WD 2005/ 077943 PCT/ 1 N2005/ 000011 1 1, 3- DI OXANE
DERI VATI VES AND ANALOGUES THEREOF USEFUL | N THE

WO RBADVEMT OF | . AL OBESITY AND DI ABETES FI ELDrCFIN2005/000011
I NVENTI ON The present invention relates to novel
compounds of the general formula (1), their 5
tautoneric forns, their pharmaceutically acceptable
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t hese conpounds in nedicine and the internedi ates

involved in their preparation. A-(CH2)m X-(CH2)n B

RELDOFANVBNRIONB = Z Y The present invention also

re tes to.a or.ocesfor t reparation of t 10 )
phTSRAt dpveny %a‘-ef f9 wfﬁi bbb s 8e$%$1n@rmula (I), their

c i I t r

%&gg@ﬁﬁ?g{@gaﬁar gg%gi&cggfcgﬁg g&&vca tabiRl Laes h&it ' pharmaceutically

apteptabbac solviatea) pdﬂ@mmsiuﬁciab nmpEsittoas mcmgammgntheﬁh euse of these

conpou ds of.. the mul.a (1), r bl oo

c§ RO 12 pibsisi o B of iy sk n S epeRSiama o

chol est er oI | evel s ang/o(CHYH gCHY)-+Bpopr ot ei ns

(LDL) and 15 raises the hig denS|ty | i poproteins

(HDL) plasma | evel s and hencél)are useful in conbating

di fferent medical conditions, where such |owering (and

raising) is beneficial. Tf(lh'EC)rl—t-Ycow d be used in the

treatment and/or prophgl.axi ob |ty,

hyperli pi daem a, hyperchol este ew Zhypertensi on,

at heroscl erotic di sease events, vascular restenosis,

di aet presandinvasityorotalser rélﬁﬂeﬁttﬁdaCmdéstsl ﬂﬂStheZ@re-Bafatlon of the

conmpounds_of general formula (1) are useful to prevent

cgppperilicel fommile; Gk their tesoBedpTeRgsather sharmaceyically acceptable

4 Pl oD £A08S | G MGDCBRy composiins

containiiey thetmeart di seases, cerebrovascul ar di seases,

erj pher al SS di seases rel at |sorde
p C@S%P;S’&}Hﬁi%%fe £ SEpsHRl alrmtﬁe ﬁ}dwer(ﬁyocgsl@c%e qyyer o5 modulate
tﬁ cér %{}%‘Encﬁ&déﬁzﬂeste%él YAQPp BM&/@K lcﬁ:v-ﬁénéi&?tlg%%dtans (LDL) and

sor rs | oosely defined as Syndrone
rgilses thet hlglhsienﬂty ﬂl@apnwttess (HDBQ nlasmree leXelsnehdidenceniate abeful in

nuI|n ance f.ol | owed erlnsllnem

cofbhing dfRinL HEGeio oo niiR; Sy B pnd raising) is
bBheffRAe Thik Olt SSANE Be QAR | iBlle t1PedRBBNt AR¥FSY pfbpﬂmﬁﬁdsmobesny,
di abetes mel [itus EWI DDM Type 2 diabetes), which is
h@pgﬂlau;i(a@mlaz e}@[ypeb;ho tpgen@t]ay dyperension; Ca;the,rf)sthptxc disease events,

d di 30
RO Spr s bR R Bt R o ance.
Di ahet®@mposndiof SRR f@ﬁﬁﬁﬁa dBred useiuibe PEetd e/ r&it84k risk of

PCT/ | N2005/ 000011 2
developing atherosclerosis, which leads to diseases and conditions such as

artereosclerotic  cardiovascular  diseages, étroke, coronary heart diseases,
cerebrovascular diseases, peripheral vessel diseases and related disorders.

These compounds of general formula (I) are useful for the treatment and/or
prophylaxis of metabolic disorders loosely defined as Syndrome X. The characteristic
features of Syndrome X include initial insulin resistance followed by hyperinsulinemia,
dyslipidemia and impaired glucose tolerance. The glucose intolerance can lead to non-
insulin dependent diabetes mellitus (NIDDM, Type 2 diabetes), which is characterized
by hyperglycemia, which if not controlled may lead to diabetic complications or

metabolic disorders caused by insulin resistance. Diabetes is no longer considered to be
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associated only with glucose netabolism but it

af fects anatom cal and physi ol ogical paraneters, the
w0 paos%iony of which vary dependi ng upon st agespdumandizmooll

and severity of the diabetdic state. The conpounds of

this invention are also useful in prevention, halting

or slow ng progression or reducing the risk of the

above mentioned disorders 5 al o.ngggi th the.resul,ti NG losical
asspsiptertianly With elicese gistabolism Bty GHSEE Lﬁnﬁ‘iona?aﬁeaélgepél,y 008

LIk | ' t{RBERERS t8gesfiufdiRhni #ad severity of
p aF{eni“?%%rg’S{gt%E%/ﬂegsz&aﬁ@gﬁﬁﬁr%ggt hy gfri]cgﬁ'%tg%egfﬂu di sease y
thé Rtdbetlt natei The tdompnemisr o tihymvegtionrswe latsoepsetilt jus prevention,

| omeruyl ar sclerosis, nephrotic.syndfo . :
hft{Agrt EASINECPIBENIOR OF a7 EIe i Giski 6t 4fve, meggioned disorders
al%ﬁs E¥he rédtfingMs&doR@rH UdTbdudéd Bucds adabdibVapuiilas diseases, like

ch may be result of hyperglycem a or 10

arteyipeclénosis) athernsalerBINCIABREIMNDETROPRHE, |dipkekiv) Turanqghy and renal

resent. i.nvention dis

. | i. .
B R

nebhPitcAdyndt RSB eR¥n RN phEdsaRr dsite alie ead istapeErenal diseases, like
roliferator Activated Receptor (PPAR). T

e diseas :
miwoalburiipnsia pad FApIYSHGLOGPISE  TEY 1 irsiliagh Hypastycemia or
hconditi ons, their effects and known & proposed
¥W§P§H1n§§1l"?’1ave been described in detail in WO
BALIREROUND S4#0IHEANVENPION650, WO 9503038, WO

9517394, WO 9604260, WO 9604261, 963399
9 7RSO preseniD i9YIBIRO disclages gmoun w%‘%'gsg"ﬂ oy treament of

99167/ . 3 . 4. 1 1at¥0 the P .
h&é@éﬁgmmmlag%%g’ 4@5}3’%%%%%%%%%1?1% 5 6%?50?’21,8‘ 1 e e.romsome
PESLiEE At , AdiatcA0R &bpfot IDPARD Theé dinsaseetandition.cpathehysiology of

incorporated.in their _enti

. t f ) .
thay é@pqsppq;(a)élm%sh their, effgcts f gﬁﬁl(g\ila résg{oﬁgsceﬁa}hggapﬁssﬁave been
dé%ﬁi%% il Be@RYS WO 91a0h6h oNessal 1ano AW 34 €368 aVO 503038, WO

erosclerosis [MetS Insights, Sep; 4, 13- 17@200@5
981 T185¢0 O EEIRE0,aW0 G6P4201s R HBBPRRe V) A723042, AV 736579,

Wa3ERE T D DR b iR IR, Brop Sk wq popsar7
WwheWas£M 5P We TR Pks 125Wak cd3peser,0W0 | 006636RSIWO 0116111, WO

' Tpoprotein and plasma triglycerides in order to

opi €W 01532 ste whieh atedncosporated i thei catippty as reference.

cardi ovascul. ar, di seases..  The .det ail.e i ol 90V, : .
PP LREmIL] s, R5EE obge nlr}{/éda%%ep%/e 3?%%1;? é%gifg&t)r o causing

iSGHSERE Bied3es Suansl aBezsletosisNaYerS Bngghrs,JSepyed). 13-17 (2004)].
295, 369-377 (1976)]. Peroxjsone Prolifer

Mbeionderoeised e qERRITR B B srases AlToebthe ey af lfe of 2
1B a Ao Lin 0¥ R, 136 TRARRY SERDLE otk @Yol ARARPRsma LDL

have béen entified as subtypes o
JRBRRErol T ey-dehdtyofipdPétein amd @lafsier teigtycefidesaimeorder to prevent or

aee HOUE Ph OBFEYEIEE CErETIPVROIE: AR | S A T grotosy of
{08 SR A A RSB, o
BT/ 1. N2 960862377 Bl986Hr gy honeostasis, [Cel |, 83,

803-812 (1995).. Cell, .99 9- 242 .]. PP .
g bhicste o T PRt (R B ki RBRRH poPERPP,0f the stroid

1 on

1%&{1&9} @?Xﬁeh&‘hﬁﬁg 28R fithifRUPARFD PPARY OSICBPARBhave been

mol ecul changes characteristic of a nore . .
dehtifesdent dubtygds of ®PARs. The role of PPAR, in different disease conditions is

widely established PPARy activation has been found to play a central role in initiating

and regulating adipocyte differentiation [Endocrinology 135, 798-800, (1994)] and
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mal i gnant state. During adi pocyte differentiation,

several highly specialized proteins 5 are induced,
wokiosh7are being involved in |ipid storage andPCT/IN2005/000011

metabolism It is accepted 3that PPARy activation

| eads to expression of CAP gene [Cell Biology, 95,

14751- 14756, (1998)], however, the exact link from

s Sty % SUE0OES sl Mo, BB anc

lpf‘spsr ?IHE stithy la‘?e[‘ tlﬂregﬁ 1¥%C31ff&e§ﬁdtmﬂl (ﬁ‘tadﬁ%cﬁe%b@iﬁﬁ,dr@ And cause

ndocri ne. Metabolism
m81%1102>%ﬁca( 298 3hblerelatchamggs | chapictesivic cifr & uherei ﬁléf‘emﬂ@éted less

mgliégés ?t%{e?-ﬁélerfr{lg:t 1Bcpcy'L_g;>OA r?rﬁlaggréﬁegﬂag %11%)#}8 Sgc]rahzed proteins

rFt?fcﬁic dg/ﬁﬂcﬁta?fbélﬁ%bﬁxbdlvedsﬁrlﬁh& isporige amdmefabbmmm Immccepted
at Di sord. Dec; 27 Su
that PPABS) dctivhtiqni tkartetia wapiessiomol GAR @eng [%ﬁsBlongt ;95 14751-

Bheles, Febi 53 Sunpl 1 Sia- S0p (RORML LRV BERR in scos
ol SR Bl sk HRARRERARRS b g%‘%s*ﬂ praa s
111-59%8 1h§t18ﬁ19iﬂn@§13-8¥1'd§5@61§6f Fhigt acRRPHra@bnEndxrmyM&t@olzsm 4,

I nfl uence the “cardiovascul ar systemthr
29B08p(1508)lassultitg ntiaxihy Sulfing ficpdaty a4 Hgugbigs Grurrent Biol,
5\/\%% Léz‘fnégggﬁ flgg fB%ng?kﬁngl E%l %ﬂ( é}’ ob%&&;fzrelated insulin

Sér%ggz%)y] andZiQﬂEﬁﬁBuaﬁ qnirst @bhﬁﬂelabwmﬁ RistdduBet;u27 Snppl 3:517-
the tfeatment of obesi ty WO 97/ 365[28 gﬁ_ h/fgg Agrl S43-50
210003)]365denetabalisy anA PR irbelgb ReRrd $iep

(8@%25@61%90 ng,%%ﬁlyt &glif%rsﬁég Jsh\%g n%p,ﬂ\{/@éf@ ﬁﬁg%effex(e\ﬁgo play a role in

r educt ase
dﬁﬁﬁ‘%ebidswc&tét?wgﬁn{wib%ledyﬁdmmeg[@n;ahgb Medi Cherad X(hD): 1649-
useful ness of the, K co nat i.on e treat nent, of
cdieR o dhercos s e igiitag B ATy PgoBigte. ik, 4l fnflusgee the

SI Vag«@ﬂar ggte%%tﬁﬁn gf‘?q{ FeQeﬁtggOd@Mell dsQﬁ'lte'cﬂy b§ n@dulatmg vessel

tin receptors is involved
VN dihﬁbgloﬁa[lDzabwes SM@&!&J Feb t}{l(lhyi)dﬂh 309ris Drygath op{ay (Barc),
resi st ance ﬁ herefore | ead to excess food in-
Q%k%’( 3()@&8?:@0(28 gy expenditure, obesity, inpaired
gP%g\ea%g g‘c‘sf%%eéﬁ‘ oudldakRefues tHeSedabies, of HB8sity [WO 97/36579;
Recent Prog Horm Res., 59: 169-205
N&M Apn mo@a) 3554 1£2:004)]SBual PRAR ogr.y ampiskehavedesy puggested

b 152 e Lo i LASALD AL SEEReh Y ve-con
s@?ﬁ%g%ag);t%gsoéﬁggﬁhlkbvelsgﬁé ?élﬂigg%/% %%g@ﬁﬁ@ﬁg%ﬁless of the

npounds
SRt hen SBé eebinest BPARersagmsissind shathonpeldiP 0753 298; Cardiol

reported in US 2003/ 0166697 Al having the general
R@’r Mayalupe G5 ied- 128 ich is incorporated herein

as ik 1r? ﬁiegg)?oteﬁlwhgﬁ bbuld tole gﬂﬁ rr@deﬁtor&s invoBMRHI iANRhdiMg satiety

subs ary aromati ¢ heterocyclic &oup or
siyedl oa ktieyhypotimlanus. Heeptinsresistangst wowld|thgrefone deaidttatezgess food in-

‘Ejalk\e/ a}e?igctzedhgrtle?éf %Xgelr{ (1:tu9er o‘t')any, impaired glucose tolerance and diabetes
[Science, 269, 543-46(1995); Recent Prog Horm Res., 59: 169-205 (2004); Ann N 'Y
Acad Sci, Jun; 967: 363-78 (2002)]. It has been reported that insulin sensitizers lower
plasma leptin concentration [Proc. Natl. Acad. Sci. 93, 5793-5796 (1996); WO

98/02159].
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D is al kyl ene, al kenyl ene, al kynyl ene or a group of

the formula -(CH2)m  (CH2)n W 10 wherein Wis CH or
woRasoges mis 1-10; nis 0-9, with the provPGDIN206t/000011

mn is 1-10; and E is a group of the formula R3 \Y X

R3 (or) / Ra (CH2)P Y ZY Z 15 wherein Yis 0 or S

R3 and R4 are the sane or different and each being H

gw&&%gpﬁ%lfcs@gm&lﬁgy ;v?]:égkg ;r%o%ie'iﬁt'al &?Aﬁ%ggor\ﬁsts have been
| hi
AR SRR AR B A PR R o i
1né(§ijpb1%’dddﬂ@regﬁl§fe§ére1ﬁw mula for the treatment of
slipidem a, atherosclerosis and diabetes; R1 XY

eRB-BP5 R5 R2 R3 R7 WD 2005/ 077943 F’CT/|N2005/ 000011
wEeerereX Y=CH, 0, S NRa (Ra = H alkyl, aryl,

1238 s Mlbnqiiy dspgktmg!{ E%bl ﬁ%@%ﬁﬁ‘&%’% clfet v%g?pe or yci%ah%yl group;

Hétei@ ﬁﬁ%ﬁﬂir&llﬂ s@lﬁstﬁlltkd’ Hlvabhohmeroeyahc,grﬁﬁ) & R3 = H,

cycl oal kyl, (C6-C o) ar

D(lmﬁ((ﬂem akemylene, @?I}SQWWIG org.gy! %"P Qfé%@”élﬁlaopt ional |y
substi t d heterocyclic group etc.; or R2 & R3
_opti qnal | a 5 chain -(CH2)rl (rI = 2-5), etc.;
Rgé'ﬂ?(;m—' é?bﬁ (un)substituted aryl, etc. However,
the therapeutic potenti al of these conpounds to treat
wileregaweis Jrasr mabgen et beéen proved and so there renains
the need to devel op newer nedicines which are better
mg# 1ok0; conpar abl e efficacy with the present treatnment
nf£0loE S HAYB S B by 51 80- 1P hAeCt s and require a | ower

0 0

sage reqi SUMVARY OF | NVENTI ON The obj ective of
Etikh groupwdhe foomitk t o devel op novel conpounds

represented by Rs
Y.
R3 (on) \ \ /
(CH)p—Y - N,

wherein Y is O or S;

R; and R, are the same or different and each being H or alkyl,
pis 0-2;

Z is carboxy, alkoxycarbonyl, hydroxymethyl, carbomoyl etc.

Representative compounds have the following structure:

0

7

WO 2000004011 discloses compounds having the following general formula for the
treatment of dyslipidemia, atherosclerosis and diabetes;
R Ry

R
R R

5R2 R37
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the general fornula (1) used as hypochol esterol en c,

hypol i pi daem ¢, hypolipoprotei nem c, anti-obesity and
wa@niosioyes gl ycem ¢ agents which may have addi p€DIM005/000011

body wei ght | owering effectSand beneficial effect in

the treatnent and/or 15 prophyl axis of di seases caused

by hyperlipi daem a, diseases classified under syndrone

S BB T ST L S, e

Rm 'mgﬁp rﬂyew%@kwe p(fc@i—izgpé@@m%ér@e—q,ea@s ak ré@{egemtsaH or alkyl

tautoneric forns, their pharmaceutic

gr am et ;A & Rs20Hs alky’s cyalbalkyl, @m@mﬁm@u(@«:@ioba,ryl(cl-&)yalkyl 3-10

BRI RO CREOHA L SRR o o

, ch@fhﬁl fct2pf (rt Bizss), Beée%l-m{hﬂsalk?l rqmgméamempeas for

reparati on of novel ounds repr esent ed t he
gen gwexfe@,rthmﬂserqpe)mc pReRtialQL HReSEPTEORTSTE tfe@h@ﬁ?ases has not

yeg:]} gcﬁ aﬁcﬁH Yhef€ ?e%?c ﬁ%*h% n%@{i s de\;e’fk% fle er rﬁedlcmes which are

_ y acce € sol vates. anot her
bepte} ©F bf obmpdrablereffieany wmlvehet presenit Srdmnqmt wegldEs have lesser side

har maceut i cal cg&po& tions containing conpounds of
ﬁé‘ilud‘fe"\‘lBWﬁ{J age Je8Pfei r taut oneric forns,

S m@ﬂy acceptable salts, their
ar rraceutl ca y accept abl e solvates or their

m x t The sbjectiveorfthisainivention it o slevelemh hevel moripensds represented by

hg(r)]l \égfgﬁ ri ﬂcg nLSQ}?PnggﬁEP Ie{ﬁq S yggclﬁ%.ﬁk]r?_% c, enR{q?cM%?daemw
| nvg&{h%ﬂéll@hgz antilobbMYERRY QMtiAgpaERTtaEIcY agéie Whiekemby have

v ion relates to contpounds of the general fornmula
additiqnal\body oGl gl AowerimCEfipsouBshasoinh effgctAn ipptygpment and/or

oabTRNT Bt SRS o icenf el B s oo

Xaindlathegdele@ddikyl group or an optionally substituted
heteroaaﬁ or an _opti onal l'y substituted heterocyclyl

O&WS THEQINVENTION 3.65: 5 *X' represents 0, S,
br angﬁ otfféct PR rest t ﬁﬁ/@ﬁt‘ﬁﬁﬁﬁtﬁ pRKHILCERR chhpP&RIds @epresented

substit unsubstituted al kyl, acyl or
by filye ge@r&llﬂ&mhulgr(ib),l plhelr Wutaherga fdymeg theirr phacmaceutically acceptable

anceberdenily feargeent 0,00 % B LAPUESRI AU, compostons
c@ﬁtgl)/llng thEn lor thet Bixtres BRFREENT S

Yet another object of this invention is to provide a process for the preparation of

novel compounds represented by the general formula (I), their tautomeric forms, their
pharmaceutically acceptable salts, their pﬂarmaceutically acceptable solvates.

Still another object of the present invention is to provide pharmaceutical
compositions containing compounds of the general formula (I), their tautomeric forms,
their pharmaceutically acceptable salts, their pharmaceutically acceptable solvates or
their mixtures in combination with suitable carriers, solvents, diluents and other media
normally employed in preparing such compositions.

