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deflnltlon furthernore includes ring systens in which
‘the heterocycle or heterocyclic radical is fused Wi th
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2-, 3- or 4-pyridyl, pyrimdinyl, A, 5- or
6-pyridazin-2 -yl-3-one, 4-, 5- or 6-pyridazin-2-(Cr
w@)o7mdsys - 2Hyl - 3-one, 2-benzyl-4-, -5- or PCT/IN2007/000066
-6-pyridazin-2//-yl-3-one, 3- or 4-pyridazinyl, 2-,
3-, 4- or 8-quinolinyl, 1-, 3- or 4 isoquinolinyl
1- phthala2|nyl 3- or4-cinnolinyl,
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compound; wherei nTni ig%-:n and Q are hydrogen. In
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fromthe conmpounds wherein R_represents noiety (A).
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Moir&itert A dydlipidemif athetssbledhsivand diabete;onpounds  of
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];réﬁ%n@%eg% %ﬁgﬁflﬁ; ﬁ\mvgﬁg%gg%yféc grgﬁé %P: ® oor?{r’%n%é '88 xonally form a
oo, 4 B 0 R sk b

20 ynsubsHowsver tlgr eTApRUtic gaiegaal é’g ghesg compoun%s to treat diseases has not

yet been proved and so there remains the need to develop newer medicines which are

better or of comparable efficacy with the pfesent treatment regimes, have lesser side
effects and require a lower dosage regime -
‘We herein disclose novel ~compounds of formula (I) useful as

25 hypochdlesferolemic, hypolipidemic, hypolipoproteiriémic,— anti-obe_Sity and

.5.



defi ned above. 5 In one enbodi nent the present
i nvention provides 11/ 3-hydi Oxyandr ost a- 4- ene- 3-o0ne, a

wae eovpoeases of fornmula 1- A and physi ol ogi cal | y apCEpQ2a61/@@0066

5u nBREFEiRtREle EMBODIMENTS OFIT B Y&

10

15

- 20,

salt, thereof:Fornmula I-A represents a single or
doubl e bond and WAV represents a or /3-configuration.
wherein Z represents O, represents hydro

e aiypemElyeemiccaAge e W@F@H@ffy liliwe @ddigipnalbody wepght 9q:vg§rgg §ffect and
R gLRatHe GRIE A ud ffafmrni ﬁﬂ%reﬁﬂbhzﬁﬂﬁp%ﬂd@@éaﬂ%’s caused by

represents hydrogen, halogen or a 8‘9
i shyperljpidsmig, digRases clapifaedamder %}’ngr%rerpxéérié walFogn and methods

( org‘le%) ?]la@ﬂon (G-G 3)-cycloalkyl. aryl and a
|

eroc c radical, where the rln%ﬂr(mril ng systemis
re substitue

E; Is 03 :I ﬁgtﬂg? f Jb?%gi’é & tﬁ,é?&léﬁ%l&en&&a 3Q pr%S:Wg%/1 ﬁrl)\;é"li ,klh)éhtuted 1,3

OGfiox 4t catBOxpllid gdids BAThEr ¢ritatiges) reptegrited BOthe(general formula (1),

_.%15 l k ,érEC%’ %ﬁa%ﬁreo%&nc&;f%éﬁ &hmﬁaﬁ'%&e&mble salts, and

qbﬂapthz}ce&uca{ didajdsitions @ndiniag kheim orth¢iOmixtures thereof.

??\I- ?le Sngpwezqcé‘ @(( Hes%g%%g{oﬁ is’ ﬁﬁ@&%ﬁ@’ Erocess for the

Cﬁépa?dti@)ﬂ of ndve{ Gubstititdd aJ3k¢ibxz(ﬁal\tb&rlécﬁylle Ggids adnﬁythelr derivatives.

- eré%cosl\%eggyép{ g?nle_ %ula @Nthemdt%rpﬁmt ﬁo%mgﬂ tEe\q st%'sté Qs, their

CyhhRRcktically aetRptablRRaIGPt i ONal |y contain one or rmre

unsaturations and/oj can have one .or nore hete

i ncof & &t Rgth ?%%‘PE‘?‘#“’%‘H(P ¢ PEEY veniio 4t Il?me’éé"g pﬁ’ﬁ%aceuncal

O%nﬁibﬂ%ﬁs J&M@xﬁrﬁﬂ@&x@daﬁlﬂﬁs r?ﬁﬁé I*Wrmtﬁaé I(I?) ;ﬂlmel:r talfomeric forms,

orfhﬂEtSé’FQmﬁﬂ@qu% thaia al&rmaq)f/wtl%hé{ i&icsv?%‘s fﬁ‘r‘a’t gir F&A&"ﬂes in

%Bfn%ﬁ%l& ‘U?ﬁ esju b‘fe VR, Nsdvents|, ERIuBRG@NARI. other media normally
cycl oal optional Iy containing one or nore v

h@hmlweéummpmspdr@qmsmner ein, the hetero atomis

ieﬂrn&q y sel ected from
%Eogen ?g%cg%ﬁ@% to al kyl ; P and %can be

j 0i ned Acogrdinighy, the presephiovantioh aelates tnmn@pqnnd #ggnegl formula
attached to form (G, -.Cc)-cycloalkyl as represented ‘
by’noi ety (A-1): wherein ni is 1 and n2 is 0,1, 2, 3,

4 or 5; or P and R can be joined together to forma

- cyclic system as rAepresent ed by noi ety (A-2): (A-2)
~wherein m is 1 ang J_g: 4andr|ngG
Gr '

i's optlonally present, V\herel a (CrC

8)-cycloal kyl, aryl or a keterocyclic r dlcal as-

. defined above; R represents a group seleécted from R

-OR6 or -N(Rg)R , wherein. R is as defined above and R

s | SRR R ok b bk g st nd

@lﬁd@‘iﬂb@uhca‘l c@ﬂ@oﬁﬁdﬁ%&bﬁtﬁmﬁﬂgﬂ:ﬂkﬁl lwhessimpounds - wherein ni -

By b%ﬁ&p&%ﬁ?# Ay dut ayetlipgle °‘aﬁ§ﬁ"dz§{a§p°ts§9ct&{ W aryl,
- hﬁét&ﬁﬁ?l/‘%iefoc&ag(sgahps orvherein ni is 1; P and Qare

ro en

o is aryl. .wherein the rin o

L Sremseacubsioned ot useprecisal ot vl dbobkgrow:

30 ,;'abﬂVFegre@Em\Qﬂqﬁt@gé?ﬁ%ﬁ,z.g phenyl wherein the ring or -
75 ring

ystemis Unsubstituted or ‘substituted as defi ned .

* aBorepresents GheCaalod @At t he present .invention -

. "“”?'"g'?o%k‘qgét‘s]*l"l“‘l‘éé“g%‘%’?@B?érfb‘ﬁw (-€qant gogp. a comound

yS|oIog|caIIy acceptable sal t

" thereof: Formula I-B represenfs a single bond or .- v
" doubl e bond and- represents aor mconpgurat| on. wher ei n_'

Z represents O'S; R i represents hydrogen or net: hyI

whi ch may be-either in _or |8- confi guration, or

met hyl ene. R2 and R are the sane or different and.each
i ndependently represents hydrogen, hal ogen or a nethyl

gr oup;



m is 1, 2or 3; ivbis Oor 1; 1; ni is 0, 1 or 2; P
and Q are independently selected from hydrogen,
whadoogeassand C to C al ky]; X represents eit her PEI/iN20@l@0066
bond or a triple bond; andJ, K and L are independently
sel ected froma group consisting of hydrogen, hal ogen,
(G-C)-alkyl, (C3-C 3)-cycloalkyl, -CH, ,
O (Cd-CLo)- a]lkyl -0 (C3-d 3) - cycl oal kyl ,
-G, , ) - afh§aryl grsup ey be ap s'jonwewasztpwomal@e@% ‘@0(@ three rings
ther):rnas!ulél{ L'mgs %f%%&@h&ﬁog&h&) in@Ysen@attiidnner or may be fused; in a
oCoO0-(CrCp )- cycl oal ky
ocpyemeé @mtfpcblpﬂaq R‘}ﬂh aryOEPPHPEY ?ﬂcse ejted f&%amh@yyl naphthyl,
> ugg:(}N-[(C 3-C :
3) - Gy ’Iggﬁg’l??f‘@y' indafl, Bt TSP - Cio)-al kyl |
5 OCO- NHSCh e(t@garm Zpup yqprqsgmtﬁ)ﬂto 8 x@mﬁr@d gx:o@}atlc radlcals which may

0) '# 3 él@kf\kqs%%d"”mlngﬂjé %%S%Cﬂe@;ro at&k’?seall?&@ﬂ‘ fr&n'o QNors;ina

\A

yl
hetmc@uy@lmdaodamm aauclasgrmumead babselested Goor pyracilnd elmnyl furyl,
d t n. e
SHAEUAS ORI, { DoAY AT M bl sadinor
C(ﬂnaq;:aml)d anwhzblyl,s tasazd»e/ﬂ,l rieedizepyvary], R)WW)E&BJWIS @enzoﬁlranyl

o8RRI bR st Sl Sl aonran,

6) beahdodihydrotfi€iylC pyrayslbmeinkiginyl, | lpymmlcmwhnddmht azhguinazolinyl,

unds .of form ar e sel ect fromt
coRAaco fiogh cpitofransd, Piiqcifiefih, dhiehaRidF, tienopyrimidonyl,

' wleigilaaml Xpyﬂﬁﬁaﬁﬁnt pyRizblyg! qui?a;?hyl , boquinazolanyl, pyrimidonyl, -
ar ey"%aglpfg ey b%’ép’éﬂ”éfél%f‘%ﬂ#ﬂ%?ydg Oﬁmzaggﬂvemﬂ"azmﬂyl
15 - ObbnzokdzOt1.C -beazthia2bly|  BBEimidakdif, ( Cbeni%tﬁﬁzo@}lk)"phthalazyml _
Preferably 0 1119-h dr oxyandr ost a- 4- ene- 3-one, -
 compbthididewl fmlrlnﬁl a@lylamn%%m  GhFRoapipyl groups;

accept aJpll,eeteﬁﬁh‘he&Hﬁ&Iaﬁ” re r@sreHE'sﬁtul‘aT&l\‘bﬁhﬁ'uS} séturated and unsaturated |

: represents or represents ng‘;jro gen or net hy
*whiiegrshapgd madiesls; tthe h¢tnroatoms elcted rfrorg untEegenn | Sulﬁtr and oxygen; in a_

bR St Bae B Bk EuSPBE D TR BOko RIS Rootidiny,

o _‘2vo_grmprmd1®l,r epiperezinyls mogmohpyls ectmmlsﬂnylr othlazohdmyl an the like;

- S Bt Sy SR b, R e fibmioptene,
. ﬁglg%bpysamﬂmyfmdmtamagfd;bmmmgmmed by one or m)re -
e O G i s Gl A o o
| ot s st o .
B A, 3Bt kool deballoioSeTenlby: oRBoRY Fppalkon.
S &@em@]@mﬁ( B @C ;ié{g:%ﬁryr h&%ﬁmﬂqﬁ'hg{egbaggoxy, acyl, acyloxy,

- ahﬂgfﬁ 1,1 aH@stlkml,ormxloxyalQL i Mowaéhy za"@Yﬂaﬁd ioalkyl,
o t b |
S A ey SO v,

% fr om aVWheoupe cuhstitgerits gmo‘fA’hgrdr@ghﬁr substiseds theseGubstituents are: o

S sl o oo, o BB AR Y bbb o syuted groups seleted

" Cron- alkgy, haldabEL( @%@%a)leatkmdyoaadyy,l ,acylogy) @lkyBhioC thloalkyl

S | k
il R g e RO il s,
IR o 0. I‘Tlre(\@nogs gr&lplﬁLrK&ibals amab%th [é?éugedﬁn}&yﬁc fd)alﬂkglépcmﬁcatlon P

A a o

- chgﬁerlg%ﬂ gglowm e%sem%oz (Ci-Co)-alkyl, |
+ - 0CO- NHSO 2- (C3Cp) cycl oal kyl , .- NH2," - NH(C, - c N
_'3) alk>l. - N[(C-Cs)-alkyl] 2, “NC2 and - ON. Most =
- preferably, | :1/3- hydroxyandrosta 4- ene- 3- oné»,‘ S

~ ~conpound of fornula I-B, and physiologically
acceptabl e salt



theieof: Formula |1-B wherein Z represents S; Ri
represents hydrogen or nethyl which nay be either in a

w@r007M96Nf i gurati on, or nethyl ene; R? and R3 BCEIN2067/000066
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same or different and each independently represents
hydr ogen, hal ogen or a nethyl group; R represents a
group selected from (G -G o)-alkyl, (C3-C

| p; -Q.-(C -Cia)-al kyl . aryl .or . .
oA g)rlgcya% fifther %rgfev’&%é: PRl B §ipuBs TpAiRg]s describsd ghove may be

unsald:metdlftmned or substituted by one or nore hal ogen,

g -C 3)-al kyl , -G 3)-.
cyol S e e e et TP tbrnn Wi Steetagicalsogenotes a
opti gmedrlcy raidhad Rradics? dbhtamiﬂgeobld’l&ﬁ%ixr@irb(ﬂiﬁs saméh dfrom methyl, -
can one r. nore er n1|nco orate therein
Con BRYE smrR) sompyh e, ST G Erpenty, -
at ormexye,pi eeplyd, @dh&ﬁ&l@ﬂ%ﬁtyl -z]G-'bclt)l((lGhd %)13@1 kyl, -1 O
yCl oa an Wl is ni

| S Og'le f:ytﬁgali%(l”,lqr “?lécyellc”ﬁrg{p 112ed ‘¥l§ﬁ alogy grig q‘??’é’l“@ﬂ@‘h w1th other

X I epidRERisSselectdd bl P ePdlic RARaNcontiMAg thre@t§ six carbons, more
[ ndependent |y selected froma group consisting of

hydrB‘ﬁ@ﬁa hqul}ggppyl (qul.ob@yb):ycapwpyl cyclohexyl ang the like; The terms

( C3 Ql@}%ldﬁﬂ@i’%{:&fﬁ lmore {rah on&)ﬂ:ﬁaﬂ&l gl%lxg%%ﬁgé’d méet%r( GQ-C

cl oal kyi
% gm% gr tty:r( @one gr m )combkyz\tlon with™ other radicals, is

BRI el e it T, Bk Bk iy
( ) -tal qay PXy2OTALR- fgre3pieferybly ywrdupa| sklgbted -fRBO-MethP, lethoxy, n- .-

O&J(‘&yzls% %rqpl?%q %NE@SQ% Ci.{acglﬁ@c}k %&Atglgl)@/ %ﬁl’é‘%&oand the

NHllke;NH-(Cl C)-alkyl, N[(C-C)-alkyl] 2; -N& and

iﬁNgh%y A R T S U TR S

Csabuﬂltlptdl svithl o oA Inkore &ﬁ&gﬁﬁﬂtﬁh&h &al periiatatigf more preferably,

f ot T R e IR R

'S, Ruotoehyk sdiftusrobhigy, Qﬁﬂﬁox@éthm?trh()ﬂo \M‘N;ﬁiyhﬁlby sﬂﬁtltutedRénethyl -

either. in / J- conf ation, or nethylene, R2 and

are @wbpwﬁa bBFyl’dﬁeF‘F”LPéh?"yéﬁW“B%\ch i ndependent | y

repﬂfesem(ﬁmy* ? Sib i 84IQI&D foin Builld KhloSIk9LRis Hefindd above,
P-and Q are independently selected from

:'vhydﬁ’é atfﬁgh?fb df Ah@xygen; alom, mprey prefewdly egroupseselscted from

gro ﬂﬁorﬁﬁ‘kﬁ@kﬁ ¢h f&&ﬂétﬂ&}p AB5roethbkR Chlorddbx R and Méqfk@] L

- the aryl ring of alyl 1s unslibstitiited

25

subtei’ ’éd’beQW?élC’c’)rgrm wsed et alpotar insoansination with other o

S?g}ggwé%r lgg$[e%g{e r Forf % éu%\? %@ﬁ%@k{ %ﬁ%%ﬁ&ﬁ?ﬁg 8nd} two or three

] ) -Tings| wherdin sucherings rmaydbaattashet wegther in arm:hdmalmam\hmranay be. -

th t t d .
SuEEd Ot hiSEry, BT oD AR " B phet, naphinyl,
fr dm@dhyd@n)lplﬁhjdyindax(ecmpﬁet)ﬂ apd teedlikey| , hal ogen,

et cgc: oc()fgc WC S€ e(réonécyubml.natlonwnh'-:V 
Cotl (et o SRl drhy epdh iR

30 -

(Dﬁ‘ﬁh@rz(dﬁ;als @ Qel@kédyﬂrom sﬁﬁi@i@@t@a&@ par@3lly-satuated or unsaturated 3

- N%ttt’é ord"&'ﬁ arg[qg) n?clmfé( i ottncylcﬁc radlca‘l? cgrlltl;mlmg ofie or. more- ' .

) - dkterdatdnia €é&c1@8irnﬂ| iidthgen; W@Q@d(&yg@)m&le@ﬂaﬁﬂably selected
al kyl -CO-O (C, -C x)-al-kyl :
- B, ATdng P@e@émywrrsllﬁwb bnfippidingis myﬂmna& piperazinyl, 2- -

- Noksdiberiiyd- 4-6xo p'l%h@}l k%xoplﬁ\@‘n{zg&l %}oﬁh&# Wﬁ@my]

2-(C -C8)-al kyl; erel N the al

cycl oal kyl groups can optionally contain one or nore
unsat urations and/ or can have one or nore hetero atom-
i ncof orated therein and optionally, in each case have
one or nore hydrogen atons replaced by -F, -d, -Br,
-1, -OH, -0CO(C,-C)-alkyl, (C1-C. )-



cycl oal kyl, aryl or heterocyclic radical; Rs
represents a group selected fromR, -0-R 1 or -N(R

w0 Rw7/094563 ei n Rf, and Rx are as defi ned above.PCTIN0&7/000066
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enbodi nent the conpounds of fornmula I-C are sel ected
fromthe conpounds wherein ni is 1; P and Qare both
hydrogen and R7 represents R<, V\,here IS selgtbed vl
f r onthipmsuphodions | exameprefoling; _azeniny LS{W%‘PY'arWP%H fepepnys,

the 5iDGidyL! | Rap¥dihGIn | dihydRsikiBphdne Ut Gﬂlyﬂfopyran, dihydrofuran,
substltute ‘as defined above. Physi ol ogi cal

accegihydsptbiagelet s deazqparanykul aP‘F'VO@G?‘E%Le féan@Iy drofuranyl,
appl| tbe?;%dd %’aﬁ?{m‘é{fﬁ ??ra&@l%b%rﬂﬁ@ﬁ}leﬁzaiﬂidz@éﬁdo%( thien¥@trRsidonyl,

conpar e arting or base conmpounds. Suitable
phy squitasgiouyl] | pyemédaeyhb| kenawiaging di tepenxaziapd, Pewénazmyl

COMRUISRaSholi Y BARTEN fReyal s o [ i nor gani c

aci ds’ suc FOC ori c aci ydrobronlc aCId
p R ostph tﬂidt&roamli”abr “latetoaromati¢”k@ounr used eidhag alaine opi qpanbigagign with

b enz e& I @i g@ 5 ﬁl‘ec%d FrofiC lﬂéﬁbgeﬁﬁglge&uhfég ?rﬁ‘)c'b@ or tricyclic

fic aci t he es of
SU' tafthsticpiyaboictiiratiddly cantainpg abt er hesi beteral at@n&ﬁ‘éected from

lts, ta
SaT @ MR Gondeatriirbly e St SriBued o P Mhienyl, fury
sal tEmBlygh or&olyilg ﬂﬁ&tollm; dsdthiszodyld iméidacolyln sakazelyl, Thxadiazolyl,
compounds f for gr.e useful i n hu
vet é{llﬁﬁlg&%} [n"l,lr etetriaﬁ) ﬁlarbﬁ)@&rrgr} yl gﬁnen?/i indolinyl, indolyl,
| nf lo3sTadigy YaRndoRiy aéyrﬂbwpsmmgmm,s Ehuinentiagn dsridbfuranyl,

formul a have potenti, efl Ci

_ an i |P¥f‘ﬁ?th'3%ttll)‘?‘§°pé’¥lmé l,I g]upg ,Cpgflflléig{yé, pwo(%l q,umazolmyl

15"

e My sldAyE Arikdinyll BénzfiRIBERIIA, bé:ﬁeunazajm bhfhyla;tﬁnlb hﬁ;ﬂuﬁ}(hdmyl

t he glucocortlcmd receptor In vitr.o; nd |nh hiazolvl
cr othyriny; [carbaznirle Phengthiaziaye Phensaginylp benzax ué’gﬂzm 1azoly
gr anih ek scphadex i nduced Iung edema in VI vo nodel s,

wi t hout cau5| ng syst em c side effects |ike_invo] ution

“of  tthey nusgroapshanc SketereuloxyT.on oheigrapElERy i n t Hgterocycloxy”,

AN l%«lﬁ(ro%u afjbe 5% cheﬁjoﬁ‘n bs‘ﬁﬂ)lbl&"e h&@ioary‘N | heteroarylalkyl,
referenc s) of

0 conpoun fornula | hérein
r ef detetooyelyl bﬁpmgﬂdhﬂwﬂrmnﬁ sesmctwﬁe, %Sdieﬁm%a‘(%')? %ﬁ?ﬂhed to an
to salt ot ereof . The present invention provides _
pro@ prepar ation of the compounds of the -
f.or the term “araltgPrrefrang anoagl gmg) ashdcfinodpbened dtﬂ“b’cﬂ“ﬁﬂl@é toan
| (Schene-1): .

--,s(:hé%fﬂm%ﬁdeeé’éﬁ‘fgb@ Ha?grm&e&%@@?ﬁé bond and VWV -

I £ PRI Sardlk&iy” RefoBitd iag uraityil groupydsatedined abave pttached ﬂsectly to

.~ Oor S R, R, R3, R4 and R5 are as defined above; Y

, 25

. repi‘“e%’é?fgf”%a‘é’“}’eaw ng .group; In the compound of fornmula
11 the enBPrSeRAKSx A Gl fﬂ’ylo&y’l’ eawsrtg geylgalkyh gsaipt arsl an - aryl
“.l'eaving group is any. group -
“'conBeup EEspectivelyngs detip

n, reaction of.a:

2 i, Hpdeg et 6 3B oot

1 ef R |“h$t@xto§§all&4"' WSdd Réteinf eithe? Qilﬁﬂéudildmoéonﬁlﬁﬁa’ﬁdnawlth other - |
"~ For-exampl e, Y may -be hal ogen, al kyl sul f onat

30
Aa c@nmd)mbthyl, @ahrmyamgﬂw dmlqrw%s@myﬂdylpmethyl l-methyl- ,
. pre -?{-a“m?lgg&ggloﬂi@%@ﬂk@f formula LA conprising - :

. reat
2 GO nthem‘rdl tafrylbmyaﬂqﬂ’a ubdd hmhmr elpne or uscqg)blmtloa with other radlcals L

T e R R NS 5

- ar yradicals dﬂ@!@ fgh@@f?ﬂh&(@“h‘@ﬂf?ﬁ@%f‘?‘&’ﬁa?“ﬂf ecﬁ to a straight or .
o OLMS&%EE tgﬁ%tc%r%h chbinl doHRIRNET hPe BaBsHs! RAtas (Eﬁﬁwmnethyl :

one enbo resent ihvention als

i‘c- aci’d conmpound of formula HA (a .

