HETEROCYCLI C COMPOUNDS SUl TABLE FOR THE TREATMENT OF DYSLI PI DEM A FI ELD OF
| NVENTI ON 5The present invention relates to conpounds of the general

formul a (WP,2012090220t aut oneri ¢ forms, their stereoi soner #CTHANHI11/000888
pharmaceutically acceptable salts, pharmaceutical conpositions containing
them nethods for their preparation, use of these conpounds in nedicine and
the internediates involved in their preparation. The present invention is
di rect ed t dNEFEBOEH P CEOMROIINIRS P IHE AR &d ROR tFiéEt TREATYHENESOEuch as
Hyper | i pi ddWSLIZMREMId0 have a beneficial effect on cholesterol.. 0 WLN R1L
R2(R3)n (1) The conpounds of the general formula (1) |ower blood

gl ucose, | 0, riglyceride | evels and/or chol esterol |evels
and/ or | ow%%‘gégqﬁ?ﬁmﬁg)&l ns (LDL) and raises the high-density

| i poprotsei ns (HDh} ppdsers rinvendwe kedatenth dvenpoanddr & thd Fensslf folmuldn (Dobat i ng
different nedical conditjons, where such.lowerin nd rai si IS

benef i ci al AUHHTRIC {fPrmsy hair h¥ergRisemersy (Hry taﬁg’é‘ﬁ‘fg‘ﬁ&a é?'nd?"f)"rptap??eg)pﬁarb’f’axi s of
obesity, hyhgailacQitdandompokisipRr ealifed eeaiYinfthddy @6 theid Pr&paratioh, ek asgcl eroti c
di sease events, vascul ar restenosis, diabetes and many ot her rel ated '
condi t i ons.these compounds inmcdicgisad thedatereditss dpvaf ved §t i arepastios e useful to

prevent or r.edugge plaSent invkntRh iPA-RNE I ARIrfLoRIpBEIR WHI @I @R b8 uscdltd Ghat! €ads to
di seases and conditions such as artereosclerotic cardi ovascul ar di seases,

st r oke,@or ¢lirapsys sHshpt Hypeskinidunia apdalabhayg abenpligial ¢ffesbesdlesigeli pher al vessel

di seases and rel ated di sorders. Thesgy conpounds of general formula
(I') are useful for the treatnment and/orx prdphyl axis of netabolic disorders
| oosely defined as Syndro,m,y\}gfN racVer MS features of Syndrone
X include initial insulin resistgan ol lowed b erinsul i nem a,

dysl i pi demia and inpaired gl ucosé ol @lance. The gl ucose intol erance can
| ead to non-insulin dependent diabgtes nellitus (NIDDM Type 2 di abetes),

whi ch is characterized by hyperagl @ La, which if not, controlled may | ead
to diabetic congﬁ? 53‘?‘?‘6‘1{‘?5 tﬁ%%ﬁ%ed?el%”mﬂ%od‘[)dg’rwsﬂ AP B UERC I981ET o '
r esi st ance mdduhabetrighcéridenievdlongiésr dokstedeladlstaadbe Iagshyelipseotemsl y with
gl ucose net |ism .but it. affects.anatom and physi ol ogi cal paraneters,
the int ensi(ﬁlggbf‘"‘wfﬂ'%ﬁ tbﬁaﬁ‘@ﬁﬁg?fétﬁdfpﬁﬁroﬁb‘&n@[ﬁgagﬁ'&é{?l? @H‘?é‘ﬁ'éf;es Verity of
t he di abet iugefsltialc@mbatihg differpudscabéondiods, WheRMHULID D wRFiRe Bng Gaitiagfitl i n
preventi On"bBqu:Zl Iijn,g&gr‘, sl owi ng progression or reducing the risk of the
above menti iafj EBrairould Bngse ththentseatraaty andinl Perlyiadiarf hegiases such
as cardi ovasgdiliperiaS 835&8holdsteknidl hOpdrRAGHET ABLDsclAbMETPRECEOShS:

di abetic retinopathy, diabetic neur ogat hP/ and renal 5 disease including
di abetic n&p¥HBpEeRjosisgiabasesiind ABpnetiher rglated copditialsar scl erosi's, nephrotic

syndr one, hyperfrﬁ&?dn\/%luﬁkﬁﬁﬂrgé}%&{l%r%:laz(rl])aa{wu&ﬂﬁtéﬁr@%t 5%?&{]%@{&%?%?51 ke

m croal bum nuria and bum nuria, wh may be result yper gl ycem a or

hyper i A8ul idaelaping atherosclerosis, which leads to diseases and conditions such as

artereosclerotic  cardiovascular = diseases, stroke, coronary 4 heart diseases,
cerebrov_ascular diseases, peripheral vessel diseases and related disorders. '

These compounds of general formula (I) are useful for the treatment and/or

prophylaxis of metabolic disorders loosely defined as Syndrome X. The characteristic

- 25 features of Syndrome X include initial insulin resistance followed by hyperinsulinemia,

dyslipidemia and impaired glucose tolerance. The glucose intolerance can lead to non-

insulin dependent diabetes mellitus (NIDDM, Type 2 diabetes), which is characterized

by hyperglycemia, which if not controlled may lead to diabetic complicatiohs or

metabolic disorders caused by insulin resistance. Diabetes is no longer considered to be

30  associated only with glucose metab‘olism, but it affects anatomical and physiological

param_eters,' the intensity of which vary dependirig upon stages/duration and severity of
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The conpounds of the present invention can be useful as al dose reductase
10 inhibitors; for inproving cognitive functions in denentia, and in the
t r eat nentwandi2amopoophyl axi s of di sorders such as psori ®sraN200by0sssst i C
ovari an syndrone (PCOS), cancer, osteoporosis, |eptin resistance,

i nflammati on and i nflamuatory bowel diseases, wound heal i ng, xanthoma,
pancreatitis, nyotonic dystrophy, endothelial cell dysfunction and

hyper i pi dethit @liabdtic BéateK BRI &indd HIE tth\IENﬁh&\lare also usdtilghepreldation,

chol est er ol aitevel s.in the plasm | cr.ea El‘gl ov%@cul ar risk and reductl_on
in the | evelPdMforSI9ViRg ATO8 G B Pirisk o hparitsed psefde@m age
(PNAS, 200%Ionk0&ith %Bé Gesdthb) secbAdAr @B%e@guclhqas eh1lo0sBhP ik [leasn® i s
through the action of LDL receptors in the |iver and LDL receptors are cell
surface 20T§Ii9wRhisst etheroselpresishiligbeticoretisprihpodiabetisi reusTRty(2doB280) on LDL
particl s wiitdischiingi i idbibkitc HphriRAAt AohbfioheBREQC Kid ournal of
Bi ol ogi cal Cllr?eshc‘l sltry §2 009, C284ghr105 %0570)0 e@f ec% |n%rMh§Ip§&?rg§lg

chol est er ol neghretig émsiéorafndlyet@ylawe@emlewlegbsefansl end ngage Denal [dideesss. ditel  t hat
result from, 0 m ik al c st e uch

it at | ons. oy S PR clR ARG T, MECE PERSbEOhEH R

apol i poprotle'perulérNatlmre Structural and Mol ecul ar Bi ol ogy, 2007, 14, 413-
419). Recently, ts t the tein
convertase subt |T:ﬂ|ys?)n/p 8&%5%6 tné %re%gr{t .ﬁ{éﬁug,ﬁ%a}’e nls‘g’r)lff‘ell 3Irdesené¥l 8?lse"the
gene") Wer anliibwms fommwpwegeogmta/etfhmaudna:inakmemﬁa mudattmn&amomd&tred with

aut osomal dom.n hol est erol em a sco i.ol ogy and
functions df o‘%hIX|a§'SSOB% IS%r erssﬂcéeaﬁepsogaséﬁ’ &’8@%%‘8 ?Vﬁ“a'?et%'i‘ rgm%‘(rfp ﬁlétgbre
Genetics, 2863y, Bkopdibds, 1phin rdiseimds inflanBhatiohend hllbmBALENBESe! dRR3s, 33,
426-434 etc. . gexerlal ni ssense nutations (S127R, D129G ~ F216l,  D374H,
D374Y) are "S¥88cPERBE \WANFORGHhABHEMEST JPEIUHF 2 d%aPhY o fadathedal  cell

at her oscl er@sfufictiod ahd pYpriRaEemi2008, 49, 1333-1343). Loss-of-function

mut at i ons (R46L L253F, A433T]) Iead to el evated receptor abundance,

enhanci ng BACKEROIND Q THE INY Nrol fromthe circulation and reducing

car di ovascul ar HI% r (NS EHoResiRfd] U@Jeurlﬂlth@ﬂdsnh\é)in%ﬁéuéeaéarﬁb@sa% riskOd. 14,
413-419) tail ed nol ecul ar nechani snms expl ai ning the associ ation

of LDLR and64“ﬁ%0fb51rtb? @dF'érof S5t yordd desteasafy DL tkRd e geraepartilo perrentaget  very
cl ear (DrugphRWS2d06r 501939546V¢§17) 2998ance bt LBR 18R ol ﬁ%%ﬁla% th'r&%h bition of

LDLR recycling, nunmper of LDL receptors on the cell surface are decreased
and this i ks @gtitss of| ldRkrarecqpiors dpethg fivoremd bDborecaigers a84¢elosufice

Var i 0u)papRiRBHERH ftﬁ’e{tbllrﬂi%l% biiddehokdih B1 5 t e Al

reported, :%];1)? ﬁgl nS gene si | ncdla g(])égy SWR{\lkb owOZ%lt]?g%néa%d% \gghnﬁl Feotl des,
mAb di sr uptaffngtymld T}D‘F(b@télﬂilﬂ"pfﬁ@D@ﬂN upteke r((eimiaboé Baelopiyal getpmiistes 2004,1 t he
above- ment Lgnes3s NBSAA! BRrLAYS éﬂﬁ%h&@ YE0! BaBlcc Rl &ho'te%sL%l‘s)'of"‘h' ch may
be effective therapy f r trea erc erol'ema fer cal
Journal , 2008madldDL 5tlHeledetpl PHAS, re2ﬁlﬂ8frox’i105thelljﬁﬂ15adn];92ﬁuseJofarmlwl of Lipid

Research 163- 787 2009, However, very
little sucf%ﬁgg rCIWféStef)oelee'hlarglf)dgr'Pea 9N /S iﬂehtéogd“%ﬁ%ﬁ'fﬂ‘?" Em‘ JEERBY PBS 15 gene
by using snaér innapbbpapresin-ES@eftuensttlctunm | g Wigledudti Biology S2d0ers 14t $1.30bvi ous
clinical aqg qﬁ %Bgv ut i ¢ benefllt1 over th ot her \%Epr oaches as di scussed
above. ePei i ¢ I BLANNSy ¥|thig yegriain éy(PG’f | BRPRUGIE SHERERSE 0 i nhi bi t
this parti cubtaising@see Isﬁt:hl 5 WHet subtypt Uidhe sheadishfich iRl &g~ )pveni fRad ap '
alternate benefl CI al &ﬁckﬁf or treating patients in need of such

t herapy. 26 fesionF asSORREN TG autosomal, dosean ant

obj ect of mgz@rmesefmema\(ﬁmhonhd &S&Qer@r vl aﬂﬁVﬁhctﬁiA?%ﬂmyts@.ﬁtyB&l m no.
derivatives represented t he .general fornu their tautoneric forns,

their sPer &8s EﬂTﬂ}S%”SS‘Tdné'? rdeBH%r‘HaTﬁetHﬁel Eignetis, a%@gp@ébllé“dé@t $rengds, dn .

phar maceut ipihekRAPSEAEONDOS,0TH ADHIADY efch T GhY Pnfk%érrse %aistwnﬁ? H’/Rr eof 25In
an enbodi nent of the present invention is provid g(ﬂocess

prepar at i oPlé?G’ng%qLasQ%&H t DB & Jorieniasseciaed i with |hyesrc gbtarpleinia decil vatl ves
repr esent ed; r ), e [ r eir

st er eoi sorrgreg%l ttﬁéhgt}%?%egﬁlﬁgc uItEFH(g I](és az((:)gée {@abﬁe sgﬁrﬁf E?JS%frﬁ?mn%'ﬂ

enbodi ment "@fatlphﬁe(fb‘}(éselr%ﬂ?,nﬁé}ﬂ]") dnad Y plpmmdd@demhaabmdm; eatlan@ie

conposi tions containing conpounds of the general formula . (I), their
tautomeric forms, their stereoisomers,” their pharnmaceutically acceptable
salts, or their mixtures in conbination with suitable carriers, solvents,
di luents and other nmedia normally enployed in preparing such conpositions.
In a further embodi ment of the present invention is provided process for
treatment of diseases such as dyslipidem a, hyperlipidema etc. by

pr OVI d| ng ther apeut i cal I y effectl ve armunt of the corrpounds of for mul a (I)

. T o I .



Accordingly, the present invention relates to conpounds of the general
formula 10 W their tautoneric forns, their stereoisoners, their
phar maceWwpeal2opo2Rbcept abl e salts, and pharmaceuti cal cE&CHAIN2ALIL/OV888

cont ai ni ng them wherein "A" represents an optionally substituted
single or fused group selected fromaryl, 15heterocyclyl or cycl oal kyl
gr oups; In a preferred enbodinment, "A is selected fromoptionally

substi t ut ectlaranke of Libdt erotasiecd] yirong o pisqulation and réducmgfaardibvascyparedskr r ed

enbodi nent, .t he ar ro bg. sel fr bstituted or

unsubst i t ut ﬁaﬁeoﬂﬁ%b’(t,%ia &jg/{pg%?’/l@g/%(}?o@yg{oﬁ&ﬁi’ éﬁg%l?zps; 20ln a still further
preferred enbodiDeeiied nideuRr ylechHn@s dxpladiingOfhit | a9sv@latiyn 90NN whdcthephenyl
group. . .1 p an enbodi nent, n'A represents a heterocyclyl group,
the heter OCR?EWE‘T gHBIYpe Rale @@dskﬁﬂgt g?gr‘fqaﬂ?ﬁpé? fgf €'t °Pel?r§e(5)“|'ﬁ)ﬁ\l’f,wsbi or-
tricyclisc arepypBdtives, 2008)QN- B30}, iBecAisOUPRniBRIBA AF NDNY r@%@ liRg, nRbEr dTet er o
atons selected fromO, Nor S; 25 In a preferred enbodi nent, the

het er ocycl YiDlgresenionng) threcedleugfa¢ecate fecseasss) #iddls inqremsesriyjasmat Pl levelsy r r ol y1 |

oxazol yl, tdNagohonb, 10658¥4Biad9).y! , inmidazolyl, isoxazolyl, oxadiazolyl,
thi adi azolyl, triazolyl, tetrazolyl, benzofuranyl, benzothienyl, indolinyl,
i ndol yl , azai nddfagipus gppagagirs| fonynhibigpg abis pamipulpnsubitypg| geng 2ae uéneedl i nyl |

pyri dof ura PV o I Rinan &g dy ] ' LNy . m.di nyl,
Yt azol y1 - hckdrB epHOHRGRE by LRGSRkl bieol AL AL Rl

benzot r i0az airgtein-ppéitinaintgragtions, ombip peptides; dilinthk  abprermentloned ardtegied hdve

phenot hi azi Xazi pyl X y i |, hi.azepi nyl ,
oxazol i di ny XJVI’E A%@&%@f%@; dﬁ?ﬁ%@o Ei?ltl)pr{lua nge,e%gflgﬁg}a?té%ﬁ)énf?r Eﬁeﬁ@%r of ur an,
di hydr ot hi dwptreholésendapinr @mychgmivein Joopnat, 22908y419, SBeHg4a N8 2608r a0y | ,

benzodi hydr j , razol.opyeim do y4 j nazal L.n ,

t hi enopyri nliqgggﬁgwbq{?g ﬁlgg%ﬁoﬂbﬁ@l [,Eesfﬁ/r?tll’ %&%ﬁl?ﬂ ?&Eveﬁﬁzgﬁé% %@9: 1%6er?§%)q{azi nonyl ,
benzot hi azigsg$), Hobevez otehy Halersacuehs, hdsthean@ppiqdenitdingytb istiibit tie subiype;

"Y' represents, either band .or _substituted or .unsubstityted |jnear or

br ancheld ( CENCES WiiR mall molecus®h U g1l I gRolGRuls hibHers hes i shy s sl ed by

' - U( CH2) m ' andhiRdrepetid) beidit @Bentife OtherSGshréhchdSRek, disélissedeBoRs.eMeS hdreiheger s
from2 to 4, .'0" represents inte ,e‘;i frsgm Oto %’%Q'd R4 represents H,
subst i t ut ediSIOSuAEHYRFL Mekenlps WRiSh have HpuminBhibitchis Pagies s g |in in- 'z

represents vifo QRHie® Al | HerS RS tpkdvided danS hikGhRe Pendeme hpploRdP f&elefingd from
aryl, heterocyclyl or cycl oal kyl groups; In a preferred enbodi nent,

'Z' is sel SetEE ihngsd S stshdhdrYy substituted aryl or heterocyclyl groups;

151'n a Hour tHEFERRED 'EMAODTRAN TS OF THRINVENTIONOUP My be sel ected from
substituted or unsubstituted nonocyclic or bicyclic aromatic groups;
An important object of the present invention is to provide novel substituted

oximino derivatives represented by the general formula (I), their tautomeric forms, their
stereoisomers, their pharmaceutically acceptable salts, and pharmaceutical
compositions containing them or their mixtures thereof.

25 In an embodiment of the present invention is provided a process for the
preparation of novel substituted oximino derivatives and their derivatives represented
by the ge-neral formula (I), their tautomeric forms, their stereoisomers, their
pharmaceutically acceptable salts.

In a further embodiment of the present invention is provided pharmaceutical

30  compositions containing compounds of the general formula (I), their tautomeric forms,
their’stereoisomeré, their pharmaceutically acceptable salts,‘or théir mixtures in
combination with suitable carriers, solvents, diluents and other media normally

employed in preparing such compositions.



