) propan-

10

15

20

0XYy- et hoxy] - phenyl }- propyl aZ|de 10 and its -

. pg@&g}?ﬁﬁﬁ)&y £X g@ {{%X% %HE??@Tmﬁgﬁ%@f;ﬁyl-phenyl)—pyrrol—1-yl]-ethoxy_}-

2 pheny@rpropin-Biohoxy] - phenyl ) - -propyl azide and its
t I ] t abl | t 2S
T e e N
2(39)-aKagob {41y
( %) Et %ﬁ’iy‘?‘iiﬁ%ﬁ%’f Zy%e‘?%gﬁl%ﬂp%‘sm i -gd’}h%tgpw}-
P

- Phsnydrrrerat-lohenyl } - propyl ~ azi de; (2S)

OXVY.s. 3- t - 2+ h nyl '

o b T TR bR PRl gPrethossipbins])-propan-1-o
aﬁ)}tMaﬁma’m’euﬁéaﬂy?ace&ﬁﬁgmtg 2- phenyl - oxazol -4-yl)-eth
I%%) %Pé’ - proPyI azide ‘and its pharmaceutically

a F}g% Xgearbepylapgno-3- ~[4-(5-methyl-2-phenyl-oxazol-4-yl-methoxy)-
(g@nyﬂmp ag“{cﬁ [2-(5-met hyl - 2- phenyl - oxazol -4yl ) - rreth
oxﬁ9 phenyl} ptropyl azide and its pharnaceutically
pedtbutoxgedib@rylamino-3- {4-{2- (5-methyl-2-phen {:] )C/}}lgazgl—-q--yl)-ethgxy]_

rt- bu oxycar bonyl am no- 3-[4(5-ne
ﬁ}e mé’% j yl met hoxy) - phenyl ] - propyl azide;

285, -Ettoky BuloRyYRanRBaRYS. eﬁzfd&eﬁﬁanLﬁgﬁ YEbRY] y1E 2 Vel

xazol - 4- I et hoxy) - phenyl'] azid
" BIPRBRVRL 4- [ 2° ( 2- et hyl - 5- beazof |, 3]d| oon 5-y1 )

R e e G %%é{p‘s’fﬁrpl bpkbriaxy)-

y i el?e*ﬁ]ﬁiiv.rmpén-meEnyl} pr opyl azide;

th 3-(4-]2-(5-net hyl -2-ph
er@i%r‘%tﬁa‘)ﬁ? ipagR LN emm(zééylk?)-(ybtm[stpyéy)mﬁuﬂ%/ phopan-1-ol
t €23 J
@ ’Eﬂ?@ézzzo@m S R X o e om0

ﬁ@’@i ~-37{648- Ii@ﬂ?f%ﬁﬂd!lﬁ%}-%@% -ethoxy enyl}-propan—l ol;

SPEu OB RS 252 S e bl

?ﬁ%ﬁgﬂn&%ﬁﬁﬂ%ﬁa T b LI
3%%% 5’XY-éz£ért{arE2ﬂ@eth35- €5(-met3ﬁfthyﬂbhw2—pl)qjyyﬂol-l—j1!~ethoxy}-

. t@,hgnylgulgf%xtg@rponyl -(2S) - et hoxy- propyl am ne;

25

30

N-t ert-- But oxy /Car bonyl - (2S) - et hoxy
@%)ﬁﬁytﬂ-@a{?—(@hmﬂwl P-phepy 1%1!013!nirlﬂﬁthoR‘?-phenyl}propan-1 %I ~diol;

t r rbo 2 et hox et hyl
q E@WM}’ I?%l}g ég gsﬁ)ll}aeﬂlyl-}phenyl-oxazg)l—él—(yl)—ethorgy}Pphenyl]u

propane

2—((28)-Eth05q—3—'{4-[2—(5-methyl—Z—phenyl—oxazol—4-y1)—ethoxy] -phenyl}-propoxy)-
ethanol; - |
2-((28)-Ethoxy-3-{4-[2-(5 -methjl—Q-phenyl—oxazol—4~y1)-eth0xy]—pheny1} ~PIOPOXy)-
benzoic acid and its pharmaceutically acceptable salts;

.(28)-Eth0xy—3—{4~[2-(5-methyl—2—pheny1—oxazol—ti_-yl)-ethoxy]-phenyl}—propyl bromo
acetate;

26
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W 4e1@14199 et hyl - 2- phenyl - oxazol - 4-yi) - et hoxy%f‘f:r/lé%_(nnmsss

propyl amne; (2 S)-Ethoxy- | -ethyl sulfanyl 3 - G 7
T NOV 2005

phenyl } - propane; (2S)-Ethoxy- | -ethylsulfon

{4] 2- (5- met hyl - 2- phenyl - oxazol - 4-yi ) - et hoxy] -

phenyl) - propane; The conpounds of the general fornula

1 g , b lc), (id d (I b
o1 ehap A by 6 R R v i 15 here 1.
Q@OJSC}IQQWI]I-pm@ane;(CHz)n: x-Ar G Method A A—(&Z
AR SR byt ik

: X , -t $-metiyl- - 2 X
PopgH s-Ar~  (~~) G N3 {Ed) éé}ﬁﬂi) '?'r;é@%)g%po ‘éfée”é’ﬂ"
general .fornula (la) wherein all the synbols are as

9IS Ljaggs. - d by reducti f
Compbimdes orl PP B FRGER  ngews) phabl by

conp:
W@@deégsmwtmwggggmoos/ 000358 synbhol s
and R4

IR SO B ST et s R ALkoy

mbpapeneral fornmula (la) wherein all the synbols are as

lef -ned _ear)ier may be converted to conpounds of
%gigﬁ%?_ﬁyﬁdﬁrér%etbﬂ phm}—etaaolm-ymieh@x{ppﬁga 9. %h@x[o%y as
mepdoged earlier by allcylation, acylatian

(?gl fonation. iii) The conpounds of general fornula

bt ethyl abifiny e {8y 5ok 1AL ined  earlier
hoOR, represents |eaving h;’ro De s_gcgogg"yhﬁf’él’)é?heﬂﬂ}*
tos;/]l ate and the like are converted to conpounds of

(38NBthaky-fl et k@t &) £aldk € r, (| e) wherein all the
synbol s arlie}mas 2f}lncke(fi n{gol(k g%\?]llyﬁ"gféhﬁ#ifoé(é%‘%lﬁnwwmﬂln}-
PEYAPE of al cohol s, phenols, thiols, sodium 10 azide

D8)-EQ8LHB T I um cyani de respectively. Method A
(Th)e corr%~ 0 J%ég-%ge]&l%é-} Hyl'quﬁm@mpyy)qﬁt&ny@du@@do Sy
PEY#pBunds of general formula (la) by using suitable

§@dualLNg, agent s sych as Li ALH4, NaBH4,
3$ ﬁg‘l ‘:[‘9 ?9 methy -2-pheny1—0xazol-4—ylmethoxy)-phenyl]«butyronitrile'

(ZS)-Ethoxy—1H—tetrazole—3-[4—(5-methyl-z-phenyl-oxazo!—4-y1methoxy)~pheny1]- '
propane;
_2-Ethoxy-1-[4-(5-methyl—Z—phenyl-oxazol—4~y1methoxy)~pheny1]— pentane-3-of;
2,3-Diethoxy-1-{4-(5 -methyi-z-phenyl—bxazol-4-ylmethoxy)—pheny1]— pentane;
2- -1-{4-[2- ] ' ’
Ethf)xy 1-{4 [?. (S-methyl-?._-phenyl-oxazol-4-y1)-ethoxy]—phenyl}— pentane-3-ol;
2,3-Diethoxy- 1-{4-[2-(5 —methyl-?.-phenyi—oxazol—4-yl)»ethoxy]—phenyl}- pentane;
((28.)—Ethox§r-3—{4-[2-(5-methyl~2—phenyl—oxazol-4—y1)-ethoxy]-phenyl}~pr_opoxy)-
acetic acid and_ its pharmaceutically acceptable salts:.
3—(4~Benzyloxy~pheny1)-(2S)~ethoxy—propyl—methanesulfonate;
(ZS)-ethoxy-B-[4-(5‘-methyl-Z-phenyl—0xazol—4—ylmethoxy)-phenyl]—propyl methane
sulfonate; '
(28)-Ethoxy-3-{4- [2—(2~methyl-5-(5-methyl—thioPhemZ—yl)-pyrrol—1—yl)~eth0xy}—
phenyl}-propyl-methane sulfonate; |

(? S)-Ethoxy-3-{ 4-[2-(5 ~methy1—2—phenyl—oxazol—4-y1)—ethoxy] -phenyl}-propyl-
methane sulfonate;
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di borane, NaBH4/BF3CEt2, LiBH4, DIBAH and the like. ..
Suitabl e solvents appropriate for the reducing agent ' N3V 2005
ULy Ie enpl oyed for e g. with Li Al TL6 NaB INH03/0003
di borane, 15 NaBH4/BF3CEt2 aprotic solvents such as 358
THF, ether and the |likes are preferred. Wth NaBH4,
- Li lég‘-gm%heot c. alcoholic solvents nay al so be used.
Re v rabroxrady| 6@ -methil- Bghi Ao rat ures rangi ng
frgmh(%flg ifo t he refI?ux t?n%g? tll?%éﬂgg_?, 'ﬁ'ﬂ%t%@ﬁ)vléﬁ’?f@)@mpﬂ
used. THEr "%t mosphere may be maintai ned using N2,

He{2reitaxc (5 ctj [ f |t
48 d%%g . ggg{ﬁ?gfﬁogg% g“‘%“%ﬁ%ﬁt?%klg@ggﬁen@;g{n mEthaI(l)esulfonate;
f ol Wab'wxbé*@"[@ﬂsah&ﬁyl-ﬁ&%lpﬁlé&?_ P Z"TH 3@? aed..

5 t opleRkENEe .ng conmpounds of genera
AIE Iyﬁaﬁli%%ggéﬁ nmesyl ates or tosylates and the |ike

ma xpr(PS psthobst-B4ab b yInabi DB, 4/ hal i des or )
an g’é} glglg Saﬂd suimt(afa[lg g%ltt ‘?’32 ﬁ%ﬁ#ﬂ%@éﬂ sRheE ) esaepl-4-yi]-
for a ))Ip F6 PARRASSU| f onati on  respectively. Suitable
babkE&shdxii(es hydri e : H and the |ike, alKkali

net al JySKC a):%g%kt es e. g.e{idgf(g'égﬁﬂﬁzctﬁioﬁw-&-ommM)—ethoxy]-
c 581t Brogeme; t he | | ke, sodi um hydroxi de, potassium

10 hy@gox 20 ni c S e.g. trialkyl am nes and the
| ife? ﬁatﬁéﬁﬁ g%“%@&eth%‘é‘%ﬁp@ ne-olsezo drylmetioRy) plicRyl]-1-cthoxy
suirppdsee sol vents |i ke DWVF, DMSO, THF, acetone,
diégje_gghoms hane, toluene and the like or m xtures
hereotr * e ‘[za@n'ﬁétbhleibemﬁ]rhsznynp}[mlqi_ﬁ?_qt@j]& elhlﬁ i
F@ro@ﬂ-@tgﬁgsﬂgﬁm reaction tinme may range from 0 Q
h%gé}saﬁgo g/%tqh[o ( & The conmpounds of general ---formula
(1\by e R 2r @pnethgint-Sed BRVI 1 Qups. such, a

s MoRY Lt AL R, Lhe |1 ke rrag o BB By} phenyt).
c&g&uns 0 B&®al  formula (Ic) by reacting with
t -Ethbxy-BH@-[RreSeaee- 9 ike Nail, K H Na
met al ot ags[flu(m car@o ng%%@?%é"ﬁ Hoxi-ghoxy]-phenyi}-

&L (trieHyl phsayesdfodatehe | ke. Reaction may be

CELE) _fu}>59| t.s. ] i ke DMF, DMSO, tol uene,
aget%}ﬁ[g?%ﬂéhgﬁggf‘ﬁegﬁﬁ’lﬁz%eﬂ&?lléidlvwlzﬁeﬂ=mmampemoky]-phenyu-.
PRbOEmedgrphdiROQal9AR358 ni xtures thereof Reaction

o0 18N twes may range from0 C to the reflux
t E%E{r)}gﬁ @SZ'etbcsiFgﬁh@-@dmtémKf@):emhﬂdaﬂdmnﬁmaihm%ﬁl_
mpyopase;mai Nt ai ned usi ng N2, He, or argon gas.

rg@%tcé; ntinmne my range from1l to 48 hours. Method D
ThedXt gw%mé-(éfm@bﬁa-ﬂienﬁpémbm-frlh&&h&ggpﬁe ~1-pr
rgﬁ{pgﬁfnts | eaving 5 groups such as ne ) syIp WHE
té%t{mc:: e may be converted to the conpounds of general
f driithdry-@B3ethoky-6 soXeth@aCiing Wi th nmetal azi des
s €.8. sodium od?o:rl[q%%e ?t?ﬁgc%ﬂreﬂﬁclﬁ%’fﬁz 3 E g. Swethems-phenyl]-
c? or potassiumcyanide and-the like.
I ZR)e&t-Bg) jon be carrjed out in solvents
|i ke DME, Dl’a(/%%,ﬁE@oiz{u{ﬁlgﬁgf%En%fhﬂ'%ﬁ]&ﬂnm-ﬂmM—yﬁhmmﬁs
: th@ﬂéﬂfproﬁﬂane&lmesﬁm%atur es may range fromO Cto
St i u ature 10 of the solvent(s) used. -
' | {@P tE?ngPWg’s' &%‘Eﬁg"%@%é—mhﬁtoama-yl}bmgxﬂ%heﬁ%_I;%pyl amine
anglits lggrﬁnaceﬁ?ﬁ@éﬂglaggept%brf%%aﬁ@y range from1 to
0

h .. The conpoinds e general formula (If), and
30 A .
(&55 %'%Y@E[%f%wﬂﬁ/ﬂ-3mqlﬁﬁ@onﬁ-4-dﬁﬁzﬁni'é%ﬁd}}g}j@gﬂﬁl eraed. .
! ﬁldsi&rb%'mnicleuticlaﬁy%%ce%ta Ie s!a'lts;A- (Ger..
‘((ZS)-EthoXYﬁ-{4-[2-(5-methy1—2—phenyl—oxazol—4—yl)—ethOXy]-pheny[} -propyl)-
1sopropyl-amine and its pharmaceutically acceptable salts: '
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"A (CH2)n X Ar---"' ~r N2 (1f) G Method B A (CH}

 WoAloydBe (1d) G A (CHAII X A-NR R GL (1S) i) The Y7 nov 005

10

15

30

' N-Ethoxycarbonyl—((ZS)—ethoxyﬁ-'{4~(5

conmpounds of general formula (111) wherein al lpdfhig <
synbols are as defined earlier and R4 represents zl\im':ﬁuabs
NR1R2 where - Rl and R2 are as defined earlier are :
re to. conpounds of general fornmula (If) where in
af ﬂgﬁﬁgz=§%%5¢r9~meo[m]tﬂmnﬁﬂ i %g}éﬁgn i ﬁ?' ii) The
canpe Wadl g gflﬁrﬂf?igeeral formula (? f Shgn 43%)-athexy-propyl
i%z;ggl s Zﬁs as daticHbrceentablesiisar e converted to

NP OERESo:0t plganRyas)-&psL I Zﬂ? wherein all the
sypbol s are as defi)ned Xg;ﬂrrﬁf ef“% a&ﬁkt?lpbmnetmicaﬂyacceptable
%cé%l’at ion. 33 WD 20 0410 4 6 1 1 9 07N 0V2005

FENROP3L i3 i ol l
e o oo

33955}%'1""’ gl d) . wherein a Fd
~ear ey AR ftéﬁh@mcmmmmﬁﬁsgeneral formul a

(2$)Embey-eim_al nbol s ‘are as ~ defined earlier

Met Fod ﬁi fl[ﬁe(glglcljel%‘%ﬂ' g ﬂbkov@éﬂ%ﬁmefmkgyg,@n%_lp%ﬁ N and
A PRyStaceivally Mte2pableNJiR2 5 where R and R2 'are as o a0
@ﬁel'tn]?. ngd.earlier may be réduced to conpounds of general
fo{r mul 2o Q) ) Pyl ﬁﬁ?@ﬁﬂ-&[&—(ﬂm&ﬁﬁ@ﬁhgm}l[@%ﬁ(ﬂggcri bed
phenyBitnépyiAngfie.scheme f Method B The conp sYigrethore)-
gﬁﬂg@(l? formula (If) may be converted to compounds of

€

X5t 3l 242 H5y(5an, igilar to_that
pllﬁﬁgr}L@%gylg?ﬁnrée#g%egby o s@%’gﬁe@g@&“% WA YB- ety -
ounds’ ot gemersp tigallyl abceprabic Barr educed to

co
Hd@%ﬁusmz-{@g%@d egyl%I f usi ng’ suitabl e
. ~d- I- A .

_ agenfs e.g.  Pd on’c @o‘%?l@eﬂﬁ?@kph&ny 4
giﬁg&%%%%ﬂ}% sol 8ent s like al cohols, ethyl a?gﬁtikg?’eme
Bthveyl3-keis_ i xtures thereof may be used-
iEée cti o?]r r_rgi(sbeEtggir]?-ipg%lyifﬂ{‘a?ﬂh@é’lmqh@{mhé/ﬂﬁ]—ﬁmfopylamine and

. u@‘[&"ély afwé?ns;t err]E)e{ ﬁt ur eI mayt Ea)ngisf r ome om

go ef | enperature o e solvent (s used.
[(Re_e)lct i'(;éi %@"%%F@EQ’E'@'H%laﬁx‘lﬂérdmm-mbmgx@agwgﬂﬁggpcyﬁ_ St
apppRaddnitnpliashacoliv.ent h_as noi st ET ;
€ inds, of {ahe gﬁﬁ&’?ﬁﬁ”w’r fa (1) may also be
“prepar &g %ﬁ 'ﬁ’@eg%ambﬂmmﬁ‘ﬁé%gﬁ)g?@gﬁh:% ;:he ﬁls
e AL Sy 0
(28)-Ethoxy-3-{4-2-(2-methyl. ’

5-benzo[1 3]dioxo0}-5-v1
. . s -y -pleOl-l-yl)-ethqur -pheny] -
propylamine and jtg phaJmaceutically acceptable salts: }-pheayl}

28)-E ~3- ;

(2S) tho.xy 3 {4—[2—(2—methyl—S-benzoﬁjran—.’).—yl-pylrol-1-yl)-ethoxy]~phenyl}-
propylamine and its pharmaceutically acceptable salts:
N—[(ZS)-Ethoxy—3-[4-(5-methy1

~2-phenyl-oxazol.4- 1 .
tfiﬂuort)-acetamide; | Ylmethoxy) phenyl]-propyl}-2,2,2-

-methyl-2-phenyl-oxazo}-4-y1
Pheqy 1}-pr OPYI)amiue; _ Y. ﬂlﬂthoxy)_

N-B enzyloxycarbonyl—((28)-ethoxy—B-{4—
phenyl}-pro pyDamine;
N-[(28) -Ethoxy-3-[4 -(5 -methyl-2-phenyl-
acetamide; '

(5 -methyl-?.~pheny1-0xazol—4—ylmethoxy)-

oxazol—4—ylmethoxy)-phenyl]-propyl]-
(2S)-Hydroxy-3-{4-[z-(5-methy1~2-phenyi-oxazoi-at_yi)-ethoxy]'
3-(4—]3enzyloxy-phenyl)-(ZS)—ethoxy—propyl azide;

: 28

-phenyl}-ps opyl azide;
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(N) M Further the conpounds of the general fornula o
(1f), and (l1g) may be prepared by one or nore nethods” 7 NOV 2008

welewanidded in schene 111 (a) 34 0?2 NJ v 200%&%)‘%0358

2004/ 046119 PCT/ 1N2003/ 000358 Schene I 11 (a):
HX ArNRi R2 Method F A-(CH2)ri X-Ar (1V) (Va) C1
~NRIR2 {lg) ~ GL Method G A (CH X Ar -—rNH2 (ft)

= _ U t | f | | “wh i
D RO PR Pt
Peblions Sb{A-f2 -*thﬂ@y@ﬂmamyp%oqf,]ﬁ i al,fo rrp{#fa (1.V)

d | °fo ) v%“é{a&‘ > apd its
S e Far FARRY o i
3 ~ _ , | ate, t | at e,
Rt 0 T S i
§ 0§Y*(3riﬁ-LZ-@h@ﬁthIﬁh@-(i}ineEh@l-ﬂm@h%.ﬂﬁ)—E))fﬂﬂilgﬁ?'—e%%]-
onyl © -

- phesyl}Opagyt doftedCyl €.9. tert butoxy car

&r}ééioﬁéé fg[r}gnyl and the like may 10 optionally be
- eethﬂm@ﬁdm@&-ﬁi-z%ﬁﬁf idib T Jsﬁ (hd
of .t he general forhula (la) an [ Hsthoxy]-
T R
ES)-E -Scfe L - i.L + HXA--"T-OR
Vet tgggk)l’: A (%) ért]!1 >2(1 %?’"13! @6{%%“%/@‘3%'6@9@%@}@:0@1 azide
3R¢ (Endgrmaceytically agseptab®s sgltss) GL i) The conpound of the
SNe .;:Ye | erein all the synbols are as
% o {r}?giéy pbes @‘@?@‘@%@Wﬁr@ﬁﬁ%@-@w&%ﬁb propy aridelsnd
l‘iﬁfphg@mmaicaﬂpacmpab_(elsm;wth conmpounds of gener al
é@r_ Io}zgyé%@_)(ﬁ_n\l/\herel n.all symbols are as defined _
eartier Pediaphen-2 vi-osazo ethi B .
apg@kpgen, mnesyl a‘?tﬂgg tosylate, tri f}qg-tygn& f@ﬁzqﬁ k}ig}.i 20 propyl
('#Q%lﬁ@he corl'pound of gengral formula (1b), when R1
SBe o 4ely(P;masylrthiophan Baxyeaihay ﬁ%tfl?xf]%’genﬁ}'l’mpyl

adigal koxycar bonyl and the |ike may opti
converted to the conpounds of general formula (la) 35

(D-Hoba4H2 G4 SRl . 2 o8 K ohens i
(D ot o0 S RS o
preparea by I emethirg-ronpouart-of)-emoeyRheh il Moyl azide
afd M} pHhiRaCeukichIBPIRSRMNIE sﬁts! eaving group such ‘
(ZS).—Amino-S-{4-[2-(5-methyl—z-phenyl—oxazoi-4—yl)-methoxy}-phenyl}— propyl azide
and its pharmaceutically acceptable salts;
(2S)-text-bl;togycarbonylamiuoa-[4—(5 ~methyl-2—phenyl—oxazol-4—yl;11ethoxy)—phenyl]-
propyl azide; '
(ZS)-tert-butoxycarbonylamino-3-[4-(5-methyi-2—phenyl—oxazol—4—yl—ethoxy)—phenyl]~
propyl azide; '
(2S)-Ethoxy—3-—{4—[2-(2-methyl—5 -benzo[l,3]dioi{ol-5~yi-pyrrol—1-yl)-ethoxy]-phenyl}-

.propyl azide;
' (23)-Ethoxy~3—{4-[2~(2—methy1—5—benzoﬁlran-z-yl—pyrrol-l—yl)-ethoxy]—phenyl}—

propyl azide;
N—Benzyloxycarbonyl-(ZS)—ethoxy-B-{4-[2-(5-methyl~2—phenyl-oxazol—4—yl)-ethoxy]—
phenyl}-propy! amine;
N—tert-Butoxycarbonyl~(ZS)—Ethoxy-3-{4—[2—(5-methyl—-.’l—phenyl—oxaiol—4—yl)-ethoxy]-
phenyl}- propyl amine; -



10

15

as hal ogen, nesylate, tosylate, triflate & the |ike,

wi th conmpounds of general forrmula (Va) or (Vb) @7 N0V 2005
WEspesidivel y. Suitabl e bases |ike nmetal hydrides e.g

NaH and the like, 5 alkali metal carbonates ePgI/IN20d3/400358

- pot asssi um car bonat e, sodi um carbonate and the I|ike,

sodi um hydr oxi de, potassi um hydroxi de, organi c bases

N Gerr Bl LN and the li ke may be used.
Re-g%r% Pg@kﬁ%{k%@ﬁ“@ é‘?“?ﬁ%@ﬁoﬂmrarbg@ﬁo{ adiitBaziohvnttoty] Khenyl} -

)-etM@roﬁMina;cetone, di chl or onet hane, tol uene and ~ °
el or t m xture thereof Reaction tenperature
n@g(zrbg—ﬁgéexyﬁﬁqu'gz'é'fn@thﬁ’hé‘PthYll*uxaﬂ)hﬁFggté&hd#{y?—pﬁéngﬁﬁﬁro 1)-
sottueief s) used. Inert 10 atmosphere may bé™ mai nta n&d”
sggg N2, He, or argon gas.-Reaction tine may range
YN beywhh@ﬁd}-ﬁ-t%bmoﬂm&boﬂﬁ%ﬁmg{%]_gr l%rgner al

and [ y

T LT £ A
| 3)9;;:2; %e%%t%%%dﬁ?sﬁo?kge%—g ?Hé%?%ﬁbﬁwy Phepyl}-
sifg

"% ui t abl e deacyl ati on net hods e.g
(2S)EEto0AT R TudGhil4.01 Ay ot ect_t ert but oxycar bonyl or
h¥dr enat | or?gsljlsi n%1 Pg‘} ?gl e'?‘ﬁlgz'l’ W‘Bﬁ@éﬁ“‘ﬂ'ﬂf)@lﬁb@qﬂ\-
prEYsuPEPRRR;depr ot ect benzyl oxy carbonyl groups.

Q18 _$C n r iate for the reagent used may
e 28 S B PRET £ meueli vberm ikt Ayt sthors
ehetytloppeidiane and the |ike may be used along with
trifl gg%g%%g%lim%ﬁagg% AI[(;]&E’;IEISl are preferred for .
hydro IREKE g8ne: a{liirmamel @an -
129 e Qrépat @y By ne’ il mteﬁ{})ger ature of @tﬁ@’ %’@Eg@,fﬂd {Ie)
used. "Reaction time o By Pndecibedip schemed2 hours.

Met hod H: The conpound of general forrmula (l1b) wherein
Rebenee Tacyl , benzyl, al koxycarbonyl, aral koxycarbonyl
and the like may optionally be converted to the
conpounds of gemeral formula (la) by using suitable

e L gn_qr diebenzyl ati orM@®dwet hods e, i djc or
gl'@#’%@ %}}MR«S t 0. depr ot ect —acy™ gr %%Cgén— R gl
hydr og?@?ti on Gusing Pd/C and the |ike under hydr gan G
pressu to deprotect benzyl group. Suitable sol ts
appropriate for the reagent used may be used e.g

aqueous al cohols are used for hydrolysis reacti ofn#lethod B

Al cohol s, ester solvents or dioxane are preferredifor

hydr ogenati on. Reaction tenperature may range fromm 0 C

to the reflux tenperature of 30 the solvent(s) u¥ed.

-Resecig p_g_;qf/n%w ange from fethy @2 hours. The
_conpouné‘s of. forimul 1(I‘H‘E)—n‘ay—.b'e‘—pr—eﬁa§;eqcﬁ %%\
to the fol | qwn§igeneral scheme Schene I | I(cic)“SG OR4

2004/ 046119 A-(CH2),-L + HX-Ar (lva) c) 0 ? Noy #os5G:

PCT/ 1 N2003/ 000358 A-(CH2) X -Méﬁdﬁ ~ reacting a

conpound of forrmula (1Va) wherein A represents

4-oxazolyl group substituted w one or two Method D

substitutents selected from %ituted or

unsubstituted'5 |linear or brghched (Cl-Cl12)al kyl ;

"substituted or unsubstituted single-.-or fused V

het er oaryl or AméCHp)peeAri-T~ H%S; "Ar' represents

unsubstituted dival enJ )phe 1I ; A—(CH),—3CAr N
e

: _ (d) G

1) The compounds of general formula (Iz) wherein all the symbols are as defined iaar]jer

may be prepared by reduction of compounds of general formula (1) wherein all the

.31
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- asymmetric centers and nay

“inclu
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represents ORL or SRI, where Rl represents hydrogen, 07 nov 2005

WwerbtiesnpCi - G 2) al kyl, substituted or unsubsidgdwb&dso
groups selected fromlinear or branched (Cl -0 2) a#& 00358
cyclo(C -C12)al kyl, aryl, ar(d _C12)al kyl, heteroaryl

het eroar (Cl - C12) al kyI 10 het erocycl yl, al koxyal kyl ,

akyihl car bonyl "
yl %%ﬁ(fx?&%ﬂf ony?lagﬁlol%femﬁs?%%ﬁg 6%9?% a¥yloxy or aralkoxy and

aﬁ}qldiﬁ nocar bonyl or acyl groups; R4 represents 04 '

ak: or ar on oxy or NRLR2 groups, where R
h@%r PR %P ﬁ@‘%?fgaéW‘éﬂ (18) rvheirein aif ﬁhat@gﬁmsfg{rgrﬁs defined

leddieX r&sggﬁ‘ﬁeﬂg oces im|ar

t hat Cleg??I bed in I\/%?{; cgmll—)g %v‘g{ g?ngrq? tgr%‘ﬁ?l@ﬁamﬁem all the

h§HPYS 8fery defieedcaanizobm dll@fanﬁmramdhﬁod dMahibehgi n R4
r gpr Yogan ryI oxy or NR1Rz groups,
: ﬁgrrg&e%%p@dg?ﬁ °§serﬁi[e$) rWh‘ime alk theasyimbotshae as defined

cerioual OR, freprovehs Vg gﬁﬁ%sgwgpgg HEFLESTNLE %Oa%g;{‘h% like are

c 0 & Jaa
hgé%%@ ifhé‘? pQunds eﬁg@e@l mmac)o Ckdyroreld) Retterds all the symbols

I e ei¥tlcas we s i ndi vi dual
20 ster eo?d;g?rre[}fétgw %Ir%‘gt %’llrg?s:[gl Otj‘g sP hegglspthiols, sodium

| Prfg Qfese diumn ohmtmmmmuuay@pédw@lylvl xt ure of

| RORRLS sol ved, by conventional nethods :
su gsgmriglr 0 nﬁ Se%’gg?ﬁef% rformuda () arg lteﬂmced to compounds of

dgestadripemnolr (18) H@l hi r al :
ﬁ%‘hr al lc)ﬁ es a )Ch?rlgﬁhg;\ghg%g th t%efltgrw 8‘LA]H4 NaBH,,
%%WB 3%,&@&4;@1:89&@5@5@&&5 smm@ﬁdl%nts a

ropriate
b
-ZFE o R8cig 6 B bl Bt R0V, 5 iy LIALE, NalSH, dorane,

bNAB fa‘ét; 1
i, s coscnsars e 145 IR g
alglk’%ﬁéié‘ﬁﬁré PRAC Sﬂlf%@‘i’tﬁm alspdetused. Riehetion Hhey be camed out at
Ct&ﬁ‘@@t&ﬂd&s fahhing dd¥Rb R to tﬂg r&f %j?&tg?r%ﬂ\ggé@g ,@g@%{;@ aged. Inert

oFtIPsRISHE magibetmrinkined veink INgaHe; BElhrgblgad. Reaction

di-@sty of any of the possible isomers,
gFE‘grﬁg’gfﬁ cal. isoners, being included 30 in the

pMetherdtBi Aie nbhpounhkeseed:d %m!uﬁzg @ﬁ?}‘ 'Lgﬁ{
onal tglghnl .ques knl(r)éll to gé/ ézﬁ‘b acylated or
R GorEesBanqiRg sompounds| D%cgenﬂat ernanls ({ha WSL halides,
aiy R3]
j e??a;?: g?gﬂh&gg%& ’th&g?e@# %? fo ﬁsf%r li{kyﬁltlon Acyl ha¥1des or
y drad eémdos;wglyle sulfbmyd diahﬂhskk@j’( belﬁEéd fof\'chlzﬁﬂﬁeﬁnd sulfonation

Oty R S, Ry oo NaaT )i, skl metal
|Qalduma’rey ey potassain cé%bxﬁ:l’e ‘%‘_"ﬁ%ﬁs“"’f&’gﬁtg %8%%7 81 9 ?lp{dromde

refsreﬁqeﬁ% therein; E.
%Faegﬁlé‘ﬁjc ¥roside, orgrnicyhysesi ¢.2. mﬂwdblﬂnﬂﬂcs amhﬂleVlﬂkeS)ma be used

6
s ity 0958 31 AL 3 B EAREEETIA rbereons
r dﬂ@ﬁom@aga,ytolme tand ghe Bk UP miFtutdI GhGHHS ThaY fimosphcre may be

rotected, according to conve
C emt%}élg us’ﬂéﬁbﬁ eOr aﬁﬂ“@a"&lféﬂ%@@ﬂé@tﬂl&}gagg@ﬁm lito 48hpurs.

dvlethbé @bUxe cﬂﬁﬁblhxﬁﬁe& é&a ?Igﬁat‘pﬂ 3& f(é[?hﬁﬁp[rwnts leaving

conventionally in the
FAPBS B &5 mesyls tosl arpd 61ee1dqe| mgr be copveriat o tcb@?slmas of general

time may range

geRME I ate to e bein
pr ot egl(Iecg'B?{ea{E%E gi %PfeefncﬁlOf%ﬂff‘gq&Pr%&iH:v a metal,
otRspymi carﬁbr@mscdﬁmm@m@e potalgiifh Wdeia€aiif B 1ikd! Reaction

245 al on vvlth ref erence
{‘?‘aﬁﬁ ‘ia“b‘gd ‘?Pé V%t%lék@tl%(g’ DMESQ,doleneranetons) GBIF and the like or
preparati on of the conpounds :af 15 Formula (1) or
{lila), or pharnaceutteally aceeptable salts thereof;
and/ or



pharmaceutical |y acceptable solvate thereof is a g7
wohefaAsghective procedure and that the conpounds of 7 NOV 2005

formula (1) or (Ma), is a single stereoi somerE.CT/IN2003/060358

Favorably, a conpound of forrmula (I) or (llia), is

present in adm xture with [ ess than 50% w w of its

racem ¢, isoner, suitably 80 - 100 % and preferably 90

| mfwsig%mfege@g@h temepesiures By YngBBdi 02%%‘ B{) ;the‘g%ﬁ% %ﬂa%grature

of tHQofkend SN le 95.% 96 % 97 %
99.99 % é%t"isgaé?’ﬁ%‘ TePEhcts Brebappiptaied usbaPayRES oofeon as
E&P%Qnﬁm@n)ayqangewajml@@@athr maceutically "~ acceptable
fekod pergQef . and/ or pharmaceutical ly acceptable
sof vat & ther E5IPVEA AL sepsralcaihylap@ewhat R, rgRestll leaving
8ievp} sitoh a8 hREEQE ] : conmpounds may be

B e mhf B EB ! to 3 rovemponds efgencra

ﬂ)%tne[ rrh'rded using convent i ona

cry§tia bgﬁ’faéﬁ)yb}’ Feacimg Withemetplpizides &l Golia! - MIER: e lik
s}tabﬁeg@%eggoqu @g&‘?el {ferent sites where they can be, = °f
attached, such Ui t1erchttsum ¢yanide and thsdike t wwepectively eReaction

peiapts . : . .
BRE dei erstiedl @t iim solventp &8 EOMF, 'ﬁMSGE \t\lﬁmeﬂégﬁ%ﬁ Y, the like or

mb ceuti.cal |y acceptabl e salt ere
;é%% ggls’ef&&%el’feap“%q fawsrahBesmayaageriionut YC &) th reflux temperature
e pbladites) asdddTRAd: i tion .salts. The
ghaﬁ{)rmceut ically aclge fﬁg%ﬁlgaybbaes%mﬁ@&eaiu@ﬁgﬁl Hs, or argon gas.
BEHPR ™S Jryrrengst fremilso 7@ hontsi on may be prepared by

treatT ' - conmpounds of the invention with 1-6

equi v a%i%%%%?c%? @Ja&gg%gg%fi ﬂorg)gla @d.chind e yudy ibel erepmeedi bynane or
Heerrasthoids, desatbied tn eshb@xide, sodi um hydroxi de,

pot assium 38 WD 2004/ 046119 i N 0 V 2005
SFECI}; Ie 2003/ 0041358 tert-butoxide, calcium hydroxide,

calCi acetate, calciumchloride, magnesi um

hydr oxi de, magnesi um chl ori de, magnesi um acet at e,

-magnesi um al koxjyde and thglike. Solvents such as

A8}~ Acatone, gt her, han etdhapaly, —x-
ut afone, di oxane, propanol, bﬁf‘a}r%ol ,/\I/\NHz

t - butanol, 2-
I soprop |, difisopropyl ether, tert bugl et hefiy or Gy
m Xt ures t her eof nmay RF used. Orgamc bases such as
lysine, arginine, methy"Béh2§i%mmne, ethanol ani e,
di et hanol am ne, tromet ham ne, orine, guaiddi iejan
their derivatives may be d. Acid addition saltis,
wWheT @t8), —appk+ may_b€ prepared by treatnment ¥with
acids such as tgrtaric acid, mandelic acid, fumaric
acid, mali@dacid}! lactic acid, maleic acid, salicylic
acid, citric acid, ascorbic acid, benzeﬁ@@gﬁ&f@ﬁ#U’“\r’\NRﬁﬁ
acid, p-toluene 10 sulfonic acid, hydroxynaphthoic G,
acid, nethane sulfonic acid, -acetic acid, benzoic g
~acld, succinic acid, palmtic acid, hydrochloric
i L co

Rpareshr dhienesd i folrmmsla | (0 whedfi g i FM@I 364 s “defined
. . h t , , .
egiﬁgre tragg Pgt ﬁ:;)féscgrggmg ’r}&@@g‘%%g 'Snyvé,?IIﬂERz ai@ggai%ﬁzéd lerlier are

1@ivEedto eothats af Nayer:N .acetone, .or
e%tur es tlﬁjeﬁ?e%f %?3{%3‘5 aspggtc‘;}%‘%gt“}]gﬁﬁl}ee%@h‘)ls are as defined

ention conprises a pharmaceuti cal 15 conposition,
iiF TRE bk ast ~one of .the conpounds of the
lg ener alfifgglrd?rbf g&fﬁl fcbq:nula( &QI‘&)‘E’F e gib the symbplsare smdefined earfier
areheanveherht ' ' t hei
o0 gsompidagdyd of Qéh%ﬂaﬁf%ﬂnﬁﬂi @gﬂﬁﬂyheg%lg I@'Bttg% sgmbols are as

reoi.somers, their pharmaceuti
dé@‘%tdse,adfeﬁﬁﬁﬁ‘aﬁé@ﬁﬁ’éémlﬁml |y acceptabl e sol vat es
thereof as an active ingredient, together with
phar maceutical ly enpl oyed carders diluents and the
l'ike. '

odB
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20 Pharmaceuti cal conpositions containing a conmpound

of the present invention may be prepared by Y7 nov 2005
woaovenki@nal techni ques, e.g. as described i

Rem ngton: the Science and Practice of Phar %%V,N‘ZT?QOO‘%S

Ed., 1995. The conpositions nmay be in the

conventional forns, such as capsul es, tablets,

t o0sol s -
R o Py 4 dr o Torlg Qi phensimathe sentibice s aindd
onrlibi arairetiuced fol Bkfpo@hdsidf perSYh Akl @f)%}% l ey edia to

.
&glm | rz}%ect abl e sol uti ons or suspensi‘ons e";\" esymbols are as
corrpélsei %ns may contain 0.5 to 20 % preferably 0.5

Metldl &6 t th '
ieéa. nﬂﬁ%ﬁ%‘l‘aﬁﬁé A TR et s o R
BRETS et Re age ddefined eatibruea e @ﬂ&ed&&&mﬁﬂ&ﬁﬁds &V%éh

f&fﬂgpas i taini a co ound of fornul
( Ma) d bgr%)dg urer%re.li 9 that figsorbeddp meghod Ihofsj:hemel
-&ﬂﬂm B)rﬁ‘lﬁaiotnpbhﬂ{seﬂ'&he SneRlk
ut| g@aé )y accept abI e GO%I plm?l%ngyv\?] %%"eﬁﬁ@*%‘éma)ouﬂds
B Wenprogsdugsesinilin o eleht deyribedtiarmdtesd B OF scheme
Encl osed wthin a carrier which can be in the form of
a ca%ege sachet, paper or-other container. Wen the

By vwpamdzof génd:ﬁmtfomilﬂa @y nfa§ 12 ré&léeﬁ ?&g‘pounds of

, d mat whi ch t
Bkl toRud b L Rl reteing, aaniece égﬁ/@l @tmwmaglm and

excl pi en

ﬁ!@'ﬂﬁl;:el\liﬁﬁﬁsb%)gag,% R OB ound_ can
sor&@[ on angr anul ar S%H 2&8% & on thepmixtures
usedoReacien mtl@maﬂl@hﬂlﬁll&iﬁ& ﬁpfbsmﬁé @f hydrogen gas.