""-_'.forrruIaHl A (‘Schene- II) ‘mula |- Formula I-L - -

" Schene-11 represents-a si ngI e or doubl e bond and VWV

represents aor. mconf i guratl on. wherein Z represents . -

0 S R, R2, R,RS,  R,,Y, P, Qandm are as °

defi ned above “The reactions represented by Schemes |
or Il can be advantageously carried out in a suitable
|nert organlc polar solvent or sol vent system for
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known net hods, for exanple, Gordon J . Phillips et

al., .1. Med. Chem, 37, 3717-3729 ( 1994); United
wE@re9skat ent No. 4335121; PCT publicati on NoPCEAX2007/000066

04/ 001369 or WD 04/039827, incorporated herein by

reference. Schenme-I1| represents a reaction sequence

foll ow ng which conpound of fornmula 1 1 can he :

prep&reetehn Sehikomyalkyl” w¥ed fhereirlajone ohén cantioativehswinhi other radicals,

fornul a_l erein Zis O
may _H’@ ?F@*é&l‘:‘ggﬁ?r@g{ &h@égh%S%@ m “fornul a FV-A
\(lj\“ htlﬁQéFﬁDfHﬁﬁmuﬂfr}sé@ héfeind effeC@dre @F uﬁét:jrﬁlﬁlhatitﬁ with other radicals,
erivative thereof suc actl a ester,
anhy S 8} 2RAEFNE: o ap B hetdikes frough & dhyglent sulfur atom,

5 hal i Bvingf # fre@ ¥alideChorndNfréfi| the GU1fu@rakdi® sudhNas PleenPItkid e Agpthylthio
of an or ganl c base |ike tpethylam ne or ‘an 1 norganic
base®ld; R%‘lﬁ?@t assi um car bonate. To obtain conpounds of

- apngk aadyl> doupited RitherRIdmR R ‘?ris&ﬁ‘ﬁlﬁnat@n Rvifl otherYadcdlR is selected
t he conpound of formula I'V-Ais reacted with

cor riE&pohEdicg! RpntainmECeReyto BIENRETTRESNIS Prefifiblsesejected from
repr garl scedyl,! ﬁr@%ﬁn@?l %&Hgylsﬁgmuéﬁoﬁ Pﬁltaln@?l héxanoyl heptanoyl,

nrtrophenolate presence of an organi c base

0 | keberl?qye@fk%ahk@aévlmh rahy bmrbgtsrmeé base |ike potassium
car hpna @
e Bg%rae lox ﬁ%&,@%&&%&}iﬁgp Hidge oP gfg%tgoeﬂn {mtﬁ ot}’l\é}erraﬁlcals is
conpelgeted (ffonf @r snitable| a#yAm be de abpvigi tdrre@tbe attached to an
COrrespan i SQCy e, 6o S
for rru?gé?l %b&g ﬁoq%esl%?éé’%aﬁ g E;gf)ox -Fgg a‘t"?'oﬁmo éetgn%%n geetyloxy,
of fpoomieryéoxy, butarmwmmeboﬂan%ﬂow, bénznyloxy arskthel lliké;ng

agent like periodi e, acid or r
pr of 08 By OF ¢ ﬁaégcggg,p%rl?rl{g use an?gzy? of i dn. comb{:rilatu?n with
f or nxhea rddicalsndueh eas ralkyli @sﬁ“)bedmjootte forr e.ga‘r‘a%kiyléarbmyl” denotes a

7V PR SRR (s aniuinged Eheb FRGL3Ral Sestatrdapove such as

am Aoyl B alkaryl;t he resul ting rearranged m xed anhydri de

: dj et hyl am n or net hanol ysi s t hanol .
pot s TAORUID BT @rour Ueihelond S ap (Hm Bt it Other radicals,
hy d aeifosal - tROON grouyl bhd RlcRideOlerRBlives oP barBya/iR#id such as esters
N, N-dj net hyl f or mami de. The conpounds of fornula H B,
whepd gmiges; s may al so be prepared by treating a
C-o MR Uader frrdud bt Bohd/oBindonibit@t® WithGthe? fradiaf iNdeRotes —C 00-

R5COOH . or an active derivative thereof such as an
- act Sreup.cad dupludes canbpyylici asid derivativasgmorerreferbly the ester moieties

chP B stkbid QLo o &Qaﬁe'*é&“%’%?%’bﬁﬁ%i%g’ﬁy°”b°“y‘ and

t r i e Hikeawhich oy aeptionally) &ni smbatrg | anytoxpearbenyil .group such as

¢ P RRh Earbbl RARBABS Plony Cy Y, e s NIBLE e Sptionaly be

- f orsubstituted/- B amalkogparsahyli t heroupr r esrpmnndl ay R befxyloxy¥arbonyl,

Ot e St e el SRIFRRAVE  And TR el Wy may

pr. enqmﬁalnybe ﬁﬁstflﬁ%dﬁhﬁetb&@ﬁ»dycdfbodyl,l l&tdﬂydra_}l;bmathbnﬁn wherein
i no ni c se like S m car ate e 0

of the PRigroany \ereue, i, defin "rdsulé’vﬁ’ay 158 %?Yeﬁa‘.wé*aﬁrm% b Stuted;
CO"H@&WC & Padrionlyl/- vehé?h’ thcAh&terayyclio Group lak @efiéd Barlier, which
I - carbon i mdazol e and reaction wth. hydrogen-

suIWquPt‘BPalé’éﬁlsﬁ?ﬁtWﬁ’osuI fide in a suitable sol vent,

f Orthee‘wmécﬁrboh{vr” grié By ferd? aRAEToH comn&ramum&exqfadrcars
formula 1" may” be conveniently used as acid addition

salmay t (ber eé?l%tﬁd ef Bemp| yaminoearhenyd) | i ipenineparhonplalkyl”, - “n-.
swi.t abl e base addition saltsiocan be used, for exanple,
- sodi um or potassium salt. The conpound of formula H -A
are known or may be prepared by net hods known in the
art. In one enbodi nent the present invention provides
a compound of forrmula I-B and a process for
preparation thereof conprising reacting a carboxylic
acrd conpound of fornula H-A (aconpound of fornula I,

- P~ o o

-



process for preparation thereof conprising reacting a
conpound of formula VI with a conpound of fornmula IHC

w@ Soheessd/) . Fornmula VI t-ormula |-C Scheme-V PCT/IN2007/000066
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represents a single or double bond and VWV represents

a or |3-configuration. wherein Z represents S; R i,

R2, R3, R5, R7, Y, P, Qand mare as defined above;

The calkyﬂmmn@badfonyld; r‘rhﬂl-aiyllanﬁacarbobﬁ”,prlépadﬁﬂcylhymhdmwonyl” “N-

al kyl un ,, Of a VvVl wt ] f,
For T R SRR S GO TR et Bptndr BRI N d N-ak-
or gam-hydmk}amlmhx‘beﬁbtlalkalor eschaoPliem Beiag Wptionally substituted. The

t t N, N-.di f
NN G hy AR g i et 1 "R wintgargingearhens;  odenotes

i Pkpﬁmmo@g radicdls, ta@biegn&ﬁﬁ&)ve{ azlkucﬁmn@ lbeen glbseitutedowith one
al kal j ne ear tal] car t i ke pot.assium w
car babﬁféada?go‘?"ge Egr‘b“'(?n&ﬁ%(? radigls nfespecyeion hefersgdy are “lower
t he hlk&lamuwa@rbs@m (Buﬂﬁl% bwérOsIRAl Adidhis s aleScri@ Who® attached to
can be, prepar ods known in the art.

d The
conpBRlingeasponyd, ﬁ‘ﬂlca vithgraierpe p‘N@edﬁr@awwbwﬂ’a cidori Nolkyl-N-
co ”pﬁ’t?*ﬁﬂnﬂfcaxfbgﬁﬂu | @néte Binfibbdibohyil %cﬁédw s@f3fifhted, fr@égectxvely, with

exanpl e drogen peroxi de, urea rogen per oxi
per ae®aryl raé%l orjone alkyh| agd e raaéﬁaﬁyw iterm arineqgrbonylalkyl”

Per i peRb& Aa4 Et%ls shgs%tﬁtgd @i %ﬁ‘&oc%g IrfaiG@; vent . such

as net hanol pr opanol acetic acid and the

| Fkethy hbydmmkkuh EreHp lfsed mﬂlm along qelinsieynbintion iith| dther radicals, is
acCefly heﬁ'cﬁfill E% gr% CQ@ d@f” r?e? %)%vysﬁl%s@tﬁted ith ong or more
a 0 )

I nterne |ates at’i on rlvatlvest ereo
for hyxlmwl redlcolhemo@—prgfemMY ¢laen gtvups arevssldcted fromhigidpoxymethyl,

gro f frosie nt '
v dtaRb B BB Rrordh RyBRRAYBHE bt inBl A Rbyhgt and e
appﬂmtatlon depends on the precise type of formulation
, but ge r

of O ChrRBRET: Bise dRE ABne e Foripation iy e ARG denotes
t y pas aﬁfmcp(-BlBE) mbiecy ﬁtaﬁh ﬁhtﬁmtaig&?tl g&dé%dé i déilmo/ Bove'which may
use n the range t ha .
o oPer syt o 88 Conpp o isphted ey The term
i nhahmmmoo rusédheétéih) AbhOBr tm@mmmtwlﬂﬂotu&qddm a&notes an

The daily dose may: var

Wi t hj range of 0.1 to 5%
' andabﬂhlr@e B e detinsdnebays, afachednigi & SRR iBFRYP: rvé*ﬁ?lednay be

and sid3tuthd! stich e@meﬁo-%a@tmhuﬂammanmbn one

~ enbodi nent’, the anount of a conpound according t

25

f-or HgI* aﬂqoxxﬁled” grouptused onter inceambinatign syithgther| raérmlecdenotes
depgndkoy gﬁ’)u uggb@er g4 ai)gﬁi[ %Etﬁchea R afi ?ﬁgﬂ) E?ou'i)h& deﬁned above,

specific co und s ect I nten
of Ware pre it thgrgroyns maﬁebelsmcte@\lfrogt methoxymethy, ethoxymethyl

o drERors SIS A G 0T g 1o Lo

e allhby abicylthio? sgrmupbhspdl ﬂdlev iallore| ord 06 eorhbinatidnaith rmh&uddlcals

30

th iPes!

, |.e ts or tain,. for
Pl EXPBNGr P & 3RS APohaRl FPRHEN :rBriipl an st
| OQ@roup asrdeﬁhed ahose linked tm‘eugli a)q;lva:lanhtlslylfacm@ﬁ lhahhg a free valence

relate to t

ey 408 A% t
of ot 8 5 G o Pt TR Lol e e FRted fom.

- baseehylthhe &Bﬁﬂﬂ@nﬁﬁ)pjdlﬂﬁd fbafyuhhﬁ Rhghhyl axd she rhke or cyclic

t hega g/ thﬁ_ocorrpo ccording to fornul a
el%ﬁte Bhe C¥ %, exeigputyithiop, é’é’él‘??e'itﬁlthw

th eyaenéiaynﬁm AndPRRNIKBCRRLH ﬁﬁb tedphamlly sitifueget her with
an acceptable carrier. In one embodi ment, the carrier

‘must be naturally acceptable, in the sense that it is

conpati-ble with the other ingredients of said
conposition and is not harnful to the patient's
heal th. The carrier may be a solid or a liquid or both

-and is preferably fopnul ated with the conpound as an

i ndi vi dual dose, for exanple as a tablet that may
contain fromO0.05%to 95% by wei ght of the active
conpound The phar maceutl cal conp03|t| ons of the

o a1

o o o o a o



preference is given to acid-resistant and enteric
formul ations. Suitable enteric coatings include

w@edlrnysse acet ate phthal ate, pol yvinyl acet atBCT/IN2007/000066
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pht hal at e, hydroxypropyl nmet hyl cel | ul ose pht hal ate and

ani oni ¢ polynmers of nethacrylic acid and nethyl

nmet hacryl ate. Suitabl e pharnmaceuti cal conpounds for

oral tiedffihivaidylagionp used eliRerpileseiot in rcombfiatiod evithnothsr radicals,

o5, DRSLATRAS o5 et I n S formui

armmgmsme@f Rhersp&{mﬂynﬂyc&agelsm diafig/l t or f @fyliulgéoup; ag. thiomethyl,
po ers . gran €S, S. Solutl o r LUSpenst on 1 n. an .
aqueHlS’éhYg‘LmﬁEﬂ’—qu RRSy h‘PI"&EﬁYL;a"Qr %ffs?' fr &fhich; mayy bg optionally

or Waltgfituted- 0i | ernul si on. These conpositions can be
prepared accordihg to any suitabl e pharnaceutical .
met hBY WHoxrpmine| group usedseitist plongySr dhoqmkiination; wigh other radicals,

conNPRpRAeRNS sitifaBleGiokl SFoup 'Wh dEfincdBYo v Blich&Pto@R Anfifio group;
nore addi ti onal conponents) are contacted. |n genera

t e B6TPEHPYYaHRC Agraumpsed £1ther Aigne ik 6PmPigAfépn With other radicals,
homogeReaHs a”lﬂbegll Hoidt}) Cartf Ha‘jfebé|3 OpRaHdNy sbétliytBd with suitable

liquid and/or finely dispersed”solid carrier after

whi cgroupseselseiad from theseslesgsibgd abgvehecessary. Thus a _
t abl 155 < %] Hy (S . . :
shap@%gsg%%ﬁ;ggmo?r gsfr&%nl :d§ Hg R{éﬁegsgo r%%n%ﬁhv\rb% gl(rﬁenétlon with
appr@heriradiealsyirefresente a bivatent groupiciSQ-on BiSQ@owmiese Brissan optionally
Pres . e | .
compan it B RS aS T heldfoaPiT R B, frBlh 10 ol hose deseribed
gr ambbes, mni xed, where appropriate, with a binder, :

| ubrjcan i.nert diluent andlor. one or snore, surface ,. ..
25t 106 P Srong orgafaref Aen iy Sishd o fjong ot & mpjnation
t ablveitls othanradicals] efithrehikritymsshaphng dlkydsubfohyle represaits a divalent

conpound, isteped. with an inert liguid diluent, i.n

o PR 3B treRhner wherR Ry B CEfbdehoY ot prsitacly. e
ar eI gﬁ%upts l&hh)e B‘e%elﬁqﬁ_do ﬁ@*n Esltplshlfgiyad )Nhaﬁgi @hi%?dble(’:jl_faikg'n radicals, |
i ncl ude | ozenges ich contain a conpound accaording, to

f or rieiesied Hgn fhoser 4eaped gvege Attackedl F‘y%‘ffgf‘ﬂs’é‘dlfg’d such:as-
gUMnstidutfoRyl, bthgBAEHI, bropyIshifoast add B8 116 @byl SRy SPherein
the compound I n an inert base such®*as gelatin and. -

gl yasrasyl mdicalicasodefineddabays &y aBached 4 2 giifenyl radical, such as
phappaseuitbiAlnd@ERRS ti ons for parenteral

adm ni Strati‘on may, for exanple, conprise sterile
pr eBr ‘lkdswfonyloxy’c gnepp wsed githerr alppgy ot dn fcombigption, refers to an

The I dmi nj oo ly,

al ¢ sy SRR Bl HeadTREd povar Mdchd GRSl o L RELARY o

i nt r arfuitable @roups candi substiteents onlthe Iggoups may b jselectéd from those
T, | QS prepared by m xing the
c%%%ﬁgéw{eﬁé%qg%?ggﬁagﬁghderi ng the obtai ned

Patticulaoky us¢fel ¢dnepounds raayt ddeectdrfiomsi t i ons. of t he

PR S R e e

caitprgdhtej ons for rectal adm nistration are present as.

Mg ST bRBS e R3S T RliphRese

earboRyIgeconventional solid carriers, for exanple cocoa
butter, ‘and shaping the resulting m xture. Suitable
Jidencsrmienory ibyhd)-2-sretpdib .2 Klioxapes? rcatboxyatet o
Miehyt oL RYs -4 R{£& Sbrodtethy 1LheBY-ethGli®ABAMih 66 xy§Butyl} -
ast'e, spray, aerosol or oil. The carriers whi ch may
Idioxang-Zrearhepylateior exanpl e, petroleumjelly,

o | anol i n, pol yethyl ene glycol & alcohols and

conbi nati ons of two or nore of these substances. In o
one enbodi nent, the active conpound is present at a
concentration ranging fromO0.1 to 15% for exanple
from0.5 to 2% by weight of the conposition. '
Transdermal admi nistration is also possible. Suitable
phar maceuti cal conpositions for transder nal

o, . e T



caster oil, or a solvent such as pol yethyl ene glycol.
Thi ckeni ng agents and gelling agents which may be used

wW@ewonghisay) to the nature of the base include sPET/IN2007/000066
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paraffin, alum num stearate, cetostearyl al cohol
pol yet hyl ene gl ycol s, wool fat, beewax,
car boxypol ynet hyl ene and cel | ul ose derivatives, and/or

gl Megiys- AN qsfRoRt gheay)-eth9lidéneim o) bty )2 mgetdg 03 fioxane-
Po erbs for external application may be formed with
t h&<aPgxYfteany suitabl e powder base, for exanpl e,
t aMethyl-304q$84-Ghlofd-pHehil)-etHy HdéheamIhobRy | FhutyTp ah&Bly1vfil Bdioxane- -
an_agueous or non aqueous base al so conpri sing agents,
so?'ﬁH'PP’FHTtﬁ?g agents, suspending agents or |
pr Iel%ﬁﬁ?rltgi{ B[ £-34-metaRssu FORIPAREy Ry liIRYednfihodkY R B B -Rehethyl-
fornmul ated as aqueous sol uti on or suspensions or ‘as

add Sddipxange-gapkoxslate; r om pressuri zed packs, such as a

e : (ﬁj—%ﬁlyl-g-r[@(?—fn-toyllehlyﬁihé‘neldﬁl‘ﬁld&&yﬁnﬁﬂ]-t@f’]'dﬁ)xane-)-Z-

i quefied propellant. Aerosol conpositions suitable

f parbophilateat i on can be either a suspension or a

S L LAY i@nBari YR -Sim eIy B i -
b 8 BT R o) A0h MnRaRin NI 2 o RT3 ibuane
hyldeaskmaylageont ai ni ng chl or of | uor ocar bon or mi xtures

Bt e e

15
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1 carb8xyat8; hept af | uoro-/;- propane or a m xture

Oz mblF S ST O RRRE R PRl Bl deRRRlinop -

i fil,8 Jdéoxand-2sabbxydstesur f actants e.g. oleic acid or

R PSS RSSO ARER! Bltonanc-

t beaftddylatepn of suitabl e buffering agents. Capsul es and

R 2o A5 Rt BV AR e

pRwadoxyTate; or for inhalation of a conpound of the
i nvention suitabl e powder base such as | actose or
sMethyirS-{dald 4-isopeaprsy-shenyRrathylidgreamigoqyx hbytyl) r3;methyl-

CAN]@ioRarkel-¥WabbkyRiD- 1000 ngy of the conpound of
fornula | . Altérnatively, the conpound of the

i Migthyyl-2amethid - thel It erhenxycpheny Brsthy lidsnepmineaxyd-butid b as
|[6}93tr][§i§§ane:rﬂ“-@ar&f1)§ﬁ%t-i on of the active conmpound of '
for Int

l'a | l'dcal conpositions according to the

i Motbpil-5-dA-[ irépisabigylephenyi-ethylidénsaminpouydutyib2rmethyl on
g?,._; 80&"%&8{@9‘{"2}4&%\/“ 1 generally be within the range

orm % by weight. Cenerally, however for
Methyk-3-) 45 1-0§-methepy-pbenyt)rshydife acansigeny$-byty k) imethyl-

rtion used wll be wthin the range of form 0. 005
‘ﬁi’gicﬁ/g’gwﬁ&rﬁﬂgqoé{y%ry 0.01 to 0.5% However, in powders

hdéthy 16 pd-eit-biphengI-4-yhethf fideabarninoby-tmtyd pRndeityd-[ LS Jeibxane-2-
wi || ble within the range of from0.1 to 5% Aerosol
£APRYIati ons are preferably arranged so that each

. mtﬁileﬂgﬂpﬁ@-élﬂor?)mﬂﬁorﬁfphé}gﬂpaﬂ&li&eﬂedtﬁhﬂ&y]ﬂ-ﬁﬂ@l}Zﬁl%thyl{

30

erably about 20nmg-500 ng of a conpound of

_pre _
A fg? X3n¢-2-cahoxylptet r at i on may -be once daily or sever al

Méiﬁyﬁ-SdP‘i-Py@A‘-&he , @1)2eth>aideﬂe&§in&x§/jfaa§1}-z;}n\é'
for ‘exanple 1, 2 or 3 doses each time. The overal
bla3 Mipxaugs2-cofbprylafe; aer osol will be w thin the range

) _|_ R 40 .of ) Z - _ )\ .
dai‘|!y 5d S a’ﬁ'g&g'ﬁgﬁlggtl%l? 23 gosgg%gﬁ?%?]e &E})’/l?‘ggrggth 1es

Hetldwoxana-2-dagbexyilate;an i nhal er or insufflator wll

general |y be doubl e those wi t3h aerosol formulations.

- Topi cal preparation may be adm nistrated by one or

more applications per day to the affected area,
occlusive dressing may advantageously be used. A

- continuous or prolonged delivery may be achi eved by an

adhesi ve reservoir system A pharmaceutica
conposition may be a solution or suspension conprising

o o g, Y Y e o o oy o



bowel disorders. Preferred forns of preparation for
internal adm nistration are dosage unit forns i.e.

wo ae9ssand capsul es. Such dosage unit fornms BORIN206T/000066
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fromO dng to 20ng preferably from2.5ng to | Ong of
t he compounds of the invention. The present invention
provi des a pharnaceuti cal conposition conprising

I T i s e

Tt[e3pﬁ@&ae.t2-dam9htepn in one enbodi nent provides a

| C 0Si ti CO sin
T el ol B e o nb S R gyt 2 methyl-
f 1 B)dickaheA-cardslylpfdy si ol ogi cal | y acceptabl e salt
t hereaf. The ‘9 resent inventi OB i.n.one enbodi

p RIS {4 stk Tnerostne thgxy- ﬁthylﬂﬁn%wﬁgﬁﬁ@ylw-methyl-

11, ﬁdwﬁ@_g;éaﬂﬁﬂylgtgta 4- ene- 3-one, a conpound of
formula |- ySi ol ogl cally accept abl e salt

t Mstisdi(s mdlﬁﬂ@seétmxyw w@mrwhdﬁnmnwbmwérﬁ-methyl-

FP%]‘dﬂﬁ%nél )-SR Rk | cal conposition conprising
hydr oxyandr oSt a- 4- ene- 3-one, _a conpound of

f Mqﬁlml-ﬁfm hylzinl4- (dm@iﬂpmb@ﬁqeyma@eéﬁrwlb[ls-’dritoxane}-Z-
t Bet alteThe invention is illustrated but not
restri'’cteéd by the description in the follown
emﬂpﬂég-m@mmgg-mgm -g-ethydideneaminooxy)-butyl]-[ 1,3]dioxane-} -2~
cﬁe&é 7a- hydr oxy- 16a- net hyl - 3- oxandr ost a- | , 4- di ene-
17yT*carBoxylic acid A solution of periodic aci d
(Meﬂgg{zmmmm -pyridined-gretfyHmheaniipoaxp)besyl]f},3]dioxane-} -2-
O gato 50-55C and then cooling to 30-350C) was
d‘y fdpvm se to a stirred suspension of 17
mtlgﬂ l{lzl-dfeﬂ)w-S [@-(1-pyridipaixyl-ellf/lideneaminooxy)-butyl]-[ 1,3]dioxane-} -2-
nl?e t/aéﬁregna |, 4-di ene- 3, 20-di one (5.0g, 0.0134nvl) '
|‘i‘?r ydrofuran (25m ) at 0-5. The reaction m xture
VIeEBthy1-5[4 € -baizoPr, §aioxblos -yl idenedinginoonyy-bargt] @dmethyl- he
vﬁ?ﬁ' on mxt re at 0-50C. The precipitated product
ipxangrstProRRed with water, and dried to yield
tMethyi-2 nfe dhiBphotTi- IR Saideeainddg)-ba§I T I3 ] dickane-2-
B BT 1Rt abdnd g 891 10)
fadwe%latesH) 1.29-1.36(m |H), 1.44(s, 3H),

1 1R144&Bmi )-ButyB(BmethiAf1,3]dioxane-2-
]MétéyISS Eﬂbexfibﬁurar@z 12e|t(12>; ﬁwmﬁ( d%fﬂ] l(%[ J
zatboxggtay, | H), 6.60(d, J= 1o O6Hz | H) . Exanpl e 2

- 2 ﬁém _
%dn%tb#?wéwo%géﬁlr-%sztg d| ene- 17#)7 cz;;%g?(?hyl [1.3]dioxane-
éedad)myhltﬁ;penm on of 9, 1

RN | R R s .