In a still further preferred enbodi nent, the aryl group is an optionally
substituted phenyl group. When 'Z' represents a heterocyclyl
group, theohetxworyclyl group may be 20sel ected from si rgiranoni/Hussgd nono
or bi cyclic aromatic groups containing one or nore hetero atons sel ected
fromO, Nor S In a still preferred enbodi nent, when 'Z' represents
het eroaromati c group, the heteroaromatic group may be selected from

pyr iddyl i Ithi enylin of lﬂfrtl;hhr, emsgdimhm: ofl ﬂvéa%r@},eél{ ,imtefilii(thQﬂ )zﬂo,vide&q?r&ieészﬁdrw ,

i mdazol yl, isoxazolyl, oxadiazolyl, thiadiazolyl, triazo , 25
tetrazol yl ,"BERPbs Ar dhgrses bﬁ@ﬁ_kcﬂshfiéﬂﬁwldﬁmmdwﬁeﬂwéemmﬁyB” o Rgol yl,
azai ndol i NytheraMi@AQ! @EYdiVET Bhbtl, oRZAGULARFRhENYIE, fdulad qhUrRNMeir

pyri dot hi enyl, thienopyrim dyl qU|noLLnéI, pyrim di nyl, pyrazolyl,

qui nazol i nyihamspeytialiy ageptable saliy prieir sulighlgipharmagaial cOBBeRIRNE| azol v ,

pht hal azyni |, napbLfiwkiadi Biée entbelinfiils arc®EQA2Q iV detaiRRERRLRLAZI Nyl ,
phenoxazi nyl, benzoxazol yl, benzothiazolyl groups.’'X represents either a

bond, or 3MEBAIIFED DHSERIETIONON THEINWIONBIONR4; wherein R4 i's as defined
earlier; W e J I i i or

br anched (G - Osf PN RSB AR Bhid Bt AR St Shheld REALIY
hydrogen, dptionally substituted, (C -C6)al kyl, (C3-C6)cycloalkyl,

al koxyal kyl , hydroxyal kyl , am noal kyl, aryl, heterocyclyl, aralkyl,

het er ocycl yl al kyl groups; R2 represents hydrogen, or the groups sel ected
from (Cl1-C6)al kyl, aryl, 5heterocycl ar gl kyl ,- heterocyclyl al kyl,

(G - C6) al koxy, hydroxyal kyl¥ t.NiO ) alvKy'N; Y, am noal kyl,

al kyl am no, each .of which nmay” bel o nal |y Substi tait ed;

Alternatively RL and R2 wher evert ssiry,e, together may form4 to 7
menbered saturated or partially saturated ring containing fromO0-2
addi ti oifal heteroatons sel ected fr@mthe group consisting of N, 0, and
S(0)0; 10R3 at each occurrence independently represents hydrogen, hal ogen,
(C1- C3) al Kiyir taptgmericfarms)thgikspereoisanper ey phgsmaceyticaly weertablapaly andsy| f enyl
derivatiVves,hasicE RNl colBbliddHs c¥Rining henERh&SENt S i ntegers from 0-3; Wen A
R, R2, R3 or R4 are substituted, t%e substituents at each occurrence 15
may be i-ndependéft lepresastscmtoptionatly prbistiatadysinsle asiesed Brpup seledigdofrom aiyt.r o,

am no, @ya , i.f.uted or unsubstituted groups selected from
anidinJ? apﬁ$ﬁ%9ﬂ2¥%§V§§?§“%§%h%|oa|ky|, al koxy, hal oal koxy, perhal oal koxy,
al kenyl , al kynylln apydtroal daytlodinagpnt |°daliketagted fhing pplianalik yubstituiedyeacyloml kenyl |
al koxy, al al koxy, aryl, aryloxy, aral kyl, aral koxy,
heterocylyh§%ﬁ§¥g¥§%§%$ylaIkyI,'heterocycloxy, 20 heterocycl yl al koxy,

het er ocycl yl al kdnxyabyther pefdrredaaybodiggnt.atyl api gomup Mmoo dabsddctedt fainor

di substituted am no, arylamno, aral kyl.anj.no, carboxylic acid and its
derivativeéugﬂﬁﬂ&gg‘@%F§W§w$H@h%ﬁF@€%¥“%§L%8ﬁ9?%%$ﬁ > hydr oxyal kyl ,

am noalXoyl , al koxysalkdly| furtiieryprofestad keyd bodimieat, ks yak K gtoupaiskyl tdptienally hi oal kyl ,
cycloalkylth%g a.%thio, het er ocycl yl t hi o, al kyl sul finyl, _

cycl oal kyl st ‘FWV{,e W8 finyl, heterocyclylsul finyl;

2|5E| lkyl IS ]chI folnyl ;:cy@bma(:)dimflﬁyw}vmlng’ ,ré\{ryéeﬁt_glafmhyéciyb@lt ]grfoﬁp‘,%'tﬁé yisiatycony! ,

al kyl sul f onyl anmi no, cycl oa sul f onyl am i no, aryl sul f anyl am no,

het er ocycl WI¥R PBhYF SAFHE! %’I“k?‘i‘%% PF S#e5f GBapo. BleN BIgh s Apmpln gl By,

aryl sul f onyak@¥dfic groups containing one or more hetero atoms selected from O, N or S;

hetero%yclylsulfony oxy, al koxycar bonyl am no, aryl oxycar bonyl am no,
B In a” preferred embodiment, the heterocyclyl group” may be selected from

pyridyl, thienyl, furyl, pyrrolyl, oxazolyl, thiazolyl, isothiazolyl, imidazolyl, isoxazolyl,
oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl, benzofuranyl, benzothienyl, indolinyl,
indolyl, azaindolyl, azaindolinyl, pyrazolopyrimidinyl, azaquinazolinyl, pyridofuranyl,
pyridothienyl, thienopyrimidyl, quinolinyl, pyrimidinyl, pyrazolyl, quinazolinyl,
30  pyridazinyl, triazinyl, benzimidazolyl, benzotriazolyl, phthalazynil, naphthylidinyl,

purinyl, carbazolyl, phenothiaziriyl, phenoxazinyl, benzoxazolyl, benzothiazolyl,

4



ar al kyl oxycar bonyl am no, am i nocar bonyl am i no, al kyl am nocar bonyl am no,

30al koxyam no, hydroxyl am no, sulfinyl derivatives, sulfonyl derivatives,
sul f oni c WOI2d12490220t s deri vati ves. When t he subst PCTAN2E1/609888 R,

R2, R3 or R4 are further substituted, the substituents nay be selected from
one or nore groups descri bed above. The various groups, radicals and
substituents used anywhere in the specification are described in the

f ol | owi ng pbma@habhswmﬁdmahﬂﬁm@ﬁénﬂpd@?@Dwémh@wbémvwenwamh@b@ﬁd@p@

radi cal s d%ﬁgdm)qgaﬁpove I¥%)S,§:%r\l;r§/§lecte(;ilzopIy gbégthe n%ﬁ gd%ﬁﬁgﬁéused

ei ther al one or i cOnbln h ot enote ar or
branched r&ﬂnzxﬂlhy&mﬂﬂmym r;g/raznkapymnslmxylpaazlaqmsazohed>}é,ctﬁhmbnbp;onmﬂmtyhyl ,

ethyl, n-pro o- pr but tert-butyl, anmyl, t-anyl,

n- pentyl , Eéfﬁlonyan ptyﬁ'gy %9"%@ Eﬂézoka(g gnyl%‘exzé’?‘%%onﬁlsedtbé'ilzfoﬂ'ég’ﬁ'f’one or in
conbi natsi orbemdﬂhazntdi\gr tHiadipikidinyl #nd tHlikeel ect ed from a radi cal cont ai ni ng
o oo o e SR EAPOR!  ledlPY CBheh e Pt ™1
3- hexeny! , (él b@a&guke@@galka@l Eio'ﬁ@s ortth@gro aémﬁaééem@ar@umq b,ydaﬁer@lihenes and

trienes of straight and branched chains; the " écloalk or "alicyclic"
group used CrPREFISPoME)e NRan i JRRIETFAISIFRESH oM Stindy 015%&&%&!%@«%6%5

sel ected f iR 8 (&Y Ghl R, Mtesedls I@%Bﬁltﬁlbcﬂgr LRLESinl& ﬁﬁé&r 6AbRARAR (
preferably c%clopropyl cycl obutyl, cycl opentyl, cyclohexyl and t e Ilke

the "cyld odls il " group used either alone or in combination with other

radi cal s, are prgf; @é/r@i@\bé aﬁ%hﬁ@rfaﬁgs&l{s eﬁxéﬁ%@%rrg]@@@é{og{}%?lg&éa ﬁ’&HEﬁrﬂyl '

2- cylobutenyl 1- opent cycl openten opent enyl’,
1- cyclohexéﬁthybeyGYGh@kéﬁymps203 cycl ohexenyl and the like; The terns

LD cyct oal kenyl i, IGARS TPl ANA 9° (CURLARENY b BBV fRadd aget her

the "al koxy" grou one or 1n co radlcals,
i s sel ect edeferaoyelgravoyps; contalnlng an al kyl radlcal as defined above,

attach di rect t at o re preferabl Qu | ected from
el% kry Puét%er 8r Q embomime[r? ﬁle r?g'l groug 1¥1a}9 &:?ec?e% Fr

met hoxy,” et hoxy, y, 1So-p butoxy, 0'go-butoxy,
pentyloxy.smmmymmxyunamdnnhénkmk@mh¢hdn)cy@momMMDgy sgroup used either

oLone o i SO BoKP TS SRR AL CE B OB
substituted phenyl group. _

When ‘Z’ represents a heterocyclyl group, the heterocyclyl group may be

20 selected from single or fused mono or bi cyclic aromatic groups containing one or more
hetero atoms selected from O, N or S;

In a still preferred embodiment, when ;‘Z’ represents heteroaromatic group, the
heteroaromatic group may be selected from pyridyl, thienyl, furyl, pyrrolyl, oxazolyl,
thiazolyl, isothiazolyl, imidazolyl, isoxazolyl, oxadiazolyl, thiadiazolyl, | triazolyl,

25  tetrazolyl, benzofuranyl, benzothienyl, indolinyl, indolyl, azaindolyl, azaindolinyl,
pyrazolopyrimidinyl, azaquinazolinyl, pyridofuranyl, pyridothienyl, thienopyrimidyl,
quinolinyl, pyrimidinyl, pyrazolyl, quinazc)linjl, pyridazinyl, triazinyl, benzimidazolyl,
benzotriazolyl, phthalazynil, naphthylidinyl, purinyl, carbazolyl, phenothiazinyl,
phenoxazinyl, benzoxazolyl, benzothiazolyl groups.°X’ represents either a bond, or

30  may be selected from O, S(O), or NRy; wherein Ry is as defined earlier; '

‘W’ represents substituted or unsubstituted linear or branched (Cy-Cg)alkyl, (Cs-
Ce)alkenyl groups;



cycl opropyl oxy, cycl obutyl xoy, cycl opentyl oxy, cycl ohexyloxy and the |ike;
The 30terns "bicycl oal kyl oxy" nmeans nore than one cycl oal |l cyl groups fused
t oget her ;wWORe12/@Renoxy" group used either alone or in ®OFRANELNEAESSM t h
other radicals, is selected fromgroups containing an al kenyl radical, as
defined above, attached to an oxygen atom nore preferably selected from
Vi nyl oxy, aIIonxy, but enoxy, pentenoxy, hexenoxy, and the I|ike; t he

"hal oal kyl " growp rd:;seseals egzdregbnt pptinnakhy aibktytbted,e(d],@]alkymcdég)bymueyb,ove,

sui tably sul stl t e or ens S, per haI nor e
oret orabi v at5erkoRel e R R SR B SRR bt R P
trifl uorormgbmﬂs,, fl uor oet hyI difluoroethyl, trifluoroethyl, nono or

su

ponhan stituted methyl, 5ethy| propyl , pentyl or hex groups;
t he "hal oal koxy® 2gf‘38[?6€‘it55¥‘§@1°§"& eff o STt 15 F@X h%‘i"ﬁa (Gayfte)aligd, é@%{’l ned
above, o r agldrdcyalyl, @ﬁh@@' htetérciégcl?%bkgﬁfOC@CQHﬂ(oinﬁﬁirMﬁfk?f ahboc, 4t . sel ected
from f | uor omet hoxy; | or onmet | uor oet hoxy, chl oroet hoxy and the |ike;
the "aryl " ajtino, amwatkwbalkg\aww E%CQd’fé’htché‘?aYé’P@H@”GHy PUbsiésieni nati on with
other 10 radi caligmali%iS®| & ROWAGOE: Bos%llb'let @d%kﬁe%gmmq 1§ Y Shé&iBefRANt ai ni ng
one, two or three rings erein such rlng %z/ be attached together in a
pendant narfa@ratestorpassiale sqtyreted ringrperdaiping fromab? pdditienabjregarpaioms selestddect ed
from phenyl I dpo. i ndane, biphenyl, and the |ike;
the "aryl ox@qmg?%tgﬁﬁg%d&éégﬁﬁgr6a{m@£&)or in conbination wt h ot her

radi cal ¥ is 15%el gcead b¢qunvgzeou1dsp@dmtba reprRgerdh l”e(dlsogem alklegen, (s defined

b I d
Frrom phenoy e P RS & IR R AR, Rb(TE BIBLT s RERY] Yughatthy The” °

l'ike; the sulfetytdetwties]l” or “heterocyclic" group used either alone or in
conbi nati on with ot her ra selected fromsuitable aromatic or
non-aromatic radi cHEeSH %%Fﬁ 5‘?“& ?g one or nore hetero atoms sel ected from
0, Nor S. The nolitnak ORRR,CRY &R aleSsubBiutel; thadubkiab@hs atpach badutkgngat ur at ed
or unsa{ urat ed np adi cal s co&%)il ni ng one or nore

r cli
et or oat b gagiE e eSO PP e o ey eEPabl y

sel ect ed f rfgamyazirsubktifyied o;aﬁ@ﬁbsdtuwl gromérsélebteai froml amidiab ChalZW lieﬁﬂda'ﬂé&ll
pi peridinyl, piperazinyl, 2-oxopiperidinyl, 4-oxopiperidin

oxopi per aziRghaloakyby alkower R3iorNiPxy. nBFBRGRIKM | ke mfyRY | wgﬂloa"ql
oxonor phol i dyylbalk&@&EP bityloal12 288t lien &qxaam&diyl alkeRbaZ wikoxpxalzypl idinyl,
t hi azoli di nyl, di hydrothi ophene, di hydr Fyran di hy rof ur an, |hy rothlazo
le, benzopy@¥eh, Balybpyrakeryl , heistesyl hy Bsterpexchiglkyl, bdiekaeRYRPEY-ot hi eny! |
pyrazol gp yruef@r&g)ayiamoﬁ}z%@Md@;@pnhrke@alcyl 5&% LAY/ hépngmnalmorﬂgm%&honyl 30
pyri m donyl, behzoxazinyl, béenzoxazi nony benZzot hi azin
benzot hi azidichspbstitated ém@lomaryéamud@,n@rﬁlkylamwos erbpiyikie actdh@dallt&)ﬁmwa@msadl cal s,
may be sel i 4 o)
aromatic hgslgzi ée}fgscftgzt?':pc&?adﬁl e sca}cbgﬁ%lg?]ﬁllronfh%rg L amlpb%g{le%lgb%o > sel ected
from O, N aryl&xyatyl e maédosyadml,y taH@ltglooupibloaH(El sebybabigithioom goyithialy| |
thienyl, yl i azonI
i soxazol yI %&(dacﬂagl%? %ﬁkylts ﬁ %Llpalf(ﬂ%lﬁﬁﬁ%z afyyﬁUﬁPrpgt l(:r'iaiezm%' }ylsu!)fmﬁgof ur anyl
benzot I’ﬂSenyallkylsutfdeJll nyI cyclnaibj/lytilfonalzal ndetyydulfomz.ai nddieterqpb/clylsulfonyl
Py a2l ony oAt et "ob BAASE a - PRSI
pyri dazi nylhetetdcyazlsmlwnylabﬁnz|amy¢ka2f01h>y<bxy, cﬁclbﬂmﬂuﬂﬁ)hﬁa}m mkylsm%hﬂakﬁzyni |,
napht hyl i di P/I ﬁ | car bazoll}%/ ?{)hen th| azi nyl , heno azinyl,
benzoxazol erdsy %8? "ér%?'yl and R REedhpElaming, o o1 o4 Ox'yﬁ“é yk@%)/E‘?’oxy",

"het er ocyl )éhﬂlbk@&yyarb@fyﬁnﬁ@(b ect edmfnoedrb&iytdniid, e hedirylagietarbonylamino,

het er ocyl yl respecti as .defined above, attgched to an
oxygen r‘f’ﬂ‘oi mlg(hj] Bﬁ’é amigp, oﬁ.‘l'é‘e '\.YZQ%F‘Vé‘PY‘P'?eF“qépﬂrfg“éﬁ‘i‘“"ief'\ S(:‘ AHF ASitli on wi th

ot her radi caaa&sdérﬁ,aﬁ\@sect ed froma radical containing one to ei ght carbons,
nore preferably sel ected fromforrry acetyl, Fgeo ano but anoyl ,

i so- but anoyl , pd¥heBrBy subsigienEotn A. HuptRan&ylor ?fio@‘ft nfd‘bﬁtﬁéte@l €, which

nmay be s Ub%ﬁlbstheﬁtq may be selected from one or more groups described above.



the "acyl oxy" group used either alone or in conbination with other
radicals, is 15 selected froma suitable acyl group, as defined above,

di rect | y WOawm200 an oxygen atom nore preferably su®RTENHUPB0&SS

sel ected from acetyl oxy, propionyl oxy, butanoyl oxy, iso-butanoyl oxy,
benzoyl oxy and the like; the "acylam no" group used either alone or in
conmbi nation with other radicals, -is selected froma suitable acyl group as
defi ned earlheesariogst gragse crdicalsaand substignentsdisehhnywhe® wothe spacdicatierbry such -
groups are g%gr h 2 HE CONH, C3H7CONH C4HO CONH, C6H5CONH
and the Ilé&rﬁg& %thfO%%g@ Pt uted; the "nono-substituted am no" group
used eit herlnalfotter prrefelrrretdaarmbb)rl1m:eunt|tlmengrtzmlctsJ‘nradntchlle;-|cles«zatzieid(m,b‘ss?1 maehsy efertis an

am no groug substituted with one group selected from (Cl- C6)al kyl,
substitute 3Tkyl aryl, substituted aryl or arylal kyl groups as defi ned
25 earl iser - nie ealpylefgﬁfuphnlse)d ameﬁm@femumscmtﬁnamh eGthethet raalﬁaargeaéhys{eam ne,

et hyl am ne, npropyl am ne, n-pentylam ne the |i t he
“di substitut e'df‘eéﬁgrf)hg“ang?edlfﬁd‘ﬁ nE@figePne, [ooH% @Ot 58'8?1"5‘? Rl Bﬁﬂ\)ﬂet h ot her
radicals, repg eﬁ‘-bﬁ)p?-ﬂzs@fﬁr LO-BUdH, seSHRBA,I brtbeg], Wiyl raWg1, AshnBRl A that may
be sane or di f?%r ent sel ect from ;(Cl )aI kyleg substi t ut eﬁsyal kyl, aryl,
substituted absylagdthefkeiaryl al kyl groups, as defined above, nore
preferably _thge g‘amum’ %Fcﬁl sgkeeirg aﬁdnemrdhre%h{bydaam Rth &ﬁérheéhfembyil am no,

di et hyl am no, %g Ip am no and t l'ike; the "arylami no" used either
alone o0 in c®¥ teﬁétombﬁrWCPhw@f%ﬁ*g fr@mltwr%s'x ﬁ@b@@s@ﬁt@rafﬁrahmrowoup, as
def i ned abovegeidoiclHith LifyIOHGN, ABHER1 NAMIGE13-fdnkGylY 8! 1DRBEheerdf, O ¢ he
ni trogen atome mor e prelfgérglg}h thglgl rou ag/ar elg ge(lﬂ}e/ct ggﬂ?rfyo,m B% er?;;/' am no,
napht hyl am no2-hegenglt Byexenl, |4rhwer91hdndc the lllkﬁ,ktée “allsenyt’ogroup cludesadibesny| " gr oup
used either i ] ion with other radicals such as

al kyl descrlgéegrm%{es&Q?azﬁ'hpgeﬁdg@a@gﬁdhﬁggr bonyl", denotes a 5. carbonyl
radi cal (- c=0h} “substkyt’uorddlionctiti’ gxmpalsmyd:ltheadpwtbr mie@nlmnzb@d vatbmtlwsuch as

acyl or, aI kan t he oxylic .acid' gro gne in corrbi nation
W ih oter radtidrn gsiRl AN el int it Bl %l defles o

carboxylic acprdfemblyrcyabpmylec;&lcmndl amlchmtyl Zb@tlhl&xymlﬁelﬁe hl@l;oup used al one
or in conbin

, i Q radj c denot es i.ncl udes
ohr boxy 1 o -acht Selaliipfls @E0urBrd EfErapSR | ombin Miffultag Tadealy o
sel ected fr omralﬂfeﬁégaegxr bﬂﬂ‘yéd, fidhcC bycﬂ@rcﬁ&hm)ﬂy@ardamauﬂ 2edyhmqyaﬁja1r henyl , and
the like, which optjo tltut | ox roup such
as phenoxycar‘%%’? C‘P(gpit' Q}E‘&?bﬁﬂ’ﬁ pe%\tﬁ 't héy‘I %lll?ée me ?%ﬁy%éﬁgtl onal |l y
be 15 5Bubst | 3-tycRshexdtlyR aKOXC Ak OMhY | te@sOthikcys lbalkeS” RRARY hidiey Baf kapy |
phenet hyl oxycar bonyl , "napt hyl met hoxycar bonyl, and the |ike, which may
optionally be°y§|96§‘f"i‘3tlﬁf°é‘85 f“ﬁ?éittég%léﬁ’yl oxycar bonyl het er oar al koxycar bonyl ,
wherein the hgt e‘ﬁﬂl@ii)b"%xﬁﬁ&l&@ed élﬁleaﬁloqgfoi‘ 1R GoRBRAYGon With Cdihdranddiens i gnal 1y be
substituted; heteraocyclyl oxycarbonyl, where the heterocyclic group, as
defined earl |Sékctemomﬁr0%ﬁava@wguaaﬁ&vl radisal, asdebingd abowey attached diggeflie” gr oup
used al one oryi gy 6QRBY AR, cmor‘é‘ ﬁr@feﬁﬁlp%roﬁpﬁds'efé@!eé frdn® EEREY! Sthély,
am nocar bonyl radi ¢al (H2N-C=0), whefein the amno group is m)no- “or
di - subs¥i t ut eORAXY LIRS OIPPPXN: ut@@xy,rfdw@xwleé -butaky, penthlexyheudexsaped el ect ed
from net hyl alm de, dinet hyI am de, ethyl am de, diethyl am de, and the
| i ke; 25the "ani nocarbonyl" group used either alone or in conbination with
ot her radi caltbs “emslpathexgedrowt wdd titlemelane bm'maambim@ﬂ With aﬂmei rdcalsbeony
lal kyl ", "nal 0 rylam rbon kyl am
i nocar bony! " Jé){cﬁg?]f}o ﬁl_%ga%ﬂélljﬁcar{ C%)léﬁa@ r%ytﬁ{ge e %QVeR ca ons more pre%rgbly
"N-al kyl - N- h),cdr:_bpl;oayrhompca/clbbmwkéy, @mpénwlm%yyﬂbmgm@yymmm: goayl al kyl "
each OfBOt hemttc)rer'\tlwn%ic())fgl%zlilfgﬂg‘)lql”ymesa%sb r%%rlettl%lan one cyc}?oalkyl groups fused together;
- the “alkenoxy” group used either alone or in combination with other radicals, is
selected from groups containing an alkenyl radical, as defined above, attached to an
oxygen atom, more preferably selected from vinyloxy, allyloxy, butenoxy,

pentenoxy, hexenoxy, and the like;



30 ternms "N al kyl am nocabonyl™ and "N, N-di al kyl am nocar bonyl " denot es

am nocar bonyl radicals, as defined above, which have been substituted with

one al kylwpadi2¢@b22and with two al kyl radicals, respecti PETJN20PE/EG088% ed are

"l ower al kyl am nocar bonyl™ having | ower al kyl radicals as described above

attached to am nocar bonyl radical. The terns "N aryl am nocarbonyl" and
“N-al kyl - aryl am nocarbonyl " denote am ocarbonyl radicals substituted,

respect i veI y, thov“baoatind” amoyp is sediicted|fromben ekl radirall 2s datiredplovar gitablydi cal .