R@ddt 8 Qb I Rl ye I ene glycols,

Fo IFlYllligd r oé?gpﬁeog(l% &?lgg ﬁ%gis? :& tf‘ ofu% ferapesttpre ofl the solvent(s)

e edtignimgy alsabtaaeriedodl hdngdl

ﬁéﬁl ?gﬂ%xsg anyl ose, magneS|garrt%%arim(teai%;\it&reeﬁﬁ){13 o moist solvents
a IIJgggar pectin, acaci a st earic acid or | ower

'ﬁhfkvdmlﬁidﬂ&é 6f Gk pBRIrhI & aci d f /

(zm d@q fatty aC|gﬁ gml{tﬁgg&a@ b(fsp ﬁ@ﬁ%ﬁ?&%’@%ﬁ"é@ method

hemedds, pent aerythrltol fatty acids esters,

memnet hyI ene, hydroxyi net hyl eel | ul ose and
pol yvinyl pyrrolidone. Simlarly, the carrier or

di | uent may cl de a ustaj ned_rel ease materi al
known mlP ff]déﬂ)a ltji sug%{ 2@ al cer‘;?# nmonoltiaed Bt e )Sr
glyceryl distearate, alone orGnixed with a wax. (_IL The

formul ati ons may al so include wetting agents,
enul si fying afd suspending agents, preservatives,

?Mﬁ% ﬁm ngwggqft% r flavoring agents. The

For nul atCoRSuBEs Qi eg‘i’ﬂﬁéﬁ%tfﬁ)@waﬁgymbh@gbﬂwbapmﬂa&d b®Sne or
horehetibded clekitel iin sl or del ayed rel ease of
the ingredient after a n1n|strat|on to the patient b
active by enploying procedures well known in the art.
t5 The pharmaceuti cal conpositions can be sterilized
and m xed, if desired, with auxiliary agents,
emul sifiers, buffers and/or col oring substances and
the like, which do not deleteriously react with the
active conpounds. The route of admnistration may be
any route, which effectively transports the active
drug to the appropriate or desired site of action
effectively, such as oral, nasal, 20 transdernal
pul mronary or parental e.g. rectal, depot,
subcut aneous, intravenous, intraurethral,
i ntranmuscul ar, intranasal, ophthalmc solution or an
ointrment, preferabl through oral route. y If a solid
carrier is used for oral adm nistration, the
preparati on may be
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20

tabletted, placed in a hard gelatin capsule in powder _
: : g7
or pellet formor it can be in the 25 formof a

Wéroche or lozenge. If a liquid carrier is used, the

FEFA*& P on may be in the formof a syrup, esesdHi:gRoen3ss
soft gelatin capsule or sterile injectable |iquid such
as an aqueous or non-aqueous |iquid suspension or ‘
sol ution, For nasal adm nistration, the preparation

may contain a conpound of formula (1) or (lI1la)

dicBeot EE):.or suspended in a liquid carrier, in

pg;%icular an aqueous carrier, 30 for aeroso
applCidgiton: TFheasaryLi my c@piaim additives such as
sol uhj hi zi ng agent?%{rgfmﬁﬁbpyr€ﬁéigr?tolﬁ*(8 2)
surfactants, abd¥flpt i'Bn enhancers such as I eci t higy
(phosphati dyl choline) or cyclodextrin, or

preservatives such as parabens. 40 0 ' N O V 2005 ethod G
2004/ 046119 PCT/ 1N2003/ 000358 For parental

application, particularly suitable are injectable

sol utions or suspensions, preferably aqueaass), X_AI/\I/\NH

solutions with the active conpound dissolved in
pol yhydr oxyl ated castor oil. Tablet, dragees or ()

ansud ' talc d/ or a carbohydrate carrier or
%i nder&%)dg?wtaﬁghﬁ ??Pé’mi:}%mﬁ’é? %0} mhateiryy ald uhd @bh]ﬁ)lé @fe as defined

erchier apyl be apriepared Riverefcahl Y, jers for | ets,

g(;[%%%ea O{, ?;P?gl es y?rﬁcl ud% @F%gp%ége? c&f’P?Fa]ts?fg a (IV) with

and/ orpo éé%ff”& al dapuria (Sia)sgﬂ:umirs]mul Snibol areGUehifed 3fler and T

repreRases | e venhi cl e can be enpl oyed.

iﬁ i eg al tabfgtf“aﬁ%?ﬁﬁﬁ%gﬁ%%%ﬁﬁwmaow% Gillasa’i the dike.
tapinynd of benaaldsronia iR [ he coati ng

SR SOURASE of&ﬁ E}e fol | owﬂﬁgﬂegroggiog%lfi ?#?\?%\ﬁﬁﬂ%ﬁn and the

conposi ti ofis Loy ocagbosy iov ebenmdosrsdicarbon(lasnd (B fike may

esiepalisnbt convered toliieEdounilSAlen SLALENAR ) VB! 2€

é&ﬁrct}ngé_%tgl croc(r;lyst alTine cellurogenslagiy: hy|

cefPTHES ¢ 1ggBeTak formubt @ay aide b nlag e ’P’ng}%h%; gneGép

r&étabd'ig:de&g%ﬁqﬁg heﬁet ﬁgbgm di oxi de Beeswax 25 r hauba T

wax Ethyl vanilin 'F “conpounds of general fornmula

(1) or (Isla) or the conpositions thereof are useful

§c‘BEmE|Tﬁg%feat ment and/ or prophyl axis of di sease caused

by

Gy

© NOV 2005

H. X AT ’\'/\ NR1 R,
Gy

, .

metabol i c di sorders
A-CH)L ¢ HX-Ar ™0, Method F A—(CH Z)H-_X_AI/Y\OR
v (Vb) Gy _ ” & 1.
Method H

A(CH) XA

tay Gi

1) The compound of the general formula (Ib) wherein all the symbols are as defined
earlier may be prepared by reacting compounds of general formuia (IV) with
compounds of general fonpula (Vb), wherein all symbols are as defined earlier and I,
iepresents a leaving group such as halo gen, mesylate, tosylate, triflate & the like,

if) The compound of general formula (Ib), When Ri represents acyl, benzy}

alkoxycarbonyl, aralkoxycarbonyl and the like may optionally be converted to the
compounds of general formula (la).
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30 such as hyperlipidena, insulin resistance, Leptin

resi stance, hyperglycenmia, obesity, or inflammtion. ¥ 7 NDy 2005

These conpounds are useful for the treatnent of

- waoypeyedolsesterem a, famlial hyperchol ester e%ﬁ
WZ‘QO.};’(}OOSSS

10

15

20
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-~ herm psition depends wupon t
treat glgngng%s

hypertriglyceridenia, type 2 diabetes, dyslip
di sorders related to syndrone X such as hypertension,
obesity, insulin resistance, coronary heart 35

NISEES | ergsis, xanthomm, stroke, peripheral .
vascul gr %%@@%@ngﬁgﬁhlggw fogmala (B e, (To) alagtbeC prepared by
- OAPPRE campoursls of gehdhinfolemal(r D685 1o

gk gBr yl one Gr itis gl?orre?tﬁ‘?s‘gﬁ‘? _gzrieé%égeﬁl éspﬁ leaving group such
syndr Bre, "Ry fekis drifletp b tisdiker wigth SompeinddQRateival formula

i&¥phoo B {,ag): cystic ar,i,an syndrorne,
hopg‘??)j;i g?&?%iy'aﬁ%@?éefgi%soﬁ? mﬂa?x ygridesoe. g Waid smdohe like,

ost
' f@f@ﬁ/ Belgh cerbpmrey M2 GRERANRD LaosRAS 851 ' .
X E&im]ﬂy&}@%eh S’d the like,

Y& LMY xR Losclerosi s, Xanthoma, pancre
S IB e bSRLITE R ASR e basgiee.gotmativh dmim ahBehe like

iy dwtusedh Reagtidiemas!bé B4 i i al |
QF‘Q Lan %l;tg nztcle o?ﬁg%géﬁﬁ%‘?gg? %%Lﬁ%aﬁleg@%ﬁ#ﬁkgmﬂ ﬁhé’o, THE,
ha

erim Womgiaas slnew erd theelikorat thenmiBulf thereof. Reaction
mmmglﬁgmqp@d?oth-é?gﬂg%%&%nds of the present

i nvention are effectiveé ov ¢ selyent(s) used. Inert

FEMRsphsre mayebeomaintaintaiaine NTHE of fardi iR i on and ‘
R ifioh 3hpE Ry range
I's determ ned by the physician or

Method Gaffh | f Lag th ject.

Gosial mﬁ‘%@ﬁﬁ %&j‘%ﬁ‘%? % B Gut Db Fo ang o i
gbfﬂﬁ?d) HERNRY B L¥nveld uni t ?(gsaogﬂo%rm cjggn%]r(i seéﬁphd the
ahout ~ 001 ?@I 106 ng o‘? R #53 %’&Pﬁ%‘%o"fgt%eﬂﬁ@# doimulg (36 by using

Yifaple) deagyatzon methode eigngifegiaedi t B LW
Ei 1o . e ?c a? raFiea?'.% Aﬁo&%ﬁ%@l&?)fyg Biogny! or

et | cal ccept apl

. g%%? e%?%é bty %& G ?ﬁg?‘a!dﬁf hydipgeteprssiireon deptotest dedzyloxy
edhomil Ridwads] Siittab ' 0. 00 to about
400, et or Sty Ryt Brt S the e 596 iy o s .o
elerizgleq glédfp?ﬁgbw vt téinggMeﬁm? afd mﬁaﬁmgﬁyt Eé:ﬁ&éd%/along with
& ar il uent. n anot her asSpect o

i ﬁ‘éﬁﬁ‘}%‘iﬁgﬁ&?nﬁﬁ%‘%nﬁm A GF bidemensinn. dvacton tempersture

Byagei foom of °C e ted SAa% 26mpa) O(Ltqﬂ re o
EZ H“%egl}?l n, a %‘Et her aspg‘??@of “the %?Q@éﬁgﬁiuﬁs%&?aﬁﬂfm time
usg oE° B o @igompounds of the general fornula
Meyhodr H |'THe) Hhar ' ly,a table salts, for
?ﬁéa{%ﬁarlg ic%%p Za(t)tb 0 C@H%%{é?éa ' E@ﬁ"e‘ﬁ'lﬂ Rar ist peyl, benzyl,
Aaylasolorxyparboryit dndntheflikgi ﬁ[ﬁg,t' i
édlﬁp%uﬁ@scld t i ro ?ﬁz]glg I n, st i?lgﬁ?%rg?he ggp%gg}]é%’\l‘d to the
th &9 pres eg%%f‘?{\"z'; ﬁ&f‘%’# béffusé%es@@hbodmﬂatibntdredebenzylaﬁon
ént.g aidiotdrod i- ' ' i th )

eyl g;éjli D s o ade R if o ABHROREE B3R, bhp or bydrogenation
i B,  hgdikerunder hydropempremarectoadipgotect tehbfSi8ig) Suitable

dolNEnky : I I insulin, fabric acid

der va%@\g/ﬁepsn,?a%mﬁ)g g%?ﬁ%g&{atgll%gd may, be dised, exmagueous alcohols are used

forohvsiselysio | reactioms obAleotals, Cstd Y10&its a5 diahibi £or s ar
}%{a% xidants, which may: be adm ni st eaeglotgkgﬂé%takgrﬁrgfened for
1t he St Reactipn tpperadirg may tnge finer & PEtto dl deflux temperature of

the gsitdi(s) eR| i ' ained. j.n detail by the
fxgﬁm o R B e S 10 720y vy o
19 pspronndonf fminylaafitia) ey bé prepare Qubtdg o Rfe following general

&Rfgirued to limt the
Scheme ITi(c)
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m) was

30 scope of the invention. 1H NVWR spectral data given
in the tables (vide infra)- are recorded using a 300 g7 NOV 2005

woAMoogpect romet er ( Bruker AVANCE- 300) and reegfﬁﬁz%itamsss

S scale. Until and otherwise 42 N O V 2005

2004/ 040119 PCT/ 1N20031 000358 nenti oned the sol vent
used for J]VI is CDA 3 using Tetranmethyl silane as the
internal standard. Prepagation | 5 Ethyl '

(2S) - et hoxyy- 3-[ 4- (5- et hyl - 2-t hi ophen : o
2- YA—Qot3y,6H- 4+yIHmA1®>‘/g“hepyl l- _propanoate (conpound
No. 1) OEt OH3 A.mixturelof Ethyl A—(c z)n——Xﬁ-Ar/\,/U\Rd
(2S) - et hoxy- 3- (4- hydr oxyphenyl ) - propanoate (4. 09 g), Gy

and ant}%,g)r ous pot assi u& carbonate (3.33 g) in DVHu{40
cated at 80 C¥8r Ihr. 10 The mixture was

cooled to 50 C and

4- ghl g& - 0= Rt - 2= 1 hi en-.2y1- oxazol e_:i' (4.4

g) Was_aad e%ggmrlﬁoéﬂrﬁ 82%‘%@8# (ﬁ‘{lfgfw eée% EpFspe ddoxazolyl group

he #tbsiijuted w80 oGefonrtwd shbsiiutdudd @[ectekitfrdﬁ‘@%&ﬁﬂt@cﬁox&@mggstﬁuted
e crude

or 316, 51 Bncly e Culp n Sbwipteden sanbstied Sagktor fused
r g ovir Aok Curbalty - roprpieh St Bl etigbony, G
ev ApRPENE] O der SRE wheecRd rmmmr@&@@pmoﬂ@_?l%ﬂkﬂ, |
b oftiiyeed WP uEMATLRY slods Blacita 5w Linger pbrencheaaCraliyl
( 66y8OJCiCisplikyds aryl, ehﬂé@ﬁtd@q@ T pdierd o’nt Eétlg'?)ﬁf%ﬁ-cm)aﬂ(yl,

pr dyct gﬁ'ac | ourl ess solid re arati

( 2%3-""&?‘15( (o 3?‘?{2’-@[@5@5-1 AstawyRikyk hi alipdrmarBenyl; 0Xaegiokycdrbonyl,
L LBl B PRI A BB %l s
( 2 SpRigteREH3 alloxch g tiargloxp eslydy- @ INRORD @2dups, (Whele ) & R, are as
an%eﬁﬁ&{ §l,um: car bopat e $1. 51 .g) in toluene (15 rrEC)

was heat éd at 8¢ ¥ e fjpm 1%&‘%%@?’&?@% bygopreckss similar
50 tCtimh desvlibdyin Rieftfoamt Msle 2 t hi ophen- 2-yl - oxazol - 4y1]

25 ethylsulfonate (2.56 g) was added. The reaction

i it ustion@lly G9ddolyalRdinh ec%ﬁ%@&dg(gf %Pvag\% ¢ re{) (%gertﬁll‘rr_i)sRWresents

Later it was cool'ed to 20

ad K&n%“aﬂﬂ?@,@fﬂﬁé}' 48 NRGR2 @mp@%ege _%IL )& Bgr ﬁﬁe%%!&'m%%arﬁer,
ext t acet X . e. organi c
X A AR ) DL b b 0
m.) aiibe dompdumalée()- wgﬂﬁb Q¥ $he PrliseHD igtnkiBh %aey-r?gve asymmetric

gol vent .was evaporated under reduced pressur
BEAP And mag; GFun eiien @8 rackmeates oop decemic Imixipresciscielvas individual

tbfeORBOG! ARG VHicd LehR IRkt I8 Y| acetater
ctrorca e cipcd iied SpiodlyEd on Bl imvontion
tigredof stercoisorhers meaychectesaleedsby ednveviddhl methBdb S@ as microbial
PRONES Eih lf.oI L. ow,.ng conpounds in the table | are
X gpar% efooYLP%\)‘\l})eh@a%ereomenc salts formed with chiral acids or chiral bases.
Chiral acids may be tartaric acid, mandelic acid, lactic acid, camphorsulfonic acid,
amino acids and the like. Chiral bases may be cinchona alkaloids, (+) or (-) brucine, o~
methyl benzylamine, (+) or () phenyl glycinol, ephedrine, amino sugars such as
glucosamines or a basic amina acid such as lysine, arginine and the like.
The compounds (I) & (IIa) of the present invention may have asymmetric centers
and may occur either as racemates or racemic mixtures as well as individual
diastereomers of any of the possible isomers, including optical.isomers, being included

in the present invention These can be isolated using conventional techniques known to
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method sinmilar to that described in preparations 1& 2.

F 7 b ]
Table 1: R4 Ex. No 1. GL OR R4 OR 07, ' OV2005 y 7 vov s
WBQ];(,J,(N% 93/ 000358 Mol . W 415 yield 51 CHz 2. 3. 4. H:
1.16 (

S b TR0, 122 (31l %;_7.314317?‘)1{”?&“‘3’“0353
)5.57.3/82 (11 m, 5,97 (1H'1, 3269 te), 4,15 (21
'%e?sm% :Sgg&’é iR 'i&% fﬁ4 (Iggqe(s Zelsﬂi 1%2[(&2&3;@;;6%%5 '_Ed%i Resolution®,
TWaey (ditoiefich, Fléé*}ﬁ&%gﬁé@g?%@&o@hﬁgmggn Maicel Dekker, Inc,
ﬁ, géseﬁzlg?;i'?ﬂ—zo.@aﬁd referencks ?heléin;'ﬁ?%{. égl%é%((%?ﬁ_l Sﬁ:zeldrack and J
ﬁ;%%j%lagf_’éﬁ%hﬁyzinz S;Er;si%_:[’% @6)1119 2_?13}1 :S’tZSflins,d Inc, h;?@%,’gél-% and
Hgferenze Bre7eify9 B 1L, %1%@1 alflé- é% }é%&rf%i’ 'é:§8§tgfe%%%@s@g 1ef. Organic
Celtndifle T Bl 2 o, o 1999, 2971664 @d referendés thGrof) -

1. 24 (IBRilt be dpﬁee}é%c?ﬁ:htz 3[12‘)13% %ggg’%—'ib?;% exéapgczmg(de}lt:@:t%)ﬂs any6Ractive
2.96 ( Zt&él’ d, \]:6.l y O : A ’ _ _
EIREP Hythe sutsizateppletule may be protected, according to conventional chemical
practice. Suitable protecting groups in any of the above mentioned reactions are those
used conventionally in the art The methods of formation and removal in such
protecting groups are those conventional me;thods appropiiate to the molecule being
protected. T. W. Greene and P. G. M. Wauts “Protective groups in Organic Synthesis”,
John Wiley & Sons, Inc, 1999, 3% Ed., 201-245 along with references therein.

It will be appreciated that‘the above-mentioned preparation of the compounds of
Formula @ or (M), or pharmaceutically acceptable salts thereof, and/or
pharmaceutically acceptabie solvate thereof is a stereoselective procedure and that the
compounds of formula (I) or (ITa), is a single stereoisomer. Favorably, a compound of
formula (1) or (illa), is present in admixture with less than 50% w/w of its racemic
isomer, suitably 80 - 100 % and preferably 90 - 100 % pure, such as 90 - 95 %, most
preferably 95 - 100 %, for example 95 %, 96 %, 97 %, 98 %, 99 % and 99.99 %
optically pure. | '

Preferably the compounds of Formula @ or (Ma), or a pharmaceutically

acceptable salt thereof, andfor pharmaceutically acceptable solvate thereof is in
optically pure form. '

The absolute stereochemistty of the compounds may be determined using
conventional methods, such as Xeray crystailoéaphy. ‘

It will be appreciated that when substituents have different sites where they can

be attached, such differently attached substituents are also included in the present
invention,

“Pharmaceutically acce-ptable' salt”, where such salts are possible, includes both
pharmaceutically acceptable acid and base addition salts. The pharmaceutically

acceptable base addition salis forming a part of this invention may be prepared by

treating suitable compounds of the invention with 1-6 equivalents of a base such as

sodum hydride, sodivm methoxide, sodium ethoxide, sodium hydroxide, potassium
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J-6 66 Hz), 4.17 (211,
73-6.76 (111, n), 6.
W‘a 2QiE8e, 7 40( 1g|, d, 51
2 -

q, J=7.11 Hz), 4.92 (2H, s), I
2 (2H, d, J=8.61 Hz), 7.17 2H, Y7 xgy 25
3.6Hz. cH3 OEt OR 443 p&ankhios/000358

1.15 (3Ha t, J=6 1.2 (3K t, J7.12 Hz), 2.3 (31,

s), 2.5 (3H, s); 2.94 (411, m), 3.33-3.36 (IIT,

'm), 3.56-3.58 (1H, n), 3.94 (1H t, J=6.67 Hz), 41-

7, 2H, . d,.
RN WA X %Z’gm %f—*?%ﬁa&wm@ " pasvgsion
: hg%%z;d@ﬂrg@&@sgm ghlorxdeg magnesiifin a&tfmnﬁﬁn o 28 Hde]an& ®he like.
S?gz%%ts s‘sis;h ﬂsz &rg& ??itbne thzegélgfﬁl L ]tianold EZh}%@ g—bl)ltgggl 2—buta110ne
dipxgpe, projanpy bmtannl) 150&-0531103 (ﬁ@oﬂré]%ﬂ etia} ter;% b§t7yé &éh(eﬁ E;inilxtures
t&?&f@ﬂ?g%é ugezd/]' ( :P’Ifﬁi.n(le/ 3sgs zﬁqh asgjlysgmg a@mh{z metﬁyIZEen?zﬂthmne
ealaueiamﬁlet—mjethanoﬁm% Qr%ﬁlethqmu#e §]§[§"%lfl—%)5€“t‘ %,watwes

5 t, J7.0
}fS‘?%E'l‘g&c ad(dQ'OBS‘-"altﬂ WiRrved 6pplichble I’!i)ay ﬁ’a kgé’re@ By treatment

3-95 (IR t S).,
“ﬁthiﬂémasn%ugh %%Q[%ar%ga&d Fﬁ_{@dﬁhcz 201% Zé!maﬁlf acgl? ggh(; 'Lappd dactic acid,
maleic goidy ;ahcﬁl.l@ @m@ ldifhic adid, &Emﬂ)l& acitiZ ben%eﬂe"’su&mc 8cid, pstofuene
H OH 0 113 OR 4
s@ﬁgnc] ac?%,% n{;p tl%mé? a@i Ipﬁt;mnelsgﬁom acid, deetic adidHadnzoic acid,
sm @.&ﬁ,lpal:ﬁfltzogaé@i tgdro]:ﬁﬁmé Q;l%fé'z ?ﬁtirgbrt%an 8’6“%‘]}‘5{‘?? aclrg nitric

a%d %2d ttl? i*g la solyents jspcl waﬂer,g ﬂcélﬂﬂs]. eﬂﬁ:}s g@ %cétgtlal dioxane,

«TgilFl dcl;v?% el 1 s }gjc(\%é} 6%3{@ ke}olggsuc—,'h g@adftqu or Imxtures thereof,

other aspect of the present invention comprises a pharmaceutical
composition, containing at least one of the compounds of the general formula (T) or
(HlTa), their derivatives, their analogs, their tautomeric forms, their stereoisomers, their
pharmaceutically acceptable salts, their pharmaceutically acceptable solvates thereof as
an active ingredient, together with pharmaceutically employed carriers diluents and the
like.
Pharmaceutical compositions containing a compound of the present invention

may be prepared by conventional techaiques, e.g. as described in Remington: the

Science and Practice of Pharmacy, 19™ Ed., 1995, The compositions may be in the

conventional forms, such as capsules, tablets, poWders solutions, suspensions, syrups,
aerosols or topical applications. They may contain suitable solid or liquid carriers or in
suitable sterile media to form injectable solutions or suspensions. The compositions
may contain 0.5 ta 20 %, preferably 0.5 to 10 % by weight of the active compound, the
remaining being pharmaceutically acceptable carriers, excipients, diluents, solvents and
the like. _

‘Typical compositions containing a compound- of formula (I) or (IMa) or a
pharmaceutically acceptable acid addition salt thereof associated with a
pharmaceutically acceptable excipients which may be a carrier or a diluent or be diluted
by a carrier, or enclosed within a carrier which can be in the form of a capsule, sachet,
paper or other container. When the carrier serves as a diluent, it may be a solid, semi-

solid, or liquid material, which acts as a vehicle, excipients or medium for the active
' 39
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), 1.21 (39

CH2 R Ot 429 63 H 1.15 (3H, t, J=7.0 Hz), o

t, J=7.10 Hz), 2.34 (311, s), 2.92-2.9-6-(4K- 14 07 noy 2605
Wo.B0HBsBG (111, m, 3.56-3.61 (14 m, 3.92 (111, t,

J=6.64 Hz) 4.12-4.16 (211, m), 4.17-4.22 (21PCHYN2003/000358

6.82 (214, d, J=8,58 Hz), 7.14 (211, d, J=8.55 Hz),

7.33-7.36 111 m7 55-7 57 1 s- N, 7.83-7.84 111, m.

IcofBbueR HE . 1.16 (39 t, J=6.99 Hz), 1.22 (311
t %71“12 H )%g@i 49 }l Gan, bezab,sor_be(i on # prandlaB@6R ’cogtainer for

FEBRlcHR) 2 sacHRR- SordB bt Ly 7-3.63 (11-L m),
“ﬁfmi% fg‘f?“q A Wi 2safl solutiomdy alcohols,

_ - J=6.63 Hz),
E%%ﬁl}%ng D&t@g( E‘il,yh roxgpeghogfiatdd )castds e (I\Il?elcnglg fgll o‘]i;rg i)&v_-)lg gelatin

1057, @fra7albil @dbse Myl q79-7. 8731 m .
iy clpfettgs,) amylosq pendsiteim) stokse halc3Gelatin

RSB Oy 91

15707 12205 steari@add (B ldwesS)ik -20,99 (411, . m,

i 13030kl bl i) 5333, 59( 113,112.???6,%5 g’?%ﬁ%‘%ﬂf% ‘sificiC acid, fatty

%?72%) A 14(2 5 Ay Aridsymppgglycarides iﬁldlglﬁﬂfi@ﬁ@?g@%gemmﬁol
) 2085 83c{2 bty chyelis oo brymltodifb: o33 polgeoisrondone

Similarly, the carri i i
¥, ihe carrier or diluent may include any sustained release material known in

the art, such
It, as glyceryl monostearate or glyceryl distearate, alone or mixed Wwith a wax

may be formulag i i

. - ted 50 as to provide quick, sustained, or delayed release of the active
0' - . - )

ngredient after administration to the patient by

the art,

employing procedures well known in

The p i POSiti
. e pharmaceutical compositions can be sterilized and mixed, if’ desired. with
auxiiary agens i o I ;
‘ Y agents, emulsifiers, buffers and/or coloring substances and the like which do
1ot deleteriously react with the active compounds |
The route of inistrat '
f admninistration may be any route, which effectively transporis the

.If a solid carrier is used for oral administration, the prepaiétion may be
;abletted, placed in a hard gelatin capsule in powder or pellet form or it can be LZ th:
f;)z zf; : tsi;:j;e :; lllc;z?nge. Ifa liqu.id carrier is used, the preparation may be in the

, ston, soft gelatin capsule or sterile injectable liquid such as an

aque ) .y .
queous or non-aqueous liguid Suspenston or solution,

e.g.
8 propylene glycol, surfactants, absorption enhancers such ag lecithin

b ) . .
) osphandylchohne} or cyclodextrin, or preservatives such ag parabens
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Hz , 7.34-7.4 211, m,.7.79-7.86 311, in. 01 NO V

2005 PCT/I N 2003/000358 45 0 I N 0 V 2005 WO ¢7 nov 2005

20041046119 PCTI IN20031000358 11.0 CH3 OR CEt 399 88 0
J=6.93 Hz), 1.2 (31, t) J=7.14 Hz), 2.34 (3H ,
2.92-2.96 (4H, in), 3.3-3.4 (IH, ), 3.5-3.62 (1H,

m, 3.95 (11 , t, 1=7.1 Hz), 4.14 (21, t, J=7.12 Hz),

4’ 22 I:Q)?g{nar{;?tal‘] E%Q?Jiﬁf) p%rgaxﬁglgé ﬁggfapqi 4ar§ Jecgblsel sgi%ltjons or
SHSRPEEOBH e&bﬂyl—laqtmoué.&ohnt&(ﬁé with BB {dkbe %le%lni d1ss&§ed in
@%g%c t 474 32 . .HHCH2 15.0 OoR
g B9 (3H, t, J=6.93 Hz), 122(31FLt
J=7. JIZhb draghed3
%{f tdz,) 73871% I—é %’aplaul@s’- hhvu%lta)o atﬁlf&da %%?r)at%ggge%orgynder
‘{f ﬁhkerﬁfe partisylady 591tz{hlfr-|forreral aspmu@n gaeiteaaany cﬂf}qersdffol:Zablets

({(raigges ﬁ% cai)?ﬂi%m%e la%’tc%gf,: éo%gl t'é_lgd}]’ a‘.%liy%é %?tgt%') St%rch Jggsy@p or elixir

| qaﬁ})e usedsg ctseHw ea]w&eibaed-iehclel&nq;e@tﬁfa%e@Et 49134 CHz

99 Hz) =6, 98 Hz),

5 A A S yathes Sk Sy 'Y bropisiSe raveniprab tibleging Hepmiques
my, cobe®? (1H, t, J=6.66 Hz), 4.16 (2H, q, J=7.05& 7.14
Hza 4.95 (2H, s), 6.92 (2H, d, J=8.64 Hz), 7.17 (2H,

0e8 58 Hz), 7.26-7.43 (4H, m7 58 11,

d&&%?z%m% eyl R 14955, O

s)295(2Hd166Hz)332-é62(2H
: %HJGGSHZ) 4.12-4.19 (2H, 5 8J=7.11
&?‘ ‘i ne4c Blogor s), 6 89-6.92 (3H, m, 12817 (21L

7.37 (1H -
’Magnesmm stea)réte 37°( ¢ T 5gg

The coating may compose of the following ingredients in varying compositions
Lac

Gelatin

Gum arabic

Sucrose

Titanium dioxide

Beeswax

Carnauba wax

Ethyl vanilin

The compounds of general formula (I) or (IMa) or the compositions thereof are
useful for the treaiment and/or prophylaxis of disease caused by metabolic disorders
such as hyperlipidemia, insulin resistance, Leptin resistance, hypergiyceﬁlia, obesity, or
inflammation, -

These compounds are useful for the treatment of hypercholesteremia, familial
hypercholesteremla, hypertrigiyceridemia, type 2 diabetes, dyslipidemia, disorders
related to syndrome X such as hypertension, obesity, insulin resistance, coronary heart

disease, atherosclerosis, xanthoma, stroke, peripheral vascular diseases and related

disorders, diabetic complications, certain renal diseases such as glomemlonei)hriﬁs,
glomerulosclerosis, nephrotic syndrome, hyperiensive nephrosclerosis, 'retinopathy,

nephropathy, psoriasis, polycystic ovarian syndrome, osteoporésis, inflammatory bowel
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J=3.96 Hz). 46 WO 2004/046 149 18. CHZ 19. 20. 21.

g7
o.Et ON 494 40 H 1.16 (3H, t, J=7.0 Hz), 1.22 (3H t, N0V 2005

= 6.57 Hz),
2-39 (311, s), 2.95 (2H, d, J= 6 )
wg%@’gﬁlg)kzﬂ n),( 3.97. (1H, t, J=6.64 )Hz),6 g’figzinﬂ;@oosas
; . j=7.1 1 &7.14 Hz), 4.92 (2H, s), 6. -
<(:|2H’J:gf 58 Hz), 7.04 (1H, d, J=3.93 Hz), 7.17 (2H, d,

dixsey! fg%)(%tmz (ﬁrgmgp'ng gagt’e;ié;fei%issg %%a@mﬁi ,plaﬂ:zgtagﬁkaz;‘or the
matotany, 298 (21 4 3o o ). 53655 (o
I(T)ZH @}53,900& Héné 164 they invgﬂimnﬁéay-hf)? adlrgmg%i&ﬁtg,ajgagmi]éﬁ@éﬁeciaﬂy,
e tRel A sl el Snefebiiom sigisbon sderintion oSardlidration
g3 9Bntipged abogd (3H, t, J=6.94 Hz), 32925( (31 s),
2. 92-3,.94 Qéﬁh r&h SRt %ﬁGli:ioglé?éﬁm el oty 2 wids d6dk e range,
3=6. 61 1) O A Gt Hhepregent fuvenyi « A48 doshge
hawevery tlﬂe?:exﬁ!:t ddkage) Jﬁac@%f%gmiztrﬁ(%n 7&119 4’0r?11Hbf cr:rt]}mposition depends
u%n '}lhécglgbje(/:t' t% btte trigt%'d 5311?19_13 determined by the physician or veterinarian
responsible for treating the subject. Generally, dosages from about 0.025 to about 260
mg preferably from about 0.1 to about 100 mg, per day may be used. Generally, the
‘unit dosage form comprises about 0,01 to 100 mg of the compound of formula @ or
(la), as an active ingredient fogether with a pharmaceutically acceptable carrier.

Usually suitable dosage forms for nasal, oral, transdermal or pulmonary administration

comprises from about 0.001 mg to about 100 mg, preferably from 0.01 mg to about 50

mg of the active ingredient mixed with a pharmaceutically acceptable carrier or diluent.

In another aspect of the present invention, method of treatment and/or
prevention of the diseases mentioned above are provided.

In a ﬁlrther aspect of the present invention, use of one or more compounds of
the general formula (D) or (Ia) or pharmaceutically acceptable salts, for the preparation
of a medicament .thereof for the treatment and/or prevention of diseases mentioned in
this document is provided.

In still further aspect of the present invention use of the compounds of the
present invention alone or in combination with statins, glitazones, biguanides,
angiotensin II inhibitors, aspirin, insulin secretagogue, sitosterol inhibitor,
sulfnnylureas, insulin, fibric acid derivatives, nicotinic acid, cholestyramine,
cholestipol or probucol, a-glycosidase inhibitors or antioxidants, which may be .
administered together or within such period as to act synergistically together,

The invention is explained in detail by the examples given be;low, which are
provided by way of illustration only and therefore should not be construed to limit the
‘scope of the invention, _
1H NMR spectral data given in the tables (vide infra) are recorded using a 300 MHz
spectrometer (Bruker AVANCE-300) and reported in § scale. Until and otherwise

42




10

15

20

25

‘WO eddselery9 3.93 (1H, t, J=6.62 Hz), 4.08-4.
J=

22. 23. 24. H 1.14 (3H t, J=6.96 Hz), 1.21 (311, t,
f=5.6 Hz), 2.33 (3H, -s), 2.89-2.94 (44 M), 3.28-3.63%7 nov 25

20 PATIN2003)000358
6.80 (2H, d, J=7.39 Hz), 6.89 (1H, d, . J=3.96 Hz),

7.13 (2H, d, ‘1=8.58 Hz), 7.33 (11-1, d, J=3.96 OR CEt

507 26 1.18 (3H, t, J=6.15 Hz), 1.22 (3H, t, J=7.06 ”
melioned 13sohebk u§e)i IzNﬁﬁi’ 786 s &) ﬁ'ﬂz T840 %'qul' hter:
W (R e S A el g 164 ‘*(%Z% ,e‘g‘?”g‘@f%‘?m‘”
stapqqrdd J 8. 60 Hz), 7.03 (1H, d, J=3.92 Hz), 7.13

(2] J=8.53 Hz), 7.30 (1H, d, J=3.93 p -CH3 N CHZ
Pe%augnali410I32H-116(31Lt J=6.9 Hz), 1240R

=7. H, 2.95-2.98 (2H, 6
( th ](%é_)%%h%yo? iﬁ-ﬁ? qﬁh‘} -3 ﬂa}ggkgmﬂyltc(mafzolcﬁ ylmethoxy)—phenyl]
anaéeﬁ(é;oﬂggoﬁ@Noﬁ)OB (2H, s,6.90 24d,J=8.5Hz,7.19
2Hd 2Hm882HmO?QC(H116

(3Ht,J699)7123(311t,J7IHz)210
(3H, s), 2.48 (2H, n), 3.35 (] 43,6 (1H, m,
3.97 (1H, m), 4142(2H q, 1), 8%s5 (2H s),
6.92 (211, d, -6 748 {21, OB, J=8.5 Hz), 7.8
(11 m), 7.8 (1H, —78 ), 8.1 (111 d, 3=7.9 Hz)
8.7 (14 d, J=4.25Hz) o4% 0 ' 1' J V 2005 WO

2004/ 046119 25. CHz-26. &Bs| OR PCT/ 1N 2003/ 000358 410
5, bl S gy s 4 0,
aplu[i;[ou&gotasgmel Qaibbnane) 3.3%) m DIVIF (40 BEPwas Mejted 4t 80°C for 1hr.
g hindhre i G350 dnd BobiSiimedly- spncify’ £ iodlenigracole
(HZI g% Whs %Sde)liHI‘hé' readiiéh Ridilre wa c@&uﬂaﬁi héhting af 88 °6%dr 6 hrs. Later
1t was cooled 1020 °C — 25 °C and water (80 mL) was added and the crude product was
extracted with ethyl acetate (2 x 40 mL), washed with water (2 x 50 mL), brine (50mL)
and was dried over anhydrous sodium sulfate. The solvent was evaporated under
reduced pressure to obtain an oily product. The crude oily product was
chromatographed over silica gel using ethyl acetate:petroleum ether (60-80) (1:9) as an
eluent to afford the title product as a colourless solid.
Preparation 2

Ethy! (25)-ethoxy-3-{4-[2-(5-methyl-2-thiophen-2-yl-oxazol-4-yl)-ethoxy]-
phenyl}- propanoate (compound No.2)

/
s J o
=N OFt
OW '
L OBt
(8]
G

A mixture of Ethyl (2S)-ethoxy-3-(4-hydroxyphenyl)-propanoate (1.9 g), and
potassium carbonate (1.51 g) in toluene (15 mL) was heated at 80 °C for 1hr. The
mixture was cooled to 50 °C and Methyl 2-[5-methyl-2-thiophen-2-yl-oxazol-4yl}-
ethylsulfonate (2.56 g) was added. The reaction mixture was continued heating at 80 °C
for 16 hrs. Later it was cooled to 20 °C — 25 °C, water (20 mL) was added and the crude
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10

-G g 0 Et OR 42422 N 22 CHz

_ m, 3.5 H 1.15 (311, t,
J=7.0. Hz), 1.22 (3H, 1, J=7.1Hz), 2.4 (3H, s), 2.95 O7 ngy yps
WO4dk 04424, n}, 3.95 (1H, t, J=6.61 Hz), 4.17 .
J=14.4 & 7.18 Hz), 4.23 (2K=6.6 t, J& 4.8 H® ,”I'é?%%"““h*‘
(2H, d, J8.58 Hz), 7.13 (2H -d, J=8.52 Hz), 7.36 (1H,

dd, J=7.8 Hz, 8.23 11H,d,J=7.98 Hz, 8.63 IHd,J 3.21

- ptedGht vk Lhdaged el &)}? 2 -ﬁhoxy-.3-[4-(5- net

yjllﬂéz- t Hai(gphen- 2!?’;5‘?? %&géég 1% ﬁéﬂiéx € OrgHUe pKiract was washed

Viite pakrsi(2 x 2@ md),(tloorn@s me.)Nad 27kd Hvér 268

40?@1- &Lk W_sf_t%@_ ;lg-me h%| - 2-t hi ophen- 2%@%%?&@‘% fate. The

yi et hox;% CRERG I -‘ftfrr&é‘f f Reessyre te obipin odiluproduct. The crude

dilydprodind ev{sQ:heSRGo kAo d By er) in 10 et hanol (1

(g/\lé)g y\@s stirred atgrg% C tg%&§?g$m§§t$ 2 g‘}t?rér‘?i‘ggum ether
59 Afsrany ent foradtord theditle phdpctes ayekiow $hae resi due

was  dinlite bkt i . 0 m) and was acidified wth

di lute hydrochl or @@i‘f‘%%"%@“ﬁ% '&ghﬁfa?’%ﬁa]safémmeqdé‘aﬂowmg a

Wtﬁlﬁd@ﬂhlgltcatbet@sail(eai;xpr%ﬁaraﬁd;bg,l&vmsshed with water (2

x 25 m.), brine (30 nL) and dried over sodium sulfate.

rfl;@)?el_sol vent was evaporated under reduced pressure to

obtain 0.4 g of title conpound. 15 In |ike manner

follow ng conpounds in table 2 wef® prepared follow ng

a procedure simlar to that deschdibed in preparation

3. 20 48 WD 2004/ 046119 e 2T ExRs No 27. RlL G3 CEt
OH 1Vliol. W . O 387 H?’\IQ 005 G,PCTYI N2003/ 000358 CH3
et i 73

T 2829 rOR

No Gy Ri | MolWt | %

1 yield

' éLO ohe OEt OEt 415 31
CH»

1 |
H:1.16 (3H, t, J=7.0 Hz), 122 (3H, 1, 3=7.14 Hz), 2.40(

§ , 1 =7 ,2.40 (3H, 5),2.95 (2H , d,

J;s.s Hz), 3.32-3.37 (1K, m ),3.57-3.62 (1, m ), 3.97 (1H, t, J=6.3 HSQ, 4.15

(2H, g, J=7.12 . Hz), 4.95 (2H, 5 ), 691 (2H, d, I=8.58 Hz), 7.08-7.11 (1H, m ),

7.15 (2K, d, J=8.52 Hz), 7.40 (11 dd, ¥=4.14 Hz & 0.8 '
J=2.82 & 0.75 Hz), (1T, dd, b= 82 H2), 765 (1H, dd,

CH,

H:115GH,t, 1=6.93 Hp) 12GHt =

1 93 Hz), 12 (3H, t, J=7.14 Fiz), 2.34 (30, 5), 5.92.2.96 (4
;ﬂ)§ 2;13%-;671 0(2}71, m)(, 3.95 (IH, t, 6.6 Hz), 4.12-421 (4H m) , 6.81 (2}(1,1}
=3, , 7.06-7.09 (1H, m), 7.12 (2H, d, }=8.6 Hz), 7.35 (1H. dd_J=1.11& 5.05
Hz), 7.57 (1H, dd, J=1.14 & 3.6 Hz) » 735 (6, LI 505

OEt OEt 429 78

of:s OEt OEt 429 82
N ™ \
Q(N Ho
. HaC - ) '
H:1.16 (H, ¢, I=7.0 Hz), 1.24 (3H, t, }=7.14 Hz), 238 (GH
> & 0 , 1 A . , 2. , 8} 2.52 (3H, s),
2;96 (H, d, 7=6.63 Hz), 3.32-3.37 (1H, m), 3.57-3.62 (18, m), 3.97 (1H, 3;
1:6.66 Hz), 4.17 (2H, q, J=7.11 Hz), 4.92 (2H, s), 6.73-6.76 (1H, m), 6.92 (2H, 4,
=8.61 Hz), 7.17 2H, d, J=8.55 Hz), 7.42 (1H, d, J=3.6 H).
4. o e OFt OEt 443 75 °
@"(\N\ CHa
S
- HyC
'H: 1.15 BH, t, J=6.9 Iiz) 12(GH ¢, )=
1 =6, 1. t, }=7.12 Hz), 2.3 (3H, s), 2.5 (3H, s), 2.90-
2.94 (4H, m), 3.33-3.36 (1H, m), 3.56-3.58 (LE, m), 3.94 (18, ¢, 1=6.67 H)z), 4.1-

4.2 (4H, m), 6.71-6.73 (1H, m), 6.79 (2H, d J=8.4 Hz), 7 _
736 (16, d, J=3.6 Hz). (2H, 4, Iz), 7.14 (2H, d, ¥=8.61 Hz),




CH2 30. 31. H 1.16 (3H, t, J=7.0 Hz), 2-40 (31-, s), |
2.91-2.98 (2H, n), 3.35-3.49 (1H n), 3.54-3.64 (14 97 ngy oups
WORUH0L6188 (1H, n),.4.95 (2H, s), 6.93 (211, GRS @g(mqs
M), 7.01- (1H, t, J=3.69 Hz). 7.15 (2H d. Jo8- 47000358
Hz), 7.40 (1H, d, J=4.89 Hz), 7.65 (1H, d, J=3.45
_ Hz). OROH 401 1 95 85 H 1.17 (3H t, J 6.99 Hz), 2.35
[ 5(3H 5, 2-92=2 S {HH—m—-2- 95 (2R 3 6.6 Hz),
3.04-3.09 (IR OnL 3.41-3. 47 (19Et ), [3.6B:3. O 428H, T &3
m,| 4.01.4¢ ~ag), 4.18 (29 t, J¥6.6 Hz)| 6.81
(2H—¢h (3.“_{:@,21;)86-7.09 (1H, m| 7.13 (Ri 1 d, '
J=8. 585 ‘1P OF, $7=719 He), J.22.(8HH; 847 22Hz) 5. ABL 5) 5 :
11 I 0Pp B2). 882837 (16H nb), 3.57-13.652(@%;1&1 3%5)}%%5 S’,S)’ 296
1417430 g\i=7 ). , $46.64 Hz)
2. 88 ( HL ¢)I=7113%)(899 (215 ), 6.%89@%2(719»%3{ ki :Q(H 085t
0d. 17{3Hng, =8, 55814, 7136 (1HHd. 193 0 18, 57- .6’2 ‘?’_}L Shhy S ),

D0- 4. 04 c(,1H, ncHs4. 92 (2H, ~7B—6Z5 {4
D2 (2H, Cg% :&5& ) | e (gﬁ "d. | 1-988g" [)4437 J4 30
H, d, . COR OH 415 76 H: .15 (3H t,
3&36 d 2. %3k s), 2.50(31-t s),]|2. 89-2. 96(4H,( ,
3. 455 W2 Y 3 ! o 3.99-4. 03 (1H,
| 2420604 &fféﬁ)f?g@_ . 3;%6‘\ g : g’ﬁl.zj,: 2.3 (3FL3),5255 G, o),
15 Gl T D o e ot co i)
, 3, ; d,77= . 7 40F=5.01
, 12.?4(OELJ’)_’3,”SC.8U. 388 (4, d, 5=508.H7)98 (1H, m),
h5-3.10 (1)5L/M° 3.41-3. 46 QB1, n), GE68-B. 6AS(IH =3
4.02- 413 i§* m L d

:

=3 o
PTCIWINTI WO OS

o111

5{5--
1

4 , 4.95 (2H, s), 16.9 (1ItL d,
H = =8. %
5.0 Hz)S B, 9an(2Ffted, J=4.6 Hz), 7.18 (2H, W, J=8.55
rF—2/ord1l  d J4 9Hz. (49 WO 2004} 046119 B82. 33.
s 6(1: 1%-162)t 3?’33’ gjoo(lwli,h ) )1 '§15§3'H’ f, 127,14 Hz), 2.40 (3H, 5) 2.97 (2H, d
DY ), 3.32-3 m), 3.55-3.62 (1H, m), 3.97 (1, t, 1=6.65 1), 4.10
‘(72% g, =712 Hz), 4.94 e §), 6.93 (2H, d, 7=8.5 Hz), 7.18 (H, d ng)é HZ)
=2>-7.37 (16, m), 7.61 (1H, d, J=5.02 Hz), 7.88-7.89 (1K, m), T

_ OL OEt OEt 429 63
Q.”QN CHp '

' H: 115 GH ¢ =70 iz 7
5 50l & 1=7.0 ), 121 GH L, 1=47.10 ), 234 (31, 5), 5.92.2.96 (4L
. 3301 (I, m), 3.563.61 (1L, m), 3.92 (1H, 1, J6.64 Hz) 412416 (25

, 4 17-4.22 QH, m), 6.82 (2, d, J=8.58 Hz), 7.14 (2H, d, J=8.55 1), 7 33.7 3¢

(IH, m), 7.55-7.57 (1, m), 7.83-7.84 (1K, m) ST

9,
o/ | OBt OFt 465 62
\ \1 .
d N7 TcH,

'H: 116 3H, t, 1=6.99 Hz), 1 =71 |

I » 7=6.99 H2), 122 GH, t, =7.12 1), 244 (3L ), 2.06(2 4
1009 H2), 332338(1H, m), 3.57-3.63 (I, m), 3.97(1H, 1, 1=6.63 Fir)
16CH, g, 1=7.12 ¥iz), 4.97 (2H, s), 6.93 (2, d, 1=8.61 Hz), 7.18QH, d. J=8 o5

Hz), 7.36-7.51(2H, m), 7.79-7.87(H, m). ’ o

10.
3 N CHy

Iyy. y .