DETAILED DESCRIPTION OF THE INVENTION

Accordingly, the present invention relates to compounds of the general formula (I),
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- (CH2) %COOH, al koxycar bonyl , hydroxynet hyl, -CN,
substituted or unsubstituted tetrazoles,

wa@bkdoglocmabonyl groups, s = 0-4; Wien "A is  PCT/IN2005/000011

substituted, suitable substétutions on "A my be
selected from 15 hydroxyl, oxo, halo, thio, nitro,
am no, cyano, fornyl, or substituted or unsubstituted
groups sel ected from ankﬁ F ﬁloalkyl

per hal oal kyl, al koxy, 04 oxy, al oal koxy,

al kenyl , alkynyl cycloalkyl@)cycloalkenyl

bicycloalkyl, bicycloalkenyl al koxy, alkenoxy,
cycl oal koxy, aryl, aryl oxy(H |, aral koxy, acyl,
acyl oxy, acylantno Do subgtit or disubstituted
am no, arylam no, aralkylamng, 2 rboxylic acid and

its derivatives such as esters arld am des,
wBEBOAY kepésafts o hMﬁe[lErXs)ﬁBbthﬁt d, @n3198RkIG¥ aryd
aryl oxya%él ar aI koxyal kyl , © alili? I'thio, a?ﬁl%?%ﬂ%ylf%}oup oran
‘éﬁ%ﬂnﬁiﬁi’ ﬁﬂbsbtultgd 1m¢rf>@wijma¢n mwnalﬂsksdbsurﬂutadd;dtmwclyl group;
a bgg %am no, aryl oxycarbonyl am no,
ar aI ky ’oXycar Bonyl am no, ami nocar bonyl an no,

AW kyprasenmo0 28 bORRHIBNCHA| Koxyam no, hydroxyl amni no,
ul f enyl er| vatiyves, sul fon | 25 derivatives, with

h&eRsrsYs dedaesn, lrer ox Eanehﬂi anlptipyted ar un%ybsfetsléﬂdt akyl, acyl or
éxpggnte};f tphet erocyclic group, the substitutions on
s no represent aryl, aromatic, heterocyclic

OY’ ey ehahabdoptrenceointepanidntWOrdRORhDT7 943; R, represents H, linear or
represents substituted

‘gﬁﬁ}?hea%‘é tutgﬁgr ‘é‘tf‘l}g%t’rt’t‘%@ ﬁﬁ‘yb ‘A represents

&k ky): sul fonyl oxy, aryloxy, aral koxy, cycl oal kyl
heteroaryl .or heterocycl ic group. Suitable
Lgpsesentist i ons on "B nmay be sel ected from hydr oxyI

LB 0B0P B Sismuetndl | bitreBastBi XL e sy bnsubstated

ttriadles, alkplcadbolyll gro@dsy b =grpups. Suitable substitutions
on any of the substituents on A & B nmay be

sel ecVbgn “fr dmmsuBstitwsrds suiteRls, SuhﬁlthOItShMo ‘Anlnn'cryobe selected from

lgm&&%s’ sef gglt E}% P%‘l#ﬁ"a%ﬁlgl% E& ’h%ﬁ ?tlifij'}? 5t 8SBstituted

greulbm seledtéd/ | froml dmidino, lﬂkﬁallﬁﬁiaﬂﬁll(yperﬁ@lbbﬂ&bp ke, haloalkoxy,
cycl oal eny

al k | oal kyl X
@@%%Ykﬁ‘@ Sylbtllfy (iog)ra L, cyglaabisepyl, hicyelgalky!, bicycloalkenyl,
él&’&iyoaitlkéﬁﬁ‘»'(yi q‘él%ioaﬂﬁﬁgugaﬁ’lr A N) M Pyl ara*ko Xy, acyl acyloxy,

nmonosubsti t U am no,
@B’bhklw, a rmcmp subsmtlhted{ y lor C dasub shtamd ahtiso,d erylumtno; e Saralkylamlno

Lbc ﬁ é ﬁﬁrﬁ] alg(bonyl am no
FRFSEKS 3% 1 80¢% ng Ves SHPI Ay EStFIS0AYS adnidss, carbonylamino,
13idyds AN BRI Mbﬁﬁylnoal@&?élky1l OXKAGERANRY | %ﬁ%xya'hﬁyl alkylthio,

am nocar bonyl am no am nocdr bonyl am n
thiorly; arAryighion ydkmbsyllfowhmmo g a}kybslfoﬂiﬂ@(}t, e raikoxycarbonylammo

T NI ST .

ailqdammbcabéﬁylaﬁlrﬁumbxidﬂlﬁd dkokyl alﬁﬁfésﬁdlféﬁsrﬁgierwatwes sulfonyl
(gl kenyl substituted al kynyl substituted cycl oal kyl,

EI‘B%tt“felsaut ed aryl, etc, mentioned anywhere in
with the proviso that when X = CH, and

i) ‘A’ represents substituted heterocyclic group, the substitutions on ‘A’ does not

represent aryl, aromatic, heterocyclic or cycloalkyl group; and
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20 the specification. The suitable substituents
i nclude, but are not limted to the foll ow ng
w0 2005021983 al one or in conbination with other PeONadzz(00011
such as, hydroxyl, oxo, hald, thio, nitro, am no,
cyano, fornyl, am dino, alkyl, haloalkyl,
perhaloalkyl alkoxy haloalkoxy perhaloalkoxy

al ken al k n ) cIoaI )
iip; cycfxo é]ekgppgnt bqu[gg{t g &xgﬁygrou | Sé]1¥l}(egﬁ 09&/, ‘A’ represents

cycl g 18 Of¥lkoRE ], #ateroaryl or heterocyclic
rmnosg{lg ti tu¥ g}yor di SUbstit ut e rﬁmr?o aryl am no,
ar al lgydupm no, carboxylic acid and its derivatives

ﬁ;g?%@f@f ebrS§ Oﬁ%g}[ln KD mayaﬁ(f( gé}n(é{ecg?ﬂ.o%hydroxyl oxo, halo, thio,

n1%kﬁﬁﬁ1%a6§&iﬂ}’f(ﬁﬂiyﬂ@r sabsyinaxy Gﬂﬁﬂmﬁbsﬁtﬁm rEooups selected from alkyl,
ar al kyl oxycar bonyl'amino, sulfonic acid and its
halealkylaaiyl g&oupshe vari ous groups, radicals and

subs g‘é@%’?‘? %1203{1&1?8{1% By \fﬁ.’ﬂf lo? e subGueRE Ohi<Aca "B n ma?%e selected

are ow ng par agr aphs. term
froml lytifoxyk edxd)ehslon thiej thiro, almme oyanion fo[mjzil, nrat isgstituted or

th oth di cal denot b

SR BTGB, 1 9en0t a3 bRl A, sty
hﬁB&lﬁ%%% y?e%iié{élko@ pﬂ%&ﬁ a1k§19y1p %%lbﬂdkyln pd%lo)ﬁ}k,enyl bicycloalkyl,
bivgalghilkengdo- fikor raamm, oeyo;a»alw’ ¢ syl i kieylogy,  acylamino,
2005/ 077943 P ] 000011, 8 Th

RORE RGBT PRBRTS BB P BB RS, SR geid and
it6 ARficRbhRs sﬁ@l‘i‘ % QStefs hhd8RNded) cArbamytdratiol &Sidma&alkyl ammoalkyl

containing two to twelve carbons such as vin
akklokytta;fbcm pyl , 3-asplosysarbonylasine.eny|  asalk gwbonylammo

agm%) g%r??% hﬁn%gga;igﬂﬁinogarbg p%ienyl* %Ilﬂ)?tg?lﬁ}ﬂo hydroxyl amino

sodpgpt enyl, 6 5 heptenyl and the | | ke. The term

"al kenyl " |ncludes dlene and tr|e es of s

br andiederan sguhstituted a ues, neaqug, ﬁg}xp ’g%tawﬁéroglf radlcals denotes

g' 018 subief {f&atso ol fhaf g&ﬁée{‘ gﬁ fhs%JtJauﬁftéaﬁ hlkyl, aglia@used alkenyl,
é es a linear or branched radical containing two to

stlU@itufced G&Wb@m sybstitutéd @&loaﬁiyhysuwututbd pnd,pgtn,;nhentloned anywhere in
- prop buty 2- but but

t he snegt Sf:ﬁ%}/q)n Télelsgltblgﬁ @Wtuen@y 1Bélm1?, %F ﬁoﬁimlw the following

%d1Ezﬁ§( yaf]?%ﬂe’ ordh I&Sfﬁlﬁﬁ))éhon Fritheoiiedhdicals, RA¥Y BY |hydﬁﬁ§’l to'it@ halo, thio,

term"al kynyl™ includes di- and t
nTHn@, tagino," cyeh@alfesnyl, Lareiditeer élkﬁl éﬁbﬁ@laalpﬁfi@@ikﬂl»n alkoxy,

r}1{§1t I,I?g Q@mah%x?% hﬁigpi}él g%' cﬁo%“(grgfe g%cqlo Jlﬁeq{yf ai)lcycloalkyl

éi’;?l/ |, alk6ME! ORkEMdxy, C)@bl@@l&aky, , aQ&lCl @hﬁ]xaxy,, acylamlno
cycl ohe and the |ike. 15 The term' cycl oal k
memubﬁmtﬁdu or disubsitutafl @mine rarylaminasisralietpB#onc °6¥1FFe'f‘°1d and
o e i Y
?’%’8’& Ves %Sg’s&%‘s: Iaggr g%ger:]s; ﬁ:gfb%hﬂaﬂﬁlﬁl& r}[aﬂg% | lkir?, &hlinoalkyl,

zﬁk&bylalkl@!lt ﬁﬁ&ycaﬁmﬁyﬁh@mﬁ rﬁr?l@)(ycarﬁ’e@ymhmp e atairyyoxycarbonylamino,
cyclopentenyl 1- cycl ohexenyl, 2-cycl ohexenyl,
wlfepiclasifkandnia derivaliyesi ohept enyl , cycl ohept adi enyl |

cycl Opﬁe%a‘}foruk g y s, @8fals ARd kﬁﬁ‘sﬁtue%@ usBE adRiKEre & ﬁl@ %ﬁemﬁca’uon

used herern er alone or 1 n conbinati'on with ot
aradegaibsd irdhe ddlbsviap patakydphs.adi cal , as defi ned above,

attac heed ‘cegtlnr gﬁ{t l useg hgrrein? )é%lge?nalone or in combination with other radicals,
denotes a linear or branched radical containing one to twelve carbons, such as methyl,
ethyl, n-propyl, iso-propyl, n-butyl, sec-butyl, fert-butyl, amyl, z-amyl, n-pentyl, »-

hexyl, iso-hexyl, heptyl, octyl and the like.
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atom such as net hoxy, ethoxy, n-propoxy, i So-propoxy,

n- but oxy, t-butoxy, iso- butoxy, pentyloxy, hexyl oxy,
wae@sohm®43 i ke. The term "al kenoxy" used her ei NnPCEIN20&3000011

al one or in conmbination wth other 25 radicals,

denotes an al kenyl radical, as defined above, attached

to an oxygen atom such as vinyloxy, allyl oxy

butenoxy, cn no Y, xenoxy.,, and the l.ike.

cycirg%ll i <? % SE eFFm’e%/‘{ A%k B rcoln}?m Wfioh Wit other

fﬁdt@sna Hhéa? o?‘bhﬁl%hecf AdicaPédhitaifi®Bat®Soawelelcattoky kuch as
as defined above, attached directly to an

Vlel gedkyl %UWHYB ui)-hufésylcﬂcw@?ﬂﬂélbﬁ'@%}tenﬁdy dresmtanyl okfexenyl, 3-
S EPEBA A  F SLEAP Y i,

h&téig fand | tRO GO Thé) t&mﬁhﬂmyl”qnclwédﬁdleﬂédﬂmd trietes af st,ralght and
such as "hal oal kyl", "perhal oal kyl" etc refers to a
bfamghﬂddihabiﬁl oro, brono or iodo group. The term

" hal ‘iﬁ% %é %ﬁ&%&?%&d%&éﬁh Eﬁﬁaj% Cabne B8 lﬂeédnﬁlﬁﬂatﬁﬁo\kﬁh other

substi one or nore ogens; such
riidat ldeadtly b linearroe bpanrehe:f aldlogl cmmgswvow gwslve carbons, such as

OB Eﬁ%?q?{yﬁ? o preasrBirel RORh - PABF bt tHESE Tpentymyt, 2-

iaf. t1h rgf e ngky 1, and th
Py S0 PO S s

hﬂieriﬂ;eltenn “itlkxly_‘}'l” gmhtd@s dl-métm«ernm hal oal koxy" denot es

Znhgb&g "‘8}@0%]%%1{; ugg P?%gl}le ?IJ 51%8% log i bABRAOA ith other

r&tﬁ!:eﬂi Od%bth@.xél radibdl CGoRRARIOX thieb| tor m&h Qym_sbogﬁ osyzd, asngklopropyl,
the I'i ke. The term "perhal oal koxy" denotes a
cyelobityb aylppentsld Fraohexyh codehaped sadshelikedi rect I y

ta : It fa rlﬂngqstén?ﬁc acTc,)a(fl%( g[&n‘ﬁ l‘ﬂlg}keg, e Eéﬂ‘*@BﬁW@f ﬁoé%blrée}tlon with other

erm"aryl
radibAlsaten6tes la&@dicélafoﬁtaﬁhmgthréﬁafo svemearbons, suahoasb@ymhlprcoptnyl 1-

c\érmglfqlggqegjtflzg’zr 6{48 dlll C%lés Olrcytc tggt%py armfa te'@?qlilyy i% -Cyplopentenyl, 1-
ngl%g%;éﬁ?use SUC Jhg ﬁ%ﬁfoﬂ@ien‘yp 3. ?@M@ﬂ&nﬂanéﬁlolﬁbtadwnyl

naph ,
dyelohqhytﬂirenﬂapiniﬂtpllﬂcel ndane bi phenyl, and the like.

;ggvt reg]{;etnglg %@Eg’ﬁb H??% tgi%l gﬂgal §1§I ch' pbor%ﬁmgﬁé% Qfﬁx other

et hﬁéﬂ@ésh% alkd Gadibg, Iaé, lefinetihgbdver mtachieyt| di?e)t’t'ly to an oxygen
enotes an aryl radical, as defined above, attach

atomasuet Iasxme@p@np eth@zgy;hn-@gomn @s@yprop@%thW é%gtoxy, iso-
thellke1 li(li t ?ﬁ/dt?y ubstltuted The term

butoxy, REIYIOXY NG, i kyl noiety, as defined

aboverhe fdtmN“AReRHZ )ﬁ'sé&(hereﬁlh eftkéhylboxr in combination with other
napht hyl met hyl oxy, phenyl onxy and t

like,
ek, drpissanalhoot] e e by RagIg gy e pRyEeyatom, such
0%‘{ %ﬁkio\%ﬂyt ﬁft&?&#&?ﬁ&ft ox§! heR€ho:d! BREHRNIKLD

cal's, dendtes saturated,
par t i Thd werdetcyclobkdxygnased nﬁaﬁehm reittherialoB6 or im gomhlap‘mjl with other

i AR T T B 0 e
iifhetn e deeypaies molo%f%gﬂfﬁ'zwwfo%' by
eyabotpiyiery a:hdrtjnb liké- oxopi perl di nyl, 2- oxopi perazinyl,

g 8?8 per aZJt}%q of ohg%ll’l lqgled’ hetre%,om £ gﬁ)lnier}%liﬁ combination with
other radicals, such as “haloalkyl”, “perhaloalkyl” etc refers to a fluoro, chloro, bromo
or iodo group. The term “haloalkyl” denotes a'alkyl radical, as defined above,

substituted with one or more halogens; such as perhaloalkyl, more preferably,
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azepi nyl, diazepinyl, oxapinyl, thiazepinyl,

oxazolidinyl, thiazolidinyl, and the |ike; 25 exanples
woboosardual | y saturated heterocyclic radi cal s pemiNedes/000011

di hydr ot hi ophene, di hydropyr an, dihydrofuran,

di hydr ot hi azol e, and the |ike. The term" heteroaryl"

or "heteroaromatic” used herein, either alone or

cqmnbi n WI th ot her di cal den es u tura
perdgoebea! heeh occ THOToRERTb al CTUGHEE A Ing %ﬂ Srgpethyl,
Dot ggﬁtcﬁﬂﬁ’o@Eﬂgﬁ tﬁﬁh&%ﬁ 1, fh&t® 8 pdlyRalo %ub§titﬁfédaﬁethy1 ethyl,
pyri nyl, fury pyrronI oxazol yl ,

ptdplyhzbutyyl pent;dotoh |hax3dlgxbup81 ihei ferol Shaloallaxy3 Asngtes a haloalkyl, as

i azo t adi,azol.y tri I et ol yl
dﬁéfﬁg 6§ \é%yp fé{ gﬁé} g yzin %tggénﬁzl d taxﬁnan&ﬁﬁ ad' fluoromethoxy,
cﬁ%f&ﬂétﬁﬁv&ny|ﬂuode€lﬁbdynydhlorbétH@i§yl gro&p@l miﬂl yihe like. The term

azai ndol i'n benzodi hydr of ur anyl ,
“mh&lg@lkway dﬁmtqgr%,perhply%/ Is¥loradisphs ?éﬁndeﬁﬁﬁﬂ above, directly attached to

agy i g(go’qun%g?&% ?/%ygo?g#&%@?&yl pyri élothﬁl enyl ,

t hi ermeyemm adyl”, orWax i GhzacghaelﬁpathW/ o&oaommbumon with
th| enop)(rl m donyl , qui nol

di
noteaapmtwlﬁt% iﬁﬂ%ll{’i‘;ng]cﬂ’i{?r waf sk F‘Héﬁ iwherein
'EI)CEH ﬁﬁ%ﬂ}ﬂag t;éefﬂe@ﬁg@ lOYekher B Qzl%ﬁﬁéﬁtnl‘ﬁﬁlﬂﬂer or may be fused, such as
enzothi azin e

nzot hi azi nonyl, benzoxazoly

phemz mabhﬂlyhltvﬂrahyﬂmphﬂlyﬂamaw, bihenyloand thedilsgl | The term ‘aralkyl”

dglﬁqégglffﬁqﬁggll 5{9]1 %ﬁgﬁ%@ﬁa%op{él ‘ttag}%ilt{)] ﬁ% 3@ UEE 29 lb%}zgl phenethyl,

nta A InRENL atdP Bfé TNQS Eihd. te@h tASToxgP ARBotRE aharyl radical, as defined
an}’natl on with other radi cﬁal?s denotes a radic

atbom attmlmg tore alkoxyi g5aep, saelbarkhesgry, naphthgloxy and il fike, which

ARy SRRy SHBRDSY nd 8PS AR AL v

sﬁ@h 84 B&dAyldkiye pheddthylbey, trﬁphthylmeylhybowy phseyl ptopykixy, and the like,
either alone or in conbination with other radicals,

whiplbmey by spbgitetad. acyl, as defined above, directly
at t acfed él‘gl aﬂ%@{@égag »a[no rrhetel%*tl alcasuéﬁehé’ﬂeﬁXYmther alone or in

proplony oxy, oxy, I So- utanoy oxy, benzoyloxy
conthiddtion Witk ethel Iﬁﬁiutaés rietiatey bawiated, parsielly lsatugited and unsaturated
ei ther al one or conbi nati on w

ningosRed At S SRLeIRARIY, Péﬁﬁeﬁtﬁ%f fifiogedapyifus, and oxygen

gﬁ&l’éﬁ radidaRHAE aziediB/Etidiny], pyrrolidinyl,
Wn the Tik whi ch may be subst’i t ut ed. yTI’IIJg

it davotidimyh- spiperidinyly eglpamzm(yl Lﬂgg}gppa‘@qrghwl, eflthgplpendmyl 2-

al ope or in_conbination wth.ot L

%prmwyc_&r SeopL A P AR Sl SEPEhttonoting,
gﬁﬁlyl (Ghzephiyal &demyfi Uﬂﬁdzﬂeﬁﬁ?ﬁd)x@kdﬁdmylalth&hzohdmyl and the like;

Ftuted ar or aryI al

mnméﬂskwfam:@ﬁgr safpratasc |h@wéoqyg£¢?§u%§wawe ”@qu}y &Byquethwphene
i | am. d th

g SRS YR e e R M " e

ei t herh@li@me “Geterdar@Ond figtiéromromatit’ vetdereraimd exthﬁrsalone or in

denotes an am no grou substituted h two
combingiop Bithseliier icall, (RBPIER LIS et tp o ometed héterocylic

aﬁﬁa&@oﬁa@éh% oIciFJ %? EOﬁyh&&Oaitgﬁﬁ selﬁrfté’ci froRUOSNI 6ru.§ %Qch as pyridyl,

roups, such as dimeth
fmédy!” &gy, | @mmly,l djxezdiyll aﬁhlazol,yl isothiazolyl, 1m1dazoly1 'isoxazolyl,

oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl, benzopyranyl, benzopyranonyl,

benzofuranyl,  benzothienyl, indolinyl, indolyl, azaindolyl, azaindolinyl,
benzodihydrofuranyl, benzodihydrothienyl, pyrazolopyrimidinyl, pyrazolopyrimidonyl,
azaquinazolinyl, azaquinazolinoyl, pyridofuranyl, pyridothienyl, thienopyrimidyl,
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phenyl met hyl amino and the |ike. The term "aryl am no"
used herein, either alone or in conbination with other

WO 205021933 denotes an aryl group, as defined aPCWEy2005/000011
i nked through am no havindg0a free valence bond from
the nitrogen atom such as phenyl am no, napht hyl am no,
N-nmethyl 30 anilino and the Iike. The term

t
o T T —
@rrmréorad qwerudeylaumanyh, nlkﬂldoxdzmyllrg beptBxainb@d] ﬂﬂnﬁ’othlazmyl

{) hvalenebndfro th;aoz% tome.g.
SORZVIPAIRPRY: . SRR Y ot E’Ilv d9g0kyli rlegnzotriazolyl,
Iieidapivh | g
Fflhitke e urdn] %Erl\rgoo@h S RAG AR ABRAA, and the
carbonyl used herein, either alone ( c0o)
er radi cal s such

o;I Iky car olr:g g a%él\r,r%%an hgra?l%?ryf mr‘édd’iltlf%?tlon&@ pther radicals,

dubiss Iatnatlxedl mﬂthnﬁig @lektyl eipmdéaBdnsSiteh a@sfo?rﬁyll a@étyl propanoyl,
al kanlo as dﬁscrl bed_ above. The term "car boxyl
RiAngy i hiiAao s Rontanoshehespnoyl, Bentenavht basmoyl il dhentike, which

rﬁasr@éjguq:jgtllﬁteddenot es a - COOH group, and includes
derivatives of carboxylic acid such as esters and

am dé@le Ehe faeyloxyesset henfbﬂeruﬂlef alone & ﬁﬂeoﬁbmhﬁon with other
.h other dlcals engt es - group,

A b ER 2 TRy By e dEfbicy Bers. A inettadied e aniayben stom,
sB6H af abBRyRil) eﬁro%‘i(ﬁltyh /=0 ’Bﬁﬁ%ﬁéﬁeﬂy | is0- gﬁfaﬂoﬁﬁﬂl kbenze%loi% and the

met hoxycar bonyl oxycar bonyl”,
y be substituted; aryloxycarbonyl group such as

hen QN 10,,na on rbon and the I.i
oy e eheaBi OO i AR, Rt VGREO e or 3 Sqiebihgtion giith other
radicie r&mb&xmaé&y@ rgyéup m@éfﬁrehyéa%fc afahoply t:H3c0NyH C,HsCONH,

CRRORTdE h“é%%i é?%coaﬁr?g@athmé,' é&hﬁ?@ wsohaitoedi

conbi “ a
ani n ggl gltrt%o ny are aﬁﬁ?({—éﬂln%— 5§ 3d hg ﬁ’éle £t gombination
vgthoatper Isadnalspdermtes dbartline b, Istlwtmﬁie@ "\mﬂﬁ@x&bgérbhf) Wéi8€led from
éqgt%&s nehga/l %H] (iie, di ret hyl am de, ethyl am de
Gt vh ivgssituted plkyleany), igabstitpied et ar-aavie kot 8rmlpﬁyExamples of
mEIRAIkPRERLS, g%ﬁ;h efnﬁﬂlldgn%&flylhfﬁm ucrgﬁ{ygégt}lfng,n »l-lpropylamme, n-

ot her " radi cal's,
butifl*ﬁnm@,a’r-p@rtyllamm@and thé tike.al kyl ami nocar bonyl "