The term "am 2 |, I S t with

am nocar bonyl J&B& tgglmsl . %"ﬁykr gézlhylgg‘%ﬁy%&xgarso%%aﬁ%e%l elljlltgfte F'tegﬁr%ﬁye or in

conbi nati on V\pdrmm(ﬁe-ﬂs)aﬂdi caict; a§ sfheedneathydd diflwmomaethyl kiyiflugromgthyl.as

defi ned above ted w (mor e h r achi , I

preferably tha'% é?eghdﬁsdgr“gmgtgp' f‘g‘c’iorf)&fé)y ro%yr?e’( (1,% Ségllrt%lxye ,

hydr oxypr opyIeth)hy;dbwt,)ﬁnt;tl,yﬁentyhy)dh@oyygemsyl hydroxyhexyl and the Iike; the

"am noal kyl " arQ al one.or in I nat h oth radi.cal s,
denot es 10 “an' %RIB*L‘i{S(OWHZ%m%l‘%tSVeﬁ?‘fg‘eﬁ‘eﬂ"tla leQ??W(?ﬁlel a5 gﬁﬁ a 4bO¥& “def i ned
above, which mytliaataamattot Wit afkyg@Uatdma SmereNreferidth GrouptDstectedt foin
am noal kyl . The term "al kyl am no" used herein, al one OB bl% conmbi nation with
ot her radi cal %uor%ﬁbt@scfa?fombw, fluarogthpxy, ghlorgeiprpanddhg, attached to an

anm no group, W@"ﬁ*}'l ﬂ@b’“zﬂ@mﬁﬁ@%ﬂoﬁ&h%, cifhef BloAS of R QomBidtisH wetbsihdrt ut ed

al kyl am no; 15t he " al koxyal k group used al one or_in conbination with
ot her r&di cal @dlcﬂéﬂéﬁ@%t%framk%wmﬁl?@Uﬁ‘a“%y?d‘@ﬂ CABANHBARS, Wt PlFféd to an
al kyl' group ag, wenﬁ.@s&mmgs nﬂ?rb@ aRz{cﬁf:@{o%&héf ih Q%e%aﬁ‘nt‘ﬁﬁnﬁ@%r% 3Rl ect ed
from met hoxynmethyl, ethox nmet hoxyet hyl , et hoxyet hyl and the i ke;
t he "al kyl t hi t‘y‘secér o9 Uy rablyt Hbc? giowise a@@r sei;CEérrtﬁtonat PheAyli naph8vher

radi cal s, t r eOr cyclic nonoval ent

substi t uent coﬁﬂgh n[ﬂ’ﬂ?flt gﬁ%@ bllgitegﬁp%ggkﬁgﬁned above, |inked through a

di val ent sul fthe “altydmvh&mupglsad feiteer ajerecorcio dombéhafiommwithhetherutafligalsaisom nore
preferaply the | t i

propyl thi o, ‘ch:leg{p? hh%% “IETE%/&?S‘ c%m%% % gﬁls"’lceé{tl rEét?%]rE‘E dg?{lléetrﬁg bgye ?ﬁ@%&%ﬁ!rﬁc&ly ion with

ot her radicals, an2&ygenabms rram: mhfcydblyggmums selested dfonn gbenabpvephthylbached to a

group of fornu resent s..hydrogen, al kyl or aryl group,

e.g. thionet h&?{rg}lyﬁﬁotnﬁmtth? I’T%'ﬁﬁi/nlyﬁ)gﬁhaggy eﬁlrlt(l onet hyl and the |ike, which may
be opt i-onal-l yths tilxsdrodydty&tor ‘m&erocﬁiltlcbgmulanhdmyhe&midne or gr @ubinssied wathone or in

conbi nation w h othe r.adi g,f30 i S %El ected froma suitable.

al koxycar bonyf! "dr Wbca Sad®d dT8PovERlS: fREREY o "SRRG &58&5, nor e
preferatl y rretdaw@g%ntbowham He@ro eloh@xyleacd aoml @G, S. amd dohardmdte; the
"arylthio" group used either alone or in conbinati og wi th other radicals,

denot es a conP3ficdls ARYAS satyptegy iR sayEisd I dnstieled mongk Bior WESdigh a

di val ent sul f 4gicalt 0bntai¥he2 02 b0 A2 ARGTADMD Qdid/ QO B8BBnikraNdnN Guldurfande val ence

bond fromthe sul fur atom nore preferably the groups may be selected from

phenyl t hi o, nYEEhy MO Prefedbpaligigstehatieit h%‘f'h‘i“ i‘zﬁﬂé‘ﬁé hPyrolihenyl t hi o,

and the like; 1&15&011&@}1“@@&}’/1 t;klb&azug}rlmﬂbx'dﬁlﬁglcﬁh}tlheﬁop@'pﬁ’)@ﬁdlﬁﬁl in

conbi nation wth ot adi cal s, denotes conprising an heterocycl yl

group a& def i oiodipgtssing, ||3fm>émlneﬁauzwgh an@mvaméht stiapPhalisih havi-ng a free

val ence bond ul o] bl r be

sel ected fron%g){am rlhgﬁn {l]iégm?fizg‘%alz ny’I t%ﬁ%ﬁ.&gyrtg%ie?g}yg ﬁ*ﬁ?oéml

i mi dazol i di nythtapplistinybi pieh)idchtlmyllﬂteh%o dlhptdlt@eyratz,l riytiydriferan.2 -di ihydrothiazole,

oxoplperldlny pXxo | t azi 0
oxopi per azi ny+ %Eépg/raﬁhﬁr ﬁénggé?}y%t ﬁ?ﬁ hHe ,ngmﬁ“o?'ﬁ’l | tbﬁe{éomwl’oglﬂenyi
2- oxonor phol i pydzohipgrimaeyi nymh“lm@zoﬂll(aftepltmyrllQplyrlm,ldomxlam yinatvilanyl,

t hi aze nyIth|o idin t hi azoli |t.hi.0 i h henet hi o,
di hydr gjpyr antwr@l&)d‘y ﬁyhenz ’ﬁrze’anﬁ/ hgénz OYPRORY ot elné)%%l 240§ en%gwg%mnslgnyl t hi o,

benzopyr anonythtehd pl,perldmyl and the like; the aromatic radicals, may be selected from suitable

benzodi hydr of sl{rltg e Xr }use mgr(taon ?g} tr}%gélf?:ta%netat}él h[epelr(g)cygl){crr 51%!«118 erltlalrrnngoo%l thio,
or more hetero atoms selected from O, N or S, more preferably the groups are -
selected from pyridyl, thienyl, furyl, pyrrolyl, oxazolyl, thiazolyl, isothiazolyl,

8



15 azaqui nazol i noyl t hi o, thienopyrim donylthio, quinazolonylthio,

pyri m donyl t hi o, benzoxazi nyl thi o, benzoxazi nonylthio, benzothiazinylthio,
benzot hi 24001993200, thi eno pi peridinylthio, pyridylthPCT/INHI1EAMENI O,
furylthio,.pyrrolylthio, oxazolylthio, thiazolylthio, isothiazolylthio,

i m dazol yl thi o, isoxazolylthio, oxadiazolylthio, thiadiazolylthio,
triazolylthio, tetrazolylthio, benzofuranylthio, benzothienylthio, 20

i ndol i nyl t hi oimidazdiyl, ydoixdwioty], cxadinredd) thiadkizalyl, trieapiyt détianglyt henzgfuranyl,

pyrazol opyri m di qui ol.in

pyri dot hi enyllfeﬁlf(gxle?)ﬂi érhdS? o r‘ﬁ‘."ﬂ aﬁa‘XAJ‘yh Araifidd "*‘9 #Fa%mh%/'{pf‘%‘ Whnyl t hi o,
pyrazol yl t hi ogzaguihazaizol, pyrldofuranyl pyrldothlenyl thlenopyrlmldyl quinolinyl,

inyl thio,pyridazinylthio, triazin ben aza

benzotri azol yﬂW‘r’i‘?‘S‘zylphPﬂé?Oé%yn‘W aﬁf’ “y?’natﬁ’ﬁ ‘?ﬁ}'?y ’dltﬁ%%fl ‘E‘)Hi bdnﬁ'ﬁr}'? K o,

car bazolsyl t hi b’bnz&ﬁﬁib@mopmmﬂﬁyﬂﬂl h&phmynpllnglnqmaaymy:hﬁbmawl bmmgdl yl thi o,
benzot hi azolylthio and the Iike: a{ t ﬁ E bonyl am no" group used al one
or in combi nakheBeraginyh Wﬂ’é‘tzo'?/hb?’l?& zolykanddhelikeq” f r om a sui t abl e

al koxycar banyfhe 95RQUR “Asedefdidige ah&é’r@cylﬂhlﬂ@ﬁﬁe@ré GeROe@Nréld @iiQBR, nore
pref erably met hoxycar bonyl am no, ethoxycarbonyl am ng, and SOLhe i ke;

t he” ani nocar b}@ﬂﬁ‘ijp@ﬁb’h&ete“%vwwl@hﬁ%e%ﬁ%ﬂﬂ%aﬁéefmed ‘above, attached to an
dlalkylanlno&@%ggg&hanlno groups used al on€ or in conbination w th other
radicals, is arbonyl ami no (- CONH2) 'group, attached to ami no(NH2),
al kyl anino -gr bapawt” g!iﬁaﬂl wopd eithenaloge elip crmbipatian widh gtheradicals.4s sejactedr oup i s
as defined abgy, et BlPRE Nieddy §8KPLI Nation
wi th ot her glca ghﬂ%gﬁgg%g% qmqué¥gkﬁ%ﬂ%ﬁ2 ra |%a% %/e e':'<';1‘#Il<ylarridino"
group repr es eforsylaacesil kyrbpanayli bethnoyhsisaibigaraybedntatrldiexatoyhdhpdnayd an
am di no group, the "alk ei ther alone or in conbination
w th ot her rabrwgﬁgvﬁérggggﬁkﬁﬁgngkgﬁ?tﬁﬁﬁg al koxy group as defined above,
attached to athea‘laéymygrgwm ustetiuenthhyajorwxyram mm‘fbn@ptlompwtlsemeteraﬂheks &l one or
in conbj natlon t.h. ot ica resent.s may be
optionally eldtfh?"éc? vﬁ{ﬁg { ug gsr gu%’sedsae O(‘é%t e l’?r%hgci%%sfgna escri bed
above; the ' swyfgemydtom,grrmra prreferzﬂiwfﬁmyl gideps \aat | sekstedusrenh akaplexpr in
conbination with 1 §1|ca Et y{Presents a b| q@t group, -SO or
R SO, where RPTOPgM ?lxyo 't’tf"aﬂﬁ’ XYy S BaRgIQRy SR APISY 20 3{7’ “het eroaryl ,
het er ocycl ¥l , the radifansied’ eg.‘rb@;ﬁusfeﬁmhérfwﬁre dtes ebmbdti@beite ,otHeheadusul fsonyl
group or "sul fones derlvat ves" used ejfher al one i n_conbination with
ot her radi cal %e? ectifd frpnh prete lFé‘FWBgr dlﬁé“‘?ﬁilelé }eé’lfltt'f“gﬁﬁ;lto T Epra L ?ai

divalentp 15 pagdi %@éfmﬁ@suchorgrou  Ske- selvhi@r efrdm: CH;@@Nd{efCﬂesd:(nmve Mor e
preferably, thegl\gg be selected from. "al kyl sul fonyl "
sui tabl e al kyFsth&&) ICSH9 HcedhC %h?rtdﬁb%@‘edé’mch@?fyé’ﬁéwm‘it%d at t ached to

a sul fonyl r afﬂl: @ﬁbno %@hu@§ aﬂﬁ{oh%¥&$lufs&f'éﬂher AbhybisHkéamthtionRyiaPathsul f onyl
and the like, "arylsulfonyl”™ wherein an aryl radical, as defined above, is

attached to araémlﬁ,cmwsenﬁcnnmmo gioeh substinn witeasd ok srisatedfiemtBe | i ke.
The term Con@ggl%/l' glﬁbs{liﬁ?erdaﬁwyl%[ E%@nﬁxbgtn@te@qml NSty itk PRrobs b¥effiedTOr €

t herapeutic agents to treat rapeuti c condition or “disorder described
i n the P esentarliirsubropaferablGaeth saekns aicstetegteil dememetbripméseghylamine, #-

co-admi ni st ra%&ﬂgﬁfne’éﬁﬁﬁﬁg@ﬂ?rrﬁg&"?‘h‘ﬁw@gm“% ik a substantial ly

si nul t aneous e capsu € having a fixed ratio of
active i ngr-ediheridisuhstitu'tqd amih¢’i ploep USQCEes@aﬂmeordap@mbe@tl«broMl@a@fheract| ve

| ngredi ent.. I dlcglglr%f)r(e)s%h s %r@un%dn])lﬁ)énl% ?lltu e(aq’vnﬁll WO T ?cﬂgaqg@%tslﬁﬁbé@aﬁx Of each

type of therapeu i’cagen manner . er ‘case, the
treatment regomdifferand delepﬂecb\fnode(ct)eﬁhaaeflk)d; a;lbsteﬁtbda«athl cafyl,t Mastdutﬁg agdndi nat i on

nt reaf ng tet]r?laﬁ(op grlohlgsogss RS negla%(%e Siore g%%&gﬂly ?he groups are selected from
dimethylamino, methylethylamino, diethylamino, phenylmethyl amino and the like;
- the “arylamino” used either alone or in combination with other radicals, represents.

an aryl group, as defined above, linked through amino having a free valence bond



The phrase "therapeutically effective" is intended to qualify the anmount of
active 30ingredients used in the treatnent of a disease or disorder. This
anount wW WP 2841196228 t he goal of reducing or elim nati ngPCRANZHIL/H00888&ease or
di sorder. The term "therapeutically acceptable” refers to those conpounds
(or salts, prodrugs, tautonmers, zwitterionic forms, etc.) which are
suitable for use in contact vmth the tissues of patients w thout undue
toxicity, ir rfranatheavitrogandtogl, mergpreferablypbngupsire selecehiser wherylamipe.h a

reasonabl e ben $ #ll/allhin%k -[@ét{.ﬁ’anﬁiﬂga@c{tﬁeﬁw ective for their intended use. As
’ o

used herein, ence r eat nent a4 patient is intended to include
pr ophyl axi s. tf[chémtoérqm“'cqtrbonyda?hgn‘bummdselmbd almmr(fﬁF@ =) orcinudinvbgnakiomsmits .