I){. 2.134 GHL t, J=7.14 ¥iz), 1.21 BH, t, J=7.12 Fiz), 5.39 (38, 5), 2.92-3.99 (4,
™). 3:33-3.36 (1H, m), 3.55-3.50 (1H, m), 3.94 (IEL 1, J=6.7 F&), 4.14 (2H. {
~7.12 Hz), 4.22 (2H, 1, 1=6.33 Hz), 6,81 (2H, d, J=8.61 Hz), 7.13 (2, d, =52
Hz), 734-7.4 (2H, m), 7.79-7.86 (3L m) o o

45



36. CH3 37.0 N ~~ OROH3 7176 O CH2 H: 1.16 (311, t, _
J6.99 Hz), 2.41 (3H, s), 2.9-2.98 (1H, n), 3.04-3.10 “7 xov 2u5
111, nm), 3.40-3.45 (111, m), 3.57-3.62 (IH mn),

WaQ2e4046106 (1H, n), 4.96 (211, s), 6.52 (111, PCT/AN2003/006358
dd, J=1. 68&3. 42Hz), 6. 92(2H, d, J8. 58Hz), 6. 98( 1H, d, J
3.39Hz),7.17 211, d,J=8.55Hz,7.54 111, d,J=1.17H)- 3
8.11130ROH38568 N CH2 OR OH H : 1.15 (311, t, J=7.0

H2)| Z 3% 3IEmS), 2755 (3 )72 8%3-08{(4H )

3. 4Df %Him,3553W(ﬂ¥Rn A08h: 4| 0899 | T8
(11, . Y 211, t, J=6.{66 Hz), 6.83 (211} d,

J=8| 55 Hz), 6.88 (111, d, J55.01 Hz), ¥.14 (21}, d,

J=8| 58 Hz),7.23 (111, d, 135-01 Hz). OR OH 41p 387 9C

73 |H: 1.16 (311, t, J=6.96 Hz),- 2.4{(3q s),

2.9p-2.97 (111, dd, J=7.62&17.65 Hz), {3.03-3.p9 (111
deJ=—4.6884.35 Hz) , 3.39-3.44 (111, |{n), 3.5F-3.62
‘1L, m, 401-0 3(111, my, 40B4 (211,08), b, B3 e
(211, d, W=8&: , 7.18 (241, d, J=8.5 Hz), 7|35-

7.38 111, 8 7 ®O-2-6"% 111, jm 7.91-7.92 (111,|m. OR

H :4b15 (38,3, K6.931Hz) 1(233BH, t,t=71414), 2B) 38, ,42'_91&12,% (4H,
s), | 2),6933.08H, 49), 8)5:3.62 G05. 4} 3(ISIAH, ﬁ)k’l.l%]??rl. 499 t 7=7.12
( 110z}, 224000 +AI=645(HA)] 6.409.5 14189 n) 24 31 (311, 4 38880z), 6.9 (1HL
Hz) | 46182 KA1 1,144201148-55 HAZ)Ss (8588 (1H d,’ =5 0T’

Hz)| 7.14 (2 d, 5 J=BrAL8 FaY, 7 s FE5—H3
HZ)| 7 /uui}_g? 1=2. 58 Hz). oL 0% | a0y | S
1. 18 ( N J= Hz), 2 45 (311, §), 2.92{2.99
(111, m \=3/08-3.14(11™m, | 3.44-3.50{ (111, nj,
BL.5p-3.6 nd._4H94- 4. 08 (10E M| 4088 (Z11478)- 33
6.94(21 .96 Hz), 7.118 211, d,|J=8.52 Ha , :
7.37-7. =N ) , N7 29CHY. 86 3H, m). k' NOV 2005
PCTLI N2 000358.0 CH3 /N ~CH2
15. NP Chs OFEt OEt 443 34

O

S N ’

CHsy

H:1.16 BH, t, 1=6.93 Hz), 1.22 (3H, 1, =7 14 Hz) i

-1 , J=6. , 122 =T, , 2.02-2.1 (2H, qui), 2.24 (3,
5), 2.67 (2H, t,J=7.18 Hz), 2.95 (2H, d, J=7.02 Hz), 3.35-3.37 (1H, m), 3.57-2.59
(IH, m), 3.91-3.98 (3H, m), 4.17 (2H, q, J=7.1 Hz), 681 (2H, d, J=8.5 Hz), 7.06-
7.08 (1H, m), 7.12 (2H, d, J=8.5 Hz), 7.3 (1H, d, J=5.0 Hz), 7.5 (1H, d, F=3.48

Hz).
- 16. ,\ O._CHs OFEt OEt 491 34
" ~
. - CH, :

H: 116 (3H, t, J=6.99 Hz), 1.22 (3H, 1, J=6.98 Hz), 241 (3H, ), 2.96 (30 4,
J=6.66 Hz), 3.32-3.63 (2H, m), 3.97 (1H, t, 1=6.66 Hz), 4.16 (2H, q, }=7.05& 7.14
Hz), 4.95 (2H, 5), 6.92 (2H, d, J=8.64 Hz), 7.17 (2H, d, J=8.58 Hz), 7.26-7.43 (4H,
m), 7.58 (1H, d, J=3.87 Hz), 7.63 (21, d, 7.14 Hz).

17. D\(o:(d‘h Okt QFt 449 5 55
N
Cl S N '

, CH,
H: 116 (3H, 1, J=7.00 Hz), 1.22 (3H, 1, I=7.15 Hz), 2.39 (3H, 5), 2.95 (2, 4,
J=6.6 Hz), 3.32-3.62 (2H, m), 3.94 (1H, t, J=6.63 Hz), 4.12-4.19 (2L, q, J~7.11&

;;13 19212})1} ;1.92 (2K, 5), 6.89-6.92 3H, m), 7.17 (2H, d, J=8.58 Hz), 7.37 (1H.
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OR OH 451 65 H: 1.16 (3K t, J=7.0 Hz), 2.38 (31 s), . _
w({zi(sg;s. 06 (411, n), 3.42-3.57 (211, m). 4.04-4.06 &7 nov 208
0DHO4GHY 4,22 (211, t, 1=6.55 Hz), 6.82 (21 : _
J=8.58 Hz), 7.13 (211, d, 1=8.58 Hz, 7. 34-7%5@?1‘3"3’0"“3’8
M, 7.78-7.86 311, m  H: 1.16 (311, t, J=6,96 Hz),

_2.35 (311, s), 2.92-2.97 (311, m), 3.02-3.12(111, m,
. 13.4?%,‘375@3:9 tH—m—4-0-4_04_(111,
m,| 4.19(211, t, J=6.64 Hz) | 6.50°( 111 deEtJ=1.6¥W4& | 40
6 Hz), 6.8 (2H, d, J=8.52 Hz), 6.94| (111: d} J=3.39

)y 7.13 , d.J=8,55Hz, 1.51 111, d J=1.1Hz). 50 N
2006 WO 2 \‘6 119 39. [40. 41. 42| 43. ,
4-3. 48T m-'3.57-3.62 (1 n), 4.[44-4.08 199 (1H,

Wﬁ f;ﬁi; éﬁ;}. dj J8-52 Hz), 7.18 (RH d J=8

52 ) ’ f 51&5 £, . — PN WY |

67 { HO:SV. 1) 3%273_%,(31,@, (g%jé(%fz‘ﬁ%%@ GF ,f‘%‘%’%‘(‘z&_d,
q,
413

Jwogw
DI~ W

=7 7 1 . 4, 9
Hz) | 357 TA&T hiz), 4. 0=@uds), bio1 (2, 84= i % 2H, q
717 (2H 3-8 Ha)) 7.35831H, dq, .(r:}gg’ﬂj% 27 22%1 =5%3 Hz),

19. ) Hy
HalC G N CH, -
1 .
H: 116 3H, t, 1=6.99 Hz), 1.21 (3I. £, I=
| . 1=6. ) 1. t, J=6.26 Hz), 2.41 (6GH, s), 2.95 (20 d
1=6.48 Hz), 3.35-3.37 (21, m), 3.50 (1K, 1, J=4.55 F) 4.11-4.19)(2}1, m() 4.98

(2H, s), 6.13 (1H, d, J=2.68 Hz), 6.75 (2K d J=
7.10 (2H, d, J~8.46 Hz). ), 6.75 (2H, d, 3=8.46 Hiz), 6.96 (1H, d, J=3.91 Hy),

20, .
_ f S\ \O ] H OEt OFt 505 48
N ci,

1
H: 115 (3H, 1, 1=6.99 Fi2), 1.21 BH. L 76,94

1, 16,99 i), 1, , 1=6.94 Hz), 2.35 31, 5), 2.95.2.97 (@
m), 3313.61 (21, m), 3.95 (IH, ©, J6.61 Hz), 4.08-423 (411 )m) 6.81 (2}(1 I},
=8.61 Hz), 7.13 (2H, d, J=8.57 Hz), 7.26-7.64 (7H. m) ’ ’

21,
D_(\‘) | CHa OEt OF( 4635 | 39
5 M CHy

' 114 GH, , 1-6.9 ), 121 (1L 1, 7=5.6 1), 233 (GH, ), 2892.94 (410
?;)% 35?;;62 gH,l m),d3.93 (IH, t, J=6.62 Hiz), 4.08-4.20 (4. m), 6.80 (2H. d
73915 5. (1H, d, F=3.96 Hz), 7.13 (2H, d, 1=8.58 Hz), 733 (15, d, 1=3.9¢

31

22. | D—(\oﬁa OEt OFEt 507 26
Br g N CHy
1
H: 1.18 (3H, t, J=6.15 Hz), 1.22 (31, ¢, J=7.06 Hz)
L, ) , 1. , J=7. » 2.33 (3H, s), 2.90-2.94 (4
?lz)é 2 ggg).ﬁ; é:;H,I m)a3.95 (1Y, t, J=6.63 Hz), 4.12-4.20 (4H, 211), 6.80 (2}(1,1},
i Hz). > 7 (14, d, )=3.92 Hz), 7.13 _(2H, d, J=8.53 Hz), 7.30 (1H, 4, 1=3.93
23.

e
' N e,

"H:1.16 3IL t, J=6 9 Hz), 124 3H, t, J= ;

, J=6. , 1. t,J=7.1Hz), 2.55 3H, s), 2.95-2.98 (2
3.3-3.6 (2H, m), 3.96-4.0 (1H, m), 4.14-4.2] (2H, g, }=7.14&7.12 Hz) 5%?’(?1%
8), 6.90 (2H, d, J=8.5 Hz), 7.19 (2H, d, J=8.5 Hz), 8.4 (2H, m), 8.8 (28, ’m).

24. 0._-CHs

@_{\ I OF OFt 410 | 35
. N NNy '
H: 1.16 (3H, 1, 1=6.99), 1.23 (3H, t, J=7.1 Hz), 2.10

t, 16.99), 1. . =71 Fiz), 2.10 (3HL, s), 2.48 (2

(IH, m), 3.6 (1H, m), 3.97 (1H, m)4.1-4.2 (2EL g, J=7.1 H)z), 5.05((%;3’ 2‘32
(L, d, =86 ¥12) , 7.18 (2H, d, J8.5 Hz), 7.8 (1€, m), 7.8 (1H, 1, 7.8 ). 5.1
(I8, d, 7.9 Hz) 8.7 (1H, d, J=4.4 Hz), T

47




10

15

20

wo foRA€dH, t, J

H t! Q—-
Hz) , f N0V 2005

(21

49
7 B h bt
3.44 (2H, t, J~6.4 , 3.05-3.07

), 6.82 - . (2, 4.01-4.05 (1H, m), 4.28
J-6.5 (11~ d, J=8.52 Hz), 7.11 (2H, d, J-8.

=7.29 Hz), 7.75 1H, t, J=7.7
7.11 44 78 1 3 HOEt HH: 1.16 J=6_97 Hz
s, 2.88-2.95 (IH, m
5,

(114 m) 3 45 3 57 z , 8.17-8 27 3H, ). 7 2.91 (49
SIS 3 H—t 7% 7Hz)—3.533 7 (2H . m (2 3,87 2'

2 % (3H, @2_@ (29, d, D8.78BHz), [7. OFr. 15 ORI ,| 68

7.55 (1H, %89 M), 115 Hr), 4.6 H). )- (H'd

J- 456 -OR-6H4-415H MO D6).l. 094 (3Hit 76 75{Hzj 193

1 %E 2 651259 189), 102 QHLla T BHHA BAO BT, 2.96 TBL d =65

(3kEEy), 33> (HH.omp B .4 G, my) 3.93. (4K, 8 J56.8(144), W17 (2H, q, J=7.14 Ha),

3.9 GAL (91 6,92n@H, d1.J68.5 B, <715 (B4, (2815 H8, 54 H(IH, dd,

& J=5.0&7 8Nz), §.39 $1H2L{T=810 Hzh, SS5B (E) d, -4 BALY 978 (5H, )

261 12 52—}54_320 I ‘_CHa OFEt OFEt 424 22
4 _
N— NI/CHz

H: L15 B, t, J=7.0 Hz), 1.22 (3K, t, J=7.1Hz), 2.4 (3H, s), 2.95 (41, m), 3.5
(2H, m), 3.95 (1H, t, }=6.61 HIz), 4.17 (2H, g, J=14.4 & 7.18 Hz), 4.23 (2Ht, J=6.6
Hz), 6.82 (2H, d, J=8.58 Hz), 7.13 (2H,-d, J=8.52 Hz), 7.36 (1H, dd, J=7.8 & 4.8

Hz), 8.23 (1H, d, }=7.98 Hz), 8.63 (IH, d, }=3.21 Hz) 9.2 (1H, s).
Preparation 3

(28)-Ethoxy—3-[4-(5—methyl—Z-thiophen-z—yl—oxazol—4-ylmethoky)—phenyl}- propanoic

acid {compound No.27)
' 0
OH
D
8 0
. CH,

A mixture of Ethyl (28)-ethoxy-3-[4-(5-methyl-2-thiophen-2-yl-oxazol-4-
ylmethoxy)-phenyl]-propionate (0.5 g), sodium hydroxide (0.062g in 5 mL water) in
methanol (10 mL) was stirred at 20 °C to 25 °C for 16 h. Solvents were evaporated
under reduced pressure. The residue was diluted with water (10 mL) and was acidified
with dilute hydrochloric acid. The product was extracted with ethyl acetate (2 x 25
mL), washed with water (2 x 25 mL), brine (30 mL) and dried over sodium sulfate. The
solvent was evaporated under reduced pressure to obtain 0.4 g of title compound.

In like manner following compounds in table 2 were prepared following a procedure

similar to that described in preparation 3.
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lcr -s N44, 45, | CH2 ORf OR1-42-1 -582 'H 4 ;

o 7 Nov 2005
WOR0lB0e8id, t, 77.00 Hz), 2.39 (34's), 2.91-3.13 isz%nsrmo’os“
2

3.44-3.61 4.05 (1H, t, J5.82 Hz), 4.92 (2H, BV

8

6.90-6.93 (3H, m), 7.16 (2H, d, J 8 58 Hz), 7.38 OR

d,

73.96 Hz' CH OR OH 466 66 L-- "H 1.18 (31L t,

T%ﬁiZQOO Hz), 2.35 2.91-113 (29 M), 3.14-3.44 2 m 4.06
IH

HzZ), 7.05 (1H, d, J=3.93 Hz,

Hz,

Hz), 6.90-6.93 (34 ),

"H

(2H, n}, 3.41-3.46 R

t, 75.8 Hz), 4.92 (2H, s), 6.92 (211, d, J8-55

211, d,7 8.58

7.36 I H d,J=3.93 Hz). d, J=8.50 Hzl ' .

CF ' 003/ 0003S8 385 64

Eiii 2.4 (64 s), 2.97-3.1l
404 (413; t, 75.94 Hz), 4.96

1.16 (3H, t J-6.99

(2H s) 6 13 (IHd J=2 68 )" 51 WD 2004/ 046119 46. 47.

BEE( OH i N O V,2005  PCI/ IN20O3-06035¢—477-88H—1 16—
No3ll, t, J=6:38 Hz), 2.89 (B11, G), 2]93-B, 05|(dblw: | *°
20 '

crr a1l 3
11

2m,

(211, d,

3. 41-3 58 (2TT, Ty —46+4-05—(3+11_—n) {4
(211, t, J%pm& 81 (211, ﬁéjﬁhzs. o Q) , |7.1380 95

N

CHy
'H: 1.16 G, t, ]=7.0 Hz), 2

1 , =1, , 2.40 3H, s), 2.91-2.98 (2H, m), 3.35-3.49 (1
3._5;;3.64 (1H, m), 4.03 (1H, m), 4.95 2H, s), 6.93 (2H, d, I=8.47 Hz), 7.(01-’(?3:
b 173.69 Hz), 7.15 (2H, d, J=8.47 Hz), 7.40 (1H, d, J=4.80 Hz), 7.65 (1H, d

1=3.45 Hz),

28. oM OFt OH 401 85
O3 |
s N ' .
' 1.17 BH, t, J=6.99 Hz), 2.35 34, s5), 2.92-29

=6, 2. , 2.92-2.97 (1H, m), 2.95 (2H 1, I= 6.6
ilzl)s, 3.204-3.051 (IH, m), 3:41-3.47 (1H, m), 3.55-3.60 (1H, m)), 4.01-51.(})]5 (LH, m)
41 5(S f}{,z b, 1=6.6 Hz), 6,81 (2H, d, ¥=8.6 Hz), 7.06-7.09 (IH m), 7.13 (211 d.
_ .55 B2), 7.37 (1H, dd, 1=1.0 Hz & 422 Hz), 7.48 (1EL dd, J~1.0 Hzk2, 64 Hz).

. D OFt OH 401 73

o N™ "CHp

'H:1.16 GH, t, 16.96 Hz)"7‘38 (3H, 5), 2.51 '
, 1=6.96 Hz), 2. , 2.51 (3H, 5), 2.902.57 (1 3.03-
3.09 (1H, m), 3.38-3.43 (1H, m), 3.57-3.62 (IH, m), 4.2}0-4.04 (IH,(DSI: z}g’z (2051,

8), 6.73-6.75 (1H, m), 6.92 (2H. d. =8 58 _
0 156 1) ). 6.92 (2H, d, 1=8.58 Hz), 7.18 (2H, d, J=8.58 Hz), 7.44 (11,

30. o OFEt OH 415 76
Q’(\N } CHp
S
. HaC
H:1.15 (3H, t, J=6.96 Hz), 2 32(3H, 5), 2 50(3H, 5)
" X , 2. , 2. , 2.89-2.96(4H, m , 3.40-3.43

gll}l;;n?j,“ 3 I._izﬁ)-365891(1§‘-]; m), 3.99-4.03 (1H, m), 4.16 (21, t, 1=6.58 Hzg, 6.72 (1H,

I_iz) ; , 6.81 (2H, d, J=8.5 Hz),7.15 (2H, d, J=8.5 Hz), 739 (lHj‘d, J§3.6
31.

CHy 0{ 3 QOFEt OH 401 97

N
\ D N~ CHz

) .
H:1.16 3H, 1, J=7.0 Hz) 2.4 (3H,

-1, 0 Hz), 2. 5), 2.57 (3H, ), 2.90-2.98 (1H, m), 3.05-3.10
(1H, m), 3.41-3.46 (1H, m), 3.58-3.61 (1H, m), 4.02-4.13 (1H, m), 4.95 (2H, s)

6.9 (1H, d, J=5.0 Hz), 6.94 (2H, d, J=8.6 Hz), 7.18 -
d, 4.9 Hz). (3H, ¢, J=6.6 Ha), 7.18 (2H, d, 1=8.55 Ha), 727 (1E,

4%



J=8.55 hz). 7.26-7.42 411, m, 7.54 1H d, J=3.86 HZ .07y, o0
7.62 2H, d, J=7.26 Hz). CHI 11 O3 cl-,- _S 48. 49. NUV 2085
WO 84046119 52 N CH2 OEt OH 435.5 | 98 H 1. 16P(C3182003/000358
J=6.95 Hz), 2.33 (39 s), 2.90-3.10 (49 n), 3.40-3.63
(2K-n), 4.02-4.05 (111, m), 4.17 (211, t, J=6.90 Hz),
.80 (2K d, J=8.61 Hz), 6.89 (11 , d, J=378 Hz 713 2I

32..4,.,,,2 , =, Fis G J=852 7T38RL 1T ¢ Jgfg OTHz Tt
b (%%, %0

(o)}

1Ohy
1 479-- TJ2 ) 1k (311,1t, J=694 Hz), 2.3
2.90-@.JI0N 411, m), 3.42-3.59 (2H m, 4.01-4.11

H m), 4°17 (2H, t, J=6.49 Hz), 7.03 (1 d,|J=3.93
)
4

NS ©)

o
)

6.80 (211, d, J8.52 Liz j, 7.18 24 d, J=8.52 Hz

[ Q

TSRt 70 Fo2 0% G 5.2 S It 503 08 (L m) 3.40°
5 %}gj §r3 (IEC %4.3» ﬁ?ﬁéﬁB 1(9%%9; ’( @H%) e
a —;5%_ g =505 T 2341

N -, Ck

.g_

50
2

I
{1
! (i T (QHp ol 2] 23 €1H, o,
A5 91311 m 7 13 2gd, J=8.54Hz. 0 ,CH3 OR ] OH

| AR 1.02 (311, OFtJ6. 9 HOH 2{483¢B4 | 73

33.

A m, 3.24-3.29 3.5%3-3.90 (IH, ,
288 (2H, s}, 6.92 (211, d, J38.5 Hr)

)
=l ] 7 QQQl.D11

435G @ %‘=§:9_ D At 5h &02] QKL I FiHi&p 65 1)
[ Hlofleo ’;5{':1— . %ﬁ%%@ 44 (B, 3 55363 (Fl m), 4.01-
@ 454 U SPHEIL 4 eSntin) 1.15ipIL 4, 68 ¢ T, 755-
7.38¢¥ HK?L%‘.’”?L TOUTH2 B m)y) 7 19 (211, d

8.5 Hz , 7 11, m, 7.810Kt1, t|, 2H. 74 801 Ik, 73
, J:7.9@<€&dﬂﬂ, d, J¥4.4 Hz CH3 OR OH 382 72

S N

'H: 1.15 BH, t, }=7.0 Hz), 2.34 (3H, 5), 2.89-3.08 (41, m), 3.403.45 (1E, m),
13.55:3.60 (1E, m), 4.00-4.04 (1L, m), 4.19 (2H, t, J=6.66 Hz), 6.83 (261, d_ 1=8.55
Hz), 6.88 (IH, d, 1=5.01 Hz), 7.14 (2H, d, }=8.58 Hz), 7.23 (1H, d, J=5.01 Hz),
7.86 (1H, d, 1=2.58 H),

35, o O OFEt OH 437 88

H: 118 GBI t, 1=6.99 Hz), 2.45 (3H, s), 2.92-2.99 (1H, m), 3.08-3.14(1H, m),
3.44-3.50 (1H, m), 3.56-3.61 (1H, m), 4.04-4.08 (1H, m), 4.98 (2H, s), 6.94(2H,
d, J=8.55 Hz), 7.18 (2H, d, J=8.52 Hz), 7.37-7.4 (2H, m), 7.79-7.86(3H, m).

36. o-_CHs OFEt 8151 451 65
7
. ] N CHy

'H: 116 (3H, t, I=7.0 Hz), 238 (3H, 5), 2.80-3.06 (4H, m), 3.42.3.57 (2, m),
4.04-4.06 (1H, m), 4.22 (2H, t, J=6.55 Hz), 6.82 (2H, d, 1=8.58 Hz), 7.13 (2H, d,
J=8.58 Hz), 7.34-7.4 (2H, m), 7.78-7.86 (3H, m).

o -CHs OEt oH 371 76
<1 -
0 | CH, ]
"H : 1.16 (3H, t, J=6.99 Hz), 2.41 (3H, s), 2.9-2.98 (1L m), 3.04-3.10 (14, m),
3.40-3.45 (1H, m), 3.57-3.62 (1H, m), 4.04-4.06 (1H, m), 4.96 (2H, s), 6.52 (15,
dd, J=1.68 & 3.42 Hz), 6.92 (2H, d, J=8.58 Hz), 6.98 (1H, d, J=3.39 Hz), 7.17
(2H, d, I=8.55 Hz), 7.54 (1H, d, J=1.17 Hz). .

38, NN OF: OH 385 | 68
(<]
_ . N CH>

'H : 1.16 (3H, t, J=6.96 Hz), 2.35 (3H, 3), 2.92-2.97 (3H, m), 3.02-3.12(I1L m),
3.41-3.44 (1H, m), 3.56-3.59 (1H, m), 4.0-4.04 (1H, m), 4.19(2H, t, J=6.64 Hz)
6.50 (1H, dd, J=1.64 & 3.36 Hz), 6.8 (21, d, J=8.52 Hz), 6.94 (1H, d, J=3.39 Hz),
7.13 (24, d, J=8.55 Hz), 7.51(1H, d, J=1.1 Hz).

S N .t
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o<
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{ 37.
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NN N XCH2 H 1.2 (3x, t, 1=7.0 Hz), 2.47 (3H s), 97 ng
&111, d, 3=7.0 Hz), 3.1 (IH, d, 1=4.4), 3.5 (211, m), N9V a5
WR204Mp119) . 5.0 (211, s), 7.0 (211, d, J=8. Gkikheos/0003ss
7.2 (21,1, d, J8.5 Hz, 7.59 111, d J=7.62Hz, 8. 48 111, >
d,J=8.0Hz,8.7 s), 9.26 11,s. 52 N O v 2005 WO
: rLOAB1.19 PCT/ 1N2003/ 000358 Preparation 4 5
?%S)-Ethoxy- 4- [ @- (BHET Y| = 2= ghenyiyoxazel -et .
hoxy] - phe -proganf | -al (tonpound 64)> 10 432 67
Lithium a nhum ¥ydeide (465 ng) was|added an ice
col d IS =3 zgg(-ﬁgﬂh%xvﬁ -1
(4- [1Z 451 2= plenyl | $)A2.92-L-9t MBI Y), 3.07-3 13 (1FL 1) |
oy fégtsé" L8 Gl A ouatosying! s ve a3 496 (s
) Jigh POET LS, § SEH. & J8/52t),07 SAQHY @S HANA 76 hB ¢ jo7 2
GG gt R MMW.ZMBHTMI her 15 m nutes at”" '
the [sane tenpéa M The rleactopp Wak che
carefully tugated siol ution of { sodi um sul Kg\ﬁte 67
in j%ﬁ(dropw se. Solids; were filtpred of f{and
vashed witlh (Bidf t, 60197 mBg X B By GPHEEN £ty Bt e vwas
dr i edz)05-300i(1H) s 5. jg.s‘g; Héi%&fﬁsg? (gﬁf&ﬁém (2H, t, 7=6.4
pr oq§E), Wes(2EE Hr PaEd70gL gtﬁ% S § > i 9B Qg 1=6.5
25 Y67etSHyIL @M.’ﬁtfﬁ)i‘ﬂsj)%&i%l g %Eé%e s Lo B(HL2 6=329 Hz),
4f {itle coppogndcn, mHke—Harrar_totL o d3Homdounds
in the tat@ﬁ&ﬂ wer e preparled fOF owi ng OBD the 415 32
prog¢edur e scH Lh prepdration 4. [Table 3:
R1O “HA, & 6% — %-yi-el d No_53, OR33640
CH2 lzl_:91(1324 5% 14 4 #7%)7' He)o1.83-4.97%t2H) af.,2 B3H, 5), 2,49
St B e e s i o
, 27, : ex 3 HD3 7V (1H, d, J=
7%0@1'}%2%6119 545556 _57. 58. OH OFt (I, d, =46

.
H:1.03 3H, t, 7=6.94
3.93-3.94 (1H, m), 4.98

7.33-7.76 (SH, m), 12.59 (1H, ).

H2), 2.46 (3H, 5), 2.47-

(2H, 5), 6.94 (2H, d, J=8.55 Hz), 7.15 (2H, d, =8 52 Hz)

2.81 (2H, m), 3.44-3.53 (2H, m),

43,

CH,

OEt

OH 421.5 82

'H: 1.18 3, t, I=7.00 Hz), 2.39
4.05 (1H, t, 7=5.82 Hz), 4.92 (2H,
7.38 (1H, d, J=3.96 H),

(3H, s), 2.91-

5), 6.90-6.93

3.13 (2H, m), 3.44

361 (2
(H, m), 7.16 (2H, i

d, =8.58 Hz),

44,

Br/ESH:I N

CH,

OEt

OH 466 66

"H: 1.18 3H t, 7=7.00 Hz),
4.06 (1H, t, J=5.8 Hz), 4.92
Hz), 7.16 (2H, d, 7=8.58 Hy)

2.35 8H, 5), 2.91-3.13 (2K, m), 3.14
(2H, 5), 6.92'(2H, d, 7=8.55 Hz), 7.05
. 7.36 (11, d, J=3.93 Hy),

-3.44 (2H, m),
(1H, d, =3 .93

45.

o _CH

CH,y

OFEt

OH 385 64

4.04 (1H, t, =5 94 Hy),

7.16 (2H, d, 7=8.50 Hz),

'H: 1.16 31, 1, 1=6.99 Hz), 2.41 (6H, 5), 2.973.11 (W,
4.96 (2K, 5), 6.13 (1H, d, J=2.68

m), 3.41-3.46 (2
Hz), 6.90-6.93 E:?ff, 33

51




1.2(34 t,=7.11Hz), 2. 7(1H dd, J 13. 886. 8Hz), 7 won

wogwg,g%g ,J=13.8& 5.92Hz), 32(3H,s),3.4-3.6(5 N3V 2008
m, 4. 0(1H, dd; J=9. 16&3: 64Hz) , 4. 1( 1R PCT/IN2003/000358
t,J=8.95Hz), 4. 9(1 am), 6. 66( 1R

- d, J=7.98Hz), 6. 7(211, dd, J6.7& 1.96 Hz), 6-8 OR't
- 7.11(21.1, d. J=8.58 Hz), 7.2 (1H m_ 7.9
r 378E66 97 HOH. I{3Ki77 55
Hz), 2.8 (IR dd, J=14.0 &

.6 (5B m,|3.7 (21 t, J

- 9 Hz), 6-6 (1

M., 6.7 (IRd, J=8.2 Hz), 6 8.6 & 1.95

! [a) (2

4z) /H71.06 Z3HLt, T+6 30 HA b 68 13i7 8 6885 91 62

H: | 2.00¢4805 {11 14) Qt % (LB, Ga =14 3.58 (2H, m),

7. onazg,sgﬂz%éﬂmg%a?;@( . gl_’;_g'é o3 O30 , 7.14 (2H, d,

47coppl ex), 3.9 (g TR J=-67 S 90 112).
6.6 OR c | 6.8 4H, b 98

_“&? ol 1 (3

7

- gl 2 5 d ¢ =135 & |
i R e s
H, a)s t, 746, . ¥9s.
3.8 Hy), 793q2Hz ), J=3.50 HA 17133 @HL &z&%iﬁi} AT
CH

7.5 41 _m8. 1021Hsd, J7. AiHz. GR T 3p5 981 CH[Z &5 =5
17(3K/ﬂ;}!:{<\9 Hz), 1./97 (31 m), R.77 (4H| my,
4- 3.7 (M1, o . 3.7 (211, t| J6.15 kz), - 4.1p -

T
.Jl
£,
)
°
‘0]

~ O

| S

£
=i

P S
(]5 =

_ ), 6.80 (2H, d,
31932%& |_' 4451

OH [ 399 48

LIH: 1.16 (38, 4 8 b4 1690247
. 740214111 g; ' 5@% .

L3850 B Y. A4

4/ 04611

.._p
B~ oo~ w
= AN

N
o
% 2
N ks
2/. =
"—o“%g
2 g
~

'H: 1.16 (3H, t, 1=6.94 Hz), 234 (3H, s), .

.16 ( , J=6. , 2. s), 2.38 (3H, s), 2.92-3.04 (4H, m), 3.39-
3.44 (2H,'m), 4.02 (1H, 1, J=5.98 Hz), 4.19 (2H, t, J=6.61 Hz), 6.09 (1H, d)J=2 53
Hz), 6.81GH, m), 7.13 (2H, d, J=8.54 Hz), o

50. N@_(O | CHs OFEt 0OH 382 50
I an
'H: 1.0 ( o -
: 1.02 BH, t, ¥=6.9 Hz), 248 (3H, 5), 2.81-2.91 (2H, m), 3.243.29 (1
3.53-3.90 (1H, m), 3.91 (1H, m), 4.98 (2K, 5), 6.92 (2H, d, J=8.5 Hz), 7.151 (I;’I-ng’
_ J=8.5 Hz), 7.83 (2H, d, 4.6 Fz), 8, T2(2H, d. ¥=5 94 ) ’
. @_(\0 ICHS | OFEt OH 410 35
1 =N N Ng,
H: 1.18 (3H, 1, =6.99 Hz), 246 (3H, 5),2.92-3.14 (3L, dd, 1=73 Jo=4
¥ R . L ) =i, 1 I‘I’Z
3.48(2EL m), 4.09 (1H, m), 5.01 (2H, s), 6,96 (2H, d, 8.6 Hz), 7.19 (2H. d, r=s.)§
- Hz),7.78 (18, m), 7.81 (1H, 1, 3=7.7), 8.1 (HL d, J=7.9 Hz), 8.7 (IH, d, J-4.4 Hy)
52, 7\ \OICH:: OEt OoH 382 72
N= N CH,

'H:1.2 (38, 1, 1=7.0 Hz), 2.47 (3, 9), 26 (i & 170 B9 31 iE 0 12
3.5 (2H, m), 4.1 (1H, m), 5.0 (2H, 5), 7.0 (2H. d, J-8.61 Hl’), %.2( (E’H, d ;ig)s
Hz), 7.59 (1, d, J=7.62 Hz), 8.48 (1FL, d, J=8.0 Hz), 8.7 (1EL ), 5.26 (1HL. ).
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- 10

15

20

2.44 (3H, s), 2.8 (2H, ddHal-7.
(2H, t, J-5.89 31 (1B, @
(2H t, J=6.1 .

PCT/ I N 2003/ 000358 339 95 H 1.1 (3

Hot, J=7.0 H), g,
| Kdd, 1=14.7 & 6.8 Hz), 2.7 (1H, dd, J=14:8 & v 2005

W%l"@“ $19 3.4 -3.6 (5H, conplex), 4.2 (2H t, PEBIS203/p(0358
4.5 (2H, t, J=5.6 Hz), 6.5 (1H, d, J=3.0 Hz), 6.7

(2H, dd, J=8.6 & 1.9 Hz), 7.1 (31, m, 7.2 (2H m.

7.4 111, dJ82Hz761RdJ78Hz OR 421 76 |H 1.1
(3H,t,J=6.99Hz), 2. 7( 111, dd, J=13. 8&

6.97Hz), 2. 8(11,dd, J=13.75 &5.8Hz, 3.4-3.6 5H m 4.3

(4H, M 6.8 211, m6.9 4H m7.1 61 m. 56 ( J 5 3 U,

. 9 Hz) 3.6 (7H, m), 3.7 (2q t, J=5.64H z)4.16
%gi&%ﬁlﬁl—k672~(\]57l—|z) 4.2 (2K't, ,J=HI -H_ H

1.2 (3H, t, J-6.99 Hz), 2.7 (111 dd 1=13 8 & 6 69 Hz)
-Eikb 2 S-ﬁi'dtﬂﬁ]i n' -
%215?1 nr? yyg(gll JFal 6. %%&dagvl%gtﬁ&%]dm hfg%l%%m Lol

6.63), 7.1~ (2H d, 'J Aepmpopnd NpAdhn) 798 OH 353 20
H 2.37(3H,s), 2. 7(2Kn) 299( 1H J=669) 354(1H ) 343 H
35 . 3. 13
. E’i? , 4.31
J=8. 6°‘f4z) 7. (_2FL d,

J=8 55Hz) 7 28

Lithium alumxmu_m hydride (465 mg) was added to an ice cold solution of
Ethyl(28)-ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-y1)-ethoxy]-phenyl}-
propanoate (2.7 g) in tetrahydrofuran (30 mL) in portions over 2 period of 15 minutes
and the r_eaction mixture was stirred for further 15 minutes at the shme temperature.
The reaction was quenched by carefully adding saturated solution of sodium sulfate in
water dropwise. Solids were filtered off and washed with hot ethyl acetate. Combined
filtrate was dried over sodium suifate and evaporated. Crude product was
chromatographed over silicagel using 5 to 25 % ethyl acetate in petroleum ether fo
yield 2.6 g of title compound.

In hke‘manner following compounds in the table 3&4 were prepared following

the procedure described in preparation 4.

Table 3:
R'o-a” Y OH
Gy
z;x R Ar G T Mol Wt | % yield
- |

53. @ _ OEt 336 40
CH,,

| 'H: L0 (GH, t, 7=6.9 Hz), 2.0 (1, §, J=5.5 Hz), 2.9 (1H, m), 3.0 (1H, m), 3.5 (25,

m), 3.6 (2H, m), 5.1 (2H, s), 7.2 - 7.5 (9H, complex), 7.7 (2H_ , 1=9.4 Hz),

53



w

. n.
'3 CH2 381 84 H 1.1 (31~ J=6.9 Hz), 2. (3H s), 2.5

111, , m 7:39 2H m 7.52 4H m 8.19 21, | H g

Hodd 1=13.5 & 6.7 Hz), 23 (IfL dd, J=12.9 & 6.9
YOBIY (211 t, J 6,69), 3.5 (51 in), 4.2 (BCIAN2003/000358

1=6.
, 7.
1=6

69), 6.8 (211, d, J=8.55 Hz , 7.1211, d, J=8.5 Hz
2 - 7.43H m, 7.9 (2H m. H: 1.17 (3H, t,
9 Hz), 1.58 (1H, broad-s), 2.68-2.7 (

24.7-

2.7 (1H

2785 (@ T B I3ASH 5348358
3.97 (2H Y w5, 8 /@5’15 H 1] 9=,
6. 5(- 6 WS HH 128 64 HY). 7.

dl
158 Hz), 7.17 (IH, d, J=7.D2 Hz); 7/45 (1H m,

p’)
By, T 56
2

8
0
45 1T,{m, 8.13-8.16 1I
7. 69.|N (CH2)2 ( 2.85
), 3.4p-3.58 (5H| m, 4
2 1

5
5
. 7. 44
\D 2004/ 046119 6p.
.22 (2117 J 6.

8

= 6.57 Hz), 6. J=8.55 Hz|), 7.

e R s

=77, ~ 11, . ) P, I i H . -

o 17 GBe). 34 - 36858, 1.0 (12, éd,(.T%@.lE)g(?iﬁ f-f‘;), 4 %flfg
' 96

9LI=8: AY1H3n)16.68.(62, d_ B+ 99hiz) 4. "
Rp), Q&L T, 147)00 Hz)0B1 7(209 d (1 rﬁi_)’, g%%jgﬁigﬁf ad

477.8182).3 F2)38- 7. 40 ( 1H, _n)d’, %5682-

) 2 @:?57 CH3 OEt 373 97

N . |

%, |

H: 1.1 (H, t, =69 Hz), 2.7 (1, 4 5140 & &

| 7. | 1-14.0 & 69 Fiz), 2.8 (10 dd, J=140 &

?‘%’ Hz)i _35.09 (OH, m), 3.4-3.6 (SH, m), 3.7 (2H, 1, J =5.8 Hz), 3.8 (26, m), 4.1

@H, & =59 Hz), 6.6 (1H, m), 6.7 (1H, d, 1=6.2 Hz), 6.8 (2H, dd, 8.6 & 1.9
). 7.0 (2H, m), 7.1 (2K dd; J=8.68 1.95 Hz), T

2

56.

Q

o0 I
N .
I\CHz

Gy

5Hg. 111; (BH, t, 3=7.0 Hz), 2.7 (1, dd, 1=14.0 & 7.0 Hz), 2.78 (1L dd, =147 &
- ), 3:4-3.6 (SH, complex), 3.9 (2H, t, J=6.6 Hz), 4.1 (2L ¢, J=6.6 Hz), 6.6
(6H, complex), 6.8 (4H, complex), 7.1 (2H.d, J=8.6 Hz) o

57.