"N alrréy% éﬁ).{i;'stgﬂ?equ@gg (bolllﬁgg al Qleﬁg]ernﬁgl?er ct))rol?lyclombmatlon with
ottr addicals; Mehoted %Xﬁ(ﬁo%@ﬁ’ﬁ k&%’s)fﬂtuted A ’WM— ﬁhﬂ&ﬁls hit 2y be same

hydr oxyam nocar bon , Ssubstitut

of r%ﬂﬁ@rgmt. salecter frome (Cm(‘xmlkyﬂr swst«gut@dnalm ahgbyéubst&tntbd aryl, or

o hyRi) @SS HER D B 1o, TAbROG RS,  dicthylamino,

phmkhethga]te&mnwmh tilekeal kyl radi cal and with two al kyl

radi %g espectively. Preferred are "l ower

al ky 8t ‘?ﬂ‘ﬂ: arrﬁk@ﬁyno Higdi hﬁgemow&eraalqm or imadombinstias with other

regizé;a?rs‘; 'd@ﬁjceé‘:gmxgey gré@bgg g ﬁl%d?a[yo gl 09 qxrougﬁcellm(ir?cl) ha\j;rrllg a free

vilbhe Hopd -fomithd aittogee atoln rsw:h adl gy Randifid, hﬁ@[b)ﬂnno N-methyl
ﬁ %‘Hl ubstltuted respectively, vvlth one ar

a’P ®d¥Cone al kyl, and one aryl radical. The term

"am pe ?errfﬂo‘ré)‘élﬂr(llgﬂﬁliﬁo”idgg& E&@ﬁlr @ftllféf'lalcfn%dér 13 cBmbination with other

substi t ut ed am nocar
radicals, denotes an arylalkyl group as deﬁned above linked through amino having a

free valence bond from the nitrogen atom e.g. benzylamino, . phenethylamino, 3-

phenylpropylamino, 1-napthylmethylamino, 2~( I-napthyl)ethylamino and the like.
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radi cal s. The term "hydroxyal kyl " used herein, either

alone or in conbination wth other 30 radicals,
waelewse®4an al kyl group, as defined above, subBCTAN2EH000011

with one or nore hydroxy nadicals, such as

hydr oxynet hyl , hydroxyet hyl, hydroxypropyl,

hydr oxybut yl , hydroxypentyl hydroxyhexyl and the

like. The term”am noal kyl " d. herein

conbT PattFm WXOh ©F h&propPaY; c‘éﬁe hergimy, o‘f‘g‘&r ﬁoﬁﬁn ¢8“8 ) or in
R AT b SRt etimui
Cko- }srbstﬂtutedt\md; arsalkil laélcalmuoh asaayl af alkansl,i asidesgsibed above.

am nﬁ %:lm gw‘:fw elql]d’ ALK lrl?e;rn%{gf aloﬁg & ulgﬁ(([) %ﬂnatﬁc!noalﬁh other

raﬁllléﬁl/s ded £aLOCH ey, laﬁaimlmse der&t‘tfzttﬁ?eh efl caﬂboﬂyhcazmm such as
group, which nmay be substl tuted, s as nonp-
esierssmdsatniud@ﬁ Jeheatiery | “apHerioused MprRin, ?I%ﬁ %ws%yammn with other

r:?,dS @? éil?ego es, eggi(g 2 gro%%akﬁ%ﬁ%mreg Szgulb% Fid Jgﬁfagves where the

eqibl molttids b ﬁﬁo@cknﬂong]l’ @m:h assmethoaﬁcarbmlyhcpthwg»tcmjobpyl and the
et hoxynet hyl , nmet hoxy t he

th
likpe whishmay absy |86‘st§tléwﬁ§| arY&pg@aar el Ylg| B Ty ppﬁnoxycarbonyl :
ngﬁﬂ‘gl @:;a!rl?cﬁlyr\”atda t‘ﬁUlﬁ{ GARKCALY bel sﬁEitHﬁit‘%& aralkox¥carbony1 group

,“napthyl oxymethyl, and the 1ik
ster a8 bargloxyyabkyyl ph&eaﬁil}d.@(yha]benyl, napthplanephoxygarbonyl, and the

%enb .n t|on Wi h ot her radicals, includes Co6H5CH20OCH2,
L S’é‘t‘f& the |ike. The term "al kyl t hi 0"

used T'Pl%rt%hﬁ‘ “aﬁildé’feﬁse@| ]SHI‘éinO kloh® of AfilbondiihAlonwivith dhdreradicals,
radi cal s, denotes a straight or br anched or cyclic
representy| spramigodashonyl easticad Ggﬁ? T el&Fh@yarleP g&?}lpdﬁ mono- or

C{fﬁﬁ%ﬁ}gﬁt (ﬁe 4 Yke}%ﬁ%gﬁtqg{%gagsﬁf as F&ﬁ}f&hﬁ@?na&?&ﬁlaﬁﬁw €hylamide,

d&h@Ararieband ey BKe. tTHR tith MamiicaronEl Gi?.edifhermt tepthethalone or in

ethylthio, propylthio, butylthio, pen | t.hi o an » ey
qomb{naﬂgn mpggl%%gacggpéq;,,wﬂap@r 1t<mn(§ps faéxs aminocar on{rwlalkyl

a?l%&c% exy%ﬁh;og\ﬁg?ﬁ%ﬁ@&%% 4o, “l\ﬁNCdlélﬁﬁlrthMdﬁi%nyl” “N-alkyl-

$4bgihinot@bonyThe t‘HFatkyltNthéﬂokyammusa&Uoﬂpé’f ei n; aed t hd-alkyl-N-
al one or. i n_conbj

1 th . oth «
twéffa«tya@lwr&pawikg oupbRLUET | o vaBtvERtef T albea s N
)}gﬁlﬁﬂﬁcﬁfonﬁr ‘@\I Nsaalkyla%%c%rﬁn P"ERnBER I'h.fni?mocarbonyl radicals,

rogen or “aryl group, e. t hi onmet hy
avetefiped iho&vaew}myh havqabmysubmtm longatkyl Fﬁ!‘h‘Fall red with two alkyl

W\Q&C&Qﬂfesé?ﬁglﬁ@g’u g’p’?fﬁlge I%(rj‘? “ﬂa@v%ﬁtﬁﬁwg%m%%%@}#ﬁ q%%&% lower alkyl

Fa@féhl@ ahs,def@Rlieab@R aftidhed! RURmigscathiyn &ddlaﬁo\fEhe terms “N-
't nked through a divalent sulfur ato 25 havj ng
iylminataonp!” rodd" N—ﬂﬂﬁﬂ-i\h@fymlmﬁaﬂmﬂgln dsmete gsiocarbony] radicals
t.hi o th hi.o
g"gﬁ%{?@cﬁg cﬁlyglg %ﬁt&;. onuesag‘ aaefrggl r(])l' oh? alkgr' ednhedn@ aryl radical. The

féﬁﬁbfa'ﬁﬁhd)&[’bdﬂ?lalﬂkylm1h81i1désadlk§7&|rsd1cade rmbastumd w1th aminocarbonyl
al koxycar bonyl group, as defined above, attached to an
icals. group, such as met hoxycar bonyl am no,

et hox’l‘ﬁea{eprgn‘%gr@f&g}ﬁkyla NHed H&eilni, Kifher A or in combination with other

radicals, denotes an alkyl group, as deﬁned above, substituted with one or more
hydroxy radicals, such as hydroxymethyl, hydroxyethyl, hydroxypropyl, hydroxybutyl,
hydroxypentyl, hydroxyhexyl and the like.

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

denotes an amino (-NH;) moiety attached to an alkyl radical, as defined above, which
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30 term "aryl oxycar bonyl am no" used herein, alone or

in conbination with other radicals, denotes an
waeybkoxyear bonyl group, as defined above, att aP¢iEIN20a5/000011

the an am no group, such 42 C6H5Q00NH, C6H5000NCHS,

C6H5Q00NC2HS5, C6H4( CH3O) CONH, C6H4( OCH3) OCONH, and

the like. The term "aral koxycar bonyl am no" used :

herein, alone or. in conbinati,on. w,t ther . i gal
mggs nbR e%‘béfﬁu“zfaal W6ky B8 B8 3o b§Ub§€t“\%5 ZHBE?%@% he  term
“alky cjuf]%’@le:gdor%ggﬂ,laloﬂésoﬂﬁfcio%ﬂnaﬁbﬁ%ﬁth Gthéraatiesls, ddnotedrin alkyl
a H5 CH2 OCONH,

no group C6 H5 CH2 CH2 CH2 OCONH, .
ra@ishb €A RRENHOES, 206HECHREOGNGRPERIoUPCEhithamMay Crabitired, such

, 06H4(OCH§CH2 nd.the |like. The term
| aSTIRRG GG %me%kﬁamﬁ%yl am nocar bonyl ami no", 5

"di arky e rakdk b afided Oherdime chidier ek in edmbigaigon iwith other
conbi nation with other radjcals,

( denotes a h
radigalsodigtiotasiancilioxpamP), agdatined abova ati@eheddo afiality] RERP; such as
al.kyl ami n ' i n r i1vel vi
oGEFATHT, ARl habhftl oy amRy BRPIRS Il e tom
“GrolokgdIRg” wisé cheheinealoneeort irecombomtionrwitn otlearbfadivalsorincludes
w th other radicals, denote .~ C(= - NH2 .r adi calqq. 1
pheREXYBERYE ARG 350 b ik aﬂ% permy gaplieiyaliyl” used
h%girn?ri figﬁ 69 12PDBvinMIAGHEE dtBerdFadibalsli Micl@de’UCHIOH,OCH,,

oxyam no" used herein, alone or in
CeastHCEHGH 0 dthetliker radi cal s, denotes an al koxy

rou as defined abov att ache . . .
0 Oy 32 SSL LI 2HE L SSUEY e, AR Pt o
r£REEN B8AdtaN Wréiélg%rhﬁinché&l bE 8yclic misoRhlest subblitGeht comprising an

a
nol ety, and may be substituted. 15 The term "sulfenyl",
aliyl Bubfofnge tafwelve earbier pipas; edefingd abovee Pgi(?ﬁi,s thypughes divalent
r | cpnbi nat Lon W I ' ot tvlthi
B RonC BT LI SRS, R o i
eﬁfytltldi@,s lpﬁ%iliyltlhid)! %d‘ay@dthhky |p|e_nEﬂlthio,Tahﬂtbﬂlerld@r jElxla?lplesl of cyclic alkylthio
eterocyclyl, an e like e term"su ’ : :
arsaiclooRaayIthisk oy lebatE HipasTelopsiyl biog PRl iy thig; apfldhe like, which

|.ane in conbination with other radicals, with
Hgatyﬁ%rsu%)ge)#ur#seﬁ's,uch as al kyl sul fonyl, denotes 20

di valmettermdiliedlkylS0Red Iwreif, ¢ifR-alongher i Fombigation with other
substituted or_unsubstituted, group elected fro L QR?
ragiga)s, degptps an ﬁng]eg%‘éPaﬂs,deﬁ’é‘?degoé’X&&%&?F : ed f0 f §IRWP Pﬂ})ér.nula SR’,
y b Ih t Sikyl &) oyl orfond] 68l MiorAg@hyekigigdthiomethyl,
\Aél@lré(k %éitrgééﬂ haldg(?g'éﬁ, QIT{PIf o’n?? gfoag ? ord@hyle nigiigdthiomethy

ove, tached to a su radi ca such as

penylihisnethprand the Bk ywiich menpe subsiisisd. sul f onyl and t he
like. The term "arylsul fonyl" .use rein, .elther :
al onel 5y 1S5 “ESHEIRA aPFanL%e{\'{% eétﬁ%efddo?gao ﬁc{al}l g&h%lgﬁg?%g ith other
3ithis f Rebeabs aryderdipf A@dinalavéve, lidkedthtagheddivaent sulfur atom,
sul fonyl radical, such as phenyl sul f onyl id the | it}ée'
IByingabires plensp Sond om ihe snifiraiem sagh asthe algn?»sﬂaﬂ?ﬁvl 1o and the
i el ected fromthose described anywhere in the

ecification. Particularly useful conmpounds may be
sel ectigdidrmOtalkoxycarbonylamino” used herein, alone or in combination with

e e B LS o
%&Fyg'{o@ %xgclshg isaﬁgﬁék%%dg%ﬁg{ag nedlyRaBbnfbinld =3d RS ke, The
term “aryloxycarbonylamino” used herein, alone or in combination with other radicals,
denotes an aryloxycarbonyl group, as defined above, attached to the an amino group,
such as Ce¢HsOCONH, Cs¢HsOCONCH;, CgHsOCONCHs, CeHa(CH3O)CONH,
CeH4(OCH;)OCONH, and the like. The term “aralkoxycarbonylamino” used herein,

alone or in combination with other radicals, denotes an aralkoxycarbonyl group, as
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Met hyl - 5-[ 6- (4- chl or o- phenyl ) -5

- (4- met hyl sul f anyl - phenyl ) - 6- oxo- hexyl ]-2-nmethyl [ 1,
w@2jodiooreane- 2- car boxyl ate; WO 2005/ 077943 PCT/IN2005/000011

PCT/ 1 N2005/ 000011 14 Met hyB-5-[4- (2, 3-di hydro- benzo[

1, 4] oxazin-4-yl)-butyl]-2-methyl-[ 1, 3]di oxane-2-

car boxyl at e;

GBS T SOAS, PR iy ) Eancrocons,

CMS LCHICHO t@l\ﬁ-’id' Y dgHIHEOCONHEZ- C] PyCHAICHDGONC;H:,
yl]-2-nmet hyl di oxane 2- car boxyl at e;

C&Mﬁ%}@z@ﬂ%@ﬁ@(@bcﬂzﬁ@pmﬁﬁétw} kef "1, 3

] di O)ﬁ’i\ne 2 gar boxyl‘ %oCarbvfﬁ)béﬂn »met hyd,p Hflfll) I1§7amin0”

- 0X0 ydr o-benzo t’hi azi n-
“malkﬁlltmnﬁ)cbrwn?mﬁﬁﬁo” Wed aetei vloaker nl\/bdnhblhaaﬁel{ W1t(12;th€‘3 radlcals

danotesis vz (ROVHEbGRYPA BRI e agfine sroup
Oﬁ %“mﬁﬂ%ﬂﬁ’é&c X b@s)y%&%ﬁ Riterd alkyl[grgnnp 1 as defined above.

ane-
Met hhe Serfost “amdblhe”lusdd hnﬂaml eitBernelohe/ lor [in combination with other

raﬁldecg SSI og&gse 9263 f\lgisryﬁﬂj dlﬁé%h erlflz“fﬂ%tlar}ﬁdmo” denotes an alkyl

AEcRssed hhReY hitdcBed to an amidino group
%\cgétﬁ%? cﬁss ?4 benzyl - phenoxy) - butgyl] 2- et hyl - [[
1, 3] El‘hextarm ‘leqmymmmf’amsgd hdgein, alone” or in combination with other

3- y4 0
T U A ol el i i
t&’ﬁlt ylroxyhhido? ‘u@é’d hatemoxpne bhin donan@atmnhﬁl other radicals, denotes
di hydr o- benzo] 4] oxazi n-4-yl]-butyl}-2- methyl-[
“NH) .memeamimw bmqhsﬁ&u@e |

]Ng,t gﬁ{.}}ﬁ% %ne t(‘:‘g t)engl”[ & ‘(sﬂlf@%na‘?fﬂyi’céoagr%ﬁW 0¥ IHerdin, laléne or in

chﬁbﬁl‘ﬁhoﬁ Witk (ﬁﬁérzlfaﬁibal&] dbnoxes| a- Gvalbatpgropy, | S oreR 490, -vliere Ry is
3] di oxane-2- carb

ox
lﬁgtﬁd G g st et ALKD o6l brtgroasy) hgtesn L ey e o
hyl i «@ 7 d h ith 1
e hy h%ggltﬂ% Lﬂfiﬁgﬁ"zirl O)E(lgﬁli)p é%ﬂgaﬁsedﬁvywes uﬁg d | )e/rlem either alone
ot idoinbiatien Frithcathéravedicalsgwith ehdrytbrngs- smhiaﬂalkylsul onyl, denotes

xgalg(;]%d*ggl;glzl §é|2-£ 2)?{}%()@& Véilgrﬁ g{ is substituted or unsubstituted groups
sEfebiel froml Axr agn %E@er@%l/gp qaéﬁé}odgel@p mhli 1i2e m% XLyl sbif8heli” alenotes

xane- 2- carbox I"at e;

alKﬁfgﬂ]eﬂisgwqgﬁm&wve,. ep,ta@bgd foa sql%(opyl gadlc[al such as methylsulfonyl,
Jt di ox car

Y s l, é’ﬁ%ylsﬁﬁ?éﬁ%li%})% %Fg%w ?‘ilez B 3‘a{/¥lsTlfoi1y£’ l]lsed herein, either
a%ﬂ%xé‘rnﬁl ohiih oty with &therMatiionls - dervedshatlyt tadidals, as defined above,

tolyl 3 ]d 2- | at
avépm‘én o p b o shn B B 2 vt

th hﬁd@'bﬁa gﬁ;ﬁpg g‘ﬁ?zstﬂgﬁ}ﬁrléﬁt(ss ’ogf’tgg ﬁrgu;ts ma?( dbleoieé%céed frggl those
dd@@rmédaﬁﬁwhere in the specification.
%g?ﬁ@ggﬁgﬂéﬂ@ uor o-p @nox}}/%eg gﬁg&ﬁéz- nmet hyl - [

]%ﬁ@@}/g an eﬁ% la éxc% ﬁﬁ%]ﬁ}{?‘ B Sy Butyl Dxbth[-PRY ] dicxane-2-

car poxy ate

Mlbchgyllat& [ 3- (4- benzyl oxy phenoxy) - propyl ] - 2- met hyl - [
1,3 dloxane carb

M(eﬁl gﬁ @’1‘6‘3@‘?? ;l,%y]) b&yﬁﬂ%m&hj{lgﬁ 3§dloxane-2 -carboxylate;
MK @rt% @-GR6BPR¥h S-S (4-methylsulfanyl-phenyl) -6-0x0-hexyl]-2-methyl-

[1,3]dioxane-2-carboxylate;
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WD 2005/ 077943 PCT/ 1 N2005/ 000011 15
Met hyl - 5-[ 3- (4- benzyl - phenoxy) - propyl | - 2- net hyl - |

wa 2@pa7tane- 2- car boxyl at e; PCT/IN2005/000011
5-[4- (2- Et hyl - 4- oxo0- 4H qui n&zol i n-3
-yl)-butyl]-2-nethyl-[ 1,3 ] dioxane-2-carboxylic
acid and its pharmaceutically acceptable salts;

@%ﬁé&ﬁﬁ%@éﬁ!' R A S E T

4- Chl or o- phenyl ) - 5- (4- et hyl sul f anyl - phenyl ) - 6-0
mmyhexyetpylzsmhgmxam-@}yld:iuw&hhﬁﬂzhc@@%éwrbw ¢:d

q{ ,11-5([% (ghﬁﬁ Haérr%gh%ilﬁ cff?, ﬁcc‘i}?ﬁh%? |5€yl)°‘-3'btryﬂf-2 methyl-[1,3]dioxane-

2_;&&14,},59%%1 n- 4- yI) butyl ] - 2- met hyI [ 1, 3
] di oxane- 2- car box%l ic _acid d ng lIJtI cally
Methybpt (4tnaebazal-9-y1-bpiyl)- 2-methy1—[1 3] joxanb-2-car ate;

AT T P K ot Sy o
250@ bogylate;
i P e b
%@%ﬁ% g2~ Met hyl - 5- [ 4-(3- oxo 2 3-di hydr o- benzo[
|

azin-4-yl)-butyl] El&ﬁi“ oxane-2- 15
Ml Pxykihy]- ae(nephanotmam kﬂmlrlmi t B&thegnea”c@aéb@wté;

SEREEACREER: T e
Méﬂhﬁ@ﬂx‘éﬂ%i—@qu%éﬂw&pyﬁ&hm ﬂrptntﬁﬁ[m]atmnamaamme
accept abl é sa

Meth&ltﬂa&‘l (%quybph@mm -butyH-2mety -t igrape-2 spehogy i - 2
1\4%‘[6 122°n1‘§g1y? 58[‘51 @ S0 51 g PN BEIRE 4ok AR Y166 EPL A Bioxane-
zscagym(g,[hw 1-yl -butyl)-2-net hyI [ 1, 3] di oxane- 2- car boxy
VIR RN Ay S U A TN
%GE%V%&?%E‘?I%&/AG' -c%b{jyl%d its phar maceutical |y

Metht= 14:&@1@{4~@hmy§)—pmnom byt ﬁgkﬂloz[cmesq -darbseaate

C B ogi/rplégzé’iflﬁgcho@ ﬁéjflﬂyppg). ? nar Hjﬁ‘? lét] dloxané/ 2- carboxylate;
1‘(‘%‘?‘@ 127 4nlY 98@%5%%"@%3‘1)‘%@1] AmétBytpuBydipxdne 2-3

car oxyI rc acid and it's pharmaceutically
atoeplatdh)| e salts;