1D3]didaa-Raartadyett; sequentially triethylam ne (5.3n,

SRR bR A ey E ORI 5 e R -

30

(R3Rxkne-0-cAdbryhie; was added dropwise at 10 150C and

MR e - Eaphialon o g ey i . Pfosane-

Q_CQrba,xﬂa@t 0-50C, the precipitated product was

e SapaEE b el ot e ooty b fforanc.2-

&g} ,lnCDCl +DVBO- d6), & 0.98(d, J=7.09Hz, 3H),
1.25-1 .48(m

. WieBa3 et -G L% w-tqrahx@rmnaehshaleaaz:dzs'?awweammooxyl-
‘ &&?g@ 3%0%&2'@% lageg(s IH), 6.22(dd, y,=10.13Hz, _‘ '

53(dd, -344Hz J 2=1. 61Hz, IH)
6.64(d, J=10.04Hz, IH) 7. 18(d, 1=3.37H, IH)
.62(d, 7=0.8 |Hz, IH). Exanple 3 p
- Ki V. yV-Di net hyl car bamoyQ hi ol car bonyl *JI - epoxy-

>
] N
a- Kl - furanyl car bonyOoxyl - 16a- net hyl - 3- oxoandr ost a- *
1

,4-diene A solution of 9,1I-epoxy-17
-[(2-furanyl carbonyl) oxy] 16a- et hyI 3- oxoandrosta

NN A NS



J 2=l. 68Hz, IH), 6.64(d, =1 0.09Hz, IH), 7.22(d,

J=3.51Hz 7.67(d, =0.90Hz, IH). Exanple 4 9, I

WO 2@8p0%9p53L7 - | (2-furanyl carbonyl ) oxy] -17 a- hy dPORIN2G/000066
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a- met hyl - 3- oxoandrosta-1, 4- diene-17yS-carbot hi oi c
acid A suspension of 17y9-](
N- di met hyl car banoyl ) t hi o] car bonyl -9, |-epoxy-17
(2- furanyl carbonyl) oxy] . .
rfécthylrs-gx Bematasimithoxy iR setpylidryearninggd-tubil)-2apghyl-

p (2.94g, 0.0213nol) in methanol
gg%ﬁbﬂ&%@i’c{aﬁ?ﬁg&%ﬂ anbi ent tenper ature f?r%rrg%gé

urM%thylaS b-Bnidebydsexonphepyyethylidenerainepitl; bufd
g? fd,gxgng hereg %lgigon m xture and t{he resul tant clear

I on was was with toluene . The aqueous Ia%;?
c dviethyles- m;[lt-(fempmmelfommyrmamdb@hﬂz@aemowéﬁu }-2-
acj tllpvaa515t020 The
prem)gl[éEg aﬁe%? s filtered, washed with water,

arth;dm-melthbe w(bhaphma@ntz-ylreéhﬁ@munepcaty) hutyBili.3{dhigage-2-
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1 24I€Ié$yl SH-(1 ;’Lhe?@l—éthﬁix(emanﬁh{)qu}}bmgl]g{lgg(lppfang carboxyhc acid
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=7.69Hz, |H),5.30-5.50(m IH), 6.38(d, J=9.93Hz, IH),
6.43(s, IH), 7.15(dd. J=10.1 7Hz, IH). In an



charcoalized and then acidified with 2N HCO until pH

was 1.5 to 2.0. The precipitated product was filtered,
wornewsss th water, and dried to yield the titPE&I/IN2007/000066

conmpound as white solid (I 1.Sg. 94.8% . 1H NWR (400
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W&b&gﬁe%&h%ﬂa hggyéﬁﬂgyegﬁ ggdﬁ kbl Qe

ost a- 4 di ene-1
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aQLikethl- 5-?4-(13&1{1 dph@ﬁ@ ;lhe'u{yﬁhmaﬂa%o Sdfﬁwyb{d?ox@ff@z-%boxyhc

propi onyl oxyandrosta- 1,4-diene-1" car bot hi oi ¢
adfidand its pharmageuticgllymcceptabig ﬁ“ﬁor o- | v
| /e 1 -2-
SR S S NG RARES| P AR e

30 - perbpgplicacighand l@P&W@K&&‘bXWUSEQ#S 1, 4-di ene-1 |b-

oL iR BB e s
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acid.6 ,9 -Difluoro-17 -(ethoxyi tiethylcarbonyl)oxy-|

| / J- hydroxy- 16or - met hyl - 3- oxoandrosta-|1 ,4- diene-1 7
b-carbothioic acid. 17a- (Ethoxycarbonyl)oxy |

1/ ~hydr oxy- 1c”net hyl O oxoandr ost a- M di ene-

/' S-carbot hioic acid. 6a,9a;-Difluoro-17

a- (et hoxycar bonyl ) oxy- |

T . A A I L A —



propi onyl oxyandr ost a- |, 4- di ene- 17yS- car boxyl at e
2- Brono- | - phenyl et hanone (0.438g, 2.2mmol) and sodi um

w0 oi7de95650ny) were added 1o a stirred m xtur eP@F/IN2007/000066

6a, 9a-di fluoro-1 1b-hydroxy-16 -nethyl - 3-oxo-17
-propionyloxy-androstal, 4-di ene-1 7 b-carboxylic acid
Qg, 2.20mmol) and anhydrous potassi um carbonate
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| A2-chﬂaotxsahd did $nd its’phadmackicaBy se@able kaAlts?8 t o 30,
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101 Aarl®its pHamidceutidallfccdplbibkaltd; A. 80, | A 82, [ A 84,

| QS%Q:{II&A gﬁ%ﬁcg(lyé)hle%gl}rﬁm Reaggllnéoxly] tu{yl}-2-n}ezﬁ}yl -[1,3]}dioxane-2-
- ycérbo@n@ a&aaha itk bh@ﬁﬁ@éixhbéliy&h@dfo&h@% dayh;! 6a 9

-di f uoro- I/3hdrox-16 a- et hyl - 3- ox

- profiter eyl ldmeamm@xn) buty] &b?lﬁ‘éﬂWﬁr&ﬁé‘bﬂxym acid
m Kﬂd’i‘isephgfmaceutlcall acceptable salts

2-bromo-1-(4-trif ?,uoromsth phenyl)et han-| - one

15 ¢ 00081 A3 BB e ) Ul - HyAiesape 2r@rboxylic

.20

25

%@Xﬂd‘ i n[ﬁéﬂnéceu callg accePtable 5alts

T7a- propl o oxyan | ene- 17y5- car bot hi oi c
ac?-Mathylg 4-(2-pyBidino} yl-ethﬂlcbnw}ndnm) gWHs[sliﬂdipxane-Z-carboxylic
acetone (25m ) was -
st%"?‘?ge}gf Er{%lg?gagcgg?caﬁ %?JEEQL%I Jfllpsbgen at 25 to 300C for -
3h2-Methiis-[4 < helyridin-4vy kethylelensamindosy)-patyH  d, 3]d1t>xanwi2t-®rboxyhc

and. Fxtf ed with eth . The organic |ayer
vva%m %d’t“““%ﬁ"e“tv%ﬁ\‘éfl&ea‘f’g‘sa*ﬁ{ Sand concent r ated in
vaz;thyT-lSe{tir[e5(6dmhyﬂhm%ylj—eﬁythemhwxy]-butyl} -1, 3]dloxane-2-

PR PRt Ahotoek Y B Bl T ol 1 owi ng

_C omeoms cempurids egfath@d invention"may e Sreparbdrusing thys a’éiﬁitlens and

g%& an proprlatet |0|c cid o f rmul a |
IANES %ﬁ B’Pn‘ﬂlsﬁ gmq b owm escp sscthnAlTkg reactlons are

rf@n‘]ned' f vertLa Ogﬁropﬂlaﬁe 48 thd Peaggnts |aﬁd Qﬂateﬂuﬂs 3thy Iployed and are
A 39, 1A 4 A 43, 1A 45, A 47, I A 49,

Aue@ fon, thystransformationsbeing effeatedolt i )!PWOQEN’BB@’OSQ skillpg in the

| Vt Qrt! that’ e daﬁ&rg %nd |oﬁie?5)f dleA‘ ﬁetk%t%%pr&s@ni%& mizAbg 3ar1ed for the

CIA85 A8 A S8 ¢
1 (Purpose mommzmg rhefomttoe of the compounda of thg presant m&entlon :

30

o 1A ,

A 119, A 120, 1A 122 to IA 124, 1A 126 to IA.

132, 1A'134 to | A 186, |A 198. Exanple 10- Corrpound
FA 59 S-[1,]-Di nethyl -2-oxo-2-phenylethyl ]

- 6a, 9a- dlfluoro ['1/7?-hydroxy-16 a-rnethyl -3--0xo0- 17a-"

pr opi onyl oxyandr ost a- I ,-4- di-ene- 17/ ?- car bot hi oat 000039 .

42 2-Brono-2-net hyl -1 -phenyl propan-1| -one'. (0. 4839,
2.13mpl) was added to a stirred nixture of

"~ 6a,9-z-difluoro-1 1/Mydroxy- | a-methyl-3-oxo-I| 7v _
.- propl onyl oxyandrosta- 1,4-di ene-1 | b- carbot hiai ¢
‘acid (1.0g, 2.13mmol) ‘and anhwdrous potassium -~ =

carbonate (0.295g, 2.13mml) in acetone (20m) and the
m xture was stirred under a.blanket of nitrogen at 25

- to 300C for- 3hrs. The reaction nixture was then poured

‘into water and extracted with et hyl acetate. The

organi c | ayer was washed with water, dried, and
concentrat ed //; ~vacuo. The reS| due was purlfl ed by
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The reaction m xture was then poured into water and

extracted with ethyl acetate. The organic | ayer was
wornewsss th water, dried, and concentrated i NPZEIN2007/000066

The residue was purified colum chromat ography (35%

ethyl acetate in hexane) to yield the title conmpound

as .a white solid. The conpound IA- 1.1 was prepared in

magg% Slmlar to exanpl e 11. Exanple 12- Corrpound
| A-2 %@ -Og o-1, 234tetraI|ydro

paptllalen 2y|) 6a, 9a di fl uoro-| / 3-hydroxy- 16

a- methyl -1 lapropio pyloxys3-0

i i dr o3t=a-tqHi- dL—eﬂeHwégég; % epal A n—o— (CH R
2- Briono- |- tetral one ;O 75mml3) Was adgﬁ K]/
stirred Mixture of 84,9 -@fl i ioro-1 \b- h oxyI 0

- net hyl - 3- oxo- Wor - pr opi onyl oxyandr ost a- | ~- di
7b-carbothioic ‘acid (0.500y, |.Omvol) and a hydr ous

pot assi um carbonate (0.161g,-1.17mmu{ ) in acktone 0. R
(10m ) and the mixture was stirred upsar—e—blaM) 'oRr
nitrogen at 25 to 300C for 3hrs. The reactloR)m xt 2
was then poured into water and extracted with”ethyl- 0

acetat e.

dri gd aheg&?m g(tigegyl I‘Il] e}\?ggg%o Tﬁe %ir?dlg’Zs&Hbols are as defined
pur i i ededsljercwithy m«vmhmﬁm%gmm;fomd%(@hwhea; ellagymbols are as
In hexan&éﬁn@? eﬁff%l' %aohf' r%géeﬁ %HW le%%in@ él‘&hﬁ Such as halogen,

solid. Exa
S| 2- ()(omgsy@anAtO@Lla’tp,l trﬁtatcy&pﬂlenl}ke) atdeh Iref@eseah bbb gionp to yleld

oL s e s EDOSH0 3 s e

2- B| o poRire()stemﬁlkytgrnm hyl phenyl ) et hanone (0. 287g,

epoxy %’ }'5[15( C}%%}Pgﬁgﬁ 8I§g 8!%1; Fw{;&]& erem z]is alkyl and all other

a- met hyl symbokapnal defined edrliér @i )&ﬂ& firtHeb corﬁpmh‘adtdf igehetal formula (I)

“acid (0. nd a drous s
car bonat‘ghe%hfgksgﬁmwﬁ% ef‘E‘e’[‘so ‘g%al'\"l‘?r and the
m xiéng B (e: t?lascdziﬁpsc{l]]h&ﬁ grmhd@hnalabl(b)n iy prtlﬁhdlryo%n @iw&fed to its
to or r e reaction mxture was, t
pour ed |H#f“6“%‘ft¥é‘? {;lFéélfselB' rR"Fﬂ“E% kpwniin ea‘Fé
1sThe organic l.ayer vvas washed with water, dried, and
concent rated in vacuq. The crude solid was di ssol ved
n Yerndi die gompound, of fomulai(®D may) be grenarsd: by deacting compound of
hy%ﬂ&h& with
O Of) G Cofhphl b ¥SuRCARS uder Sl Bondilf, The reaction.
i canayshecparrietooutiin prespreenf selyents sugh @r?@@%sﬁh@@yﬂmﬂmm dimethyl
wa I
wa S loni 0 CIAE! ol eyl BEnial BFARAS, SBadé bonzene,
20ac deluens, ipetrblewanether, cheplank.d hexaet Rttutanonsrpadent, sacckols such as

: mk&eﬂﬁ?}gﬂr {ﬁanqg{}?‘ngin% Hz\lnrangp ns%%%'?aqxoi ?ért gutanol pentanol and the like or |

- Clnmixtures ]tﬂere¢f( 2Bbsmasuy:h caar dikally metak hrbbnates such as K;COs, NayCOs,

eGP e ikt mytal hudroides sucty s NeOH, EQELand the like, iy

()6' eised Byritipothyy foactiony | Alkal] nibtdl-dyidesl such as NaH, KH can be uscd
ene- 4- uI fonic acjd ester go 72,7%2“_ 4nmol ) was
25 4 dalganetvsr solvent erpplgy: 39 progje ofcentain bonyl group. The reaction may

| - BPearded.diftfat b tetnperit@dyih SR RAEYO 3O XY leflhx temperature of the solvent(s)
ar - hydr oxy- 16or met hyl - 3- oxoandrosta-t, 4-diene-1

7bused pdthkiresctiomtimg nay. rapge from 3 t@rﬂ%h‘}urand anhydr ous

pot assi um car bonate (0.300g, 2.34mmol) in acetone
~(20m ) and the m xture was stirred under a bl anket of
-nitrogen at 25 to0-300C for 4hrg The reaction mxture
was then poured into water and extracted w th et hyl
acetate. The organic |ayer was washed with water,
dried, and concentrated in vacuo. The crude solid was
di ssol ve in nethanol (15m ) and concentrated
hydrochloric acid (4m) was added at 10-150C. The

m xture was stlrred at 25 30 for 30n1n and then heated
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I B. 132. Exanple 16- Conpound | B. 25
S-[3- (I -Hydroxycycl ohexyl) prop-2-y pylJ
W®2007099568 f | uor o- 17a-[ ( 2- f uranyl car bonyl ) oxy| - PCT/IN2007/000066
11/ ~hydr oxy- 16a- nmet hyl - 3- oxoandrosta-1 , 4-di ene-|
7/ S-carboth ioate
4- Met hyl - [ 3- (hydr oxycycl ohexyl ) prop- 2-ynyl ] benzenesul f
onat Stiﬂ)ﬂgﬂg@,cgﬂlﬂﬁmmf YornAda djldesy beo hodrélyséd 65 further compound of
m xtyre e . : . . .
~di f :P’Wg’. ({)mstn}q iuztglplﬁ Pé?ﬁﬂ‘%a%%ﬁy’r‘)o&ﬁ(?’i‘ and the like. Reaction may be
1b- hyehidustéd 10 suitaBRtSdWents e.g., alcohols like methanol, ethanol and the like, THF,

3- oxoandrost a-] , 4-di ene- 1%\ y9-carbot hioic acid (0. O%
0. 6885 th&rfﬂ"‘%ﬁ?ﬁz‘&?'&fi% BIrepsUon, MRy &F 5eTigt Qut et 3 fgmperature in the
- 05 7564HER b 0 toPfeBbR Minperitiie) oftlle sbREnt(s) k& Snd\BR reactlon time may
stirred under a bl anket -of nitrogen at 25 to 300C fo
3hr s rangp omdaerd8dautsi xt ure was then poured into wat er
and .
nas \%’gé e dxtxt\;fr\?l ﬁ”e&glaﬁu?% F?éé%? %Eﬁé bggtﬁg g%tﬂ?@tkéé v@% ®tiow, which are
vacuprovifipéd by aay i @llumgtlcpupnly aedithigrefare ishonid not be construed to limit the
chro % et hyl acetate in hexane) to yield
5@%{5’%{( cgnn%otgﬁbz as. a white solid. Compound. | B. 40 was
p@ epaH QMR npectmad dater giseninl te exanplre (pie int®) ax segpbded using a 300
17- ound | S : . . .
5. | 4TRE B e G AP 399 i eRoried i el otherwise
1 Y9- RyrtioRey the sblverralséy for ¥MR Gs CDCl; using tetramethyl silane as the internal
l apro %I oxyandrosta- |,4-diene-1 7 b-carbothioate
Val e¥ %fdp | oride (0.337g, 2.79mmvl) was added at 10-15
- 0C ipgdappi@istirred mxture o f 5-(4-

dr.ox ut-2-y 37/”26 9 -difluoro-1 1b- h)ydrox y- 16
ﬁy iy"»"" TRptyleSy| Grb‘pﬂnahyﬂhwmw ~hutylfrfi Sidioxane-2-
ggﬁm@te (0.5g, 0.93mml) and triethylam ne

(O 282q, 79mm|f) in acetone (20m ) and the m xtur
was ‘stirremixHeed! bPhenyhribance onme Ghih ghtMgbyBiao‘bclil@m butyl)-2-

8hr
o et LIRAGEROD- Alethafe (iparl B PRRULES KhW) (15 5 and cesium
was oaebohatel (4.0 g}un\mhsairpuxjdnmdlyl fonmam e veasstieredat G0°C for 18 hours in

» T fied b . :
Foe il Rlshlerts e B kehik, Wi Roldla ampicnt tpaspaure, poured
—-the iftd ﬁdee;oﬁbwmumi aara&eddwlme:dmlataate The doarbiirgd di@mc extract was -

con%owg%ﬂi 3’*‘? rl?)l%)narﬁoglt E‘B mlar mn%%qago?@%‘@ngorated under

| B. 6klutédl prBssé@. Oniile froduit h&s&ﬁsh &lBo&Stogith&Qovdr Ellib@%el using 7%
1B 104 to IB. 122, 1B 124 1B 133 1B %5 148

| B. §65! acptatesin petr ‘ﬁﬂ'ﬁfhé’ﬁ%e “‘?‘36 2;5¢g @f pure product.