OFEt 389 72

[

Q

'H: 1.1 GH,§, 1=7.0 Hz), 19 (if, '
. 0 Hz), 1.9 (1H, dd, J=53 &1.8 Hz, OH), 2.6 (i, 41 =35 &
gg)}% %27}1,(11:,}15 :iﬁd,o J;II;.% "s;, (6.0 Hz), 3.4-3.6 (SH, complex), 4.3 (28, £, 6.0
4, J=6.0 Hiz), 6.7 (2H, d, 1 =8.6 1), 7.0 (2H. d. J=8.6 :
m), 7.5 (4H, m), 8.1 (2H. d, J=17 Hiz), % T CRL & 861, 72 @1,

| 58

NOV 2008

. /g OFEt 355 08
: : N

L

CH,

'H 117 GH, 1, 36,99 Hz), 1.97 G :
99 ¥z, 1. m), 2.77 @HL, m), 3.4-3.6 I
3.7 QH, ¢, J=6.15 Hz), 4.12 (2H, t, J=6.1 Hz), 6.6 (2H. dd. J=12.g%5 ff’élé’%’

2 2 ’] . > . M -
( ). 2 ) ( I_]; HZ), - .2




H 1.17 (3H t, J=7.02 Hz), 2.35 (31dy s), 2.67-2.79 . g,
(2H, n), 2.94- (21, t,3 J=6.63 Hz), 3.42-3.57 (SK NOV 2005
WO 4046199 (2H, t, J=6.63 Hz), 6.82 (2H d, J=Bco@nitdm0o3ss
7.06-7.10 (3H, m, 7.3 5-7.37 (1H, dd, J=1.17 & 5.04
Hz), 7.57.7.58 (1H, dd, J=1.11 & 3.66 | CH3 H (CH2)2
3 70. 71. OR 3 73 90 97 425 95 H 1.17 3 t, J=6.9

Bz p.3 .51 (314, T2 8 &AM 3 4=3—6—£5H—m
3. 92 ( > 3=6. 41 . 29 (216?!E 1=4. 6 He§37 95
5.96-598 (1M m, 8. d,| J=3.4 H2) | 6.62 (21, d,
J=8l5 Hz), 7.652(2H, d, J=8.§ Hz), 7.25-7.34 (41 m.
OR ¥27 92 H 1.17 (3H, t, J6./99 Hz), 2.36 (313; s),

: 26911 46_6 Hz). 6.82

2.
. h;z) 37 a'd,tfgléll.ji%_@ Hz), 2.7(18, dRB=14 8 &
)

f%ﬂ 2 Oflg, Jm36 Ho), M-z (382, 795 HZ), 6.5
» 8y (2B, 66 8.6 £t1.9 ¥y, 21 (BB) m), 7.2 (2Hm), 7.4
4G g,w.sﬁza. 35 t). 6.89-6.91 (\21i’,): '

\

\

n)d/@’s- .48 QBH, )|, 7.887.96] =g
7 N 05 |WD 2004/ 046119 72 H 1.41
broad-s), {2.43 (3K s), 2.78 (2H, d,
258 (1H m, 3.63-3.7 (111, m,

2

s 99 i, D7 (F51ad, 513 6@ 86705, 75 57
7. 135 4zY 3436 L) 4.5 ], 66 (LBl ﬂ%'@ﬁ?lﬁﬁ%’?%f%i m

8120, m (Btﬁ o6 73 OEt
, 3. 357 56
ek W

CHy

H:12(3H. ¢ J=6.99 Hz), 2.7 ( '

-1 , J=6. , 2.7 (1H, dd, J=13.8 & 6.69 Hz), 2.8 (11, dd_ I=13 8 &
5.9 Hz) 3.6 (7TH, m), 3.7 (2H, t, J=5.64Hz), 4.16 (2H, t, J=5.7Hz), 4.2 fﬁn t,Jj=
4.4Hz), 6.7 (2H, m), 6.8 (4H, m), 7.2 (2H. d, I=8.58 Hz).

62. : \OIC,Hs /@/ OH 353 20
. N CH2

H:2.37 (3H, 5), 2.7 (25, m), 2.99 (11 £, J= m o),
_ ,2. 2. t, J=6.69), 3.54 (1H, m), 3.4-3.7 (2H, m)
74 GH my. o8 ), 6.8 (2K, dd, J=1.95 & 6.63), 7.1 (2H, d, J=8.55),

C o]/\,CH?' /@f SPh 445 20
\N CH2 |

'H: 244 (3H, s), 2.8 (2H, dd, =735 & 2.46 Hz), 3.13 (20, t. J=5.80 Hz ]
(LH, m), 3.57 (2H, m), 431 (2H, 1, J=6.1 Hz), 6.8 (2HL <(;1 I;r];sfﬁ Hz), 7.1 ():3}31,'35
=8.55 Hz), 7.28 (2H, m), 7.39 (2H, m), 7.52 (4H, mm), 8,19 (2H. m). |

64, S \oj(c/"[?' OFEt 381 34
N CHy |

H: 1.1 (3H,i, J=6.9 Hz), 2.3 (3H, '
H T 9Hz),2.3 (3H, 5), 2.5 (1H, dd, 113 5 & 6.7 ), 2.7 (1. 44
§:12.9 & 6.9 Hz), 2.9 (2H, 1, 1=6.69), 3.5 (SE, m), 4.2 (2H, t, J=6.69), 6.8 (211 d
=8.55Hz), 7.1 (2H, d, 1=8.5 Hz), 7.2- 7.4 (3H, m), 7.9 (241, m), ’

05. E\i : OEt 330 26
NG Nr(CHz)z |

CHy
H:1.17 GH, t, 1=6.9 Hz), 1.58 (

1. \ . , 1. 1H, broad-s), 2.68-2.7 (1H, m), 2.7-2.85
(I, m), 3.13 3K, s), 348-3.58 (SH, m), 3.97 (2HL ¢, J- 5.85 Hz), 4.15
(ZH, t, J=5.64 Hz), 6.50-6.56 (2H, m ), 6.86 (2H, d, J=8.64 Hz), 7.07 (2H, d
J=8.64 Hz); 7.44-7.45 (1H, m), 8.13-3.16 (1H, ). ’

63,




76. O 3 QEt 367 97 NHBoc NH oc PCT/|N2003/ 000358 438 ,
1 100 452 60 DMSO-d6, H. 1.28 (911, s), 2.34 (34 s), “7 50V 2008

Bobfnddenglt, m, 2.91 (2H t, J-6.52 Hz), 3.02.3 47
FoRaneny L Tt %6 58 He ). 6.8 (1H 0[?(,2T/IN2003/0003:~8

==8.55 Hz), 7.07 (214 d J=8 55Hz 7 45 , , . , . 7.52
31, m 7.88-7.9%(211 CW), " CH2 ! | OR 1 345 77 OH ; H

I E7 (369 He)—224-1.32 (3H_ 1), 2 66-2. 71

dan” n),’?@w (SH, 4.15 (DEt, d,| J=6. o), T
5.88-5.10 (M7 4517 M) ) 6. 84 (21 d, 19=8.64 Ho),

1.09 (29 e H d, J=8.104 Hz),

. 54-7. H?ri’ .02, 1123 B3H = 40199 24$9-26953(Bom ), 2.77-
t|, J=6§. , Ib), 6824 QL § = 57312)8 349)3.58(SEB )44 (2L t. J= 6.57
1=6. 03 18 O-5342Hodal=857 Hei), Tij (20, BI=BBIFLA), 7I751, 0 J=7.02
Hz), 4.9 (SR, m)=84x1% g, 78.9831H2H, d, J=8.61 Fz),

7.0 (24 d, J=8.58 Hz), 7.28-7.33 (21-J, m), 7.47 (1H,

d, J=6.96 Hz), 7.82 1H d,J=6.93 LIZ), 8.04 (1Hs cx

1 17-(3H t. J=6.99 Hz), 2.4 (3H 8), 2.6-2.8 (2H

M 673.[4 .6 NSHLM | 4. 9 (2g]S) . harod ((2H—t=si=

d. 64 Hz)m iyl 16 58 b)), Yo 4 46 (A m, | 90
g. 0- 8.03( 2H, M7 el CH3 G '

'H: 1.17(H, t, 6.9 ) 24 (3H, 5), 2.69-2.81

. ) 2. , 2.69-2.81 (2H, m), 3.45-3.62 (5H, m)
4.96 (2H, s), 6.9 (2H, d, }=8.47 Hz), 7.08-7.09 (1 =
Hz), 7.38-7.40 (1R, m), 7_.62-7,64%11-], m) . WHhm, 7.14 QH, & J=8.47

68. | S
@\(/NI(CHQ)E /@/ OFEt 387 97
: 9 Nen, ' ' :
H: 117 3H, t, 7=7.02 Hz), 235 (3H, 5), 2.67-2.79 (2H, m), 2.04

1=, L2, , 2.67-2. , 2.94 (2H, t, 1-6.63
Hz), 3.42-3.57 (SH, m), 4.2 (2, t, J=6.63 Hz), 6.82 (2HL d, J=8.58 Hz), 7.06-7.10

SZP)I, m), 7.3‘5-7.37 (1H, dd, }=1.17 & 5.04 Hg), 7.57-7.58 (1H, dd, 7=1.11 & 3.66

6 CH
9. | _ e OFEt 425 95
NN~cHy), ‘

SCH3

'H: 1.17 (3H, 1, i=6.9 Hz), 2.36 (Y, s), 2.51 (3 ‘

, =69 Hz), 2. , 2.51 (3H, 5), 2.6-2.8 (2H, m), 3436
(SH, m) 3.92 (2H, 1, }=6.47 Bz), 4.29 (2H, t, }~6.6 Hz), 5.96-5.08 (f‘;{ m), 6.0
(I)H, d, 1=3.4Hz), 6.62 (2H, d, J=8.5 Hz), 7.05 (2H, d, J=8.5 Hz), 7.25-7.34 (4,

mjy.
70. N._-CH2
Hcs (3 " /©/ OFEt 427 92
OIcrb . ,

'H: L17 GH ¢ J=6-99 Hz), 2.36 (34, s), 2.52 (3
. , t, =6, , 2. , 2. H, 5), 2.67-2.69 (1H, m), 2.77-
2.79 (1H, m), 2.96 (2H, t, J=6.6 Hz), 3.43-4.13 (SH, m), 4.21 (2H t, J=6).6 Hz),

6.82 (2H, d, J=8.5 Hz), 7.08 (2H, d, J=8.5 Hz) 728 (2EL d. J=
QAT o (2H, d, ), 7.28 (2H, d, §=8.4 Hz), 7.88 O,

71. : \oﬁ3 B /©/ NH; 352 . 70
’ N CHZ .

"H: 237 (3H, s), 2.83 (20, 5), 2.96 (2H, t, J=

2. L S), 2. 2. t, J=6.21 Hz), 3.36.3.65 (3H, m), 42
(2H, t, J=6.35 Hz), 6.89-6.91 (2H, m), 7.13-7.19 (2 7.45-7.48 (3H. 1
7.93-7.96 (2., m). , ) CH, m), 745745 GH, m)

56



399 9 2 H 1.07 (311, t, J=6.9 Hz), 2.26 (3H, s), 2.48;,

(31g s), 2.62-2.77 (2H, ), 3.41- 3.49 (511, m), 4.05 ' NOV 2008
W@ 244/086119=53 Hz), 4.29 (21L t, J=5.6 Hz), 5. <

J=2.9 Hz), 6.02 (111, d, J=3.4 Hz), 6.75-6. %T%’éﬁ""g??"m

6.89 (1H, d, J3.4 Hz), 7.1. (211, d, J=8.5 Hz) 6 57

WD 2004/046 1 1 9 78, 79. 80. 81. 82. OHO ' N OV

2D05] PCI/ INZ003/006358-339—68-—1.-—1 H | 9 (1H_s).

2. 02| (LARS) ’Nf% (I3H, 2. 6/6- 2N@Bo¢ 2 H ) 485 (' | 100
m, B.6 HL-m .| 3 mi 4.98 (2H s), 6.9 (2g

d, JE8.5 Hz) O 7 ay(qH, d, J=8./5 Hz), 7.#2-7.40' (31-L

m, -8 L v._d) OFt 419186 H :1.16|(3H, t,

=6, @égg%gtnglfk)bmazrsm@ @, 625, 75WRH, 3, 477 31 58 3 52

, 0 (.6mY) B. 82§14, brédi-) 24107 (o1 5.
9% Hgy 7(;1% (3H3d, 578 512 Y iz), &éﬁ67_4dr @Iﬂ,so : 793&%%5?@?‘9%)(2H &
6.69! (1H, s), 6.73 (21, d, J==8.61 Hz), 7.05 (2H “d’
1=8 K5 Hz)., 7.2--7.5 4H, mOR 423 93 H: 1.17 (3H t,

3=7.0 . A 3H] s TR 2345357
e C ARG T ™
4.25 545 N 260 [HpY N6 93 J(11-, d,  P=3.12 Hz),

5. 99_531 Qs B 0L8CH, 517308139, Ped 2,76 (0f 5’%%'?3.& , 16,52

{J3=8 12-BABLATGmEBA. BH(2H N, J=4 59412316 31

74. = .
OEt
. | n= - CHa Jg/ 45 7

OH

H:1.17 3H, t, )I=697), 1.2
1. » 0=0.9 Hz), 1.24-1.32 (3H, m), 2.66-2.71 (4H, m), 3.49-3.57 (5
m), 4.15 (2H, d, J=6.18 ), 5.06-5.10 (1H, t, J=5.7 Hz), 6.84 (214, 4, }=8.6(4}L

‘ gg’ ;-09 (2H, d, I=8.61 Fiz), 7.39 (1H, d, =8.04 Hz ), 7.54-7.57 (1L m), 8.42

> ©:N‘> /@ OFEt 340 99
~N
LCH2

'H: 1.15 G3H, t, 1~6.99 Hz), 2.68
1. , =6.99 H1z), 2.68 (1H, d, J=6.78 Hz), 2.76 (1HL, d, 1=6.03 13
3:39-3.57 (SH, m), 439 (2H, t, 1=5.1 Hz), 457 (H, 1, J=5 1 B3, 6.75 (21 d)’
=861 1), 7.0 (2H, d, 3=8.58 Hz), 7.28-7.33 (25, m), 747 (IH, d, 1=6.96 Hy)
7.82 (1H, d, =6.93 Hz), 8.04 (1H. 5) - ’

76. o._CHa
| @_{\ I _ /©/ OFEt 367 97
_ 1 N Noq . ‘
H: 1.17 (3H, t, J=6.99 Hz), 2.4 (3H, s), 2.6-2.8 (Z2H,
. , 2. , 2.6-2. m), 3.4-3.6 (5H, m), 4.9
(ZH, s), 6.94 (2H, d, J=8.64 Hz),7.12 (2H, d, }=8.58 Hz), 7.42 -7.(4?’( 31-)]; m)

8.0 - 8.03 (2H, m)

77, CH P
/0 OFt 399 96
o N__CHa _ |

7 s

CH,

'H: 1.07 BH, t, 1=6.9 F17), 2.26 G, :
: 1.07 GH, ¢, 1=6.9 Fiz), 2.26 (3H, s), 248 (3, 5), 2.622.77 (2L m), 3 41
3.49 (SH, m), 4.05 (28, 1, J=5.7 Hz), 4.29 (2H, 1, I=5.6 H), 5 81 (1L c%, =29

Hz), 6.02 (1H, d, J=3.4 Hz), 6.75-6.78 (3 -




\>,CH2 N | CH3 H: 17 (3H, t, J =6.7 5.36 2H, s), ¢ .
6.99 2H, N _,,C6H5 8 Hz), 2,68-2.77 d, J=8.64 Hz), ' MOV 2008
VERE0010MME 40 (2H, m), 3.44A 7.12 211,d,J8 OR pb}uR%003/000358

m, 3.89 (3H, s) .61 Hz), 7.26-7.79 4H, m 367 100 H:

1.19 (34 t, J-6.97 Hz), 2.49 (3H, s), 2.67.2.83 (2H

m. 3.44-3.62 (5K in), 4.83 (2H s), 6.88 (2H, d,

198, 55 7+l5 GRH U3 849726~ 7. 74 (SH_
58 Wd 2 81 19 mo AH - do» GB38 Ex. | 63
No 83| R i O™ 2005 | PCT/ TN2003/ 000358 Cet

Al : N

1 cH2oH . Ml. W 3 94 Veld 87 L H 1.17 (BH, t, J-7.00
Hz), [.66-1.69 (2q n)|, 2.37 (3H, s), 2.59-2.66 (2H,
o R A ek
3.57-3,.62" £ H), 2.66)2.801( 2815 (1H, h), 3.68

1H, a)g3 (3hlym), 4.98€8, 8, 612 ’
6.7 H)' L 89839 (HHym), . 8, G12)21, 1068 § B, 70, (3£, -8 5 11,
Hays 7$3é§l"§%5£ p1). ot )’

1
89.17.9-8)03 (ZHO&) 7. 99 211,

@/ OLt 419 86

. .
H:1.16 3H, t, J=6.99 Hz), 239 (34, 5), 2.64

, J=6. 2. , 2.64-2.77 (2H, m), 3.473 .53 (35
| %23 (2H, t, 1=6.07 Hz), 4.54 (2H, t, 7=6.06 Hz), 5.99 (1H d, J=3.57 Hz)f 6.56m &

1H, d, J=
| g ;1,7‘5, (413_};6 Hlla){z), 6.69 (1K, 5), 6.73 (2H, d, }=8.61 Hz), 7.05 (2H, d, J=8.55 Hz),

80. CHg
_ OEt 423
— NG Hz - /©/ 73

0\/0

'H:1.17(3H ¢ ¥=7.0Hz), 23
1 ,¥=7.0 Hz), 235 (3H, 5), 2.66-2.77 (2H, m), 3.453 37 (4. m
3.58-3.74 (IH, m), 3.92 (28, 1, J~6.54 Hz), 425 (2H, 1, 1=6.52 Ha), 5.553 (iH,)’d

7=3.12 Hz), 5.99 (2H, 5), 6.04 (1H, d, 1=3.39 Hz
> 2 V- 5 U, 7. ,6.64 2H. d. J=8. :
6.8 (3H, m), 7.04 (2H, d, J=8.55 IF) ), 6.64 (2H, d, I=8.58 Hz), 6.84

81. N
Ly Q7 | =] = =®
- N

I
CH;
H:1 17 (3H, t, }=6.78 Hz), 2.68-2
. . » 2.68-2.77 (2H, m), 3.44-3.61 (5H, m), 3.89 (3
3.36 (2H, 5), 6.99 (2H, d, J=8.64 Hz), 7.12 (2H, d, J=8.61 Hz), 7.2)6~7.79((§L8r);1)

82, CeHl
Naw 5 _
d 7l i /@f OFt 367 100
CH,

Meé

"H: 119 (3 1, 1=6.97 1iz), 2.49 GH, 5), 2.67
97 Ha), 2. , 2.67-2.83 (2HL, m), 3.44-3.62 (S
4.83 (2H, 5), 6.8 (2H, d, J=8.55 Hz), 7.15 (21 d. ;r=~s(.49 1?2) 7.26-7.74 EsEf, ;{3

58
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Pre oration 5 | -Et hoxy- (2S) - et hoxy-3-[4-(2-(5- et hyl ﬁ 2
2- phenyl - oxazol 4-'yl)-ethoxy} phenyl] -propane = 0ROV 2008

VeotpsisaoNo 84). 3 O/ OEt \ J OBt 10 To angilfllfﬁr'%%gs;'ooo:;ss

suspensi on of powdered sodi um hydroxi de (250
di met hyl sul f oxi de (10 ni), _ ,
(2S) - Et hoxy- 3-{4-[ 2- (5- net hyl - 2- phenyl - oxazol -4-yl) -
etPub¥y/d:- phenyl ) - propan-1-ol (conpound No 64) (1.15 Q)
was added and stirred at 15 anbient tenperature for
20 mnutes. Reaction m xture was cooled in an ice bath
and ethyl iodide (0.5 glowas~a d~a@nd stirred for
further 30 m nutes at the sane enperature foll owed

: heu%_aIllS_anhLen tenperafN;ré in nitrogen
t qosghere. eactionj m xtAwre s pgured in (8 o= 07 ) -
ﬁ%& racted W th diethyl et hgr (SXg%}rL);MPEeWt yigold
orbi ned ga fract w asne h ' (1169
"), (briné mzm), ed oves)ésedodi u\%%u ate\ggﬁd 87
vaporjat ed under®teduged pressufe. Crudg product| was
hr omdt ogr aphed over 5ilicagel uWsing 5%jet hyl acetate
iin petirgh el R et —0-6-gof tiHtle conpound,

r egar @tg e17 %néj 780 H&f 1%6-169 (ZH [!1), 237 (31—1, S), 2.59-2 66 (ZE[, ]:[1))

¢ 2P 6.75 )
$) 2 57043 B2), B3:3.48 G, 30)yh 6779162 Kelzim)),-3473:B )74 (3H
N );71]]252%9 ilg"} 5 ‘%P %%gg%&géi: é=ggﬁgi(7@0ﬁfﬁﬁ,l dd J#%bfﬁ)Ij-Iz)(, 730
— B OEL N L85 TINEFomh 4/ 046119 PCT/ 1N2003/ 000358 |
S 1.. Preparation of '

align 5 2S) - et hoxy- 3- (4-[ 2- (5- met hyl - 2- phenyl - oxazo

| -4- yh)Et - I -nro -benzoate. 5 To a
so| ut iyo% g?g‘(l?g)) e%b%?)é_[ﬁ{z-@_mﬁﬁsﬁ}’ -phenyl-oxazol-4-yl)-ethoxy}-
EPRSWI-IFopand (Reihpowret ¥y s4)2- pheny| - oxazol - 4- y1) - et hoxy]

- phenyl }-prapyl nethane sglfonate (conpound No 91)

(0.9 g) in toluene (10 Pot assi.umg onate (0.5
g) was added fol \ thy|W§fo. 25 i)
and the reactio Xt uNeé S oe xed“Fbr 3 hours.
Reaction m xture was cooled to anbient tenperature
and poured in ice cold water. It was extracted with

hyl . nl).. The conbined i
ot ot wie Saho p PR o rofm RyRPNAEOG250 mg) o

niymethydgultoctidey & 0's auli Iiate.sandrepss t.ed, under
r A d pres suf(e to }??32?8 18?%{%Pe$pr%ﬂ6%ph‘%iyg xazol-4-yl)-
2-@[%?%@)13 Ciyls-propan-1-ol {compound No 64) (1.15 g) was added and stirred at
Ettnboeyt Znipd: - | - oxazol - 4-yij) -et hoxyl

;Vg'{ﬂe ’yﬂ % 1%%%5%)- gﬁ%ﬁ%ﬂ@%%%&&%i%ﬁndﬁg bath and
Hytedid (B) btwasondded- il biod forehir 30 minutes at the same

- | )seth
' S%%ﬁﬁ)é?%g@é? -%’e ?1% S{RP%XXJ( amhienyiemperamee e mdtrogehOatmosphere,

. Regetina smixtoie dwa uRar inS RleUtd] A LR 48

: OgEJ)) v ‘s el e g el t(ﬁ&va{riéeragrﬁj gﬁtracté/dd with g.lethyl ether
83’555 - Ihe combined organic extract was washed with water (100 mL), brine (100
ml), dried over sodium sulfate and evaporated under reduced pressure, Crude product
was chromatographed over silicage! using 5%

ethyl acetate in petroleum ether to yield
0.6 g of title compound. |

Preparation 6

2-((25)-Ethoxy-3-{4-[2-(5 -methyl-z-phenyl-oxazol~4—y1)-ethoxy]—phenyl}—
Propoxy)-benzoic acid (compound No 89).
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m xture was stirred at ambient tenperature for 72 07 nov 2005
hours. Sol vents were evaporated 20 under reduced :
PO Es11Resi due was di ssol ved in water (50 mMplor/iNa003/000358
acidified wth IN HCL and extracted wi th diethyl
ether (3X50 nL). The conbi ned organi ¢ extract. was
washed with water (50 m ), brine (50 nL), dried over
sodi um sul fate and evaporated wunder reduced pressure.
Crude product was recrystalized froma nl@re of

ield 345 ny

di i sopropyl et her nd rol e:@(hff\ds

of product. 25 Pr OEt COOH
((2S) - Et hoxy- 3-{4- (5 nmet hy? 2- phenyl - oxazol - - 4-yi ) -

et hoxy] - phenyl } - propoxy) - acetic acid (conmpound No 87)
SO%?NS\YP 2005, WD 20041046119 PCI' /1 N2003/000355 Step

1: PR partRasHions oEtethyl-2-((29) etbayee f4-[2- (5-methyl-2-phenyl-oxazol-4-
-3 th i I-oxazol- 4-yl) -

etgg)i;] .g]ggﬂ] Ilopoag %EX fetate. To a stirred

s uspensi @rﬂ @lutst@%fs{mlﬁﬁmkwﬂr{uq éi.ikﬁﬁly[lg.)ghhlﬁl_(%am -4-y1)-ethoxy]-

g]é]%fﬂ g&’y 4 g +§ S(‘gm?:?é? \ka m@“ﬂﬁé\!ﬂ/ Plbk&9 d)- i ydl)ene5(10 mL)
eh@mta]sszmh%ﬂr%bhﬁé QP9B) walhdded fo%o%% by gwmfgsa&cg%e (0.25 mL) and the

- tetrahydrqofuran at-a tenperatur
st FFACHER Fxtyr wan reflugep domd boersf ReacBol erikisre RAAGHHRA to ambient

m ool ed, below_ 10 C and to jt was ,
ad)dée é%athyl mgg@noacﬁlt iy gold water. J’i_)"’a%\ﬁ’d:@%eldr‘f"é‘d efhyl acetate (3X50

10 anilenThe eompleingd otenit exirddd wag
poyr.e into.ice ug d water (nga%ed'%ﬁglﬁ%étgﬂ)x rac ds%ﬂgﬁmo mL)
di SERY PV Rdiun %&%@e Ad evapn@tﬂ.domdﬁm@du@dgamsmeemt yieldt 818 mg of

waprdddcmashed wi th water (100 nL), brine (100 ni),
dried over sodium sulfate and evaporated under
reduced pressure. Crude product was chronmat ogr aphed

% t at trol
L RSP 18 SRR S el sbeny iS00 mhass ] phens ).
: (EZ?OPOXY) ')(64]3z (flga‘(ng t henyl - | -4-yl) - ehoxy] -

t hoxy- 3- e enyl - oxazo y ehoxy] - p
henyl }- %Pc?pﬁufb%ﬁ%M%éét% &S}ty {rtH 2 (5-mBthy1-2 HhShoxazol-4-
| (2 ) AR &3}?&0{’%’“’??3 Ry CIBrme i Bethapel (L0, opas added
hoR§Y “ZWWfPVH JodbumdsOricec e Cmgf irtlwaibk t(5 €€ § AR reaction

’
Wﬁése o’ txt4arf1§ylet5teﬁs@pw§qrc gor. ‘b &ayis. Solvents were evaporated

20 oxanctrlr- dduck ey 5
Bﬁgwrn Mp? opgéesdurzkg%nﬁmgéé ?1(9)§ Oﬁ%g?ﬁ )wd%gre ¢ b’%%f) %cld]ﬁed with IN

eptagied withdligthylxgheer(3X50 atli)oThe cbﬂ&)ne&tdi@éﬁc 3xiract was

B T e T T ——

30 urder aechloédjpnesuur&)fCrude product was recrystalized fr
(2&6 an %4%%[‘ 2- (S net hyl - 2- pﬁényl E-Boxaglo miiftl_lre (3fdusopr0py1

25 dlEﬁ%hane (80.nm) vvas added tri et hyl am ne (3.0

nL) and cooled to 10 C. To this was added

met ha¥éSgthewyB-{4d2-(Hanaago- Skazol-4-yl)-ethoxy]-phenyl}- _
acetic acid (Collgyg)und No £7) DOt Gkazol-4-yl)-ethoxy] pheny 1}-propoxy)

o_Cts
= ©’4‘L ’©/\l/\ °/ﬁ1i°rH
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Table 5: chloride (1.1 nL) dropw se and the reaction

. . : g7

m xture was stirred at anbient tenperature for 3 ' NOV 2005
womasis1®eact i on m xture was diluted with - _ :

di chl oronet hane (100nL) and washed wth vvat%(;“{hizﬁwmmas

m.). The organic |ayer was dried over sodiumsulfate

and evaporated under reduced pressure to yield 6.0 g

.S&f i bk 5 | i ke ner. follown
el E (e TR bbb oxazol -y,
PPstlerlivnel} duepriybacktite, preparati on 5-8 by using
appr er.i reagents and reactjon conditions. 10 Ex
Hglg 8§§ aﬁ?ﬁs‘fégf‘%&o%sw bige (FoThg) iN té’fﬁﬂ@ﬂgogﬁlran (10
08&8a - Mabluib h ¢ 4_da b J=6.
ey i §_3H, t, 126, % %1’"’5 3 %ﬁ:$§‘§'¥1-%?%eﬂagﬂ§m;-4-yl)~
067 ePhefgly Prapag-Y-oH(1.q g) i nbotetalydsofbrah At 1a +SRPREE below

18-z ided d= .8 (2R, .dd, =1. 87&6. 65Hz7.1 (2
R ibtited, & Bmbign Shmofinlte (8o K Repdionmenives. wab gain

d, 7.4 (31-L m 1.
C&@i%d bgowNd Giond ol it GRst adddd &t lbrbbacefatd (1,63 gblgsg% Girfed at
'aﬁlgiéntggm t};&és & 6.45 Hz), 2.99 (2H t, J=6.89 Hz) 2
H&é 4-3. C7RTE GMpeeyrs: Beaction mixiire waspqupdd, into, icd =6ld Abater (50

efieBete@ Wi ' 7.1, (2H d, .J=8.61

g s piCdlethyE LA ORSG LY e Loppffopgiai

Ton (o ety . C extract was
w'g@gglw%h \Xétgr @90 mk.), brime (18%4mLy, drizd Bydlsotitin sulfate SR dvaporated
e rOIEY prek 3 (3H s), 2.6- 2.8 (2H

258 E)fz HSlﬁfg é%?g P@Mx’m%éhgox%}gtp%raﬂﬁqd ayves sizpgel ysing 7%
ethybacetatg intpetroke6mether to yield 350 mg of title compound and 300 mg of (28)- .
Ethoxy-ﬁi-{4-[2~(S-methyl—Z—phenyl—oxazol—timyl)-ethoxy]-phenyl}-propyl
acetate (compound no. 90)

bromo-

(8]

Step 2: Preparation of ((28)—Ethoxy-3-{4—[2-(5—methyl—z-phenyl—oxazoI~4-y1)—ethoxy]-
phenyl}-propoxy)-acetic acid.

- Title compound was prepared from Ethyl- ((ZS)-ethoxyS»{4—[2~(5-methyl—2~phenyl—
oxazol-4-yl)-ethoxy]—phenyl}—propoxy)—acetate following procedure similar to that
described in preparation 6, step 2.

Preparation §

(ZS)-Ethoxy-B-{4—[2—(5-methyl—2—phen l-oxazol-4-y1)-ethoxy]-
methanesulfonate. (compound No 91) ’ retholphonst-propsl-

CH, o
&

To a solution of (ZS)-Ethoxy-B-{4—[2—(5-methy1~2-pheny1—oxazol-4-yl)—ethoxy]-
phgnyl}-propan-l-ol. (compound 64) (5.4 g) in dichloromethane (80 mL) was added
triethyl amine (3.0 nL) and cooled to 10° C, To this was added methanesulfony!

61 '




Hz), 6.8 (2H, dd, J=6.6 & 2.0 Hz), 7.1 (2H d, J=8.6
woHE). 7.4 (31Lin), 7.0 (2H m. 62 2 NOu 2005 W0 7 NOV 205
O POHAOB6119 8 88. 89. | OR H 439 80 1H. 1.2 )

J=7.0 Hz), 2.4 (3H s), 2.7 (111, dd, J=13. E&@‘_LF." 1000358
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untlel rqd@ted préssuds . C 6.6,.(1H m, 6.7 (1H d, J=
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copdgiopgH dd, J=10.66 & 7.36 Hz), 4.17 (1H dd, J=9.61

& 321 Hz), 4.2 (2H, t, J=6.7 Hz), 6.88 (3H, m), 7.09

Tébqs%_ m, 7.41 4H, n), 7.96 21 , dd, J=7.53 & 2.19

Hz)  8.16 1H, d, J6.03 & 3.0 Hz). 90 o CH3 ~ . \ O

CEt " 502 50
- Ro-ar” Y G

Gy

Ex R
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84, 0.t -
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85. CH;
@‘(\OL /©/ OFEt o~ -OH 425 29
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-
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91. 92. 1H 1.1 (3H, t, J=6.99 Hz), 2.3 (3H, s), 2.7 6 5
(2H, m, 2.9 (2H, t, J=6.7 Hz), 3.4 - 3.7 (3H, < 1 NOV 2008
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CFt2 1H 1.2(3H, t, J=7.0 Hz), 2.3 (3K s), 2.8 (2H,
m. 2.9 (217L t, J=6.7 Hz), 3.0 (3H, s), 3.5 (2H,
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H: 112 (3H, 1, 1=7.0 H), 1.25 GH, ¢, J=7.0 11z), 235 (3H, ), 2752.8 (2H
m), 2.95 (2H, t, J=6.6 Hz), 3.35-3.38 (2H, m), 3.44-3.56 (SEL m), 4.20 (211 ¢
7=6.6 Hz), 6.8 (2H, d, J=8.6 Hz), 7.07-7.10 (1H, m), 7.1 (2H, d, J=8.6 Fy),
736-7.38 (1H, m), 7.59-7.60 (1H, m) ’ -

96.
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m), 7.16 (2, d, =8.64 Hz), 7.39-7.41 (1H, m), 7.64-7.66 (1F, m).

97.

s

@—{’NIC& OFt —O0S0,CH; | 451 78
S O CHy

'H: 115 (3H, t, 1=6.99 Fiz), 2.4 (31, s), 2.77-2.82 (2, m), 3.03 (31, 5), 3.46-
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(IEL 5), 6.74 (2H, d, I=8.49 Hiz), 7.06 (28, d, J=8.49 Hiz), 7.20-7.51 (4H, m)
or|T g Jou OFt —0SO,CH] 501 62

-
N
St

o0

—_
ran |

CH;,

7 3

oo

H : 114 (1, t, J=6.97 Hz), 235 (31, 5), 2.76 (2H, 1, 1=6.48 Biz), 3.03 (3L 5),

3.48-3.56 (4H, m), 3.92 (2H, 1, J=6.48 ), 4.20 (1H], 1, I=5.46 F7), 4.25 (201 1

1=6.31 Hz), 5.92 (1H, d, 3.3 Hz), 5.99 (2H, 5), 6.03 (1H, d, J=3 39 Hz), 6.64

(2E, d, =8 58 Hz) , 6.81-6.84 (3H, m), 7.05 (2HL d. J=8.55 Hy) ’
G

H
102. s /©/ OFEt N 573 77
| v
M

'H: 1.03 (3H, 1, 1=6.97 Hz), 2.39 GH, s), 2.42 (3H, 5), 2.65 (21, d, 1=6.30 1i7)
3.33-3.44 (4H, m), 3.92 (2H, t, J=5.28 Fiz), 4.19.4.21 (IH, m), 4.54 (2H, ¢
J=6.01 Hz), 5.98 (1H, d, J=3.6 z), 6.56 (15, d, 3.6 Hz), 6.67-6.70 (3H, m),
6.97 (2H, d, =8.46 Hz), 7.21-7.54 (6H, m), 7.75 (2H. d, =822 Hz) -

CH

3. U OFEt o s 577 85
_ N"ch, - p
O

APt
M
-0

'H: 1.03 (3H, t, J=6.99 Hz), 2.35 (3H, 5), 2.43 (3K, 5), 2.65 (2H, d, J=6.39 Hz),
3.33-3.56 (3H, m), 3.89-3.94 (4H, m), 425 (2H, t, J=6.48 Hz), 5.92 (1K, d,
¥=3.33 Hz), 5.99 (2H, ), 6.03 (11}, d, J=3.36 Hz) , 6.59 (2H, d, J=8.55 Hz),

6.84-6.90 (3H, m), 6.97 (2H, d, J=8.52 Hz), 7.31 (21, d, J=8.4 Hz) 776
e _ ), 731 (214, 4, ), 7.76 (2H, d,

g

g
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3.33-3.56 (31L n), 3.89-3.94 (41-1, m), 4.25 (2H t,
J=6.48 Hz), 5.92 (1H, d, J=3.33 Hz), 5.99 (21L s), “7 Nov 2008
6.03 (1H, d, J=3.36 Hz) , 6.59 (2H, d, J=8.55 Hz),

WO . R4ES00 (3H, m), 6.97 (2H, d, J=8.52 Hz), 7pGtnNBbko00358

d, J=8.4 Hz), 7.76 (211, d, J=8.28 Hz) 65 0 ' NOV

2(105 WO 2004/ 046119 104. 105. 106. Oet PCT/1 N

2003LEL1111358 OR 368 92 ;H: 1.50 ORt, J=6.99 Hz),

1. 1910431 N Ja64 9 1 2. 7e2H 1, Jgh, 18 HO
3. é’s-s. 5@1%%0&% mm, Y5 6l (210 s) | 6% | 92
(2H =8. 58 Hz),

7.0

, d, |J 7.15 |2H,d, J=8. 5Hg, 7. 26- 7. 3[7(4H, ni
CEt| - Op-Pr 49% 40| CH z H: 1.13 (3H t, J=7.0| Hz),
1. 27 (3Hgst,1=7.06 Hz), 1.53-1.65 (2H, m, 2.43 (3R
s). [ 2. 69-1 88YGH, 1699 185, BIABHSHI=095 113), 55532 ¢, 6.1 1iy),
(2H m | 3456857 O, 1), 3 86098 5,243 (21, $)) 588 qBUHA) 18 53 Hiz), 7.15
7. 15_(2H(2H d, J=85 b%),H26-7.37 (bt t)46 (3H in), 8.0-8.04 7 "
2H,| 5. CH=~ 103-_-I98. T, & 8 HI T 03,.39-3r59
(7H rf) 1-'1,/@}96.87 O3t d. [2=87B ) 3 f 40
(24, AlJ- 8 H3CoHi : 1.1§5 (3H, t, J=6.97 Hz), .18
(3H t, 1};70sz)248(3Hs)278(2H _
- 113 3K, t, I=7.0 Hz), 1.27 (3H, t, J=7.06 Hz), 1.53-1.65 (2H, m), 2.4
N > 3 ] - 5 . =414, 5 . 3
(3H, 5), 2.60-2.84 (2H, m), 3.35-3.45 (SH, m), 3.55-3.61 (2H, m), 4.98 (;,I—L s)
6.93 (2H, d, J=8.67 Hz), 7.15 (2H, d, J=8.64 Hz), 7.14-7.46 (3L, m), 8.0-8.04
(2H, m) ’
106, N CaFs OFt
0,)1 /©/ ORt 395 98
CH,
HaC

Iy
H - 115 (3H, t, J=6.97 Hz), 1.18 (3H, t, J=7.0 Fiz), 2.48 (3H, s), 2.78 (3FL d,

J=6.8 z), 3.39-3.59 (7H, m), 4.83 (2H, 5), 6.87 (2IL d. J=8 49 Lz
? 3 2 v 7 - rl 2 0. Z 2 7'17 2
d, 1=8.49 Hz), 7.42-7.74 (SH, m), ( ) e

107. o CH] : o T
©_<\ IC /©/ OFt oo 487 85
NT e, C j

1 |
H: 123 (3H,t,J=7.0Hz), 2.4 (3H, 5), 2.8-3.0 (2H, m), 3.5-3.6 (2H, m), 3
3.7 (IH, m), 3.9 (1H, m), 4.0-4.1 (1H, m), 4.9 (2H, 5), 6.85 (1EL d, J=831 Hz),
6.97 (2H, d, J=8.52 Hz), 7.10-7.15 (3H, m), 7.42-7.49 (4K, 1u ), 8.0-8.15 (211
m), 8.17 (1, d, 7 =6.15 Hz) - ’

CHy

108. ol —
. CHy

_ |
H: 115 @H, t, 1=6.99 Hz), 2.4 -3H, 5, 2.7 - 2.8 (2L m), 3.0 BFL 5, 3.4 -
3.6 (2H, m), 3.6 -3.7 (IH, m), 4.0 - 42 (2H , m), 4.9 (2 s ), 6.95 (H, d. |
J=8.61), 7.14 (2H, d, J=8.61 Hz), 7.41 - 746 (3H, m), 8.0-8.03 (2, m)

CH
109. % /@/ ~ OEt - —O0SO,CH, | 477 90
]

CH,

'H: 114 BH, s), 248 (31, 5), 2.74 (3H, s), 2.79 (2H, m), 3.03 (3 3.43-
?5273(;1}213 12)1 z(ti(ﬁ (H, t, J=6.4 I1z), 433 (1H, m) a5 )(?z}i, m§, 1.5{.’98)(’1}1', 21
J=2.8 Hiz), 6. d, 7=32 Hz), 6.7 (2H m), 6.8 (1. d. J=3. ’
d, J=8.2 Hz), 7.25 (IH. 5) 6.7 (GHL m), 68 (1K, 4, 1=3.1 Hiz), .09 @K,
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10

15

20

6
d, J=8.12Hz], 725 b_55G N0~V RQ05— D -20043) 46119 -
110 11 FC@l—QHI 003358 | coon

7.42-7.74 SH M7 OROR 395487 9885 H:
.1.423H23i—|, t, J=7.0 Hz),M2.4 (3H, s), 2.8-3.0 (2H, m, 27 x0v 2005
ﬁ’.(ﬁ?{)a.i/@l(,ﬁa_)H, m, 3.6- 3.7 (1H, m, 3.9 (1H, n,)leg/!%z_[msmmlSSS
4.0-4.1 (1H, m, 4.9 (2H s), 6.85 (11-1, d, JEB!