I\%etil%dg( i%-%%—_b drk]%%‘ B]%eegppgs %ﬁ}ﬁb? tﬁyls[l@]ﬁ%%% ?e&ﬁ%xylate
V1dth ?i _slinetRe s 43 Gk Fan gl 91%!p§il)a[ld3]dio$:ane—2 -carboxylate;
p maceutl cally acceptable salts;
mhyzeiwm-srqmopﬁemmopywem@m L arpns 2 ospasiiie.
]é[g%? %%y 5 [?(ill %hgn Q(yl h%nom I ORELHL 18R xhNe- 3G ek fates
Relt- Wz(@héop%ﬁwhehm@)kaomomﬂe)hyz-[ueldam@ 2-Giroptate;
car boxylic acid and its ar mac utlcal%
mdvbﬂamtby %rl(w-wb@&mrsm fbglsi B0o11 16
]gﬁ h‘y%gi3gﬁﬁ}car | C a )6 Jﬂgﬁﬁ}’.lz)méiwly[llb]aoﬁﬁ{ebﬂcaxﬂaéxylate
Methyl-2-methyl-5- (3-phenoxy propyl) [1,3]dioxane-2-carboxylate;
Methyl-S-[3-(4-ﬂuoro-phenoxy)-propyl]-2-methyl-[1,3]dioxane-2-carboxylate;
Methyl—2-methy1—5-[3-(naphthalen-z-yloxy)-propyl]-[l,3]dioxane-2-carboxy1ate;‘
Methyl-S-[3-(4-benzyloxy-phenoxy)-propyl]-2-methy1—[1,3]dioxane-2-carboxylate;
Methyl-5-[3-(4-methoxy-phenoxy)-propyl]-2-methyl-[ 1,3 ]dioxane-2-carboxylate;
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and its pharmaceutically acceptable salts;

5-[ 4- (4-Benzyl oxy-phenyl ) -butyl]-2-nmethyl-[1, 3] di oxane
WO 2008artyexylic acid and its pharnmaceutical |y PCT/IN2005/000011

acceptable salts; 5 15

2- Met hyl - 5- (3- phenyl sul f anyl - propyl ) -[ 1, 3] di oxane- 2-ca
rboxylic acid and its pharnmaceutically acceptable

Néﬁ{yté’%;([ﬁ=(é_r‘l?ﬁﬁyl_pﬂ%ﬁ%’w)Rfﬁl?%b%n}e-ﬂﬂlf{éQWP’-“IHE'%T%IP8’%1?1@1 2
5@%@-@{&&'&&&%%&&%%@ yPBRYITBCRLVER 5 MiRea6Rt @ &ylic

add Mad hy phavmpSeufi¢alithactertpbletseltxy) - propyl 1-[ 1, 3] di oxane
5 J% éé %’{tlgg-lxqﬁhlgl%p]?tg Iélgylc‘r)jl)?y -blutcyﬁ] 2 %r(ljetf?yq-etli %&S)li%ecf cat%oxyhc acid and

1t§p1£§m%éeuh%91w Mbm@i&%a@e.«y) pr opyl ] - 2- met hyl - [ 1 3] di oxa
ne- 2- car boxylic acid ghar nmaceut i cal |
5464 é5thidsbephsay)-§-(4- methylsulfanyl-p enyl)-6-oxo-hexyl]- 2—methy1—

L car box
LGN pe B i B el AR BRaRs 0
Sgﬂ -2, 3—D1h dro-benzo[1,4]oxazin-4-yl)-butyl]-2-methyl-[ 1,3 ]dioxane-2- carboxylic
r ono- phenyl sul fanyl ? propyl]-2-methyl-[1,3]di
a@d@héltiph?éﬁ@é‘%}ilqagy aeqeptablepalty;t s phar maceutical Iy

- - di -2-carboxyli id and its
23@[&;@%9? @y‘?@xtd%ennlc?x@l %“rt%%;g §] oxanedlcg)r(ao%cg 15 cgrmboxyli
ha.rmb@htﬁuﬂiy actczeptabl"eaaalm,ceutl cal I y accept abI e salts;

52(4@%9% 1 b&ﬁﬁ»\ﬁg noxt\{))df[g 3?&%7(%9%2(%&%%{1 {cal | %7dd RO its

g&ﬁ%@ﬁﬁ&hﬁy S&lebfable salts;
-5- [ 3-(napht hal en- 2- yl oxy) - prop [ 1, 3] di oxan

3
Vb8 Fiono ehydraibereel | Hu ek bkl Hioxane. 2
t abl

C?sr% 129 ﬁ‘?@i:tﬁt)%fnﬁlﬁ‘éer%'ﬁ?}iy BF S%ytflf 515 et hyl -[ 1, 3] di oxa

(éecan@awbé&oﬁpugh@m LAL§15-butgh)aa-aRas |, 6 fdibsane-2-carboxylic
accept abl'e salt

asid[aad (ita phemrrssytiqaHemesspiable w3 | - 2- met hyl - [ 1, 3] di oxane
2'%18@5 -?-gﬁé)lheﬁ?tﬁ&&gl-ﬁpgl Bﬁt?l) [PRAIOBREYLLABodyic acid and  its

pﬁaﬂx&cgﬂiﬁfiﬁawepw(}&nwm) pr opﬁl ] - 2- met hyl - I I[1 3] di oxage-
- car oxy | C acl phar.maceut j.ca accept abl e .
Ss@rkndol- Irpkbwiglhied- ﬂ@@vg&bﬁfj@we@ma@q’w Ent i )c;ﬂc ﬁaypb g 1ts
pg ,gtﬁicg}i? f e k@@cti ons and 30 techni ques

escr t

I's section. The reactions are performed
-Meﬁlyll \5€(ﬁt;ﬂ1enyip$}p§mdmaﬁt-§el-pamt§tlhél 3 ingene-2-carlbxylic ep¢id] end its
pglg{p edqa@nd are able for the transformations
el E@QEeptarbt tSunder st ood by those skilled in

3- pﬁ% nz'yllgﬁeﬂo&?) bﬁ@l]w&eﬁ@ﬂ DB Rdxafb-2t gyt heddi¢ and  its
s préesented may "be varied for the purpose of
phatmmemm@ytaheep’mhimlt%n of the conpounds of the

B2 S O BRI s
carboxylic acid and its pharmaceutically acceptable salts;
5-{4-[2-(2-Hydroxy-ethyl)-3-o0x0-2,3-dihydro-benzo[ 1,4]oxazin-4-yl]-butyl }-2-methyl-
[1,3]dioxane-2-carboxylic acid and its pharmaceutically acceptable salts;
2-Methyl-5-[4-(4-phenoxy-phenoxy)-butyl]-[1,3]dioxane-2-carboxylic acid and its
pharmaceutically acceptable salts;
5-(3-Benzo[1,3]dioxol-5-yl-propyl)-2-methyl-[1,3]dioxane-2-carboxylic acid and its

pharmaceutically acceptable salts;
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A-(CH2) m X- (CHOn~ (H2O)r-YH (I1'l1) (HROr Y R

Hydrolysis Y CO2H A-(CH2) m X-(CH2)n_. C X (H2Or Y R
wadb@soompbunds of general fornula (1) wherei n BCT/IN20€5/000011

synbols are as defined 5 darlier, may be prepared by

route outlined in scheme 1 above which conprises i)

Reacting a corrpound of formula (11) with a corrpound of

S i Mot perSPEOEPL R I G A G S oparcotbonylic  acid
anﬁx{ggl%aﬁ)rn]fcreﬁn qﬁé Ip@ﬁﬂe &dfs! 1er. Cenerally, the

led out in an appropriate solvent

S%SQ?Smldm?pi}(@gl)mmwmhg -[d13ddiosanest-earboxylid | &cid prpd  its
an t i ke er solvents such as THF, di oxane,

PIHF@PWPCBES’I%FGP@?I% ¥Hoxy et hane and the i ke,

or oe@ﬂa@&h %ﬂ?ﬁb;ﬁ}ﬁﬁ[(l@']@l&aﬁ-}@aﬁhkﬂﬁ@ netab@ne, and  its

hane an e hydr ocar bon sol vents such
plmsmb@mtlezdbf acceptatlasalisy- hexane, cycl ohexane and the

| j | : ,
e b R
pl})ﬁ‘ﬁl&@é@lftmally‘adcblﬁaﬂégslwce of 15 Lewi s acid such as

trif de d h h I .
28iCi koo s acl SRR SR oo s
pgarmggedugg; a&@@%ﬁl‘é‘%ﬁt@s nitrogen. The reaction t i me

m nut'es to 24 hours. ii) drol yzi ng
5434@&@%@1—@heﬂ0xybmf@yﬂkh-)nevhyﬂ4ﬁl 8]dioxabe-@-carboxylic” acid and its

reagent s/ sol vents to a conpound of formula (1)
ph#Eragsic Ya‘icﬁ%tag Bl%s are as defined earlier.

b5 -£3- ?thyIIBSﬁvL g 3 RPbMBBDScalBkylle selgid ed fandm  its
3%002 %% psol ﬁk@ neﬁ?hanol et hgnol pr opanol ,
pha'mmwpmaﬂ)j/ acceplablessali$; and the |ike or m xtures

5. _e(rﬁ.jgrgglod%%den%lévm]& y. )IO%ot&y pr{u?t%g ”@%48{(,5&& E%Q}b%x%daccld and

1t§’é§lﬁnﬁﬁé{1dcﬁﬁy 'ad:déﬁiabliel)dalt@bl e bases may be Li OH NaCH,
i ke. WO 2005/ 077943 PCT/.I N2005/.Q00011 .
240eitiyl-§-(Bphergratnrpyl) 1 1.dkiovese 2-@roxgbtpoungdor  and it
ted to th i tabl
pb?‘irér}ar?ﬁ%éc llg'@?ﬁesﬁ/a%g‘“{:%g%’t Zbl eosal flsr byst“ecﬁm :ues known
5;—?3 Iilﬂu«t’;ifo'lphen grepAl-2 nERPR 1 3] @eRRe-Aetboxylio Caiimand  its
( CHmX(CHnM\~ (HOr-Y (IV) (HOTr

p@g@}acetmc@}lﬁ |a9@qp

-Methyl-S-[3—(naphthalen—2-yloxy)-propy1]-[1,3]dioxane-2-carboxy1ic acid and its

pharmaceutically acceptable salts;
5-[3-(4-Benzyloxy-phenoxy)-propyl]—2-methyl-[1,3]dioxane—2—carboxylic acid and its
pharmaceutically acceptable salts;
5-[3-(4-Methoxy—phenoxy)-propyl]-2-methy1-[1,3]dioxane-2-carboxylic acid and its
pharmaceutically acceptable salts;
5-[3-(4-Benzyl-phenoxy)-propyl]-2-methyl-[ 1,3]dioxane-2-carboxylic acid and its
pharmaceutically acceptable salts;

The novel compounds of this invention may be prepared using the reactions and
techniques described in this section. The reactions are performed in solvents
appropriate to the reagents and materials employed and are suitable for the
transformations being effected. It is understood by those skilled in the art that the
nature and order of the synthetic steps presented may be varied for the purpose of

optimizing the formation of the compounds of the present invention.
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A-(CH2)m X- (CH2)n < (H2OrY RL (I) 5 Alternatively,
t he conpounds of general formula (1) wherein all the

wayibor®4nre as defined earlier may be preparBdI/y2005/000011

route outlined in scheme 21above which conprises; i)
Reacting the conpound of general formula (V) where L
represents a suitable 10 |eaving group such as
| ogen, nesylate, tosylate, triflate & the like, with
ds of general forrmula (IV) to obtain the

conmpound of general fornmula (la). Sui tabl e base CO-R
met al hydrides e H and the like aI| >< 2
rYonat

acardrgpak-es g pot as&ieRA%Rr bohat éCHZ U 6)3

and the like, sodiu hy@oxi de, pot assi um hytte@xide, Ra
or gani ¢ bases é g. ﬁl al kyl am nes and the |ike, 15 (a)
organol i t hi um reagéhts e.g. butyllithium lithiu

dii sopropyl ami de, lithium hexamethyl disilazide ajftydrolysis

the |ike may be used. Reaction may be carried outfin

sui tabl e solvents |i ke DWW, DMSO, THF, di oxane,

n- hexane, cycl ohexane, dichl oroethane, acetone, COH
di chl oronmet hane, tol uene and t hea+H-(B2)eX-—nT(RH ><
thereof based on the suitability for the basegy)

Reaction tenperature may 20 range from-78 Cto

reflux tenperature of the solvent(s) used. Inert (I)

at nrosphere nmay optionally be naintai ned using N2, He,

or argon gas. Reaction tinme may range from1l to 72

hours. ii) Hydrolyzing a conpound of formula (la) vvith

sui tabl e reagent s/ sol vents

( 1) Whercemponands of r@ng%ﬁqugltlaaﬂg n&aﬂﬁga sgg{ap{s e s defined
St %)43’?006 p§ Jﬁg&i?f}c%ﬁ%i@&llﬁéﬂhﬁﬁeﬁénﬂﬁb&% whELE @6ﬁ9r1§efsom

c¢oho srven anol, ethanol, propan
i sopRepairy a cdmpuumd b Foramda (hevitli & eorapoundya lfcore@lla (III) to obtain

th f 20 5/ 17943 P I N2005/ 0000,
. o OTHORRG ohraaB 0t ERTETL SREE G pated s all other
- 20 0nH0Q assa’éfhﬁzaleﬁrlﬁﬁ' G&lﬁéﬂﬁl}’ tieerelitlon MAyEhe amdiet lodt in an

i ke; " sultabl e bases , KOH and the ke
i i) apptopoinglsofvent 5616@@1‘1%fr¢@cp01mﬁ@1 HpEehas aeﬁoméﬁlﬁul)w and

(1) e.cony rte to th S h
biar e i 5 s bR of THE, MGRAP' fetyl etber, dipetbory ctbane
in thaqanhe hker lﬁdlogéﬁat@ﬂpfseﬁzleﬂﬁsedﬂdeh aﬁlHCh; aory dlbh]bmmethane
above nentioned reactions any reactive group

substdiclierontinee andthediken Bydperraen selvenit é‘&ﬁhd"?snlben%“e " foluene, -
ntional
cory S SR 5h L 0416 sSULASILE B it i

t hos gceldtes dsdg)&fpy@ atétaealndythe ikt he mixturesTHerend} hothe presence of
formation an

removal in such 10 protectin roup o
t hos d.evgsaeist ushas bhesem bifluosigs rdigthylagther; GPIRHEX @br-22 49 420 °C.
bei n rotected. .I. tiSert h
" Pr otg]etbQ? fe%tl%ﬂ, 8{?}3 bef ﬁw&eg;oﬁﬁ N n%hgg?psﬁer,ewa WitiSert gas such as
nitrogen. The reaction time may vary from 30 minutes to 24 hours.

('D

ii) Hydrolyzing a compound of formula (Ia) with suitable reagents/solvents to a
compound of formula (I) wherein all the symbols are as defined earlier. Suitable
hydrolyzing solvents may be selected from alcoholic solvents like methanol,
ethanol, propanol, isopropanol, #-butanol and the like or mixtures thereof, and
water in the presence of suitable acids or bases at —20 to 100 °C. Suitable acids
may be HCL, PTSA and the like; suitable bases may be LiOH, NaOH, KOH and
the like.
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20

25

John Wley & Sons, Inc, 1999, 3rd Ed., along with
references therein. It will be appreciated that when
w@ewsoitwent s have different sites where they PENIN®©05/000011
attached, such differentlyl&ttached substituents are
al so included in the present 15 invention. The novel
conpounds of the present invention can be fornul ated
.into suitable _pha ceuti cal | ept.ab .
i o RRER s RS DI, ARIORTS SF TORRE (W 8% CRRieLie o their
tec hﬁiﬁ%@hﬁflﬂad&ﬁﬁ@aﬂ%%@éep@z{b@e GO 6§ Edhaljues Bnsn BT the art.
wel | known. The conpounds of formula (1) or
pharmaceuti cal conpositions containing themnmay 20 be
K mni,stered either by oral, topical or parenteral
adm niStrati on. The pharnaceutical conposition is

provi ded by enpl oyi nventd onal techni ques. Y COsR
APrigfre abloydde—EOMmpOs| tf}{wios ittt Attosaex-FoEHen

contai ni ng an..ef f egj-vevanBunt of the active HO)—Y Rt
gonponent , tlga?t i's, the compounds of formula (I ()
according to this invention. The quantity of acft iH\{je s
conmponent, that is, the conmpounds of fornula (I 1
according to this invention, in the pharmaceutixal

conposition and unit dosage form thereof may be Y. COzH
varied or adjusted w dely dependi ngAup8iertfie (CHan ><
particul ar application nethod, the potency of t@a—y &
particul ar conpound and the desired concentration.
Generally, the quantity of active conponent will range
between 0.5 %to 90 % by weight of the conposition.

30 ThgLRReNNaR &Blfp%ﬁﬁ’d%f A gehaaNdraulal %) Wheretheall the symbols are
conposi t1ons "t hereof are useful for the treatnent

aarttfioed madisnyinayibe pfepaied b sowtguewshingsy inescherag i above which
di sarders such as hyperlipidema, insulin resistance,
CPEBIPH: r esi st ance, Syndrome X, hypergl yceni a,

ipbesifeyet; tﬁer‘cfdn%jﬂﬁﬁﬂidi’ end@) RRODIDTTPABere L represents a suitable
17FJ>CT/ I I\IZ%O /00001 20 Thrge invention is expl ﬁi ne

X iLn .. .
gr eatleavingegedup Bcht #c helpassy | TBeSYILS etosYateo WilR; ‘ghthe ke, with
provi ded b f i i Y 1
T e
i Nverld)o8uithile éakds hiee appalelydaidesl etdhafaFbraed ahe rlikee atifali metal

the processes descriped in the general , 5 schepes .. .
abovearhopatss Q& eRPIRSIVSH @ggp%at@,hg)mteo@% like, sodium
pres e ' I AN {Mas€od 2 il ainthek RAd the like,
tabl g@'%éﬁ%%%ﬁ??%? Hz?rde rleezgféc?}e}d ljlgi'n ga SI(‘)% R/Hz _ .
spectorgamiieiufBresgents A/ANOEyBDB)ma nithen oditseprapglagride, lithium

! o e, 0 RS G R 4858 vt

s S R R

1, 3 | dicideroethade, aestbey ydichleronetlinmgo tieltiendo ang)they liggy or mixture
thereof based on the suitability for the bases used. Reaction temperature may
range from -78 °C to the reflux temperature of the solvent(s) used. Inert
atmosphere may optionally be maintained using N, He, or argon gas. Reaction
time may range from 1 to 72 hours.

i1) Hydrolyzing a compound of formula (la) with suitable reagents/solvents to a
compound of formula (I) wherein all the symbols are as defined earlier. Suitable

hydrolyzing solvents may be selected from alcoholic solvents like methanol,

ethanol, propanol, isopropanol, z-butanol and the like or mixtures thereof, and
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$COOCH3 O 15 A solution of 4-benzyl pyridine (250 ng)

in dry tetrahydrofuran (3 nL) was cooled to -78 *C
w@resa78%3 n. of 1M sol ution of Iithium PCT/IN2005/000011

hexanet hyl di sil azide in td¢rahydrofuran was added.

After stirring for one hour at the sanme tenperature
anot her solution of

Met hyl - 5- (4- i odo- but hyl -
N0 preonses % it o b e s T SRARER i
and iERS FRI" PRSATL ot Suibld 64 bty G RAES KOH and the

enperature to rise to 30
readieon m xture was poured intoice cold water (25

111&@92%&5 X;B:]gc sgechgﬁ]?: o h Cet?{ig%néﬁ (?[ﬁ \]ﬁget g%i 7 Th%o their
M), suRbb18 ﬁ)&ﬁﬂﬁé&%ﬁ@&llg?agcﬁe)ble Shlitk 8¢ t@hﬁfque§ﬁﬂdemn the art.

sul fate a evapor at under reduced pressure. The
Clt el hufr almp:ecnlat@uttaammdamagf e shayshmenianed (i6etiopRa@y reactive

g&ﬁrg} shg gg?a?&% moﬁ?cblge{/{ngy ée g%&teé‘ca?é@dﬁlép& (g)%béﬁ dntd{"themical
pIP Et?&aSthdb@é‘ pl?otectlng 1groups in any of the above mentioned reactions are those

usr vyl comptt. o, Pelodhor enptioe e gn et
pl?/\%fﬁ.p% SFHRS aﬁﬁ)tﬁcg é&'ﬂ%@@ﬁf ?loglg ds I%é%r%&)ﬁgﬂeugo P Iﬁ(@lecule being

was ad
p&)@eo@é&l TCW. Gﬁbﬂe smtisBeGsl\/DﬂNm‘s “‘Podtectivie Lgmlltgsdndilrgamc(malems

In dinmeth sul f oxi d .
qul Wﬂﬁm&e&)l& Zﬂﬂb 9%+ I(ﬁde iong w&h re'%erences BlLfring for

CE A B o vt g ane s e cn e
angited aumﬂl difécresthc tattachedi xuhstlwenm/aeresalsm wgluyded m "he present
hours at 30 'C. Reaction m xture was poured in to ice
iIgNEORat er (50 nl) and extracted with ethyl acetate

(%hﬁ r%geln%%m d sc&mﬁie nﬁl@seﬁﬁ davdnEiof Xdahabé f‘éﬁﬁula‘ced into suitable
ter bri ne. sol ution

pﬁatmmldelnwe}ly saodﬂ:plwhls u:loﬁ@pgtlgmﬁjby ©eEdHHRg a¥ith ﬁlépgqble eX01p1ents by

uced ressure. C
e R R g RGBS AR kA o
a%% %Bﬁhpblﬁhd%&ifff@hﬁtﬂﬁl(ﬁtdﬁ gharasicalticendormsitionk dor@thingythem may
product. Preparation 3

bmﬂnmlstg:ed@uhyn bysorak tepacab ob parenferl AGRINGSHERLIaR o[
1 é'ﬁ"}‘?—;?i‘am n RBU%Z;:OB‘BBQ{{‘IAH 1sl[\H}0x;)lliéjd Qﬁ(aﬂﬁfog’nfgaé&l%ﬂtﬁcﬁfaﬁtechmques

Preferably the composition is in unit dosage form containing an effective amount of the
active component, that is, the compounds of formula (I) according to this invention.

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

The compounds of general formula (I) or the compositions thereof are useful for
the treatment and/or prophylaxis of disease caused by metabolic disorders such as
hyperlipidemia, insulin resistance, leptin resistance, Syndrome X, hyperglycemia,

obesity, or inflammation.