Exanmpl es. Sof aété:crei?g‘ag? suc%teﬁeefkﬁfz enlt%éd VR, forq%gs"aﬁ(a cat‘bgﬁﬁ cﬁeinot%p?iep’ pi gs,

and rabbits. 1Sah e groups and
substi t gent s darbohfleradica YpS=08 pulisaitusel widt &dalkyloaditdl alserites eiavbeathaasywher e i n
t he specification. Par:ll cularly useful conpounds may be sel ected from
10N- ((t et r ahyt¥' X 3f52BPan- 4- yI ) net hyl ) - 2- (4- (1- (((4-
(NE EI( fluor ﬁnrdatthé' gms@@m )a@PdY)grdSﬂ;ﬂQx)sw 8ipd bp e BExphatet aflifPldﬁher radlcz;]ls |
t et rahydr o- 2H pyr an- 4- rif.luoromet
benzyl ) oxy)i rﬁeﬂ%tf’%g %9995%%@% @0 “VI“;’B&‘# gﬁ%‘é“%éﬂf éﬁgbox ic acid Such as esteré :
N- ((tetrahydrgddktiqyr an- 4-yl) net hyl') - 2- 45- (1- (((4- (trlfluoronethyl)
15benzyl ) oxy)i m no) et hyl ) pyri di n-2-yl) am no) acet am
N- ( ( t etlpahydrtbe éqqtepygrgpp 14&6§I|a}q§}§10hy] 90n2b1r(a(1gn (’Vlth(of}(eﬂ radlcals denotes ~COO-

(trifluoromethyl,) BENZ¥ILHOXAHIEYROIRS W hadiveRNaB¢! ara@}aeg)tﬁeeit@m&emes
2,2 -((5-(1-(44-(trifluoromethyl)benzypoxy)i m no) et hypoxazol - 2-yl ) azanedi yO

b| s(N((tetrala quecze_[ilfr@y raé{@xyfcayl@wt ﬁth) @dgqtbwyggponyl ethoxycarbonyl and

2N (1t e angH i s Bty e e Gkl k) ez 1) -3
(trifl uor onetiighddyearkrdy),omapiiviixyedrbayhydny- thiet liled othish ymayorptjcaeldy dwi de; 2

(2 ey 1- 4-fephgny! - dafbLAabbril| uabamet Dyl eney! kg gtagiighny! ) pheno

xy)-N(( etrah pyran-

2-(4-(2- phenyﬁheﬂﬁtl@)(léx}/cémon)ﬂl umpthm’midﬂgdxyctadvmyl )(amj') the ilike) etvhigh ) ptagnoxy) - N-
25((tetrahydro- yiran acet

224 (2 phem e st SRR L B estgarm oo YiiEony) -ne (1
et rahydr o- 2|—|—th)gllhatﬂfo4ryy|g)rcn$t vy hs) defmbdmbale; which may optionally be substituted;

T S L e
302 (4202- rrorrp&yqipnaﬁ)alw-bé(sébs@tmedf | uor omet hyl ) benzyl ) oxy) i m no) et hyl ) phenoxy)
- the “amide” group used alone or in combination with other radicals, represents an
aminocarbonyl radical (H,N-C=0), wherein the amino group is mono- or‘dl-
substituted or unsubstituted, more preferably the grbups are selected from methyl
amide, dimethyl amide, t;thyl amide, diethyl amide, and the like;
25 - the “aminocarbonyl” group used either alone or in combination with other radicals,

113

may be selected  from ‘aminocarbonyl’, - ‘aminocarbonylalkyl”, n-
alkylaminocarbonyl”, “N-arylaminocarbonyl”, “N,N-dialkylaminocarbqnyl”, “N-
alkyl-N-arylaminocarbonyl”, “N—alkyl-N—hydroxyaminocarbonyl”, and “N-alkyl-
N-hydroxyaminocarbonylalkyl”, each of them being optionally substituted. The

30 terms  “N-alkylaminocabonyl” and “N,N-dialkylaminocarbonyl” denotes
aminocarbonyl radicals, as defined above, which have been sﬁbstituted with one
alkyl radical and with two alkyl radicals, respectively. Preferred are “lower
alkylaminocarbonyl” having lower alkyl radicals as described above attached to

aminocarbonyl radical. The terms “N-arylaminocarbonyl” and “N-alkyl-N-

10



((tetrahydro-2H pyran-4-yl ) net hyl ) acet am de;

N- ((tetrahydro-2H pyran-4-yl)nmethyl)-2-(4-(2-thionorpholino-1-(04-(triflubr
onet hyl ) WOr812/096329) i m no) et hyl ) phenoxy) acet am de; WD PCT/IN2011/000888

2012/ 090220PCT/ 1N2011/ 000888 2- (2-nethyl-4-(2-(th iophen-3-y1)-1-(((4--
(trifluoromethyl)benzyl)oxy)im

i no) et hyl )phenoxy) N- ((tetrahydro-2H pyran-4- .yl )nethyl )acetam i d

N- ((t et r ahydrasylamnggarbenyli- genp @fnwcyrb@% 4adigaly S'(QSF‘Y“FeIdU(S‘?SBﬁ‘Et"ﬁl)Yi )Wl

Sbenzyl) oxy) 'dﬁ'e%&l RRAAY. o} Bn@ﬂﬁfl%’lnﬁﬁ&k%?}qudlcal The term “aminocarbonylalkyl”
N-((tetrahydro-2 yran- 4- (4-(21-(((4-
(trifluor orret1h§:lll<)d§@szyﬂayil@&ly}lﬂhﬁliun?d)vethl‘ﬁjm)\%ém%y?(h@%% am de;

N-((tetr ahydr fle o\tf(%zﬁp)jl‘l gyaué n@éohé{ ?: a"ior(e(é 1r( éc(n(b‘][rclja(tltoﬁ '“fléh%e(? %&Ys }

benzyl ) oxy)i m no i n- -y oxy) acet am
10N- ( (t &t r ahysdteote@ Hrqny raarelikdy ydrpupe tdsydefingd @baqve( sulfstifuted( with fdngoaromretehy | )

benzyl ) oxy)i eth cet am de;

2-((5-(1- (((Zﬂ-‘/rélv)éﬁorﬁ‘!ﬁgi%‘}‘% y‘%“?fm‘a ﬁ)% RO A seesed, from My desmsitvhny dr o- 21
pyr an4- y1) metiidpageh@dmhdizoxypedpiL, awnahydm B droxypentyl, hydroxyhexyl and the

H pyran-4-yl hﬂgthyl) 2-((5-(2-(((4- -

15(trifluoro hyl ) benzypoxy) i m no) propyl ) pyri di n- 2- ypoxy) acet am de;

N- ((tetrahydrfe 24hipydlRyN? 4ronprisédiyibie dm-dorb{midon with other radicals, denotes

(trlfluororrethyl ).benzypoxy) 1 m no) pr.op ridin-2- m no) acet am i de;

2- ((5- (- ((beAMIBX NI 18 eﬁ%%ﬂ)ﬁ? 49 &3‘&@“1&??6%9%/@%96??‘)‘{\% Wﬁﬁ@% 2H pyran
- 4-yl ) met hyl peagpdtiitd]Qich as mono- and di-substituted ammoalkyl The term “alkylamino” "
202- ((5-(1-(((4- et hyl benzyl )oxy imn t)hpropyl r| di n- 2-vyl )oxglcall\l-((tetrahy

dro-2H pyr ardsgd mrylmlw|ng@ align with other radlca denotes an alkyl ra as
2- ((5-(1-((( 4de@=ﬁ&dﬁ%dee£kza>éhécpwu mn%) oelpwval@wrnaagh Bt SubilitRY budi 4s( t et r ahyd

ro- 2Hpyr an- 4-yl ) met hyl )acetam i d
- (1- (((4-f | uonoise and/diysyRspifuted ﬂb))'bmtﬂ@yl )pyrl di n- 2-yl ) oxy) - N-((tet rahydro 2H

25pyr angs4- vl ) fHethyl\agek-am i bination with other radicals, denotes -
2-((5- (f (((4- cyano%eng ?&fdﬁ%reﬁﬁgn%r%gyﬁom ;l/r}allo? r\lv-l -Oyle)r 3 1():a SN- %réoteetr_ahydr o-

21-1- pyr an- danydlkowyt gr9up, ac et fimdi aboye, attached to an alkyl group as efined above,

2 (2 et 1 4 AL LHGEOTEL N JREIEHOHP AN AL LHLLAARAXY) - et

ahydr o- 2H pyr an

302- (4-(2- rretrhetktyxy&mﬂ ét&he:()tethyl hngtho Hiet; hy | )benzyl ) oxy) i mi no) et hyl ) phenoxy) - N
- ((tetrahydrgp-2 .an-4- t cetam

2- (4- (2- hydr ot%/ Eh(% 91 et f%slrlgregﬁeet y'ile) Brerllnz bmatﬁnmwgg)mﬁ{ raﬁi ?lenoxy) N( (
t et r ahydr o- ZFGepytbﬁmstﬂa-lgHt piredahgted @C@;tcdxmnode\/alent substituent comprising an alky!

2 oty L e ety o)LL) Zoghe L e N (1t
i NO) - 2- pheny | ik ykgnp e exIfux - fibry ( ke pleyaditdy 2Mdpgroaps 4ray| Haredlérydd) domt am de;
v methylthio, ethylthio, propylthio,
- the “thioalkyl” group used either alone or in combination with other radicals,
25 denotes an alkyl group, as defined above, attached to a group of formula —SR’, |
where R’ represents hydrogen,  alkyl or aryl group, e.g. thiomethyl,
methylthiomethyl, phenyithiomethyl and the like, which may be optionally
substituted. |
- the “alkoxycarbonylamino” group used alone or in combination with other radicals,
30 s selected from a suitable alkoxycarbonyl group, as defined above, attached to an
amino group, more preferably methbxycérbonylamino, ethoxycarbonylamino, and
the like; | |
- the “arylthio” group used either aloné or in combination with other radicals, denotes

a comprising an aryl group as defined above, linked through a divalent sulfur atom

11



52-(4-(1-(((4-fluorobenzyl)oxy)imno)-2-phenyl et hyl)-2-met hyl phenoxy) - N-
((tetrahydro-2H pyran-4-yl ) nmet hyl ) acet am de;

2- (4- (1- (WO2017020220benzyl ) oxy) i m PCT/IN2011/000888

i no) - 2- phenyl et hyl ) phenoxy) - N- ((t et rahydr o- 2Hpyr an- 4-yl ) net hyl ) acet am de;
2-(4-(1 -(((4-chl orobenzyl ) oxy)i m no) - 2- phenyl et hyl ) - 2- met hyl phenoxy) - N-
10((tetrahydro-2H pyran-4-yl ) nethyl ) acet am de;

2- (4-(1-(((4- rﬁhllngraqt@nawnwwﬂdl fednn - sifphaom| eiokeyprfehbhothy erdiipg (gt r ahydr o-
2Hpyr an- 4- yI)rret yI )a

2-(2- met hyl - £e( ieprd @Omlp %ﬂ(ylfh'et PF?‘P%PB%F%W}%‘&H‘EWS"&&y‘j‘f*"rﬂeﬂ‘b‘% et hyl ) phe

noxy - N((te&ﬁr@hyldﬁ@ aRJrerémk@cn 4-yl) met hyl ) acet am de
152- (4-( 2- phenyl -1-( r|quoronethox ) benzyl )

i no) et hyl ) phéh@)xwtﬁwyc(ll(lt T SRYRrsed I-‘P—“B?rr aleng g5 Ww@?‘ﬁ?}?‘)té’ee‘t”%noéllé@r

2- (4- (15(((4-gRENOXINERZ U dIphsi heterocyclyl gro defined above, linked
i no) - 2- phenyl et% ? 2- et hyl pher?gx? ?\Ier %C't};a%'u léjpr(glsZI—l-"pl)yrazlinv ;/[I1 )emet hyl ) ace

tam de. 2-(4- tl\’n:pugl( @@vaéqnhgudmj@ﬁppy h;‘(mg/)que valence bond from the sulfur atom,
| no) - 2- phenylt%r?y %@%@@?éx)%%pgjﬁ? B?QXI? ? %ld'm a mdmylthlo azetidinylthio,

20pyran-4-yl )me . yl sul fonyl benzyl )oxy)im
i no) pr opyl )pt'mmokgyn)\yllhlé(temrcamldlnrodtmqpyr almewdlwlt)hm;t hyipregayidnd.de;2-

2- (4-(2-phenyl 2-yl
i no) et hyl )phe%c?%‘ﬁ%rq{g}(lh Ié'[]r ahx S gﬁ-lfa}/r}?}elatn “a- yl )%rg)f%yqef%éng%tglﬁi de;
252- ( 4- 121 ((1 fo@?dr?eqaﬂdﬂﬂlnd, r_yigr)phblhm/kty)og rlthmm)agnhoblwt)lphe&a@wyr)orwhw(ljtlémcr,ahydro 2H
-pyran- yl) e acet am |
i no) pr opyl )phaéﬁ*?i@l })' (d%atzg? PQHW:H ooxﬁé-‘rn lyhﬁéinﬁy %{Jnémhl Pq):';lxaeztog%n}d% d OVt
CZ%OE?t ( éL (g (g tﬂﬁﬁ@wﬁwﬁhﬁhiwﬂmlfﬂﬁmﬂetyﬁ) netithdrxopy ranthig) pdibpdrofhpintioxy) - N-

et rahydr n-4-yl) nme acet a
2-(4-(1-(43- (4 motﬁ%{q? qhiog 7 (p-t ol E%‘Z"fﬁaﬂ%ﬁ%m 5-y1 ) REEARM VNG pr opyl ) p
ere???y% hN‘ é(ﬁeﬂide_ fo@‘aﬁ)l‘rl-hlnyr a{hﬁlﬂzlo&ilhzd‘fggﬁ‘aﬁm@et anp)di&,olopynmxdonylthlo,

et r ahydr o- ran e
e A i s BB

2- ((5- (((4 Cm«:ﬂi&gﬁﬂﬁiﬂla O¥3hzbiBzinonylthio, benzoth1azmylth10 benzothiazinonylthio,
ino)-5,6,7, 8- tetrahydronapht hal en-2-yl) oxy) - N(lt(h et rahydr.o- 2H pyran-4-yl ) nmet

hyl ) acet ani dethiepo pypstidinyliie pamdsiez fhiigrakpios frylthio, pyrrolylthio, oxazolylthio,

5,6, 7, 8-
'h Qlog RO ~h LSRN ARARRARD - fnithAWiihlo; Nisbk b I, RRBAT Scaditbdiiad)- 4- v ) met

52 ((5 ( ( ( 4- nthieHioxy)phiey iringolylyhied fetpzatylthic, rngelpiaayiiie.o AP RaY YR 2- y | ) oxy)

20 indolinylthio, indolylthio, ~azaindolylthio, azaindolinylthio,
pyrazolopyrimidinylthio, azaquinazolinylthio, pyridofuranyithio, pyridothienylthio,
thienopyrimidylthio, quinolinylthio, pyrimidinylthio, pyrazolylthio,
quinazolinylthio, pyridazinylthio, triazinylthio, benzimidazolylthio,

benzotriazolylthio, phthalazynilthio, naphthylidinylthio, purinylthio, carbazolylthio,
25 phenothiazinylthio, phenoxazinylthio, benzoxazolylthio, benzothiazolyithio and the
like; '

- the “alkoxycarbonylémino” group used alone or in combination with other radicals,
is selected from a suitable alkoxycarbonyl group, as defined above, attached to an
amino group, more preferably methoxycarbonylamino, ethoxycarbonylamino, and

30 the like;

- the “aminocarbonylamino”, “alkylaminocarbonylamino”,
“dialkylamiriocarbonylamino™ groups used alone or in combination with other
radicals, is a carbonylamino (-CONH>) group, attached to amino(NH,), alkylamino

group or dialkylamino group respectively, where alkyl group is as defined above;
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((tetrahydro-2H pyran-4-yl ) net hyl ) acet am de;
Met hyl 3- ((((6-(2-0x0-2-(((tetrahydro-2H pyran-4-yl)nethyl)am no)ethoxy)-3,4
- di hydr onepbtzmeben- 1(2H) -yl i dene) am no) oxy) net hyl ) benPoaii®2011/000888
N-((tetrahydro-2H pyran-4-yl)methyl)-2-((5-(21-(((4-
10(trifluoronethyl)benzyl)oxy)i mino)ethyl)quinolin-8-yl)oxy)acetami de;
2-met hyl -N- ((tetrahydro-2H pyran-4-yl)nethyl)-2-(4-(1-(((4-
(2 tri I Ihu?)r ﬁl_m(?'édtﬂy![“)abﬁd]ﬁd'* )gaw)usea |eﬂgérp£16r&)’bt) ﬂheﬁtﬁbﬁyhtm(’noﬁ'aﬁadthder,adlcals

et hy etrahydr o- ran- 4- (1
(trifluor omet KpIeymEng i d&‘éﬁ% et Hin‘- ﬁ?@%&wé&wﬂgéﬁ%m& an alkyl
152- (4 (1- (((Easifcaiam&%&lb%aaﬂav@ymawﬁwm ARl ReXYoupm no) et hyl ) phenoxy) - N-((te
trahydro- 2H pyran-4-yOnethyl)acet am de;
2-(4-(1- ((cycllheﬁ@ky*mlmwwmv%‘?é)eéb%y‘lk)"ﬁH’éﬂbmblﬂﬂt("(’t‘é‘f}? athsiaredicdlit pyr an- 4-
yl') met hy )acext(:glr& ntea (u?talgléaﬁ(gny( r@@;p&tdaﬁl\%bgvé’ 5@&5\@@%@1'amm0 group;

i no) et hyl ) phenox tetrah H-pyran-4- 20yl ) met hyl)acetam de; 2-((5
- (2- phenyl -1 th(:( b)qirquammo” group used elther alone or in combination with other radicals,

. ik 2{'h>y othd RMBLRLRL b Py B Tpfond) CdarDlel Ak Auflco- 2+ pyra
2- ((5-(2- phengﬁbuﬂs se(edtedfmnﬂthmrd@mbd:wdbbwzyl ) oxy) i mi no) et hyppyri di n- 2- yDami

-N((tet h d H- 4- ) 1 t d
gg?\l- ( E 'E e? r ;ra‘ﬁy F(r)olﬂ “ﬁc?%%ppdfor ?(Sjln,efp’?] ¥|§3 aé%@%s?gl]s?d? ? t)ﬁe or in combination with

(trifl umr omet byitr)rbdioaty Irdppesgnts mbivatzhng@bipy 3016+ R SO0 h&re R Jivaty)mioatlym i de;
N-((tetrahydro- 2H—

(trifl uoronet HPFYH %ﬁ?@gbgﬁ Q‘ﬁef%g’?ieqefﬁm&glﬁ%mu é‘gl_eta%d §5?)'8§%5589é5f Pdde;

S0(1 1111 uof oty Y enzy1) Gx0) L L) prabya) - 14k ndot. 5 y1) ta d
y zyl ) ox i NQ) prq oxy) acet am de;
2- ((3- ( 2- phentie - ulonyly é%l?‘ipi cfﬂy ?‘16%3%{31 g% %if%‘)%‘iz?f)% ?ﬂerfB)‘%f’ﬁ'Vg%'a Y% i ndol -
Kll- % (()i(g% ; ahN‘ é( Rﬁlﬂz hﬁﬂy%&caid haathr &?&;}r‘ltle(‘{ﬂséﬁ@% Ay Eﬁ(@&@l‘f@iﬂ depresents a divalent
ydr o- ran me -

m.( I L ;J?;gggﬁﬁ?ﬁ% i yg%yﬁm gggrfiwll( 355) éﬁiﬁn\zi gzlwez Mars mf%fﬁféh'é{nflﬁe
(trifluoromnet %yl )bgﬁrég;alﬂl;k) o‘%)tldnr?no) prnégilll ngln m di R Sultalljlfpa}u(()y[;arr?gﬁ?ltsje
59, (?( (2- phﬁn3é$ﬁle}2te€4ﬁ{0'(1t thosd definsereabhys )lﬁeafﬁtzweyidsey%) |Smf<ﬂtyj dodisal) pueRi 48 di n- 2- y1

N((tetra t ike, “arylsulfonyl” wherein
5N ((t et rahgdlﬁ*ngﬂlgl%ﬁll'fd}?y qufQi'ﬁ ﬁlﬂ%})lﬂﬂﬁﬁg%mt?i% ke, “arylsulfonyl” wherei
(2 tr |( f | uor onet ﬁylayﬁbetﬁdwl) @Xy‘iéflmd]@g@feopy Ia)t@ﬂhi:fhéq) m—sgf(gﬂly) G%Waécé‘tchnqsde

5-

( (% -Pphe % ( PJ Y b Em 0%y,
i no) et hyI ) qui ﬁ}cl) ?’I 54" )ac?)((j ttﬁel : tef’:‘%g? % @rﬂé&]n 4- yei ?rreltnﬁ%/ )acet am de;
The present i mnannstraimnadfstwo dr wreo@espdmc a@nns tndreed a thatapeutiedondiéen gui t abl e

for the 10pr e? isQgder cf%gcr fed 2 [H%%‘%Qg%%t 3)1561(];58{6@1'10% a(dlr}miséa%%ﬁ ierlj:o%ﬂaks%s cé-he

pr esent i nven OSES
administration of these therapeutic agents in a substantially simultaneous manner,

such as in a single capsule having a fixed ratio of active ingredients or in multiple,
25 separate capsules for each active ingredient. In addition, such administration also
encompasses use of each type of therapeutic agent in a sequential manner. In either
case, the treatment regimen will provide beneficial effects of the drug combination
in treating the conditions or disorders described herein.
- The phrase "therapeutically effective" is intended to qualify the amount of active
- 30 ingredients used in the treatment of a disease or disorder. This amount will achieve
the goal of reducing or eliminating the said disease or disorder.
- The term "therapeutically acceptable" refers to those compounds (or salts, prodrugs,
tautomers, zwitterionic forms, etc.) which are suitable for use in contact wi_th the

tissues of patients without undue toxicity, irritation, and allergic response, are
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2-((5-(1-(((4-(trifluoromethyl)benzyl)oxy)imno)ethyl)pyridin-2-yl)oxy)acet
ic acid;

- ((5-Wd-201{20des20r i f | uor onet hyl ) benzyl ) oxy) i m no) et hylproasznlo@ssd ) azaned
iyl)di acetic acid;
24(1-(4-(trifluoronethyl)benzyl)-3-444-(trifluoromethyl)benzyl)oxy)im
i no)nmet hyl )- 151H i ndol-5-yl)oxy)acetic acid;

2-((5-(1- (((4eo(ntmen‘s|hmtarwnbtahyda}dmahlzylbe)le&tmskmanm) atdhyrke) eftichivd ifor- Breyl ) oxy) ace
tic acid;
2- ((5- (1- ( ((4"EPH3%Eror onet hy! ) benzyl ) oxy) i i no) et hyl ) pyri di n-2-y| ) ami no) ac

etic acid; - As used herein, reference to treatment of a patlent 1s mtended to include

2- ((5((((4-(tr|fluororrethyl)benzyl)ox mnol r|d| oxy) acet i
c acid; ((SPF(’&}IYGE’(X(S4TES’/éer‘i'6‘bé’HQ‘§PIt)'6‘§W ‘Hﬂ‘)"@ ﬁy’} “H‘“%n?f )acetic
aci d; 5 of Eatlents include humans, cows, dogs, cats, goats, sheep, pigs, and rabbits.