28 FPIEII\MRODWQH ngl 4 (4g.8p 105 (f3H,J@)“ q: Mm%byﬂo m— &@ 22 (3H, s),

ar - net a- propio oxyan r ost

n
A P, é#K;’lHa?h AL T & Hab A13AB, 1=6.4 Ho),
(0 43%8H, ;9)9%‘@%9% vvgaﬁloagg%i to a stirred sol ution of
S (4- hydrox 6 r,9 -difluoro-|
| yO- hydr Q,ng@pmyp @y@prg;rdred by procedure similar to that descrlbcd in

pr 0%@4 P%};g gﬁé_fgﬁuﬁe Llanﬁ}tféhggfgrﬁ Adts, 1 cgﬁﬂé &(@gh%)s arét% quantities of

3(25 Bagatsand the mixture was stirred under a blanket of

ni t%&gn t 25-300C for 2hrs. The reaction m xture was
PY¥€h sodi um bi carbonat e sol ution (25m ), water,

dr | Méthyh2dnethylcS M- xpRehyl-penGlideneanlinodxgp-bdtyd]- s3] dioxane-2-

“purlf&ed Qx col um chr omat ogr aphy (40% et hyl acetate

o in RERORB o yield the title conpound as a white

. solid. The conpound IB.6 was prepared in a nanner

‘similar to exanple 18. Exanpl e 189- Conpound IB. 15 6

,9a-di fluoro-17 -[(2-furanyl carbonyl)oxy]-1

1b-‘hydr oxy- 1l16a- net hyl - 3- oxoandrosta-1, 4-di ene-1

7b- carbot hi oate (ZM Chtoro-but-2-en-1-0l (0.691g,

6.48mvl ) was added to a stirred m xture of 6 ,9a-

difl iioro-1 7 -[(2-furanyl carbonyl)oxy]-I

| /J- hydroxy-16 a-nethyl - 3- oxoandrosta 1, 4-di ene- 11 b-

— N~ I Y




Et hyl oxalyl chloride (0.352g, 2.58mml) was added at
10-150C in to a stirred m xture of S-[4-

Whyarops3 i ?) - but - 2-enyl )-6 a, 90' -di fl uoro-1 PCT/IN2007/000066
1b- hydr oxy- 16 -methyl - 3-o0xo-17"- propi onyl oxyandr ost a-
1, 4-di ene-17yS-car bot hi oate (0.7g, 1.29mmwl) and
triethylamne (0.26Qg, 2.58mmvl) in acetone-(20m ) and
the m xture was stirred under a bl anket of nitrogen at

© 25- BOWMRs0-98@Hs t, JTh Hzdde? (23h ik k4 (fH, mad- iﬁéﬁnﬁobﬂéafl m), 2.0

[ nt e e L —

or gar b7 6 CHIMORRES Aol LI 1R €L, <00 @it ad, s-12.
contéithizr 428 (It 6 ddiz)Tha (Bldshi 7 @HsmpYieldi 84 %oy

-COI% q@gomat ography (35% et hyl acetate in hexane) to

yi e Re title conpound as a white solid. The

5co rMeﬁhmHS{Bbé&yﬁdmepnﬁpwxyd)utyi)-a-mcthylk[ar3]dlamz-t@rboxylate

Cxammb S AR LERAER L g0 e R m 24 o
si 1 Y Hap e GH, 6), 8:92P1, dd2B:12 Bx@ A Hz)24 1 (QandaﬁA Hz), 7.3 (3H,

IB 273(%@?6(?§§5g¥}ﬂd02§§ )JES g ?rtg%/Lyl 3-oxo-17 a-

pr mlaﬁlpw‘oxyandr osta-1,4 die

ot RS e Ao

0 {1,8dickanéldichilyxPrake 1 /" hydroxy- 16 -nethyl - 3- oxo-
pqoplonylox andr ost a- 4-di ene- 1l b-_carbo

ic
aci B NRE L0 Gt} §2Haﬂa) Aty Sd-7d3Ha i 4y {%Iz“g m), 2.2 (3H, s),
caghqpat €341q. 81H£b6938 (st-I,ermok:)HIda, INodi gatdwiry aneRi @'9=6 5 Hz),
(10nd nd t ture tirred under a bl anket of
ni ?ﬁdé’érﬂ-drs ééiz)dob@ﬁ érhs ZSHFQ YigMedt @acti on mixture
15 vvaf;x;lggggoour ed into water and extracted with ethyl
acet at The organic | ayer was washed with water,

dr Methyl-3nld- [édﬁéhm«r—ah@wl)-#hwhmammxylehutm}el-mﬂlyl-
puhhjéhﬁgal?ey _ggtlbld &,hr omat ogr aphy (40% et hyl acetate

xane % he title conmpound as a white
sofH WlCohb&man), 8. @Y, apd1 533H3s)mr/e(2§5mmamemnnh 22(H,s),

R DS SR A RTINS 5 a4 QR ¢ 164 )

20 a- e (2, Im)37 6 2 d).d5¢ld: 79% di ene-1 7
belgr;ar b@ngl sulfenic acid A solution o f urea-hydrogen
(2.41g, 0.0256mol) in V,N-dinmethylformam de

' W"“‘@?F“““ (ﬂ-&mﬁb-ﬁgﬁyl)ﬂéthyllidmb in%ey]w‘itpn-z{axgéﬂ@l- :
uor_o- uranyl car non (0.4
hy[jilﬁg‘ilwafﬁz gﬁ’W; oxoand¥osta |, Z di eﬁe 17
‘Hamet 5 lh%loqzm agl d4((:113, @, 19(&2,&5@1712}[ JmN2.0 (1H, m), 2.2 (3H, s)
e ormam de reaction. m
25 st3|‘}§2§3|¥’aft‘“16H.’E?§ F) éé’n%l d{‘»h!eﬁ2 Bkt éa*25 ﬁ’rb(zvlv‘it’J‘MHZ),
ces O, 88, 1=, 39 HA), 821 dd $:6e7 & NashRYivi! 86 vt er

and dried at 50-60 OC to yield the title conmpound as
wiisamplol i d (12.0g, 89.48%.1H NVR (400 MHz in

R e H@.ani;%g,ggﬂphﬂ;mogﬁg.demm...g,o;,am.;y.@w...emy.- |

2[12.6}dzo@gg-mcamxymeoz 3.06(m IH), 4.32-(br-d,

R R e L R AR

| JBAAB28Y 34924, G B+H, 7 Hz)AB,8 (BEDS), ,0 QH3dG IHE2.01& #i, Hz), 4.2 (2H,
5%—5519 BT ogzgﬂﬁé; 6. S8 1.8 HD) 6% b, Dr-s PRI RiF 6 %

| A- hydr oxy- 16a-net hyl - 3- oxo- 17a- pr opi onyl oxyandr ost a-

, 4-di ene-17j 8- carbonyl sul fenic acid Hydrogen peroxi de
. (30vol, 60mM ) was added to a suspension of 6

, 9a-di fluoro-1 1b-hydroxy- 1622 nethyl - 3-oxo-17

- pr opi onyl oxyandr ost a-1, 4-di ene-1 7b-car.bot hi oi c acid
- (20.0g, 42.68mml) in methanol (120m) at 10 to 15C

The reaction mixture was stirred at ambi ent

tenperature for I hr. Excess peroxide was neutralized

Wi th 109630d|un1netab|sulf te solutlon the pr oduct

o " 1 1+ o o .



6a,9 -Difluoro-I |y9-hydroxy-16 a-nethyl -3-oxo0-17
a- propi onyl oxyandrosta-1, 4-di ene-1 |b-

w@ a0opowsbxsul feni c acid fluoromethyl ester PCT/IN2007/000066

Br onof | uor onet hane ( 1.5nm) was added at 00C in to a
stirred mxture of 6 ,9 -difliioro- 1ly5-hydroxy-16
-met hyl - 17" - pr opi onyl oxy- 3- oxoandr ost a-1, 4-di ene-1
7b- car bonyl sul phenic acid (1.5g, 3.1nmol) and
anhEdansSpotaSS|unrcarbonate (0.427g, 3.lmmol) in

bl aﬁ"%n’t’" &%5 f'iyrl Sl 2{“'3')‘(}%%?}"& git"agl{q%%r)u&?&'é [F-3ldtioxase-)-2-

m xdanbexyhite t hen poured i nto water and extract ed with

v SR 8, S BBl 34 ke S 08 atem, 22 o

swas),.87 BHes), By (PHEpREaY |5\&%)HF§3Q3HOS)}’B ek i, § 4=t4|3% & 11.7 Hz),

corrp ite solid. _Str compound
ﬁ@ﬁgf’?’ne@“%z)s? h G ), é’t@H ‘X) Iiél?lda@ “hown
belmn'ﬂlwgcon'pounds I C 4, ICI | to IC 14 were
din a simlar manner to exanple 24 using

g;Sigrbﬁr%{‘eﬂc@rmbl’hwl)feﬁbx‘lid@ﬂaftmuoexylfwrﬂrﬂanmhyhnd

comgunﬁagé_zl—‘llﬂ& @¢anpl e 25- Conpound IC. 5 a
uor o- a- KZ- furan | car bonyQoxyJ- | | *- hydr oxy- |

10 neﬁﬁl‘{l\gﬂ{ GIL 3t I ) 1.07 (2H, m), 1.36 (4H, m), 1.51(3H, s), 1.60 (2H,

15

20

25

di ﬁ?' B6d (U1 R0 Do #{Srﬁgffﬁ‘é %351‘%)‘12 6L . 4 =T33 By 340 (1, 1,

| uor ophenyl uoro
(olﬁi Hz), 38§ )s),ww i, &r11288 KCOTHE) 4tld @H, t, J= 6.39 Hz),

st 7 ié fﬁ{r gﬁhﬁsgg phs )(mgyf‘jdk ggh%g (}peld% %.

amrnlterlyl 3-oxoandrosta- 1,4- di ene 1

1?‘ AL 0L L AP B i orape 2

Ndavbokylmehylforrmm de (15m ), and the m xture was

SnELRtR: L Toared L 8GN - Soafarl el bboas m 209

‘ar(diHemo,rzam 6H, ), 2B 5eGhY k), a:ceo e - t, Fhe.argNs 82 (3w, eg%h 3.96 (2H,

ter, concentrated in vacuo.
FEELRE & b0 HE g RLh ST T F o iR, o sl Bl 752 2,
td, Jhrselﬂﬁ)hmald;tsb%con'pound as a white solid. The -
cg!rg IC2, IC6tolIC9 IC15, 1C 16, IC 18
re prepared in a mnner simlar to exanple
2 Methyta0Thiehyd-5-
Dﬁ‘tlﬁygoro II/?- §h{; oxy 1gyl§ tﬁph@n (g)i%tg ldenﬁmgmooxy] butyl}-
plA-3dipxane-gcarhaxylateli ene- 1 7/ 3- carbonylsul fenic acid
[ v h 2 S
Ot Ity b LS 82 T mfioh TGl ) L6581 ot 0 2.08
mﬁii aad%as H, 2% 2319 (68, $)n3 46 (2Hst Il ead Hii)y3.82 GHyk), 6.9692H, dd,
¥pah 1 7
-fi 3. ?'é;[rs]z;zlrégya dz)r’gi?iﬂ, tl%oa%ﬁﬁgw 3PN Y, Y =8.4 Hz), 7.55 @H, q,
7f=§4déz)b8m}d :$81%enic acid (0.25g, 0.51mmol) and

3‘99&%‘@? pot assi um car bonate (0.070Qg, 0.51nmmol) in
ace IQH?Z

Om) and the m xture was stirred under a

» kMathbrbs {Mlﬂ%ﬂ@&pﬁen@ﬂ)-&ﬁyﬁ&ﬁ@aﬁﬁﬁooﬁ?}’ Butyl) e mle@igt i On

.30

Bk RS 3 s oty e o 4

ﬂ’é ir s t oured into water and extracted with-
’5‘5‘ organr c layer was washed with

VHNMR : cﬂrorseldll @m;i nON2S BH,A £€7i59 HLROU-1. IO H, %ﬁj 4U9 (31, 5),

R G, 53 L O 0 B S iR 40 OB, ¢

Ri I8 HY), 383 (@HWE)OBW (izﬁf, dé-7J-\I‘@§9 @! £88

ound4%%?£%%r5 Hz)’
6a, 9a-di fluoro-17 -[(2-furangi carbonyl)-oxy|-I \b-
hydrOxy-16

a- net hyl - 3- oxoandrost a-1, 4-di ene- 17/ 3- car bot hi oat e

Met hyl chl or of or mat e( 0. 33g, 3.48mmol ) was added at

25-30C in to a stirred m xture of S-[4-

hydroxy but 2 ynyl) 6a 9 dlf| uor o- I

A Al N I A T T 1



washed with water and concentrated in vacuo. The

resi due was purified by colum chromat ography (40%
weehylrmset ate i n hexane) to yield the title cPOpINMEG/000066

as a white solid. The conmpounds IB. 129 to IB. 131

were prepared in a manner simlar to exanple 28.

Exanpl e 29- Conpound | B. 158 S-[4- Met hoxybut-2-ynyl)

6a, 9@&%‘“‘3 ro-17 -[(2-furanyl carbonyl)oxy|-1 \ b

- hydr oxy- a- ’

met hMet@ylts({ﬁa{rle(msluar%pmnm@ﬂwhﬂmndmmi-hubél—bmethyl-

I-Ch yne (0.086g, 0.72muvol) was

Lﬁf]gloéas Qﬁ%’%xetzure of 6 ,9"- difluoro-1

7# [ I\MRah@H(cZéim)n}llBXZH,y]l),14](BEmde@9m61 51 (3H, m), 1.68 (2H, m),

az e 0 4 e-L [

aci dy% %‘éog‘)s g gég % 3160 gi}gn gd}%ﬁis }%gtg% %ﬁ 9) 3.96 (2H, dd,

car bbriat0s &@ 5B(Hz), 404'(Hdi,mrdl=)13|98 &d0B9DHe), (4210nca}1, t, Tk6.42 Hz), 6.86

R e 3 PSR AR g

ext rEﬁmﬁleMth ethyl acetate. The organl c layer was

The PeahsdLT-Gaprorost phgmibe hdcHe byl By AL Bss-
ot hyﬂlmeiﬁeezwbnga@e) to y| eld the title conpound

o con R 158 Gl i, TRP 0. e QD spid GH M A . 9, L6 (A,

Li stify), Diva @Hrmgumis %Hfgr mab qzm 6th1 6 HR \Beszb@ﬂ;l s), 3 96 (2H, dd,
synt heS| zed For nul CARBOXYLI C A
FI EUD! R4 BRIz - Pﬁh@pra és e@rt‘2 Mé‘r&q QR Py %?@QI%& J=8.76 Hz),

nove)56](2§lfd|pgng{z§af,@gxy+%: aci ds of the general
formul a their tautomeric forms, their

15t el s, their pharmaceuti cal I y acceptabl e

sal t irs [ - -
ot RS (4 GAEROS PR GRAI R ok Ty
i n rbdldiexsaedrearbemyldtat er medi ates involved in their
pr epar: Ol a4 T u o) e r I
Pr PR oo204 Eglo E“%ﬁ 110 %ﬂ%nﬁ P?ffx'“ oL Mi‘g@ @H, m), 2.05
| evélH, m):dlwr( the), éﬂOE(EHl t, U%bleﬁlsHahd/%r(BHmf)tﬂ%éﬂ&)ﬂd, J=12.09 &

ip J=an i At s )
») pg%g’g@‘{]% {ZEBLEJ %r‘%s ,ﬁgig[dg%gﬁid%ﬂéﬁggﬁg ), 13337 @H, m),
| n GoOtE2H] dth%B.zlf&Qethn)ematMSS%ndi tions, where such :

ri n% Sﬂ?d rai sing) is beneficial. Thus; it could
Wg“&'& lé1% he treatnent and/or prophylaxis of

ObeMdthl-ﬂ_ﬂWJ[HI(Wlfbhii@ﬁrplﬁnyl)%éﬂ@ﬂﬁb@éa&ﬁh%ﬂmlbﬁtyl}-z-methyl-

at heroscl erotic di sease events, vascul ar

hypert.ensi on
r esﬁe&gg’i“g"e’%{‘cm tnd nmany ot her rel ated '
2s0onti Nmso 89 wmepmmmﬂﬁ spfl tmarlenatzﬁ Qﬁ}mma @11) myy B51 (3H, s)

usef ul

|
ot bEsa Blems Lniah wesde (8 ool P A ¢ 1717 1,

conslish (DS, FA1G %761&)6\3 mﬁp%zl 3991)(2}13 d&afﬂlpw@&wmﬁz) 4.15 H, t,
di seases strok e, Coronar eart di sea

Corkth & Hay dl1ar. th @Hadel 8 23a D 801552k =802 Hiad eld: 50%
an di sorders. These conpounds of general .
dE{ﬂ%ﬁ‘(!?? are useful for the treatment and/ or
30pr d!!h;ﬂy!rﬁr{é-[b«4mwnhrndl)@@hsdelegeamem -hgy 1} -Aerethsl-
cteristic features of Syndrome X
g?f}gﬁg’f%'lefl bﬁﬁgéﬁ n resi stance followed by.
hy & INNRU | L. (el b (2H] ys), |1rﬂ4db4ﬁ @Hym) i hph(3thd), dlédebZe (2H, m) 2.04

norfTHet 2iaR Rusal bl LESPRER ERLHRoht? o 2296 it

di abetes), which is characterized by hyperglycem a,
which if not controlled may |leagl to diabetic
conplications or netabolic disorders caused by insulin
resi stance. Diabetes is no |onger considered to be
associated only with glucose netabolism but it

af fects anat om cal and physi ol ogi cal paraneters, the
intensity of which vary dependi ng upon stages/duration
and severlty ofthe dlabetlc state. The conpounds of

.

o o o o Y



xant homa, pancreatitis, nyotonic dystrophy,

endot helial cell dysfunction and hyperli pi dem a.
WBACKERGEND OF THE | NVENTI ON Hyperli pi dem a haBCThBe007/000066

recogni zed as the major risk factor in causing

cardi ovascul ar di seases due to atherosclerosis.

At her oscl erosi s and ot her such peripheral vascul ar

di seases affect the quality of life of a Iar_%e -

poptlZatg &nt-6% Hehet- 1ioHe & FTRE2 iRy 28Y-6:31n@H: 611 &617-60n&2H, m).

el eyafed ¢l asma LDL chol esterol, |owdensity

I igg{protei n and plasma triglycerides in order to

pr E¥ampledt8 r educe the risk of occurrence of

c akAli . i . A i f .

o R A ey RO AR b RO R 1 3)dioxane -
5 di earbgxyatehy Ross and G onset [New Engl. J. Med., 295,

36 ( ] I h enok +i510 0

ot LR MRGHHE (B, TEBIR B RHEOEN.7 GHR LA b g, 5,

st Bdi(A, thild. 7Hg)gdb8 (HE sh.0 @ik ddalT1dl1a% D) $2 IRH eET6.4 Hz),

car SRR RO P26 O il 77 R aPL YA B ggest ca an

i Exampgled9dri sk of coronary artery diseases (CAD) due

1L S PR B B4 B S TR S

ot[bBldiexandiBearbbkylater at e protecti ve ef fects of HDL

DO ALl § o B R o b Rare By BTy 200

- | (tHemy.ed18 €9H 9, DH0 (IIplteBiiarOHZ), Bd3l @H, gls 3.98lQHRId, J= 12.03&
a

s s G I B Lo B T Heh S h T 69772

15 J (118 dd, JI=Ceg 2. 282). Y214:392552 (1986)]. Diabetes is

associ ated with a nunber of conplications and al so
a\":fxé!’!’_tpleazq arge popul ation. This disease is usually
aMpEthyIs- - - -2-methyl-
obesi %rl;i/\ﬁ Eﬁ%ﬂ%’ﬁ%@ﬁla@%ﬁ%ﬁ%ﬁg {;%rllﬁg g?jxy& rl1) 5 .‘yrﬁ}az nllﬁth?'ls
- wél,Pldioxapp2toankexylatet i nproper treatnent can aggravate
i iINR D1 ghu ef g4 - LSub I stq v
PP AR f.@h CPPEH, Qrp,r %%E?%iogggt iggﬁgupt}{ﬁ g)‘f,’ Bi@NgE (2H, m), 2.05

thereby leading to patie

20 w(kth maguUPi(BH, s3i226@te sh22Tt(GHesk THAGH, asI=d1 73 HA3:83 (3H,

30

r ai I gk yices ' 0 _e ' _
3320 ol BUCCRLEFR SO R I LRSI 2 (L 0. 3780
cHr)l 739 48, ddad= @i83 &alsHsHz)Thd 1 jtH.s9rYietdnds &py for t hese
.sea i ncl udes sul fonyl ureas and bi guani des al ong
S\F?ﬂnﬁ%?& in. This type of drug therapy may lead to
nMlethyl-&- {§e1 48 4-dine thgi-phenyilpethylid éntaiiiiyodx g peritl}- QOB h -
| ead to death, as a result of

i TE Cases .M
25 lﬂs"i?‘f’ﬁ'%?‘?‘ﬁ%’mﬁ%?@emc control by these drugs. Recent

flﬂmmh_ NM l,_rl.q:zﬁ'lgm(gﬂ,'m;} thsel.gz @ﬂ_{,ﬂ‘ﬁ)j!l.SQf(lsH,i gpqteatsl,nr@}r, ap, 2.02
azol j di nedi ones, .drugs having insulinsensitizin
(8 L BT s ol g Ghed H A3 B 6 1), s aom o,
13056 @H, ldazpn€2.098 nbpg&',ua;w?n. rE Q5eHg), I70ed1a] anprK
i_n c%rrbi E’a’t'i on wWith ot h)er anti - ?Ti abggfgﬁggent leII %1%372“ Hz),
dr3¢ UHefih=7:83 Ha)ehd] (L ) JiddetB % i pi d net abol i sm but
Famyispect ed to have tunor-inducing -potential and
cause hepatic dysfunction, which may lead to |iver
Mg thyk- % {4-fl1(4-methoxy Srinethyl-phensd)-ethylidensaninooky lelom tyl} -2-
. I 4 ' and/ or human studi es which
Pﬁeg%gggx‘g?%&ﬁﬁ%g@%%phy, haenodi | ution and |iver :
- {BNMRt Y.06-n1.41 {2Hy ng), 1.84Act0e@Hpm)gl.65 GIHhg) § b5SAAVA2HAm), 2.05

(iR s, o B A Bl £ KO A B PR L v como

and an effective drug, to tr&at insulin resistance,

- di abetes and hyperlipidema. [ Exp. din. Endocrinol.
Di abetes: 109(4), S548-9 (2001)] Obesity is another
maj or heal th probl em bei ng associated with i ncreased
norbidity and nortality. It is a nmetabolic disorder,
in which excess of fat is accunmulated in the body.

-, o, . o o o .



di fferent diseased conditions are wi dely published
[ Endocrine Reviews, 20(5), 649-688 (1999); J.

wor@7O99383 Chem stry, 43(4), 58-550 (2000); CebcT/M&597/000066
932-943 (1999); Nature, 405, 421-424 (2000); Trends in
Phar macol ogi cal ScL, 469-473 (2000)].PPARg activation
has been found to play a central role in initiating

and n f o
Endsani g it PEMPRSUEUANMISIATS T 630 a0 (11 4, s=t.d6 1),
homelo3x-a45 é?,H [m;éIYl@ldSm %803-812 (1995); Cell, 99,
239- quﬁz 1 9)]. PPARg agonists would stinulate the
term na ferentiation of adi pocyte precursors and
c au Methpk- 5)-!{4)-![ B@@,4-dimethoxyiphenyiethylizsleacxgyeiooxy]-butyl}-2-methyl-
t{ﬁrl sti.c of a nor e differentiated, |ess
[EI% T agf'gf‘? fﬂl? ﬁg adi pocyte di ffer enti ation,
sevéHaNMm gyl K3(2H] m),i 1z33d1.00 @IEimp, BEe (SHA)CRE4- lWl]lI(BH m) 2.05

"L SDLRR AR SPahyehel 131 8RS 306 OB 373501202 G

of ©AB.9gaH, dd7a=12.66 &1 NeB/HZ)95.15 12 5] I=6l407HP), 6(85998)d, J=8.52 Hz),

changge(iph oS3l o8 Bsb T AN Y 4%

[‘)GSE&LQB[@QMI n muscl e has not been clear. PPARa is
involved in stimulating b-oxidation of fatty aci ds

[ Tr Mty lintfoldr Griduong4- MethoxzrphenyD-sthylid oeeamiemy]-butyl}-2-

r eS ety g1 m.&aasma%&ﬁwt@tl ng free fatty aci d
redpctl on [Current Bio 618- 621 (1995 Recent l}f{ ), 2.04
m

r ol 1 BMBapaARdy 1akk 62%m),oh34 h39 K.t} 4 4B s) 1.65-1.71 (
di fpﬁ o0t bavin, Q) P @@ﬂtﬁlpww S:@ﬁﬁfﬁflssl) bﬁﬁf‘(m s), 3.96 (2H,

N i cated in the treat mént of cancCer
15114¢L J11806(& 9%45)Hz)Chil4 (2R 1713845 HzB 993, ( Nib tebuB &4 Hz), 7.31-7.35

(1908 57 29 AP U6 1 R R R 9N T80 1067

CanEwmple28ar ch, 58, 3344-3352 (1998)]. Since PPARg is

oA ECLB A haUbE ShsRu bR & mlaronsy Bl mery-

ar quomneebenaﬁrbMatPPAR agoni sts may al so influence

20,1 FERURTERH Yoy YR Pad PPt Clin: PUALR, 85 27 @t

[ Med7.5%%¢9), 3R92H, t,ZIO= Qﬁ)ﬁ? H&ﬁ@-tB@L (sﬁm (2H, dRAR=3.56 & 12.03 Hz),

obda 837 5 Saiass el A Sl st oy S3 B3 e 35 % |

beqﬁa geted to be useful for Syndrone X (MO
- 97/250 . PPAR oni sts and HMG CoA reductase
mM‘Eﬁ‘ﬂo mﬁﬁv&rf'gﬁﬁ Briobdreoprdidgreaminaeny) il ledjdioxane}-2-
25Us@hMoRpmge Of the conbination i-n the treatnent of '

at her oscl erosi-:s and xant hona éEP 0753298). Leptin is
pr dE&YMRhE (SHonhd -4 @H, ey 1-51 3k ehd ok @H §1)4 9 61K au), 2135 (3H, s),

T o R T S

t ak202 Hali dcke@Fe hdru§-3 Elapohksi @H: &= 8dblz), f755 (ZHndai8r0dde).
al ggej(g tg?al erance and di abetes [ Sci ence, 269,
?f 5)] It has been reported that insulin
30 seEsampbé!ﬂs | ower plasma |l eptin concentration [Proc.