Hz), 6.97 (2H d, J=8.52 Hz), 7.10-7.15 (3H, in),
7.42.7.49 (411, m), 8.0-8.15 (2H, in), 8.17 1H,
T

=G 15H— Ot ——OEL ~OSQRCH3 446 98 H : 1. 15 (3H, t,
?’:‘éfg' Woh 2 22080 S{J2]7 - #1 (2H[ m OB O (3Ebs e
), 3.4 - 34 (AH MY 3.6 - 3.7 (111) n), 4.0 4.2
(2H ] m, 4.9 (2H ), 6.95 (2H, d, J]=8.61,7.14
21~1] d, J=8. 61Hz, 7. 41-7. 46|3H, In, 8.0J8.03 2H m|cH -
| . CH, -|OS02CH3 477 90 S CH3 H :1.14 (3H, s), 2,48
(3H, [s). [2.74 (3H_s), 2.79 (2H ), 3]03 (3H s},

3.43{ 3. 57EBH 1M OS] IIRREAHL = if eI
4. 5(2H, n)|,3 57-9(63 K71 10m), 435720281 bz b0 Bril g (1L ; Y, 75
HZ),( 7 (’2#11-7.@)7,(31@,-%), @%%P?&zfﬁﬁg-‘lﬁmﬁ, : (2

3_%’ %2.77 (2H, m),
11:(1'3 , d, 7=8.6 Hz),
10’
443

CHy

'H: 115 3K, t, J=7.0 H2), 2.47 (H, s), 2.89-2792 (2H, m), 3.5 (1H, m), 3.65
(1H, m), 3.8 (1H, m), 3.9 (2H, m), 5.0 (24, 5), 6.87-6.96 (5H, m), 7.15 (2H, m),
7.25 (2H, m), 7.5 (3FL m), 8.05 (2H, m) '

Preparation 9

2-Bthoxy-1-{4-[2-(5 -mef,hyl—.’z-phenyl—oxazoi—4—yl)~eth0xy] ~phenyl}-3-
hydroxypentane. (Compound No. 114)

: OH
CHa
o Et
Ph—R L\ m
—4, ) b

K2CO3 (0.645 g) \;vas added to & solution of 4-(pentane 2-Ethoxy-3-hydroxy)-phenol

(700 mg) in toluene (5 ml) at 20-30 °C. The reaction was stirred at reflux temp. for 1
hour. To the reaction mixture was added 2—(2-phenyl—5—methyl—oxazoie~4—yl) ethyl
methane sulfonate (878 mg).Reaction mixture was stirred for 36 hour at reflux
temperature. Reaction mixture was poured in to water (25 mL) and extracted with ethyl |
acetate (2 x 25 mL). Combined organic layer was washed with water (2xS50mb) &
brine (50 mL), dried over sodiurn sulfate and evaporated under reduced pressure. Crude

product was chromatograpbed over silicagel using pet.ether:ethyl acetate (9:1) as an
eluent to afford pure 157 mg pfodu’ct.

Preparation 10

2-Ethoxy-1- {4—[2—(5—methy1—2-phenyl-0xazol-4-yl)—ethoxy}—phenyl} -3-ethoxy
pentane

(Compound. No. 115)
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16

"~ OPt Ory "H: 1.15 (31-L t, r=7.0 Hz), 2.47 (3H,

s), 2.89-2:92 (in), 3.5 (IRm). 3.65 (IH m, 3.8 °7&ov a0

wélﬂ ne3-9 (2H, m, 5.0 (2H, s), 6.87-6.96 (5H, :
BN "yt 705 2K ), 7.5 3H, m), 8.05 1,PGH/PREN000358
aration 9 2-Ethoxy-1 .-{4-[2
- (5- net hyl - 2- phenyl - oxazol - 4-yl ) - et hoxy] - phenyl }-3- 5
hydr oxypent ane. (Compound. No. 114) OH Ph K2C03 (0. 645
g) was added to a solution of 4-(pent &he
2- Et hoxy- 3- hydr oxy) - pheddts (708 ng)_ i
at 20-30 C. The rﬁam g
for 1 hour. To the attA ur ePwas added
2-(2- yl -5-naet hyl - oxazol e-4-yl) ethyl 10 nethane
sul f o’gf'a t%% %g‘)"?‘ﬁ?é itore pAlYOHr of duépentans t2, -disthdxg)-pheno!
(363 haw)rinabluesd (Ul )tLMpei@bdr i LXLUr & Was
1gour ed into vvztater )(Zg‘mrrL) %I'ngﬂee%g?%tlg{jh%t ase%%ﬁ};/\e% at reflux
pep@tue (for X bournily thesedstine dnishgarvias ddaye 2-@ashenishatbthyl-
M ine.(H0 r.nL), dried over
sgggaﬂlﬁ%gtz%égn %B%F a(sé% u}g)].dlg?acp% gy, was stipred for 36
lgrugdlet reflusdiemperaarse. dhzaotion @gkieRhds GYaEd S kd GABE! (25 mL) and

' . et her: et hyl 9: I
3t Bl BlwERcee {hy xpiomit Combiabh paenisriage was wasked vith
Rat 3 bk (4B TS - 2 -l
oy e (SPmIT i, &P S8 sty and. pvppgrated under

oxazol - 4-yl ) -et hoxy] -
’(eéﬁ?ﬁﬁlol?ﬁﬁ’ﬁﬁum\@ yeib yheOsuderitied@anptamt (204 nd. (3idde froduct was

= 43H . t.. J=6.9 Hz), 2.43 (31-L s), 2.77 _
B holfablisdad? ytigthl gin pit lherihsy Siehe 1) 2 55 e to afford
- pyre I88npiddnGt. 7. 17 (2H, d, j=8.6 H ), 7.42-7.47 3 H,
m, 8 0:8.03 2H, m 67 OV 2005 WD 2004/ 046119 PCT/ 1N
2003/ anaey foflopmernipuaEEn gbled sverdtiephrédbaa method
saliMt i 5 gdhet hoxy) - phenol (403 np)
in tolﬁgﬁgegélb%ﬁ)%{]gl?ﬁggg%%g%' The reaction m xture was
Seblefed at reflux tenperature for 1 hour. To the
reaction m xture was added 2-(2-phenyl-5-nmethyl 5
oxazol e-4-yl) ethyl nmethane syl fonate (500 ng).
Reaction m xture was stirredlfor 36 hours at reflux
tenperature. Reacgipnasi xtyre @mas poured in to water
(25 nl-) and extracted wigh ethyl acetate (2 x 25

foluene (5 nL)
ef l ux tenp.

-

ExM) . Comoimed my@‘-—wq shed—wth—vwater— (2 -
Nog< |50 nL), brine (gg ml) - drf ed oveEzsoci uidssullf oL Wind % yield

11 EYaporat ca'i tHpche

O~T oy o= OH Et | 395 68

N" e,

"H: 094 3H, t, J=7.39 Hz), 1.02 BH, t, 1=7.29 Hz), 1.11 (3H, t, J=6.99 Hz), 1.51-
1.53 (2H, m), 2.43 (3H, 5), 2.72-2.75 (2H; m), 3.28-3.47 (4H, m), 4.97 (2H. 5), 6.94
(H, d, I=8.5 Hz), 7.15 (28, d, I=8.43 Hz), 7.42-7.46 3H, m), 7.99-8.03 (2H, m)

113. OIC“" OEt - OEt Bt 423 26
L -

'H - 0.96 (3, 1, J=3.6 Hz), 1.05 G3H, t, 7=3.4 Hz), 1.21 (30 t, J=7.14 Hz), 1.5 (2H,
m), 2.4 (3K, s), 2.68 (2H, m), 3.39-3.47 (2H, m), 3.56-3.59 (4H, m), 4.9 (2H, s), 6.93
(2H, d, J=8.54 Hz), 7.16 (2H, d, J=6.8 Hz), 7.42-7.46 (3H, m), 8.00-8.03 (2FL, m)
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reduced pressure to yield the crude title conpound B

(206 ng). Crude product was 10 chronat ogr aphed over " Nov 2005
\y0§mhmgqggl usi ng pet.ether:ethyl acetate (9:1) as an )

eluent to afford pure 90 ng product. In |i ke HRRAG003SS

foll ow ng conmpounds in table 6 were prepared by a

method simlar to that described in preparation 9-10.

_‘1”14Td0| 65 Ex—RArd G2G3Mbl .. W% vield No

112- c\@ gt“e) HE_tgg?@ X PFt CH2 RHO0. 94 E8H, |, 4957. 895 5o

Hz), 1YOR (3H, it7 9=7]29 Hz), |1.11 (3H, t, JF6.99 Hz],

1.51-- 1.53 (241, ), |2.43 (3H s), 2]72-2.75 (2H nj,

3.28-3.47 (4i -Lm) 4.97 (2H] s), 6.94 2H, j, J=8.5

I—7\§bé1(5§211 ,J')43H2,7427463H ,

7. 90-@IDG R, I~M N 1B)P1 108 IR! 110 1) 4 "“' :

R TR R

7, 8 1

(2eF ny, 3. 39 3. 47 (%H ((H’d 85%%& (411 ,=’Zt §.95-7.99

3 54—) (2H 1=6.8

Ymi
Yt
L

~

l\)‘r'

20.51

2Hen 3 7 (ﬁ "‘S’E%S-; 095(‘21.£

O(}4/O OEt PCT/1 N 2003/ 000358
59 'H : 0933t J-7.41 Hz);1.10 3 ¢

H7- 0.950.9% @H[ 3m)21.09-1( (2 -¥ .

1937 GID6), 2. 4472 84t Hrm @};&th b ) ’ (§§E6 m% ?21
2h), 385-31 28 (B, 5B 7 -3 d J= SISLS
NHz)9317 (89, d, (2kls2 ﬁiiz) 171 fo6 )

0.91-0.96 (3H T,
(311, m, 155161237(3H s) 261281(211 m,

P_NZJ_M, t, J=6.7 Hz)3.1-3.2 1 (2H, nT,
(25)-Ethoxy-3 —{4-[2-.(5-methyi-z—phenyl-oxazoi—4-yl)-ethoxy] -phenyl}-propyl
azide. (compound No 116)

= W el =

O

To a solution of (28)-Ethoxy-3- {4-[2-(5-methyi-2 -phenyl-oxazol-4-yl)-ethoxy|-
phenyl}-propyl-methanesulfonate. (compound 91) (6.5 g) in dimethylformamide (30
L), sodium azide (5.3 g) was added and the reaction mixture was heated at 90 °C for
four hours. Reaction mixture was cooled to 25 °C and poured into water and extracted
with ethyl acetate (33100 ml). The combined organic extract was washed with water
(106 mL), brine (100 ml), dried over sodium sulfate and evaporated under reduced
Pressure. Crude product was triturated with methanol (30 mL) to yield 4.5 g of title

compound.

In like manaer following compounds in table 7 were prepared by a procedure

similar to that described for preparation 11,
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in), 3.35-3.45 n8.5-3.6" (H, mM, 3.2-3.3 (1H, (2H, G -
, (2H, m, 4.22 (2H, t, J=6.70 Hz), 6.82 (2H, d, ;
=8 .55 11K, 7.12 2H, d, J-8.52 Hz , 739-7.45 3H, :

“Kiaﬁgw%iyg 2K m) Preparation 11 (2S)-Ethoxy- 3 PCT/IN2003/000358

-{4-[2-(5-rrzethyl --2-phenyl - oxazol - 4-yl ) - et hoxy] - phen

yl)-propyl azide. (conpound No 116) = d~N3 5 ~J N CEt

To a solution of

(2S) - Et hoxy- 3-{4-[ 2- (5-. meéfahlgl Z:2- phenyl - oxazol - 4-y1)-e

t hoxy] - phenyl) - propyl - met hanesul fonate. (conpound 91)

(6.5 g) in dinethylforyjamd olL), sodium azide

(5.3 g) was added and?gﬁeAngﬁfﬁga&%1xture was heat ed

at 90 C for four hours. Reactfon nixture was cool ed

NOV 2008

'%¥ 25 C-and poured into water and extracted 10 with
h

washed with watler (100 ni), brine (10p nL), driie

| acetdte (MOO |rnL) .ArThe ¢onbi néd or gahi &adxWk agte; vield |
1

1é@e| -==|u n fhat € an of at €d gmder T Fauces —
. pres uderrodu s friturated wi th nethand
(30 to y a5 g of title conpound In |ike

?Bi‘%ﬁé‘éﬂfﬁf@%wﬁﬁ b RS S
2
II;’;gP?«E@W&T 6131(2 4,3 )07 k( 1) JE@{ 4{%%31 )7 m(zﬁi)t

@—ﬁ ] 378 49
1.2 - ’7(1Hde135&6 6Hz),2 :

ad Bose o

- 8(1K1ddy 38 BHF 52*%3(» 3‘-*68‘ Ho¥, ““6"_8’1%2) 3201

_ - H,
gH,l eaw 1@48% % %ﬁ %ﬁé ?94(% @), 22 (24, ¢,
=

02 HS&E@ 346 (Hzm), 7.97

"_14;{0 LR GRHﬂ 3.2 (1l _dd. J=12.4 &

_ g Hz) 3B (1H d /1 4&|3. 6 HO%t 39(1H}11m) 3
4221 ( 2Hg =6. 57Hz).1~6.183 (21, d, J=8.64 Hz), 7.15
(ZI-QE;{% =115 741 (3H n%. 7.97 211, dd,

-J=7. gH ?iz;ﬁ( ggq;%%g; %ﬁﬁ%ﬁﬂdmmm&%&msgﬂi dd, J=14.0 &
1.1 =0 8218E&H, @BIIE 2d, G8H 1

_i(ggd V=408 7.5: 1448 m3 1 (2H, n)'tgﬁs glz((%H n, 5.)671(?}1’d
1i2H w8y 9 (2H d N, 7 IoE2H U354
J=8. SAE'Z)\’@\(E:ZJ 5H m %6

m), 838 (1H, d, J=2.09 Hz).

H: 117 3H, t, 1=6.9 Hz), 1.24 (3H, t, 1=7.6 H7), 961272(3H,m) 2.78-2.80
(1M, m), 3.13-3.24 (4H, m), 3.50-3.58 (31, m), 431 (2H, ¢, J= 6.7 Hz), 6.85
(2H, d, I=8.5 Hz), 7.1 (2H, d, }=8.5 Hz), 7.17 (1H, d, }=7.87 Hz), 7.45 (1K,

1120, l =3 )@( OFEt 355 &
NT N/\CHz ' :

Eh,

B.14.5 16 (lH, m),

'H: 1.18 (3, t, J=6.99 Hz), 2.69-2.8 (2H, m), 3.14 (

- 3H, s),3.14-3.19 20, m
3.52-3.57 3H, m), 3.97 (21, t, I=5.65 Hz), 4.16 (2H, t, J=5.65 Hz), 6.50-6. 5)6
(2H, m), 6.83 (2H, d, J=8.64 Hz) 7.08 (2H, d, I=8.64 Hz), 7.44-7.46 (1H, m),

CHg

7.40 (1H, m), 7.62-7.64 (1H, m)

H: 118 G, ¢, J=6.99 Hz), 2.4 3L ), 2.72-2.88 (2L, m), 3.1732 (2 m),
3.48-3.6 (3H, m), 4.94 (2H 5), 6.9 (211, d. J=8.6 Hz), 7.053-7.151 (3H, m), 7.38-




119. 120. 121. (14 n), 3.13-3.24 (411, n), 3.50-3.58

(3H m), 4.31 (21t t. J= 6.7 Hz), 6.85 (2H, d, J=8.5 &7 xov 205
(24 d, 1=8.5 Hz), 7.17 (1M, d, J=7.87 Hz), )

%%'('{/ﬁﬁ}‘&t OEt 1354 196 ‘H 1.17 (3 H, t, aCEhigoosonsss

M), 1.24 (3H t ., J=7.6 Hz), 2.61-2.72 (3H, in),

2.78-2.80 N- ' (CH2)2 i , 838 1H, a -'j =2.00 Hz). N if

. 118 (3 1=6.09 Hz). 2.69-2.8

3. @A53, 10 (2105 . B4BD2-3.57] 83

. 5 Hr), 4.16 (24 t, J=5. 65

7). 6. 50-6.56 (%11,|m, 6.83 (2H, d, J=8.64 Hz).

08 (21-, d. J=8.64 Hz). 7. 44-7.46 (1H, n),

14-8.16_1H_nm). S N-CH OR PO {/I N 20031000358 Not .

W 406 B98L.% (Hreltdi=nI008R2)9% 3 CHH I5) V6d-2 88 (jﬁjiﬁi(ﬁéj Qﬁ r 1=6.66

00~ T —~—_1

J=6. 99 Q) 3.18-341 8 @H, 19) 3.52-372-@H8&) (221D s, 1365 681 (2
(j2H,  )=8.63148- 3.06-1BH3Z W), 7.45@4.3@?’1%%)2’ Jé—‘ 814@%67 Hz)( ?“5;11
d. J=d.7%sttapL uf, 053- 7. 461 (3H m, 7.38° 7. ad(trern B2 7

| N282-|7,7 HimMc/0 1] T NOW 205 WO2Q04f 0461}83 .
RCT/ | \Z (ﬁss 122 CHz|OR 412783 5 129 cHq 3| 33
H 1.1/8 (3H, &, od=7.0D HIv~2.36 (3H, s), 2.p9-2.80

1 L R— ¥ 0o na
(|2H Ve 49RO, o4 1778 %% GH ), 2728 (2, m), 325341 OH m),

8.0-8.03 (2H, m). (2K, d, F=8.76 Hz), 7.4-7.45 (3H, m),

124. S /NI\CHZ /@/ NH, 371 20
O™ “¢cH, . '

Tyy.

H:2.38 3H, 5), 2.86 (2H, d, J=5.64 Hz), 2.96 (2H, 1, 1=6.44 [z}, 3 48-3.53 (3K,
m), 3.63-3.67 (1H, m), 4.23 (2H, 1, J=6.48 Hz), 6.93 (2H, d, J=8 31 Fiz), 7.15
(2L, d, =8 35 Hz), 7.45-7.48 (3H, m), 7.93-7.96 (2H, m). - )

].2_4:‘ 8] CHy ( j/ [\ H 363 [
2 6 40
< > :\.\ I P

DMSO-ds, "H: 2.43 (3H, 5), 2.69 (2H, d, 1=6.21 Hz), 3.25-3.30 (2H, m), 3.43-
3.49 (1H, m), 4.96 (21, 5), 6.98 (21, d, J=8.58 Hz), 7.15 (2FL, d, }=8.58 Hz),
7.51-7.53 (3H, m), 7.91-7.94 (2FL m). |

126. 0. At NHB
: ) oc 463 93
| O T

CH,

HE: 142 (9H, 5), 2.43 (31, ), 2.60-2.80 (2H, m), 3.07-3.44 (A m), 3.92 (1H,
broad s), 4.97 (2H, ), 6.97 (2H, d, J=8.64 Hz), 7.12 (21, d, J=8.52 Hz), 7.42-
7.46 (3H, m), 8.0-8.03 (2H, m).

127. N chz @/ NHBoc 4717 65
< >_<O .

CH;

'H: 1.41 (9H, 5), 2.37 (3H, 5), 2.66-2.78 (2L m), 2.97 (2H, t, J=6.66 Hz), 3.24-
3.41 (2H, m), 3.89 (1H, broad 5), 4.24 (2H, t, J=6.68 Hz), 6.84 (2H, d , 1=8.61
Hz), 7.07 QH, d, J=8 57 Hz), 7.40-7.446 (3H, m), 7.95-7.99 (2H. m)

1128, =y OFt 484 65
/\@\(Cﬂz /©/ : i

OTBOMS '
"H: 0.05 (3, 5), 0.10 (3H, 5), 0.91 (9H, 5), 117 (3H,t, J=6.9Hz), 1.26 3L, ¢,
1=7.6 Hz), 2.6-2.7 (4H, m), 3.17 (2H, m), 3.4-3.9 (3H, m), 3.95-3.98 (1EL m),
4.25-4.28 (1H, m), 5.15-5.18 (1H, m), 6.82 (21, d, J=8.64 Hz), 7.06 (2, d
J=8.61 Hz), 7.50 -7.54 (2H, m), 8.3 (1HL ) o
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Hz), 3.16-3.18 (2H, n,), 3.52-3.58 (3H, m, 4.2 (2H, .,
t, J=6.64 Hz), 6.81 (2Hd , , J=8.6 Hz) , 7.06-7.09 - NOV 2008
wg?sH n.)y,.7-353-7.378 (1H dd, J=1.14 & 507 Hz)

B6197 58 0R ). 123. N 0112 OH 363 53 0 CReBrHs 00358

1.96 (1H d, J=4.17 Hz), 2.44 (3R s)2.7-2.8 (2R ),

3.25-3.41 (3 H, m) , 4.98 (2H, s), 6.97 (2H, d, J=8.6

Hz), 5(2K d J=8.76 Hz), 7.4-7.45 (3Hm , , 8.0-8.03
AQ9. 1) . S (TN 2 I
2.86}(2q d, <5064 Hz), 6 (! 20
13.45-3.53 (2Hg: m), B.63-3.67
1=6.48 Hz), 6.93 (2H d, J=8.31 Hz; 7.15 , (2H d,
8-—(23H gl 17 03.7 m. .
136 831N sbr e Hzh2. 65- 232((3H, my)3,17 (211

(A1, d51=5F29dz) 5198 (WL, t, B-4B> Hz), 6.84
&) I=832dd2) 2.38 (14, d, 1=B958lz¥17)54-7 57
7.51-7.53 3H,_m, 791-7.94
. CH2 HORE: 42 (PH, 8%, 57
H {n), 3.27-3.44 (211, nj,
: 24 24 )| 697 (2H d, J=8.64
: (gj}s (21 59?%??%??21{ d?)ji-7ék22-85 RH6nY, 34,2 m), 3.45 -
8.0- 8§ g 5). 6. d, J=8.6), 7.14 (2 = .
7. 6(%1{, m), 8.0 -8.03 (2H, m h 714 @H, 4, =861 Ha), 7.41

131. CHy . _
= ) om s

g

[t e,

CH
1 . .
H: 118 (K, t, J=6.9 112), 2.3 (31, 5), 2.48 (3H

| B 118 GH, t, 7=6.9112), 23 (38, ), 2. , 8), 2.65-2.69 (2H, m), 3.16 (2
m), 3.47-3.57 3H, m), 4.05 (2H, 1, 1=6.2 Hz), 43 (28 ¢ J=6.3(H1i)) 5?9 (ui(dH’

=3.1Hz), 6.1(1H, d, J=3.2), 6.7 (3H .m). 6.8 o
J=8.4 Hz) ), 6.7 3H,m), 6.8 (1H, d, =3 3 Hz), 7.04 (2H, d,

132 CH;
' T OEt 448
N7 CH, /©/ 58

o

\/.O
1
H: 117 GH 1, 1-6.96 Hz), 23 (3H, 5), 2.68-3.78 (30
16,96 H2), 2, 5,680, dd, J=6.12&6.45 Hz
312-3.16 (2B, m), 3.49-3.56 (3HL, m), 3.92 (2H, 1, 1=6.39 Fiz), 425 (211, 1 255
Hz), 5.92 (1H, d, 1279 Hz), 6.0 (1H, d, 3=3.27 Fiz), 5.98 (2H, 5), 6.63 (211, d
1=8.46 Hz), 6,85 (3H, m), 7.03 (2H, d, J-8.4 Hz), 3 ’

133, oH
£

“ 0

1
H: 1.16 3H, t, J=6.9 Hz), 23 (3H, 5), 2.8-2.7 (3, m), 3
, 2. ,2.8-2. , 3.14-3.16 (2FL, m), 3 48-
3.54 3, m), 4.23 (2H, t, J=6.04 Fiz), 4.54 (2H, t, =6.04 Fz), 5.98 (11, cg, 3=3.0
I(r:z})i 6_§6 (IH, d, 1=3.6 Hz),, 6.69-6.75 (3H, m), 7.03 (2H, d, J=8.64 Tz}, 7.2.7.5
65 | ,7.2-7.

Preparation 12
(2S)—Ethoxy—3-{4—[2—(5—methyl—Z—pheuyl—oxazol-4—yl}—ethoxy]-phenyl}—
propylamine (compound No 134)
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127.C0)::r |NHBOCA7765 ~L -- |\ CH3 H 1.41 2.37

(3H, s), 2.66-2.78 (2H, m), 2.97 (2H- t , J=6.66 Hz), NOV 2005
wo&.@ﬁnﬁg‘)m (2H, m), 3.89 (IH broad s), 4.24 (2H t,

J=6.68 Hz), 6.84 (2H, d , J=8.61 Hz), 7.07 2PELT/EN2003/000358

J=8. 57 Hz), 7.40-7.4446 31L m), 7.95-7.99 2H, m

128. OEt 484 65 N ct[z OTBDMS H. 0.05 (3H, s), 0.10 (3

'ss), 0.91 (9H, s), 1.17 (3H, t, J=6.9 Hz) 1.26 (3H,

t, J=7.6 Hz), 2.6-2.3. n)/‘%zu , 3.4-3.9
3H, ), 3.95- 4{25J4. 2B (M2 my
é.lS?lS(leH 0 08%%(Hz) 7.06 (2H,

d, J=8.61 Hz), 7.50 -7.54 (2H, m), 8.3 (1H, s) 71 sl
1 0V Doosiuyg Ci{l@é% @4Bddh@n g;)%g;hﬂrﬁeai (AsCnA ?_' @tac%tatger_g solution
H J
ofP @_‘fg %Q;Sﬂ- ]{4{[)’% eél%[_% phegvlgg(azczl 47218-(Eﬂ:)4;)c{95-p11631y]_1}7prp)211a21de
( ct\@?nm@i Uue) 3t5%) (n&lﬂayl l'i)szﬂ:atﬂ((ﬂ-ﬁmig Hf]as Qddegl 0, %ﬂ%%hrred
in &y’dj}g%g%ﬁm}%?herq fgg 171 ppurgy, Cgtafysfggzapizﬁl;eré’d 514191 7ﬂ157ﬁltrate was

apdrafedivhded redil 8 (3Rt
exJiJ 6ra eg uHZE): redice cell j;}e_ssu(r% }t—?,,;})l?lg 32# %gl‘ %élgc)f}polxﬁla‘. 3.2 (21],
M, 3.45 3.65 (3H, nn), 4.9 (21L s), 6.95 (2H, d,
Prgpgaigyn 137, 14 (2H, d, J=8-61 Hz), 7.41 - 7.46 GRmj,

8.0. )
@ §) %ﬁmoxy 3- {'3 [Zlﬁmethyi—z-ggen l-oxazol-4-yl)-ethoxy]-ph .
amine (compound No 134), y yl)-ethoxyl-phenyt}-propyl

CH;
"
@’(N o OEt

To a solution of N—tert-Butoxycarbonyl—(ZS)~Ethoxy—3-{4—[2~(5-methyl—2-
pheny1~oxazoI—4—yl)—ethoxy]—phenyl}- propyl amine (compound 152) (500 mg) in
dichioro methane (10 mL) was added trifluoroacetic acid (0.3 mL) and the reaction

mixture was stirred at ambient temperature for 16 hours. Reaction mixture was dilufed
with dichloromethane (25 ml) and washed with aqueous solution of sodium
bicarbonate (50 mlL). The orgamic extract was dried over calcium carbonate and
evaporated under reduced pressure to yield 300 mg of title compound.

Preparation 14

(25)-Ethoxy-3-(4-{2-[2-methyl-5 ~(5-methyl-thiophen-2-yl)-pyrrol-1-yi]-
ethoxy}-phenyl)-propylamine. (compound No, 146).
ChHy

- .
\/\O o~
—
S
ey
CHj

Lithium aluminium hydride (236 mg) was added to an ice cold solution of (25)-
Ethoxy-3-{4-[2-(2-methyl-5-(5 -methyl—thiophene—Q-yl)—pyrrol—1-y1)-ethoxy]—phenyl}-
1-azidopropane
(2.4 g) in tetrahydrofuran (25 mL) in portions over a period of 15 minutes and the

reaction mixture was stirred for further 3 hours at the same temperature. A saturated
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N CHzZ Cet OBt CH3 Ot 1-18 (3H, ~ J=6-9 Hz), 2.3 (3H, g7 '
s), 2.48 (3H, s), 2.65-2.69 (2H, In) 3.16 (2H m, ©NDV 2005

-Wo?ﬁggqgg,,w (3H, 4.05 (2H, t, J=6.2 Hz), 4.3 (2H

) t!

Hz), 5.9 (14 d, J=3.1. Hz), 6-1(1H, dECHNRIB000358
6.7 (3H,in), 6.8 (11 , d, J=3.3 Hz), 7.04 (2H d,
J=8-4 Hz 132. 133. 392 424 448 97 96 88 'H: 1.17

6 H, 2.68-2.78 (2H, dd,
s&l@%&rﬁ%fgf‘gdi%n ﬂlﬁfﬁe m g_r was g{iqgl d?'%g_gsplsqﬁvnh gang gnt(gl @@stélﬂhe white
s ai@fd( Rdids er L
fqglzjd%sﬁﬁ (g14 Sd fzelﬁﬁre?gof}:é% wgshgé (x‘v11 1ﬂut dettk?l §c§§te1_&??mbmed
ifregd, YJ% dr &) ovsT gspdium - sulfage ang= gvmrg&é&) Tu@d frdfuct was

vci?roﬁﬁto%ﬁaf)h@d J558r ?@%gef%%lﬁg g;tg 2%4%: ?téﬂ acﬁ:;ate %16Eg_t§<§|eq% ether to

3”(3@4 2@ t13184:8mp3urﬁi4 (311, m, 4.23 (21-1, t, J=6.04
PHB)ratidn 74 (2H t, 1=6.04 Hz), 5.98 (1H, d, J=3.0 Hz),

- d, J=3-6 Hz) , 6.69-6.75 (311, m, 7.03 (2H,
d, J=8.64 Hz), 7.2-7.5 (4R m. Preparation 12 (2

S) - ENh : i}
1(0) £2 qés)rrgtﬂm % [4—%enﬁ§/th¥10x Yl-%amllﬁs Y%?%%W?"Pbﬂ]é'”yl }
Propy }olﬁsrqhalmsnktyr(a@m@&nmpmmm4moyz C$7, NOu2005 WD

2004/ 046119 PCT/1 N2003/ 00035 Jo a slurry of 10 %
pal I adi um on char coal (450@%?%%&’3&0& ate, a

sol ution of ' ,“g(\o OCH.CH,

(2S) - Et hoxy 3 {4-- - nmet hyl - 2- phenyl - oxazol - 4-yl)-e

eyt Rt 5%?%§aﬁw LR o metnoxy)-

p]@leﬂFmd i do a
(g ang)ﬂsvas e??el L ?%221 aglgm ?Eﬂﬁ&ﬁ% 35{1]"5) BOUARded triethyl amine

cooled to 10 °C. To this was added methanesulfonyl chloride (0.042 ml)
dropwise and the reaction mixture was stirred at ambient temperature for 3 hours. -
Reaction mixture was diluted with dichloromethane (10 mL) and washed with water
(10 mL). The organic layer was dried over sodium sulfate and evaporated under
reduced piessure to yield crude 227 mg of product. Crude product was
chromatographed over silicagel using 5 to 25 % ethyl acetate in petroleumether to yield
141 mg of title compound

In like manner compounds n the table 8 were prepared following the procedure
described in preparations 12-15
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~ evaporated under reduced pressure to yield 3.2 g of g7
title conpound. Preparation 13 © NOV 2005
ﬂuiﬁgﬁ Xy-3-{4-[2-(5--nethyl -2_phenyl - oxazol -4-yl)-e

6heny|} -propyl 10 ami ne (conpound NoPLCBA4Y260 @358

a sol ution of :

N-t ert - But oxycar bonyl - (2S) - - Et hoxy- 3-{4-[ 2- (S- net hyl -

- 15 phenyl - oxazol - 4-yl) - et hoxy] - phenyl }- propyl am ne

(conpound 152) (500 ng) in dichioro nethane (10 nlL)

was added trifluoroacetic bld (0.3 M) and the

reaction mxture was stirréd®dt anbient t enperat ure

for 16 hours. Reaction mxture was diluted wth

di chl oromet hane (25 migyar @it h aqueous

sol ution of sodium bicarbonate;(50 nL). The organic

extract was dried over caI cium car bonate and 20

@%@pqmum redueced—pressure-to yield 300 of
t.Nt)I @ onpound Pr epar%“tl on i4 @2 S) - Et hox$z3 - (4-M¢L %
25 2reth: L net hyl - tlhi aphen- 2-v|) p yrrol {wt Yield

L tly L_‘

- JIL] < gh% ng{lé@g‘rdpyl OFtne. NH, 380 76
(corrpo\ 46, Li t hi um al ujm ni um hydrijde

(23 6 ng) "was added to an ice cold so‘l ution of (2S)-

Et ho (VEIS 2 h

e W“ e A P T T g i
o Sﬂ]"‘jg otG rb B arfl)28.0 ﬁ d, =84
W H, f 15 mnutes and the 30
reactlo ture wa d- f &¥Etf ur tlher NHhours |at285 | 68
t he <>a er at ur e saturated 7317 NO V 20083 WO
20044046 1 1 9pCT 1N2003/C00358 sol ution of sodijum
sul f 2t 13 @k eri=1AS ) R (TH, QTS B3 W@g(}% B dd =140 &

cryst al§ Hak Swhi 86 (53DIni)d5 9 &% (25 -
filtelky b3f7.amwashed wi ﬁ%ﬁag}t et%yl acetlgltq_gZS 71 (@H, d, 1=8.6
CdHbi ned ftPItratevva 2] i—om-spi-faterand-
evapora ‘\{;mﬂrgie pro@jét wa \tﬁiﬁr ogr APfred ove o367 75

silic¢a % 2 % thyI acetate in petroljeum
et her + o ~ vidt d titl e _conpiound Preparation
115 Nr %S?hgi i?)éﬁ@i}ﬁi'é) s UL ST G 9. S 1T 5
- met d §,1r81H 5 ny 3 (1

;g{” -n%Q ﬂsz(ﬁrfa:ﬁr de. (Conp ourrd. No. 130 1]O Cl—%}%m} (I, dd,

.ution S)-Et ho - [14- (pmEthy

- 2- phenyt; | -4+ yl hoxy)-. phenyl | -plﬁlgpyl am n3e72 80
(200]m) Q‘FChI ofonet hang (5 nlL) was added triefhyl
am n=m(éggﬂguy']’]'zand cooled tijo 10 C. To| this was adged
met ha nyl: 16nBH t,de6 6HA)AZ.6 )3 (481 RBHRR), 3T (FH18n). 3,43 8
react (G, m),d L(EIMRI=%5S He), & ﬁH@,nPJ’ieﬁHz)t BPPAER : %-ESZI)iz) 6.8 -
for 137*‘&3@1{?111)'?31'@13,0(! |JQ@4|HZ>}ture was dil‘ut ed

'm&:hlo e 3 ( ed V\r.ﬁlﬁ_vﬁtC| (’ :
m) . a§| c | aye@; drie 'tover so)el-rNum sul f at %22 82
and evratNe #der - reduded pressurghfo yield ciude

227 BI\&E@Drgduct Crude prioduct was | chromat ographed ,

over afetl: udi ng 1 OHomp s YA Y12 ACHT AL TH3H my 323 (TH

‘| pet r phdudEthe 3HQ;0M1 el 4.1 =Rl HA)! u 1 :
( p 9' &H o= tggbl g é@\@ie gré‘ri’:z o1 (H, 4,

I n | &es. mary) ;}lmg}rr; 21 m} he
fol |l pw ng the proce ures( m

i 139, g N CH OFt NH; 4672 50
s

'H:1.06 G3H, ¢, J—-70Hz) 2.4 (3H, 5), 2.5-2.85 (4H, m), 3.35-3.51 (2

- H,m)351-
3.6(1H, m), 4.94 (2H, s), 6.97 (211, d, J= 8.28 Hz). 7.
~ J=2.7Hz2), 7.7(14, d, J~49Hz§ * F 7T G, m), T640H, ¢

75




described in preparations 12-15 74 C ? N OV 2005 87 un
WD, 2004! ()461 N PCTAN2003/ 000358 Table 8: RIO-Ar 5 ' NOV 2008
134. DMsO-dfi H 1.0 (311, t, J=6.9 Hz), 2.6

Ex. . No

WO20BIBI6IR11 conpl ex), 3.0 (211, m), 3.4-3.8 sCThhz00dm003s8
4.1 (2H t, J=5.5 Hz), 6.5 (111, t, J=7.3 Hz), 6.7
(111, d, J=8.2 Hz), 6.8 - 7.0 4H, m, 7.1 211, d, J=

r?%gd Hz G @%{ & _NH2 Mol. W 380 "H 1.1(311, t,
tJ=26.19 ), P2<3%(Bll™=8) | 2. 6088 (4 21t
31=6.165\ Y §, 3. 4- 3.@@1@ 4.2 (211,_%\??%. 8ol | 58
6.8 [G2Ff ¢ 1% E 1) 7 0 (2HL d. D=8.4 e, 7.4 311,
. 7o ﬁ(% 39%2‘% #3699 Hzy, 205t GNiD), 2858 ©ICHNP 2.93 (3H, 5), 2,93 1
c 1. 2.8 4

_ . 33418, mpdﬁ)‘}-ﬂ..é',(@ﬂilﬂl),dwﬂ; 7895 (2H, d_J=8.
- 69HA)”. DL @D €138 LA AT 287 45-(8E)) m),,s‘@(s_ﬁg)f@@élﬂ >R e D),

14§, |5, 0€21105)°6. B( 2t~-1,J=8. 6Ez), 7. L (2L d, I8

- 12},@%%&“ 511,@. 136. "1 Ot N H 3B Nc}égg 42
S S bt B s

- 3.3 (411 NS (318)5), B¢ . $93.3 16),2. 1134 (2H, m)
d, 1=80%38 {25 7m 3 (744495 (H, 8385.6 (2h)s), &/9 B2F(, 11 15, 00Kz ’

1?1{.)7 (‘193??%‘52?»;12),8’:“3“1151@}1,@1), 7.9938xgrfzf§,)om$ng.K is7 81> G

CHi3 ‘Cﬁﬁ = OFEt : -
@‘“‘/\N I a4 /U NHE# 394 100
CH»

'H:085(GH 1, =729 1), 1.12 GH.{, = ;

0, , =729 H), 1. t,3=7.21 Hz), 2.43 (3H, 5), 2.59-2.83 (61
m), 3.47-3.65 (3H, m), 4.97 (2H, 5), 6.93 (2HL d, 1~8.61 Hz). 7.11 (2L d. I
Hz), 7.42-8.03 (SH, m) ’ TG, 4. 1861

143, @‘(\Nj s /Ej/ OFt N < | 408 85

CHz
]. - ..

- 1.09 (3H, ¢, 7=6.8 Hz), 1.17 (6H, d, J=5.52 Fiz), 2.77-2.92 (4F : |
] , 3=6.8 Hz), 1. , d, $=5.52 Hz), 2.77-2.92 (4, m), 2.43 (3
), 325 (1H, t, J=6.16 Hz), 3.43-3.92 (2H, m), 4.96 (2H, s), 6.97 (z}i d J=(8§§

. 717 (1L 4, 3810 112), 7.50.92 (5H, m) -
4 5 - : |
|14 i / Q OEt NH, 422 | 78

%g\CHZ
2R
Yoy

0\/,‘3 . '

1.07 3, t, 7=6.6 Fiz), 2.27 (1L 5), 2.6-2.7 (4L m), 3.4 (0L o, T=

g > » fy L - 3 - et q, ]—_7-4

g& li I}z 3,;@;@9 (1?, m) , 4.19-4.22 (4H, m), 5 80 (1H, d, J=3.08 Hz), 5.89
1, d, =334 Hz), 6.03 (2H, 5), 6.69 (211, d, 1=8.1 Hz), 6 .8-6.9 (3

O 4 1 12 1) ( ), (3H, m), 7.06

CH;;
145, /@/ OFt NH, 418 | o7
(NSt | A

H

1
H:1.03 3H, 1, J=6.0 Hz), 2.34 (3H, 5}, 2.5-2.7 (4H, m), 3.39.3.57 (3L
, L 2. s}, 2.5-2. , 3.39-3. m}, 4.21
(2H, 1, J=4.7Hz), 4.50 (2H, t, J=4.7 Hz) , 5.94 (1H, d, 3 42 Hz), 6.52 (1H, d,
J=3.5Hz), 6.76 (2H, d, =8.4 Hz), 6.9 (1H, 5), 7.0 (2H, d, J-8.3 Hz), 7.21-7.23
(2H, m), 7.50-7.59 (2H, m)
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OEt NH 372 80 2 ~ NcH138. -.r0113 r~Y Ot H3c 422 .
82 >--NH H3CYield 76 DVBO d6 H: <1 NDV 2005
- OH m,2.3(3H, s), 2.7(3H mM,2.9(3H m, 3. 23
W(%i@f%‘mﬂﬁ , 3.4-3.6 (311, conplex), 4.1 (2R t pPCTAB203/000358
Hz), 6.8 (2H, d, J=8.1 Hz), 7.1 (211, d, J=8.1 Hz),
7.5 (311, m, 7.8 (2H, m. 139. rs | OR NH2 462 50 Y
—ocH "H 1-06 (311, t, J= 7.0 Hz), 2.4 (3H

14 5 0. - : Nl I _
8),2.5-2.9-5 (411,}@% 3. 3R 51 (RH MRES 5T 303 5o
3.6(1U m, 4.94 (2 s, 6.97 (2H, (d, J= 8.28 Hz),
.2
H

7.14-7.2 (311, ml 7.64(111, d, J=P.7 Hz), 7.7 111,
d,J¥4.9H H. 75 ¢! 7 N 0}V 2005 WD 200-110. 16119 PCT/
N2 G/ .10, - -/ {ox-.3 ~ OEt [T I\ TH502Me |444 58
H J-6.99 Hz), 2.13 (BH, s), 2.6-2.8

H s), 12.9-3.1 (2H,| m, 3.2-3.4 (1HL,

) m, 4.97 (2H, s), 6,95 (2H, d, |J=8.64

Hy , d, J98.61 Hz), 7.#41-7.46 3H, |m,

8. Jo a OLl3t NH2 366 49 ~HZ H 3H, |t,

J= Hls)y . 2188 (2H d J=-5 .3 Hz),

3 GH &, Foetis), 826 (3, 5\, 45 GH4),4.6352.77 (411,
(1 ),;4}95 GHo 102816 Hi), 428 (2, 25 676), 5.81 (1H d,
(2 ) H. d, 1=3.4 Hz), 6.75:6.78 (3H, m), 6.89 (1H, d, =34 Hz), 7.1

147.