10

15

20

25

30

~CH3 15 O COOCH3 To a stirred suspension of cesium

carbonate (1.0 g) in dinethyl formam de (5 nlL) was
w@dasa7m430l uti on of 4H benzo[ 1, 4] oxazi n- 3- onePCRBR00T)00011

in dinethyl' formam de (3201) was added. After

stirring in nitrogen atnosphere for 30 m nutes 20

anot her sol ution of

I\/bthl-5(4|odo butyl.)-2-nmethyl ~[ 1, dIOX OX_ .-
yI at 6hq Byantioayy cxplasieren BiFptef By FEgTRIsS e BRR mhich
aI%gJQO\;IH&I Ef%% méﬁgtféhé}ﬁ SnMeshdShérefoR€ sitduld aBPb&Bdnstrued to limit
erat ure hours. Reaction m xture was poured
therst:@pel afehe:mlvdnmm er (50 nL) and extracted with ethyl

(3 X 30, Th nbi .act .
%gﬁ,ﬁ t{ei@p\%etcg‘te(% % ?ﬂ% grorB?J]!en g'%% I%)?Q%%s (?%%ﬁﬁ{(g in'¥Ag general
s&fehﬁg AR mBOEH B3 & bieph tBE %ﬁﬁo@dﬁpﬁth&tp@@heﬂﬂd&énﬁon

ced pressure Crude product was

IHMMRa:pggtr @lpfedd ghesrin the raibéea‘ (t;f@’? na‘gq)r@’e fsccv/gigql Hiprg a 300 MHz

L %ﬁ L@{ﬁke P‘g@mf %Jrqﬁ me?s e%gﬂ%&" Unt® Y8 LB 3mbCotherwise

m'énhénéa%@ @&mﬂz QX RRR)is OB} ilszﬁg TetrdpbthylLsiBlyeiosbeinternal
-2- carboxylate (‘conpound No.18) WD 2005/ 077943
ste@i#dN2005/ 000011 22 o 000CH3 0O K To a solution of

2-[ 4-(4-benzyl oxy-phenyl)-butyl]-propane-1,3-diol (1.5

g) in acetonitrile (15 nL) was added net hyl pyruvate

(2.1 9) foIIovved by 98 Piupaeatiort 1i fl uori de-di ethyl

et her conpl ex nd the re

sti rr eyl &T%‘?thﬁtS gg‘? é—éa}y{}figl-g-g i %{nhﬁﬁg&’
reaction mixture w&8tbe Cﬁ)fﬁPQ}l Ig%ttl ated sol ution
of sodi um bi car bonat€ %ﬁt racted with
ethyl acetate (3 X 5 S hed or ganic
extract was washed withJwater (100 mi), brine solution
(100 m), dried over g0gi umsulfate and evaporated
under reduced pressurexgrude product was flash
chromat ogr aphed over silica gel using 10 % ethyl

acet af %ofiupoff s ] §_§nh(ﬁfle ??SO llﬂ%z:l—lz H%nietltaﬁ &?ﬁﬁ’hﬁ] (8&dL) was

of "tTtle product:
c%olea #30-78A° (B and @-H2§ mlx -(fFCHM2 jdtatiod\bf livlnlemd he@rmethﬂdwdamde in

tg}/shy(dgﬁ@r)aﬁ v?asssadggd Xf?er%lﬁ?r1nhg|3for one hour at the same temperature another
solution of Methyl-5-(4-iodo-butyl)-2-methyl-[1,3 ]dioxane-2-carboxylate (500 mg) in
tetrahydrofuran (3 mL) was added and the reaction mixture was stirred for 3 hours
allowing the temperature to rise to 30 °C. The reaction mixture was poured in to ice
cold water (25 mL) and extracted with ethyl acetate (3 X 10 mL). The combingd
organic extract was washed with water (25 mL), brine solution (25 mL), dried over
sodium sulfate and evaporated under reduced pressure. The crude product obtained was
flash chromatographed over silicagel using 10 % ethyl acetate in petroleum ether as
eluent to yield 233 mg of the product.
Preparation 2
Methyl-5-(4-indol-1-yl-butyl)-2-methyl-[ 1,3]dioxane-2-carboxylate (compound
No.11)
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1 H 1.1 (2H m, 1.2 (2H, m, 1.4 (3H, t, J=7.3 Hz),

1.5 (3H, s), 1.7 (2H m, 2.0 (1 H m, 2.8 (2H q,
wad200587192) , 3.4 (2H, t, J=11.5 Hz), 3.8 (3H, spCT/AN2005/000011
(2H, dd, J=11.8 &4.5 Hz),28.06 (2H, t, J=7.7 Hz), 7.4
(1 H t, J=7.6 Hz), 7.6 (1 H d, J=7.7 Hz), 7.7 1H
t,J=7.0Hz,8.2 1H, d,J=7.8Hz. 01, O- - COQOw (CH2)4

388 40 CH3 0 CH3 2. 1H: 11(2H 1.2 2H 1.4
(3Ht,J76Hz iy ( m)

22 sglutionof igdo y;{$4(25[r|g§}n d1gle3hy(l gp.]fmpge @_%) §Va§|z'1 c(iecgltogan ice
co%ﬁgisger}_s&cjn ogpc&ﬂwg?drgﬁla% (%waf@d%hyl%uﬁ‘oh&@? mL). After
st1llr_ﬂéi§%f067l Ogl’ll\l/gﬂlH:S aisolutﬂmﬁofBIh‘lztélal i—(&hbdqulityg -Dethyb| 1,3 dioxgne-2-
capjoxylate (1.98) uhjim)le_fhégsu t%g{clle s(§ mlfjo way ﬁg_i?edrﬁnlé tfi]: d‘Q?C&]é[EI mixture
w@ %m(?eg&og g'ﬂou{? % 3? Zé ReéattonShixtude Ivas Pdurdd inde 1de évldiziater (50

H dd, J=11.9 & 4.56 Hz), 4.3 (1H,
mL) aﬂ&@ﬂia?;tédzwlth éthil aetthte r@ X 20 3l()2Mhe @tpmb&@d DIEHNC XAt Was

Wﬂ@e(l)vﬂth Wdﬁ/@ U@dylg‘) g%gg{tlgﬁ?(%é%fg 005/8%&%% ]sb]gate and
‘%ﬁé[am,% &%e§2rg%ljéed 'Bress&re5%rﬁ§é:|§r&ihgt %va? GlabR Hhrdﬁ)atoétaﬁhed over

sitica geilﬂsufg 2 )% e{ﬁh}&&tcgtam 1nspetr<3etg@ e(l@H as d‘&penqu y@eﬂ(& 400’ mg of
glt 4.22 2H, t,J=4.3Hz,6.6 2H, m), 6.8 (2H, n).
prodpct. I\/E (CH2)4 397 29 5CH3 H 1.08 (2H m, 1.36 (2H,

n),151(3Hs)165 230 (2H, ,34
M 3783 (3H 8. o afﬁtlonJ 453& m (4H,

(2 ngbghﬂ 27mey 5 y4- (%-052-2@&mhya§0-ben60b174]9¥11211}n4 S%hb?ty’é
tl(aque&%“@fxzf%fﬂczépdf @‘?ﬁ? T N

(2H, d,
N O
o CHs

To a stirred suspension of cesium carbonate (1.0 g) in dimethyl formamide (5
mL) was added a solution of 4H-benzo[1,4]oxazin-3-one (250 mg) in dimethyl
formamide (3 mL) was added. After stirring in nitrogen atmosphere for 30 minutes
another solution of Methyl-5-(4-iodo-butyl)-2-methyl-[1,3]dioxane-2-carboxylate (574
mg) in dimethyl formamide (3 mL) was added and the reaction mixture was stirred at
ambient temperature for 2 hours. Reaction mixture was poured into ice cold water (50
mL) and extracted with ethyl acetate (3 X 30 mL). The combined organic extract was
washed with water (50 mL), brine solution (50 mL), dried over sodium sulfate and
evaporated under reduced pressure. Crude product was flash chromatographed over
silica gel using 15 % ethyl acetate in petroleum ether as eluent to yield 483 mg of

product.

Preparation 4
Methyl 5-[4-(4-benzyloxy-phenyl)-butyl]-2-methyl-[1,3]dioxane-2- carboxylate
~ (compound No.18)
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A s 5 0 (8 8,

J=7.8 Hz), 2.76 (2H, t, J=5.0 Hz), 2.8 (2H, m, 3.39
(2H, t, J=11.64 Hz), 3.54 (2H, s), 3.53 3H, s, 3.95
WQR)osny7946. 7 1H, d, J=5.0Hz, 7.0 1H, d,J=5.0Hz. PCT/iN20042000011

(CH2)4 381 86 --co CH3 7.22H 1.0 (2H, m), 1.3 (2H,
m, 1.49 (3H, s), 1.87 (2H n), 1.95 (1H m), 3.4 (24
t, J=11.63 Hz), 3.8 (3H, s), 3.89 (2H, dd, J=4.1 &
11.7 Hz), 4.3 (2H~t, J=7.0 Hz), 7.2 (2H t, J=7.3
Hz), 7.34 2H, d, ! , 7.45 (2H, m), 8.1 (2H, d,
J=7.74 Hz). ys o0 OM 4 379 59 k~~Nlo -co CHs 8
H 1.0 (2H m, 1.28 (2H m, 00CYs 1.54-1.68
(4H, m), 1.9 (1H m, 3.36 (2H, , ~3.82 (3H, s),

3.89-4.01 (4H, e O, 2 7 d__JTh 2 .
7 aaiq arpottion oL b1t RedA o igng) b ey T 58T b0 o in
i mity H 1 pyrdvale2.1ng), follobikd 98s%0, b
G g}%Q?%&anegy} ok . o8 o e
triftadriGe-diethyl 3ther complex (1.3g) and thepgactiog npixpupe{wap stiryecsatgmbient

telfn!z(?efa?jlsr'ﬁ %@ﬁ%&%\ﬂ% %ﬁ%io%ﬂp%%lré@é‘ds%dﬁﬁf&% s%tifa?égi_%olution of

So}%ll_r'n %&g&b%ag% f(l%OlGl?nnglatﬁg eétga‘d%e;HT)N,ithleth?l @?af%ei(lz)s, X1%(751i). The
h ) : : ) .33, t = . 3.

cqrabiped pizesiooestul Vg vogied Yiskivalgr (V0B piind E0igiiy b0 ),

r&c}léct was

fldsh chirbinatbgbaphadoven silida gel (kg 1 % eth5l aGHptedh petrolpum ether as

(2H, M, 2.0 (1H .m., 3.3 (2H t, J=11.6 Hz), 3.8 (34

elg?gtts.Obtaelzﬁé";a’&,Of%i?F?fﬁl ‘4.6 Hz), 4.1 (2H, t, J=6.9

Hz), 6.5 (1 H d, J=3.0 Hz), 7.0 (1H, d, J=3.1 Hz),

Zod (1H d, J=7.5 Hz), 7.2 (1H, t, J=7.2 Hz), 7.3 1H,

T&P%Jés.z He), 7.6 1H d, J=1.8 Ha).
A—(CHo)y—X—(CHo)7—B
Mol | %
S.No. A B ——(CHy)—X—(CHa)i— V\?t. Yigl d
i 0
N7 0
M CH. 388 | 60
O | e | o
CHs;

1. [TH 1.1 CH, m), 1.2 (2H, m), 1.4 (3H, t, J=7.3 Hz), 1.5 (3H, ), 1.7 (2H, m), 2.0 (1H,
m), 2.8 (2H, q, =73 Hz), 3.4 (2H, t, J=11.5 Hz), 3.8 (3H, s), 40 (2H, dd,
7=11.8&4.5 Hz), 4.06 (2H, t, I=7.7 Hz), 7.4 (1H, t, ]=7.6 Hz), 7.6 (1H, d, J=7.7 Hz),
7.7 (14, t, J=7.0 Hz), 8.2 (1H, d, J=7.8 Hz).

o~ 0
N _<:°>2‘\0Me (CH,)4 388 | 40
NP CHs d “CHs

2. |™®: 1.1 2H m), 1.2 (2H, m), 1.4 (3H, t, }=7.6 Hz), 1.5 (3H, s), 1.8 (2H, m), 2.0 (1K,
m), 2.9 (2H, q, I=7.6 Hz), 3.4 (2H, t, J=11.5 Hz), 3.8 (3H, 5), 4.0 (2H, dd, J=11.9 &
4.5 Hz), 4.5 (2H, t, 1=6.5 Hz), 7.5 (1H, t, }=7.2 Hz), 7.8 (1H, t, }=7.1Hz), 7.8 (1H, 4,
J=8.3 Hz), 8.1 (1H, d, J=8.0 Hz). ,

O,
O cl 0
ﬁ# QM ome CHy)4 490.5 | 48
NaV (3 (CH)

3,

TH: 1.0 (2H, m), 1.2 (2H, m), 1.49 (3H, s), 1.7 (2H, m), 1.9 (1H, m), 2.0 (2H, m), 2.4
(H, s), 3.3 (2H, t, =11.6 Hz), 3.8 (2H, 5), 3.9 (2H, dd, J=11.9 & 4.56 Hz), 4.3 (1H,
t J=7.17 Hz), 7.1 (4H, m), 7.3 (2H, d, J=8.5 Hz), 7.8 (2H, d, J=8.5 Hz).




i i o Ow (CH2)4 383 41 t3 12. H 0.93-1.0 (2H, m,

1.24 (2H, n), 1.49 (3H, s), 1.52-1.62 (2H, m,
wa2054017999 (2H, m), 2.06 (1H, n), 3.34 (2H,, tPCOE200BH0011

Hz), 3.81 (314, s), 3.90 (28 q, J=11.9 & 4.5 Hz),

3.9 (1H, t, J=7.68 Hz), 7.05-7.39 (7H, nm), 7.51-7.56
8.55 (1H, t, J=5.04 Hz . o ~CoMe (CH2)4 398

="
ju
3!

_ON\CH3 13 H- 1 04-1.120 (2H 137147 (24
1.51 (3H, s), 1.68-1.80 (2H, m | 2.04 (1H m,
(2H t, J=11.65 Hz), 3,88 (3H |s), 3.89-3.99 (6H
6 74- @E% h,_z@ ove 2H, m), (FHek-7.20 | 349 | 54
, 7 {80 (2#H, M. —®© B:N-0 |Ove (CH2)4 363 80
H314 H 11.05-1/11 (2H, n), 1.25-1.38 (2H, m),

3938
S0
o

Lt )
I
OD

N
IU"O

ﬁég-

BH.os]2 nggl 4 (08, ©gH.593H,%) 027§ 124, mm;z 03289m), 3.2 (2H, t,
=7 98 Ym). 3. ggi}ﬁ 3H-8)6 H%gjg:‘ﬁsz'%(ﬁ{ %V’S% MH, dd, 1=4.6 &
(P65 o 2 ety ocve,

N—
N
=T
©O -

l=[ I U

, 0Y(3H s), H m, 1
g]@zss)mfo&“ﬂe? iz excf(&ﬁ’@}éabl e),| 397 | 29
(2H, m] 3.82 (3H_s)793™85-4.28 (6H, . 4. 67

T o
I35

H: 136“25 z)1,364; HZ 071 (A, r1)65 H 19, 20qbH, m), 3.4 (4H,
[34 8§Q9H, fgz ?é@{ m7 I‘JQ > 5 )d J='-5‘72\O§6 fr&];&)@sz (48, ﬁ%
d77 (b 003 (2H a, 765 HZ)

%é

2H; ,OJ ro" ; ocu. \Tr—l t

y
J=11 3M9 (2H, t, Hz), 3.8
17 @y S (20 {C@ >,m?<csﬁgm Sk

J

& ij@é gg@%%% S T

m), 6.7 (1H, d, J=5.0 Hz), 7.0 (1H, d, J=5.0 Hz).

OMe . CH 381 86
N\ ‘Co&ls (CHa)s

7.
H: 1.0 (2H, m), 1.3 (2H, m), 1.49 3H, s), 1.87 (2H, m), 1.95 (1H, m), 3.4 (2H, t,
J=11.63 Hz), 3.8 (3H, s), 3.89 (2H, dd, J=4.1 & 11.7 Hz), 4.3 (2H, t, ]=7.0 Hz), 7.2
(2H, t, =7.3 Hz), 7.34 (2H, d, J=8.1 Hz), 7.45 (2H, m), 8.1 (2H, d, J=7.74 Hz).
S 0
0
@[ OMe CH 379 | 59
| “.‘lo (3 (CHa
8.
TH: 1.0 (2H, m), 1.28 (2H, m), 1.5 (3H, s), 1.54-1.68 (4H, m), 1.9 (1H, m), 3.36 (2H,
5), 3.82 (3H, s), 3.89-4.01 (4H, m), 6.9 (2H, m), 7.2 (1H, d, ]=7.2 Hz), 7.38 (1H, d,
J=7.67 Hz).
S
@[ ] OMe CH 365 | 65
e e
> 1.0 (2H, m), 1.3 (2H, m), 1.51 (3H, s), 1.58 (2H, m), 2.0 (1H, m), 3.0 (2H, m),
3.25 (2H, t, J=7.5 Hz), 3.4 (2H, t, I=11.6 Hz), 3.6 (2H, t, J=5.0 Hz), 3.8 (3H, ), 3.94
(2H, dd, J=4.7 & 11.8 Hz), 6.6 (2H, m), 7.0 (2H, m).
S 0o ’
o
©: j@ OMe CH. 413 41
10.

'H: 1.0 (2H, m), 1.35 (2H, m), 1.49 (3H, s), 1.75 (2H, m), 1.98 (1H, m), 3.33 (2H, t,
J=11.6 Hz), 3.81 (3H, s), 3.9 (4H, m), 6.8 (2H, d, J=8.3 Hz), 6.9 (2H, t, J=7.5 Hz),
7.1 (4H, m).




--c OCH3 18. "H 1.06 (2H, m, 1.22-1.32 (2H,nm, 1.5

(3H, s), 1.59 - 1.61 (2H, nm), 1.96 - 2.04 (1H, m,
WQ282/0(Rks t, J=7.6 Hz), 3.37 (2H, t, J=11.64 P&I/IN2B0B®D0011

(3H, s), 3.9 - 3.96 (2H, a@d, J= 4.53 & 11.93 Hz),

5.03 (2H, s), 6.88 (2H, d, J=8.13 Hz), 7.05 (2H, d,

J=8.47 Hz), 7.29-7.44 5H, m). O H3~0 O (CH2)4 386 80
19—p—o——\—O-CH3—ochB—O-O-—okt (c,;,s 387 57 Br 20

~p CH3 H: 1.19-1.28((2H, m), 1.34 (3H t, J=7.11 Hz 43
), 1|56 (34 , 1.71-1. 76(2¢-| nm, | 2.04-2.11 (1H,

m, B.41-3.49 O2H )|, 9_22'3 wel + |J=6. 1%;#?234' 331
3.96{3.99 (ZHNm, 4.2 ,C =7.11 HZ' ),

8726.78(2H, m, 7.35 (2H J=8./88 Hz ). 0 [Il-~]I

2110 ow 21. (CH2)3308150HHSCp30 s o0 oV

(CH2) 31386 (55, mflléﬁz (QH{% Hg 1.7%284mn). 2 (1(}?,'&,@)3(2}1,@ J=11.6

Hq 214 65 (1H, d
-T' q 7ﬁ1 ndp

(EH, !1’@39& 3?0 d“)— 1?%%7;2(1& d?g%z f"’} ? t, 7=7.2 Hz), 7.3

A0 2
U

wVE 36 21} O CH3
( g OMe (C 2)4 383 4]

o CHs

12. | TH: 0.93-1.0 (2H, m), 1.24 (2H, m), 1.49 (3H, s), 1.52-1.62 (2H, m), 1.95-1.99 (2H,
m), 2.06 (1H, m), 3.34 (2H, t, }=11.55 Hz), 3.81 (3H, s), 3.90 (2H, q, J=11.9 & 4.5
Hz), 3.9 (1H, t, }=7.68 Hz), 7.05-7.39 (7H, m), 7.51-7.56 (1H, m), 8.55 (1, t,
J=5.04 Hz).

o _C ><;OM9 (CHa)a 398 | 98
0] 3

13- ' 1.04-1.120 (25, m), 1.37-1.47 (2H, m), 1.51 (3H, 5), 1.68-1.80 (2H, m), 2.04

(1H, m), 3.40 (2H, t, J=11.65 Hz), 3.83 (3H, s), 3.89-3.99 (6H, m), 6.74-6.82 (2H,

m), 7.04-7.10 (2H, m), 7.15-7.20 (3H, m), 7.27-7.30 (2H, m).
O

@ETLO _<:O>§\0Me (CHy), 363 | 80

o CHs

14 TH1.05-1.11 (2H, m), 1.25-138 (2H, m), 1.50 34, s), 1.58-1.71 (20, m), 2.02 (1H,
m), 3.39 (2H, t, J=11.67 Hz ), 3.82 (3H, s), 3.88-3.97 (4H, m), 4.58 (2H, s ), 6.92-
7.04 (4H, m).
@[OI\/OH ;
o e >2;<33Me (CHp)s 407 | 64
15.

'H: 1.08 (2H, m), 1.34 (2H, m), 1.50 3H, s), 1.63 (2H, m), 1.99 (1H, m), 2.19 (2H,
m), 2.28 (1H, t, J=6.06 Hz exchangeable), 3.40 (2H, m), 3.82 (3H, s), 3.85-4.28 (6H,
m), 4.67 (1H, t, ]=6.52 Hz), 6.92-7.07 (4H, m).

o :
16. @L O OMe CH 400 | 98
. 3 (CHs

O
< :©/ ~<: ><“\OCH3 (CHy)s 322 40
o CHa

0

17. [TH: 1.03 (2H, q, J=7.65 Hz), 1.5 (3H, s), 2.0 - 2.06 (1H, m), 2.50 (2H, t, J=7.5 Hz),
3.41 (2H, t, J=11.75 Hz), 3.49 (2H, t, I=5.13 Hz), 3.82 (3H, s), 3.82 - 3.96 (2H, dd,
J=4.56 & 11.98 Hz), 5.92 (2H, 5), 6.57 (1H, t, ]=7.83 Hz), 6.62 (1H, s,), 6.72 (1H,
d, J=7.83 Hz).