S i Eedn AR R b praiornes-

agbnaﬂiﬁyhﬁ:PPAR a and g |ike al koxy phenyl propan0|c
acid derivatives, aryloxy propanoic acid -
derivati ves, benzyl gl ycine derivatives etc have been

- reported and are in various devel opmental stages. US
20030166697 (N ppon Shi nayaku),,di scl oses -conpounds of
the following general formula: R -Het-D-E wherein Ri
represents (un)substituted aryl, aromatic heterocyclic
or cycl oal kyl groups; 'Het' is an optionally
substituted dival ent aronatic het erocyclic group; Wis

-CH or NN m= 1- 10; n 0-9; p=0-2;, Y=0o0r S5 R3

iIs Hor aIkyI Z —carboxy alkoxy carbonyl etc. WO

NN NNLNSN A PNA A T



better or of conparable efficacy with the present
treatnment regi nes, have | esser side effects and

WO e@aiosssa | ower dosage regi me We herei n di scl BREIN20W100066
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15

20 '

conmpounds of fornula (1) useful as
hypochol esterol em ¢, hypol i pi dem c,
hypol i popr ot ei nem c, anti-obesity andant i hyper gl ycem c

agents whi ch may haye d'ti n 0 i ght ri
S REMRS by BN mb it AR OB, A d LGP %31 om
prophy (BxicsT o1 dz)sgeg(fm Cs§il3$93(ifmid Wwpesb @pizlesia), 4.2 (2H,t, ) =
di seases cl assified under ndrone X ag Hz
at héPode? Ebanls 7.64Hd mbt/ {48 for= BAERk p?r(éb'apalt F 6! H)-
PREGERRED, EMBODI MENTS OF THE | NVENTI ON The nain
objective of the present invention is to provide novel
subompleg®d 1, 3 di oxane carboxylic acids and their
d g -1
¢ R} LA B ATy i it HORRA RO RGP N1l dioxane.)
pﬁhunhoeﬂakcally acceptabl e salts, and pharnaceutica
ca e tag p t t

g@f[grgl'flé LRNCHCRN 1 Pl Shy h??kﬂi, b, hej {2H st 2OBH, m), 223 (3H, 5,

t he present ‘1 nventl on

pr30’d (Aed, &=pHotEns3 8HI(3Hhe, pPLRHY dd.i lom 4ef &nba/@H2), 4. 2(2H, 4]
sul ndl b
der |‘{72\‘t i ve@H: énggﬁ?ggd’oﬁL?ﬁygéeﬁér’alse}f%é?nﬁlﬁa @Vl)ixz) 8.86 (1H,

tBeir tautoneric forns, their stereoisoners, their
pﬁﬁlgqﬁg tically acceptable salts. In a further
6 of the present invention is provided

iWpte2d i cal conpositions containing conpounds of

t he? BoF ComemPS TPy Bty bR g by P 1 Rbfanc--

saldagboslatbhei r mi xtures in conbination with suitable

o a7 SR s LS5 S4T30, B R Y10

DeS6H G, 9)|=Cﬁ i@“ﬁz)l DNYESH,E) 309(,21{ ddnDk v, 44t e 100 @BRAM2 (2H, t,

t | a ds I
LR M I N v R B A T A
tEﬁhﬁ phsy maceutical Iy acceptable salts, and

wgceutlcal conposi tions containi ng then1wher|

Metmelpﬁ -pledrhenzoll, Mdivkdrinysthylideneaminogay)shufyli2- 'aﬁthyl-
EI?@QI&ER#E-&%&%&%’ fr 'om aryl, heteroaryl,
yl

rocyc represents substltuted or

F4 004K, £ 03] QHban); bamrsa«aﬂem),a@wg) 8 K835 7B L m), 2.04

B SEPETRT R L Pt s - 200

25

30

ba.af dizpdt. [3RHB)J=cd. 43/ Hz)y :swnzmhss @793/( ug;d;up Sblizhd. 0§r(1H dd,

SR £ AR G B Bt e 1 2%

pEﬂﬂﬂpkaqanner or may be fused in a preferred

SRR RS R ot (e e s O grene

gzgﬂﬁﬁ, 1he heteroaryl group represents 5 to 8

f&yahiﬂhé‘éﬁﬁﬁkgﬁoéidﬁfhézﬁﬁ o Y o P 72 r, m) 204
ﬂ',%()? 2. ﬁé &4, § 3l 4@( aHpY, @iﬂrmﬂzﬁmqgaesr)ts STEH, 940113 & 4.62

be” se ecte rom thlen uryl
390 824 Gk a769 D ISR g, T5aUhe27 ) G 7:20 (1K, dd, 3=4.56
| g1 83 k/ 24 | GO Vel 46®4adi azol yl , thi adi azol yl ,
triazo , tetra onI benzopyranyl, benzopyranonyl,
benzof ur anyl , benzothlenyl |ndol|nyl,'indolyl,
azai ndol yI , azaindollnyl benzodihydrofuranyl,
benzodi hydr ot hi enyl , pyrazologyrinidinyl,
pyrazol opyri m donyl, azaqU|n§ ol i nyl,
azaqui nazol'i noyl, pyridofuranyl, pyridothienyl,
t hi enopyri m dyl, thienopyrinidonyl, gui nol i nyl,
pyrimdinyl, pyrazolyl, quinazolinyl, quinazolonyl,
pyrim donyl, pyridazinyl, triazinyl, benzoxazinyl,
benzoxa2|nonyl benzoth|a2|nyl benzoth|a2|nonyl

o - o o L, o o



di hydr opyran, di hydrofuran, di hydrothiazol e groups;
When A is substituted, the substituents may be

w@edoeness from hydroxy!, oxo, hal o, thio, am nPCT/D¥2007/000066

substituted or unsubstituted groups selected from

al kyl, hal oal kyl , am noal kyl , al koxy, al koxyal kyl,

hai oal koxy, cycl oal kyl, al koxy, cycl oal koxy, aryl,
aryl oxy, aral kyl, aral koxy, heteroaryl, heteroaral kyl,
hettsaowledbxy, acyl, acyl oxy, hydroxyal kyl,

2 LA BRI B SRS e R,
si |[1,$]dmﬂand-éfqavm:ﬂyWS sul fonyl derivatives. \Wen the.

SUBNMERS g BOF 55100, S G0 10,22 .o

5t h Bd ,(2Hr t, $eidst Hz),IBBCBHI s)A6 (@i tdds Irtled &rdodHzs), 421 (@H] ©0=6.5 Hz),

A A RN AT

AaIEnmypbBBo pyl am no, sul fenyl derivatives, sulfonyl

The vari roups, radicals and
o el RS-t T B PR el ety pensel Romettye
de[s[ga]albgshd.ncimxﬂatd ow ng paragraphs.ln a furt her

o DB 8GRI amEd vkl Pk S Biliny P21 mo o (i a9ea2 . o

15

20

25

30

elzhezH al PNe.7Hz)] 18 TR, B@tazﬂnd?ﬁlﬂz 0leels A S YIS, 1=6.6 Hz),
9%@5 a_|inear or_ branched radical containing one

Bb<-7-3 &tidcnb d-S@HrmyeXiald 62 & hyl , n- propyl ,
y§4 n- butyl .fee- butyl tert- butyl, anyl ,

ent , nhexyl w heptyl, n-octyl,
g%y‘ﬁ- Wﬂ&b’l-henfcqferancgw%@am;deneam»mooxy] -butyl}-2-
%étﬁylg[hﬁ?dmg; Ui)féﬁﬁgy 15iet her alone or in conbination

1S selected froma cyclic radica

c oHtNMR: A6t @Hean)t b.4% i(XH o), boTs (3Hrs),&. 78r(@He mab2.95 (1H, m), 2.14

C [y CHC I
YL, 288 L MOCH ), SRR ENH | 33 15, SREEH, i broms)
cﬂdlﬁ@Hklyll—&;I?oHp)g 7BG$HdeIJe§1,élee,r7 5t (1thd, J=a8.8bHy), 702QUH, s).
u§§gd t aer al one or in conbination wth other

I ca

Ta s, is selected fromgroups containing an al kyl
r Edample 35as defi ned above attached directly to an

R e o L Rl ol A o sty Menstmenap ey - -

f[lk;ﬂ]ﬂmxyne-mhidxymﬁ; .pentyl oxy, - hexyl oxy, and the

| d f
H MR AP E L T8 ST 3B 08 ). S0 G 9 duRok T G, 2.05
vmmng,rmzp(mr@; e 406(&1;19@ sl ztmqi) 3\39 RSLNg P80 K, 5), ARR2H, dd,

p rably such as
Jrrﬁ&?érfémﬂ o 18P s 1T et ) 5270H, 4, 1771
Hizyor oet hyl, di fl uor oet hyl, trifluoroethyl, mono or .
%halo substi t ut ed nethyl et hyl , propyl, but yI

hexyl groups; - t he "hal oal koxy" group is
_selected from suitabl e hal oal kyl, as defined above,
directly attached to an oxygen atom nore preferably
@h@unﬂe%@lected fron1f|uoronethoxy, chl or omet hoxy,

IARCERE s (SR S ienta hogr Boac TV
¢b&]dlmhe-amawboiylﬂbher rad| caI s, is selected.froma

SR, 0B by ST PASTD ALSL PR Wi L

pSD@3Hts),TBA0E2Hot J-rHY7604z)f 3182 (BH, 0] 8.99 (2111 Qfdélb*h& 06" 4.59 Hz),

2ol (RS e  ikmh 7R, 208 oo i 33 %

the "heterocyclyl" or "heter¥cyclic" group used either
‘alone or in conbination with other radicals, is
‘selected fromsuitable saturated, partially saturated
or unsaturated aromatic or non aromatic nono, bi or
tricyclic radicals, containing one or nore heteroatons
selected fron1n|trogen snlfllr and oxygen, more

Y T T o o .



other radicals, is selected fromsuitable single or
fused nono, bi or tricyclic aromatic heterocyclic
WO 207024583 cont ai ni ng one or nore hetero atons BE/BX2WEH00066
fromO Nor S nore preferably the groups are
sel ected frompyridyl, thienyl, furyl, pyrrolyl,

oxazol yl, thiazolyl, isothiazolyl, imdazolyl,

|soxazonI oxadi azol yl, thiadiazolyl, triazolyl,

teg f@ﬁﬁ , benzofuranyl, benzothienyl, indolinyl,
0 azai ndol yl, azai ndol i nyl,

pymﬂwl-@ﬂwthyrﬁ—ﬁ[hyl-pardﬁhdan-ﬁ&d@thyﬂiyimeaminmmmuaﬂy| ,
pyl::1 Sﬂqgéhﬁn%ﬂkarbggé'zlgfppy” m dyl, quinolinyl,
, qurnazollnyl pyrrdazrn
1 r’urhmvﬂyn OGBEM (2HL dazdlw (2Hbm),zb61r (3Ea)y1.71-1.75 2H, m) 2.06 (1H,

5 Bﬂég Aol rnl/l rbazﬁ’{: xaz| i 16%2 5‘%’& 531?%5?@68'&1&[ q, J=1191 &

bemiéalm; 42D I(3H, ta-f*@ 19Héz)l 7.4&(2H, m)hé7@-r7c9ar(gH m), 7.99 ( 1H, m).
hg @ gggyloxy , "heteroaral koxy", "heterocycl oxy",
EEr yIaIkoxy" are selected from suitable
, heteroaryl al kyl, heterocyclyl,

3@?%{ AT W Y Zﬁwér%ﬁ?r')mhrﬁé 2? e
da’“ﬁ"’t‘?““’%‘?tﬁi‘?ﬁl‘é"‘%’a é“ﬂ?r‘“‘“rﬂ“?“"ﬁ’”?“' A
I, ec

Ry 1 S FET el . Ame ot S0 S Eh B0 o8 LBricsicam,
th)aQ toar(ﬁi{kmb VI PUBH, @szdef(med @bw@Hatttmlnesd Hz), 3 83 (H, s),
di rec
PO G i dy 1 | ST A B0 0 ek Ky s GO g 9= 7.74

I IR DB, Y6) Yiel@Sodgf i ned above, attached .
directly to an oxygen atom - the term" het er oar al kyP

15 ué‘-‘éémmbr@ n, either alone or in conbination VVI th ot her

A R R

careblml-[bﬂhlumamoﬂt-alrbo att to 6 carbons, such as

L) Pt T B (k) f?n-?Fr?‘{#'mﬁ-‘““H’

2apy2. llsn(w,l $eBHPI (2Hnd, i+1¢.8 Hkke3.47 BHe s),61.83 (3H, ), 3.96 (2H, dd,

o FHGHISIn LIRS Eis AhORE Bl 8 EHPOREATH 750758

n@M, m)l oxynet hyl, and the like;- the term .

m?&ﬁiggﬁyalkyl" used herein, alone or in conbination
&r radicals, ‘includes C6H5CHQOCHQ,
G@HQCHQ and the like; - the term™arylthio
erein, ei al one or .in conblnailon h tper
r%ﬂryénss{“ [;-éf-@ygrqxar-mng});ﬂthsard@wmlggo

25 | I@Exdde ResiboRyidieval ent sul fur atom having a free
val énce bond fromthe sul fur atom such as henilth|o

nbpteh Lo of MethpleS1{fHt b-(4-methegymethgxy-phgnyl)sthydidgneaminooxy]-
Bl §h- rﬁétﬂﬁqlggdlbg%n? B0 (e a'?edJE.Jf'?Er E)éﬁd;ﬂ@lﬁ) (1.5 g) in

selected from ca contalnlnqﬂone 0o e
cisorsenys alcnmlewqgra@lﬂeri sonopntzatedsbydserhiarigracid ranwthe areetrgm mixture

REAPARHA ! at @ud én a’boﬁpmfI lﬁhﬁrg olﬂeac\tlﬁ rﬁ%&{ﬁ?é’ bwas ‘%5@3 W Iamblent

hept anoyl , enzo 1 ch may be S

30  Seperatiret and; solvenhwas aapboied underveduced pkssire b ratavapor. Water
i nat.i.on wt

TR0 S S L e S 3REA Bl e

atdsawished withawatex \tgitie sollwtion, dried operefodiuab lsylpbate land evaporated

Sl sel ected froma | 0x ORy. gnVyl 0Xx :
- ddenredd §9’“7“§%°'ba{3‘ﬁ6%ﬂ°aj§)“x%%’ﬂ§%“§| 53 Jlash ehroropraphed over
- the ' oxo “carbonyl" group used either alone
(-C=0) or |n conbination W Hh other radi cal s such as
al kyl described above, for e.g. "al kyl carbonyl ™
denotes a carbonyl radical (-C=0) substituted mrth an
al kyl radical described above such as acyl or
al kanoyl ; - the "carboxylic acid" group, used al one or
|n conbrnatron mnth other radi cal s, denotes a CCEH

L o - -



substituted; aral koxycarbonyl group such as
benzyl oxycar bonyl, phenet hyl oxycar bonyl ,

woaprigdsaet hoxycar bonyl, and the |ike, which nBgI/IN2007/000066

optionally be substituted; heteroaryl oxycarbonyl,

het er oar al koxycar bonyl, wherein the heteroaryl group,

is as defined above, mhlch may optionally be
subsilidagRingh8toe Eﬁ?yﬁeﬁk@%BﬁQéBl@ﬁ’:HBéh:er W8h& H"@otam 200 mg of pure
het er ocyclic group, as defined earlier, which

opt PSPty be substituted; T the an1nocarbony| group .
us edyeauiiRe. oallone(zgr m)N1.§%. 'I’left’zlﬁ' R, sk '%%ﬁt 81.63-1.70 (2H, m) 2.04
radlcals nﬁz( be sel ec¢ted from ' ani hocarbonyl

" ami(RE ey 3. k)1 3.40 (Hé;l kyrhhd d.a3-Bd AL 5), 3. 96 (2H, dd, J=12.06
5N %Wé@ﬁk'\ch‘l@féﬂw 6 45 4 ?}F&'i;ﬁ (Y AT 8% PO Hz), 7.54 @H, 4

T& 1S Rocarb
N-fl ??&N-?ﬁy )oY}FMnlﬁd@arbonyl , and "N al kyl -

?F@ﬁ]nocarbonylalkyl , each of then1be|ng
optlona substituted. The terns
"N Mdtl;grlaﬁqﬂr{dfmmyhﬂesalfahﬁMyhplchngrl)leﬂ;dhﬁenmﬁnbamlﬁhtyl}-z-

den rbon radicals, as defined above,
whi %ﬁﬁ@gﬁ]@e‘%ﬁneﬁb&f?‘{x&' A4 With one al kyl radical and

19 t o tawacca kédg | solutidi el MethyleSMI—(NE}dj‘ox;Hﬂl&ﬁﬁlr)-I’e&tjrlldérﬁammooxy]-

as SR B T DT RR Bt e s e Pt 443 (200 me) in

Th eaxihydmss dibhlaroyettine owae blﬂ&@d trieytlamine (82 mg) and methane sulfonyl

am nocar bonyl " denote am ogcar bon
- achitios b R PR Eebt ot e 5 feomBe dyperature for about
r adandﬂ:lur chtmemﬁfdfe/{vas didePRRI ﬂ[c)ﬂordirﬂ&héh%' wastig wih Water, dried
i ncl udes al kyl radicals

"an noc bona#ﬁlkyl
s ufees § o qraraﬁil@sqi Presgyig on a rotavapor. Crude

" hyigdwsy aal Yilash OeHRoHRatdS8phedl ST sifdOB8 Bing M0 % ethyl acetate in
conbi nation with other radicals, is-selected froman
al IBgrolgum giher axelygat faphipin BOQme of purstpredwced with one or
morE NItk @04- 1f BdbERhS; 1. gPrIQlZF(Eﬁf ﬁl("))a*?'s)i (§fl )91 8684571328, m) 2.04

selected f rom hydr oxymet h

hy §Hdx9h 2adyBH, p},:éﬂé@—b@,gHO (Wd% éyylp%mzyw 83 (3H, s), 3.96 (2H, dd,

20"V S 00008 AL 1D O 25 dsiE), 2975981 M ) I OHP 7HEHE )

.25

30

al one or in conbina her radi
an Yéal:f3 %- NH2) noiety attached to an al kyl radical

‘asEgﬁLg ggdabove whi ch nmay be substituted, such as

nono- substituted am noal kyl. The term

" al-Méthyl-F p-(1osieny hethelideneambiso x)-batyl] 0 3idiotd e cavibbRylic
ot;eﬁ radi cal s, denotes an alkyl radical, as defined
above attached to an amino group, which may be

subst iat usohations usth Meﬂﬂylmmeﬂcppb-114-(Bpﬁéin&l-étﬂ&l&léneammooxy)-butyl]-

C PR <ol ot reoreke abiner GigiblecD hPhBonys mixare of

greetrghydffurde bhd afetRboN Was added Githet SoldibrabKMIOHIHIOR3SSE me) in
defi ned: tFove nor e preferabI% t he groups may be

s TR A0g RT BACHAD BRIt phred atumbisw temperature for about 18 hours.
el Wa@)@vap&&t@@’iﬂﬁ&ﬂ"i‘édu@éﬁj pf'égﬁlré | {Ster wak ided to. the residue,

"al kyl t hi 0" Igrou used either alone or 1 n conbl nat

waﬁﬂlfWWéFh 1 &1 de pH Giendoreractad sithasityh tacmtebTmmémedrorgamc
t Al

St SO SYBGLR U D O, B s s

s §yapgratest wnden sedueeyd pressuee C\l’ﬂ‘ﬂﬁ%ﬂ@dmﬁm dhrmmtogreplwdl (ﬂush) over

aEi‘PﬁH&- Aising 5 }F]g{h?ﬁ c\éta[eqﬂ hg£ dh3 anng%lu{iﬁ? ?ﬁ g edr pure & Product.

nmet hy th|o h|o

' pentylthlo and the I|ke or cycllc aIkyIth|o seIected

from cycl opropyl thi o, cycl obusgylthio, cyclopentylthio,

~cycl ohexylthio and the Iike, which may be optionally

substituted;- the "thioal kyl" group used either alone
or in conbination with other radicals, denotes an

al kyl group, as defined above, attached to a group of
formula -SR, where R represents hydrogen, alkyl or
aryl group, e.g. thionethyl nethylthlonethyl

oy I T - - _._L:_.__



above; - the "sulfonyl™ group or "sulfones

derivatives" used either alone or in combination wth
worhenssssli cal s, with other terns such as PCT/IN2007/000066

al kyl sul fonyl, represents a dival ent radical -SO 2-,

or RXSO -, where Rx is as defined above. Mre

preferably the groups nmay be selected from

fOPWh, QRS I
oo SUMBRONV, a0 ELTS0, B2 LA .34, 08 @1, m), 22 GH, 5,
sul 3.6(3H, tr&dﬂdaﬂz), 4 9oRHadd et Y1 diStBay .1 (2H, & 16.4%2), 7.3 GH,

argh 20 BV RERLYS o B y1 Madi cal . ag def i ned

abonte, fdllsw&tgt em‘thdmﬂsn ar:e pmbﬁm«hyjy plze)dq:(tym singilpe Ho zthat described in
henyl s and the t
58r Ota%maé e . Wo;gr ghvarl k gﬂsnofg'g mt)a% %(éagﬁcl)rr ?&*g%ﬁ’ and quantities

an dfiréagkmsil f onyl group as defined above, attached
di rectly to an oxygen atom Suitable groups and
MReM s on the groups may be selected fromthose

des&(&bﬁﬁyﬁd&ﬂ‘wﬁhﬁmkﬁ-bﬁb&) -Sprthyli{tA]dieane Racarboxylizracid

useful conpounds eIe

Vo FAME T0L P ol T (O Bhari L ohy T 1Ri2He S 2088 Pt @8 o

~ 10Y| ]J~ﬁi 6$iz§il4m<@mﬁﬂa, J=0 300045l F)e4.1 (2H, t, J=6.4 Hz), 7.3 3H. m), 7.5 (2H,
Met - met h é4 (1 - phenyl - pentyl i deneam nooxy) - bu

| tyI“]')aFP(B[]Lcﬁ) %‘8]4@9 % car boxyl at e;

thmlnpﬁe‘w ben2yl i deneani nQuxy- butyl )-2-methyl -1, 3] d

I oxane- 2- car box Xl at e;

Ve Zhylethyl-fe 11
cyl |[g§m§%g_g@;ﬁo}}ﬁﬂl}l [I,3]di oxane- 2- car boxy | ate;

15{ 4- ﬁm ﬂllu(éHom;),hbﬁﬁf)L 1), Hyi Giesbdrh R 2861k W2 ?1{3& s

Bbpyy! t byl
{43%/41(25‘lit,§hpi X780 zﬁc GbpAy load 8;7 BBt B 28: t,J—64}Hz) 7.6 QH, t,

or o--gheén et’hyl'i deneam nooxy] - but yI
2 Jﬁ&ﬂ lﬁizb, 7{2[(231], d; 5:84nHdz). Yieddi 93 %y at e;
ﬁAf - (4- met hanesul f onyl - phenyl ) - et hyI I deneam
yl}-2-nmethyl - [1, 3Jdi oxane- 2- car boxyl at e;
I\/ESml[1{(Q-rmﬁtrb-)ﬂheﬁyl[)-éﬂ(yhdmwuilw«nﬂ-h9b’i}dknmmlf{béid)9”;319—2'

tyl 1, i oxane-)-2- carboxylate. Methyl-
20{4 '11’0%31“‘&1%‘8 - phenyl ) - et hyl i deneami nooxy] - but yl}-2-ne
t Yl -NMR3].di@HamE-1.2 Qe @Hes), 1.7 2H, m), 20(1H m), 2.2 (3H, s),