202- ((5 (1-(44-(trifluorgmet hypbenzyl ) oxy)i mino) propyl ) pyri di n-2- yOoxy) acet
ic acid; Preferably, the patient is a human.

2-((5-(1-(((4- (fsnhidlygfoqageamka&ﬁmémé bRXMa ioPiu ?9)1&5/%)/4;&&%@' flof-tBoge! ) ami no) a

cetic acid; 24 benzyl oxy) i mi no) propyl ) pyridin-2-yl)oxy)acetic acid;

2-((5-(1- ((d@SPr éﬁ‘?zl}'th)ﬁémﬁ) qatiere) propyl ) pyri di n- 2-yl ) oxy) aceti c aci d;
2- ((5-(1- 4- di n-2-yl)oxy)acetic aC|d
25(2( (((5 ((1( E ((4 %@?‘@%@%ﬁ‘{})“‘?)'ﬁé‘)‘ﬂ“?gm‘“ﬁ%%%%ﬁ@%yr. di n- 2yyl) ) oii/) acetic aci d

2- ((5- (1D ( (N«I%lybym@éﬂmare%yb)mnﬂmbrﬁr(ﬂdbw(‘) pyridin-2-yl)oxy)acetic acid;

2- ((5-(2-
0y ot hyl ) BURgToResRd by p b BRI FRANIRTY)

-(((4-(tri fNI-((mtmhygird»yH}ﬂymazag/-w)mmmh)m((ﬁeole(t((lziy(tr)fpgorqnchthﬂ)Z 30yl ) am no) acetic

d;

gm( (3- ((( (PRI IGHY ROYT db'é%i’))f”fy&%?faw o) met hyl ) - 1Hi ndol- 5- y1) oxy) ace
tic acid; N-((tetrahydro-2H-pyran-4-yl)methyl)-2-((5-(1-(((4-(trifluoromethyl)
g,‘t I( ((:Baf: ]Sd( (bgenzyq)%giy)]:rrllllfllg)le&nﬁt n dlrz Beﬂzx%lr)o)acgt%mrgeno) ethyl) - 1k indol-5-y1)oxy)ac
2-((3-(1-(( ﬂ(te(txfahycfrdﬂmt@/mtzhyl)aabtﬁyll;yl(l4oe<1ym4m no) propy1) - 1Hi ndo1- 5-y1) oxy) a
cetic acid 2- ( ér }gtrl quoronett;thbenzyl)oxy)lm
i no) et hy 1)(trmorqm$&aﬂbeizy{}?%w Qergpyle Phgyamino)acetamid
3-(

5-(1- (((242-@5'3(11f({(wi@trr@lﬂ&bhﬁétwbﬁaﬁylkd@;wﬁﬂdﬂtﬁﬁ)oﬁﬁiwb)yﬂ)ﬁidnemlsil)ﬂs@t yl ) propano
ic acid; 3- 1-(44-(trifl uoronet benzyl) oxy)im

i no) pr opy! )(Estrahira 2Dy b Hﬁi)éceé?&
53-(5- (3% ph@((yétraféydr&éa(gyunu y%@mﬁsbxtammﬂmw&mmbbm))e;.wh) pyrimidin-2-

¥| %?r50?in?I((?rmig:cqmemy@éier@w\étwlmlménghvb)dk&mﬁ%%ﬂ)wlﬁs‘;ﬁmtﬁlei nol i n- 8-yl ) oxy) ac
D aui nol | @ St BRI Ges (rfdbidhy AP BTN AERRERS IR Dot fon”
may be pr e;iétct&ghydrst%{gpxrhe41y@a@thybm®tmdb_technl ques as shown in schene bel ow
appr opr at & 2 LB IR Do R bEREH BRI SL ARRLARIER- LT, P20l e for ¢ e
t r ansf cﬂSrrat((texrefhydheQm{gp)aﬁri é(}'l)edthyl)hcetmldmder stood by those skilled in the

var e for cHa2 AEShaaLa BB YO R AR RSP L Ompounds of

t he _present((tetmheahb&tbhpyrhﬁ 4wi)hietl@zl)mtdnedwell appreci ated that one or nore of

the reacta ndd r ed far f l.e synthesis by

t echni quesr}k(%dgg%fr gryg &'i'ﬁ 1oEY"Y ﬁylﬁ’ﬁﬁzyit)f’i‘”mi‘lf'o)ﬁ%ﬂ)plgl"g%yqﬁ\g appr eci at ed
t hat one or((tmhgd@fzﬁ hﬁa@mm&n@ga&ian{m@ present invention may exist in

st ereoi sonerj c_and/ or. di astereoneric Suc i SO and/ or 20

di ast er¥oi szodﬁfé?émé%h%ﬁla@(é (trHﬁ‘PFO“B"HIY QTZyg?ﬁyblHB‘Efé‘E‘ %[? RO ”Eéﬁ construed to
be within th@rﬁg@pg}p{,yrgm&ygh@&@[)gcetm@@t| on I t will also be well

appreci at ecg t hat one or nore may be converted to their

of
salts and QV-Hétrabsre-gHasA- bla@etaylén% (tﬁ%rt@%%rptqlt@dr%@rﬂglfbw&%by n the
conpounds, [%ﬂ%&ﬁxﬁﬁmngﬁﬂwﬁﬂkn&%mﬁkﬁhﬁﬂpEd by persons skilled in the art.
Such salts and/'or othér deérivatives, as the case may be should al so be
25construed to be within the scope of the present invention. Schene: !
The compounds of general formula (1) erein all the synbols are as defined
earlier, may be prepared by reactions outlined in Schene 1 bel ow which
conprises



WD 2012/ 090220PCT/ 1 N2011/000888 R R2 (R3)n IIl1 O HX. w oR6 Method B

| . Conpounds of general formula VI wherein R6 represents Cl-C6 |inear or
branched wbkyi2/m022ar al kyl , and all other synbols are aspdefinzado@ssd i er nmay
be 5Sprepared by coupling of conpounds of general forrmula H wherein all the
synbols are as defined earlier and conpounds of general fornula IV whereas
represents a suitable leaving group and all other synbols are as defined
earlier usmgz mahylab{Ze(tlba;ﬂEnargd) BUi4-abl e reaction medium by nmeans of the

met hods avai | bIe |n r st neuc h|||c substitution
10r eact i on;! tr re)r‘ﬂﬂffﬁﬁfgylw g&d& ﬂ‘ryﬁiﬂ éﬁ\? érein all the
synbol s areyﬁ&lg@)faééa@gd@arl I er may be prepar ed by coupling of conmpounds of
formula I'll"” whereas all the ols are as defined earlier and conpounds of

general f orMnifteiralydrpraHenyiangt- VP;'@théll) 24§ @rifiyosoragthylbf i ned using suitabl e
base and 150%%)1”%;9;,)%{“@%“)2}5 JeBdpygdreans of the methods available in
neuc

the literature Tor standar eoph| lic substitution reaction; Conpounds
of general NoftamhydrrdH-prrendismmethyDthé-Qyfol s are as defined earlier may

be prepar edy iy of &ty Bon S IR R MERSE foehRIIL! @ VI wherein
| N—((tctrahydro—ZH-pyran-4—yl)m-ethyl)-2-((5-((((4-_(triﬂuoromethyl)
. benzyl)oxy)imino)methyl)pyridin-2-yl)oxy)acetamide;

10 N-((tetrahydro-2H-pyran-4-yl)methyl)-2-((4-(1-(((4-(trifluoromethyl)
benzyl)oxy)imino)ethyl)phenyl)amino)acetamide;
2-((5-(1-(((4-cyanobenzyl)oxy)imino)ethyl)pyridin-2-yl)oxy)-N-((tetrahydro-2H-pyran-
4-yl)methyl)acetamide; |
N-((tetrahydro-2H-pyran-4-yl)methyl)-2-((5-(1 (((4-

15 (trifluoromethyl)benzyl)oxy)imino)propyl)pyridin- 2-yl)oxy)acetam1de
N-((tetrahydro-?. H-pyran-4-yl)methyl)-2-((5-( 1-(((4- _
(triﬂuororﬁethyl)benzyl)oXy)imino)prbpyl)pyridin-2-y1)amino)acétamide; '
2-((5-(1-((benzyloxy)imino)propyl)pyridin-2-yl)oxy)-N-((tetrahydro-2H-pyran-4-

' yDmethyl)acetamide; A

20 2-((5-(1-(((4-methylbenzyl)oxy)imino)propyl)pyridin-2-yl)oxy)-N-((tetrahydro-2H-
pyran-4-yl)methyl)acetamide;
2-((5-(1-(((4-methoxybenzyl)oxy)imino)propyl)pyridin-2-yl)oxy)-N-((tetrahydro-2H-
pyran-4-yl)methyl)acetamide; |
2-((5-(1 ~(((4-ﬂu0robenzyl)oxy)imind)propyl)pyridin—2—yl)oxy)-N-((tetrahydro-2H-

25  pyran-4-yl)methyl)acetamide; '

 2-((5-(1-(((4-cyanobenzyl)oxy)imino)propyl)pyridin-2-yl)oxy)-N-((tetrahydro-2H-
pyran-4-yl)methyl)acetémide; 4
2-(2-methyl-4-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)butyl)phenoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide;

30 2-(4-(2-methoxy-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)phenoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide;
2~(4-(2-hydroxy-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)phenoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyi)acetamide; '

15



WO 2012/ 090220PCT/ 1 N2011/ 000888 all the synbols are as defined earlier with
hydr oxyl am ne hydrochl oride in presence of suitable base and suitable

sol vent s;WDw01209M20unds of fornula | X wherein all the sPRIHAN21HP@WSSE
defined earlier nmay be prepared by coupling of conpounds of forrmula VIl
wherein all the synbols 5are as defined earlier and conpounds of general
formula VIl wherein represents a suitable | eaving group and all other
synbol s ar @-@sndbjliwée(((éanftth)dben%lqug)imimb -Atphenytirikyd)papiebxstNt abl e reacti on

medi unm V. ounds, X wherein all the synbols are as
defi ned ear( thf}f‘y%ﬁ%ib 3,9‘2 cllyb%e?me&hydr ol ysis of conpounds of- general
formula I X Zl:@vqfne{((eimetlguﬂaentﬁ)bxgymbm -2-paerny letlyy dldnornpeN €@cttahgdrot2hitder sui t abl e

condi tion; 4 EQ s ofé{gorrmla (I') wherein all the synbols are as
defi ned earﬂyfaé‘r SRe)5FBRY ed by coupling of compounds of formula X-

wher ei n sl 12. @tyGIQqhmuafo@e@gl)dgf)mn@a 2ptichylethyl3adnethylphenoxy)-N-
(tetrahydro 2H pyran- 4-y rrethahélﬁm ne 1SXI) wherein all synbols are as

defi ned” usi(giraydiiozbl- %yrﬁ%f‘ﬁ’@&? a5f2Hfe in the literature for 15standard
pepti de coupf 4L¢Q((4$bb@i5@nzl?yl)&w)@frmtz -Mehylethigpre AR Pundeuaiydgemgr al fornul a

(I') wherein al s are as defined earlier, may be prepared by
reactions qunr%élém?thyl@@ﬁéwﬂez bel ow whi ch conprises: i.Conpounds of

general forj (ﬁh |chmﬁ'iﬂo?§)‘mlbg)ez ElYéﬂ?lthﬁ)Qtrﬁetﬁ lpﬁl&%kﬂe[d- earlier may be

pr epar ed by drol ysi's ‘of""conpounds” of “general "fornula VI wherein all
t he synibl §(tatraélyét§ %P){rﬁ%d-ywmwﬁceéﬁw@ sui tabl e condition; 25ii.Conpounds

f f I b
b L b e T

as defined mfaamH -ghmethd)acttemrdghydr o- 2H- pyr an- 4-yl ) met hanami ne (XI) wherein
all synbol r f eafd ble in the
literature '@F[gestﬁé @ r(l’g)gplt ﬁ\@edtrgf?)ul?p i Ng: X§%o'§§§£§c] {})%glz}%g%ﬂp()ﬁor mula XV
wher ei n al IN{(xeraBydry@Hspyaaned-ghmeltbfi)avedmide; ear | i er nay be prepar ed by
reacting c oynds of [ forrru ynbol s are as
def i ned%ear 4é¢'3%f’fyﬁ'lh@@%§@°§’r‘ﬁmﬁ@x 8'?%8?1’9? éetg#?phreg%gﬁgg of suitable
barsrg iand SL((tEt@dh(l}j/&rOSXH gﬁanﬁ-slyl)meﬂ@d))mmnds of fornmula (1) wherein a:cl t he
synbol s are i ne rli ing o
conpounds of @F(&m“?f ‘}ax ?‘Bﬁyﬂﬁélq%tﬂ%"yé%}ﬁ%? %&‘ft}‘é yﬁllefl ned earlier

and ‘conpoungstrahlyd@Sep@hn ﬁqnmk@l)ydekdmlwer ein all the synbol s are as
defined ear]ier u5|n suj tabl e base_an tab e re ction di Met hod A:
The conpourfdé-G(Fsrahnxxbspzy X)), (ZTP?‘ Wll:?él?yé]p enoxy)-NHECEBOrdare as
def i necheardfLa-HveR)RE@RRIced by appropriate starting materials as
described I2n(4-(1-(((4-(methylsulfonyl)benzyl)oxy)lmmo)propyl)phenoxy)—N-((tetrahyd_ro-ZH-
pyran-4-yl)methyl)acetamide; -
2-(4-(2-phenyl-1-((pyridin-2-ylmethoxy)imino)ethyl)phenoxy)-N-((tetrahydro-2H-
pyran-4-yl)methyl)acetamide;
25 2-(4-(1-((2-(1H-indol-1-yl)ethoxy)imino)propyl)phenoxy)-N- ((tetrahydro-ZH pyran-4-
yl)methyl)acetamlde
2-(4-(1-(((5 -ethylpyrim 1din-2-yl)oxy)imino)prdpyl)phenoxy)—N-((tetrahydro-ZH-pyran-
4-yl)methyl)acetamide; .
2-(4-(1 -(((5-methyl-z-phe'nyl0x‘azol-4-yl)me'thoxy)imino)propyl)phenoky)-N-
30  ((tetrahydro-2H-pyran-4-yl)methyl)acetamide;
2-(4-(1-(((3-(tert-butyl)-1-(p-tolyl)-1 Hapyrazol-S-y])metboxy)imino)propyl)phenoxy)-
N-((tetrahydro-2H-pyran-4-yl)methyl)acetamide; _
N—((tetrahydro-zH-pyran-4-yl)methyl)-2-((5-(((4-(triﬂu0romethyl)bénzyl)oxy)imino)-
5,6,7,8-tetrahydronaphthalen-2-yl)oxy)acetamide; - | |
16 '



15 Schene 1 and Schene 2 using suitable inorganic base(s) such as NaOH,

KOH, K2CO3, Cs2CO3 and the |ike or organic base(s) such as pyridine,
triethyl W20/090820sopr opyl ethylam ne and the |ike. The&CTaN2i1/60988fay be
carried out neat or in presence of suitable protic solvent(s) such as

met hanol , et hanol, butanol and the |ike or suitable aprotic solvent(s) such
as di nethyl formam de, tetrahydrofuran, dichloronethane and the Iike 20 or
sui tabl e m%((ﬁ{é&ctllhmbml)O%@m@eﬁeﬁ7§ﬁetmhydrb@aph@lﬂ1|€héd’lbm) Mt a tenperature

in the rang g%gﬁr f the solvent(s) used and the
reaction t.@%p%ad“’?za’%g% ?)&Jhrh c?gélegg[ lSﬁrs Met hod B: The conpounds of
formul a VI W@ E#-ayalobertzhigoxy)iniow)-S,65, & tetrahydiedriapktialem2yl)exy)idy be prepared
by using ap riate start,i erial.g as described in Schenme 1 using 25
suitabl e |n@ %P( @333@4' Qﬁheﬁ]ﬂl\) " KOH, K2C0B, Cs2C08- and the |ike or
sui t abl es orge(sx(qmeﬁe@t)enspmy)aﬁmpys,uém,aqetrattydr@talbmmalam -pBoxyHN-sopr opyl

et hyl am ne and tgeeiélke. Al ﬁ)g{fq}g’ i vel dt he conmpounds of formula VI wherein
al | " the synEirdygrosteygasy PP ey al so be prepared by using

sui tabl e palfe@di um bagga- (Qaixalzy@@etﬁauyd}oaﬂ &ﬂl)h&@ﬂh?ﬁzﬂﬁﬁb)@tboﬁ’@(?mp) 4 and
the like and with or wthout organi.c as 30 BINAP and the Ilike.

The react i ofihydignapthalen- Mzé'él’ybﬁﬁneh‘éé'ﬂo)%’f ‘Pﬁth P%é‘h‘@e of suitable protic
sol vent (s) §YGbraA dngﬁJ@ﬁg{4._,,%@@5}91}(@1@@{19I and the like or suitable

aprotic solvent(s) such as dine mam de, tol uene, tetrahydrofuran,

di chl or bQTetWaﬂi@r%{mh)ﬂ}bémlﬂ)R@')GFIHNP%VDWE%OIW%Y%W)“EM@1d|€eact| on may be
carried out g,IOLQr}p Dntgt HRANGL 40 1Gho reflux tenperature of

t he sol vent%"ﬁg{&'g the Xarctl(r)yﬁi})melﬁifsB (O(rq((sl(n from1l to 48 hours.