0 Owe 25.

(CH2)3 310 19
47 Me0 6. CH3 CH3 p
WQ3B547794H3CO --Co CH3 0
3 Bn0 C
O COwe (CH2)3 294 11 29.

/| 4CH 3

~ O Ow 28 |

_-COO0 0 OMe 324
--co O 027. /| O/'CEt (CH2)3

(CH2) 3 EODI&005/440011
--co WD 2005/ 077948 PCT/ | N2005/ 000011 26 O

~\.-OH3 0 O Ow 30.

(CH2)3 312 33 C'OH3 FO 31. \ \ ~~ /~ O Ow,
(CH2)3 344 20 CH | 3 5
@_/O <:> {O OCH;8 (CHb)4 308 | 46
d “CHs
18. [TH: 1.06 (2H, m), 1.22-1.32 2H,m), 1.5 3H, ), 1.59 - 1.61 (2H, m), 1.96 - 2.04
(1H, m), 2.52 (2H, t, J=7.6 Hz), 3.37 (2H, t, }=11.64 Hz), 3.82 (3H, 5), 3.9 - 3.96
(2H, dd, J= 4.53 & 11.93 Hz), 5.03 (2H, s), 6.88 (2H, d, J=8.13 Hz), 7.05 (2H, 4,
1=8.47 Hz), 7.29-7.44 (5H, m).
HC o o0
19, o//s(@_ { >2LOC;H3 (CH,)4 386 | 80
° o CHs
O Q
/©/ 072\ OFt (CHo)s 387 | 57
Br /CO CH3
20.
- 1.19-1.28 (20, m), 1.34 3H, t, J=7.11 Hz ), 1.56 (3H, s), 1.71-1.76 (2H, m),
2.04-2.11 ( 1H, m), 3.41-3.49 (2H, m), 3.88 (2H, t, J=6.13 Hz), 3.96-3.99 (2H, m),
429 (2H, g, J=7.11 Hz ), 6.72-6.78 (2H, m), 7.35 (2H, d, =8.88 Hz).
O Q
21. /@( 072\* OMe (CH,)s 308 | 15
HsC /CO CHj
S <
/©/ 07} OMe (CHz)s 380 | 65
Br /CO CHs
22.
TH. 1.14-1.19 (2H, m), 1.5 (3H, s), 1.60-170 (2H, m), 2.01 (1H, m), 2.83-2.94 (2,
m) , 3.39 (2H, m) 3.83 (3H, s), 3.92 (2H, dd, J=11.88 & 4.92 Hz), 7.15 (2H, d,
1=8.37 Hz), 7.39 (2H, d, }=8.4 Hz).
O Q
23. /@( OVZL OMe (CHy)s 386 | 40
PhO /(/o CH,
O 0
24 \r©/ °>ZL OMe (CHa)s 336 | 21
' /Q CH3
0]
S R
25. OVZL OMe (CHy)s 310 | 19
/C CH3
O
o 0]
26, ©/ 07} OMe \cl;\ 324 | 47
MeO /CO CH3 3
O Q
27. 0 °>ZL OFt (CHy)s 338 | 47
HsCO /C/O Ch
O Q
28. Jij OWZL OMe (CHy)s 400 | 61
BnO /CO CH3
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15

20

~O0 OOwWw 32. (CH2)3 384 24 Ph CH3 Preparation 5

2- Met hyl - 5- (5- phenyl - 5-pyri di n-4-yl -pentyl)-[1, 3] di oxa
wmesoRocarboxylic acid (conpound No.37) 5 O CHCT/$Q@BEA00011

O N To a nethanolic solutiaem (10 nL) of

met hyl - [ 2- et hyl - 5- (5- phenyl - 5- pyri di n- 4-

yl - pentyl) [ 1, 3] di oxane- 2- car boxyl ate (corrpound No. 12)

(222 an.

=00 ||y}, |J| \,qu.lcd a% ||| pal al.l QT J. d.lJUVU WEN)

o
L4 (4-I\/Ietsul\for Cp%‘r@ﬂ/l? gut yI ] @t hy! - [ 1L, 384
jz'di DX dhie - arboxyl i|c ac(dr npoynd No. 50) HSCOZSO
0

20 K To_a.salutio

added a s tidq of sodi um i de (50 hgl n wat efr
2% nlL) 0@- t he react téﬁ(e was stirzg B at 294 | 11
anbi ent tewperature flo The solvents were
evappr ated unue reduced pre@sure and water (25 nL)
was added e~r esi| due. ture was [dified
WPt h I ori¢ aci/d Oa g(%(ract ed \&Cﬁ$3et hyl 312 | 33
acet ate I=( 20 mL) .| The i fed organi c _extract was
washed w th vvatef (2% nmL), boine (2% nl), dried ovef
%Edi m and eyapor ce er reduc tIijiessure 344 20
e [ hi nmy priodu GEH ned was tr *at ed
Wi th| petrol eim et her [t o yi g_of product
Preparation 6
24

Met hyl - 5- [ 4- (4- met hanesul f onyl oxy- phenyl) - butyl ] - 2- net
hyI [ 1, 3] di oxane- 2- caerppll‘attl@lﬁconpound No. 19) (166

FT%‘%@% ‘3%8‘%%}:1 gyr\’%é 423'1]) gll,oz(érqu'% tclaré)r?x%lfc acid

I i thi um hydroxi de (21 r§gy™PeH (3 nL) and the
reaction m xture was stirred at arggl ent tenperature
for 18 hours. Reacti 'xture luted with water

oICN ydrochl oric acid
acetate (3 X 10 nmL). The

(20 nm.), acidifiedt
and extracted with ethyl
conbi ned organic extrac s washed 5 with water (20

m.), brine solution (20 wtL), dried over sodiumsulfate

and elspmetitaaclic solution (10 mL) of methyl-[2-methyl-5-(5-phenyl-5-pyridin-4-

yl-pentyl)-[ 1,3]dioxane-2-carboxylate (compound No.12) (233 mg), prepared as in
preparation 1 above was added a solution of sodium hydroxide (50 mg) in water (5 mL)
and the reaction mixture was stirred at ambient temperature for 15 hours. The solvents
were evaporated under reduced pressure and water (25 mL) was added to the residue.
The mixture was acidified with 1 N hydrochloric acid and extracted with ethyl acetate
(3 X 20 mL). The combined organic extract was washed with water (25 mL), brine (25
mL), dried over sodium sulfate and evaporated under reduced pressure. The thick
gummy product obtained was triturated with petroleum ether to yield 150 mg of
product. 4
Preparation 6

5-[4-(4-Methanesulfonyloxy-phenyl)-butyl]-2-methyl-[1,3]dioxane-2—carboxylic acid

(compound No.50)
HaCO,S0
O><COOH
o

To a solution of Methyl-5-[4-(4-methanesulfonyloxy-phenyl)-butyl]-2-methyl-
[1,3]dioxane-2- carboxylate (compound No.19) (166 mg) in tetrahydrofuran (2 mL)
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under reduced pressure to obtain 127 ng of product.
Table 2: A-(CH2)m X-(CH2)n B 10 S.No. A B -(CH2)r

wo @023 Mol . % W. Yield 0 O OH (CH2)4 37BCHE2005/000011

eN~CH3 \-OCH3 33. H 1.1 @2H m, 1.2 (2H m), 1.4
(3H, t, J=7.4 Hz), 1.52 (3H, s), 1.7 (2H, m, 2.0 (1H,
2.8 (2H, g, J=7.4 Hz), 3.5 (2H, t,J115Hz) 39

was %(ﬁ%ld %no‘tl\lfxfoél f‘ofﬁa;tigm& %gfiroyde J&é Ij‘_lg)_&[j wa?er7(3( g{[{) at-nd the
reactibﬂ7m&td'ﬂg )%st ggrrgd &ﬂmﬁenﬁeﬁg@taﬁﬂié forQ% ho@é\'ReagrR)n lﬂijture was
dllutch [wlthﬂvate; @O( =Ly, agidifipd 7105 szy -3 yv161 (IBT hlydl@):hlomc 8a01d and

extra%i%E: w@ et}%ll%ega][?_g% X zé §n]%)2 &h mb?ieil rgatgc Ex?gatfjlz\yas yaghed
with G2kér (20 ml-6Bridy Btolutzlorﬁ(Z(O]th) tdArf1e<E|-Zo)?/eBsd§lZl?Lm (s%lﬁ&eéahﬁ'\]eyh ozrated
unde?&ef‘ucqiﬁéegg ‘@(&*)‘ﬂ 21)270 P of FedNet 176, 5 97 35. C1 0 CH3
H 1.0 (2H n), 1.2 (2H, ), 1.55 (3H, s), 1.7 (2H,
TablE?% 1.9-2.1 (3H m), 2.4 (3H s), 3.4 (2H t, J=11.8
) 3.9 (2H dd, J=11.7 & 4.4 Hz), 4.3 (1H t, J=7.15

7.16 (4H, rAe){(CHy3—{RH(CH,)-IBS. 46 Hz), 7.8 (2H
d, J—8.48 Hz). Oo N ~oH (CH2)4 317 59 O CH3 36. 'H:
99T 07 (2R T T L2 32 (2H T+ 55 (3H—; 7
S.N01 76-1.8542H, m,{ 1.98 (BH, ), | 3-ACH)2H—(Cty)F= J.N\%]? 70
[ EA 2 Q9 (211  Ad J=—342 0 & 45 D a—; | 10 /')l_l t Yleld
] 9. I N4 oy U’ TrZ -~ . Z ) o t
46.90 Hz), _ 6.48 (1H d.J%3.03 Hz), 7.05 (IH, t,
J=3. o 10 (1H, q.c OQHHz) , 7. 16CHDH, t, 374 58
J37. )\7&30 IH d G8Cﬂﬂ9 Hz), 7.62 1H, d, J57.83

33. EL IH 1W@R2ED&aH/ DZ (9E3my QT4 (FFLA0B70PPRY I 5228H0s),-1- TP m), 2.0 (1H, |-

8.2 (1H, d, J—75Hz)

( Qiid), 4. B@H, 2 =N MBS ITH, 4, 7=11.5 Hz), 3.9 (2H, dd, J=11.8 & 4.5 Hz), 4.0
(2H, t, J=7.9 Hz), 7.4 (1H, t, ]=7.3 Hz), 7.6 (1H, d, J=8.1 Hz), 7.7 (1H, t, J=7.2 Hz),

o~

N >2L ‘ (CHy)4 374
Pt —<: CH, :

66

34. |'H: 1.1 @QH, m), 1.2 2H, m), 1.4 (3H, t, J=7.5 Hz), 1.5 (3H, s), 1.8 (2H, m), 2.0 (14,

8.1 (1H, d, J=8.2 Hz).

5), 3.0 (2H, q, J=7.5 Hz), 3.5 (2H, t, J=11.5 Hz), 3.9 (2H, dd, }=11.7 & 43 Hz), 4.6
(2H, t, J=6.3 Hz), 7.5 (1H, t, }=7.3 Hz), 7.8 (1H, t, J=7.1 Hz), 7.9 (1H, d, J=8.4 Hz),

H.C S
. _<: >2\OH (CHz)4 476.5
o o

35, o

97

(4H, m), 7.3 (2H, d, J=8.46 Hz), 78(2H d, J=8.48 Hz).

'H: 1.0 (2H, m), 1.2 (2H, m), 1.55 (3H, s), 1.7 (2H, m), 1.9-2.1 3EL, m), 2.4 (31, s),
3.4 (2H, t, J=11.8 Hz), 3.9 (2H, dd, J=11.7 & 4.4 Hz), 43 (1H, t, }=7.15 Hz), 7.16

@EN? _C k;_, (CHa)4 317

59

36. | 'H: 0.99-1.07 (2H, m), 1.21-1.32 (2H, m), 1.55 (3H, s), 1.76-1.85 (2H, m), 1.98 (1H,

J=7.05 Hz) 7.30 (1H, d, J=8.19 Hz), 7.62 (1H, d, ]=7.83 Hz).

m), 3.41 (2H, t, J=11.59 Hz), 3.92 (2H, dd, J= 12.0 & 4.5 Hz), 4.10 (2H, , J=6.90 Hz),
6.48 (1HL d, J=3.03 Hz), 7.05 (1H, t, J=3.0 Hz), 7.10 (1H, d, J=7.12 Hz), 7.19 (1H t




H:
1.

0.96 (2H, d, J=6.72 Hz), 1.27 (2H, d, J=6.66 Hz),
59 (3H, s), 2.10 (5H, m), 3.43- 3.52 (2H, m), 3.93

WO 2085/0q7943=11. 55 & 4.26 Hz), 4.28 (1H, t, J=7.BST/HRDY5/000011

7.

14-7.23 (3H, m, 7.31 (44, m, 7.65 1H t, J=7.74

Hz , 8.63 1H d, J=4.74 Hz). O 0'~~\ ~0o OH (CG2)4
384 40 O ~CH3 38. 'H 1.10-1.15 (2H n), 1.38-1.48

v ia) L DL 411

37.

m 157 (3SH—s)7 1631787 (2H—")
3

Y
O ;

265
345 (2H, t, J=11.15 Hz), 3.88-3.94 (4H, ),
97402(2H dd 311 9708 4.5| Hz), 6.77-6.80 [2H,

2

=8,49 Hz), 7.08 O%i\bﬁg 37 HE) (CRaS-T. 29 St | s
. @700 iFNo \+OH ( 1349 ﬂis 39. | ~p CH3 | H:
07- %y n), .29-1.34 (2H n), 1. 57 (3H, S),
59 1.69 (2H m 2 03 (1H m.dJ 3.47 2H t., J=11.49

1]
1]
Hz H: B9BQH; d0P=61H, Hin), 1.24.(3H, AH=6556, HE), 939 (3H5s)4BI101(5H, m), 3.43-
G

3.52 (2H,_m)) 8820, Q<10 & 398 1-2?34 28CQHCHBIAOGS Hz), 7.14-7.23 |

38.

dd
3\
6.

1( 1:12:&)2171,31@1{ ), 27865((21H tB=7. 714 ﬁ(u&)d J246G4 Hzi}H
= & 14 5 .@s (2H,

4 1H, t 6 44 r
9m Né;p 1(2)4 3559 "334 40

1.0 (2H m 1 (3H? s) 176 7H

TS B 45, BoR @wzﬂe m) TST0 P TET 4 (O o, 2,05 (1L
) 1),33.96 (ZHEH;, Jerdil. 13 &)435&1%19@(4%)111) 63. %4(02H2H;r)dd 6=0197 & 4.5
PHiz), §)77-6. 30 @'IAEHJ—S d9 Hzx7..@ @8, d, IF&)?)'K}]ZO OHIZj-ZI 2355.H8141)

39.

QRN

Al_l\

D 1 D~CH [1 (211@ 1 ; (2H . 1.57 (3
. 1. 2 , 05 J=3.
(2 Hz)® zsm oH] t’ﬁzﬁz\ﬁzﬁ 3 47 E(gfgﬂ , J= 10%4?9 48

“51‘7 9-1.69 (21, m), 2.03 (1H,
aﬁx&%&g 88t zsadg (b6 B % . .

40.

AN EON ]

m, 7.0 (2H, |-%(1Hn)738(1|—,d,

| 3 O 56| (3H, s), $1.6 (2H, 2.0 (1H, |m,

L 4 As), 3.37 ~CBiL 48 (2H (CHa$=11. 5 |Hz393 24
0 |
1

H,
H: 1.12 (2H, m), 1.28 (2H, m), 155(3H s), 1.64 (2H, dd, J=7.27 & 14.57 Hz), 2.03
,2.20 (2H, m), 3.48 (2H, m), 3.91 (6H, m), 4.67 (1H, t, J=6.44 Hz), 6.99 (4H,

~Z"
%

41.

@:D _<: %;3 (CH,)4 309 | 66

"H: 1.0 (2H, m), 1.36 (2H, m), 1.5 (3H, s), 1.76 (2H, m), 2.0 (1H, m), 3.4 (2H, ¢,
J=11.5 Hz), 3.9 (2H, m), 3.96 (2H, dd, J = 45&119Hz) 6.84 (2H, m), 6.91 (2H, m),
7.15 (4H, d, J=7.0 Hz).

42.

@;] _<:O>QCLHa (CHy), 351 84

"H: 1.1 (2H, m), 1.3 (2H, m), 1.57 (3H, s), 1.6 (2H, m), 2..05 (1H, m), 3.0 (2H, dd,
=3.0 & 5.2 Hz), 3.25 (2H, t, J=7.5 Hz), 3.47 (2H, t, J=11.5 Hz), 3.6 (2H, dd, J=5.1 &
7.0 Hz), 4.0 (2H, dd, ] = 4.44 & 11.9 Hz), 6.6 (2H, m), 7.0 (2EL, m).

43.

S
@:Nlo { ><\c; (CH)s 365 | 93
l o CH

TH: 1.1 2H, m), 1.3 (2H, m), 1.56 (3K, s), 1.6 (2H, m), 2.0 (1H, m), 2.4 (1H, bs), 3.37
(2H, ), 3.48 (2H, t, J=11.5 Hz), 4.0 (4H, m), 7.0 (2H, m), 7.2 (1H, m), 7.38 (1H, d,

=7.5 Hz).




J=7.5 Hz). WD 2005/ 077943 PCT/ I N2005/ 000011 29 O
--CO OH (CH2)4 367 74 44, o CH3 i N'H 1.04 (3H ),
wa2®s5021943 m, 1.53 (3H, s), 1.84 (2H m, 1.95PCN2008000011
3.4 (2H, t, J=11.5 Hz), 329 (2H, dd, J=4.4 & 11.8
Hz), 4.3 (2H, t, J=7.0 Hz), 7.2 (2H, t, J=7.3 Hz),
7.34 2H, d,J=8.1Hz,7.45 2H m8.1 (2H, d,J=7.71Hz. OO
F+——0—383—720—o0ff{(CHD)4—+NCH—45—0—3—H—1 11 {(2H
M, 1.4 (24 n), 1.57 (3H, s), 1./6 (2H, 2.0 (1H,
m, 3.5 (4H_t, J . =4,
Hr), 6.4 (, J 7 74
rIJy- .o 00 \© ( CH 7-
44, (2H, ' ¥ (2H, ny, 1. ) 4 (1H,
312 (2H, t,\ J=7.4 |Hz), 3. 3 (2H, t, J 4.3 Hz) 4,
( Hy. 904438 i"é)(ZH“n{T ﬁffs) ), 3.4 (2H, t,
‘111%—211(3*[&),19 %; é%& ]ﬁ7 (2H, t, =73
G 4 18] 3’87%}%
3] 44 n, —6 00 Hz), 4.04 [2H,
dd, 41 " c§|-2H d, IR, ) | 383 | 70
6]92-8797NIH "), |7. 01z |(|3’LH H d,
45.\]-7_70:; Lh'L_ﬁr)gv‘_um_mQ QL(‘I—QAR '
1| 0% (24 GH m 154@ 5, 457 (40ad) (bR 312@111(13@ 3.5 (4H, ¢,
s] J=bl.0 Hz), 40 ¢ dda )=y, &2133on)¢§+4 (2H, dy¥77.84 Hiay,)6.6 (4H, m), 6.77
3| 48N, t, J=158HZLSQS- 4.0 (2H, dd, J = 4.46
&[11.9 ,
j _C >2L (CHp)a 335 | 56
N CH
46. | 2
"H: 1.08 (2H, m),1.3 (2H, m), 1.52-1.62 (5H, m), 2.04 (1H, m), 3.2 (2H, t, ]=7.4 Hz),
3.3 (2H, t, J=4.3 Hz), 4.7 (2H, t, I=11.6 Hz), 4.0 (2H, dd, ]=4.4 & 11.8 Hz), 4.22 (2H,
t, J=4.3 Hz), 6.6 (2H, d, J=7.5 Hz), 6. 8(2H m).
0 :
O | o | e | e |
47 0 CHs
" | 'H: 1.1 @H, m), 1.4 (2H, m), 1.5 (3H, s), 1.7 (2H, m), 2.0 (1H, m), 3.44-3.52 (2H, m),
3.9 (2H, t, J=6.09 Hz), 4.04 (2H, dd, }=4.41 & 11.85 Hz), 6.83 (2H, d, J=8.97 Hz),
6.92-6.97 (4H, m), 7.01-7.06 (1H, g 7.30 (2H, d, J=7.95 Hz).
O
¢ j©/ —C >8J\ (CHy)s 308 85
48 ° CHs
" | 'H: 1.07 (2H, q, J=7.5 Hz), 1.48 -1.54 (2H, m), 1.57 (3H, s), 2.01 - 2.08 (1H, m), 2.50
(2H, t, J=7.47 Hz), 3.45 (2H, t, ]=11.58 Hz), 3.95 - 4.0 (2H, dd, J = 4.46 & 11.95 Hz),
5.92 (2H, s), 6.59 (2H, t, J=8.92 Hz) 6.72 (1H, d, 1=7.86 Hz).
@_/ @—- { %L (CHy)4 384 | 84
49 oSt
" | 'H: 1.04-1.09 (2H, m), 1.23-1.33 (4H, m), 1.53 (3H, s), 1.97-2.05 (1H, m), 2.52 (2, t,
J=7.57 Hz), 3.43 (2H, t, J=11.52 Hz), 3.94-3.99 (2H, dd, J=4.49 & 11.8 Hz), 5.03
(2H, 5), 6.8 (2H, d, J=8. 4Hz) 70542H, d, 1=8.43 Hz), 7.29-7.44 (5H, m).
HC o
o/,s\O @_ 'C ><\L (CH,)4 372 | 80
50 g CHs

TH: 1.03-1.10 (2H, q, J=7.51 Hz), 1.28-134 (2H, m), 1.53 3H, s), 1.6 (2L, m), 1.98- |.
2.04 (1H, m), 2.59 (2H, t, J=7.56 Hz), 3.13 (3H, s), 3.44 (2H, t, I=11.65 Hz), 3.93-
3.99 (2H, dd, J= 4.68 &11.94 Hz), 7.18 (4H, s).