E"]tly%’(l’ %?e h&é{ﬁ)e [5’4(2&&98’(}[ ;ﬁ é %stsryzl)l § Wfﬁrﬂ PQOX ¥, 9 21

I\/Egiwd; H2), et (o] my-Yiérd, B3 ¢4- met hyl sul f anyl - phenyl ) - et hy
| i deneam nooxy] utyl}- [1, 3] di oxane- 2- carboxyl at e;

~ MeErgympls46
25 { 45I{J; E( 4- %Wb-p‘mﬁﬁge)uyﬁhtwéahﬂm]rbn@qw Ameomfyi 3o sime-2-
3] di oxane car boxyl at e;
I\/EWPXBEIR{MIQI (4- et hoxy- phenyl) - et hyl i deneamni nooxy] - b
Vf?m “th), 131 (5%1 ﬁ)n@s (?H,C@" paxeHaES; 2. wm,ym),@z GH, s),

pr opox ényl)-e i deneani noox

Ryt I=113 S R PIE. ) ok (b s 123, 73 OH, ) T4 5 ), 76

Ve (4- phenoxy- phenyl ) et hyl i denea
m {?g%x %-sb_u%‘af Jﬁe?? ﬁ?’%dl oxane- 2- car boxyl at e;

30 MeEkathple474- [ | - (4-i sobutyl - phenyl ) - et hyl i deneani nooxy]-
;\/Eﬁ%kﬁ-@%ﬁa%ﬁlfo[n%'l-%]:gﬁyﬁxﬁﬂﬁi&ngﬁhﬂx%ﬁﬂ]%|ﬁ'yl}-2-methy1-

{ 4p{3)dipfane=2-bavbyxylieaid ) - et hyl i deneani nooxy] - but yl } - 2-
met hyl - [1, 3] di oxane- 2-car boxyl ate; Methyl -5-[4-(
1- bi phenyl - 4-yl - et hyl i deneam nooxy) - butyl ] - 2- et hyl - [
1, 3] di oxane-2- carboxyl at e; :

" Methyl -5-{4-[I-(3-chl oro-4-fl ugro-phenyl)-ethylideneam
i.nooxy] - butyl }-2-methyl- [I, 3]di oxane-2-car boxyl at e;
Met hyl -5-{4-[1-(3, 4-di net hyI- - phenyl ) - et hyl i deneam noox
y]-butyl }-2-nmethyl - [1, 3] di oxane-2-car boxyl at e;

trifluoromethydphenylhethalidenspminppaxlbyyley,



Met hyl - 5-
{5-[1-(3, 4-di net hyl - phenyl ) - et hyl i deneam nooxy] - pent yl

w0 2@7/e4583/1 - [ 1, 3] di oxane- 2- car boxyl at e; Met hy| PGF/IN2407/000066

1- (4- nmet hoxy- 3- net hyl - phenyl ) - et hyl i deneam nooxy] - buty

| }-2-nethyl- [1,3]di oxane-2-carboxyl ate; Methyl -5-

{4 [ 1- (3, 4-di net hoxy- phenyl ) - et hyl i deneam nooxy] - but yl
1, 3] di oxane- 2- car boxyl at e;

t hyl
I\/let H;%EN@)-/M (%H > 13- I @Ldﬂhlrﬁe@%ﬁ)ﬂﬂr@ﬁymﬁr%ﬂ i warea (3H, s),

S b 2 =
m n H} Bltﬂ(iﬂl t(Hﬁtﬁmﬂ 4b%2fg,]ny ?Xlg%%é fg@ﬁg%&ﬁé@ 6.4 Hz),

I\/Et h 14
Li%/ (9H}¢ F=&eHa)y 7.9 @H, &)JaBoHHmeYield: 80 &ar boxyl at e;

1 :
2 m=,\t|’1)e 85 [4-(1-p-tolyl-propylideneam nooxy)-butyl]-

5[ Z‘M}f@yb&ﬂﬁﬁ}p—mlybahﬂ@@bmmooxy)-butyl]-[l,3]dioxane-2-carboxylic

Met gyl - {2-methyl -5-[4- (| -pyridin-2-yl-thylideneani noox
y)-butyl]-[1, 3] di oxane-}-2- carboxyl at e;
VetHhINMR 2101 A9 (28 th)-1(33-1.41 2H, m) , 1.52 3H, s), 1.64-1.72 (2H, m) 2.05

A ST R b - & 501

10

15

{ 24. b (24 ke, J56{44Hz), -7TohN6r([RHI, A5 A-&D?élzmyASZC(eHe@,UFBQQHZ) Y)Edtd 22 %
yl%%%ﬁ‘}éfﬂdl oxane-} -2- carboxylate;. Methyl-5-14-( -

1, 8]43[198aChlbrod-flab o phéfmeaiy idunsyhiddeky]l Hutyl 2ok Bitly1-

i oxane- 2 car boxyl at e;
Néil%i‘ﬁ poxylic aeld _¢ hi ophen- 2-yI - et hyl i deneani noo
xyH rbuwll 07k1.15328, mganss 2HCral, 1osey AL tj)5 118t 1y cz@r [nfb {zos (1H,

[ nki’)egﬁgf(gfgagbesﬁl o %Wﬁt@&%r?znﬂo%y}—u Wi 6 15, Vs on, «,
I\/Hkbyt Hé), [7512((th;§§ Zf7U7. 69131, Yih); YO YIH, dﬁ{‘ﬁ%sﬂ@ 9XpuAeN

}\/éf met hyl di oxane- "2-car boxy
t‘ °4 [1- (2 3-di met hyl - benzofuran 6-yl)-ethyliden
em Q,xgd butyl}-2-methyl - [
ﬁ]dloxaneanrboxylate MetliylM-netliyl =S {4-]1
dribtdrputyliphienylpetiglijencamitionxy i-beb'é}alﬂnwmﬂ ,3him;dn}e-2- :

‘[Lmiﬂ, lﬁ{ﬁn 2 car boxyl ate; Methyl -methyl-

20

25

- paphtha - et hyl i deneam nooxy -pentyl - |
dlfém 0.91 &%H,Uo%g/l 2Hg), 1.12 (2H, m), 1.36 (4H, m), 1.56-1.61(5H, s), 1.69

B, S ) G0 9B P TSR B,

|\b9M|21{zdd;=,1=riy1885&{445 Hiz), (451 5(2H, 8 I=6t13akiz) 70 6 (AHNHh B80T Hy),

?§’ 2)}!"’Fit jbgjdéq%}gﬁ@(ggg)s? boxyl at e;

I\lE:tdmyMeSl{4 [1-(4-nmethoxynmet hoxy- phenyl) - et hyI i deneami

h 3]d 2- box
%e%rlyl% Gyl TRl P DA PaRasEHl PSRy -
lbxa&erpéd}yb viic heidll di oxane- 2- car boxyl at e;

{74 1- (4- et hanesul f onyl ox henyl ) -eth Ilden
m), 1.33-1.43 (2H, m), 1. 7(%H s) 1.65-1.72 (2H, m) 2.06

gﬂ,hmb Jz[ll)éh,ds)ozaae )?aj hovtiat £ 11. 52 Hz), 3. 9I9I(éH, dd, J=12.06 &

eneam no

napht hal en- 2-
: 6>6§y H%)ut‘ 4$ 121%4, élz(2Hadbdx58L‘étIéZ), 7.54-7.57 (2H, d, J=8.43

30

?l‘zW@Ml (;3%14 (1- phenyl - et hyl i deneam nooxy) - butyl ] -[ 1,
E]édl oxane- 2- carboxylic acid and its pharmaceutically

gmplef? e saI ts;

SRR ASRTIRE R BB b R

eaxlbbsyllc}cl«bt hyl - 5- (4-[

~1-(4-trifluoronethyl -phenyl) - et hyl i deneani nooxy] - but yl

}- [I,3]di oxane-2-carboxylic acid and its
phar maceuti-cal | y -accept abl e ¥al ts;

- 5-{4-[1-(4-Fl uoro-phenyl)-ethyli deneam nooxy] butyl} 2

-met hyl -1, 3] di oxane-2- carboxylic acid and its -

" phar maceut i cal | y acceptable salts;

5-{4-[1-(4-Chl oro-phenyl)-ethylideneam nooxy] -butyl}-2
-nethyl [I 3]d|oxane 2 carboxylic acid and its



15 T MERWR: Fb@M'l'OC{QH,eﬁH

25

30

5-{4-[1-(4- Met hanesul f onyl - phenyl ) - et hyl i deneam nooxy]
-butyl}-2-nmethyl- [I|, 3]di oxane-2-carboxylic acid and

w0 e@7pdmsdraceut i cal |y acceptabl e salts; 2- Met hRCF/BNPeH{00066
1-p-tolyl-ethylideneam nooxy)-butyl]-[I, 3]di oxane-2-ca
rboxylic acid and its pharmaceutically acceptable
salts;
5-{4-[1-(3-Chl oro-4-fl uoro-phenyl) -ethylidenean nooxy]
buH)Nl\}lel A H¢I(2H] ), 3]122i BHak &= ZrSQ:HZbob(% (221, a0 USGMRH, s), 1.64-

3@3 'm%% ﬁﬁ'ﬁghyl e%%g%%%%eyfj 150 %533&)346(2Ht,

zlﬂ@tm)s B.99 B2H\i dulx erid 4B-& ¢ 2B Fxyy4.1 £ (&L |t,d—éﬁd Hz),57.18 (2H, d, J=

ph?z@?ﬁﬁfb@“c@{[%ﬁ?ﬁo‘%ﬁb@b ?gh’; phenyl ) - et hyl i denea

5 m EzompleSButyl } - [, 3] di oxane-2-carboxylic acid and

TR 20 1 R R .

me2-byrbokylicdeid oxane- 2- carboxylic acid and its

AT ARG AT TR N a0k 2 OByl 438k Mob3 T2 ). 2.05

- Z1Heinly3. 19 (3H, 3), Qtzgxan,tez)%lz 2¢@3}bcsm 46 (23 it d=209 HA,S3.99 (2H, dd,
o EIPATTERA25 el ABGRT, Tove EL A (b edry dosig s (1,

Yy, zﬁwmw,h) tield]gdiogxane- 2- carboxyl.ic-acid and its
phar maceutically acceptable salts;
mple 34_ Et hoxy- phenyl ) - et hyl i deneani nooxy] - but y! }
%—{Sqtlf(.‘l I4-Iblnﬂet&hqiheﬁﬁslem%nd&%m;w&yf peityf-2Rdyi-S
har maceuti cal -accept abl e
5 {éldrqmeﬁlt@smwbexyd

nfmx!;zm} arrmc(gﬁ%g)%:/ Plﬁ]rg j 983 (1H,

ne-2- carboxylic ac?rl dand
aBRe Pl AKBH, S)al2t2§ GH, s), 2.27 (3H S) 3.45 (24, t, J—ll 8 HZ), 3.99 (2H, dd,

Pl SR aly s PRERY. bz B bOTRER) "ERim. o
i 7. %Hz)nﬁdélﬂtfﬂ,csalmylda&%%pt abl e sal ts

ZEg§%€¥ 5 {4-[1-(4- phenoxy-phenyl)-ethylideneaninooxy
F-11, 3] di oxane-2- carboxylic acid and its

' 29 pﬁ@-{rla»(mlilthm-llihynﬁ)‘refhphdhieanﬂﬁﬁd‘xﬂ-butyl}-2-methyl-[1,3]d|oxane-2-

?3}4‘243' %3 - Di et hoxy- phenyl ) - et hyl i deneam nooxy] - but
r% -[ I, 3] di oxane- 2-carboxylic acid and its

MNHCGL(IG-D.M QH,&@)G epsandse (1 hp,1.56 (3H, s), 1.68 (2H, m), 2 04 (1H,

b ) S9N R i A SR R S U 860
{6486[(2H(3,E81WH2)47|5€‘(|292<M, .r=lsemka) elel bp9gnean nooxy] -
ii,[tyl 1 - met hyl - ,-3] di oxane- 2- car boxyl ic acid and

X2 %??raceutl cal I y accept abl e sal ts;
U S Db
HI’F&FW&‘@’ G?P'éal |y acceptabl e salts;
21 YeNIRY b 88 (%ﬂoxane g*it a(’gglgxy 5632%&)&?3@%?91:9?%’@0(1% m),

I C

1, 3]
BH&K&Hz@uﬁAé AR, kkﬂeiﬂHb), 3.964PHsdd, J=11.70 & 4.56 Hz), 4.13 (2H, t,

B WA Bkl lof SaB bW Y DaReb SRR 2 M 7

- %cid and its phar rraceutl cally acceptable salts;
: (4- Hydr oxy- phenyl ) - et hyl i deneam nooxy] - butyl }-
gxé%f’%)ﬁ [1,3]dioxane-2- carboxylic acid and its.

1764?M&l63@|t-3r;meﬂmw&iyllg-ethts'ﬁhlélfegmmoo ]butyl}]-Z-tlJnetth)l'l-}

0 eny et hyl i deneam nooxy uty

ﬁéﬁéng ¥§m§¥G¥U§£ne 2- carboxylic acid and its.

.pharnaceutlcally accept abl e Hal ts;

- 5-{4-[1-(4-Met hanesul f onyl oxy- phenyl ) - et hyl i deneam noo
xy]-butyl }-2-nmethyl- [I, 3]di oxane- 2- carboxyllc acid
and its pharnaceutlcally accept abl e salts;

2- Met hyl -5-[4- (1 -thi ophen-2-yl - ethylldenean1nooxy)-but
yl'1-[1, 3] di oxane-2-carboxylic acid and its

~ . r



5

5-{4-[1-(2, 3- D net hyl - benzof uran-6-yl ) - et hyl i deneam no
wW@00p0mssy/| } - 2-met hyl - [ 1, 3] di oxane- 2- car boxy| PCEHIN2007/000066

and its pharmaceutically acceptable salts;

2- Met hyl -5-{4-[1-(1-net hyl -

1H i ndol - 3-yl) - et hyl i deneam nooxy] - buty

1} ;]%1 3] di oxane- 2-car boxil ic acid and its

ul pgd}hMchg@p{ 2ol 43 £t m), 1.56 (3H, s), 1.64-1.74 (2H, m), 2.05

i), 2518 H( é) fﬁ*ztz%m' m?ti% gﬁf'{eﬁ%%@%)z ikt )s) (.90 ol

di oXane 0]

phﬂﬁi nadb§$ &645051‘12‘%%%(?&%@1%9@2), 6.80 (1H, d, J= 8.46 Hz), 7:44 (1H,
but yl
{ufr JLﬁy{&%y%%%w@ﬁwbg) ?fe 0%h bdeneam nooxy] - butyl }

i oxa car oxyfl c acid and its
5 phEKmplslﬁﬁl cally acceptable salts;

A B i S e PRS-

aceepogthicacislal t s; 15

SO 0 P TR T80 B 20

pHAHMee220 G| s), 2eE H,ah), 8.99a2Hs dd, J=12.03 & 4.59 Hz) , 4.15 (2H, t,

2- ~5-[14-(],- idi n-3-yl,- et ' eani.n - but
10 ]JMFF’B%']I‘% %'%‘r?gﬁ@gf%og;}ﬁidha§1 E%;i;gﬁ?l, 73 BN 9-6°y(2H, d,
phaﬁm&emt)l Ela).I\leldc78%t abl e salts; 2-Methyl -5-[4- (|
- i nz4-yl -ethylideneam nooxy)-butyl]-|[
%"Eﬂp& ¥he-2-carboxylic 20 acid and its

plSa{’4qllC(SJ4tlDﬁiﬂdxd’vaEIﬂfeﬁ?2 Blygideméalnfinocxy) B} -2-methyl-
uran yl') - et hyl i.deneani nooxy] - but yl }

5 t hyl
{ft&’giﬂréﬁaa@rfér@xyeaméxy| ic acid and its

15 th'NMRelIW)DQaﬂSHZHaﬁﬂePﬁ@-@'ﬂ Al nfn§ 186?31@%581 6?@%‘{91?10'&1)205

this invention prep ared using the reactio

LT, Rl {abs Shd.AGHGHs T 19 RS BED GHHerICE. 80 i D99 (1L
| Bd,11R015.06 854 50Vz), TS BEAEYLONS HBJ,$.83 éHP&rJf-t@ 4'@-%1 %03 (1H, dd,

sol vent's ropriate to fhe reagents and ma

efpB Y& ‘&‘?fgz)a 27QH; d.ak51 20K Yield: 81 Snsf or mat i ons
bekddnRfidected. 1t is understood by those skilled in
t he aPt that the nature and order of the synthetic

20 s¥-dpil- ﬁ'flassbnb’éuhcm?)-ﬁbymnewufooxy]t-bwybtj?r-moﬂql-{nts]dnoxane-z-

30

OBrb he formation of the conmpounds of the
prese t |nvent| on. 0Schene: i. reacting conpounds of

géhum .88 (AH,2),(0.90 (3thenc1.6941.19y(@HO Y, hB& (@, ae)f i1 156d3H, s),

752 (Bl S B, et BB hERR A Gl Uird 2T, 346

qQ@H; abn=9 4B )] 1199 KU, Jeth06.% 136 APHN4.15%3N] ©096.45 Hz), 7.12

o IR e T BBt 1R 5 BT ke e

Aianfplébpl s are as defined earlier and R2 represent
g&hﬂ! roup. ii. hydrolysis of conmpound of gﬁneral .
1€ 1?'vyr%g&e@wﬁepxl)-smyyﬂemlawxybbn }-Zymethyls

ql,g]@&aqsm&ego@mlabﬁr to yield further conpound of .
g’gneral fornmul'a (1) wherein Ris Hand all other
S

147d. lés(ZHem)nba3-é4ﬁl @8y m); 1.56 (3the),dotpbida @H,on), 2.05
I _| egl
(T, 210 Grays AR, SE SORTURL Do ob it 8, 112,060 4.9
-Ha), thi @H, . t, sféﬁ2 Hz),76.81 ddHp ound-367.350(1H) | m), (7.92- MY/ (bH, dd,
r onmpound of formula (H) wth :
?ggggdﬁ J§¥k§eﬁﬁk1as(cll) under suitable conditions.
The reaction may be carried out in presence of
"solvents such as acetone, tetrahydrofuran, dinethyl
sul f oxi de, di oxane, acetonitrile, dinmethyl formm de,
di met hoxy et hane, benzene; fﬂluene petrol eum et her, -
- heptane, hexane, 2-butanone, xylene,  alcohols such as
nmet hanol., et hanol, propanol, butanol, iso-butanol,
tert-butanol, pentanol and the like or m xtures
t hereof. Bases such as alkali netal carbonates such as
K2CCB Na cca CSCO and the like; or alkali netal

o s a s~ ! 1 1 'L I I 1



range from1l to 48 hours. The invention is explained
in greater detail by the exanples given bel ow, which

wW@e@7p9w853 ded by way of illustration only and PCEINDGIE®O066

shoul d not be construed to limt the scope of the
invention. IH NWR spectral data given in the exanples
(VI de |nfra) are recorded using a 300 MHz spectroneter
(rjé% )/ANCE- SOO) and reported in d scale. Until
erW| se nentioned the solvent used for NMR is
CD(ZhMﬂﬂlyrh-@ [Se(lmphthla;eln-ZSychamydnmalhmonmy)qranqﬂ] -[1,3]dioxane-2-
st anqu lic X rrpl el
I\/Etcﬁ 3 rr%‘f -5-[4- (I - phenyl -ethyli deneam noo3cy) - bu
tyl HIﬂMRS]lmdxm@mm)pthmnyl(AHem/}\ n$(3H, 8),af71 (2H, m), 2.04 (1H,

L-p eggg(%hih?g%ﬁ%{@ﬂ%f}ﬁ 958 (2H, dd, J=11.64 & 4.38 Hz), 421 (2H,

rret 135658 HZR] TH o % 80 21 nOa7. DDA 1 QUL o)) BPR( 18 sPYield: 53 %
pr cess known) (2.5 g) and cesium carbonate (4.0 Q)
nEXRRPIE
Sus di nmet hyl formam de was stirred at 60 0C
f 0E-M&hbpsu[&-(l-ﬂaﬂi?hélﬁ@lziyl-%llim%&rnﬁno%?-b‘ix@ﬁ}l[l',ﬂﬂloxane-Z-
m xture was, cooled to anbient tenperature, poured into
i cEArberYicasid; and extracted with et hyl acetate. The

10 COFDNMR: ROYAN6G2H Xh), AC36- M@é(msfﬂ)edl Ly th Wht1eg9-1.6% | m@ m) 2.07

15

20

solution, dried over sodi um sul phate and evapor at ed

undéh mMettdd 6. HL taAldde 0 (Chhedd, TSR & 4.68 Ha), 4.21
c tya I I zm %
|nh@p!é\rtﬁrJ olggﬁ%ng 4(98\r/(§1€:;113&de|Jiuéi(;éralltﬂ‘?c)3 obt a%ny%qgimf@c 9bgt(qH m).
pr%@!ﬁe&‘VaH NVR 1.1 (2H, m), 1.4 (2H, m, 1 5 (3H
S)Exa]msﬁe@"' m, 2.0 (IH nm, 2.2 (3H s), 3.4 (2H, t,

, 3.8 (3H, s), 3.9 (2H, dd, J=12.0 & 4.6
WZ)-Meﬂhﬂ-SeGI-LI-(ﬁ, ,ﬂ&&tmhmyq-nipl&h@%ehlargl)-eﬂxyﬁ«@h?l?qu]-
Yi 0 onpounds are prepare '
pr@éﬂ&&?’gldﬁxﬁ %M%@?”geggn bed in egarrgl e 1l leth i
ap PreMiR: 4109- uma&t inon$.354.4062H; M\t 656 (3B 6),ildH-1.71 (2H, m), 1.76-

wardh R 2P 14 831,30 A PPBRED: AR a5 i 299

t W2~ dd] 321D e & THZ)cA Ll b REY k-6 s HYR.0D796 (B, d, 157.8 Hz), 7.32

J57.2 Hz) . 1.0 (2H 1.4 (4H n), 1.5 (5H m, 1.7
| (éﬁ?ﬂﬂﬁ%‘&(%’vﬂ%‘"%ﬁ‘yz7 (2I(-I, t,n?]=7.4 Hé),_sf‘l (2H,

t Exdmiplel¢ Hz), 3.8 (3H, s), 4.0 (2H dd, J=12.1 & 4.9
c@e{f‘ 4 f' '(%—!-{)a;l@gm]n&%éﬁhyﬁlﬁehea?ﬁi%m € H-bunt}l}-z-methgrl-[1,3]3,1)0xane-2-
Medribpkyli- 4cid benzyl i deneam nooxy- butyl) - 2- rret hyl-[1 r

J].di oxane- 2-carboxyl ate 1H NVR 1.

NI S BECD, mS S For s GHo LT G iy 24 1t m), 2.16

25

t(3H! 3), 3151&2}'{'2& 7=1. 7% rﬁz}Fh 9@{2 3u<£9 J-é?lﬂzs &d4 5 irz}% 1]1 éln—glt,Q"G 42

. SHG) éisﬂl(Z )d, J’?’ﬁ‘e@l HZ), 849 Q/@éx W 1é1d490 %

‘30

2{P‘#e?‘%rrethyl 5-{4-[I-(4-trifluoronethyl-phenyl) - eth
yI| eam nooxy] - butyl}- [, 3]di oxane-2-carboxylate 1H .