Met hod C: W@mmhbﬂﬂ)snm)oxm@lfl@pmnb"éph@'mxywmlpaxalmdﬂher ein all the synbols

are as defi 4. eaGting appropriate ketones as
descri bed |%ﬁ%thgﬁﬁekrg&af C#%Eg}ﬁ—ﬁﬁﬁ%fé)ﬂ%ﬂ?ﬁ {193@0 @I am ne hydrochloride in

t he presencerifbforandiagbeslybxRninzCHy)pleddy)prpganeddidee and the |ike. The

e hanol®  erhana s flnatiesky B ARSI R RS SPASR AR e

t her eof . ThEH-pgacéiyd)matgyateeantde;ri ed out at a tenperature in the range 0 C

to reflux t rat u of the use ndth reaction tinme my
range from%@ﬁf@cyﬁ@ﬁ?ﬁﬁf}’%}&o@?‘h@ QE‘B‘(I?‘%%"XX%N}% gfé’fﬁ?ﬁé ?gr mul a X and
XlI'| wher ei nylghdthytifaeetsyidbol s are as defined earlier may be prepared by

Ui abt o bR CpOyCBrh T R i RO Nl SRy bo

conduct gy |ﬂ)r§am)tl)abétgnggl vent(s) such as net hanol, ethanol, THF, 15 water
and the |ike or ur es The reactlon may be carrled out at a

t enper at ur e2- (@& (@‘Iﬁbe“b’h hé@“'@ﬂﬂ@rf’@e?lép'l"’tﬁl%y Q%bfb’@i"é’?%}?yé)p%?‘d‘t‘ﬂé‘/ DosyiBnt (s) used

and the reagtir d;d_mpmb{ﬂmyﬁ)l&@éﬁ[ﬂ.‘ t.0 48 hours. Method E: The conpounds
of the fornul agg 11" wherein all the synbols are as defined earlier

may be prepaf@d Jﬁﬁre"dblrﬂ(‘i g flrerameihyhbasey ypliomolandpaddia-Zadlmie)abpr opri at e
am ne as de 2 under _ suitable conditions such
as those de@%ﬁ"@gﬁ %Pﬂp%??ra%e%r@r?qc%@gmalme) 10827-10852 with suitabl e
nmodi fi cat i oNd(tetratiydip2&rpirarohs Dasthabe-@ell(4known to a skilled person. The

reaction ch as

(o of et reT ARG YR MR RIS 1 bERIBIBERINCR, 82 (ency) &

1- I—IydroxybeN-z(mtraih&troﬂél lé}%FI(ﬂBZI')'l)mathdl)tM@ P5(((4-i ke. The reacti on may be
carried in Wi 1 abl t r e, tetrahydrofuran,
di chl or onet anué)r%"r]leghﬁ)r% %é’%ﬁ 13(#?&?' @f’gﬂ‘"?ﬁ 5hylL?‘Xg'%c'!”:E%ndg’I’he reacti on may be
carried outNactetaahymmiHrmtrme-yl)melhhb Ar@nge((@-C to reflux tenperature of the

sol vent an ian tine 0 48 hours. The
phar mac r uo Qd?r%lb‘/g bF'i‘Zé’ O’fy ‘"BP?)WO(%]&HEE/"’ ‘ﬂ{aﬁg@%xﬁg‘;%%‘ﬂ\%m. onal 30

t echni ques 2-R8-€2-phandl-y-((harifospasihyl)eenzyifoxy imind)dthydo Bagelof-o1yijoeynt ai ni ng an
effective active conmponent,, that is, the conpounds of fornula
(1) accordﬁg‘)&ft@hi"{ﬂ’ggl R Vﬁh‘eg‘n}gacemm‘%e quantity of active conponent,
that is, the Qfmpd.}ﬂdﬂ @fra,{my[)ma,@,y()g)(sq@qgwl ng to this invention, in the
phar ITB.CEUtI cal conposition and unit dosage formthereof nmay be varied or

adj ust ed vm@éﬁ%%@é@hﬁf’*%l)ﬂ’ﬁ@ﬁ‘f"f"I’?@thﬁlé?btrl“ﬁﬁll“a%’ylgﬁ?ﬂaf‘@aldf?’on met hod, the
potency of the particular conpound and4t he desired concentration. 5

General ly, the quantity of active conponent will range between 0.5%to 90%
by wei ght of the conposition.




The invention is explained in greater detail by the exanples given bel ow,
whi ch are provided by way of illustration only and therefore should not be
const r uedWwP@012/a99220t he scope of the invention. 10l H NVRPEHAN2ZNHDOOESR a gi ven
in the exanples (vide infra) are recorded using a 400 MHz spectroneter
(Bruker AVANCE-400) and reported in 8 scale. Until and otherw se nentioned
the solvent used for NVMR is CDCl3using tetramethyl silane as the internal
st andar d. E&K-@(mqmlahydko-NH(l(ylrat‘t-abmdﬂhpl-)Z(H-(DY(I(‘&n 4-ylYmethyl )y-2-(4-(1 -(((4-

2 4. pr opt IR ERD PR SRR AN PR am de Step 1: ELhYI
1- (4- hydrowpl:(eqmb.))pno(p(ar(mf&rom&tt(y:B)Bexgyl)&yXiBﬁﬁb)amylm)nm1mnmzﬁ)-(\1165 m),
pot assi um carb natngé‘ﬁ 353 400 m)l%i) and ethyl brono acetate (40.6
gm 0.2420 FFBtF Byré'&fé "EfHH PIETBUET i on mixture was srirred at 50 C
for 3 2G hquqﬁetraﬁmomg{aﬁtmpmymngﬂlyne (g (p@ur ed into ice cold water and

e

extracted wt acet ate. The conbi ned et h;/ acetate extract was washed
with water (&'fBﬁOF%thYcﬁ}bF%l)Wé'rm'%@Bﬁoﬂmqé‘moﬂiﬁ'éf%l XNiceasr at ed under reduced
pressure t o yb.e) ghdhi-0n4-afi HiorBied [)oR$)ith HoSethyl aMbﬁlns-l N-1 NWR
DIVBOd661%?i? ?mgﬁ X ey%%ﬁ) P Yéfhj)g y)OX}g 96 (g, J =
7.4 25Hz z(HytrahadrPAZI{ -gyrag-4- @th@acemq)ldm 88 (s 21-1), 7. 02 (dd, J= 2.0 &
6.8 Hz, 7. gl%e nt¥nven noalé% cﬁsc%sk?eertgllﬁbnovgltl%ngedla@smﬁtable for the _
2-(4- (1 (hydroxy| m nogpropy phenoxy) acet at e To a solution of the
product 10f memption pfigongpouadsad fT@mudsl (Bs $peciicalbt, Hermaesentngentipr disglgsds oxyl  ani ne

hydr ochl ori acetate (34
g, 0.4152 éjﬁg gf(@ &nﬂgorél%%%ﬁ@%n%@ov\@wmg(ﬁg@(}wlj‘(ﬁﬁl2;}@)0 @g%:et%?]gﬁgm xture was
refluxed fax24(ShOH((“-(Fiieosnictehbenzybewy)ienapaheiedzaledazanedivbdidcer essur e.
The residue was dissolved in water and extracted with ethyl acetate. The
conbi ned etdfr acetate extract was washed with water & brine, dried over
sodi um suI [Ehal ¢4 anﬁummpmw)l&tneyd) Bri@ e (tri feduamadhydybesgtioey ) indinginettg )40 gm (769
of prod %ollzg NVR: DI\/SOd66101(t J=7.4 Hz, 3H), 1.21 (t,
@ﬁ“ BB, CG‘J“J‘ L6 Hz, 2H), 4.16 (q, J= 7.2 Hz, 2H), 4.79 (s,

2H) 6 93’ (Hds- (ﬂF((éB(tElﬂ&)ram&hﬂ;benZﬂ)oﬁ),lmﬁloﬁﬁly()d@lnol&FS-@l)&xﬁac‘Eu@adﬂt 2H) ,

' no) pr opy! ) RSB FaBregpBEhy By Xl Db R SRR bt ep 2 ( 16

g, 0.0723 rm{(w()((@(ﬂlfm‘&mﬁ&mylmbazyl)sgsinum)ﬁ@fhbgﬁﬁkﬁn 04 Togycelic 2446 nol es) and
4-(trifluoronet h}/(\‘%benzyl brom.d % nol es). were added and t he

reaction m%(f(ﬁn(b 9@?‘?"1“?@5’"&)&“‘2’8 ﬂfYQPyrgl"lﬁal)’rl)é’XY)?‘FFé‘Cra%‘é{ct| on mixture was
pour ed 3t 0-i(§1-GA- grlﬂ@érﬁﬁletﬁﬂﬂ) }nro@%)trﬁﬁlowrédzl)gmmﬁ 2@?@@5&{@&1@ coibi ned
ed Wwth water rine

et hyl acet ate extract was was over sodium 10

sul phat e ard(&¢EfEhfEledonahehbenadloxpkimise peanypayidin¢ i YORAIIRCEHA 1609  of

P J=7.4 H, 3 1.19
E){f) 5“3 as i I-§5 K 'bér&gloQ?nMﬂ%py%%l¢§ Qéxﬁa&ﬁcg&dq, = 7.2 He, H)2H), 4. 80

(s, 2H) 5. 2265(b(((@m)%thy@e%l)eadlmlueﬂpmpzl)r&r@m42~b=|BOX dgptic ide (dd, J= 6.8 &

2.0 , a4 H) 15Step 4:
2-(4- (1 (((24(({ ?({lgglgtrhé)ﬁ%bgﬂ% );_%%)nzy E’%@ no%éro y?ﬁe gcﬁ%xy) acetic acid
To a saliut |2bhi510f (((%ﬁuqypbaniboxa)‘lmgtoﬁpo;s/l)pQ@d1g-2-)O)O®BE@etmblés) in THF (140
n),

a sol it oxi ) in water (140
m) was ad e{ﬁggl g(f(% eamcr%gz IP&{(H{'mmO? p&ﬁﬁglﬁng%)ﬁgé)ﬂ g@ for 3 hours. The
sol vent s WeX-€5-€plnoy it ﬁm-anﬂwromemelwdszMSBmm)etﬁ[?rh)@ymchmzeb{jbxy\)a@tld| ssol ved
in water, acidified with INHCI and 20 extracted with ethyl acetate. The

conbi ned et¥{t acetate extract was washed with water & bri ne, dried over

sodi um sul phés-€2-pinghy B V-HROUridt@dmethgdidsenzyddug)rdinpjesdpyddinad- yi el d 23 gm (88%
of prodyct as SO|Id ., 11- 1 NVR:. DMSO-d6 61.05 (t, J= 7.4 Hz, 3H), 2.73

(q, J= P 4 Ypminygeetigagd (s oH) 5. 26 (s, 2H), 6.92 (dd, J= 2 & 6.8 Hz,
2H), 7. 552(21@3 -(d@- (4’:4ﬂho@on?etl%/l)‘ﬁénzyﬁbﬂy)inﬁn(ﬁﬂle(hgl)-1~1—I-in35l-5:y60)&y|3acet?d'ﬁcid;7. 72 (d,

J= 8 Hz ) . e . -
-((3-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)- 1 H-indol-5-yl)oxy)acetic acid;
2-((3-(1-(((4~(trifluoromethyl)benzyl)oxy)imino)propyl)-1H-indol-5-yl)oxy)acetic acid;
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Step 5: N-((tetrahydro-2H pyran-4-yflnethyl)-2-(4-(1-(44-
(trifluoronethyl)benzynoxy)i m no) propyl ) phenoxy)acetam de To a sol ution of
the prodN©O 2012/9022p 4 (23 g, 0.0602 noles) in DVMF (69 niPLT/IN2011/000888
(tetrahydro-2H pyran-4-yfl methanam ne (7.6 gm 0.0662 noles), HOBT (50 ny,
30 catalytic anpunt), EDC.HC1 (17.5 g, 0.0903 noles) and DVAP (50 ng,

catal ytic anount) were added and reaction mxture was srirred at 25 C for
16 hours. THE- (r2q1hen)'rldF((@i(mﬁﬂuoeommh;yllbowyédxy)mimo)btbﬂ)dHl-idd&laﬁt er and extracted
wi th ethyl ﬁ ate The conbined ethyl acetate extract was washed wth

wat er & br PH&Y ?fff‘%%f' ver sodi um sul phate and evapourat ed under reduced

pressure. ’B'lIe—(D(((ld@nﬂﬁ@dmemyl\)mzp}uxy)‘lmeﬂ)elﬂwl)psmhtdunhybhfopmia)z@,rdaphy usi ng

et hyl acetate : Hhexane . 1) as el ue 579, of product
s uhi to s il R eyt B o from Haiiing Sngeflrog 1416 (m
2H), 1. 46 3. éng gﬁ‘anygm4 (tﬂ{ﬂﬁéroﬂneﬂl@l)6dﬁkyljdﬂ}/)1m2w7e4hy(l)@yrldndlr7 26 Hz, 3.01
(t, J=6 7-3.23 (m 2H), 53.78-3.81 (dd, J—114&26Hz
2H), 4. 51 (‘/BPrOBZP?f"Cf‘S‘dZG (s, 2H), 6.96 (dd, J=6.8 & 2.0 Hz, 2H), 5.57-5.61

m 4 i V) i iR céricanpt e 2
3y ((5H%1 ( ((gj e "fﬁ“’%"kghyl)%kﬂ y1)8x>259n ﬁ6)§)ﬁ°§nﬁ %Cgm ot hyl}),l?ﬁ%adl AR ) oxy) acet

tr|fluororreth enz

ic acid Steg(re2-mhenyltl- @(4(Q'5ﬂ%‘éﬁ‘vhiﬂgjl’ﬁﬂﬁﬁl)HXDU‘W?)B@@W%‘& & 10To a sol uti on
of 1-(6-chl 3-yl)ethanone (4.0 gm 0.0257 nole) in DVMF (15 nl),
cesium car g@!&%@é’cre{éjéc”d gm 0.051 nole) was added foll owed by addition of
net hyl 18- hydr oxwz:mvak@n(p@umsmf thiginygmiopmsy &g prepared gsig @ﬁd@aﬁtIWStan%gen

at mospher e Aol LRAGH R bUEE KR Bps2fibdd!if thidberlilh HFheedBbnsldtc . The
reacti on mXxture was poured into 1ce cold water and extracte th ethyl
acet at e. Tlperﬁmmeﬂnnesdlvmts etphrppriate 60 dhe reagentniend waterinks stveploxsidt dndvae er &

brine, dried g or ﬁmoqrangpo tleasa%e%ngg\‘? c?e\éaR?sulru%% g)oh' %get‘ﬁos% Eﬁ“&f"g] essure.

The crude 5?18‘ ct was puri unm chroma ogr uent 6% et hyl
acet at e i naheakang) natOreyande atddr. 615thg Ry({tR3R)staph pprsadert mapbeofaficdiort the sol i d.

H NVR: O d6 7 d, J- 8.8
& 0.4 2010 Pppye Slgranih? gl dr O g i bt lengon it il

St ep 2: I Mﬂ'faBWbewaél( apfrdciftby dhidyxone mrnmmt défyﬂm pyafcltailtsnmﬁy y;le)mm;egct?m‘,ahat e

To a solution o ce ridin-2 0X cetate .23 gm

0.059 nol ef eh”rﬂte%tfﬁqg%%"% 13(5&‘&&55% Fe: B‘H SikBRVR fO %538%%@@8 ’%Wé‘iz gm

0. 0117 nol @jso B Apptelated Y2 BHO B tidteCo B¢ kolepduhd2oDe p&saﬁliﬁvemdnemayn wat er

(5 M) was added and the 25 reactjon m xture was, refluxed for The

reaction mexlui® SEEOIVGIFEI2RLOrT JBNFIRARHLT {PT%e WY g?fF?/‘é‘?Wer@\/ef’éldg{/apour at ed

in vacygm (HIRrebRSMEYas Wl adiHeit plciahfipdde£are @ Bt Wab@ikedan e sathindkhs eper at ed
was filtered, washed with water and dried over P205 under vacuumto yield

1.15 gm ( 889%9peof theipasent vsairt Itaall gisp beiel! @reeqigted that one or mopgyi thasks0. 6,

82.12 (s, %bﬁlpoﬁdﬁﬁlaff %e cglﬁ)ertecﬂtogtﬂexé Salts 2Rl othbr &Rivhtthes dased of tl'l'ézspeait‘& 308. 02
(dd, J= 8.4 &2 1H), 4 (d p 3: Meth

2-((5- (1- ( @(#rg prlesefnr %ﬂ]@r@emnwryﬂw‘mw 9@@)@%%@))3%&1@91 By Peigens-skil ed

yl) oxv) acetAlls art. Such salts and/or other derivatives, as the case may be should also be
25  construed to be within the scope of the present invention.

Scheme:1 The compounds of general formula (I} wherein all the symbols are as

defined earlier, may be prepared by reactions outlined in Scheme 1 below which

comprises:
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To a solution of 1-(bronomethyl)-4-(trifluoronethyl)benzene (0.87 m, 5.6
nmol es) in DMF (10 mL), cesium carbonate (3.35 gm 10.2 mmol es) was added
26 fol | oxeaooeadi ti on of net hyl PCT/IN2011/000888

2- ((5-(1-(hydroxyimno)ethyl)pyridin-2-yl)oxy)acetate (1.15 gm 5.1 mol es)
at 25 C under nitrogen atnosphere and the reaction m xture was stirred at
the sanme tenperature for 12 h. The reaction m xture was poured into ice
cold water @and tract ed th ethyl acetate. The conbined ethyl acetate
extract was vdshed- wi'twwaker & brine, dried over sodi um sul phate and.
evapour at ed UrRderRsheduced Ypressure to yield 2.0 gm (94% of product as
thick liquid. 1k NVR DMSO d63 Svetbodst (s, 31-1), 3.65 (s, 31-1), 4.94 (s,
2H), 5.29 (s, 2H), 6.94 (d, J ®» 838 Hz 111), 7.60.-(d, J= 8..0 Hz, 2H),

7.73 (d, J= 8.0 kg 2H), 8.00 (dd, ig(&“ A, AH. 8.36_(d,{J= 2.4
s 00 L o NS

Hz, 11-1). 4 Method A O W~ “ORs
245- (14(4- (tRrjf &){omﬂ h{Ry berizyl ) oxy) =% no) et hyl §“'byr| Qi ) oxy) acetic
aci d To % soluti dh of the produt Gt step3(20ng5 &)mmol es) in a

m xture of THF (12 L), nethanol (4 nL) and water (4 nlL), |iwhium hydroxide
(440 ng, 10.5 mmol es) was added and the reaction mxture was stirred at

anbi ent tenperature for 4 hours. j{dje sol vents were evaporated under
reduced pressh&a Tbe\r,e3| 0 switvwed i nvwager ,aglfdifiged with I N HC
and extracted @ th ettﬂ/ acelat e. The canbi nédl X h et at e extract was

washed with waker & bri ne\rydrised over sodi um sul phad At & amt evapour at ed under
reduced pressupe to yield 1.4/ gm (88% of title produst as white solid.