5.92 (2H, s), 6.59 (2H, t, J=8.92 Hz), 6.72 1H, d,

J=7.86 Hz). O off (CH2)4 384 84 49. --CO-CH3 'H:
wa204/0179@9 (2H, m, 1.23-1.33 (4H, m, 1.53 (3PCT/EY2005/000011

1.97-2.05 (1H, m), 2.52 (289 t, J=7.57 Hz), 3.43 (2H,

t,

5.03 (2H, s) 6.
20

=843z

J=11.52 Hz), 3.94-3.99 (2H dd, J=4.49 & 11.8 Hz),
2H, d, J=8.4 Hz), 7.05 2H, d,
A

8
£ 5H—1)—HIC ~0 006" SO --co-H-H

(ciR) 4 37 0.0 G 50 4£91.03-[1.10 (2H, q, J=7]51
Hz) 1.24 (2H, mﬁg oM, ). 1.EHAH m),| 35 | 45
511. 98- B 024 1H, m).| 2.5 chg . J=7.56 Hz), 3.13 (3H,

'B: 440012238 ZH ~1153G5HHg) 1.78-036 (ZH,98), 2.05-2.13 (1H, m), 3.8 (2H, t,

2 2

s),
2H, gdg 379 £68 H, n4)86(7éF(‘QHSa =487
EF, T N20057 UUU@{%O iUZKSJ ig\r% 1
~p &g@l i @z'gfm 1
1. 70- 2. 05¢2. iy,
52;:‘ o%‘qgwx 4 0-4 05 %C(G 7

5783 (%43 J=8 85 Hz).

294 74

7. 35H( 230-H28 128, 89, H$.(3H, o), LBHL(6H2H3 n)92. 17@1H Ha);3227 (3H, s),
p euss 534 (2H; m), 289 B2, (26113 Hz), 4.0382H3Hd, 511.88 & 4.47 Hz), 6.76

1. T12H, 36628, Ha) 7.08 (FH(d} B8, B¥ Hz}. 27 (3H, s),

53CH3 53~ H—4 15 S)
(2, Bl 1591, Y0 ) éli@ ES%é Hom), 199=500 81 ), 2.85 QH, ¢
5. 4380842 H 49 G

3.46-3.54 (ZHsm, [3.89 (2HOt, J=6.13 Fz), 4.03 (2H
dd,| J=11.[8 447 |Hz), GS<\L d, J=8 ,7.06
(21 l‘ bz, 0 *s{t:H Cg%i (o) 3 G5, 5 g

r

1. 59-1 6

95 (aH, dd.Jr11 88 8&4@43121442)16 (2H, d, J=8.4

7.16{2()27-8962%8*&43&) 7.39 2H d. J=8.43 Hz). 0

O>0H (CH2) 2:.370. 37 PhOJ~p0CH354. "H 1.22-1.29 :
(2, m, (3H, ), ~38 (2H n)qcﬁzgpél 2.14 372 | 37
5421?; pho #7-3.55 | (ZH\ /e, 9 ( , 09 Hz),
Y HNT 5*77‘2 FhA 51 ﬁlrﬁ é_?mmmss
") %5 '{n 09%%,2; 040 Zé%z( Hz 6)83 @H, d
=8 97&2),692697(4H m), 7.01-7.06 (1EL, m), 7.30 (2H. d, J=7.95 Hz).
_C >2k (CHy)s 322 | 67
55 o Chs
TH: 1.22 (6H, s), 1.25-1.28 (2H, m), 1.58 (3H, s), 1.69-1.78 (2H, m), 2.1 (1H, m),
2.80-2.89 (1H, m), 3.46-3.54 (2H, m), 3.90 (2H, t, J=6.1 Hz), 4.02 (2H, dd, ]=4.62 &
11.82 Hz), 6.79 (2H, d, J=8.52 Hz), 7 12 (2H, d, J=8.52 Hz).
S\
©/ ,<: %\ (CH,)s 296 77
56. 0 CHs
TH: 1.12-1.04 (2H, m), 1.31 (3H, s), 1.44-1.54 (2H, m), 1.83-1.84(1H, m), 2.90 (2H, t,
J=7.1 Hz), 3.24-3.32 (2H, m), 3.79 (2H, dd, J=4.2& 11.46 Hz), 7.13-7.29 (5H, m).
o\
O _<: >2L (CH,): 310 | 82
57 HgCO CH3
" | ™H:1.20-1.28 (2H, q, J=7.6 Hz), 1.58 (3H, 5),1.68-1.77 (2H, m), 2.07-2.13 (1H, m),
3.5 (2H, t, J=11.5 Hz), 3.76 (3H, s), 3.87 (2H, t, J= 6.1 Hz), 4.0-4.06 (2H, dd,
=4.4&4.5 Hz), 6.7 (2H, d, J=9.5 Hz) 6.83 (2H, d, J=4.57 Hz).
O\
/©/ _C >2L © (CHy)s 386 | 71
58, BnO CH3

TH. 1.20-1.28 (28, g, J=7.5 Hz), 1.58 (3, ), 1.70-1.82 (2L m), 2.05-2.11 (1EL m),
3.5(1H, t, J=11.5 Hz), 3.82-4.0 (5H, m), 5.0 (2H, s), 6.77-6.91 (4H, m) , 7.25 (1H, s),
7.28-7.42 (4H, m)




Ol-1 0 --Co~~OH (CH2)3 322 67 O CH3 55. H 1.22 (6H,

s), 1.25-1.28 (2H, m), 1.58 (3H, 's), 1.69-1.78 (2H,
worRgosa7m4f 1H, m, 2.80-2.89 (1H, m, 3.46-3. SAECT/E¥4005/000011

m, 3.90 (2H, t, J=6.1 Hz) 314.02 (2H, dd, J=4.62 &

11.82 Hz), 6.79 2H, d,J=8.52Hz,7.12 2H, d, J=8.52Hz. O

cr OOH (CH2)3 296 77 56. ~p CH3 H 112104(2H n,

1.31 (3H,_s)., 1.44-1. 54 (2H m . ] 83-1.84(1H,_m

2.P0 (2H t,0 97.1 He 3 -3.32 2H, m), 3.79 2H
dd J:1.46 Hi) H m .(CHQl ~0-\[H2s0 | 55
(G2) 3 82 Hscopﬁ H3 : 120128(2H,

fanin ey %gbﬁggw P

=4 )&ARHﬂ R77HdJ—R|-|7\ 6.83 2H

=4. 57 > O>LqH ( CH2 86 71 BnO ~p CH3 58. | H : |
1. RO- 1 2 H q, J-? Hz 18 |(3H, CHzk 70-1. 82298 82
(2H, 5-2.11 |(1H, C 5(1H, t, J=11.5 Hz)

3. 5'21:[4 T01CP (3L, m ‘1’59?(§H 1779 219 ImY, -2 (1H, m), 3.47-23.5
é’:légz 2 ;i‘) 14- %)S(Qh d%&@&/ D798 6.77-632 (2H, m),

Nt

CHD) 3 280 5
—GHEB o  NPPAEY ', oo \,_7. 1 “Z%Sri
1609214 | ) | 1.92 3. 32- 8.
-3.95 |(4H, m @hi)( @H‘zéssl He Ho | s

(
, 1) A 3
7.%5 (24 Y2 J=7.8d Hz)\—d)T€H4 0|0 \/ OH (CH2)3 208
82| 'H . 1634 62X, ¢|J—7I62—11z)11 29 (FRH), hj6 1:905(9 H( 8B, 249-2.17 (1H, m),
1. 78-4b-387 (2H, 40249234 §, 1 (m)l ,3 H&ﬁ 32(%“ J=7.23 Hz),
“rl 73438(§}§;,%27(2 'I'Iz)W)69 71@}141196 g d, J=4.5 & 11.7

;0. [ 1- J=t5./HZ.

%L (CHy)s 370 | 80
Ph\/©/ ‘<:O CHa

62. |TH: 1.20-127 (2H, q, J=7.6 Hz), 1.58 (3H, s), 1.58-1.71 (2H, m) , 2.0-2.11 (1H, m),
3.46-3.54 (2H, m), 3.87-3.96 (4H, m), 3.99-4.0 (2H, dd, J=4.65 &11.8 Hz), 6.8

(2H, d, J=7.72 Hz), 7.0 (2H, d, I=8.43 Hz), 7.17 (3H, d, J=7.73 Hz), 7.24-7.29 (2H,
m).

Preparation of salts

Sodium and potassium salts of the compounds in table 2 were prepared by following
the general procedure described below. |

To a solution of carboxylic acid derivatives of the novel compounds (mentioned in
table 2) (1 mmol) in alcoholic solvent like methanol, ethanol and the like was added
another solution of sodium or potassium alkoxide (0.95 mmol) in alcoholic solvent and
the reaction mixture was stirred for 3 hours at 25-30 "C. The solvent was evaporated
and the residue was triturated with dry diethyl ether or diisopropyl ether to obtain the
salt of the corresponding carboxylic acid.

The compounds of the present invention lowered triglyceride, total cholesterol,
LDL, VLDL and increased HDL and lowered serum glucose levels. This was

demonstrated by in vivo animal experiments.

A) Demonstration of in vivo efficacy of compounds:




0111, O -Co~\OH (CH2)3 330 83 O CH3 61. H: 1.26-1.34

(2H, q, J=7.76 Hz), 1.59 (3H, s), 1.76-1.90 (2H m,
WQ20812790% (1H, ), 3.49-3.57 (2H, nj, 4.0- 4. RCT/{(Nb5/000011

m, 7.1 (2H, d, J=9 Hz), 7332 (1H, t, J=7.23 Hz),

7.43 1H, t,J=7.25Hz,7.69-7:7 (3H m O Ph 11 oOH

(CH2)3 370 80 CHp 3 62. H: 120127(2H q J=7.6

HZ) ' i%' g%u;%lsgiglfgfﬁdé ﬁ,ilg t%taggh(glzégro quérmg acéw&g 12(%\7';%'% albino

(2H ddiick=4. 65 811.8 Hz), 68(2H d, J=7.72 Hz), 7.0
(2H, d, J=8.43 Hz), 7.17 (3H, d, J=7.73 Hz), 7.24-7.29
( 2Male SlesPalé)p@rlatqedﬁAM) ‘sqbtbsec@@&ydm ammab puses Allthese animals

lts.of. th t d
7t o=t Snffier e spd Qe ARG RS By v eiven
5 s?anﬁ&lggélﬁdgﬁtoﬁ}fe %1%@% g%\y Hyge@%&l 1{4&1&) é(ﬁﬁi\k/b‘t@lsa@fibﬁd}ﬁ SWVES 20-30
N
&'h‘@ﬁlgbt HOEG aves uspd eThmrntmel apm@mlrim Institptiondl Apigeal Ethics
| ut f sodi t
%ﬁﬁmﬁ?g% hesB 8ol 3 ' al conol o sol vent and. the

r eqBé tBh cHPdunIe WS adihinigt@dd fopdlly3toh®wiss aEbinoZEnéH)atCﬁl)Ol to 50
The sol vent was evaporated 10 and the resi

d
g { &gt davedosgi 1op Scays. ol e sRmpind avasprd namsg%%f 8% S| Sugpepding it in
0 d 95 Qbé%@ of &@solﬁﬁ%ﬁt Afwit V&h%ﬁ rc% B ROyaas-Qaxpik! @%ntrol mice

e CO oun of t rese I nventi on ower e
boiet gleyted M1ﬂra/ehtod)& @. zx%mmmlmqmethynmmm,mpsam 8 ml/kg).

d HDL d | d Thi
e SIS ATt S Lo i Aol e . h “gfjer drog
AARTRNB AR bPE™ %3{ bP thel Y rREd: TH@ Mlo%ﬁ V%Q'TBHU&Q@ in N¥2 heparinised

2005/ 077943 PCT/1N2005/ 000011 32 i) Serum
dapillgtyaek thd esramdwasoarmalyzed &reggbmmdd wviiptahghalesterpl (Wieland, O,

. . I bi . Vol SWI

15 Ygnad SERR D ardbaR: PETEeTBtE FaRy - Flad oS g eh Trinder, P
AR eChH®i Biodhdied1o8vdey: 242210 Wieakihr@hienB B séhafk trégigdegidatand total
251 C. Animals were given 5 standard | aboratory chow

qhnlesterolywas sloael usingd cenmerdalukite (Zydrst Castiley rBaﬂlE]JAM é¢hmedabad,
Izgl 0 g body wei ght range was used. The protocol

4bPfoved by Institutional Animal Ethics Conmittee is

bei ng used. The test conpounds were admi nistered

orally to Swiss albino mce at 0.001 to 50

20  Formula for calculation:
Percentage reduction in triglycerides/total cholesterol were calculated according to the
formula:

Percentage reduction (%) =

TT/OT
1-[— | X 100
TC/OC
25 OC = Zero day control group value OT = Zero day treated group value

TC = Test day control group TT = Test day treated group
Table 1:

Triglyceride lowering activity in Swiss albino mice:

30
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15

20

25

ng / kg/ day dose for 6 days. The conpound was
adm ni stered after suspending it in 10 0.25 % CMC or

waele@sorrwing it in water, when conpound is PCT/IN2005/000011

wat er-sol uble. Control mceé3 were treated with vehicle
(0.25 % of Carboxynet hyl cellul ose; dose 10 m/kg). The

bl ood sanpl es were coIIected on O ' day and in fed
state 1 hour ffor dr iy an Of

IIIII uull

t nexamdaNent | The BlOSBd was| c 01/"I %@%@rﬁdﬁ .I%%anu -

hepari ni sed dapi ?h?k?’d@ﬂd ne serum was anal yzed (f
triglyceride an olesterol (Weland, O, 15

Met hod® of Enzyrrat| clanal yS| ;. Bergerrré?ter H, O.

Ed 1ORQ ')11 n: la m

L==v

1__|.—r, LI B A” A= B I‘\IIII e DI UL TTG
1969. J3§ 24- 27) . sl,lgrerrent of serum ??I gl yceri dg and

ot al 4ochol esterol Wa§ done @ising conmggcial kits
(Zvdus Cadila,l Pathline, Ahmedabad Lndia) 20

For mil)aStmm ¢rglyeeride i ad: tobsr heteistenel Jowtiog i astivity) in Hamster of
triglyceri. des/1 ot e%l chol esterol were cal cul ated
accor di RYPILEVHE S'#8r nul a: Per cent age reduction TT/ OT

1- I\fal 1OOdOF%J%}O§ag§{eé 8f §y1§%§> gglg?% %t%&%rg lbll‘&f ngulﬁfd\ﬁ@ laHﬁ‘nal house.
Acld)tttes@ hnigratauwer€ Maintiget voder 12-batrdight amh@aﬂ{a:bcle ap 22 + 3 degree

SRR B e

grouRs chaninals yees pwon BiEtG (L aneddrgh gho e%mﬁoﬁngor 14 days
38 ddP1821 1t HA- I Biet Wheregs Hﬁ@ grbhﬂ by &ififdatbeofande ot @d normal diet
chol'esterol lowering activity in Hanster of Syrian:
fgpiRWeetsai n: Mal e and Fenmal e Hanster of Syrian gol den
Gﬁ@'gmup@famlﬁ[aﬂwoﬂ HFZH G Wietamérgateated L(p@) witlAtdbmpdasls of the present
%t}r{a ?tvgé(?l {& édt;ltélalr/rlgddagf}ﬁr %zdag (1)1% éﬁb&th@lngroﬁg Ijgcelved the
vems:ﬂe tAﬁerotﬁaﬂaySnblnad s@Enples svemrbmqoue@ed én-pen rhgp@rstéae capillary
%&4\8 Sf'opfiet@ﬁﬁ;ﬂ%l oh Wfo@al%Ble@ﬂ%rd’ﬂ':(Tw ﬂélﬁ@nﬁ@(T@f @Wieland,

estero

Ew@aﬁsawwg ﬁ?Eﬁ?f@FY%anéPs fi R?é?ezﬂu%

rinder,

P OAﬁW'Clﬁi. HiocHed, 1089, §ERK37). Msgement of seith TEEKcerdde and total

g;éggqqgll v%s 3’(‘)%% %sigagrg %Skﬁr&gl%s%Ei%tecé’c'lé’n‘%{%ﬂ%cffs&5‘ €

Formula for calculation:
Percentage reduction in triglycerides/total cholesterol were calculated according to the

formula:
Percentage reduction (%) = (TT-TC)/TC*100
TC = Test day control group TT = Test day treated group.

Table 2:
Example No. Dose % Triglyceride lowering
(mg/kg/day)
50 3 45

No adverse effects were observed for any of the mentioned compounds of
invention. The compounds of the present invention showed good serum glucose, lipid

and cholesterol lowering activity in the experimental animals used. These compounds



10 invention, at 0.001 to 50 ng / kg daily for 15 days

whil e the other group received the vehicle. After 15
walays/obisadvd sanpl es were be col |l ected i n-non PCT/IN2005/000011

heparini zed capillary from#animals for determnation

of total cholesterol (TC), triglyceride (TG (Weland,

0. Methods of Enzymatic anal ysis. Bergerneyer, H, O

: 6 1-214: Trinder, . P. n.. cin.  Bi.ochem ... .
Fsteoh” oy, B Bt LR lis ror, BMnect s (oLl A Bhptgidemie
hytedholebterslbmiag st Byserind@ine@iine Wgpaglyeomier Cueh Kiag s NIDDM,
(Pointe Scientific.Inc.USA.) Fornula for cal cul ation:
eudioppcalge disenses.i 6Ok hypejiopsien; qesitiot ypce such diseases are
=0 cal cul ated according to the fornula:
g‘g%@?ééig‘gt%g‘éﬁéﬁ?%ducti on (%W = (TT-TQ)/TC* 100 TC =
Test day control group TT = Test day treated group
Tabl e 2: Exanple No. Dose % Triglyceride | owering
(rmg/ kg/ day) 50 3 45 25 No adverse effects were
observed for any of the nentioned conpounds of
i nvention. The conpounds of the present invention
showed good serum gl ucose, lipid and chol estero
| owering activity in the experinmental aninmals used.

These conpounds WO 2005/ 077943 PCT/ 1 N2005/ 000011 34
are useful for the testing / prophylaxis of diseases
caused by hyperlipidem a, hypercholesterolem a,
hyperi nsul i nem a, hyperglycem a such as N DDM

cardi ovascul ar di seases, stroke, hypertension, obesity
since such diseases are interlinked to each other. WO
2005/ 077943 PCT/ 1 N2005/ 000011 35 W claim A conpound
of formula (1): A(CH2)m X-(CH2)n B (1) (H2Or Y R

B= xZ Y 5 their tautonmeric forns, their

phar maceutically acceptable salts, their
pharmaceutically acceptable sol vates, pharmaceutica
conpositions containing them wherein "A  represents
optionally substituted, single or fused aryl,

cycl oal kyl group or an optionally substituted

het eroaryl or an optionally substituted heterocyclyl
group; mM =0-2; 'n = 3-6; X represents 0, S,
-N(Ra)- or -CH2-; Ra represents H, |inear or

branched, group
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10 selected from al kyl, acyl or aryl, aral kyl group,
whi ch nay optionally be substituted; "Y' at each

woec@dnrmace i ndependently represent 0 or S; R PCT/IN2005/000011

represents H, |inear or bsanched substituted or
unsubstituted alkyl; r = 0-2; Z represents

-(CH2), COOH, al koxycarbonyl, hydroxynethyl, -CN,
substituted or unsubstituted tetrazol es,
‘&lﬁk#.car bonyl groups, s = 0-4; with the proviso that

13 = CH2 and 15 i) A represents substituted

ﬁgbﬁpMﬂ'fgrrﬁﬂgma the substitutions on "A does not
represent aryl, arfomatic, heter og‘écl i c_or cycl oal kyl

group; and ii) ‘A rPepréednssosulistetBed aryl group,
the substituent on "A" repregents al kyl sul fonyl oxy,

aryl oxy, aral koxy, cycl oal kyl, heteroaryl or

het erocyclic group. 20 2. ongound as clained in

claim1 wherein, when "A Q‘@C ugg i Ryted, suitable
substitutions on A By b | ecyed from hydroxyl,

oxo, halo, thio, nitro, am no, vyar?o, fornyl, or

ubstituted_or unsubstituted groups selected fro )
B iR fayms, thex I@*M%e}m r@ﬂcwﬁlﬁy|S;dltsa|tk@&y,gérmaceuﬂcaﬂy

ebARlIK O var R - Sty Sbltdibide them, wherein A’
Jé‘kycq2 %da#kgﬂ?’a c;’/cﬁg%@ggny M 6:'6451 c%]%glfskyl ,t}é g them, wherein “A
tepieyentoaptionally sutatitiwed; singlekarfosed, arpls cyotadllogl deowgy pr an optionally
aryl ., aryl ox aral kyl , aral kg l, VI OXY, e s nm s
Byt Meteroard Fcoational srrs i B o pydticgron: s = 0-2: ' =
A6y Harkpiesen®y @) §YNaRA)Oor COHNORY hépreftst, 1818 bf Sranched, group
derivatives such as esters and am'des, carbonyl anm no,
selegtedxiyerh lajkyl, acytrionaatiktalkyh ietanpy athichl mawyoptionallyl ke kybstituted;
&ral. koxyal kyl l.kyl t hi,o.. thioal kyl,, agyhthi o .
zflr K& @5 fogﬁ%r%ﬁ%gr{g%fepaepﬁwﬂé/u{epgeﬁ?lﬁ OQy?r g, lR; reptesents H, linear or
trhHchel CabBrantedasi RasubStuddy iyl cAED Oy | Aniepfasents -(CH,).COOH,
ar al kyl oxycar bonyl am no, ani nocar bonyl am no, WO

doogcgpeaviz brskokymeibsl, 006 1 subsgituted or unsubstituted  tetrazoles,
. Lo, : h | i no.
e R R S R L e

conpaidindAagepedsantaBabstituted aeterobysifvegreup) thelbiitakitions on ‘A’ does
substitutions on "B may be selected from hydroxyl

oxo0, haPgt reprgsent amEft grgmiatiey heterogyghim ar cxclnakial grejp; and

subst;iyt Ul €den Rk ' 1€, OlPS : fr

al kyl ) Hal o %ﬁ%&%wﬁ.%%mﬁgoﬂ%ﬁ%ﬁhﬁgn AMrepresents
cl ai nmed alkylsolfanytogy, vdrgloay naratkosy,s cyddallktyit hetamagil anbyeterocyclic
of the substituents on "A" & B nay be selected from
hydr oxy®®%xo, halo, thio, nitro, anino, cyano,