/@/ OFt N(CHz), 394 | 20

1 .
H - 1.10-1.15 3H, m), 2.23 (61, 5), 2.2872.35 (20, m), 2.43 3H. 5), 2.70-2.77

(%E, m), 3.40-3.55 (3H, m), 4.97 (2H, 5), 6.93 (2H. d. J-8
7.42-7.44 (3H, m), 8.0-8.03 (3H, 1(31)H S)V @, 4, 18,28 H2), 716 (211, m),

148. | \OICHS /©/ OFEt NEtBoc 494 64
S :N

CHs»

)= > M 2 - (IIL )3 * - ( )J
) ( () ) ( H 2 J I.IZ)J * ( )J - (

Preparation 16

N—((ES)—Ethqu-B-{4-[2—(5-methyl—2~pheny1-oxazo1-4-yl)-ethoxy]—phenyl}-
propyl)-acetamide(compound No 15 1)

CH,

Oiﬂ;w/ﬁ\ NHCOCH,
N
<::fd<m 5 , OEt

To a salution of (28)-Ethoxy—3-{4-[2—(S-methyl-z-phenyl-oxazol—4-yl)—ethoxy]—
phenyl}-propylamine (compound No.134) ( 100 mg)
in dichloromethane (5 mL), triethylamine (53 mg) was added followed by acetic

anhydride (40 mg) at 10 °C and stirred at the same temperature for 2 hours. The

| reaction mixture was poured in ice cold water and extracted with diethyl ether (3X50

mL). The combined organic extract was washed with water (50 mL), brine (50mlL)

dried over sodium sulfate and -evaporated under, reduced pressure to yield 70 mg of tifle
compound.
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7, .z, .42-7.4-5 1L ni. , 7.99-8-03 211, nm) 142.- o,
H3 . OEt NHEt 394 100 N CH ~ - Tl :0.85 (3K #, i=7.29"7 NOV 2005
1.12 (3H, t, J=7.21 Hz}, 2.43 (3H, s}, 2.59-2.83

o H
‘”Oﬁ%kﬁ”?ﬂy, 3.47-3.65 (3H, m), 4.97 (2H, s), GRCABINRH000358

d, J=8.61 Hz), 7.11 (2H, d, f=8.61 Hz), 7.42-8.03 5H
m143.0 CHS OR -- - - ~a-~~ AJ L irr- 408 851 H: f
.09 (3H, t, J=6.8 Hz), 1.17 (6H, d, J-5.52 Hz), |
2.77-2.92 (41 , n), 2.43 (3H, s), 3.25 (1H, t, 3=6.16

Priratich #B-3.92 (2 m), 4.96 (2H s} 6.97 (2H d J=8 25 ,
. 148 e H), 717 (211 d, 32810 Liz). 7.50-T2
OH, YACHBHIGOOE { nreashianyl-QSpebagy 78 3-(4-byltir@d-giebyh

b lamBe: 6-2.7 (41, m), 3.44 (2H q J

rbfs) ,&§$%¥%§ﬁ??F@%¥%§us.4g (1H m , 4.19--4.22 (411,
in), 5-80 (IH d, J=3.08 Hz), 5.89.(1H d, J=3.34 Hz),

6.03 (2H, s), 6.69 (2L1h. e 'gH84§§1 6.8-6.9 (3H m
7.06 _, (2H d, J-8.12 Hg 1k5. NI -12 418 97
HO OEt

To a solution of 3-(4-B enzyloxy-phenyl)-N-tert butoxycérbonyl—(ZS)—ethoxy—
propylamine.(compound 149) (10.7 g) in methanol (100 mL) were added a slurry of 10
% palladium on charcoal (1.0 g) in methanol and ammonium formate (7.0 g) and the

mrxtare was refluxed in nitrogen atmosphere for 2 hours. Catalyst was filtered and the

- filtrate was concentrated in vacuum. Water was added to the residue and extracted with

ethyl acetate (3 X 109 ml). The combined extract was washed with water (100 mL),

bitne (100 ml), dried over sodinm sulfate and evaporated under reduced pressure to

 yield 8.0 g of title compound.

Er__eoaration 18

N-tert—Butoxycarbonyi_(q S)-Ethoxy-3 . ) :
- 25 )-Ethoxy-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-y]}-
ethoxy]-phenyl}- propyl amine (compound 152) YR i

O
CHs L
e sGNeas el

A mixtuare of 2-(5- methyl-2-phenyl-oxazol-4-yl)-ethyl methane sulfonate (1.0
g), N-tertbutoxy carbonyl—(28)—ethoxy—3-(4»hydroxy—pheny])-propylamine.(compound
No 150) (1.0 g) and potassium carbonate (1.0 g) in dimethyl formamide (15 ml.) was
stirred at 75 °C for 16 hours. Reaction mixture was cooled to 25 °c, poured in to ice
cold water and extracted with ethyl acetate (3 X 50 mL). The organic layer was washed
with water (100 mL), brine (100 ml), dried over sodium sulfate and evaporated under
reduced pressure. Crude product was chromatographed over silicagel using 7 % ethy!
acetate in petroleum ether to yield 1.3 g of the title compound.

In like manner compounds in the table 9 were prepared following the procedure

described in preparations 16-18 using suitable acylating agents.
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; 2.5-2.7 (4H

H ] ] - Z)’

H) , .42 Hz), 6.52
) . 8. 4 Hz)ectain0Whdesss
J- 8.

7

76 0? NO j 2005 WD 2004/ 0461 19 146.

cHa ~ 3 -~ , Oft | NEtBoc 1 494 64 [=- CH3

CH3 PCT/ 1N20031000358 OEt NH2 3 98 100 °

t, J=69 Hz), 2.26 (3H, s), 2.48

2.62-2.77 (4kh. jny™~3:21:3.49 (3H, ), 4.05

J=5.6 Hz), 4.'5%3(}2"%%6 Hz), 5.81 (1H,
. d, J=34 Hz), 6.75-6.78 (3H,

[ Gl (2R G k=% D)
OFt

OH1.03 (3H, t

m, 3.39.3.57 (3
wéfagé)ggﬁlb tjskg'

, S), 7.0 (2H1

6.0 Hz)

s U7 Nov 208

J=
H,
7
Hz
d’

7.50-7.59 (2U n
47, 148.
2Rl e

DVSO-d6 H: 1.07 (3H,
(3H, s),
t,

(2H,

OR

%%
Yield
61

Wt
" 385

NHBoc

| "H: 1.1 (3H, 1, 1=6.9 Tiz), 1.4 (61 '

Sy SR FeI T (OH, 5), 2.6 (1H, dd, 1=14.0 & 6.3 T, 3.7 (IFL, dd
ot g e &1, 3.0 (6, m), 33 (16, m), 3.4 - 3.5 GH, m), 5.0 (2K, 5), 6.8
H, d, 1=8.6 Hz), 7.1 (2H, d, J=8.6 Hy), 7.3 74 (SHL. m) ’

H OFEt NHBoc

150.

295 96

‘H: 1.1 GH, ¢, 1=6 4 Hz)

T , 1=6.4117), 1.4 (GH, 5), 2.6 (10, dd_ 1=
T=13.8 & 6.7 H2), 3.0 (H, m), 3.3 (1FL m), 3.4 . 3
Hz), 7.0 (21, d, J-8.3 H). ’ '

H: L1GH J=7.0Hz), 1.0 (3H,
Hz),3.1 (14, m), 3.5 (4H, m),
2H, d, 1=8.5 Hz), 7.4 (3H, m), 8.0 (OH, dd, 3=7.9 & 2.3 Ha).

@_{ﬁc . /g OEt NHBoc

H: 1.1(3H, t, j=7 0 Hz), 1.4 (9H, 5), 2.37

H 0H), 1) ,237 GH, 5), 2.6 - .8 (2K, m), 2.95

é 86.7 Hz), 3.0 (1H, m), 3.3 (1H, m), 3 4-3.6 3H, complex), ﬁIEZI%ZI}?,)t =6 gzz}—x{z;;
S QI d,)-8.6H2), 7.1 QH, d, 8.6 Hz), 74 GH, m), 7.9 (2H. my.

@_{I‘l /@/ OFt NHCbz 514

BT A
H: 1.1(H, t,1=7.0Hz), 237 31 5), 2.7-3.8 (2H, m), 2.9 2H, t, 7=6.6 Hz), 3.1 |

(1H, m), 3.25-3.6 (41, complex), 42 (2H, t. J=6.6 Hz). 5
=83 Hz), 7.0 (2H, d, J=8.3 Hz), 7.3- 7.2- (8EL m), 7.9 (z)ﬁ, ﬁ)gﬂ s), 6.8 (2H, d,

(:[:j /@ OEt NHBoc

“ou,

H: 1.1 (3H t,)=7.0 Hz), 14 (9K,

13.8 & 6.8 Hz), 2.7 (1H, dd,
5 (3H, m), 6.7 (2H, d, }=8.3

151.

OFt NHCOCH; 422 64

8), 2.3 (3H, 5), 2.6 (2H, m), 2.9 (2H t, =67
4.2 (2H, 1, J=6.7 Hz), 6.8 (2H, d,.J=8.6 Hz), 7.0

152,

480 83

153.
64

| 154.

472 73

), 2:6 (1H, dd, 7=14.0 & 6.0 Hz), 2.75 (1T,

dd, I=14.1 & 6.0 Hz)

, 3.0 (3H, m), 33 (1K, m), 3.4

-3.55 3H, m), 3.72 (M ¢,

5.8 Hz), 3.8 (2H, m), 4.1 (2H, 1, =58 Hz), 6.6 (1 =
- , , 4.1 (28, 8 Hz), 6.6 (1H, t, J=7.5 Hz), 6.7 (1
1=8.0Hz), 6.8 (2H, d, 1=8.5 Hz), 6.95- 7.0 (2H, m), 7.1 (2H, d, I=8.‘5) Hz). e d,’

| . |
H: 113 (3H, 1, 1=6.99 Hz), 1.24 GH. t, 1=7.62

H , J=6. o1 , J=7.62Hz), 1.43 (9LL s), 2.64 (2
157.62 Hz ), 2.72-33 (2H, m), 321 (2H, t , J=6.69 Hz), 3.44-3‘53 GH, n(l)Hiz 31
(2H, t, 1=6.68 Hz), 4.81 (1H, broad-s), 6.82 (2H, d , I~8.61 Hz), 7.06 (2H, d

J=8.61 Hz), 7.18 =
" ) (IH, d, 1=7.89 H2), 7.43-7.46 (1H, m), 8.38 (1H. d , I1=2.01

155,

OEt ‘NHBoc 428 76
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20 H 1,10-1,15 (3 H m, 2.23 (6Hs), 2.28-2.3 5 (2H
m, 2.43 (3R S),2.70-2.77 (2H in), 3.40-3.55 (3H, 7 nov 2005

woRoosfubiio (2H, s), 6.93 (2H, d, J=8.28 Hz), 7.8 (k. .

m, 7.42-7.44 (3H .in), 8.0-8.03 3H, .

H:0.8-1.2(15H m, 2. 43(3H,s), 2. 65(24m, 3. 0(1H,an), 3. 28-

3. 37(4H nm, 3.59 (2H |n) 4.97 (2H, s), 6.93 (2H, d,
W 43 7 42 7. 46-(3H M-.8.0-8 O?,

2H, m (( § Et hoxy-lg.ifIBOC 466 55 |

(4] L | {2-phenyl - dxazol|- 4yl ) - ehoxy] - pheny! } .
5_pr bRy )i-1aqeHag o6 bGREPOHTEH; 4%{3&*%3@& .3 05304
sol ug f30.
(29) | %;;Qﬂqlﬁ%m?ﬁz; v (4%]{{]%5 (;E ¥ ﬁwlé 9 0.0 @H £ 58 o) 7 A G205 d, 1=8.6
[S] M Gon
?g)(y pcp gﬁ)t )@/ﬂ F{ tri SRy 83
- was Egshtqsiﬂiajf]:t@g §Eace;l c angé:j; de (40 ng) at 10
C and Q "FI=5,
r eac nﬂ)mwem@? 5@ %ﬁ : PR )3331?
Jextr aqug@pﬂr;l i‘ﬂi . Helz
pEgani c_exrra v % wart-ef “:?)I L)y—brine
(50m. (i ed OV?‘)GI Ut fat\eN]é{ B Févaporat’f% 55
under tImed%‘e&(e spRessure to y| eIc 70 ngy of title
ComppIDUL 14 O, 1, I=6.99 Bizy 143‘{ T, 5), 2.68-2.77 (21, |
PCT/ 15&@@3/3@%31% gmarga&
car bongy 8 ebhply o1 (e §¥3 Gg%ﬁ}%f? ) 407415 011 )

8 Hz),d.4958.03 (SH, m)
pEOPYI -l neE, glpuunu NO T
sol uti Ben oxy ppgﬁyl) N NEIC 500 ] 42
but ox r b y cn{ 2S) “et’hoxy- propyl am i ne. (corrpound
149) 10 175 H,B Jmetg@ Im wfn 2 S 06 1), |
of 1)08-3%p ;( Ig 8693 (2H, d
o 3%%&2.?%%1 i) Eé std% g

I 1 D[JII uuuuu

vas 1*{d1and t.he ltr égﬂégq%ated i 08 37
vacu rl‘3r Mg a ded to he reS| due and extracted
vvith e /? X_10 The conbi ned extract

was \ fr TmB Oz md’a’HLa) 24@(3}&1.@) (A6D2.TEL(2Hdm) €2 78-3 44
over &E@.ra}nfis‘@r?r a é‘ﬂénmi) NADEHaEE S BNUEY, s), 6BcEM, d, J=8.61 Hz),
pressifdd (21d, d.yrab8 18),07.42-0f6 (IH,|18), 6 001s003N@H, £B Prep

"ation 18 N-tort-Butoxycarbonyi-(2S)-Ethoxy-3 - t

Brdp2rafibn 19ret hyl - 2- phenyl -oxazol -4-yl) -

et hox enyl )- prop am ne (conpound 152)
@S‘;-Ihgc};{y-l—egylsu tanyl-3-{4-[2-(5- -methyl-2-phenyl-oxazol-4-yl)-ethoxy]-
phenyl}-propane.(compound No 161)

CH, :
O'{(\)NK\/\OQ/\ QS/\'

To a stirred mixture of sodium metal.(ISO mg) and ethanethiol (0.49 mL) in
tetrahydro furan (10 mL) was added a solution of (28)-Ethoxy-3-{4-[2~(5-methyl-3-
phenyl-oxazol-4-yl)-ethoxyl-phenyl}-propyl- methanesulfonate (compound No 91) (0.6

8), in 5 mL of tetrahydrofuran dropwise over a period of 10 minutes and the reaction

mixture was stirred at ambient teinperature for 15 hours. Reaction mixture was poured
in to ice cold water and extracted with ethyl acetate (3 X 50 mL). The organic layer was
washed with water (100 mL), brine (100 mL), dried over sodium sulfate and evaporated
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.20 A m xture of 2-(5-

net hyl - 2- phenyl - oxazol - 4-yl ) -et hyl nethane sul fonate &7 oy 2005

WO12004/049) 19 N tertbut oxy PCT/INZ003/000358
carbonyl - (2S) - et hoxy- 3- (4- hydr oxy- phenyl ) - propyl an
(conpound No 150) (1.0 g) and potassium carbonate
(1.0 g) in dinmethyl formamde (15 nmL) was stirred at
lﬁﬂeﬁefdgdged RO & 0 e cooled to 25

pour ed |(r31 to |£uede;g&§18*g %‘Pa%r&w@%@t?"&ét“ 2\fek pping 10-

g”( Yryethyd eeatate én gedroleuhethi)as oiBE 16 F@RIUD) i@%?{hc"é@ﬁ compound
washed wth water (100 ni),.brine (100 nL),

%éiratmdi um sul fate and evaporat ed under reduced

Crude product was chromat ographed over

srllan)%EthuﬁyngeuY 1 %GBS L3 (4866 e” L ey

to yield 1.3 g of the %Mtl{eza@eté‘p éﬁ#drb lﬁmﬂV HL%HB"“]:‘O"Y]‘
RpotrReRane cempound @162} wer e prepared fol | owi ng t he

procedure 30 described in preparatrons 16-15 usi ng

sui tabl e acyl ating agents 7 N 0 vy 2005 WO
280-1/ 046119 Tabl e 9 RG] No 149
150. 151. 152 1 N 20/\6 OEt
NHBoc Mot . 1 PE(IB‘H , J=6.9
Hz),14(9H s) (||| Jl40&63Hz) 27

(1H dd, J=14.0 & 6.1 Hz), 30(1Hrr) 3.3 (1H, m,

3 4 -T@ 25(1263 told; s\;)[@_tngng)fggé)zﬁth%){y I%A %%ﬁﬁ—%— {ﬁ{?ﬁé?ethyla-

[ﬁlﬁ c eﬁoxy]tp]pnygr-pmpqne.ﬂm&muh&Np o1 }(A58hhg)Sh acetone
@OQnE)léxéma (985 I Bt B1a8s K the Saaliild r_mxtgge was stirred at the same

temperature for 2 hours, Solvent was evaporated under reduced pressure, residue was

added to water and extracted with ethyl acetate (3 X 50 mL). The organic layer was

- washed with water (50 mL), brine (50 ml), dried over sodium sulfate and evaporated

under reduced pressure. Crude product was chromatographed over silicagel using 15 %

ethyl acetate in petroleum ether as eluent to yield 85 mg of title compound.

Preparation 21

(35)-Ethoxy-4-{4-(5 ~methyl-2-phenyl- oxazol—4;ylmeth0xy)- phenyl]-
butyronitrile.(Compound.No.iﬁS)

Me /@/Y\CN
G
O}Y\O ~
>;N

NaCN (0.247 g) was added to a solution of (25)-Ethoxy-3-{4-(5-methyl-2-
phenyl-oxazol—4—yhnethoxy]-phenyl}-propyi—methane sulfonate (1.5 g) in DMF(7.5

mL) at 20-30 °C. The reaction mixture was stirred at 85-90 °C for 18 hours. Reaction
mixture was poured in to water (20 mL) and product was extracted with ethyl acetate (2
x 20 moL). Combined extract was washed with water (2 x 40 mL), brine (40 mL) dried

over sodium sulfate and evaporated under reduced pressure to yield 1.2 g of title
compound.

81




10

15

20

J=13.8&6. 7THz), 3. 0(1H, m), 3.3

(iH M, 3. 4-3.5(31T, |
n).6.7(2K d, 1=8.3 Hz), 7.0 2H, d,J=8.3Hz Mt uht 7 Nov 25
WOMODEM31Y 422 64 I H |, | ORt; J=7.0 Hz), ]
2.3 (3H,. s), 2.6 (2H ), 2.9 (24 t, f=6.7 PE&{’%@Q‘"’“
ORM, 3.5 (44 n), 4.2 (2H t, J=6.7 Hz), 6.8 (2H, d.
J=8.6 Hz), 7.0 2H d, J=8.5 Hz. 7.4 314nm.0
gailog2982. 3Hz. 0, i CH3 N N-CH2 uit - NHBoc |
480--F-83 1.1 (3H, J=7.0 Hz), 1.4 (9H, s), 2.37 (3R
5 (211, t, J=6.7 Hz), 3.0

'S), 208 23 ,
é“(ﬁ'ﬂ@ﬂaﬂ Jihen o i
‘f%'ﬁ?ipmpfﬁ%%fgﬁ?jmnd 03166) g ‘2, DLy btiny)

7.1 d,
J=8.6 Hz , 7.4 3B n), 79 (21L _-HaNIHll

(31t t, J=TA Hz), 23 7 (3 - ; 8 (2H . 2.9
(2i-L t, J=6.6 Hz) M 31 5~ 3. 6 (4R
~conpl ex), 4.2 (2H, (5 ),O -8, s), 6.8 (2H,

d, 1=8.3Hz7.0 2H, 83HZ73 .5 8K m 7.9 2H,
|-C 155. 2 OEt uhtp HBO 472 | 73 1H 1.1(34

t, J=TBOMSRNI (ULBE) Shs 2afl g%‘i o]x%-tpép 9_7gé 1'1_! xazol-
i% 14hph& o ;'ém(@ﬁ (Ci?npouhdﬁc&ilﬁﬂé)({l v%gn?i%imlgs;; at

L ut tate W, wn:h 10
(I H, é’%ﬁ’ %'gfeé%gji ?%FPL)d brige- Zfeifllﬁizﬁ));'ggaﬁiqggf(ﬁ%gz dried over

Sgdignﬂmm)aﬂdzv ritddunddy relGle 8.2 7 46
(%E&%{gg %ﬁ) 2. 01 F%IZ ¢ q{ﬁeg)f ‘t?\ﬂgggt Sﬂzﬂld&gl@eﬁqmpound

§ ’ect vm@hggnawg)raphkd B%T(ﬁlcagel u;mé K2 e
G iﬁ&u&ﬁ to #08Hd P(J?e broduct 700:| mg in 52 % Yield 7&2 %ﬁ% e

In like manner compounds in the table 10 were prepared following the
procedure described in preparations 19

\l:)CD

-22 using suitable acylating agents.

Table 10
R O~Ar/.\lAG2
Gy
| Ex, Rl .
No Ar G . G Mol Wt | %

Yield

161. o Ha
O | e
_ N CHy

‘H: 113 GH, ¢, J=6.9Hz), 1.2 (
| 3H, 1, 1=7.45 Hz), 2.37 (3H, s), 2.58 (4 2.8
gz% 1}:,{;{) 741222%%1, zt 9; (2H7tﬁi)h6 69 Hz), 3.41 (1H, m), 3.53 (2H, (df’ 1516)6 &
=6 6.81 (2H, d, }=8.28 Hz), 7.1 =
\HZ)743(3H,m)797(2H dd, 3=6.67 & 2.28 Hz) » TR, 6 s s




3 OR 79 WD 2004/046119 156, 157. 158. 0 ? NOV 2005

PCT/ | N2003/ 00{ 1358 OFt NHBoc 466 55--j N CH2 H - 1.13%7 xov 20
W BMM0L61191=6. 9 Hz), 1.4 (9H, s), 2.43 (31-, s 2 g

(2H, ra), 3.02-3.04 (1H 1n), 3.2-3.5 (4H, %T’?’ﬁg&gﬂ"%‘““
(2H, s), 6.93 (2H, d, J=8.6 Hz), 7.12 (2H, d, J=8.6
Mz,. 7.42-7.47 31~ L n), 8.0-8.03 211, m). R3C Ji571'3

v 46283615 (3H_t, J=6.99
:Z )

0 9 (208, m)| 3.8(80EtH 457 | 32 |
€ 64 :
7,10 (211, d} J=8.61|Hz), 7.41-| 7 .46. 314 ),

2H, 's), 6.95 (2H, d, J=8

- 8.3 2H, m CH3| CHI OEt |NHCOOEt 438 55 1.14 (3H, t,
.99 Hz), 1.23 (311, t, |J=6.63 Hz)|,-2.43 (3H §),
8-2,77 (2H, dd, J=6.398&6.15 Hz),| 3.42-3.45 (1H,
3.46-3.52 (4H n), 4.07-4.15 (2H m), 4.97 2H, s
.94 2H, d, J=8/63 Hz), {7.12 2H, d, J=8.58 Hz,
2-8.03 5H, m) [L59. CH3|l~~ OEt NHCbz 500 42 N|\
| | CH2 OEt NHCOCH3 408 37 | _ H: L2(3 H {;
.9 Hz), 2.1 (3H, s), 2|43 (3H s)| 2.69-2.77 (2H,
2.78-3.44 FF-{i (11-1} m), 3.45-3.53 (4H, m| 4.97
TS 215681 (8, B 693 2H—6-——3=8-61 Hz) 1l |
1513); 315(7? ?3 tfg) :.2081?&), L33°GH 5, 3=747 Tiz), 235 GH,'s), 2.7 (1, dd,

: . , 2.88 (7TH,complex), 3.6 (2H, m), 4.0 (1H, m), 423 (2H, t,

J=6.48 Hz), 6.83 (2H, d, J=8.58 Hz), 7.0 (2. =
o8 ), 7.0 (2H, d, 7=8.5 Hz), 7.44 (3H, m), 8.0 (2H,

163. C \OICHH /©/ OEt SEt 411 89
NT e, .

1 _
H: 1.13 (3H, t, 1=6.9 Hz), 123 (311 t J=72Hz), 24 ( ]

1, I=6. , 1.2 L 1=7. , 2.4 (3H, s), 2.53-2.62 (4, m),
2.80-2.85 (2H, m), 3.4-3.5 (1H, m), 3.5-3.6 (2H, m), 4.97 (24, s), 6.9 (ZI—I,(d, I:8.)6
Hz), 7.14 2H, d, =8.6 Hz), 7.42-7.46 (31, m), 7.99-8.03 (2H, m)

164. : /\OICHS /@/ OFEt SOEt 427 98
N CH» ]

( -') ] )3 E ? 2 N ‘E}:) j) “ 3': IIZJ ;'15 ZIL m 2 :'f 'f E EI[J m 3 S‘E

165. C f I"“a /@/ OFt CN 376 | 95
- N e,

I
H: 1.19 (3H, t, 7=6.9 Hz), 2.40-2.46 (5H, m, 2.80 (1HL, 4. J=6 |

1 ,t, 7=6.9 Hz), 2.40-2, 2. , J=6.72 Hz), 2.91 (1H,
d, 7=6.06 Hz), 3.51-3.69 (2H, m), 3.69-3.731 (1H, m), 497 (2H, ), 6.94.6.99 (2H,
m), 7.14 (2H, d, J=8.58 Hz), 7.41-7.47 (3H, m), 8.00-8.03 (2FL m)

166. 0-_-CHs OFt H
O, | ) ° |
N™ en, !\'}-—-"Rf
Iry,
H: 1.22-1.56 (3H, m), 2.45 3H, ), 3.02-3.04 GH, m), 3.17 (i, d, 13.75 1),

3.50 (1K, d, 1=6.99 Hz), 3.71 (2H, m), 4.98 (2H, 5), 6.96 (21 d, J=
) 3. m), 4, -5), 6.96 (24, d, J=8.67 Hz), 7.07
(2H, d, }=8.64 Hz), 7.42 -7.45 (3H, m), 8.0-8.03 (2L, m)( i )

8
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Preparation 23

Bisulphate  salt of 2S)-Ethoxy-3-{4-[2
2 y-3-{4-[2-(5-methyl-2-phenyl-oxazol-4-y])-
ethoxy]-phenyl}-propy! amine (compound.No.167) i 7
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7.12 2H, d, J=8.58 Hz), 7.42-7.46 (3H m, 8.00-8.03 o
(2H, m Preparation 19 (2S)-Ethoxy- | 7 Nov 2005
-et hyl sul fanyl --3 -

‘wo bdrifodei1(5- met hyl - 2- phenyl - oxazol - 4-yl ) - et hogé} gN%um/m!(BSS

phenyl } - propane. (conpound No 161) ,CH3 5

stirred m xture of sodiumnetal (150 ng) and

et hanethiol (0.49 nL) in tetrahydro fizran. (10 nlL)
was added a sol ution of '

% pr Dp#S0a
E C 0.6 g), in5 nL of
t et rahydr of uran dropwi se over a per| od of 10 m nutes

~and ftphe r @ 10 e red at ambi ent
t enper at uf ggf%‘t éo fl%ﬁ)(@u ﬁ&?@?’q Pg &%Zﬂl’éhyﬁa@ﬂll%ﬂrﬂ)b@hyi} '
PrcEPml Gjiee (@glngowaﬂéo IMDdGe?t:ﬁ@Ctae@iumdt Ebl@&cgly be gg&&eet 23 ml)
o ani c | ayer was
CO(%(S%Sl Hm% Viasypddeghand ptiged t @ 0@ ifom3 & ofirfusgse Solvent

wag rectaporaied mﬁ&da ﬁb% ofthitrogkn héd (t!'gé_%e LE e %}é@ EE?&_IZ V}D‘,E cﬁlsgprgpyi

2.67-2.77 (2H dd,
e iﬁaf?f?{ﬁ}’fodswmm - (41-1, m), 4.96 (21, s), 5.10

Prébhiosha 6. 93 (2H, d, J:8.46 FE), 7.12 zH, d, J=8.4
%6-8 03 10K m o CH3 80 WD 2004/046119 N O V
2005 PCT/ 1N2003/ 000358 under reduced pressure. Crude
pr odirelic weid salh bﬁm%ﬁ@@f'ﬂem EBVﬁEt ﬁ@rg@-%%.az%? 4%’ megﬁoxy]—

pherty! papeiplylaimine GloaipduhdNBEL 3| eum e uent
yield 420 ng of the title corrpound Preparatl on 20

(2S) - Et hoxy- 1- et hyl

sul fonyl - 3-{ 4- [ 5- net W)ﬁﬂfj@ %zol 4-yl) - et hox
yl - phenyl } =prop % nd a0 1625°20 To an'ice
col d sol ution ofS(2S5) Ethoxy-1-ethyl

sul fanyl - 3- (4-[ 2-05- et hyl -

phenyl - oxazol - ) - et hoxy] - phenyl ) - pr opane. (conpound
No 161) (250 n acetone (10 nL), oxone (900 ny)
vvas added andt reaction mxture was stirred at the

ng;o e rature for 2 hours. Solvent was evaporat ed
und #e4 @I @r@&*@ﬂ@XYﬁe@r[dueeth@]sQ—pM@dedzm W@l Qlﬁethoxy]

: X 50 ni)’
PhONTL I RELE (b BlUNG TP (A ik, & SoropN jlcok ¢fem),
Oxeigoam)dlhsdimec(%vm) wadiddsd abd fsatrel ands eraPRat Bilutes. Solid
Se}%ﬁg‘g& ﬁ# ﬂ&gdg{}gj Crude product was

Fomat togafford the éllﬂe gempeunEs144 mgh.hy |

In diket ab€ner rboﬁgioﬁg t S eld 8 of
ﬁ’-@ﬁJ conpound. [F:’Sf gggt%aitals% nﬂz f% % ﬁ{kyga% E%H%Wﬂfﬂé’f 2%3 cedure
de ﬁ; farihe prepyratio af21-241- y| met hoxy) - pheny! | -

butyronitrile. (Conpound. No. 165) NaCN (0.247 g) was
added to a solution of (2S)-Ethoxy-3-{4-(5-nethyl-

 TafP ]fqhenyl - oxazol - 4-yl met hoxy] - phenyl ) - pr opyl - met hane

onate (1.5 g) in DVF(7.5

Compound No. Free-base No, - Salt prepared Melting Point CC)*
167. 134 H,S0, 175
i68. ' . 137 Oxalic acid | 115
169, 138 Oxalic acid 122
170. 136 Oxalic acid 193
171, 124 Oxalicacid |  150-160

24
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H-yl et hoxy) - phenyl ] - but yr onl t rile
10¥s2 g) in xylene (15 ) at P0-30 C. The reaction

m.) at 20-30 C. The reaction m xture was stirred at

85-90 C for 18 hours. Reaction mxture was poured in “7 Nov 2u0s

to water (20 nlL) and product was extracted with ethyl

WacBt4relp2  x 20 nL). Conbined extract was wasthedkwistobosss

water (2 x 40 M), brine (40 M.) dried over sodium bt
sul fate and evaporated under reduced pressure to yield
1.2 g of title 30 conpound. 81 WD 2004/ 046119 5 Pre

ration 22 C~ NOV 2005 —PCT k2603166035812

¢Et hoxy- |Htetrazol&3 | Oxalic acid 190
- [ 4= (5-met hyt=2rphenyH—exazoel-¢#-yhn et hoxy) -

Aényl ropane., (Conpaynd. Nol 16p), o Ph 1.
-?Bu) %S:.l.!\\!g (I‘? 27 g)( \AIFLITE added_t @laMaCN - 135

138) - Et hoxy- 4- [ 4- (5- muhy! - 2- phenyl
(138) - OXy- [F’( Ly pnemy (}%%ound No. 16@9

was stirred at fefl ux . for 189ale reacti on whs/

sl ed to 10 20-30 C. The reac 'on_m xture was dituted
VVI h ethyl acethpte (2534L), washedOwilidacid o4 HO (2034

, water (3 x 25 nt), —brimg—{(25—nL)—erganhic—|tayer
v]ﬁg dr| ed over | sodi uriMdul f at e| andOgviapas@t ed | under 177 -

reducedpresstureg—to—yeldthe-prude title compound

(11819) Orude product mas chr omat ographagy ovel 196
'S‘ITHE u, Hsiha—pet— et her: yl acetate (9i1) as an
ol Usibeltine pppt %&sup@ﬂﬁw@@a@m@mm:@gewm@w 15

In |i KaermaanRs) D
ghloy o o ST P Senl Ty bl 18Pk 80 e PR ShiCscero,
”@}n@@um@m@ B atil nbm@ﬁnﬁﬁ‘um'rgﬂ&b&elﬁ,veﬁo This was

ents.’

_ RO Air AL TP v F arR R e@eanL Gl2 SEt Mdt. W 425

A) Demonstration of in vivo efficacy of compounds:

1) Serum triglyceride and total cholesterol lowering activity in Swiss albino
mice: :

Male Swiss albino mice (SAM) were bred in Zydus animal house. All these

animals were maintained under 12 hour light and dark cyde at 2541 °C. Animals were

given standard laboratory chow (NIN, Hyderabad, India) and water ad libitum. SAM of
20-30 g body weight range were used.

The test compounds were administered orally to Swiss albino mice at 0.001 to

) SQ mg / kg/ day dose for 6 days. The compound was administered after suspending it in

025 % CMC or dissolving it in water, when compound is water-soluble. Control mice
were treated with vehicle (0.25% of Carboxymethylcellulose; dose 10 mlkg).

' The blood samples were collected on ot day and in fed state 1 hour after drug
administration on 6™ day of the treatment. The blood was collected in non heparinised
capillary and the serum was analyzed for triglyceride and total cholesterol (Wieland, O.
Methods of Enzymatic analysis, Bergermeyer, H., 0., Ed., 1963, 211-214; Trinder, P.
Ann. Clin. Biochem. 1969. 6: 24-27). Measurement of serum trigljr:ceride and total

cholesterol was done using commercial kits (Zydus—Cadlla Pathfine, Ahmedabad,
Tndia).

Formula for calculation :
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Yield 76 ~H 1.13 (3K t, J=6.9 Hz), 1.2 (3H, t, J=7.45;5,
Hz), 2.37 (3H, s), 2.58 (4H m), 2.8 (2H t, J=7.12  NOV 2005
woHEhs/0R1 87 (2H t, J=6.69 Hz), 3.41 (1H, m, 3.53 (21j,
dd, J=6.6 & 2.72 Hz), 4-22 (21 , t, J=6.57 PEVINBIgwU03sS
(211, d: J=8.28 Hz), 7.11 (21 , d, J=8.46
Hz), 7. 43(3TL m), 7. 97( 2H, dd, J=6. 67&2. 28Hz) . 82 U ' NOV
P%coégs VDEF(Z:IOO4/O_461_19 162. 163. 164. 165. 166. PCT/ 1N
1370t ding igwiglygerideytd LholdteroNwe catett &b eonrding <o i
ESEAIREt 457 .1 --32 H 121 (3g t, J=7.0 Fz), 1S3 ¢ag the
t, J=7.47 Hz), 2.39 (3H, s), 2.7 (1H, dd, J=13.9 &
7. 15PpEEptage @Budtibki(wgrpl ex), 3.6 (2H m 4.0 (1H m,
'4.23 (2H, t, J=6.48 Hz), 6.83 (2H, d, J=8.58 Hz), 7.0
(2H, d, J=8.5 Hz), 7.44 gg ,-8.0 (2H dd, J-6.0 &
2.77 Hz). ORSEt iH 1.1 t. J=6.9 Hz), 1.23 (3H,
t, J=7.2 'Hz), 2.4 (3H '8), 2.513%.18
2.80-2.85 (21-1, n), 3.4-3CHOCIH m), 3.5-3.6 (2H ),
4.97 (214, s), 6.9 (2H, d, J=816 Hz), 7.14 (2H d,
S J:S.SCI—:E%, 7.42-7.46 (3H n), 7.99-8.03 (211, m OR
SCEt ~< "a%%rordaygontrol Br@iialues) 0T = ZefoHy tbhikd @.?ou%%aﬁ!?’ég'
s), 2._73-@6&3]6%&5%0‘;9“ ég.S( HT_n), 4:1 (1H 1n), 5.2
éﬁH S), 6.9 (ZH IfOnosraul T = Fest day reatedgroup
Teblgh. 7' 64 (3H n), 8.3 2H d, J=7.7 Hz OR ON 376 95
ol 19 (3H. t, J=6,9 Hz), 2.40-2.46 (511, m 2.80
T'?!ilh%er@,% 1§‘¥%‘?‘*ﬁ2&°ﬁ¥1}¥ iSwyss glhigp mick: J=6. 06 Hz),
3.51-3.69 (211, n), 3.69-3.731 (11-, n), 4.97 (2H, s),
7

2 9 (4H m,

xample No, Dose % Triglyceride
(mg/kg/day) loweﬁng
110 3 78
134 ' 3 54
130 3 51
B 80 3 50
28 3 78
16
ii) Cholgsterol lowering activity in hypercholesterolemic rat models

Male Sprague Dawiley rats stock bred in Zydus animal house were maintained

under 12 hour light and dark cycle at 2541 °C. Rats of 100-150 g body weight range
(=

were used for the experiment, Apimals were made hypercholesterolemic

by feeding 1
15 % cholesterol and 0.5 . o

chow (NIN,

ained on the

% sodium cholate mixed with standard laboratory
Hyderabad, India) and water ad libitum for 5 days. The animals were maint

_ |
same diet throughout the experiment [Petit D., Bonnefis M. T., Rey C and Infante R

Effects of ciprofibrate on liver lipids and lipoprotein synthesis in normal and

hyperlipidemic rats, Atherosclerosis, 74, 215-225(1988)].

20 ini
The test compounds were administered orally at a dose 0.03 to 50 mg/ kg/ day

for 4 days, after suspending it in 0.25 %

| CMC or dissolving it in water when compound
is water-soluble.

Control group was treated with vehicle alone (0.25% of
Carboxymethylceﬁulose; dose 10 ml/kg).
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14 2H, . , U J=8.58.Hz , 7.41-7.47 31L m, 8.00-8. 03@7 )

(21-L mH 1.22-1,.56 (3H, ‘n), 2.45 (3H, s), 3.02-3.04 ' %OV 2008

(31 (1H d, J=3.75 Hz), 3.50 (11 d, J=6.99
\&éf’);viw?&}z» . 4.98 (2H,. s), 6.96 (2H, ci, J=RCBWN2003/00358
7.07 2H, d, J=8.64 H Z), 7.42 -7.45.(3Rm,.

80803 2H, M Prep ration 23 Bisul phate salt of

2S) - Et hoxy- 3- (4-[ 2- (5- et hyl - 2- phenyl - oxazol - 4- yl)- 5

et hoxy] - pFenlippd gmmyt vard BElCRA TR aEN diaNonny bﬁ%ludf’? hour after drug

WO 2 9 PCLh1 003/ 000358 NH2 . H2S
(29) Odgﬂﬁgét%&@ 5 day of the treatment. The blood was collected from the retro-

- (4- [CZbI(LzB-sn‘mts hiydough RBERY hox

propy! anine. (cog ound. émﬁ?&é{?g%pufaé%ﬁhd eseé'lr%ﬁf”fﬂ%%l}wefe analyzed
sol uto ﬁ“%?‘*eé‘é‘étaeﬁéozae ChM?St@ObM@bmgrc&U ke . gaRCthila, Pathtine,
(27 nagheddd 30.mi nut es.

Sol vent WalzCl g\ggailgorLg%%aé HyL Q%C?qHBWGE‘I E‘r‘i“i tRoig eicatific, USA). LDL
t he r@di YLBLvebwlestare!reete wiatchiatidi S&R a0 hia (ﬁ,w&rd fog fotal cholesterol
af f oryglp aﬂgﬁ?élyéenﬁs rug). Preparation 24 10 O

acid salt

(25) - Et hoxBheFedbtibBit oL bY ot | .
nmet hoxz%ﬂ) Ci)g]gnyl pr op amglﬁg g%r%l%ﬁéa af\(ﬁ?r&i’ig’g) thg £ormula.
To a I:ft stgyol in mg/d Total cholesterol —~ HDL cholesterol - LDL cholesiero]
(13S) -Ephoxy-3-{ 4- [ 5- met hyl - 2- phenyl - oxazol - 4-yl

met hoxy] - oggnvl} propyl am ne (conmpound No 141) (200

ng), in isopewmple dbcohol J(5 niy) oxartji |

dehydriate (64 ng) was adddd and stirred CT& éﬁﬁlelgtemléﬂiumon
mnutes. Solid separated |wasmpikigtdayed and dri ed (%9

afford|l the titlgcompound [(T40ng)—tr—Hke—+ranner
conpoufds-in the table 11 jwere prepared fol | owi ngt he

procedure 20 dé&8cribed fqr the preparafion of 2324
Tabl e E—t—@m‘ggd—m.—ﬁee-_basn No, -Sal t
prepargedMel ting“Point (C)* 167. 134H2SO4175 44
168. 1370xal 1 ¢ aci dI15 169. 138Ckatic—aci-d122

170. 1360xal i ¢ aci d193 171.- 84 U7,"' 0V2005 WD

2004/ 046119 PCTII N 2003/000358 172.710xalic acid 1190

17314104 i cSemimgiidd6 lowering activity in db/db mice models
Homozygous animal Cs;BL/KsI-db/db mice are obese,

hyperglycemic,
hyperinsulinemic and insulin resistant (J. Clin. Invest., 85, 962-967, 1990), whereas

heterozyg_ous are lean and normoglycemic.

15

The homozygous animals very closely
mimic the human type II diabetes when blood sugar levels are not sufficiently
" controlied. Since this type of model resembles human type II diabetes mellitus, the

compounds of the invention were tested for their antidiabetic activity in this model.

20 The compounds of the preseat invention showed semm glucose and

triglycerides lowering activities.

Male Cs7 BL/KsJ-db/db mice of 8 to 14 weeks age, having body weight range of 40 to

60 grams, procured from the Jackson Laboratory, USA, were used in the experiment,
Test compounds were suspended on 0.25% carboxymethyl cellulose or
dissolved in water when the compound is water soluble and administered to test group
containing 6 animals at a dose of 0.001 mg to 50 mg/kg through oral gavage daily for 6
days. The control group received vehicle {dose 10 ml/kg). On the 6 day, one hour afier
the drug dosing, blood was collected from retro-orbital sinus and the serum was
analyzed for glucose and triglycerides were measured using commercial kits (Zydus-
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10

15

174. 141H2S0490 175. 1460xal i ¢ aci d117 176.1430xal i c b7
aci d134 177.1440xalic acid. 11 178.1450xalic aci d126 *
The nelting points were uncorrected and may varg/ _
WO MREY5aHge of 4 C. The conpounds of the pres&Rf/l 20031000358
invention | owered triglyceride, total cholesterol,
LDL, VLDL and increased HDL and | owered serum gl ucose
| evel s. This was denonstrated by in vivo aninal
CadédspBathlient Shmé&labhd, DEARHSThAkbR Sllicds Ml RigHl i g
actlf’g% ﬁu[ﬁdfc, (? Serumtriglyceride and t estero
4 'y st tamnaupd s slpwated pesoriing @iﬁtb@formlw Swi ss
Senﬁh@h{agsd’[bﬁ,@nﬁ%ng@ﬁg&r ed in Zydus ani mal house. All
these animals wer i ntai ned under 12 hour |ight and
dark cycle at 251 C. Anipmals were 10 given standard
| aboratory chow (NTN, HydéFf4bad, India) and water ad
libitum SAM of 20-301g i ghtiopange were used.
The test conmpounds were pdWVOCstiered orally to Swi ss
albino mce at 0.001 to -50 ny kg! day dose for 6
days. The conpound was adm ni stered after suspendl ng

it in . ssol,vin i n water

conpound i S%{E%ﬁ%ﬂb%‘oup ol r%f g daﬁreﬂéii 8“’“1’ value
t r eat ed W tHevtahiycbetréiGraffo of CarTboryBilLS] dibhose;
dose 10 m /kg). The bl ood sanpl es were col lected o

OGa _day and in fed state 1 hour after drug

afimmpliNat | on [on 6hRAay mEntTThgbio
was col | ected ijln non fweparl ni segm!lcapl i ary grl TG

serum was anal yzéﬂlgﬂtg/daybl c;l ycedichidna(fie) t ot aI reductlon (%)

chol'egf er ol —(Wietand;—O—et-heds—of~Enzyratic

anal ysi s. Bergdrmeyef, H, O ,. Ed.47 1063, A11- 214‘?7

Trindgt, P. 20 {Ann. @lin. "BIrochemgg969. 761 24~ 27y

Measur nnnent of serumtriglyceride_and total
chol €€t erol wag done3usi ng|comrer chlal kits 44
(Zydus-Cadita; Pathtine,—Ahredabad—t-ndi-a)—Formia—

for calculation : 85 N OV 2005 WO 2004/ 046 119

PCTV¢ N20GS: @EFBA5 Bvdrer dheirivad Sor fAUSE ian nieﬁtmned. compounds of
eridesltotal chol esterol 'were cal cul at dO

1‘1"%‘8&% @0%01{‘1%0 they praseat Papwsontshgwed gqm:semm d18dos;, lipid
dT 0 ol
o chbiuegteﬂéy_lr i(;@er 5 r ealge %(péﬁrgﬁ%zl\?%q?ﬁgla'yﬁée‘g §e( C%‘H inds

are il ofor gtheu pﬁsfrﬂ'g :/ Pesphytials bf eideasts geRu@1 Tyl %Wéiﬁf)id@ﬁua

‘ activit W ss al bi no m ce:
hyplax%ﬂ@lrels erma y\f)ermsuﬁnemsa hyperglycemia  such  as NIDDM,

cardiovascular diseases, stroke, hypertension, obesity since such diseases are

interlinked to each other.