NVR. DMSO-d6, 5 2.24 (s, 3H), 4.84 (s, 2H), 5.29 (s, 2H), 6.93 (d, J = 8.8
Hz, 201H), 7.60 (d, J= 8.0 Hz, 2H), 7.73 (d, J= 8Mgnhop{E 98 (dd, J=
8.8 & 2.8 1-1z, 1H), 8.36 (d, J= 2.4 Hz, 1H . Exanpl é‘")} N-'(( Prahydro-2

H pyr an- 4- yI)methyI) 2-((5-(1-(((4-(trifl uorom et hylY bengyl)oxy)im

i no) et hyl)pyr| di n- 2-yl ) oxy)acetam i de -25To a sol uti on of cinpound pr epar ed
in exanple 3 (2.0 gm 5.43 moles) in DVF (10y Ly,

(tetrahydro- 2H pyran- 4-yl ) net hanani ne (625 My, 3. ﬁ?@es) H%ﬂ(l 09 gm
8.14 mmol es), EDC. HClI (1.25 gm 6.52 mol es) and A\ hgl, mor phol i ne (2.05
n, 16.29 mmoles) were added and reaction mxture was srirred at 25 C for 5
hours under nitrogen atnosphere. The reaction m xture was poured into ice

30 cold water and extracted with ethyl acetate. The comnbi ned ethyl acetate
extract was. waskeohpoirtds ofagaeral fomiutee VIdwherein oRe repseyeits il pivar eorand

hexane o yi o a ong s FRRY. Sng JIBARE SR CUERCNRS el P By oo
1.07-1. 51 (m 2bpbeparkd 4y- douhBng of cdlhl))(,)unﬂis 98-gtnddl (ormulal-l) wlibrﬂd amstheSH) 2. 96
(t, J= 6.8 Hz,

Dpqar pShegfdl Ghgfla by vl
572 (s, oh), 5 oW Fperaliihieh oty inggShegfdl gty Sl (210
2H) 7.72 (d, J=‘B. fpHgent2klsuitableOBavin® grauprand H)I, otBer F3mbdls adea défirdd, 1H).
S5Exanpl e 4 :
N-( (t et r ahydr o- SHLIB Psipe AuGableBtshyany.- iteRle reattion medim i) WeMSNeh Hy )
benzyl ) oxy) i m nejeeoly RRYilab@# fir 2rey Rastie) Ak edradhdendicRPpHilic %UBBYlltutlon
2-((5- acetyl pyridin-2-yl)am no) acet ate
reaction;
ii. . Alternatively compounds of general formula VI wherein all the symbols are as
defined earlier may be prepared by coupling of compounds of formula III
whereas all the symbols are as defined earlier and compounds of general
formula V wherein all other symbols are as defined using suitable base and
15 _ suitable reaction medium by means of the methods available in the literature for
standard neucleophilic substitution reaction;
iii. Compounds of general formula VII wherein all the symbols are as defined

earlier may be prepared by reacting compounds of general formula VI wherein
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To a m xture of | -(6-am nopyridin-3-yl)ethanone (700 ng, 5.15 nmol es) and
10 perchloric acid (1.4 m), a solution of glyoxal (0.24 m, 5.15 nmol es)
i n et harD 20209M2) was added and reaction m xture was PETIINSH0G0888 48 hr s.
The reaction m xture was poured into ice cold water and extracted with
ethyl acetate. The conbi ned ethyl acetate extract was washed with water &

brine, dried over sodium sul phate, and evapo#rat ed ténder (gd% e pressure.
The crude produdt thiasypenls preets BRfngdIctipn MHRIWIEBY NEPRIQREIN 1. 506

met hanol in chl B{\%é&émsuﬁt%lybﬁlegn@&mams&l%%% of pr Oduct as off white
solid. 1H NWVR 3H), 3.63 (s, 3H), 4.12 (d, J= 6.0 Hz,
2H), 6 62 (ivd, JE€ompgunds of foumulazlXgwhergia aliihgsgnbplparg aslefingd)carlgr gy (g, 3=
2.0 Hz, 1H). St AV hAerld A1 Asi ImbdRTO a

sol ution of theggP%Hal%dw?@ﬁ%wmﬂogddgogw.{mmm les) in a msg{nure of TIE
(12 m) 5 net hanete 4s4deﬂn)e¢r¢drlwatam cgmpaungs, of gmra!urfpmyd@ aémdehemmhwg 10. 6
nmol es) was added an e r

tenperature for refr(ﬁ'ensa uﬁar??eal%‘}"g)vgg%r?h sﬁ( %/\')Le&ragl %{@%pgﬁgég eﬁﬂpd %f(l:eerd
pressure. The resngluﬁtahmbaszhasdahmbtd reactiovamediymaci di f i ed WI t h N HO and
evapor at ed |n vacuum Th res th stlrred
for 30 nin ‘and ?JONP(%?‘I;"& ﬁ{‘gr‘"ﬁl qu?lf‘ly\%éw&ggmcagg%% tn}n’é)ﬁ ea&gl nge\?gig(ﬁéaﬁ%

1.0 gm (98% of nfaiyt bee pppaddicly & IQfdfolymd b csmbbxdwdsjdﬂ ddvRal GuBOD IX2. 48 (s
?::?)’ g Q8 EZ J@hﬁrekp q_gth(g ﬁ_)'quofs are as @Fﬁ egﬁef under su1{ag% coigd_mgn 8 & 2.0 He,

N- ((t et rahygr o- Zjdrrﬁb}éﬁrﬂﬁD‘Pffdflh)ll@'gl)Mebmrzal(tﬁés}(rﬂbo(ls(a(réaz( defined taildrammtbay| )
30benzyl ) oxy) i m no) ethyl)pyridin-2 yI am.no %]cygt To a solution

de
of the product BfCP§&e€p9Y2°E‘I?ﬂ‘"E GrePmpod it fagy it 31 sypfols are as

(tetrahydro- 2H gyfiRQ- éhﬂye,lr)mt(t&a%mr@%(pyraa @mmgth%émﬁ]wtm)whet@ﬁﬁu( 1( ;187gm
an e nor phol 1 ne

10. 8 nmmol es), EDC HC1 (1.16 66 .ol e;}l

m., 21.6 ol esymbwly arey ﬁd@dﬁj‘%éﬁ‘?%é‘é‘faﬂ?n‘“ dsupvailafle ‘%F‘Ier'r‘t@'ii‘t”é? fo5 C for.

2 hour sjsunder ”'s@aﬁ&ﬂ&*ﬁdﬁh%’éﬂh The reaction m xture was poured

into ice cold water and extracted wth et ai/ acetate. The conbi ned et hyl
F

acet at e extSchemegastapatively the eomprds of gensral frsmular(Dewheseia all tpsyaibalh sul phat e
and evapor r duct as
o 1 R e B

sol uti on ofcogpdsasm acetate (0.564 gm 6.8 mmol es) and hydroxyl amoni um
chloride (0.615 gm 6.8 mmles) in water (5 nl) was added and the reaction
m xture was refluxed for 1 h. The 10 reaction m xture was cooled to room
tenperature and sol vefit was evapourat ed iao vacuum  The residue ﬁz'di | ut ed

with ice ca) X rEMdua ot £d X ac@bat e. 5 The W

extract was ﬁaiggz with g\m—@—r* S iﬁﬁégd mod?hate* alt:[d o
evapor ated i fitpaceymto yield 426 f), Pr odus R gn a, sol ution of
product obtai ned wbove (450 ng, 1.4 ol es) E\@(S 152 Cesi um
carbonate (959 ng, 2.94 mmol es) was added f ol I ofed by additig l,@g‘thoac
(bromonet hyl )-4-(trifluoronethyl)benzene (350 ng, 1.47 mmol es)|at 25

under nitrogen atnosphere and the reaction m xture was stirred at t he sane
tenperature for 12 h. The reac n mxture Wadodpoured into |ge)EoId wat er

and extracted w th,th¥ z '\e mbined) et hyl Nacef gt ext ﬁéegqas
washed wi th water and br,4 ng~x’dried 20 r spdaium sul phatevand evapourat ed
under reduced pressure toRyl @S)d 135 ng (58% " pmoduct as Rof fRawhite solid.

20 - Xiv

i Compounds of general formula XII wherein all the symbols are as deﬁhcd
 earlier may be prepared by the hydrolysis of compounds of general formula VI

whereih all the symbols are as defined earlier under suitable condition;
25 i Compounds of formula XIII wherein all the symbols‘ere as defined earlier m’»ayv

be prepared by coupling of compounds of formula XII wherein all symbols are
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11-1 NMR DVsO-d6, 1.22-1.25 (m 2H), 1.47-L50 (m 21-1), 1.57-1.62 (m
1H, 2.17 (s, 3H), 2.95 (t, J=6.4 Hz, 2H), 3.16-3.22 (m 2H), 3.78-3.81
(dd, J= Av8 2812lcbo220Hz, 2H), 3.85 (d, J= 6.0 Hz, 21-1), Pc28Nn{fm|1/0@BES 6. 55
(d, J =9.2 H, 1H, 7.11 (t, J= 5.8 Hz, 251H), 7.59 (d, J= 8.0 Hz, 2H),
7.65-7.68 (dd, J= 2.4 & 8.8 Hz, 1H), 7.73 (d, J= 8.4 Hz, 2H), 7.83 (t, J=
6.0 Hz, -NH), 8.19 (s, 1H. Exanple 5 . )

N- ((t et r ahydr o- 24-Hgfiped parderydnyl ifetriipidyo- 2 pgrap A=Yl niethanamine (XI) wherein all
(trifluoromethyl zyl , j OStep 1
N (4- (1-(((4- (TF’%“?‘? uoér/r%)%‘rse %@%‘g&ép@@%&@%ﬁ%&&Waﬂa)l Eé‘g;q‘%%%t am i de
To a sol ution’ oforhkadard peptidy doupkiyg;m no) pr opyl ) phenyl ) acetam de (6 gm

0,029 DL G8) L BB Tl ERANTSRL AR S s e oy 9 oo

the reagtion m ¥irliée maRsbes picpired 13t redbting t@npdindo of sgcner'h\le fcrremat X&H ni xture
was poured into ice cold wat er, and extrgdce\%,eﬁd Wi t h etht¥ll ﬁ te The

conbi ned et hyl 2bgelt @lloxhs apfmbRess Aaste th SAEHCEr WAL YHEXY ARG over
sodi um sul phat eh?d}gclﬂ’dmilé@ﬁ axte%#lcél@pbartam@susseﬁh mt@tﬂswleen&@ yi el d 10 gm (94%
of product as so NIVR: 37(5 J=7 Hz, 3H), 2.04
(s, 3H), 2 iyg (&lompounyls ef fqzmulgl(_B) whcgnBalbt’pe E)gnboés'_q)rea a\f@e@eqﬁer(rpﬂy hSH) 7 73
(d, J=8 HZ 2H}ye ;erQ c&ﬁ)xm%ldrcmﬁs&]ad@offlmﬁlﬂamnqmnymméowboﬂs one

0- (4- (trlfluororre hyl ) benz oxi ne sol ution of the product of
step 1 1010 g, oawzaﬁsieﬁmde@thrr@nétcwamndi ohegpenal formyty VHT gtherstin plbthessi um
hydroxi de (6. 15gnpd z;.]rgg?dé@t:@ée)rhér'ﬁsv%tsﬁ{ab{e%gsergnh sUedAdagdnadihine
reaction mxture was stirr for 36 hours. The reaction m xture
was 10 poured into ice cold water and extracted by dichl oronet hane. The
conbi ned dighhay RnﬁJ@ﬂﬁoﬁMsr&%m Ve &l ) WieMRL A thaRPgmbBblk AR, asdr i ed
over sodi um sul phate and evapour at ed under reduced pressure to yield 7.5 gm
(84% of prdstioesk eaglier| ngyiibg. prepated\R: appIVBRtel Glagtingy Maferials jas desgripgdl in3H) | 2. 66

6
(7q 30-7. 1355 ééﬁexgé?)and7§g%;]n€&susu@%nab$e ﬁ]iérl_géﬁic bgslé%s) L%hé%lj@()ﬁﬁ K@H K%Ubﬁ) Step
3: Ethyl 2-Q@@O{ and (he41ke of torgainiculease(wesusl |2y twnélyf« )taﬁty)'li amine, dusor)mpyl

|no)propyl) C t of step
2" (375 g ABGAYh BEGEHAE thhim may bel ol Hol BnheckilE PHALME! 00 0%
mol es) and ;E@trcyiol@ntﬁsvmuah:es atethafdl, 8thgm1 &Jt@m(DﬁnQ@rmllle&s))r witableaapdetd and
reaction m x t 10 i m xture
was pour ed |h€nt&‘|) éléC%col etﬁqet?méaﬁn tra%@?rg}é‘?{) Qlcﬁ {%l)rr?méaggae § g?ﬁ Iﬁe conbi ned
et hyl amet ajreuibla aditureatherwas ethd rWlC'tlhn vl e @and:dhuut Aea taﬂmpeeajlure\imlthes odi um

sul phat e and eva our at ed under to vield 2. 2 55% of
product as "a¥ei0gC 53! X&Rﬂ?erﬁ%@% vagtéﬁ anglhe%%cupﬂ t‘m§l—'6' ngQ (t, J=

7.2 Hz, 3H)fr0n21§)745(1q)ur5\]— 7.6 Hz, 3.90 (d J— 6.4 Hz, 4. 10 (q, J=
7.2 Hz, 2H), 5. s, 2H), 6.37 t J—6 Hz 652§d, J—
2H) 7.37 (Methq}i—B cp@pom of fprrglga(va Whgpelrgalhthﬂiymlmlgare as n(eéear er 8. 4 Hz,

pared by usin approprlate startmg materials as described in Scheme 1 using
2 ( (4- (1 (( (§H>( #

'l uofonmethyl) beanl 2(00@1%8 glonoc) pr opyl ) phenyl ) am no) acetic
2 3,

organic base(s) such as pyridine, triethyl amine, diisopropyl ethylamine and the like.

30 aci 25 suitable inorganic base(s) such as NaO s;COs5 and the like orsuitable
Alternatively the compounds of formula VI wherein all the symb_bls are as defined
earlier may also be prepared by using suitable palladium based catalyst such as
palladium acetate, Pd(Ph3P)s and the liké and with or without organic ligand such aé

30 BINAP and the like. The reaction may be carried out neat or in presence of suitable
protic solvent(s) such as m‘ethénol, ethanol, butanol and the like or suitable aprotic
solvent(s) such as dimethyl formamide, toluene, tetrahydrofuran, di:chloromethane and

the like or mixtures thereof. The reaction may be carried out at a temperature in the
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To a solution of the product of step 3 (2.2 g, 5.39 nmoles) in THF (10 m),
a solution of lithiumhydroxide (0.45 g, 10.77 mmoles) in water (10 nlL) was
added andwORe12me20i on m xture was stirred at 25 C for BCHAN2HE1/00DRES
solvents were evaporated under reduced pressure. The residue was di ssol ved
in water and neutralized to pH 6 with IN HClL. Solid seperated was filtered,
washed with water and dried over CaC 2 under vacuumto give 1.64 g (82% of
title produsatge 0 °Citpirefvr: tetmnww@f thgsolygnt(s) usegand tig thogmmf)mayza@& .71 (m
2H) , 380( 15(s 6.52 (d, J= 8.8 Hz, 2H), 7.37 (d, J-88
He, %ﬁ“@"%""é He, e (d, J= 8.4 H, 2H. Step 5

NATet r ahydrMethd-@yTlﬁmom-pylh@dHBfﬂnyIf()mﬁx«ib( Yﬂ[(afhd (&¥-wherein all the symbols are as

Sol ut on oftePiRd prBtabeS b arfed Rk Rk ARNs o kR )

(t etrahydr GseBEm)r &t Schementwign aydroey liyide dghitoohlodde (2t pryente OL AL rml es)

or phol 1 ne 10 TN aDHBR e Ary P ¥ e e F oA oy B AT QPE s

srirred at R&efeclo@EuifibRAVIEntE)&h a8 nleftageNetBinth DRRGS IS watthend tBalkd @n i xture
was poured into ice cold water and extracted wth et h%/ acetate. The
conbi ned etsthblea’@éﬁt‘ﬁ?%‘h‘érf?ﬁ' Abg regeton pAyHRE R ed Ut At (PRI 1R thefaneeyr i e

over sodi um &uf| ?ﬁ“)@teﬁﬂgaﬁ}/@(ﬁqw iRt WNAe! addald CREtiR BISMAE randd ol Ude
product was puri col oumm chromat ography using 1 % MeOH i n chl orof orm
as el uelt tlgoyBdbers.1. 22 g (15% of product as white solid. NVR: DMVSO- d6,

U P

3. 15- 3. 22 (defined2@arRdd) may3 b6 4iepared=by6 hydroly2in , apBropiiaté chtersJas ddscibeg Qn 8 Hz,

2 5.21 7.37 (d,
D43 e, (S}Pﬁ’““g aggsz'ge“{e 3“%“%5%%6%6@“)? grg‘}a(dﬁ 5‘61:'8%% ‘i‘é@)kn% 89 (5,
J= 6 0 HZ Rdation may be conducted in suitable solvent(s) such asEmaﬂanhcé &hanol, THF,

)2 ac et’is (Zgag%(@d#rggfkf or gfrﬁ{)}%?ebset%@égp XIWC reacr}%}\ )y Bg )%grzr%ld outyf l,azanediyl
2,2 - ((5- aQ@&fxlér&ﬁ@Zlmth@rd{llgé ag agedi ryfl)dicaGREaalre of the solvehfs)uss@land ilan of
1- (2 am nooxazol - 5- yDet hangne (300 ng, 2.38 mmles) in DM (2 nL), cesium

carbonat e (T%actign e M3y sangeieMelktp 4fd8iSdded fol | owed by addition of et hyl

bromoacet atyefuf@4: THe compfuni®H tﬁ@?orlﬂhla%ﬁ dad WIHERhdpbih bR Tyﬁ@o@ta@&pher e and
the reaction mxture was stirred at the sane tenperature for 18 h. The

reaction nidefioece comtisr ey bel Arenagedi by euptngadeastiomrd apprersigtcedcithi ¥ et hyl
g??;gt gl\})e;rhdg)gn‘gpﬂ% gﬁ]%eez{s%gcrﬁ)cé@tu@g@leﬁ?étf atd séﬁ@ﬁe‘&aﬁ%ﬂsdﬂaﬁa RGiB6ns& brine,

phat e and evaporated under reduced gressure to yield
310 ny (44%ciops graseuisscribed titilekakaden, 2005164 (MR 0827410852 (with guitapley Hz

6H), 2.33 (iﬁod(lf?tgl ?rlsd' %g}éraggns(amar 4\%1?] k?(sv?'rz to(§ kllg y[ie)rszmS'F he( [%actgbki)ma tep 2.

Di et hyl roxyr m no) et oxazo azanedi di acetate To
a sol ut| on tef catiiet oyl mz pRsér(cB - afcehgdntk zoich 25y NY adamashlilymindprapd)-dte (300

ny, es) .,n. e X Iutlono éllg?a £ (165
ny, '2. 01 anﬁlfyécsafbogi{'Hd%%Ar xy?rgim{gni@&))m cﬂchif é%be(] 19%5&0% gj"m . g%‘i ?rtT{mI es) in
wat er (B rril)kemmlse rddd madbd bericdmciuitable sdxE(sE sMsasrcbrhbuhxleﬁbrmmmd& h. The
reacti on m x ed toro er at ol vent was evapour at ed
in vacuum r@ﬁ\aﬁhé Eonﬁﬁt}faﬂ?@%fﬁ??rc'glxg" §d %‘ftzr and extracted with
ethyl acetate. Tie réeii®t Rag belchled JGEHEE Rnfétat@6tin WRSrad@ Bvashedefixt h wat er
& brine, dried over sodium sul phate and evaporated under reduced pressure

to yield 25ompgatpsadghesplventts) usedapdthereagtion ing ray raygs fomilito S RMES- 6

1.25-1.37 (m 6'1&1@ alaﬂéac@ﬁicaﬁjc%)npoﬁn&g ié &&1&58 b§HempthyRg &&welﬂlﬂ)\al 7.57 (s,
1H). Step 3: Diet _

- (3 ( tteqhpigaes #’rqf«rralalm itesnetpphijipe ifzin| Yréhdpragel ey omyining e dbfectpre
amount of the active component, that is, the compounds of formula (I) according to this

invention.
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15yf | azanedi y1) diacetate To a sol ution of

1- (brononet hyl)-4-(trifluoronethyl)benzene (200 ng, 0.84 mmoles) in DWVF (2
m.), cesiwonosydonrate (408 ng, 1.26 nmol es) was added f eciraxedi/bgosssddi ti on
of diethyl 2,2 4(5-(1-(hydroxyim no)ethypoxazol -2- yl)azanediyl)diacetate
(262 nmg, 0.84 mmol es) at 25 C under nitrogen atnosphere and 20 the reaction
m xture was stirred at the sanme tenperature for 18 h. The reaction m xture
was poured i nt oThe guawity ofisdcve anupenent, abateld, wiet horapdwpils #E cformida (Dhe

conbi ned et te. extract d over
sodi um sul Sﬁ%{%n%nodﬁ'ésvgv%r}tg el U %h%%gu%aedwﬂp é@éﬁ aér?% {e&%? egg}ngr oduct
was puri fi egbrdof negl bmmrwhrmrmijtsgdapuyly(cﬁbuﬂntg upbﬁ%lemhmlculacemmmmqnn hexane)

to yield 295 5% product 25 hi ck i 2 136(m
614), 2.04 “(eéhn%s%hel)mte Mg h ppo 'O?‘fa? °ﬁ2‘P° a“‘h ‘éf‘zlaﬁ%“e 4f38“°"“'§”§§ 2H) ,
6.99 (s5 lidenerdlyt the ghantis o@a&lvbilomé’dﬂ)ent WillGfhge etwhen 8.5% ﬂdﬁO‘V«ZWwe@itep 4:
2,2'45-(1-(44-(trifluoronethyl)benzyl)oxy)im no)ethyl)oxazol -2-

yI ) azanedi Y1 $6icaReesitonaci d° 30To a sol uti on of the product of step 3 (295

ng, 0.62 ol esjypd ﬁlv@ntf&l)ﬁ é&(p@dnﬂ:ﬂi il at@ﬁdéﬁlbby et és dgleenrﬁe)ovﬁﬂxiﬂndhlat er (2
m ), |ithium hydroxide ( mol es) was and the reaction

m xt ure vvaslfesmfPYlfi%i:lb)a‘t"ahﬁf)l”éﬁfatlloéﬁ’B'é‘raaE‘lﬁheéﬂ PfﬁrShﬁ“lﬁé‘B‘r'%e coppfered &¢ Vidt s wer e
evapor at ed jndgl. Jregllinedippessure. The residue was di ssolved in water and
acidified WI IN HC1. Wiite solid seperated was filtered and washed with
wat er &0dri ed//OYMR spas! datigreniadd il giidrepy ar aipeerdobasingia 9P MEE pr oduct

as off whit Fecﬁ@rhéhg (BiluHarNMﬂNC@l\@? fels) r@w%ecpzﬁ & Bale.3ril aftd derlvBe mAonedd. 23 (S,

2H), 7.31 (s, 1H), 1\} : o (.72 (d, J= 8,4 Hz, 2H).