3 OANEbmpBind 4P ditd 8 QAint ISWRSEI. WHRA W OUPSubstituted, suitable
sel ected from am dino, al Q/I , hal oal kyl, o _
peshizstibaiokylon ‘A keagybe beleded Roryhydsexabxm|Habx ythio, nitro, amino,

al kenyl . al kynyl 0, gycl oal. k cl oal ken -

o1 Yo SRy HibytbisE oF Rt A PEf Y from amicino, atky
cy GhRalkDX perhdloflky], aaMKoRYY haRaldoky| peHadddlieowy, aAkMlyl, alkynyl,
acyl oxy, acylam no, nono substituted or disuabstituted
anicidoalliyly | snycleslkeaylal j¢yataaieyl, chickelrglikerylaciakoxsnd alkenoxy,

ca BARUIER nany 4Bl h BOHEIL ARRT, POV asplyepoytamine

ar yhonsyeskipited 8f alsibntir@bd nindl dylhiniio) ardlkyl@abdoy lcarboxylic acid
arylthio, 15 al kyl sul fonyl am no, al kyl su] fonyl oxy,
al iaBs yibsadBEYafivasT Weh as esters and amides, carbonylamino, hydroxyalkyl,

aminoalkyl, alkoxyalkyl, aryloxyalkyl, aralkoxyalkyl, alkylthio, thioalkyl, arylthio,
alkylsulfonylamino, alkylsulfonyloxy, alkoxycarbonylamino,

aryloxycarbonylamino, aralkyloxycarbonylamino, aminocarbonylamino,
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aryl oxycar bonyl am no, aral kyl oxycar bonyl am no,
am nocar bonyl am no, al kyl am nocar bonyl am no,

w@bkdosxnymad no, hydroxyl am no, sulfenyl derivatP@EEY2005/000011

sul fonyl derivatives. 4. Tl conpounds of claim1-3
sel ected from 20
Met hyl - 5-[ 4- ( 2- et hyl - 4- oxo- 4H qui nazol i n-3-yl)-butyl]-

et PSRBT forsBbrin b Pd gming ymitearingrvatives

yl| -shifdnyd deeivtx@ge- 2- car boxyl at e;
Met hyl - 5-[ 6- (4-chl or o- phenyl) 5- (4- et hyl sul fanyl - phen
94 YA Gowguq%%plpmzedmg ¢lgim 1| whergin]suitable "substitutions on ‘B’ may be

oot PIREXE R, fai, o piron ppine, enp. fpsmshp ppstted

- 2- di‘ﬁhh;blsﬁt[uﬂectﬂrdﬂpb@l&teﬂ ﬁcﬁﬂﬁlk@lg)hbhh&yl aryl groups.
%/glt Xcgmpogn galslﬁg(]y{eét %[] Oxaizlvghe%gmy the sulgstPtutlons gn any of the
thsﬁb’éti’téen[tf'oﬁ 6A7 &“‘ﬁy Qﬁa?rdl A hdoh&an aba ]%6 Wr bgld nﬁéo Yinlo, nitro,

utyl]-2-nethy xane- 2-carboxyl ate;
I\/Etdnth By@up, (f@mtzd,zm Sllbst}ﬂltebmyhsubztitnmdrgrbu;[s]s,elk}:thd(fm amidino,

- 2- i
Ve - SR Perbalpgliys koY hakorlkaigaperploaligy alkensl alkymyl,
1, 4fstiohisi, n- é!y'clﬁalkdﬁyl yl l}w{rcléalﬁyl dip@¥RAtkenyl, alkoxy, alkenoxy,

2- car boxyl at e; 3 -dihydro-benzo |

1, 4pelaplkern- 4aryl) ab&dpyy,] azalimk h;arallfow, 3 apyli oxaylexy- acylamino,

N St e SRR S 885 S8 v e

] diand aive- c&n@ﬂﬁ\kb@xydciht @s esters and amides, carbonylammo hydroxyalkyl,
Met hyl - 5- (4-i ndol - I-butI){(I?-Z-nethH{
]dlaéggg kyl, @lgf—»g@,uw ,agrézloxya aralkoxyalkyl, alkylth1o thioalkyl, arylthio,

Vet froRiitlo, o (5 Pheardiraiib ), N 4 Y1 - PaRbYditons lamino,

~car boxyl
I\/Etdny/lbxsﬁsafbbnﬂhnhnmzyl pinaﬂhydnm)oathmwa]mﬂe met hyanmsihocarbonylamino,

SRR RO m i, (4Jk yathincs. b diga o2y ofuifenyl iasivatives,

i n- sﬁtfbﬂn)l d'%H(zaYc\Jes[ 1, 3] di oxane- 2-carboxylate; Methyl- 5
{ 4 2- (2-hydroxy-ethyl)-3 -oxo0-2, 3 -dihy dro-b
énzTh@ c[ompounlc]s Qfx@mnl-asylleq:ted foty |} [2- et hyl-[ 1,3

M @%@%‘%ﬁvi‘f’ Xﬁ %?f%lﬁ%sh%éyy%h‘éwyx%ﬁne&ym Pljiorgng 2-
6 car boxyl at e;

3benzo[1 3]d|oxol 5-yl - E B -methyl -[ 1,
}é-)é oet ﬂmyl%eyloxy)-butyl] 2-met yl-[1 3]d10xane-2 carboxylate

ye{t@fﬂS i’ﬁé(h]— | cgf)c()gf)ﬁleeﬁg?-%s %ﬂ%s@@éw? hﬁe%l)? 6 %%J(E) xflel(ylf 2-methyl-

Mes Jdioxahe-p4atbdxbate y| oxy- phenyl) butyl] 2-met hyl -[ 1, 3]
di oxane- 2- car boxyl at e;

Mgthys-SoldeldyA- é@b’@r&nlgﬁnzgﬂvlgfﬂyxa)nn# yl)—butyl] 2-methy1 [1,3]dioxane-2-

EJI g.%ﬂil gxane- 2- car boxyl ate; 15
R -5-13- (4- br ono- phenoxy) - propyl ]-2-nethyl -[1, 3] dio
Muatieyl-2-mathbxy(#-phenoxazin-10-yl-butyl)- [1 3]dioxane-2-¢ arboxylate

| -
%ﬁy&-%&%j élhgg%%ilgﬁngg §n2(-)c %yr?dn?—n (-))%qvu ]05) methyl—[l 3]dioxane-
kotaed 3- (4-i sopropyl - phenoxy) propyl]-2-methyl -[

, d oxane- 2- car boxyl at e;
Methyl-5-(4-carbazol-9-yl-butyl)-2-methyl-[ 1,3 ]dioxane-2-carboxylate;
Methyl-2-methyl-5-[4-(3-0x0-2,3-dihydro-benzo[ 1,4]thiazin-4-yl)-butyl]-[ 1,3 ]dioxane-
2-carboxylate;

Methyl-5-[4-(2,3-dihydro-benzo[ 1,4]thiazin-4-y1)-butyl]-2-methyl-[ 1,3]dioxane-2-

carboxylate;
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Met hyl - 2-net hyl -5-(3 -p-tolyl oxy-propyl)-[ 1,3
] di oxane- 2- car boxyl at e;

wOR0EPI79%3 [ 3- (4- br ono- phenyl sul f anyl ) - pr opyl ] - PETrE{2094/600011

[ 1,3 ]dioxane-2-carboxyl atde; 20
Met hyl - 2- net hyl - 5- ( 3- phenoxy- propyl )-[ 1, 3] di oxane- 2-ca
rboxyl at e;

W%gnlgetg@lég itzl yhgl?JtﬁlaQﬁelr@)oﬁyQutﬁs ‘ff’?dd]ioxang‘it haﬁ)mlyla]fé
L@‘W5 (Zf-mé@lhwl-ﬁuﬁyB Z—ﬂﬁﬂivl BB Rliox@ny2ecayoxglay| | - [

ety B3 45 DR shar g p e Bppxanciongoxlat

WUebhyl-8i[@x@ Lk Ri- -

Mo hy] [ %ﬁylﬁgl{eﬁg@ tﬁl%%%’]%xmgth% [1 3)]?1]07(%116 2- c%erX¥IaT 3
M;my rfget vl ddkpikat2e3- d@sdro -benzo[1, 4]oxazm -4-y1)-butyl]-[1,3]dioxane-
MRt vkt g[ [ 3- (4- benzyl - phenoxy) - propyl ] -2-methyl -[ 1, 3] d

[ oxaney *car boxyl at e;

Blefid- 52{45[&%%;4&@%;0&&&})@%{@2 Qldllﬁyd}”o %laﬂzo*whwazl% ATRf Bhty1y-2-

carboxylic acid

ﬁﬁ%ﬁ'flrﬁe%]]é?&xggg E;ca@l&@k@(r%m e salts;
Ol OB AL ARG s O M B

M@thsbﬁi(mb&naﬁ[ll ﬁidloﬁél 5-yl- propyl) 2-methyl- P 3]d10xane—2— carboxylate;
5 Ior ?g/i rrethlsu fanyl nyl) - 6y
hlé(le jf‘] lfony O%Tmeaxaﬁé yil- %ﬁ@%@sﬁ;{llmd@sw %rnd
¢atr1§o Ménaceutl caIIy acceptable salts; 5-[4-(2,3
dro benzo 1, 4] oxazi n-4-yl) butyl] 2-nmet hyl - [

Me@qyglﬁdﬁéﬁ@eﬂzﬁmﬁp&gﬂyl)ebutﬂﬂ:@dnﬁhyl i1t Hdioxane-2- carboxylate;
@E@&rﬁdﬁ%fylogdgﬂ%g}%gﬂ a%?r Sro?)?li) fl 3]\A\f3x§r9eog/c%7c>?§gte
5{&(4-&&140-913&{&34)1&(;@11]% Mot Hfl)/ﬁ])d c{aénéﬂzdéai)%@@ﬁt@ c

oxylic acid phar mac |ca y accepta
lglgqy{ g-methyl-S [3- (4 phenoxy phenoxy) -propyl]-[1, 3]d10xane 2-carboxylate;

S ISR s TP AT S5

Maﬂhybz n5ethy1—5 (3-p-tolyloxy-propyl)-[ 1,3 ]dioxane-2- b lt
[ 4-(3- o>3<]o x %Y)[ ] enzocaro%’ﬁleazm 4-y

)“’thﬁiﬁi? ](4‘[b1 mP-iPen ﬂ@faﬂyl)'@é?m’é]x%fmeﬁw&dilﬁ]dmxhnetbcarboxylate;

A I AR R eGP Hetfer ny 1 -

Mﬁtﬁy}S@-@&-ﬂﬂGr@phﬂbﬁpﬁp’ﬂopyl] 2a@bttlyletB Jaioxane-2-carboxylate;

T e 2 Hond oLy ipuapeparsbensiie,
M@tﬁ&lb@fy k4-5e1?z§r'1&yaﬂ%nbﬁy°§ praqulfa%é{ﬁﬁe[litﬂ]a%%ge -2-carboxylate;

accept abl'e sa

Met(ml -3+ ﬁﬂ&wmxymﬁbay)@mg?mhﬁmym @u]m?ﬂagl@e Zc&]Bfﬂaﬂéﬁé
a al hnace | Ca acce aple salls,;
tﬁ&%ﬁj @B LHB AT oy Tei-mihy i C lsbxpns -2 cartapeyiats;
2= gb@é&ébM‘H aﬁlhgzcﬁfﬁd.?u 5HDutyIAAREAY 1398 bkne-2- -carboxylic

accepta le salt

ag [amd(lmphemzqﬂeum@lmnye)ptm sdlt: 2- net hyl - [ 1, 3] di oxane- 2
SRR e ey BB BSEH BE bt S e i and

ith pﬁiimmemtibaﬂy)ab&epm%a]ltsi 1, 3] di oxane- 2- carboxylic
and its pharnmaceuti cal I acceptabl e salts;

55[6{(& @lﬂoxozphw})o%c% memylwlfansdweml)}éenmymm]kmmmyl

fiﬂ}' % ')%gcre]ﬁe]bcé!y%g ?g (Sl )a#j 1% pggrn}f%gwbca Jly acceptable salts;
SF{ha(Qﬂabﬂtyﬂrd;bédzys[meQilﬁhLﬁ) Bty -methyl-[ 1,3]dioxane-2-carboxylic

acid and its pharmaceutically acceptable salts;
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2- Met hyl - 5-[ 4- (4- phenoxy- phenoxy) - butyl ] -[ 1, 3] di oxane-
2-carboxylic acid and its pharnmaceutically acceptable

WG 2005877943 PCT/IN2005/000011

5-(3-Benzo[ 1, 3] di oxol - 5-yI38propyl ) -2-nmethyl -[ 1, 3] di oxa
ne- 2- car boxylic aC| d and its pharmaceutically
acceptabl e salts;

e T
pgﬂfmiptli{mhhﬁ sadeptable sr:llts | 1 oxan
S BRI PR S AR | 0 o

pﬁﬁﬁf&@&&ﬁhﬁ §@deﬁa§a§ble salts;
2-Meth phenyl sul fanyl - ropy S% 3] di oxane- 2-ca
¥yl b3t s iy -l EbwylJd cdosaed-

%‘%F’%ﬁt%“’é} LIS PRSI AT TR SHY 1 - [ 1, 3] di oxane- 2

5= [aé(rztzomﬂydfo B&izd [ ldijehiadis-4- ﬁhbmﬂyﬁczaﬂiet@@[l B |dccmpi2adirieoxylic
sal ts;

aQ‘dl%flWmhma&ﬂ‘{tﬁaﬂﬁéﬁ@fﬁbﬁf@ﬁﬁxy) propyl ]-[1, 3] di oxane

t- .
L s T

pharfnfcéuticalip pcagpydbledaisioxy) - propyl ] - 2- et hyl -1, 3] di oxa

@éléﬂ?lg{)-ygﬁlitg )t(-:?S %%lch%ll-fpg]dmxane thaa}brg%(%rﬁm ! Cal l and its
p%aﬂ}ﬁ%rc%caﬁ Q@Cdﬁta{b‘l’é gaht@xy propyl)-[1, 3] di oxane- 2- car box

ylic acid and its pharmaceuticall y acceptable salts;
28Methyl-5-(5-phenyl-5-pyridin-4-yl-pentyl)-[ 1,3 ]dioxane-2-carboxylic acid and its

uI fanyl)-propyl]-2-nethyl-[1, 3]di
pgmg‘?w@gﬁ%&%mﬁ’@y%@ﬁd and its pharnmaceutically
‘Iig@é}ﬁklﬁp )-butyl]- Z-methyl-gl ,3]dioxane-2-carboxylic acid and its

t hyl (3- pﬁenox propyl )-[1, 3] di oxane-2-car boxyl i
P(bamﬁcéutéﬂﬁﬂylaﬁ@m 6\X‘ﬁ;(:eutl cal |y acceptable salts;

TSt e R

o@fbbﬁplﬁcﬁhh@ asdlts pharmaceutically acceptable salts

%{42[%@%4%&@ f&éafgtoggléeﬁnflély diombei 8{4%@ %Slyl]sg)uty S hethyl-

SRR LSBT scidand topharmacer ']wa“Y SSERAT 15 g ox

nbtethyt-ar[Bepdyphicaoscplibnary)-butgl]-[ b B fdiorene?t-caobdtyyic acid and its
kel Y RSP e

P?‘ y)-propyl]-2-nmethyl-[1, 3] di oxane

5—?(': -BEIBPKY d‘l&m@%‘-ﬂ ROV1)-5 SnetBNAT MRS RIdeCRABoxylic acid and its

eptabl’e salts
Iﬁlatrﬁaceutaﬁé\lyzapbemﬁﬂmaw) propyl ]-2-nmethyl -[ 1, 3] di oxane-

Sk P sy AR Rt alen o SURLBERS L ThrinC 2SR FOLE oo
&arﬂa%mc@ﬁnéa%%b?u{bna saltds 20 clained in any
£r eceding clains an armaceutically acceptable

b o Bensy tiyeabeny - bl s[5 1 oranet s carporphcneaditbdand it
%ﬁ%ﬁ%ﬁﬁw tablg ?ﬁ{s‘ ng di seases caused by

2-Methyl-5- (3-phenylsulfanyl-propyl)-[1,3]d10xane—2-carboxyhc acid and its
pharmaceutically acceptable salts;
5-[3-(4-Bromo-phenoxy)-propyl]-2-methyl-[1,3]dioxane-2-carboxylic acid and its
pharmaceutically acceptable salts;
2-Methyl-5-[3-(4-phenoxy-phenoxy)-propyl]}-[1,3]dioxane-2-carboxylic acid and its

pharmaceutically acceptable salts;
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hyper chol esterem a, hyperglycem a, obesity, inpaired
gl ucose tolerance, leptin resistance, insulin

wo emsstmmse, di abetic conplications, conprisi NBCT/IN2005/000011
adm ni stering an 25 effect3®ve, non-toxic anount of
conmpound of formula (I) or suitable pharnmaceutica
conposition as defined in any preceding clainms to a

SR SR PRl B b 2ol g nd i

piraedudisally mmptabhb sglt:ucose tol erance, dyslipidaem a,

BB T T Gy, it e i
pERIALANRENY heepbRARAEN S 30 and ot her di seases wher e| n

insulin resistance i s the underl 3% pat hog-lhysn ol oga
SridAdrpmerphenylsulfayl)cprapyll-grmeth gror OBYHC 03F°1d and

it%Bge}r%%g\ﬂilscgﬁg&%%{ab%%hgescr' bed in any pr ecedl ng

rrses ddm nistering a conpound of

2fMetyl-8-($-bhens- mﬁppﬁm‘ﬂaﬂ&%ﬂwxmaow 088011 dfd its
defined in claing, 1-5 and a pharmaceutically

phargwgeuisplly é‘éﬁeﬂa@]fe Sa&i;l uent, excipients or solvate to
56[31@@1@&% %h@m?:ﬁ@%r& L& %et ?i@oﬁne@-@g R o£c1d and its

ar mac utl conposi tions and
phadlaceum:allyamepmbta salis;t hem as defined in any preéevious

cl ai t th 5.1 t
DSHEUTEs 1S TR RTE o RN b sBb TR TRRL and
phdrmaBeRAAF A ecepRibldNagBAr | ng CO”DOUHd of formula (1)
corrprl sing the steps of i) reactin conpound of

5f[6F(|41BGJIZY1IOK)’-DlWI1¢X pmmﬂozxmﬂwﬂ-[i,é?clma@e(lﬂaxbOXMe%ced and its
ents Ee)tl e al kyl group and all other
PEWH%F lcél %ag%ep % inciaiml, to obtain

dRyHc ( 64d) And i
5%@ %M@x@%h&ﬁxwgﬁ)p@l(]%\é{aﬂylﬁ\[ %q(lllﬁﬁa?e-(ﬁcﬁélﬁ iRy} % ( i ) and its
pbm@)ccutmally aQqutaé?}e salty (n ii) alternatively, reacting

| I :
SR ool LM M SRRSO 5
phifmdcepicalieatcepsdbid @tke al kyI group and all ot her

synbols are as defined in claiml, to obtain co
6of A fbpracgulisal) compraitien avhich ysomprises, campauidist o g (0, as

Jl%g@a ]in %ﬁmﬁﬁw@ﬂ(w@r ceu] %f_&%ﬂ?d@l&cﬁ%ﬂer diluent, |

(dx\z’bpmms or solvateonverti ng the conmpound of formula (Ia)
7&21@0 on%gg deqp ];Qr]%?qrn%g 0 ! zr’eati\?lﬁjge rd?segéels cglysre[JQOIb§r %EISerﬁIS)idaemia,

hypercholesteremia, hyperglycemia, obesity, impaired glucose tolerance, leptin

its

=y

=

resistance, insulin resistance, diabetic complications, comprising administering an
effective, non-toxic amount of compound of formula (I) or suitable pharmaceutical
composition as defined in any preceding claims to a patient in need thereof.

8. The method according to any preceding claims, wherein the disease is type 2
diabetes, impaired glucose tolerance, dyslipidaemia, hypertension, obesity,
atherosclerosis, hyperlipidaemia, coronary artery disease, cardiovascular disorders
and other diseases wherein insulin resistance is the underlying pathophysiologal
mechanism.

9. A medicine for treating/reducing any of the disease conditions described in any

preceding claims which comprises administering a compound of formula (I), as



Y C2RY CO2H A-(GL2)mX-(CH2)n A (GH2) m X~' (CH2) n~
Or -'YRL (HROr YR (H2 (la) 20
WO 2005/077943 PCT/IN2005/000011
40

defined in claims 1-5 and a pharmaceutically acceptable carrier, diluent, excipients
or solvate to a patient in need thereof
10. Use of compounds of formula (I), their pharmaceutical compositions and medicines
containing them as defined in any previous claims as a medicament suitable for the
5 treatment of diseases mentioned in any of the aforesaid claims.

11. A process for preparing compound of formula (I) comprising the steps of
i) reacting a compound of formula (II) with 2 compound of formula (111), where
‘R’ represents suitable alkyl group and all other symbols are as defined in claim 1,

to obtain compounds of formula (Ia)

YH Y. CO,R
A—-—(on)m—x—~—(CHz>n~\/- RICOCOR, A~ (CHa)mX——(CHzh
O —vn D (HCh—Y R
(a)
10 I

ii) alternatively, reacting a compound of formula (IV) with a compound of formula
(V), where ‘L’ represents suitable leaving group and ‘R’ represents suitable alkyl
group and afl other symbols are as defined in claim 1, to obtain compound of

formula (Ta), where all symbols are as defined in claim 1

Y CO,R Y
A—H + L——(CH)yX—(CHy), ———— = A——(CHo)~X—(CHy),

15 avy

iii)converting the compound of formula (Ia) to compound of formula (I), where all

symbols are as defined in claim 1
Y. CO.R Y. COH
A——(CHp)m~X——(CH2)n —  » A——(CHy=X—(CH))y,
Ho—Y  Ri . (H2C)——Y
a
(1a) o

R

20

S (HCh——Y
(2)

COR

R4