88

7 Nov 2005




10

5

20

25

30

Exanpl e No. Do se % Tri gl yceri de (ng/kg/day)!l owering 0.7 NOV 2005

110 134E: =78 54 130 351 s0350 28378 10 ii) Chol esterol
| owering activity in hyperchol esterolem c rat nodels
Mal e Sprague Dawl ey rats stock bred in Zydus ani nal
Weksgy,Wer e mai ntai ned under 12 hour |ight and dark
cycle at 251 C. Rats of 100-150 g body wei ght range

wel e fo e experinment Aninals were made
hyE'efr\g%%ﬁggg?‘%P%‘i?‘EﬁP%efWOff@@di(Bg | 15 % chol esterol and

0.5 % sodium chol ate m xed with standard | aboratory
- chow (NIN Hyderabgkdq\xghgd_i_ 1) a,%er ad libitumfor
r n

5 days. The ani mal-s Mt aiyie on the sane diet
t hroughout the éxperinment [PetitG,D., Bggnefis M T.,

tRey Lz lpiante R,. Effects of ciprofibrate on
l'i ver Iﬁ{ég’l (}E&gn “PEEHr STEmn tf@ynsﬂﬂ@g?ssmem, nideiraphafthceutically

apgAptable galts ativeie phaing, S| 74, _
‘135825019 gggulg : i gjﬁ‘?ﬁ?@u% A Aoy perein
h2mfr20§cl9ﬁ3é§ af tor < yspent gy PRpOsRUIR A b heteroary,
s‘%iéf_sol Vi ngmililt’ i n- Waf'i%rm%ﬁ%rn%(?%éuﬁ’dth ithe proviso that when A is
1Bitedsof wisubstit@Rd tpheh 1GROUD RASA L faated with vehicle ,
gAhRN8(Q. 25% of  Car boXy et I’lypf%é?rlt i gg}g, reggsentpdivalent phenyl
m"?kgg,‘ BESEAts oxxgen oy spl WD 200. 4/ 046111) PCr/{N

‘2008HPRO5 81 Thesdl,aad .sanpl.es were collected in fed
state on Oth an% til&%oaf A ‘l‘beg?‘t“tﬂ‘?c{@mg%ﬁf nfused ativadentomromatic,

h%teﬁw%;ﬁlcdﬂathtéerbcﬁ&bmp; The bl ood was col | ect ed

d,r dhe t Q- |t si nus through non-hepari ni sed

© a?ﬁ'lyzgﬁlgh gﬂfh%bg%}r g&ﬂ)gﬁ'an%, &, (Y B Lamad 2 dr oup®T G, represents
g

dS@R), @A, Bhotrs _ i conmer ¢i al o
 ROERSL r%éetgdaé\a@gh SR E), R4 mgpresents

hydrd ,(SZM -Cadila, Pathline, 5 _ '
22n Qlﬁﬁeggxd unsugﬁngfte FERps(plstted S0 larsd 6 El‘andﬁsi\XCrCa)aIkyl,

GHIS T
4y YL DecEhoksst et r en&ah ted fromth
alkiAirdin ‘ﬁ’i“pleda{yﬁaﬁmﬁg%%' '%%ag?’est er_of}},dyeHl Inggggeonyl,  analkyl,
h ir i age{}%/cer_i deé. e reduety 0na‘?lhyl%'&lmcad:mﬂes_hetembrylﬁﬁnocarbonyt
AU dBEo sy haerbeyolyheni{ Ry R k?’é%'b%hql ester ol
axﬂlaylag/cgbogyﬁq{cg&oﬁ%lol esterol - HOL > cAOPOSTRIRYL aylpgycarbonyl,
aShol ggt erol’ 10 fabtd 2-ohx afptoaralesycBboafliot eterocycloxycarbonyl
CHO1 est emstsentedudbtitond (aQAkabsAMId Broups selected from alkyl, aryl,

olyhal
;R yR oalkyl, heterocyclyl, heteroaryl groups; with the proviso that, when G, represents
, G
1%, Gy does not represent —OH group; Gj represents hydrogen or (C1-Cyalkyl or (Cs-
Cr)cycloalkyl groups. 3

2- A Ll - - ) A
compound as claimed in claim 1 wherein the substitatents on ‘A’ Ry, Ry &

R : .
3 may be same or different and are independently selected from hydroxyl, oxo, halo, -

thio, ni ' :
10, nitro, amino, cyano, formyl, or substituted or unsubstituted groups selected from
anlid; idi i
. 1o, guanidino, hydrazino, alkyl, haloalkyl, perhaloalkyl, alkoxy haloalkoxy,
| er 1 ) 2 2
perhaloalkoxy, alkenyl alkynyl, cycloalkyl, cycloalkenyl, bicycloalkyl, bicycloalkenyl

alko
Xy, alkenoxy, cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heteracylyl, heteroaryl |

het
erocyclylalkyl, heteroaralky], heteroaryloxy, heteroaratkoxy, heterocyclyloxy

het .
cterocyclylalkoxy, heterocyclyialkoxyacyl, acyl, acyloxy, acylamino monosubstituted

_or disubsti i . ) I
01 tuted amino, arylamino, aralkylamino, carboxylic acid and its derivatives

such as esters and amides, carbonylamino, hydroxyalk

yl, aminoalkyl, alkoxyalkyl,
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141361 90356 27344 iii) Serum glucose | owering ,
activity in db/db mice nodels Honpbzygous ani nal 0.7 NOV 2005
C57BL/ KsJ-db/db nmice are obese, hyperglycemc, 15
hyperinsulinemc and insulin resistant V. din:

I nvest., 85, 962-967, 1990), whereas heterozygous are

| ean and nornogl ycem c. The honpzygous ani nals very

closely mmc the human type | T di abetes when bl ood

agﬂ@éyaﬂfyé,‘, e Prgkeppgalioph @Uﬁ'ﬂﬂhm erthibylkylc ontryldiid, e datk skl €Snylamino,

f nodel senbl uman type |1 di abetes
atl@lsillitoﬁgl%x corrpoﬁ}ﬁd? (o] 0'3 FMyvent i on viEYExY@Epeeylamino,
Pl “*’?““1? T asont eet i b amoaen g dyamino
hgl uco ggl ahgﬂfcfly %fg"p)?g‘é‘?sr ﬂléégr"f WERrYS -activities. Male

357 Bh/ddsupodbd cis claieeedofn &1di@ L4wNeEkS salidic haNdRtknts on any
pﬁ&%ﬁg\’f t,,range of 40 to 60 grans, procured from
AL o L 360 spype aogtiffesgat @ndigael indepemdsntly selected from

Igdadl, roxal haloTﬁﬁcI Iﬁﬁgngﬂﬁgsggﬁé efoﬂﬂ dsgﬁist&%t[cg 2o%

car boxynet hyl cel’l ul ose or i sso Pr\}xﬁﬁ'@ﬁb“m‘wd

HPRPScHtastadn oms amahm gohidime I@mldazﬁﬁmdﬂtﬁt Baledliy0 ;ieeﬁzhoaucyl

| f 0.001
RE DEONERG iensichlcn, el (9ot 6vcloalal, peloatkenyl,
tdaﬁi h |
‘IN:W yi,g blwﬂo ﬁlﬁ@@lv @.ﬂ(ﬂ :EI%SO)&yd 3,?@10;%8%5? 0 5915 ,) %B&y, aralkyl

ﬁgg one hour e
O P%teff)@a Yhr é:ﬁterwlo betbrorslylsikpiys heter ardﬂeyls effeiéRoaryloxy,

HARS. z e and [ ce des
nea%aljr?gg*yus?%gﬁdg’gﬁ%e %& Al R PpEty (lﬁg%l’é” L%t?mcl 1'311(0?@’@0?\1,4 acyl,
2pploBy V@ygmmb O6odsubstBue@br IduBRAAKLA ARBRS Akt gralkylamino,

daba India). The serum gl'ucose anh
C{Da?qoé( yeet cﬁh o%érg?fb"a“éiﬁ% iSyflE | ass ewerst h@dtmes;onq:bunyiammo

hmquml UbairRelkHc of [um cos
Rg.act LY by A Nl BBl TR0 ooty
&ﬁ‘g‘d}‘g %‘r%éﬂ@‘ﬁl yloxy, alkgyyearoayiahing; aqp;xyalrmylmmno

miox'f&iboxﬂﬁ)hm‘cp Nek@locHbMYRmlnb, = g?xfnmg%ot&ryﬁ%uno alkoxyamino,

No DoseSer um d ucose

[ ou
h%drof @ /“d‘b‘{]f ﬂd?ﬁ'tﬁ“i‘%%‘l‘l@ﬂﬂ’diq’@’ﬂﬂ‘(e% suio8ut it BriiS6rderivatives,
phéShbat Ney adver seiahifacts were observed for any of

t he nentioned conmpounds of 10 invention. The

% onpouineempsduridhas giamsfﬂinin cllme ﬂ t whdteinhoue ‘i‘e;ﬁ@é&ﬁtssz? i%tituted or
cholest | owering activity in

Lgllgwe ex peedr %ﬂﬁéﬁ 5Ifu g |aFFHP§‘°LF§' temﬂﬁ‘é@@l apeyslic group.
5. A compound according to claim 1, wherein the substituents on the group
represented by “Ar’ represents substituted or unsubstituted linear or branched alkyl, alkoxy,
thioalkyl, halogen, haloalkyl, haloalkoxy;, acyl, amino, acylamino, thio or carboxylic or sulfonic
acids and their derivatives, phosphonic acid and their derivatives.

6. The compounds as claimed in claim 1, selected from
3-(6-Benzyloxy-naphthalen-Z-yl)—Z-cthoxy—propan-I-ol;
(2S)—Ethq?cy-3-{4-[2-(5-methyl-Z-phenyl-oxazol—4—yl)-ethoxy]-phehyl}-propan—l—ol;
(28)-Ethoxy—3-{4-(4-hydroxy—3—meﬂ1yl—3,4-dihydro-quinazolin—2yl-methoxy)—phcnyl}

-propan-
1-ol;

2-Hydroxy-3-{4-[2-(5 —mcthyI—Z-phenyl—oxazol-4-yl)—ethoxy] -phenyl}-propan-1-ol;
3-{4-[2-(2,3-Dibydro -benzo[1,4]thiazin-4-yl)-ethoxy] -phenyl}-(25)-ethoxy-propan-1- -

ol;

2

40
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are useful for the testing I prophyl axis of diseases g >
caused by hyperlipidena, hypercholesterolem a, NOV 2005
WO PREHGIES Ul i nenia, hypergl ycem a such as N DR /IN2003/000358
cardi ovascul ar di seases, stroke, hypertension, obesity
since such diseases are 15 interlinked to each other.
0.7 OV 2005 W claim 1. A conpound of the
<°S>Sﬁw@r%ﬁ%a@rmr@ow -AdyOH@hoxyKpenyBaprépanGol{ 1) t hei r

. > [%@adr eoi 53%?3 e‘ﬁ‘ﬁgﬁ’ﬁéﬂée{%@ﬁgho’{iérgﬁv lt‘gle Iarr:cept abl e

e
3- {‘étﬂ t3s4-Dilpisire- 2&hqmmﬂmeu§dk))e&idxy] ; FRESNIeY) @% ?);%/r%%:&sr ol:
t]tut
(28)31?%&%& g e[{#e(gt(g%ep i S’r}rae&}r?‘ijﬁws‘Pi*@g’Hs%@I?a;lrﬁgls EetS erocycl yl

(2SyEhopE3-I2 Kendfh h_the proviso
Do ame D ThO-pResdhidoAl- 0890 IR0 dncl LM, B v

g F‘a{% PP heneabh oo -f-obrdbwayi-phend! MaiSpathoRpFan-1-

ol; group, "X represents oxygen or sulfur; 10 'A-r
3. {%Egégﬁé%iagﬁzubstrtut ed or _ unsubstituted si ngl e or
g roowmadlidey!)-etheif b fATRLIHGn Rk 1
ol; het erocyclic group; G represenlihs wﬂ n lll%{l&]ﬁ{gpanl
S(O 2R3, N3, CN, COON, tetrazolyl groups;

25k B (s 2-@Rih i
" thmas r{t ?{gzol ylgﬁaﬁ%swtr egfé@e”%ﬁz Pmﬂ?f‘b‘%éﬂd its
p a‘?ﬁﬁﬁ%‘ﬂ“ﬁﬁi’éﬁ“ﬁffa lerf8ligist i t ut ed gr oups sel ected from ‘

(ZS}Eﬂhﬁg-)&g{';}C ogrlﬁigff%y&&mrﬁ%al k Hglegy%ﬂ%an-l -ol and its

phagpaceitiselly hydeptaBlenagcar bonyi , aral k 1

'(23)2%@%8- Z[ﬁ rf? %ﬁago%éhem%ﬁf&b@w L%M&ﬁ}'mpm

ol; het er oar al kyl anmi nocar bonyl, heterocycl yl am ncar bonyl
oxycar bon aryl oxycar bonyl ar al kyl oxycar bonyl ,
(2S)g‘geﬁﬁ%%éﬁﬁr[a&emtbﬂf%ftbmmemmmommp@@rw henyl}-propan-
1-olhet erocycl oxycarbornyl  groups; R3 represents
Substituted or unsubstituted groups selected from

(ZS)a’d“:th y-3-Z0-{pdbyhahyas- -
phed] Z} oar_%(_{pglrzo u ps)‘?fl V\Atqt—%ét kbéﬂ’u%a)rﬁg Vs B@ Wg’f‘ b vviy’H1 ahethexy}-
Pepr8BEH{ L NR R2, G does not represent -OH group, G3

S
oaneyetaa it o a5l et berat ool
@S)dpaem-3 (Méf{érmthﬁez-@insm yIsWIERYL-BhR)-Aazol 1]-8310%}_
phe@\(pe@? ﬁ or different and are indépendent

om hydr oxyl, oxo, -hal o 25 thio, n| tro,

(zs)a““‘m’”?’“"‘”ﬂﬁl‘ﬁ%“éﬁrliﬁ‘*%%é‘l~ oA Ronae ot

dgroups selected fro
AncEF R maﬁﬁawéallcheptpldehdtspar kyl , aI koxy, hal oal koxy,

2S84 al ke cl oal kyl|
( )cycmgwé%%ﬁyﬂ 3@%{ B2 yldE@%‘D’éﬁ’Fﬁ%@hwl"meﬁl%)ey
Phenyillk oropay-;1- «ﬂycl oai koxy, ar yI aryl oxy, aral kyl,

l, kox rocy heteroaryl heterocyclylalkyl
SRR G arkon] 4&&&9|(@me;hyﬂramm3dmdam;4yyr)-ethoxy]-
Pheﬂ?f}—ﬁﬂb%ﬁé( ql—c}ﬂ oxy
(285)-Bthoxy-3-(4-{2-[2-methyl-5 ~( benzoﬁlran—z-yl)—pyrrel-l-yl]—ethoxy} -phenyl)-
propan-1-ol;

(25)-Ethoxy-3-(4-{2-[ [2-methyl-5-(benzo[1,3]dioxol-5 -yl)-pyrrol-1 —yl]—ethoxy}-
pheny[)-propan-1-o;
(25)-Ethoxy-3-[4-(1-methy}-1H- -benzoimidazol-2-yl methoxy)-phenyl]-propan-1 1-ol;

(28)-Ethoxy-3- [4—(5-methyl—3—phenyl-lsoxazol-4-ylmethoxy)—phenyl]~propan—1-01
91
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30 heterocyclyl ai koxy, heterocyclyl ai koxyacyl, acyl, .
acyl oxy, acylam no, nonosubstituted ar. dlsubstltuted 7 nOV 2008

wo AAR1ear yl anai no, aral kyl anuno, ca~W)xyI | PCREN oA 358
“its derivatives such as esters and at ni des,

car bonyl am no, hydroxyal kyl , am noal kyl alko al k |
x5" Y, Vk 0.7 N OV 2005 aryI oxyal kyl , aral koxyal kyl ,

: k th | k | |
(ZSPEH%L%JEI ‘?{5 @l E Pé FRE%Y X‘b#ﬁ%ﬁo@?"g’nﬁt%ﬁ{ph&ﬁ}xpf@g—q ooi
(9ShEW0®X“9d&F(BdJEyicﬁmtholl Lcletﬁb i E)

no am nhocar bo m no’
D AE S el e agﬁZﬁb*Y!mﬁth@wwh@twﬂkmﬂbw%l
23w Bihk L d
G Rl (ihd{eqfﬁez?‘%&”hﬁﬁﬁ(% oty i G DRy Sty
phegy|kropeRrdrel of - A may be sane or different and are

Sy | | d f hal
e oY S A1 kB e byt et reich
-E@ﬁswb%&)rqthmw [‘B{M&eﬂ@b@%@ﬂyﬁo&%l Q'E}ijétﬂgﬁy Rl

pr Ig#lgnl di no, hydrazi no, alkyl, hal oal kyl

oxy, hal oal koxy, perhaloalkoxy, alkenyl aIkynyI

E L L | kvl ,
eyl oat ko A b Bt L T —

b
a&P&I oxy, aral kyI ar al koxy, het erocylyl, heteroaryl,
het er ocycl yl al kyI het er oar al kyl , het eroaryl oxy,

2-((hRrBihowy-at Iéeﬁ?-y(ﬁ-ﬂlﬁhﬁlﬁ?}@h!@hmbML 4 5L EEAGY: gh?ﬂgﬁ ERB¥xy)-

| | k | I"oxy, !
ben%%%é%%xﬁtgﬁﬁ o %&ﬂfggﬂ){ﬁ]? éﬁﬂlét%gmoﬁg ar yI ami ng
(ZS)aEﬂlbky-Ba{m-[IO(S-mé’tﬁfrlb@ﬁ}ﬁdgf-oﬁﬂofjggﬂ—e’c#ﬁ\%] B enyngaro\ﬁ?ds bromo

such as esters and a s, car
ACCtReHr oxyal kyl , ami noal kyl, al koxyal kyI aryl oxyal kyl ,

AR A L L

'ﬁh@@k@xﬂgﬁfb@pﬁk@ﬁlno aryl oxycar bonyl an no,

ral k xycar | ai ni N0, am nocar bonyl am no, .
L e LT Dol L afA Wity b byt ol sty phas o,
progaakf enyl derivatives, sulfonyl derivatives, sulfonic
acid and its derlvatlves phosphonic acid and its
2-((¢ Em@ 'g §-(52 -t A ound. as, cl dinclaiml
(B T8 Et LB At B Ghenyipropor)-
beﬂ%ﬂﬁ%@m@t&n‘i us 9hlarmangit1emgr adceis@ile aa1@Mmat i ¢ or
R r hete clic group. 5. A conpound
Eﬂg;é’g %ﬁ Sﬁm @vﬁd’i@%ﬁ-@fﬁ@@wﬂmﬂmﬁ)mlmm t he
propgme-up repr esent ed by Ar' represents substituted or
&gbst ituted |linear or branched al kyl, al koxy,
(SR zwy[ﬂ (5i‘mﬂbﬂe%ph@al-omzbthyhhah@@blpﬁ&lyq ~2ChHenoxy
pro ﬁg& acylam no, thio or carboxylic or sulfonic ™25
( aC|’ds and their derivatives, phosphonic acid and their
2SﬁEﬁIDMﬁtl+fﬂiﬁ suBinyllBg4. I
Mt 00 g3 GO AL LBy
PIORINRA| en- 2- y1) - 2- et hoxy propan- | -0 |; (2 S)-Ethoxy-3-

(.?.Sf Eﬂlo y%g e é )§y M&% é-@h glpgﬁﬁeqyl—o@zol (12111971;}1@3:)(9@:@}

Pfopan{3 4- (4- hydr oxy- 3- nmet hyI
ui-nazol i n-2 I-rret hoxy) - phenyl} propan- 3(c)
.(ZS)?I]'.E %.szy_g_[% %gy 32‘1:' QP- yi-pxqzel-4-yimethoxy)-phenyl]- ~1-isopropoxy
propdﬁgt hyl - 2- phenyl - oxazol - 4-yi ) - ehoxy] - phenyl } - pr opan-| -
2- (2, 3-Dibydro-benzo]

-(3S)xEmpmﬁa{éréi-m@twl)z-ph@wybx&hﬁwi:hethé}%@phe@h}lﬁﬂwﬂmﬁf’é‘
(25)-EfoRy-11.£02. 299 9 Bl ot

y-1H-tetrazole-3-{4-( -methyl-z—phenyl-oxa.zol-4—ylmethoxy)—phenyl]-
propane;

92 Y
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PCTI | N20031000358 (2S) - Et hoxy- 3- [ 4- ( 2- (phenoxazi n 2
7 NOV 2005

wd@uoy)o)aﬁj hoxy) - phenyl ] - propan-1I-ol; 3-[4-
(2- (Carbazol - 9-yl ) - et hoxy) - phenyl } - (2S) - et hoXyTANDPM0358

1-01;
3-{4-[2-(3,4-Diliydro-2Hquinolin-|-yl)- ethoxy] phenyl

- | 2 S Et h 3 -
E?"%ﬁ 4T A Bk sim oy Rl byl 9
%@@thﬁyhbw(samﬁaﬁly( g{!ﬁg{ygnothl gzi,n- IO n? ef ox%) “Bheny
zhﬁ%} ’?){ ?antﬁzl& %&thﬁ@a DI' @P’éﬁ[ tdnmd]- Zpeéﬂaﬁes azi
Nhe)lyl(-&ﬁko[efl.. DD, jﬁg’]o %r‘]lylj} Pentane-3~ol

2,3BB{edhdx: 1(? MEL nyl - oxazol -
© % ik gPE FSthpPaast fetlyéthetspasiny - Rhiand,
P L

acdtrcl%ﬁ ol and its
acce ptr%ll1 E iis'p %@wm&ﬂy acceptable salts

Fnofto th idin-2-yl)-eth h
2o k!@xﬂs!ellyﬁ & E&ggﬁ{n%py%ﬂﬁ%@gqa@ah; :ccg)p()%/l;lbfe

Yl S
- l— R
sul(og&)aEt hoxy- 3- [ 4- (5prr?3ntyh§/”l{azg t B acthoxy)-phensil-propyl - mpfhgne
(253_ ho;(%/’) ?ggyfg‘}mprfgan |-715 0l ; (2S)-Et holxgl BtF{ I
IS Rke 0 et hox
phehﬂ %Jr%%‘{ir O‘#en &3 (?25) E%%‘Xhﬁe“?ﬁ?w{my I-Yl)—ethoxyil- i
P Ry (Sﬂlfﬂ@tt%yl suI fanyl phenyl)-pyrrol -1-yl]-e

| (23) 3 20 (3 S)-Eth 4-
“Rithoyy {@t@@yﬁn):ﬂ@f %Jg ;@@5 |4-yj|l( g;hgﬁyémhﬁﬂy-pmw(nyl }

medlyialoiate. o -
(231&53, J?@{yﬂfwi Z{fﬁﬁ%ﬁ nmet hyl - 2- (4- met hyl sul‘f anyl - phen
I Fe-Yphgarpl--ybnethany “pr
met{yl%;ulﬁwfa%o 3. y§4 [ 2- (?5;} rretb hﬁ@z phens]y: propyl
(2S)-& g)@y} X oI 4-yl ) - et hoxy] - phenyl} -propan-1 -ol
ang 't gﬁgiﬁﬁ%hpm@wymeme bﬁylgal!,r{,?% HF%E logate:

(Zs)éﬂﬁﬁxﬁ-@fnﬁaﬂ&w.ﬁ&iﬁ D! no 3 [4 (
| -4 ah az b‘i— -
'he”g’g}sip?‘?@ﬂ@fbut oxyca¥£o:§ andno 3 {4-12 PrkeR ) ethory]
EI@IS | -4-yl th

- Etg%{e nyi F § (-%P zﬁﬁ 9D§‘?tﬁgi~2-(4—ie{hyiulf;);y¥] xazol-d-
ethog@g),heﬁyl)op gﬂ 4-{2-[2-net hyl - 5- (benzo gn)% P’) Bgrr
el o) e 56 g ol

e H%Weﬂ Leisl 4psthony)-

phen}zl}L@)g?J ? yl) _pyrrol-1-yl]-e hoxy
2S)- Et hoxy-3--[4-(1 net hyl - IH-ben20| m dazol - 2-yl
4 (5

(23)@;% 4 L '
%y j4-(Shmeyh 12@]&1@@3}2] %—yp«#xﬁag?lﬁ%%e%h%& %WUJY Ipt-eibany 1

'propﬁﬁ%t hyI 3- phenyl -i sox

91 WO 2004/046119 sF 7 X, -5 V 2005 PCT/IN

(25)-Peay (2-
o8 %2 X Eﬁ 3m{e - g—bggzoggrﬂgﬂ-sﬂwnel-h—yz)-t;tht)w-phmﬁlpxy €
propylizahane ~propan-1-ol -,  (25)-Ethoxy. -
28)-el DENZOI | -yl - et hoxy) - phenyl ] - \
(25) h%xg% ﬁijgfé-me%g,&_%ﬁ@oﬂ 3]dioxol-5-yl-pyrrol-1 1yl -etho ~-phenyl}
_prop}‘l{meﬂi&emifdﬁﬁie - phenyl - oxazol - 4- y| et hox 9 ;P?.‘B}d
2 -
(25) E&xoxy 3- {4 -[2- (2-methyl-5-benzoﬁ;ran-z-yl-pyrrol— 1-yl)-ethoxy}-phenyl}-
propyl-(4-methyl phenyl)-sulfonate;
(28)-Ethoxy-3-{4-[2-(2-~

-{4-[2-(2~methyl-5 ~benzo{1,3]dioxol-5- -yl-pyrrol-1-yl)- -ethoxy]-phenyl}-
propyl-(4-methyl phenyl)~su1fonate

1-Ethoxy-(28)- -ethoxy-3-[4-(1
-methyl-1H-benzoimidazol--
o oimidazol-2 ylmethoxy)-phenyl]-
93
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(28) Et hoxy- 3 (i
-(4-{2-[ 2- net hyl - 5- (5- net hyl - thlophen 2-yl)--pyrrol-1-
WORNLEEHEXxY} s phenyl ) -propan-1-ol ; PCT/IN2003/000358
(28) - Et hoxy- 3-[ 4- (5- net hyl - 2- phenyl - oxazol - 4-ul t net ho~
y) phenyl ] - propan-1, 2-di al ; -
Et hoxy- (2S) - et hoxy- 3-[ 4- {2 (5- met hyl - 2- phenyl - oxazol

(ZS)zEt O3y- 2t Sydetiphe t
&Lg }%yé rgeh?hﬁ 5. p%ﬂy %‘g@?‘ﬁmﬁ%’i‘bﬁé&l&] PB’H&H@W} 0
op0xy) 10 et hanol; 2- ((28) Et hoxy-3 -

-HtHo I oI 4- et hox henyl
E p’fyg(gg;%ﬂ%kﬂgn[ﬁ. C aglg |"F%xaﬁ a‘e “Haceut )F/I]t?ﬁquy) )lgheﬂyl]-
Pfoé‘é’éf'ept able salts; -
thI henyl - oxazol - 4-yl ) - et h

(23(&% BRI B kB (R o2 pheny| _oxazol 4 v1)-
phgny tpmpymats)meenlﬁmyes [ 4-{2- (-3, 4-Di hydro-2H

i n- et hoxy} phenyl ]- propane;. i
(259?%(6&]& 3]"—:[2' (%m ém@ - =xazol-4-yl)-ethoxy]-pheny! ~—propy1 amine

aﬂd&ﬁkﬁrﬁﬁéehﬁéﬂ%&?@@ﬁ%o%ggm 4-yl')ethoxy) -phenyl]

(258{ 4 c?rcge%ﬁ-lﬁmeﬂamﬁﬂnwmaﬂ_@l ]
1 a.mme
o
(2% Emmyy-GQ{a)][gﬁ(glhﬁéﬂy@ Mengﬁombm DR eI 25 ohs 1 Y
1so1zr§gy Eﬁ%ﬁyﬂ%ﬁf B mtibq}]y -aReqphablyydattgxazol - 4- yl met hoxy) -
3. L 25 Eth | - et hyl
B O R e 140y hhpronyL p
amifg yg )ts pmwmmﬂat&ﬁegﬁhﬁg@ﬁml et hyl 4-y! met hoxy) -
- me phenyl - oxazoi - 4-yl met hoxy) - p
(tﬁ ﬁleﬁn@)}.l'gxypg}%gu éES)(-ggyx%ﬁrﬁgygymgne{ and(i& phammaceutically acceptable
saltet hyI 2- phenyl - oxazol - 4-yhnet hoxy) - phenyl ] _

30 3 S) Et hoxy- 4- [ 4- (5- net hyl
@S E S°pr ofﬁ&ggwpﬁﬁﬁﬁ@m@w;ﬁm@ﬁé&zﬁ e
phe

: Shidet tetraz [4-(5- et hyl | - oxazo
pmf)ﬁ ydéxne?'i%&l'%)%m ﬁ‘&ﬁ@ﬁﬁ accepighlgfdlis. 92 WD 2004/ 046119 C

(ZST-EM[DW{SZBQS— BGHT-2 DR LB PE n} ropylamine
e
N—tc&%(@%g@l—(Q%MMG Ef%?%o let{hg"rl-g—l e ?—%){Xzol-%[]ﬁgéltll]oxy)-

pent ane;
Phepﬂlmnyyammmnenyl oxazol - 4-yl ) - et hoxy] - pheny! ) -

(2SBRAA0S PPl to metpyy w@mﬁwwm@aﬂmmmwwm}

phegjﬂe gmé%gamaam b gea@ﬁaéeu%aﬂfacsém LB 2 PhenY V)
N-(ZS) =3t{ 1(§-mustliyd2yihe LPYIRRENG). d
metBAd guifgnaﬂﬂ?ngaceut | cg? I sﬁgﬁ%ﬁﬁ e sa )trg%%}l ﬁroﬁﬁ ).

(2S)-Ethoxy-3 -[4-(5-methyl—Z—phenyl—oxazol-4-ylmethoxy).-phenylj—propylamine and

its pharmaceutically acceptable salts;

[(28)-Ethoxy-3-[4- (5—methyl—2—phenyl—oxazol—4—y]methoxy)-phenyl]-pmpyl]-ethyl—

amine and its pharmaceutically acceptable salts;

[(25)-Ethoxy-3- [4-(5—methyi-z-phenyl-oxazol%-yhnethoxy)-phenyl]-propyl]—
isopropyl-amine and its pharmaceutically acceptable salts;
(2S)-Ethoxy-3-{4—[2—(2—methyl-5-benzd[1,3]dioxol-5-yi—pyrrol—l-yl)-ethoxy]-phenyl}-

propylamine and itg phannaceutiéally acceptable salts;
94
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3- (4- Benzyl oxy-pheny)l -(2S -etho ) § 7 wns
Xy- propyl - met hane$uLf onat e; " NOV 2005
S) - et hoxy- 3-[ 4- (5- net hyl - 2- phenyl - oxazol - 4- yl net hoxy
wo%- p‘??é(ﬁ;‘/?] -propyl methane sul fonate; 10 PCT/IN2003/000358
(2S) Et hoxy-3-{4-[2-(2
nmet hyl - 5- (5-net hyl -t hi (, phen-2-yl)-pyt'rol-1-yl)-ethox

h [ }- | -meth | te; (2 S)-Eth -3 -
P R ok l—gf%@ngq@fr@;%amggie&.ﬁ)@@ybh%y|)
propplaoine andRt QI%C%LJaH{J gé e i}ta 28%( et hoxy-3-[4
N R b oL EIMERAEOG Db i e
i3 ®-2 Em]ﬁé’ 3 (4. [2- (S ot hyl - pyri di meg) Phewyll-propyl]-2.2,2-

oy] -’

- et phenyl}- pro | nethane

1)
N ol 25 3
1 @%ﬁbﬁnﬁdﬂﬁﬂetm&fﬁl{#{ﬁm@éﬁL%—g%ényﬁ@%{?%&f-_zyhtﬁ?fgﬁme; )

| phe$?i3~§{}6§§13’4n5i8é30" 4- - ehoxona

, N-B&plexyﬁ&%}bﬁ(ﬁ%f@&%@%{é-f{am%.ﬂ;@?q;( A Epr%ﬁg}}zo}cm;d;nﬁtfo%-a

hel lg_pheyl ) - Oxaz
P eﬁ pAPRYDamigs; hoxy- (2, S) - et hoxy -3-{4-[2-(5

g - 2-1 hi aphepn- 2, ~yl - | 4-yi)-eth - phenyl }-
N b B RElla s Phenhoseastnpincibonsdioobgi o Dot

‘aceigmidegazol - 4- yl met hoxy) - phenyi ] _| _et hoxy, propane; 2
- Et hoxy- 3-{4[ 2- (2- net hyl - 5- benzof ur an
gz(s‘é?rpfvgréim{s _@y?&%?hwyk'?}(@hewl-dthoxy]—phenyl}»propyl azide;
- e: :
(28)5}%%%%2{04 @?F%)[e%"ﬁrﬂwl?@d%enzo[ 1, 3] di oxol - 5-yl - py
, & Y- Frostiayl- - - | f te;
SLES: %;_gﬁ%@._ 3 é%? o SR PROSE bR s
“1 Y S et Rsky T bHamridin2-gh-cthosplyhetial) rptapyk azide and its
. ( ﬁdﬁgzﬁb%@?g%h%z} met hyl - 5- benzol | Sj di oxol -5-yl-p
(z:&%%ﬁyhg :[ﬂr@ ?Wm@?hqgﬁhMM‘@?mﬁg’ﬁpﬁ@&ny bropyl azide;
PR@OYY-} - St ; ' .
Sy E%i’(y-‘?‘z'l%) @[e}?%t@%ﬁ:éi-fﬂ&thc/&thwhﬁsyﬂ:w}pmaieﬂmeﬂmp]-- 2
phesyil hreprbppd WyidphenYl 1 - Propane; 93 WD 2004/ 046119 / N O v
(25,2808, F%/ @ 003/ 000358
A (}m@% az : :Wlfsnﬁ@pﬁwlyzﬁtfamymmm-sﬂaw&gaJ&%&}I_
ery i ne.
fzs Eéhoxgﬂ-)%lzSd-ggﬁeg%ﬁ%?f%&%g@%taﬁij@lﬂ?gﬁyI -i soxazol - 4-y
)g nevhibi) 2]Eﬂs'| ani ﬁyngmg?gp%rél? %‘&%%thﬁg%%e%ﬁ abEPyhaside
Zl;i &Pjﬁég?%ﬁgaénwﬂtg‘ﬂ% # met hanesul fonate; (2S)
¢ )Eatg‘:’?l&‘l?ii;f[ggh'%tﬂgﬁ]pﬁﬂiﬁbﬂ-yl%hﬁﬂt?)ﬂéfﬂéx%-%ﬁgxlyi}Ai'p¥c|>3§1 aaide Hhd
pharmacedtically acceptable salts;

(2 S)-Ethoxy-3-[4~(5 -methyl—Z-thiophen—Z—yl—oxazol—4—ylmethoxyj -phenyl]- propyl

azide;

2 S)—Ethoxy—3—{4-[2-(5—methyl-z—thiophen—z—yl~oxazol—4~y1)-—ethoxy]—phenyl}~propyl
azide; ‘
(ZS)—Hydroxy-B-[4.-(5-methyl—Z-phenyl—oxazol—4-y1)-metiloxy)-pheny1]~ propyl azide;
(25)-Ammo-3—{4—[2—(S—methyl-Z—phenyl—oxazol—4—y1)-ethoxy]-phenyl}— propyl azide
and its pharmaceutically acceptable salts;

(2 S)—Amiuo-3-{4-[2-(5-methyl—2—phenyl—oxazol-4—yl)—methoxy] ~phenyl}- propyl azide
and its pharmaceutically acceptable salts;
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and its pharmaceutically acceptable salts; G >
 (2S) - Et hoxy- 3-[ 4- { 3- et hyl - 3H 4ui nazof m 4-on. - 2y1 <1 NOV 200
wo'l et hoxg} phenyl ] propyl amne 10 and its
O5N4f&id8ut i cal |y acceptabl e salts; PCT/IN2003/000358

((28) Et hoxy- 3-{4-[ 2- (5- et hyl - 2- phenyl-oxazol-4-y|)-e
hoxy] - phenyl } - propyl )- isopropyl-amne and its
ghar maceutically acceptable salts;

"‘("WbPM@ar&@ﬂdmwﬂég i n-
prty 4£t hoxy] - pheny! }pg(gzlg&éﬁ éhCHV%WZOI“%\ﬂLH@h%d-ﬂhEByI}
( ,5’§ ar rraceutl cally acceptable salts;
2 —térd-b%ﬁ Mak t XYy propyl amine and its

43r_Z eﬁt i ca I%@%e[g' (é géhﬁgaﬂ’@yl' P2gpl-fyhethyxd-phenyl]-

t hy
2 -EtEB | - 4-yl met hoxy) phenyl ]
( Sg—r opyxggjr]n?ﬂ B? eﬁlyz ﬁ’r‘?&??ﬁé&n@i@él—ﬁwy&obe@qﬁ&h 8x3HhkSy1}-
propylgyidet hoxy- 3- [ 4(5- met hyl - 2- phenyl - oxazol - 4- yl net hox%
am ne and 20 its pharmaceutically
(zsz?%ﬂél’\é‘é’ 30%?% ~pgthyl-5-benzofuran-2-yl-pyrrol-1 -
yi-py: 5) ethoxy]-phenyl}-

propyltaerdb But oxycar bonyl - ( 2S) - ehoxy- 3- (y
2phenZ 0>: azol - 4- ylnethoxy) phenyl ] . - propyl

N- .
a8xy @ity
phfy ﬁi’ﬁ}s}i@b o ophen 2oy 1)y ST 2 ket o
pr op I am ne and its pharmaceutically

N-t%Befwabd.rB .

he@f} (2S Et(l)ﬁoxy é"%:’rﬁé‘ [ﬁ}? Taethsl 2rphenglanaspl-d-yt athasty]-

p % B W‘}lﬁapr opyl ) - net hane sul f onam de;

N-tri2 B)y 3 yl - 2- phen oxazol - 4-yl met hoxy)
hemﬁ?‘fw%‘?‘%%i‘f@n? @%ta%ydfpt‘@ ﬁﬂﬁh’@@uﬂ-}ﬂa«ldtbbxy] henyl}-

(zs)a%l% Sptplopy a@ht;s; 311 anmine and its pharmaceut i calp

Npss e ookt )“Fmet(hsiwnwmzmwmazﬂLp%nw}IB%EW—V

acetymplepny| ] prpy] _ -isopropyl-amne and it’s
ceut| cally acceptable salts;
; (;eﬂs%% elgd}zl\}/—;@blﬁomfb»h%ﬁl 2S) oy ot amine.
-t rr
pr o%??%#@élgg%ﬁ'?tg ’é’hé e‘/i‘db’é{ﬁxﬁfdélbnﬂ)—apn@m abie; sal t's;

-tegButoxycarbonyl-(28)-eth _3 .
pro;% S) - Et hoxy - % Bf (oéiyrre 4—% & ‘?t%’h‘é’ﬁwlﬂo%é&)o?th%%mmmbx
S’nyl ]-propyl]-ethyl 4 NJ v 2005 WO 2004/ 046119

(28 m«s)& gggﬁ

igz ) - Et hoxy 3 %[ SH2Crmefiyl2 sheompsrant dayl)-ethoxy]-
phe ﬁyl)f@?ﬁiiftal | -yl)-ethoxy]-phenyl)- propylarnine and its.
N-- [(2S)- Et hoxy-3

("S)%’{‘}af %@Fﬁ&)ﬁ{’fg}i h{e‘l(":rsf Eggla;af gjﬂglgﬁyrmmmwﬂ)ﬂetb%% I-pr

phenglyprhpane?, 2- trifl uoro-acetan de;
N- Et hoxycar bonyl - ((2S). - ehoxy- 3-{4- (5 nmet hyI 2- phenyl

i LR i s oo

OB any- Yfithnaeideiom aphedyinleoppRRKbAAM Ne:
N-[(2S) - Et hoxy- 3-[4-(5-net hyl -
a) phenyl - oxazal - 4- yl net hoxy) - phenyl] pr opyl] 10

acet ani de;

L ( 2®nigutiing % \eodohdd - oxazol -4-yl)-e
hoxy]  phomg )ﬁ}popr o%i;fl‘oﬁﬁuﬂgmj% 2 Som of formula (T2)
0
A—(CH) “—X‘—AI’\])J\ A~(CH,) ~5—
- : Ry . —— D XAt o
() G, | (1;\(]::\
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RSl A gt 2- (5 met byl -

- (4- Benzyl oxy- phenyl ) (2S) - ehoxy- propyl azi de; G7 on
(2S) - Et hoxy- 3-{4-[ 2- (5- et hyl - 2- phenyl - oxazol - 4-yl) ' *ﬂvzmﬁ

- ehox phenyl } - propyl azi de;
WO%“E&?@ oxy- 3-{4-[ 2- (5- et hyl - pyri di n- 2- yi ) - eRETAN200B0ANSS

| }- propyl azide and its 15 pharmaceutically
‘acceptabl e salts;
(2S) - Et hoxy-3-[ 4-(5- et hyl - 2- phenyl - oxazol - 4-yl met hoxy

ni pheaying -the ro@ﬂtpbu@c? bl ormul2 ?J)a') RlRRar 3f:mre to compounds of
flP%&%@%@r‘@ﬁPSﬁhen 2-yl)-pyrrol -1-yi)-ethoxy] -

I d 2S)-Eth 3 -
AL B sy me- 2y1)

2- (tent-buyt ZIdhnethyl-shfaay#oxy}we¥hoxy]AfQ@i@héh?kTT\r/\OR1
“propyl azi‘de and its phar maceutical ly acceptabl e (o) Gy
salts; (2S)-Ethoxy-3-{4-[2-(5-ethyl-pyridine-2-yl)

2- hydroxy et hoxy] - phenyl }- propyl azide and its
lih HgihHertieg tthe abimpoast 6p farblug £B) t&tai,gc%sgbwe

f%ﬁ @Icfﬂ{%eﬁ%z (met hyl - pyri akn)-5 T ams ol qmpands of

azide and its pharmaceutically

~ acceptable salts 25

K ASH I XoAY~3~ - met hyl - 2-t hi ophgp- 2- yi~
nethoE??BH&Fyl - éébpyl azide; (2 S)- Ethox((;/m%){'1 y%\r/\
{4-[2-(S 1-2-thiophen-2-y| oxazol™4-yl) - ehoxy]m@h
enyl } - propyl azi de; (2S5

Hydr oxy- 4- (5- et hyl - 2- phenyl - oxazol - 4-yl ) - met hoxy) -
“b r@ﬁvq’ffmgri @ptympalmdj ef forBfia ( lb% obtained above to compqunds of

phenyl -oxazoﬁ y93 ehd
xy] - phe opyl azide and its pharnaceutlcally
alts;

nﬁ@fﬂﬁ 8- 3°74-pR: ( 5- BT AYT—Z=pheny| - 0XatOHy) X Ar
hoxy] pheny®)) -Gpropyl azide and its pharnaceutlcthy(}
acceptable salts; 95 C, ? 0 V 2005 (29
-tert-butoxycarbonyl amino-3

v._[cbn(&ting thd Mhpguﬂhgﬁfdrmgﬁaa% bt LYy Eorlt%] Yo

ounds of

azi
‘# ?xhé}ifégﬁﬁdycarbonylan1no 3--[4-(5-net hyl - 2- phenyl
P%%é?équﬁ yl - et hoxy) - phenyl ] - propyl azide; 5
y- R2- ( 2-mrethyi—5—bemzo[ 1, |
pyrrolixz;ﬁ{?z?hoxy] phenyl ) - propyl ag%ggg%
(ZS)Ethox é [2 (2-net hyl - 5- benzot hran- 2- yl - pygigiol - G
l-yl)- ethoxy}phenyl - propyl azide; }
Benzyl oxycar bonyl - ( 2S) - et hoxy- 3-{4-[ 2- (5- et hyl - 2phe
yl - oxazol - 4-yl ) -et hoxy] 10. phenyl)propyl am ne;
N-tert - But oxycar bonyl - (2S) Et hoxy- 3-{ 4- {2- (5- net hyl -

b

L héSRYYerBRE AbE -abnyriopné aifoforinela. @) - toP cofAoRKIO R £ cﬁﬁ'[uli‘ae
’ nzo

N-tert-But oxycgrbonyl -3-{4-[2-(2, 3- dlhrydro be

Ap@?%é}gﬁg}yL%;ﬁghoxy]phenyl} (28) ethgay ?Lé&g&’“\r/\

N- ( ( 2S)MEt hokly- 3-{4-[ 2- (5- et hyl - 2- phenyl - oxggol - 46yl )
- et hoxy] phenyl }prop 1 - acetamde; Y ) 3-(4

Benzyl oxy- phenyl )- N tert-butoxycarbonyl

-(2S) - et hoxy- propyl am ne;

il. converting compound of formula (1f) obtained above to compound of formula
(1g), if desired

A_—(CH?)n—“ X‘_A]."/\|/\N H, . A_.(CH?JH__X_ AI/\l/\NR 1 Rz
(1f) Gy . G

i
lg)
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N-t ert- But oxycarbonyl -(2S)-ethoxy -3-(4 07 Nov 2005
hydr oxy- phenyl )- -propyl am ne; N-tent-Butoxycarb
womio{add - et hoxy- 3- {4- )
[ 2- (5- et hyl - pyri di n-2-yl ) - et hoxy] - phenyl ) - Z6TEN|3gf003s8
am ne; (2S)Ethoxy-I-ethylsulfanyl-3-{4-[2-(5-methyl-2
phenyl - oxazol - 4-yl ) - et hoxy] - phenyl}-propane; (2S)

E}ﬁh%;% .