'(li(wemxymhenﬂ)%ﬂ(yﬁﬂbnm)mndoﬁ]-@»ﬁﬁl}-@)metnyn[l,@mipxane.z_
%éb@& Q,L\%;] 2.2 (3H, s), 3.4 (2H, t, J=I 1.8 Hz),
4.0

(2H, dd, J=12.1 & 4.6 Hz), 4.2 (2H,
t'H NMR:5.062).14 R, I(IIZHL339143J(@$L311)|'JZI) 56 BH s}, At64-171 QI.m) 2.05

Gt T8 g 8 SRR S R A LRI AR i 1706 &
- W68 Biz)24.18 (2| t; J-{6l423 )] hXﬂH@O@Hﬂhh@w AbE (ﬂﬂ rhwnela 44 %

(2H, m, 1.4 (2H m, 1.5 (3H s), 1.7 (2H m,
(IHn)22(3Hs)34(2Ht,JI15Hz)38
(3H, s), 3.9 (2H, dd, J=12.0 & 4.6 Hz), 4.1 (2H, t,

J=6.4 Hz), 7.0 (2H, nm), 7.6 ¢2H ). Yield: 79 %

Exanple 6 -

Met hyl -5-{4-[1|-(4-chloro- phenyl) et hyl i deneani i nooxy] -
butyl }-2-nethyl- [I,3]di oxane-2-carboxylate 1H NVH.
1.1 (2H, m, 1.4(2H, m, 1.5 (3H s), 1.7 (2H m,
2.0 (IH m, 2.2 (3H, s), 3.4 (2H, t, J=I 1.7 Hz), 3.8
(3H, s), 3.9 (2H, dd, J=12.0 & 4.6 Hz), 4.1 (2H, t,



7.3 (2H, dd, J=6.7 & 2.0 Hz) 7.6 (2H, dd, J=6.7 & 1.9
Hz). Yield: 86 % Exanpl e

wWORWNPISS3 { 4-[ | - (4- met hane sul f onyl - phenyl ) - et hpdT/TN20€7T2090066
i nooxy] - butyl }-2-methyl- [I~Jdi oxane-2-carboxylate 1H
NVR : 1.12 (2H, m), 1.4 (2H, m, 1.5 (3H, s), 1.7 (2H
m, 2.0 (IH nm, 2.2 (3H s), 3.0 (3H s), 3.4 (211,

t, J=l 1.7 Hz), 3.8 (3H, s), 4.0 (2H, dd, J=12.0 & 4.6
m),JE’Eﬁ“H"‘CEﬂ,Z t, J=6.4 Hz), 7.8 (2H, dd, J=6.9 & 1.8

Hz) ,5-{4-B-@2¥ethad pesid®n@lokiz-phenyl)edthiylidefie Aixicwogy jebridyl}-2-methyl-

L2- mst -mtolyl-ethylideneam nooxy)-b
utylrli(bf °x§]n8| %ﬁ%"%‘wz“g carboxylate 1H NVR 1.0 (2H,
, 'H.NMR: 2H3 (@H, m), B13- (.331(2K,)m) 11.66 (AFBH), 1§5-1.22 QZH, m) 2.01 (1H,

‘fl. o R Sae . 8538057 580 Gl y-aoa 4.8 v,

Hz) 4.18.(2H( £ #:5.04 Ha), 7.26-#3H2H, m),. 7168271 (2H,.d, T~ 6.76 &2.01 Hz).
n . gl3d 49 % Exanple 9
Vet 953 %. [ 1 - (4- bufyl - phenyl) - et hyli deneam nooxyJ- bu
tyI }g—xamgﬁ;ml [I 3] d| oxal | e- 2 car boxyl ate 1K NI\/R
1\& 1.36 {
1 5%( rsthyg%[4-11-woem-Z-Wthsﬂlmef(wooW butykjr] ,éldwxanf-Z-
3. 193,@351@9“(,2 61 (2H ot J 7 53 Hz) 3 40 (2H t,
J=l 58 Hz
45 W ﬁ-l(lgmzﬁt m) Jhs% 2@%)1 577(31[16s)( g;qs 1d70 gz;gm_pzm (1H,
Hz) m), 5. ﬁﬁ@@ﬁ's‘& 3@7(}128, 21, k'?}lz),ﬁl 2@1 déGJ Ya %mbﬂﬂzﬁ 13QHY

I\/Eth | - I deneam nooxy) -
T L R e e B A SRl
(2?: plek937-1.40 (2H m , 1.51 (3H s), 1.64-1.71
5% (1H m. 2.19 (3H s), 2.35 (3H s). 3.40
1.'(1 gkﬁ-l‘t-(l-Benzoll,blﬂmi) ﬁsegaahqemags%qogBtg?l]a?&htfgm(l-zlhéﬁéomne-
t,

9@%@%‘@&3&37 52 (2H, d, J=8. 13 Hz). Yield: 52 % o

ExafpN8IR:1.07-1.14 (2H, m), 135 143 (2H m), 1.57 3H, s), 1.60-1.71 (2H, m), 2.05

oA 2Rk g Sk nl o  S3BGEPRE M) 08 4% 59 b,
 NVRLI3L QM- 16139 BE), S, I 3)4617942}1( ags. g;iﬂﬁ,l 152:; (H{;,dgéJ=8.1 &
208)4975(‘5‘% %2%"{1%1-[%8 %ié‘%*;“r? 3.82 (3H s), 3.96

( 2Hixatithle 3¢ 12. 03 & 4. 56 He), 4. 14 (2H, t, J=6.42 Hz),

| ‘ \7” g@g&g@pgg@-&ﬁwe@hﬂgeneal&nggxﬁ butyl]-2—methyl-[1,3]310xane-2—
I\/btchm tié dei! - (4 ct hyl -plicuyl)-ctliyl | dcneom nooxy]

but M ni eth idl oxane- 2- car boxyl at e _
o MR 110Gy L. (s 31 OFL sh T2kb e .0 (R m), 22 GH, 5,

25( 13%4(21{ 4;Ql=(l?h|H22? 4. okzﬁldcéﬁk'u §k& 3b Iifz% 5%"(‘2H'%J—33Q%), 73 (1,

m}n),m@ﬁ(rxz)ﬂﬁt(mm) h7 @al, Hy))Yleki QS‘VesH s), 3.97

(2 =12.09 & 4.68 Hz), 4.14 (2H 't, J=6.45 Hz),

7. %ﬂlﬁgﬁﬁd J=8.25 Hz), 7.55 (2H, d, J=1.74 Hz). :

Yi 3+Meth5|45-{£(<hpp¢xyl—1)3ntylideneaminqoxy)—butyl]-[1,3]dioxane-2-carboxylic
Jﬂ | -5-{4-[I-(4-ethoxy-phenyl)-ethylideneam nooxy]-b
i‘ 2-met hyl - [| "] di oxane-2-carboxylate 1H NVR 1.09

30 ( 2 NNR: 0.93 (3, t, §)7.2 Hz) 1 BEIL tm), 346(49L, b)) 1.5 X2H1mj, 31H$7 (3H, s),

( 2h7](?ﬁ85‘s=25|9 (g?é; ﬂi)%éﬁ‘l@;{ (‘%‘1 @%‘@fg [,Zl)-ll gﬁ? 4.0 (2H, dd,

I 133 4.54HD34 HaH, ¢ 16613 H2);17.302H) m),1786 BH, &n)o YRid:1¥6)%

. 4.13 (2H, t, J=6.42 Hz), 6.86 (2H, d, J= 8.76 Hz),

' 7.56 ( 2H, d, J=8.76 Hz). Yield: 38 % Exanple 14
- Methyl -5-{4- [I (4-i'sopropoxy-phenyi)-ethylideneam noox _
y]-butyl}-2-nethyl- [I,3]dioxape-2-carboxylate 1H NVR
-1.05 (2H, m, 1.32 (3H, s), 1.34 (3H, s), 1.4 (2H, m,
1.51 (3H, s), 1.66 (2H, 'm, 2.04 (IH m, 2.18 (3H,

s), 3.40 (2H, t, J=I 1.64 Hz), 3.82 (3H, s), 3.96 (2H,

dd, J=I 1.94 & 4.56 Hz), 4.13 (2H, t, J= 6.42 Hz),
4.56(IH5n) 6.86 (2H, d, J= 8.76 Hz),



7.56 (2H, d, J=8.76 Hz). Yield: 47 % Exanple 15
Met hyl - 2- net hyl -5-{4-[ | - (4- phenoxy- phenyl ) -et hyl i deuea

WOormenps3 but yl }- [1, 3] di oxane- 2- car boxyl at e 1PEIVIN2007/000066
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1.04- 1.11 (2H, m, 1.34-1.40 (2H, n), 1.51 (3H, s) ,

1.64-1.73 (2H m, 2.05 (IH m, 2.20 ( 3H, s), 3.40

(2H, t, J=I 1.61 Hz), 3.83 (3H, 's), 3.96 (2H, dd, J=

12 09 & 4.65 Hz), 4.15 (2H, t, J= 6.42 Hz), 6.97-7.03
ﬁ;;mgﬁe 27.12 (IH, m, 7.32-7.37 (2H, m), 7.60 (2H,

dd, J=b.81 & 2.01 Hz). Yield: 58 % Exanple 16

Ve §-hdr(1- Bel{mft[nan(Mylreshxﬁiﬁeyearphemw»bualh%mdbweﬂrﬁ]diomaa;q-z-

-b thyl - [1 3]di oxane-2-carboxylate 111 NWR
%KJ(%H% g}?10 90 (3H, s), 1. 06 1.11 (2H, m(, 1.37

(ZﬂNMﬂ 1. I.L(EEHL )38 @K, m),ll 5E3H,.s7,11.7 224, m), 2.01(18% n()] B2 3H, s),

Hz% &fej’op(l?Hﬁ% e dgs'%HﬁzgS& 45 %i{ﬂ"s‘) I=6 2. 69 (1K, 5),

(mmc(ZHJm),ﬂzsaH&a)AYﬁai 0y 4.15 (2H t, J= 6.24
1425715 (2H, d, J=8.22 Hz), 7.52-7.55 (2H d,
aﬂ’ﬁz;} Yield: 50 % Exanple 17
I\/Eﬂ-tsy(ll -Bengdfufrhn-04/-etliylideneantiesuxly)-peityh}i2-alethg 1l Jdvsshe-2-
but ﬁbo}yﬁ neéhyl [17)di oxane-I|-carboxylate 1H NVR:
, 1.34-1.40 (2H, m , 1.51 (3H, s),

‘HLNMRYIJ.O (2, mml L2408 )l H5 BN, s)2 17083 1), 3D (18; 14& 2 2 (3H s),

(%7(5 @t T35 5bon 20 B i - 9?7189,4@2@ 42 Gt 154 5 mﬂzw(m

7s)37 267 9@2}(,2#), 715)(2H7m§@=131d6% %2H, . Yield:. 43 %

I\/EFHVPI"S”M (I - bi phenyl - 4-yl - et hyl i deneamni nooxy) - butyl .
] S%Ztﬁf',%JDlHetﬂy@b@ﬁﬁ?@ra%-&f?—kWkﬂa‘ﬁuﬂ%@%ug;’} 3 n(&iﬁ'l-
lﬂlglozae%%caéaoxylscwd(zH t, J=I 1.7 Hz), 3.8 (3H '),

.411@1\\‘1\21161 19ck. 15lré¥1< & %; 4 Z'dZ()ZH 61)21 ﬁft&H ts 13533 5 n?i-i m), 2.04

Y(lé-l Q1) %1{4 %Pg)s);#@&(ﬂl{gs) 2. 38 (3H s) 3 47 (2H, m), 4.00 (2H, dd, J=11.5028

t f
:\/%oj]ogd ﬁ@ (2%mﬁ%€7ﬁgﬁ%ane%% r%tkl)gﬁﬁ(g eﬁﬁHz)’
M(lﬂ@nmldﬂ)%zH m, 1.34-1.39 (2H, m, 1. 51 (3H,

1.71 (2H, 2.04 IH, m, 2.18 ( 3H, s),
?%“‘i“é% J= |( i, 7ml—|z) 3. 8(3 (3Hfﬁs), 3, 953 (2H, SZJId,
D2=Meghy)5(44[162-thizthyl- TH- iﬁddlahyl)-éthyna%.geagﬁ.;dz&%/]l-aﬂtyga( | H,

- L7 i, |
Jl’?f%‘%"a&&;z%f"f—’ﬁ’fﬁ‘°\ﬁ° d: 39 %n)Ex anpl e 20
l\/mm 53:0841.23 (B .nf); di3oat 4y BHNY.5S (Hll,hsyl i.denganHoRy, 2.05

Bt 24 G5l Mgk 1 3T 5505, SR GRS 58 el ST o &
11 (Bﬁﬂz),mw( @H, t,73-6.38 H2§, 7(17tY. 3@14}1,%1)19 2\7(131‘|d, §=)7;8 1z)26 .
(Yaqd%og 2.27 (3H, s), 3.40 (2H, t, 773 Hz), '3.83
% 3,06 (2H, dd, J—1227&468Hz) 414(2H
Exa,;?,@és Hz), 7.12 ( IH d, J=7.89 Hz), 7.33 (IH,

83 &1.71 Hz), 7.41 (IH s). Yield: 45 %
E;Mﬁtbbeﬂ(l-m-tolyl-ethylldeneammooxy)-butyl] [1,3]dloxane-2-carboxyllc

[hy! 5 {5-[1-(3, 4-dl et hyl - phenyl ) - et hyl i deneamni noox
?j@g‘m 2msth| [1 3] di oxane-2-carboxylate 1 NVR
11{W (%IZHn),n@ 38 QIRom)L . 1377 (G3Kis),n).67 QX5 Im), 219, (18, m), 2.21

il B Bty P ) o 2 S Ao

QB4 I 6.38HaR 7(13H,7.20 2Hm)] ZAGRHR ). BRIdTS % 4. 14 (2H,

t, J=6.57 Hz), 7.12 (IH, d, J=7.86 Hz), 7.34 (IH, d,
J=7.83 Hz), 7.41 (IH, s). Yield: 48 % Exanple 22

Met hyl - 5-{4-[I - (4-net hoxy-3-net| '
iyl -phenyl)-etliylideneam nggxy]-butyl}-2- nmethyl-[]
3] di oxane-2-carboxylate 1 NVR 1.06- 1.1 1-(2H, m,
1.34-1.40 (2H m, 1.51 (3H s) , 1.57-1.71 (2H m,
2.05



(IH, m, 2.18 ( 3H, s), 2.22 (3H, s), 3.40 (2H, t, J=I
1.73 Hz), 3.83 (3H, s), 3.84 (3Hs),3.99 (2H dd, J=

WA 3009699855, 51 Hz), 4.13 (2H, t, J= 6.45 Hz), GPGOIN2007400066

d, J=8.46 Hz), 7.39-7.45 (2H, m). Yield: 54 % Exanpl e
23

- Methyl -5-{4-[1-(3, 4-di net hoxy- phenyl ) - et hyl i deneam noo
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xy]-butyl}-2-methyl S [|, 3] di oxane- 2-car boxyl ate 1H
Nl\/Bxan;, 0471. 12(2H, n), 1.33-1.40 (2H, m , 1.51 (3H

( 2$=|{4 {1 (43Meﬁ_hfx§§ hFﬂ)?} -prop ggéltegprlg%w? gl]ié'é}-%-gﬁtl?%lj[l %]dloxane-

3 ﬂga,(bgkymsac.ds 97 (2H, dd J=12. 06 & 4.68 Hz), 4.15

2 Whrs 3, o e s 1 % <§'§IH§5> B3l 2

47 %EX 5%/% 346(2H t,J——1158Hz),382(3H,s),40(2H dd,J =45 &

| uor o-4- netho e

o b1 % iy o S ASHR) 649 285 oy Lo Bk 285 Uk AL e s o).
1I—hlélMR5% 1.11 (2H, M), 134139(2H m, 1.51

(3H, s) , 1 65 1 71 (2H, m, 2.04 (IH m, 2.17 ( 3H,
s)Exa:Bllli@7§2H t, J=I 1.67 Hz), 3.83 (3H, s), 3.90 (3H,
S

2R {3y g yrodsieBedinifo R alyl)ft Wi bl slcartizyli
macidlAl -1 Al (I H, dd, J1275&213Hz) Yield: 50 % '

Ex
Fx}ﬁﬁ( fi G ) 38 @H ), 157 I 5) 1.69 o%H m), 2.0 (IH, m), 2.35 (3H,
] b 3(REL, Q,Jn=ef7t5yH1) Bl47324di b)la='nbL§8 Hz),é %@kiyldéﬂa 44 & 11.88

n)'i@) 41531@?@?'1—@ 332111# (21'%'?'21{”?1,31 dg @%%2? Zé?ﬁ,z)
J Ydeld1916% Hz), 3.8 (6H, s), 3.98 (2H, dd, J = 4 56 &

4.1 (2H, t, J-636Hz) 69(2H d J =
8%37‘9“19%2')97 55 (2H, d, J = 8.79 Hz). Yield: 35 %
E&ﬂﬂﬁih@l— 4- (l-pyrldln-2-yl-ethyl|deneammooxy)-butyl] -[1,3]dioxane-2-

I\/leth l? n@t hyl -5-[4- (| - p-tolyl-propylidenean nooxy) -
b&# "j‘Y ¢ 29¢i oxane}-2- carboxylate 1HNVR 1.1 (5H, , ‘
1‘14NMH 0!9)1 (211 Ry, (Z3H6)), 1287202H), 1$7 -2.72 (3HHM),M.20 (3H, s), -

TR 1 Yol dlgs (o ts Wl APl J-gpmm,

| 98 gl ESA 815 20700 1)

I\/Eﬁﬁl}lple{sﬂ met hyl - 5- [ 4- (1 - pyri di n-2-yl - et hyl i deneani noo

<RI e L SR dene A ROR AR W Rioxahed- |

1°51 (3H, s)
(ca*boxv)llcazuBl (3H5 s), 3.4 (2H, t, J = 11.42), 3 83

(fﬁ'ﬁvﬁﬂ -1 ig?zri%ﬁhz ztdzﬂl ﬁﬂ{, )41 §§ éﬁ-z,]s% i%ﬂ(@( mfl 2207((1?#@ 222
=(381. $}i2)58 (B, { FHL. 5«3 Hz), 4:0 @Hz,xldykﬂ 5\&é|1c76 H:z:), 421 (2H, t,1=62

5@%4355%? iyt (B I 7518 12, 80 (1, 40 =83 PR S8 (kL ), 8.95

XU LY igld 98 P4 3] di oxane- } - 2 car boxyl ate 1H NVR: 1.0

1.4 (2H, 1.51 (3H s), 1.7 (2H m, 2.0
(ﬁ’ﬁ‘mﬁ}mz 23 (3H, n)s) 3.4 EZH t? J = 1(1 4Hz;n 3. 83

(BMethyl-5- Hd l-efhylidéné&ntind 1]-{43]didxaBed2- t
_6“?7) l:?‘7@2[‘5&( |"ﬁ|dc5{n) yi?“ 9% (1 I‘—‘| &ggﬂdﬁﬂ-l 7 l6 7.9

‘rﬁ')rbws;/llS?C‘(’m d, J = 4.7Kz), 8.86 (IH s). Yield: 39

YRR 19043 m 1.37 (2H, m),154 3H, s),17(2H m), 2.0 (1H, m), 2.20 (3H,

e T L e s 4 g O g, -

. (e?ﬁm%hsﬂ(ﬁg,s??dtz(fms%mld(ém s), 1.7 (2H m, 2.0

(I'H
(3H, s), 3.9 (2H, dd, J = 4.44 & 11.79 Hz), 4.2 (2H,

t, J =11.73 Hz), 3.82

t, J =6.4 Hz); 7.5 (2H, d, J36 6.0 Hz), 8.6 (2H, d, J

"= 6.0Hz). Yield: 38% Exan'pl e 30

Met hyl - 5- [4 (I -benzo[ | ~] di oxol -5-yl - et hyl i deneam nooxy
)-butyl]-2-nethyl- [I|,3]di oxane-2-carboxyl ate



IH NVR 1.03- 1.1 1 (2H, n), 1.31-1.39 (2H, m), 1.51
(3H, s) , 1.63-1.70 (2H, m, 2.04 (I1H m, 2.16 ( 3H,

WG@007899%83 (2H, t, J=I 1.61 Hz), 3.83 (3H, s), BCEN0@H00066
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 Hads, adﬂed%ﬁodiﬂhl me;hc)xldeB(SQﬁngﬁﬂ Smfedjlﬁi

-%v%% tﬁ% l“f‘éeﬁ rc(glfceé é,e’g%e oé §4fé1§({§l%'1 J&lggg whé tr?tul%?ed(wi‘hﬁdlethyl
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dd, J= 12.06 & 4.65 Hz), 4.13 (2H, t, J= 6.42 Hz),
5.97 (2H, s) 6.79 ( IH d, J= 8.1 Hz), 7.08 (IH, dd,
J=8.1.& 2.22 Hz),7.19 (IH d, J=1.65 Hz). Yield: 54 %
Exanmple 31 '
thyl -S-~-d -t hi ophen”-yl -et hyl i deneam nooxy"

ﬁ%p?ﬁl di oxane- 2-carb xylate 1H NVR 1.03-
( 2!-Metl§yj-54{4€[l-(5_ nrrezhs(limranﬂ-yl)@tlmldesﬁmlgyom-lBl;!yllrllrséldloxaﬂe-
(%Hr%%cc(m m, 2.22 (3H, s), 3.40( 2H t, J=I

hieacids’ (3h, s), 3.97 (2H, dd, J=12 & 4.62 Hz),
4 'PINMRIH0.50- 1. 1B:61H39n)Hi)37 (Hom),(1-35 GEY 5), L6LE@HH Mg 290 EH, m),

o)1 SHE3, é/éxé o, 1368 £ Lo P 309 2, 4, 1h1.80 & 4.5 o),

Vet 15 (2H; 1), [64)1((11Hbd=,ﬂz=@f30|fﬁ1)1, @%lHeWBllééfZéanM’l 89%%) - b

%}W hyI [1,3Jdi oxane-2-carboxylate 1H NVR 1.1
ample8d 4ol 1), 1.5 (3H s), 1.7 (2H5 ), 2.0

( 10 tylD-methyP5{3-naphthdleh-2-Pléthylidededmibodxyyutylp-[ B3]dioxane-

(3H, s), 4.0 (2H, dd, J=12. 1& 4.6 Hz), 4.2 (2H, t,

J2gagbdyylate g o (1R s), 7.2-7.3 (2H, M), 7.5 (2H, M.