1- ety BN ponBriing [cdmpBund et Nigkmets PhEMY | - Qxazpl - 4-y

| domtch nyl.} - by apane; 25 7. A prgcﬁés%b?’ﬂ‘? tahave, to
pr%?ar@?%?@@%éﬁiﬁﬁéﬁ%ﬁdof formula (F) as clained in
clal _gonprising any of the steps bel ow al one or i
cé&ntg?ﬁévi%

In
AL 00410- 161.-19 PCT/ | N2Q03/ ( \0A358.:
Vo204 LN2003) (AORSESE Rar— .,

30 i. conv%;ti ng;a conpound of fornula (111)

compound d¥ formila (la) A-(CH2)ri X ,Ar (iii A (G~ G
_ ~Ar~OH GL (la) G 96 C N Ov 2005 WD 2004/ 046119 '
5 WhF%}/lNg)%gB/%oog&g ii- converting the conpound of
fPHEpopnds) obbbaiuie t 0 u f.. Jormul a
¢ ' d1Bpaue), tads ﬂ%ﬁ@?f 3{0 |(g§) represent

' ' A (CH2 A -t
32 L3 et
PESFES O] QRf,, SRy tai ned ab to f |
(-12?, i f desirgg@A-@W%@?‘!@fgﬁ%eﬁi%eﬁlb? G1ormJ °

8. conpquoctss £ . ~ - -~ lc) G iv.
cm%gnv.ert i nS tfﬁ@é%%ﬁ%%%ﬁﬁgf, ‘“PB‘H%T?%O@%%&M&%@HM i,
BB idle gtps Wb alonaibicin ChmBhation.! desired A
10 (CH,-)n X Ar -Y"-OR (I'b) @ 15 -

1. reacting a compound of formula (IV), with compounds of formmia V)

A—(CH);—L + HX—Ar ' G,
/11/\ I
) v |

. reacting a compound of formula (IV) with compound of formula (Va) to obtain

20

15 compound of formuia (Ig) |
A—(CH)=—t + XA
NRiR; —————— A (CHp)—X-Ar NRR
{tv) | (va)y Gy : (lg) /\Cg\ "
. reacting a compound of formula (IV) with compound of formula (V) to obtain
compound of formula (Ib) '
" B -~ _
(CH);L + HX Ar\/\om —_— A*(CHz)rX"Ar’\/\oRf
(v) (vb) - Gp (Ib) Gy
Iv. converting the compound of formula (Ib) to compound of formula (Ia)
A~(CH2),1—X—A:’\,/\ '
A— ORf  ————— AS(CH,) X
(Ib) Gy XA o
25 e >

where; e
herem compounds of formula (1b), (1 a), (1f) all represent compounds of formula O
iy _ .
ere A, X, Ar, Gy, Ry, Rg are as defined in clajm 1, ‘L’ represents a leaving group

selected from halo gen, mesylate, tosylate & triflate and Gy, representis . OH,_OR, R
- o o _ - and (o, repr ORy, NR;R,,
98 - :
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20 25 A-(CH2)n X-Ar--~N3 (ld) G v. converting the 07 nov 2005

conpound of formula (1b) obtained above to conpounds
of formula (I e) , if desired A (CH) X Ar --",-~pRi

! | A L X A~CN_(le) G b) i. ti
- t( h?%"?nﬁ%#%% Sqmlﬁ{aa@?)l f:)ﬂ?%_b %%@gggﬁgré ?ﬁ«gm their
s il Ny alebhdle G bR BN et

solvéeé)wﬁ .Ié%pnvert-l ng conpound of fornul'a tai'né
above 18" conPBiiittof-orasell prup afstijufedwigh prgl optgChiRstititents

seledted\froin Mibtinted by uBubAinkHlindtr A BNRIRA (cC 97 .
V 2005 W) 2004/ 046119 |11+ alternat ?G\t/:‘ezf%l/@ Subbihted or

a
““S‘%IE‘J’SF\%FF}“ﬁlj € §hipd Bisteroay! erdetprrcacliciyupsbviah Hetpraboudhatt e of

the GEWBALAE Bf 408 T A Lhlerod 1 J9SLLET A (G N X AT
“(ld) & (I-al 5 er%é‘u 2n“"“é% ‘%E%a“é‘”drﬁr é’?"r‘r‘&aﬁd("‘(‘& the farther
Prqufsg yhat (vgtluzp th¢ heteroaryif iy p&;(iﬂy%groaiéll sdcglrgr Rt unsQBSRAACS < A’
rnula.. er , Ar, , are as
rep %é?rurt%e“d’s???“g‘f]%‘? m]’fnéhgs@epf?séﬁ‘iseQ&t e GRu where BR represents
hydiSgenCierfNdZe(OYRY, BRIy LS L ituifedP S
t he Clrﬁgpar at(l on (E}fg ké,grr%ggttri]tgyegf o &n%bgm{]%d él%§§§ Sle{e%{ed from

linear gr Rearched (FaCmidkyl, conlpiO. <l gliahyargl at(0e-Cib)aNs/L bebtewaryl,
b e oconbination: 1. reactin co und_of

Sy TS i o RfaSEUBL. Astkerpgarbonyt,
aryloxycasbonyl c{oalkyloxycarbonyl, alkylaminocarbonyl, arylaminocarbonyl or

acyl groups; R4 represents OH, alkoxy or aryloxy, aralkoxy or NRjRz groups, where

Ry & Ry may be same or different and independently represent hydrogen,_ substituted or

unsubstituted groups selecied from linear or branched (Cy1-Cylalkyl, (Cs-Cr)cycloalkyl,

acyl,. aryl, heteroaryl, heterocyclyl, aminocarbonyl, aratkyl, alkylaminocarbonyl,

arylaminocarbonyl, aralkylaﬁﬁnocafbonyl, heteroarylaminocarbonyl,

heteroaralkylaminocarbonyl, heterocyclylaminocarbonyl, alkoxycarbonyl,
aryloxycarbonyl, aralkyloxycarbonyl, heteroaryloxycarbonyl,. hetéroaraloxyca:bonyl,

heterocycloxycarbonyl groups or SO,R, wherein Ry represents substituted or

unsubstituted groups selected from alkyl, aryl, polyhaloalkyl, heterocyclyl, heteroaryl -

groups; “n’ is an integer from 1-3; X represents O or S,

Q
' A—(CHZ)R—X—Ar’\l/LLm
' , G
@m

10.  The compounds as claimed in claim 9, wherein the substitutions on the

substituents on ‘A’ are selected from hydroxyl, oxo, halo, thio, nitro, ‘amino, cyano,

formyl, or substituted or unsubstituted groups selected from amidino, guanidino
hydrazino, alkyt, haloalkyl, perhaloalkyi, alkoxy, haloalkoxy, perhaloalkoxy, alkenyl,

alkynyl, cycloalkyl, cycloatkenyl, bicycloalkyl, bicycloalkenyl, alkoxy, alkenoxy,

cycloalkoxy, aryl, aryloxy, aralkyl, aralkoxy, heterocylyl, heteroaryl, heterocyclylalkyl, |

h_eteroaralkyl, heteroaryloxy, heteroaralkoxy, heterocyclyloxy, heterocyclylalkoxy,
heterocyclylalkoxyacyl, acyl, acyloxy, ‘a€ylamino, monosubstituted or disubstituted

ammo, arylamino, aralkylaminc_:, carboxylic acid and its derivatives such as esters and

G‘q e . e e
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GL (1V) . (Ib) GL (N ii. reacting a conmpound of b7
formula (1V) with conmpound of fornula (Va) to obtain ©NOV 2005
15 conpound of fornula (1g) A-(CH2}n L + 1 Ar h NR R2

WO 2004046082) ri X Ar-'T' -(EV) (Va) GL-~NRi R2 ( RGY/INGI003/000358

~ reacting a conmpound of formula (1V) with conpound of
formula (Vb) to obtain 20 conpound. of.formula (1b)
A-(CH2)n L + HX Ar {IV) A (CHn x Ar~oR, (Vb) i (IDb)

i@, fo | b). to
Dot i pdloRFalEP SRy ORI e G,
araﬂ}owalm alksltECT/thiNa 9B/ a@mms,s aam;amsonyrimad (élkﬁ%ul&yloxy

ounds of for (1a), al |

alko ‘S%f@% 4 ‘g‘ghpounof’éy@? aémtﬂ?) mé@@{ﬁ?xys@rbmlammo
alm@igarlﬁhylalﬁﬁn@r eailadadRbbaBshyldmigh ai ﬂkéxyaimﬁoepﬁl?&;%%ls hino,
sulf ’ZIVI n? roup G sel ected from hal ogen,

Y'5: &5+ EpRdrderigpieyes suifpris ekl mdom@nrwzuveagﬂmpﬂomc
ac;ldlwﬁaltgz;;}%a@ves_l\bvel conpounds of formula (lila), |,

t heir anal ogs, their tautoneric fornms, their stereo
11. |sqr[§rc§, gﬁ)ﬁﬁﬂsrotﬁﬁﬁﬁl' RGRULHGALl Y acceptabl e salts,

their nmaceut| cal'l’y acceptabl e sol vates, wher ei n

Ethyi,(ﬂs}etbp%éf{ﬂﬂ(S@em;é-ﬂsdl@dphgi—MoS:amm}thE@d xy)fRn@ne

. pro \ép substitutents selected from substltut ed or
s

St ituted linear or branched (d-Cl12)al kyl,

Ethg(DS}-ethuked- {W%ﬁ?%&ﬂﬁ%ﬂﬁdﬁh@ﬂﬁﬁ%tﬁﬁwﬂ H&Sg;o -phonyl}-

heteroaryl erocyclic ‘groups w
Propaigeteone of the substituents on "e" is al:.rays a

BSO8R B LB ATS ey

phesyl¢tpropamopiej s unsubstituted; ; “Ar' represents

represents ORL or SR, where

Ethﬁlﬁsg S?tb@ ﬁf@ {Dzn&fﬁ @fbﬂ%( Darethylrgnepten-2cul>paazel-#-yl]-ethoxy} -
pheﬁyly).phbﬁa%@cg or unsubstituted groups selected from 10
|1 near _or branched (Cl-Cl12)al kyl, cyclo(Cl1-C 2)al kyl,

Ethyly y| (Zsé‘le(t@ﬂ@l{@-Eﬂ-mthyl—b@-med@r[-yhlpphen-}yl) oxaz01-4-ylmethoxy]-

: pheﬁfl;%frﬁ?@in'% -Cl2) al kyl, heterocyclyl, al koxyal kyl,

; alkoxycarbonyl aryloxycar bonyl ,
Ethg@Sypattoxl-a F.‘),ﬂytlhl_ 40 "
FM I g}ra}l ngg ar %on -2 meﬁmﬂ%ﬁi&@ybm‘dz‘ﬂ 4-yl}-ethoxy}-

phenyl -propanoate;

'Ethyl (?.S)-ethoxy~3-[4-(5 -methyl—Z—thiophen—S -yl-oxazol-4-ylmethoxy)-phenyl}-
propanoate;

Ethyl (28)-ethoxy-3-{4-[2-(5-methyl-2-thiophen-3-yl-oxazol-4-yl)-ethoxy] -phenyl}-
propanoate; -

Ethyl 3- [4—(2-—benzo[b]thmphen—2—yl—5-methyl—0xazol-4~y1methow)—phenyl] -(25)-
ethoxy-propanoate;

Ethyl 3- {4 ~[2-(2-benzo[blthiophen-2-yl-5-methyl-oxazol-4-y1)- ethoxy]-phenyl}-(zs)
ethoxy- prop anoate

Ethyl : (2S)-ethoxy—3-[4-(2-ﬁ1ran-2—yl—5 -methyl.—oxazd—4-ylmethoxy)-phenyl]-
propanoate; .

Ethyl (25)-ethoxy-3-{4-[2-(2-furan-2-yl-5-methyl-oxazol-4-yl)-ethoxy]-phenyl}~
propanoate;

Ethyl (ZS)-ethoxy—3~[4-(5-methyl-z-qtiinoh'n-?.—yl~ox.azol—4-ylmethoxy)-phenyl]—
propanoate and its pharmaceutically acceptable salts;
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acyl groups; R4 represents OR al koxy or aryl oxy, 87 une
aral koxy or NRLR2 groups, where R & R2 may be sane " N0V 2005

wroogvfeigr ent and i ndependently represent hydro%en
7IN23/00358

substituted or 15 unsubstituted groups sel ecf&
i near or branched (Cl-Cs)al kyl, (C3-C,)cycloal kyl,
acyl,. aryl, heteroaryl, heterocyclyl, am nocarbonyl,

Efl { ky ) pocar bonyl , ar_yl am nocar bonyl ,
a ?a 24% Ieglr%i# lé C g‘?@é%??wﬁle%*&?!%hyﬂamokmarppa%xﬂ _phe

PRB¥watreandlits\phami 4206 (V7R Qlet i%Qcycl yl am nocar bon‘)l)fl?_
BYRYFS ar al kyl oxycar bonyl, -

E xycarbonyl . ~aryl oxycar
- ‘%H @r zS&WB>%y{flal'ﬁb@rmt,hyl-mn@heﬂrzaﬁw&ﬁmbﬁp?@@-phenﬁ}-
prhpdmeaneycl oxycar bonyl groups or SO02R3 whereln :
Eté@p@gsents substituted or unsubstituted groups -

i"@@oﬁ‘éﬂﬁ4aﬂ5lq;1éthyla:r-{/fl.phﬁgl_ﬂ@hggbkj)ﬁs N
Sthgds . het | P Y s ORo v bgthoxyl-
’ f%%@%@%”f epresents. O of S A (Chz). — X Ar (ha) GL

- Ethyl (28)-ethbey- e { med. | m 9, wherei
Subst it one e ERC B opRete b i ity -

ph%%ﬁé'@{%ﬁmf’?t@n hydroxyl, oxo, halo, thio, nitro, am no,

- Etylap®)-ethbar 804l Qr stituted or unsubstituted groups
se Iqe c)t_?a d }fefr g}'rﬂ4 17 (rzlllle&%ﬂ%f{gg!EfSWPdPWB!len-WBfmtoi@%-ylﬁiedeﬂ_

phﬁ‘};ﬂl})‘ﬂwmatp;er hal oal kyl , al koxy, hal oal koxy,

| kenyl , al kynyl, cycl oal kyl
SO rgP ki meny ot g Ak

phedyklepmpgaoatgycl oal koxy, aryl, aryloxy, aral Kyl,
a oxy, heterocylyl, heteroaryl, "heterocyclylal kyl,

Eﬂg’ﬁ)%feée{‘ﬁ%(r%{ﬂ%ﬁmmaé(swh@,xpi,thjggﬁé;; % I HKEIYe 11-eth

phét@l)eﬁlgﬁyrg]la?/é. oxy, heteroeyclyl al koxy, : yll-ethoxy}-

E et erocycl yl'4l koxyacyl, acyl, acyloxy, __a ylam no,
] y(@@z.ps_nﬂﬁ@gg%_ich%}&g% o e}*rg N0y 2T yl am no,

| kyl ani no, carboxyl'i c acl d and it8 Fh-Pyarol-tadl-ehoty ) -
;h%@ed;‘%g%ar"?a%nd C 2 NO V 2005 WD 2004/ 046119
thip NaQQ(?[ & anj.des, .carbonyl am no, hydroxyal kyl ,
I aqa;?gal ky ,ﬁglg%gsy%ﬁ .ﬁ",(s"gff‘iﬂl‘b‘ﬂy%ﬂh@wzﬂl)-oxazol-4-yl]-ethoxy}_
P e&%THE@RWM@yI , al kylthio, thioalkyl, arylthio,
Bthi ajg no, al kyl sul fonyl oxy,

gil %%%Eﬂ gﬁ%iﬁ&ﬁ?ﬁbﬁ'%ﬂﬂ@kﬂeﬁr%@%ﬁﬁdﬂqﬁ)-phenyl}
Pmﬁmaﬁ%fﬂ)ﬁb&%%a@dﬂlkg&e P’él%”l npcar bonyl am no,
Ethaf (’l%ia i nocar bonyl am no, g Xsﬁg?n no, hydroxyl am no,

2y 'ﬁﬁrﬂoxﬁérﬁ%tm%ﬂ,—Z-pmﬁdi@ﬂyﬂ-&%dmaﬁb\éﬁg,@ﬁﬂg ng@. c

' oy rivatijves, phosphonic ~ acl m&sh

gz%%%e%ﬁiﬁg . a'%%ce"’ftf'f;&hgﬁ?f;ﬁﬁtgh]&é‘a@ claim9 selected"

¥ 3935 [ SahBO¥Y Byridin-3-vi. »
propdosleSig BE¢ i hi o%%zeﬁi”é‘!’i} P B3 a4 ethorRbRhgnyne
. Ty e ang s p gutically gsptable salts;
thy1Z98)-eMmb ey 8- 3-(b dadifon (55 ML Dyl 2

t F}zi o?o he nﬂ%s yqa-(g ;hééz@flgz%’ W#}% tﬂﬁ‘k‘ﬂﬁ'ﬁmém@th}oxy) -phenyl]- -
PropingaRsd ite phEmiagbuticalf) aRepany¥ saed 4- [ 5-met hyl - 2-(5
28V =thi Qphe -y1) - oxazol - 4-yl met hoxy] -
( jr;[%{ehﬁ)%* ?@?@b‘ﬁﬁgﬁﬁ %‘Fhl‘Eﬂhﬁ’WZ“ﬂ-oxazol-‘#-ylmethoxF)-phenyl]— ropanoic
acld(aﬁa)tsqjhhmegﬁdaﬂ-y{ag-ggab%esta%l -2-(5-nmet hyl. -t hi op%e’rjl- -
(2s)¥éal&ox%zol -4 yl]:= et h Xy} - phenyl ) - pr opanoat e;

. XY‘ -{4-[5.’-( -methyl-z-thhen-Z-yl-oxazol#-yl)-ethoxy]—phenyl}-
Propanoic acid and its pharmaceutically acceptable salis; ‘
(is)"Ethoxy'3“{4-‘[5‘13.1Cthyl‘2-(5-methyl-thiophen—Q-Yl)-0xazol—4-y1methoXY]“

?2 ;Jnyll}- Ppropanoic acid and its pharmaceutically acceptable salts;
)~EthoXY—3-(4-—{2—[5~methyl—2—(5-methyl—thiophen—Z—yl)—oxazol~4-y1]—ethoxy}-

Phenyl)-propanoic acid and its pharmaceutically acceptable salts;
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Et hyl

(2S) - et hoxy- 3- { 4- [ 5- net hyl - 2- ( 3- met hyl - t hi ophen- 2- yl)-€7 NOV 2005

oxazol - 4-yhnet hoxy] - phenyl } - propanoat e; Et hyl

WO(ZQ“S]M@‘ﬂHoxy 3-(4-{2-[5- et hyl - 2- (3net hyl -t hi BEH&¥R023/000358
yi)-oxazol -4-yl]-ethoxy}- phenyl)-propanoate; 20 Ethyl
(2S) - et hoxy-3-[4-(5-nmet hyl - 2-t hi ophen-3-yl - oxazol - 4-vyl
net hoxy) - phenyl ] - propanoate; - Et hyI

@) B : Al
&B@foﬁz ag?él?l[SSmétﬂ L2 gfyi ﬁﬁ!é% }zhylg D4 atimethopyh |
Phgﬂ ! P(%agglﬁz’ié{dbi}ltﬁl hitis @bﬁmmcauttca]ly acceptable salts

e e R W B0t S

phen ItPB)pmh tidxad ak 4h 2S th
5 ibytidxad ok § aﬂn)lc%thﬁzg%dcg%lﬁﬂ¥§1¥5( ) - et hoxy-

t Et h 23
(2%]’ E@%Q@% n@t(ﬁ %gggzgq(l Mg_)cgrﬁrﬁ@ﬁ&@%ﬁh@ﬁ@ky)—phenyl]-pmpanom
ac;dranﬂ&ﬂ@@&h@uac%oﬁﬂﬁ%cegta?le salts;

et hoxy- 3 uran-2-yl - 5- met-hyl - oxazol - 4-yl
(zé)zggbﬂ nliReliynst Ylp? dp@hmﬁegl~cﬁhml4-y1) -ethoxy]-pheny!} -

pr@;gggaz flh#[n"é Cﬁ%wgiyﬁ?f@ﬂ%#ﬁng{& opanoate and its
ecabitemiy s sk aptalt iyl el 05 YR

Pr‘%f%% ﬁi&?a arrlrazﬂ(@aﬂmwptame@ms no -

3. {@fy{v-nmw]tmoﬁhbﬁ zeﬁx-@é%t}hgif’&?ngﬂg-yg ei:rg&y 3 éz‘fyl}a?zdsf-t >

ﬂ{%;ar maceut | cal I'y accepta
BPrepapicyacil qud -ifs phasnaredtivplly acdebtagxérggns 2-yl oxazol - 4-

(23% 3 B%S? Egym@ fﬁlﬁn{%ylﬁ%gﬁ&gl-gg%gﬁ%-ggﬁc;tbom?@g;gﬁpﬂ}pﬁ@w oacid

iz pharmayd:m.c&ﬂflhibcblﬁt@blé saﬁsSXY] P Y 1--P oPanoat e;
0X
(Zﬁeﬁtﬁ?ﬁé% AN a-wrirpn&ymmoqupmbxﬂ.phb@grp@a%nm

a“‘mﬁ“'s%’*ﬁ%‘agﬂﬁlf%“%g%“% 5 (5- br ono- t hi ophen
=K 9}:3(3&‘&21!55—114&1;5}1@@&1@31%]-2- ylBxDBLAKAhE tﬁﬁﬁﬁﬁﬁgﬁﬂf propanoic -

' t thyl -2-(5
aci S?glgs%ﬁar?n} Qliyaq:ema ts% hen |]( P Y }-propauoat e;

(2GtEibxy-2In=fet 13- D

et hy1 5 (5 pheny i L nr SoReR 3y gk b sthopi pheerlan -
PIQPAROIL apid angl its @hgmpqgmupahp elrlioﬁaptal)i<3k51t£t hyl

o hoxy (5- chloroth| hen- 2-y
oo 5 hi i meni sy hvoaners Fpbay -
prqp@@)m atidaxy i3 -phéﬂmia%elﬁt&aﬂ? B&)ébt'agre(s%? romo- t hi ophen- 2-yl
2§) “19K2 azo i%l ] - et hoxy}
_( {4 -methyl-Z-Benzoﬁ:rau—?.—yl)-oxazolA—ylmethoxy]—phenyl}-
propanoic acid and its pharmaceutically acceptable salts;

_ (ZS)-Eth.oxy—.B {4—[.S~methyl-2-(5-chioro~th10phel_1-2-yl)-oxazol—4—y1meth6xy]—phenyl}—
propanoic acid and its pharmaceutically acceptable salts;
(ZS)-Eth.oxy-3-{fl-[5-methyl-zv(5—bromo-thiophen—-?.—yl)-oxazol—4—ylmethoxy] -phenyl}-
propanoic acid and its pharmaceutically acceptable salts;
(2S)—Eth0xy-3-{4-[5-methy1—2—(5—methyl—ﬁxra.n—2—yl)-oxazol—4—ylmethoxy]-13henyl}~
propanoic acid and its pharmaceutically acceptable salts;

(28)-Bthoxy-3-(4-{2-[5 -methyl-2-(5- phenyl-thiophen-2-y1)-oxazol-4-y1] -ethoxy}~
phenyl)- propanoic acid and its pharmaceutically acceptable salts;
(28)-Ethoxy-3-(4-{2-[5 —methyl—Z—(S-chloro-’thiophen-z-yl)—oxazol-4-yl]-ethoxy}-

phenyl)- propanoic acid and its pharmaceutically acceptable salts;
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~ phenyl)-propanoate; Ethyl (2S)-ethoxy-3-[4..(5-methyl 97 Nov 2005
2-pyridia 2-yl-oxazol -4-yl met hoxy) - phenyl]- 20 pro
anoat d P 25 Ethyl (29

28 pEitoxy- Ry L5 Db e
a2 $-§¥ S B S BG o Bhencg g razaled-sinsthopa)-
phﬁﬁ‘é -rfﬁewzm wlch'ﬂ:tphﬂfﬁj!ab&lﬁisﬂl)tz ﬁc;(:?;(tﬁé sstltSf 4yl met h
- 3- =dTet -t hi ophen-2-yl'-oxaz(, | -4-yl met hox
O 5~ o Cnetb o Ly psarabdesiiethoi Yooy -
propaneist ahi i i : ;h&g .
o mﬁwﬁlﬁrmé&ammn- %(RF??%)S(&&ZSOI -4-Y)1 -echo xy]

Skl ST 2 LT o . .
KY=3-elpresbahdipyrisui-2 yhathzol-¢-yRheh 80 e | Ypropanoic
acRIGE8REs IZFT&%{H%%H (.2 %Sr?t-a FTt hgxy--3 - {
2(55( q5h et hyl -2 (& HeCR R fShen- 2- yI ) - oxazol - 4-yl net h
oxpey(S}methy PP AdGH-AG]- 14 mageut i cal | ,
s A L
(%ﬁ? tﬂ%&??ﬁ?ﬁ(‘@{“z-?{csmmwallm;- (5- met hyl - t hi _oghen(—jz_- yl) ‘
2(SPRMBRY-344Y(ds] - XY} nyl ) - nojc acid and its
p}r;]ar rm%: eﬂq4 i dg arf]%;‘pg%%%ﬁfj E’Eﬁ%ﬁ%’gﬁz\g@'@%@fhwgwhwl} propanoic
acﬁrﬁﬁ‘ﬂﬁﬁd@amlmuﬂigaugmeqitahé galgal ts; Ethyl
12( 2S) - et hoxy- 3- [ 4- (5- et hyl - 2- pyi di n-4. -yl - oxazol - 4-YI ' m ,
et 2%‘0 ?%Bﬁ@;f??? CIAERAAR iR 91, RaBRYRESHLASEL for e
P %pféa) 8N 5P eugds_gf Foxmmulpdd hy| - 2- pyri din 3- _
13y| - %Ezol -4-y1) - et hoxy} - phenyl] propanoate and its
Phar hBERSESS Toa the preperetiombf eomphuing; of o205 (M) as claimed in any

on2 0043464 P 003/ 0003-58 (29)
Et hoxy- 3- 4-1[6%#5}%1)% -2-(3-net hyl -t hi ophen- 2-yl) -oxazo

< - 4_1_ - | 1- i q id dit

- phar rfiacgg% ? io"?é}e(\'%ploill R‘gggﬁ(if}f‘&@*}r &g’gﬂ%g$gg%€y2&ﬁ;m§4@%i&ﬂ group

Sﬁﬁwtﬁy‘?ﬁf@lﬂ %fdgggﬁ%iit%ﬂﬂgtg I@gllagﬂr%% %fc%gé )sﬁtg)s)t(i%.lztgr![ _oérl -l)llllsllb- s%t’uted

lig r‘ﬁv}aééﬁfﬁ%g|(?3y0az)e&ﬁt,abl pibstitutes; o vpBubSYinEN QKIS or fused

hetfrd e B,BRRen: :

i LI S

TR reetcieieioendl by h tl 1 I is0 th

hété%%-a& gs nergrggrl Z f ?ﬁ?%ghgﬁérguﬁ ﬁﬁd. Sith Ql%fsﬁ]rtﬁé%}ﬁsg that when the

A bt A T
o A (2. Bengol b Err i RERCD! 9L e imesyiabo ol i itae

WA cpreaynd nlfl(ma)mm QU whérelf 0P 2§k Enic gﬁyg[@gd?ﬂ'ztsglmr; ‘Ar’

regf]gzs‘%tﬂ?g%%ﬁs?ﬁutex p%%g;?‘l? 1 re%rgs%ntssle o-r éRl,-wher-e R-; represehts

hydag - i - o Vi) - et - pheny|

TR R I S BT s s

PrAEecReC € G1datkdp Rt (€, b Yalit, aryl, ar(Ci-Cro)alkyl, heteroaryl,

(2-f
iR L A ————
arglloicgio 1i & - t ts, 15

&ES aé?ﬂglx;%d?ﬁﬂflgﬁg(;&%%@ni%y@ﬁ&%%ﬁ@Pﬂa S:’n‘rzlylm%lmcarl:»onyl or
X BPOP. Ry eprasents OHL: -afitvan ok hrylo0p aRBidky AR BoLbS '
RPRAR, theis%all “acceptable, salts; (cg%)" Et hloxﬁrgg b, where

P 4-%@%&& 5 _ez‘_yrq%?f%{ﬂn? 1 ;%ep%gqu{ represent hydrogen, substituted
o-vpsubstitned)) goBEO YRR PRER Bnear or branched (Ci-Colalkyl, (Cs-
Cr)eycloalkyl,

acyl, aryl, heteroaryl, heterocyclyl, aminocarbonyl], aralkyl, -
alkylaminocarbonyl, ’

~arylaminocarbonyl, aralkylaminocarbonyl- —

heteroarylaminocarbonyl, heteroaralkylamingca:bonyl, heterocyclylaminocarbonyL
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S) - Et hoxy-3 - {4-[2-(5-nethyl-2-quinolin-2-yl-oxazo

4-yl) - et hoxy] - phenyl }- 20 propanoic acid and its

pharmaceutically acceptable salts; (2S)-Ethoxy-3 -

{4-13 . ‘

- (5-, net hyl - 2-t hi ophen- 2-yl - oxazol - 4-yi ) - pr opoxy]
propanoi c acid and its pharmaceutically

-bhenyl.} -
%‘gl‘g’é‘fﬁﬁﬁiﬂ"& safgyloxycrbsyyiFt haalcy Bxfdarbdryiet hﬁél‘.ergaryloxyca_rbonylj

e apafaltx@BRad) = ol - 4- yl. met hoxy] - phenyl } -

propano i?egg?#l’a%egé?% }éd%%'ﬁg'rl?ﬁ@@ t:d ?‘éﬁl qr yg(%%‘e &theaih &3 represents
Wibstitatedys

(2S) Et hoxy- 3-{4-[ 5-net hyl - 2- (5-chl om t hi ophen
2-yl)-oxazoi - 4-yl met hoxy] - phenyl }- propanoi c acid and
its pharmaceutically acceptable salts;

(2S) Et hoxy- 3- {4-[ 5- net hyl - - 2- (5- br ono-t hi ophn- 2-yl ) - o0x
azol - 4-yl met hoxy] - phenyl }- propanoic acid and its
pharmaceutically acceptable salts;

(2S) - Et hoxy-3-{4-[5-net hyl - 2- (5-nmet hyl furan
2-yl)-oxazol - 4-yl met hoxy] phenyl} 30 propanoic acid
and i.ts pharmaceutically acceptable salts; '

(2S) - Et hoxy- 3-(4-(2-[5-met hyl - 2- (5- phenyl -t hi ophen
2-yl)-oxazol -4-yl]-ethoxy}- phenyl)- propanoic acid
and its pharmaceutically acceptable salts;

(2S) Et hoxy-3-(4-{2-[5-nmet hyl -2-(5-chl oro'thi ophen
2-yl)-oxazol -4-yl]-ethoxy)- phenyl)- propanoic acid
and its pharmaceutically acceptable salts; 102 D7 N O
V ~D0, 5 (2S)-Ethoxy-3-(4-{2-[5-nmethyl-2-(S-brono

t hi ophen-2-yl)-oxazol -4-yl]-ethoxy}- phenyl)-
propanoi ¢ acid and its pharnmaceutically acceptable
salts;

(2S) - Et hoxy-3-(4-{2-[5-nmet hyl -2-(5-net hyl -furan-2-yl)-
oxazol - 4-yl ] -ethoxy} -phenyl)- propanoic acid and its
pharmaceutically acceptable salts; 5

2(S) - Et hoxy-3-[4-(5-net hyl -2-pyridi n-2-yl -oxazol - 4-yl m
et hoxy) - phenyl ] - propanoic acid and its :
pharmaceutically acceptable salts; 2(S)-Ethoxy-3
-[4-(5 _

- met hyl - 2- pyri di n- 4-yl - oxazol - 4-yl net hoxy) - phenyl ] -
propanoic acid and its pharmaceutically acceptable
sal ts; :

2(S) - Et hoxy-3-[4-(S-nethyl -2-pyridin-3-yl-oxazoi-4-yl m
et hoxy) - phenyl ] - propanbic 10 acid and its-

phar maceutical ly acceptable salts; 12. The conpounds
as claimed in clains 9-11, suitable as internedi ates
for the preparation of compounds of fornmula (1). 13. A
process for the preparation of conpound of fornula
(I'lla) as clained in any one of clains 9 to | |
conprising 15 i. reacting a conpound of forrmula (IVa)
wherein “A represents 4-oxazolyl group substituted
with one or two substitutents selected from
substituted or unsubstituted |inear or branched
(C-C12)al kyl, substituted or unsubstituted single or
fused heteroaryl or heterocyclic groups with the
provi so that one of the substituents on "A" is always
a heteroaryl or heterocyclic group and with the
further proviso that when-the 20 heteroaryl is pyryl
group, such group is unsubstituted; ; "n'" is an
integer from1-3; and "L' represents a |eaving group
sel ected from hal ogen, nesylate, tosylate & triflate,
with a conpound of fornmula (VC) wherein X represents
oxygen or sulfur; “Ar' represents unsubstituted
phenyl; G represents ORI droéFﬂ, where Rl represents




hydr ogen, perfluoro(Cl -G 2)alkyl, substituted or _
unsubstituted groups selected from25 |inear or 87 ngy 2005
wior mnghgeho( Cl - C12) al kyl, cyclo(Cl-Cl2)al kyl, a

10

15

20

23

~alkyl, aryl, polyhaloallcyl, heter

ryl :
ar (Cl-C 2)al kyl, heteroaryl, heteroar(CI-CI2féT@§¥W3mmBSS
heterocyclyl, al koxyal kyl, aryl oxyal kyl,
al koxycar bonyl, aryl oxycar bonyl ,

| kyi oxycar Qonyl , al kyl am nocarbonyl ,
;‘%{@% ocgf‘%Bﬁ Wkief(wd tramyalicyr myip polyRdoalieyr ﬁaefucmgjh%lemaiyi

- agrwopgy or aryl oxy, aral koxy or NRIR2 groups, where

& R2 may be sane or different and i ndependently
represent hydrogen, substituted ~a or unsubstituted

groups -selected fromljnear or branched (d -Cg)al kyl, 5
fc3cHGAty ol oble\t,/\Zgﬁj\,R@r yl, heteroaryl, /\[)L
R4

het erocycl yl, am noeatbonyl, aral kyl, A {CHan—X—Ar
al kyl am nocar bonyl , |ahi nocar bonyl , ey
ar al kygm nocarbonyl ' = heteroaryl am nocar bonyl i) '

het er oar al kyl am noca%‘%nyl , heterocyclyl am nocar bonyl ,
103 0 7 NOV 2005 al koxycar bonyl, aryl oxycarbonyl ,

ral kgl oxycat bonyl, heteroaryl oxycarbonyl,
%et er opéfoé‘%ﬁi‘_k %&%Pé’éﬁs&l the rromppwmlycff fbmﬁlar@g@y‘lvhggﬁqpé ré%%es ents
120 ,aygﬁ,&?lﬁa%?mntrs substituted or 5 10 15 2
5j 03 AW 2004 BETEPS, WERfe i\ Bo @i as defined earlier, to a
4 IReBPSNBDERIBBrula ST tiletetner, lgp,gy@@ﬁ éﬁ_ ected from

het er oar yl

Yt oups. pharmgaetioal lcompbbiids . N XA S
ity QPL ona(iek%arpyydro /sin %ga%)gﬁ%‘%%snﬁ‘n%éo%% ﬁﬁ?cgmula (1) or
W? f %J wHEr APYE & awd & phyrmaewticaMy acceptable carrier
dihiah exaipiefits WRISRGa¢@r oups, where R & R2 are as defined ’
earlier, to a further conpound of fornula (M)

Mher eA hhdndc8 2 14. ' A pharmaceuti cal

corrposirbt i on cvﬁ églﬁ gg%ﬁ%%ﬁ%@“%ﬁtﬁﬂn@@ﬁbﬂﬁf@r% iferny bf a tablet,
@Ppsule, ipowalpr, geemmtsl sjropcholutiod By sp&ERAI g ¢l ai ns and a

]%Xhar maceutical ly acceptable carrier, 10 dil uent,

ci ph ehtrsmaoeutival sbaidsitibh-acdyr Ed@{ﬁ%xuithéra# 5 mgpbig_ation with |

et sition.accqording to claim
tgg%gtl,matg

ORI 16, o eAt Sl onebit, oo, i,

ftth? claim é?gér’.lféj‘m{ljﬁg"g%?ﬁg‘?rﬂa i ‘OWDEMG%K aedictase gahibitor,
Yaamiehdinicangidot edsdstyrhibine N kLR ioin —_

ArGhysos dagtg i nhi bi IS(E)B;I, 1’5%%% Ph ‘%23’%’%‘{“88109%{%‘?11 may be

PRSUTTITY 0B8R, s Fethsy suchis pérfoaras tiMiBt CorersiBEeHIy ABBether to a

patiérth hedd thiehf ate, nicotinic acid, chol estyrame,

chol esti pol or probucol, which may be

17. A method of reducing plasma glucose, triglycerides, total cholesterol, LDL

VLDL or free fatty acids in the plasma, while optionally elevating HDL cholesterol

levels comprises administering a compound of formula (D) or (1a), as defined in any

preceding claims 1-14, and a pharmaceutically acceptable carrier, diluent, excipients or
solvate to a patient in need thereof

18. A me@od according to claim 17, wherein the co-mpounds of formula (I) or (I1a)

1 given in combination with HMG CoA reductase inhibitor,. fibrate, nicotinic acid,
cholestyramine, cholestipol or probucol, which may be administered together or within

such a period as to act synergistically together to a patient in need thereof
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adm ni stered together or " within such a period as to,

act synergistically together to a patient in need 07 NOV 2005
wobb&i@efio17. A nmethod of reducing plasma gl ucos

triglycerides, total cholesterol, LDL, 20 \Kﬂ’iW"3’000333
free fatty acids in the plasnma, whi | e optionally
.el evating HDL chol esterol |evels conprises -
admjgl sterl ng a compound of formula (1) or (llla), as
%?cl &EEDeh ohAgducingdaload Elbwoieaﬂﬁ@ycbrﬂgs ltﬂ’iﬁlést%rol or free fatty
aciold gk c eptabl e carrier il uen
IRt %éﬂg ﬁﬁ Vat @H%t%lﬂgétqo&ppu@%am@ed e prsopreceding

eXC|p|entS or
clajiys apd ﬁmﬂa,gdacaumﬂ@hddgeﬂtébl&béhé% liﬂuen%? i EItZli!g Qr solvate to a

;pﬁ&ﬂﬁz‘?ﬂ&%’ch ormula (I) or (Ma is gl

combi nat | On Wt h HVG CoA reduct ase [ nh| bi tor
20f | b@t ni coé\ﬁm c acid, cholestyram ne, chol esti pol
or pro tead © TevRRtHARY op dreating rrlisshes echusad etyh @ypéHipidaemia,

hypxrtlmléstez‘éﬂsﬁ‘d" ﬁyﬁ@élgg‘gm?;’ dtdsi Ct H:gg {dglg L%igg%o erance, leptin
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