Yise! dmixd@re% BExaNPL-Meilyl-5-[4- (1-naphthalen-Z-yl-ethylldeneammooxy) -butyl]-

h h
Ui bt Borbopie e R 55t BARAIE Y G5 RfyirdcHl Fomide
( ?d‘% nm) and p&aésgdglh c%ona%e g) 64;% mfahhydl:oﬂs dlﬂlblhyhfqnnﬁm(de (10 mL)
S) ,

( WS stye'd a36@ %:_fpr abgyt 8 heurs noar@n@rt atmaspherg 1512 (%qtmﬁ! mixture was
% %ltgd W%m@@?ite&%ﬁat@% ponre%l' ihtcdice2ddid Whter and eikiibtedTIvith ethyl
Medeltate. STHeAcombirfed @gatienexingat asrivashest withevasery beine gplutin, dried

SRS S b st ks et s g v

nthroﬂ:a%babm ovre? slhda §e? 8(% /3 Iethylsz)cemtem peeleurmethep amluqqt (9 obtain
m; 2.14 S;qcﬁt 2.26 (3H, s), 2.38 (3H, s), 3.40

g oTpure pIqdust- 03" 117y 3,83 (3H, s), 3.97 (2H,s), 4.17
( DHENMR: 0185 (3E8 t/356,0 Az)33.1QI (BHom), 32 7H1.48 Y121, ra)l 1(50H3Hds), 1.72

: \'@thﬁﬂ%l %M&L 3%'45%, Y 3 4%{,431-:[,31 J ﬁﬁﬁ‘;} agﬁgé, gﬁ}?%dt Jy 88 & |

| 4 @Jm@amm%tﬂl-bm( Wz}, 7. 46L7 81 GH)xONETET9A(WH ), B (lH s).
05-1.13 (2H, m, 1.35-1.46 (2H, m, 1.50 (3H,

sYlelqsﬁdﬂ:l 77 (2H, m, 2.05 (IH m, 2.23 (3H s),

Spdinbils t. J=I 1.46 Hz), 3.79 (3H s) 3. 82 (3H s),

3.97 %2H dd, J=I 1.95 & 4.032 &ﬂé

JSqlium tealt of prmtm(w-amaphshaiefﬂﬁl-e y enfaﬂnwy)-bufyﬂ-

‘I\E?Il&iﬂoxé%-f/ﬁﬁ)mg‘@ 5- (I - napht hal en- 2- yI et hyl i deneam

GBxy p- psoheign ] of[ [2:Mefhik Arid bnaphtplery ey iR inecy By

nﬁ'ﬂ]@ﬂ%ﬂe (124%%#{6& 5&?"& é@red 5pkr gﬁ:) 63)3@’6 n(gaHn _methanol
‘6dor0S. lg)glr |.§()lvent was

I‘&Iﬁdﬂyﬂilt&edmﬂhlﬂbd ﬁn@dv@¢uunaqobu¢1éll&01m20fl€alét hyI i deneami n
%&e%g bgiy [1, 3] di oxane-2-car boxylate 1H NVR
pleds” (op m, 1.40 (2H, m, 1.51 (3H, s),

| ]L-KL' ﬂuﬂe'Ssa{ler ZUMealy@-S [@l(ﬂnaii}nthafen%y( &Hylld@n,eammooxy)—butyl]-

3753, 51 1.6 Hz), 3.82 (3H, s), 4.00

" .(léﬁldlaxanﬂcafbwliﬁa&'%s Hz), 4.21 (2H, t, J=6.39 Hz),

7,48 (2H, m, 7.79-7.92 (4H, m 7.99 ( IH m. Yield:
52 % Exanple 38

Met hyl - 2- net hyl - 5-{4- [I (5 6, 7 8-t et rahydr o- naphthal en
-2-yl) -

et hyl i deneam nooxy] - butyl}-[1, 3] di oxane- 2-car boxyl at e



1H NMR 1.06- 1.11 (2H, m), 1.38 (2H, m, 1.51 (3H, s)
1.68 (2H, m, 1.76-1.81(4H m), 2.04 (IH m), 2.18 (

W(:'Blzi}07/999,5532. 77 (4H, m), 3.40 (2H, t, J=I 1.61 HQT/INR0GR00066

(3H, s), 3.96 (2H dd, J= 11.91 & 4.47 Hz), 4.14 (2H
t, J= 6.45 Hz), 7.03-7.06( I|H, d, J= 7.74 Hz),
7.32-7.35 (2H, m. Yield: 50 % Exanple 39 e iy {4-
-(4-nmeth gxynetiioxy-pheny4)-ethylidenea piinooxy]4

. UtToy/4 sdspensidi hofl 2[MetRyids-pixeli-naphthalear2adsetyditlencamindoRy)-butyl]-

10

15

1. .2H, , 1. 34-1. 2H, . . 1. .S

1_[83](&9@3}&2%@{&@1 ctxfﬁ?&réqqrédn@exﬁmglg%%éﬁf 553“ gtga}ngbwas added a

( gsgutlgna of ?lqrgnr%%d'%bz mgg% 447 waBdand llhe rBatz;C_é'iBn t(nﬁktur&é was &fl@ged for 8

5 hi)grs( gﬁctlgx} mixuiggvas cegrle? gL?o f_lﬁ ar‘/d_3 %)ilgl fé%«]édt?d;ﬁfls gr?er'e_g zmd dried

Yivplek vaét?un%o’-:dbﬁﬂ)h(ﬁ) g of the salt.

Met hyl - éndef [1- (4 hydr oxy- phenyl) - et hyl i deneam nooxy] -

bdipmple8tet hyl - [1, 3] di oxane-2- carboxyl ate To a

S @il hﬂn sﬁft of 514 (1 Benzofuran—Z yl-eth%hdeneammooxy) -butyl]-2-methyl-

Met hyl - 5- net hoxynet hoxy- phenyl ) - et hyl i deneam

ndb% oxanaﬂyqarb%meaﬁyl -[1, 3] di oxane- 2- car boxyl at e
Bf[ﬁqilfa%ﬂzcﬁ&aﬂ%yl%ﬁ@lﬁaé&m%%)oo&}yﬁx )-2infethy1qP) Bpﬁaiane-z-

al cohol was added concentrat ed 33( rochl oric aci gﬁg

t Iqerbp@d@tacwr{pmpﬁlteé e parexampie 72d3 &) W addedrtga sefitign of godium
hffme@1 &899 B0 of dry methanol) and

t enper at ?%I)%ar%b}?x n?Mﬁ%og%gpor ated under re urf:leedano an
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exanple 1) (1.38 g) in a mxture of tetrahydrofuran
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(332 ng) |n mater and t he reactlon n1xture was stlrred
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IH NMR 0.91 (3H, t, J=7.29Hz), 1.12 (2H, n), 1.36
(4H, ), 1.56-1.61(5H, s), 1.69 (2H m, 2.04 (IH m,

WQ@2m70¢B55 s), 2.61 (2H, ,t, J=7.53 Hz), 3.46 PCHIN2Y7/000066
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S
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. B.Eian{pléNot ,| J=1Mdse Hz), ?Agsruglyeenc&dpweung 1470 &
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S B7 % Bxanplg 57 10 o 40 ) R
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% Exanpl e 66

carboxylic acid 1H NVR 1.09-1.14 (2H, m), 1.36-1.41
(2H, m), 1.56 (3H, s), 1.65-1.74 (2H, m, 2.05 (IH,

WOR7B92883 (3H, s), 3.46 (2H, m), 3.99 (2H, dd, PORIN20OB00066
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& 4.59 Hz) , 4.15 (2H, t, J=6.39 Hz), 6.97-7.035(4H,
m, 7.12 (IH, d, J=7.35 Hz), 7.33 (2H, m, 7.60 (2H,
d, J=6.81 & 2.01 Hz). Yield: 78 % Exanple 59
5-{4-[1-(3, 4 Di net hoxy- phenyl) - et hyl i deneam nooxy] but
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?@ﬁwﬁ?‘{‘%f%ﬂt% m, 1.5 (3H, s) 1.7 (2H m,
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- 5-{4-[I-(2"r-Di met hyI benzofuran 6- yI) et hylldeneam noo_ S

 xy]-butyl }-2:nethyl - [1,3]di gxane-2-car boxyl i caci'd

"NVR 1.10-1.154 (2H, m), 1. 23-1.26 (2H, ), 1.56 (3H,

s), 1.66-1.73 (2H, m., 2.04 (IH, m, 2.14 (3H s),

2.26 (3H, s), 2.38 (3H s), 3.47 (2H n), 4.00 ( 2H
dd, J=I 1.5028



& 4.068 Hz), 4.17 (2H, t, J=6.13 Hz), 7.35 (I Hd,J=8.1
Hz), 7.51 (IH d, J= 8.01 Hz), 7.62 (IH s). Yield: 30
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2-Methyl -5-{4-[1-(I-methyl-IHindol -3-yl)-ethylideneam
i nooxy] -butyl}- [I,3]di oxane-2-carboxylic acid 1H NVR
1.08-1.23 (2H, m, 1.39-1.44 (2H, m, 1.55 (3H, s),
1.70-1.77 (2H m, 2.05 (IH m, 2.24 (3H s), 3.46
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-Methyl -5-[4- (1 -mtolyl-ethylideneam nooxy)-butyl]-[l
3]d| oxane- 2- car boxyl ic acid 1H NVR 1.10 (2H, m,
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4.0 (2H, dd, J—45&12(6)3 HZ) 2a t 6. 39

Hz), 7.15 - 7.27 ( 2H, ™), 7.4 ( 2H mo Yield: 75

%ExamélrQauszenc forms, their stereoisomers, their pharmaceuticall acce[[)table salts,
5-{4- (4 Met hoxy- phenyl ) - pr pyI I deneam noox T
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e % a
z4w§t ﬁgwpsur[dm Fﬁlﬂw in Flaizm \J} Whepshr r{'g“eﬁ%tﬁﬁ?ﬂ‘ﬁiﬂx% sefsgieg from
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Exanpl e 83
Cctyl - 2-net hyl -5-[4- (1 -napht hal en-2-yl - et hyl i deneam no

w@00y0is3y/1 | - [ | y3] di oxane- 2-carboxylate A m xXPCF/EN2067/000066

2- Met hyl - 5-[ 4- (| - napht hal en- 2-yl - et hyl i deneam nooxy) - b
utyl]- [I,3]di oxane-2-carboxylic acid (prepared as per
exanple 63) (0.9 g), n- octyl brom de (0.6 nL) and

pot assi um car bonate (0. 64 i n_anhydrous di net hyl

f or mahéndexazingl, nhepzewegingnyly %e@oatlazewl Eenzethiaginenyl, 8 benzoxazolyl,
hour s, r At Y] e ti r

cool edéﬂtagtﬂgz lpgn:bert?{elrrpergl? {II‘ é’eéggha?@gp r?g glalmgge%g oﬁ‘gmﬁyhdmyl"
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2 ba Tesapery Reroaio B pedgalghy eyl pevipn] Suprsiybll gonvalkol
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Ji Gl 2 (4H, ™, 7.98 (IH
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ut yl Jthiol br shb§tit%a e udsubsfitaRy Brdups @ele&ed ﬁbﬁpﬂkﬂd h#@BalRA alkoxy,

Exampl e 63) (400 ng) in_nethangl was ad sodi um

met hdRlogkorse n¥pylbandasdaxyy ed alkwithio, octhlefst kyl. 5 alfyisulfonyloxy,
Pal8fvativd Uéﬁﬁ@nﬁ@%ﬁ%ﬁv@s on a

rotavapor, resSidue was n?rl turated wth diethyl ether,
f i 19.¢k eamponad ay climehinany vhita raceding Flaing prefmably selected from

e A ?FS-E“-Q%?W i S PP R

utyl ]caerX}'l@]:,dl oxane- 2- car boxyl ic acidTo a suspension

2. Ne%et?ylg pgthyls- gh?'henr'e%%ny.hdfn inqorgs oyl 3 dioxang 2-

20 ut yl ]::arb{>)tyl£¢d| oxane-2-carboxylic acid (prepared in
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' to 3 and eparated was filtered and dri ed
"._?undeE1 ﬁg’é’ﬁﬁﬂﬁ’ b‘ﬂffy}f% 400 nmgy of the salt. Exanple 86

Cal CMétBy$-§1{f4 [q)f(4-ﬂuoro-phenyl)-ethyhdeneammooxy] butyl} -2-methyl-- »
Benzaof ur an- % | - et hyl i deneam nooxy) - butyl] 2-m
B carboxylic acid - '

- 5- [4Me Bsr{aqflJemmo?o-yﬂnenﬂ)témﬂﬂammoasaﬂiwylwtmbﬂlyﬁ m

“ethy é 3] di oxane-2-- carboxylic acid (prepared as per -

| exanﬂl»
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dlmne(%caglyowbﬁée,added to a solution of sodium
rret hpmt#gﬁsi{@ éf@@hﬁmahxsmwnﬂme&ﬁﬁeml&hemﬂ mﬁw-z-

d stirred for 0.5 hour.

'thl smefhyl- B@d@dmemmxdlﬂt@f cal ci um acetate (632 rrg)

LI EIvC R PR e pqﬁa@e-)-z- |

sal tarboxylatee tabI e 1 were prepared following the

Bl e BRI REY DRy bR RSB ER R Bk "
,..-”alsqlbgadmraapammoxyhbl,e 1 * The melting points were
. .uncorrected and may vary in'the range of + 4 C The

~ " ‘conpounds of the present ‘invention |owered :
" triglyceride, total cholester#l , LDL, VLDL and o
~iner eased HDL and | owered serum gI ucose |levels. This

was dermnstrat ed by in vitro as well as in vivo animal -
experi ments. A) Denonstration of in vitro efficacy of
conpounds: Invitro hPPAR a & hPPARg activities were
determ ned as per i n- house prot ocols and the results

. o o s o o o



Mal e Swiss albino mce (SAM were bred in Zydus ani mal
house. All these animals were mai ntai ned under 12 hour

wo p@inoEssl dark cycle at 25+1 OC. Ani mal s wer eP@i/mne07/000066

standard | aboratory chow (NI N, Hyderabad, India) and

water ad libitum SAM of 20-30 g body wei ght range was
used. The protocol approved by Institutional Aninal

Ethics Conmittee is being used. The test conpounds

wer e Methiyh2-gtegybd-[61( bipttglyl-ethgideneaminpexydr-briylld 1 i dioxapg -

to 50, Xﬁ,la /| day dose for 6 days The conpound was

adni NSt o *after suspending it iin 0.25 % CMC or

di SSdMthhyl@-nteththWAt[é-M nwhtetsutfomylphery1l-ethylideneaminooxy]- butyl}-
wat er 135&1?*%' ) IFL mce were treated with vehicle

(0. 25[ ear y cel lul ose; dose 10 m/kg).

5The Vethgl- sa«#[)l-esemﬂrmenxi)-btbyh@demnﬁw}’]dbay'l}amqth)'l-f ed

st at ﬁﬂé&‘{}%ﬁ‘fa tﬁ)ré)xglr ug adm ni stration on 6th day of

t he de was coll ected in non

~ heparMethglesi{ @ep(4l-étm)gy-;ﬂﬁdyly-bﬁyhcmnaammexsd{batyjr}zédndﬂm-
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._v_.gl uc%{ﬁwg_g_ctaﬂ &84 éthgrlilgll.\?‘&'e&lx act1v|t| eS’éW B -methyl- o

,body[lvg;ulgmnerzam&,ngatéo to 60 grams,: pr ocur ed fromthe )

25

trigl i de O Methods of Enzymatic
anal Jiﬁi‘ﬁ‘”‘é@?‘ @F%Bi}’g?fe Q, Ed-, 1963. 211-214:

Tr i no\@éthylB- {4Q]£ln(4-l%prépoxﬁl;{hemmtgﬁlﬂﬁﬁeangnoﬁéi-Bﬂt)yl}-2-methyl- :
Measur nt of s triglyceride was done using

conmat Sfdrg‘?xaR‘?'t2§ %23931 » Cadila, Pathline, Ahmedabad, .

| ndi a)[ethﬁ@r AiBthl-$-Q4-[ L8d- aky-pmbnyﬁetmﬂemmoedchnutﬂm-

in trlg cerldes was cal cul ated according to the

f or mhl-Aldixapsakahg®lsteduct i on (% =.0C = Zero day

cont nglinyds0uRy 1V@lissbuldl-ph Al¥ndanfASoRS]-BiON R2-Methy R
TC = es}? dge[ c(gnltrcl)lg[gr%up T1ﬂ l'}'est d(g(g]trtggt ed 4 -
gr oupl.3ldisxanes2-carbpyyilateser i de | owering activity in Swiss

| 3'b,b'd§%tﬁ91 %e%c&) ﬁ&é%&ﬁmeh&m&%ﬂﬁoee}]m Moinikthyl-

m-ce ygous ani mal db/ db-
m ce [h3ldiasbrese-carthgxsdate)l yceni c, hyperl nsul i nem ¢ and

i ns u;l\)le[t]h\/&f1 %S['4S(tl heﬁyl—4-§‘-étl§7hdle oovxy)sgutyl? szaﬁyl-[l 3]thoxane- |

1990 ereas heteroz s are | ean”and

-nor rrﬁ@lagboeyimc, The honobzygous aninmals very closely

eve T B Pl 35‘%%???*319?&2{““”& oS- 2-methyl-

type[m]dmdﬁ-z-cab@mdtes human type 1l di abetes

?glrl M‘?ﬁm 521%9118? Tdime tgyla@{epw ent | %%ﬁ%ﬁ qutylﬁ_-z . Cthl-f

conpgw]d@xmfe-zmb@ym@nt |nvent| on showed serum -

Jackson Laboratory, he ex

Test Vbbb brbos b B TSRS R > -

- cel |Mgtg§le[1g|]dlgkz§,§mx&ﬁté/vat er- when: the conpound is .

- water solu

e and adm nistered to: test gr oupcont ai_ni nl%;l
y-

6 arMatwkS4f-[kGibdimeshon -mmylareﬂwbd%mﬁﬁm’@vltbﬂty&létm

-oral lgicgg%eg%ay%((ggfe 6 days. The control group

‘rece

vehicle ose 10 m/kg). On the 6th da one

o :-hourMath}'lei-{4-Iﬁb(iiFl!lgrOd‘trmeﬂ@Xy-tph@mtﬂ)ﬁtbﬂl@ti?q"@@@@ai/-bv‘bjﬂﬂ-'V
i Tet rﬂ@‘@'g“g?‘i“’&“PQ Sea %gg{}e serum was- anal yzed for = -

gl ucos ceri des were neasured usi ng

- conmdetbyla(s- {I4|-[t15(4(niqthbw-phéhyi)-bwwmiﬂnmmeoxymwamthﬂ" o

o o ndl[€)3!q The ie{_g%k%ga{%ose and triglyceride | owett ng -

act|
~-acc (Methylg{mﬁemhles t43(lnpt-hﬂyl [Bopylitenganinsey)-butgl]yf l:,é}dumase}-Z-
~ .'-'Iovverlbn lact|V|ty (% = OC.= Zero day control group. - .~~~ -
val §& ®7Zero day. treat ed group val ue TC = Test day \. - °

’conpound “was- cal cul at ed

~control.group TT = Test day t45eat ed group Table 4 .

i'Serunthucose & trlglycerldes lowering activity in

- db/db mi'ce: No adverse effects were observed for any:
‘of the mentioned conpounds of invention. The conpounds

of the present invention showed good serum gl ucose,
I|p|d and cholesterol Iomerlng act|V|ty |n the
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1. Novel 1, 3-dioxane carboxylic acids of the general
formula (I), their tautoneric forns, their

war@remissoners, their pharmaceutically accept abCEIN2007/000066

(9]

10

15

salts, wherein 'A represents an optionally

substituted single or fused group selected fromaryl,
heteroaryl, heterocyclyl groups; 'B represents
substituted or unsubstituted |inear or branched (C -C
ja|kyﬂdtﬂlo{'29mth -5 JRPI-ByRIM-2 81LethDhi RDEEm nbOEY) buldil]- T 3]d -
represgn¥ ¥ g% ! El;?ﬁgrou-gpﬁpreprerggngg)hygﬁ]ﬁl Jdioxane}
( C1- (339arkg XIXWC sgroup. 2. A corrpound as clainmed in claim

L, WhRLBIIN U RGALY4- B S Ri-5- deRbhrhingoR |4)§ioxane}-
D] cya g BEn I 4 B 5y TSR T TR 1 fovanc)
cl ai Reetrborylateai m 1 or 2, vvherel n the aryl group is

I A1
ey CRREASTIA L SRR el e b AR I pldioxanc)-
cl ai rirCBrbovaleteel n the heter ocyclyl is sel ected from
Sat UnRf:s- 30 el s RAIE 3 POl iRRANKE RN S 2R
co'nt #l, Bldivyaea2-canboxdate; het er cat ons sel ected from N, O

et MDA PR BB iy fasnBiST Ry By 1 31dioxane-
im da-z:.adgpﬂylinyj_ hpl pe:rl di nyl, pi ge{ﬁm InyI mor phol i nyl, f
, i az0 n e like S O

82?‘?%hy;-g-ﬁs#b-ﬁvgre@é%?-gf%@wf Nt N
SI Eyplmtﬂammawm@ldwdr opyran, di hygr of ur Ian ;

[ | rQups oun SCIrTEI
ol ol fe %yFaﬁé?Lﬁﬁ%pﬁgﬁwﬁF@Qﬂ%n“%mm pentylsmety
fro 153]31@,(3‘316@5@@5,@%@ omati c radi cal s, which may be
singl e or_ fused contalnlng one or _nore hetero a

sel Medy-1hhh-G;3 ﬂnmmysbequ@téwﬁmdldageaalwhbw}-2-

cl ai ﬂ&h}l-l?r:;]&oxgﬂgqurﬁbx?ﬁee het eroaryl group i s
sel ected from [y hi en furyl, Z,qdr oly
oxaZ¥ptpy -Zﬂeﬂyywyﬂ lr@.rﬂiﬁh)d fdol-3-5) e weammooxy]-butyl}-

i soqqg Pdi¥ anegxﬁ%%ﬁlt |, thi adl azol yl, triazolyl,

tetrazo é?v benzop ranyl benzogﬁranon yl,
' et

20

benAdethy hyllrér[étﬂmaldnl;dlen-z-mb ylmnearnln@l@iyyipentyl]-

azai Lyl benzodi hydrof uranyl,
benzﬁgﬂw&g%?ﬁ%nq? {pyr azol opyrim di nyl,

pyr Mcthyip%fmnﬁwHM%( 1-nazmwlnnaazuthyigdepemmooxy)-butyu-

_ aza Hoy| | dof uranyl, pyridothienyl,
th| E@r. ﬂé gy‘%{mf‘ﬁ%éhopyrl m donyl qui nol i nyl,

pyr |1\methiyl¥2yxlnethpy5-qaql¥5 6, weuemﬂmmmhﬂlammﬂzol onyl ,

 Den s BT RnR U RBUTT Wt BhoifE ey nony |
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genMBﬂ@d-ﬁLM [1- @%&ﬁb@n&ﬂﬁix}‘{pheﬁ}&ﬁﬁhﬂic}éﬁ?ﬁihf)oxy]-but_yl}-|2- .
enzot.r ni napht hyl i di nyl, “puri nyl,
car BEUp! az?]ldi/ﬂ’féﬁ‘fggﬁi‘%ﬂ‘ﬁ 5, phenoxazinyl groups 8. A
nov Meﬂcywmt{n ct4a@dfdxglpﬂasiywmﬁmene&mlhmymw@ﬁdzmmyl-

wher ei n_ wh A" I's substituted, . the
sub§]v3]f119§ﬁtes2'ﬁ%[§?°’9@at§’el ected from hydr oxyI oxo, hal o,

thi Meﬂ@l-sqntplqa%étymﬁaﬁﬁhywt sﬁe@l)mﬁgaldéﬁéaﬁﬁﬁ&ﬁtyjmm}-z-
al kyl, “hal oal Kyl oxyal'kyl",- hal oal koXy,

cycme@vkub3ld@xm%rcarbwlm| koxy, ar yI aryl oxy,

hefgg%gg-yfe@l %Ogygj Aas%tg{g Xypeﬁ&gg%;eag r@%,}stbutyu-n,3]dioxane-

 al kbrayrhodate; aryl oxyal kyl., ar al koxyal kyl, al kyl thio,

th| I

derf \}Mat verﬁ d; 15)?1 P Jgﬁ'e h%)éféér/’!e‘s‘v'gw ogg%) bq@“ Rs%' &g%éﬁ%l—carboxyhc
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R2 i's al kyl group as defined earlier, and all other
synbols are as defined earlier to yield further
conpound of general formula (I) wherein R2 is H and
all other synbols are as defined in claiml1.
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