5EX arrpl e 7 the solvent used for NMR is CDCI; using tetramethy silane as the intérnal standard. »
-((5-(2-4(4-(trifl uor orret hyI ) bemzytploxy) i m no) et hyDoxazol - 2- ypazanedi yO

bls(N((tetrah dr o- 2H ) et hyl ) acet ami de) . To a sol ution of

conpound prh&f. ré@’dirﬁ’fzg ‘éyémft%]@rzn(ﬁ(l'é«%o mml es) in DMVF (2 nl),

tet d 0 I HOBT 10 (121
§rg,e (r)amog mﬁ?ﬂea&%ﬂé&@@gﬁ ﬁg@gﬂ%@&&y egt)mqqg%d mt ﬁfll) nmor phol i n((a (227

4-pEpEonY pAg XBe4MBN m xture was srirred at 25 C for

2-5 hours under 1gi § L9ga%h 8f THE %@ h fhiLGnR U £2008m0ROUMEd i Nt o
ice cold water and extractgg 9 yp m)p'?@ﬁ tate. Qﬁ)e(é conbi nea ge)t t?yl

acetate extDMEl(lG\ﬁ/aEL)ava@th@dmv\ﬁftfhPHMt @19 &“bror“dﬂo solesyansh aihyl Sepiaaeeaisl phat e
and evapor n Qeluet |turat ed
wth hexaneetaétag f g?{ijz .@gﬂéﬁg%(é)é(%é Hécp%l? g%uc‘:(%nﬁg{sx“&ﬁr{aé sol |a(tj\§@sC LY VR

DVSO- d&0 6 h])ul(34le_e fedctiom mikkire whs $Fured oo (igp coldHyvatet agd extragied (with gtp,yl 2. .04

(s, 3H), 4 , dd, J=
11.0 Hz & ?.%%atéﬂhezﬁ%—’nﬁ“%m fi(%'y s&hﬁ%%}%%‘%% W(aél,‘edz “?Wl‘?.%zg'%?’ G%H)Z%Véf 58 (d,
J= 8.0 Hz, s@dipm stlphdte( ahd dvapﬁl(a&dmddzr re@ifed pressure to yield 49 gm (94%) of
Exanpl e 8 ¢ as thi ;

241- (4- (t riF IS SR Seni y1) - 3- ((((4- (trifluoromet hyl ) benzyl )oxy)im

i no) met hyl )'H NNIR: DMEBT1-458 y.0§ (xy Faceiii,  Hacl. 2D (tSt:ep 81Hz, @Hh2.96 (q, J = 7.4

241H i o t at 2 i - ro i.n 4.56

0. 034 o1 ol R OVE @2f -4 Mol e it BBl o G S 0288 Ko ey T
et hyl bromagot-at.e&(&8 29, om 0 0377 nol es) were added and the reaction

m xture was_ st rred at anbi ent terrpera]t re for 12 hours. The reaction

mi xture waSiPenELy! 24#-1 & ¥TFd&ted with ethyl acetate.

The conbi ned et ryla Mfoat& t@%m@& oYVap we(ahgdommmwspm Sethdone343dri ed
over

ml), hydroxyl amine hydrochloride(28.6 g, 0.4152 moles) and a solution of sodium
30  acetate (34 g, 0.4152 moles) in-water (147 ml) were added and the reaction mixture was
refluxed for 1 hour. The solvents were evaporated under reduced pressure. The residue
was dissolved in water and extracted with ethyl acetate. The combined ethyl acetate
extract was washed with water & brine, dried over sodium sulphate and evapourated

under reduced pressure to yield 40 gm (76%) of product as solid.
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30 sodi um sul phat e and evapour at ed under reduced pressure to yield 6.2 gm
(829 of product as solid. ,1H NVMR DWVsO-d6, 6 1.20 (t, J=3.6 Hz, 3H), 4.13
(g, J= 8.WoRp12/@pP20 4.70 (s, 2H), 6.31 (d, J= 2.0 Hz, 1HCTAB202/0¢0d88 J= 8.8
& 2.4 Hz, 1H), 6.99 (d, J= 2.4 Hz, 1H), 7.27 (dd, J=5.6 & 2.8 Hz, 2H),
10.95 (bs,1H). 33 Step 2: ethyl

2((3((hydroxy|mno)rreth |)-/Hindol - )acet ate "DVF (1.74
gm O. OZSWMMRCM%ﬂ-dMﬂOlG dnﬂe‘?Hm )ogéh taf M3 BH), Zﬁﬁdﬁpﬁoﬂ(ﬁjs oXxy
chloride ( 22 | ) i r 15
,mns. To tﬁil{zgz “&d ég_ﬁpﬁ 2%% %ﬁgte‘ﬁ{«g g?g df:f]mgjfz gétq%%ﬁli ?ﬁf}d] 3

0. 011l e) (lddn,ffélBe&hIOer Hihane3 (518Hh1) at 0 C and heat ed to 80 C for 2
hrs. The sol . >, agqgtbdue was

di ssol ved ifrwa ¢ et acet at e.

The et hyd acet atTe @ﬂdt&ﬁtofmﬂﬁpmﬁ@dﬁ@ﬂsmpﬂm&@t em:& taples)ein [aMFe(d4 a9y SOdI um

sul'phate and evapar at ed nder uced )
purified by SYMURPOBHF o t%r%[fﬁ@ T%‘Fﬂeaﬁ‘ﬁ 43@(5&‘*% %@%e TBE gfhg to yi el d
900 ny (31%me07959Qﬂ@)Wa‘éa&dﬁdladd theFréadviRim ixBMEGrad Griedlat 22°C for 3hsurd. 82 Hz,

311), 4.15 J= 7.2 Hz, 4. 77 dd, J=

111), 7.41 7%*&? reaptiog NEx{jiE W%H)O‘“eﬁ' igty i (&acolé Waﬁ“&“‘?—«?"tgam? wigh eé‘éﬁ(aaetatﬁ— 2.8 H,
1H), 9. 88 (the cdmbthed efiig) acﬂd)e extrdetQfas(AShedlsklth witb€R bdine &irfed lover sodium '
2-((3-((hydroxyi mino)methyl)-1Hindol-5-y floxyaéhilzt%etate0 15To a sol ution of
the problctsuiphatsaag CWPGB@@dd@degeé‘@eﬁﬂﬂs%%? tq eldeBrem 610 P9 dushes wat er
(3m), hydrtgm(lh @@l ne hydrochloride (491 ng, 7.12 mmol es), sodium acetate
(584 ny, 7. 12 m)l es were added and the reaction mxture was heated at 70 C

for 2 hours] 'H TTM@ DM doh | /5 & drd -AHE 3FDut-&Y (i AT 3.0 e 3HdI2473Et &7 7dnd
extracted t4h13@ afetlat Zq mgbiyg]egaf £, @@g&@é g -ex} kack yyas washed

w th water dri ed r ‘sodi u haté and évaporated under
reduced pr e%H;)UV é6 (dﬁhé ér&lﬁé Odt{l)dbﬁﬂ S/Qa@ bﬁﬁlOfH@aHbﬁ ediuhm 8tz ogr aphy
using 40 % Lot 2R Oduct  as
sol i d. o a) ’ 0 , 211),
4 70 (s, 211) ﬂ“oa&oﬂlddn oﬂ&e&)r&i@t 4fs|ﬂm 3 &2319 001583m10(ed) mJEHlS(B’«OImI) aH), 7.43
J 1 12 30 %Euglon ?L’lthllg% gﬁérﬁkld% ﬁ]g & 0 %éZéﬁz bleg‘)H}l wa%er%?%( 1%1) \gfz!:slf}ddeci]'gndd' 6 (s,
2 ( ( 1- (4- (tthe fréauﬁkfroﬂibttllirylvydaesttmyd)af 359C €¢r43 hours. The solvents were evaporated

(trifluoroneth benzyfl oxy)i m no) ne ol \ at To a

sol ution of"d ﬁ‘)e/re% %fsu{)ef 3%? Eeﬁldg% (’V%g%ﬁ’é;ve%i“ B%tgr ﬁﬁ\glféé)“’fﬁ ‘)%@E dgnil

cesi g (r)n zzmr g&ﬂa&ti&j Mth chglrﬁcetgtegﬂﬁmd;inﬂﬁﬁe,d efind adefaltammcreﬁdawasﬂmenzfyﬂ domam de2£(S Séo
, 13 mpl es, were added and the reactio was stirred at

for 2 hour & brfie Lfr@a@wro%? it dpeq,ed YBRAUERC] Y rreﬁéceéar%fswstt%wegin

extracted vmt%ng.gmjlof%gg@tagzsol{ﬁhe conbi ned et hyl acetate extract was washed
with water & brine, dried over sodium sul phate and evapgorated under reduced

pressure, THeNMRiEMPPwddES Wad i iHa aH)-1By/3 (Bof'urﬁf’ HerdRat 8diaphl): using 15

% ELOAC i n $igg nﬁ{)aé 9@'(&?%2&6/8 ?ﬂzdzﬁﬁe 56%&, 56:%4@57 @mdmj 765,9 @ofi d.
1H NVMR 1.716 1 (q, 2H) | 9 (s, 2H),
5.23 (s25 2|478H5,M(§2(<2Hf8162 )( dd J—88&24 He, 1H) 7 35-7.40 (m

4H) . 7.68 (repI™NZ(trdifdro-2H-pyran-4-yimethyl)-2-(4-(1-(((4-
(trifluoromethyl)benzyl)oxy)imino)propyl)phenoxy)acetamide
To a solution of the product of step 4 (23 g, 0.0602 moleé) in DMF (69 mL),
(tetrahydro—ZH—pyfan-4-yl)methanamine (7.6 gm, 0.0662 moles), HOBT (50 mg,
30  catalytic amount), EDC.HCI (17.5 g, 0.0903 moles) and DMAP (50 mg, catalytic

amount) were added and reaction mixture was srirred at 25 °C for 16 hours. The
reaction mixture was poured into ice cold water and extracted with ethyl acetate. The
combined ethyl acetate extract was washed with water & brine, dried over sodium

sulphate and evapourated under reduced pressure. The crude product was purified by

25



54H), 7.74 (d, J= 8.0 Hz, 2H), 7.85 (s, 1H), 8.44 (s, 1H). Step 5:
2-41-(4-(trifluoronethyl)benzyl)- 3-(a(4-

(trifluoryOepiyuenzynoxy)i m no) met hyl ) -1H i ndol - 5- y1) 8CFIN2a1/D@83Ci d

To a solution of the product of step 4 (350 ng, 0.605 moles) in THF(2nl)
Water: (2ml), |ithum hydroxi de nonohydiate (38 ng, 0.908 mml es), was added
and 10 the reaction m xture was stirred at 25 C for 3 hours. The reaction
m xture vvasolgoomheﬁronmtqgrapbyeu&mg cthylateate : Hbéxding { &d 1)oas edient teigieldhHd gxt r act ed
wi th ethyl orrbl d ethyl acetate extract was washed with

wat er & brl(gfy)%lrpfoedd‘c 'tgt.s)%lllaﬁm sul phate and evaporated under reduced
pressure tdﬂwmdemam(W%J@Bm{zodﬂ);ﬂ 1asl. s0lm, AH), IHNMVR (nf,28),61 (s, 2H),

5.21 2 5 4 5 36 t,
Sy, 742 (150G gTE e Tt O 530 @7 e el 0 gl By
g(-i) |7 84 (3578-31) (dd8/ 421 4% 2.8z, 2HR 4938 ({ dH), 52645, 21Hiz6.96L¢d), J = 68 &

anmpl e
N-(?Fet r ahydt 32 2H) o33 ad S b () 4Dy Byt §4 2= &0 HE2H)+$13 (ot 60 enYEbenzy| ) - 3- ((((
4- (trifluoromethyl)benzyl)oxy)im im@hipi 2yl ) - 1H-| ndol 5- yl) oxy) acet am de
20 To a solution of conp oundﬂg)r epared_ in exanpl e . 0..454 mmol es)

in DVF (2 ri!t()(S (-t trafyaiprpeth qswyé)ﬁm)lwy}?ﬁwaﬁm %a‘)ﬁyﬂ?%ﬁ%ﬁh de ( 83 ny,
0. 545 ol gg), 1'ﬁ%TzQ@a&c%y}iﬁfmim-ﬁ%xVﬁ@etﬁé3o mg, 0.681 mmol es) and N-et hyl

nmor phol i ne (U nmol es) were added and the reaction m xture was
srirredoOat 25 CTfOCﬁ S@umﬂg Lfpreklpropyidisged cdenenspiddt em. PH85F &0d®iBn mi xt ure

was, pour ed ik s 3| SEyBfl GalLE! (1BALEXbIBPLARe P 4RI fiBREl ByC. The

conbi ned et e ex ract was washed w th water brine, dried over
sodi um sul plhdﬂtlen aﬁdxemyhb{hyapexhcctntd@ OH@de@Hnmcé@%m@ a h@demrum@epr oduct

fi b h t h | duct
i 6ol | dm R g R FLpERAs [l 8 9-GHL T8 (R Indtalf et 9
g.dgl ‘Z;. 614(11‘nﬂxtuié.\11)s pcﬂlreﬁiﬁn(otlce dld ﬁlﬁtel:an'ﬂ ﬂtrhﬁ@d @l-t-l) eth9l £8ta®, The (ombirzd ;.L) 367 ég
= S .
(dd, J d5g é:q-gf‘?ceﬁzﬁﬁfxtfafﬁ)'vag i}/aéﬁé dtql v‘kjater?L d)rllg&, dgrﬁg)o’verfl%glm( %1‘7’&13& d

1H), 7.46 (edapcﬂlrate'ﬂ dnddz , reduded p?es@t&e(ﬂ“he Trud8. pro#irs wids1 pyrified 78y (:lemﬂ 8 0 Hz,

211), 7.84 | 10
2- ()2 met hy & f?“(‘f’éo'%@ri’é‘w%?‘fg“( (164(" E‘?‘V ?‘ini‘Ber ??rﬁ’ﬁi}é)‘ﬁeﬂ%% %&ﬁ )e 4t hy! ) phen
(i)xg) N((;etgr@da&dgs@fﬁxbh,&ygoam% yl ) met hyl ) acet ?m de. H NWVR 81. 23( rr}[ 251),

=11. Smez " 2H)NMR: &m %{Ertfbe,ﬁ 2*151(563}&) éHé (=Hz3H)2$192 R (7551’(%‘%4;25 AL ?é, '2H),
5 2 (s, 2£2H)Hz @ﬂ? 8(20(d®"j)=8§&72ﬁ%z ﬁ%ﬁﬁg}sﬁwiﬂ Hziy 7.2 (m 5H), 7.3 (m

Exarrpl e 1 1 Step 2: Methyl 2 (( 5 ( 1 (hydroxylmmo)ethyl)pyrldm 2-yhoxy)acetate

2-(4- (2-phenyl - 3-({ (¢ gﬁué(grbi{?g@;pﬂg{swétg@?n lélﬁkﬁﬁkwga&tﬁg)éﬁéb gmhg@oxy) N( (t

et rahydr o- 2H pyran- 1.02
(m 2H), 1.rMd@e)in4Bhahoi (1RHDL), 3 s6Btidn 66sodinm adetdte ((R9437gni.t0. 01J 7=mee)angy | 2H)

3.15-3.20 ((m , 4.47
(o oan1y S ylmningit blGsaci ot 0ty Fy gl T e ¢y St fodefandlfle
7.20-7.24 (reactidid)mixilird 5vay . réfluxedn fod 11f)., The. ebetjah, mixture8wd ttdled Ab))roo8. 80 (t,
NH) . Exanple 12 - . -
152- ( 4- ( 2- gHBRAYAME- 3¢ CIVER YA I URRCTRSEHD S BURY 15 BRI ) lm‘fchwftsl pfienoxy) - N
((tetrahydrei?ay aah S(Ardysle))éfeﬁedily\}a); ditteted rivalehed MitNVRRteDMEQIred, over, P:0Ds11- 1. 06
(m 2H) 1.46-1.43 9 12.8 Hz, 2H), 3.19
(500 ger iyl i g3 ey Gpboen Sl by tindile 831

'"H NMR: DMSO-ds, 62.12 (s, 3H) 3.66 (s, 3H), 4.94 (s, 2H), 6.95 (d, J ,8 8 Hz, 1H),

30 8.?02 (dd, J= 8.4 & 2.4 Hz, 1H), 8.34 (d, J= 2.0 Hz, IH).
Step 3: Methyl 2-((5-(1-( ((4-(triﬂuoromethyl)bénzyl)oxy)iminq)ethyl)pyridin-2-
yhoxy)acetate '
To a solution of 1-(bromomethyl)-4-(trifluoromethyl)benzene (0.87 ml, 5.6

mmoles) in DMF (10 mL), cesium carbonate (3.35 gm, 10.2 mmoles) was added
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5.31 (s, 2H), 6.91 (d, J = 8.8 Hz, 2H), 7.15 (t, J = 3.8 Hz, 311), 7.22 (d,
J =6 Hz, 202H),7.60 (t, J= 8.8 Hz, 311), 7.67 (s, 111), 7.70 (s, 2H), 8.10
(t, J =11IW6 2pi2/0903% . Exanpl @CI3BN2011/000888
2-(4-(2-(pyridin-4-y1)-1-(((4-(trifluoronethyl)benzyl)oxy)im

i no) et hyl ) phenoxy) - N((t et rahydr o- 2H pyran- 4-yl ) net hyl )acetam de. 11-1 NVR
DMsO-d6,1 .0 5 -1 AO(m 211), 1.45 (d, J = 12.8 Hz, 211), 1.65-1.71 (m 25

111), 2.98 Kotloweli:b)Gadﬁilﬁw o2ipthylR2-((4-( B-(Ip@roxsiminpthy Bpyrging2-yBoxygcerate1) | 4. 20

60t o1t ishy S hmolesY G 491 Bt niflogf sfosptens Hnd ueackb mittugt_ (9, 9

J= 8.0 Hz, R&d)stir8d 9t7thé same fdhperaBuetdr (12 h. Thereaktidn hidxtu21w)s. poltsed b écel4

302-(4-(2-nmorpho 1 ipo-1 - i f1 uoroneth e 0X
o) i) bR atd St R b soRlss T SRS ANl gt vas | e
E)N??GO ((jg ,5 6 \1«25??)‘ Wit Gvafef: e, drlcd438el(s@d1u&1 sulph&eﬂnd'ﬁ\;ap&kd)it,ed ind2rciu6d (m 1H),
. r s, 1), .3.20 (t, J= 11.0 Hz, 2H), 3.46
(m 411), @eséafe(‘%y‘eb‘&%;‘g 2, (%/)30%’10 e ]ﬂagk g &(2 4 Hz, 2H), 4. ST)(S,
2H), 5.27 (‘SHNRM ,Dl\@s@a'iié,(ﬁ,zzhs&}ﬁ 185 (s2ki)1 454@12991 52]96 @H)Otsblz,(dZIH) 7.67
(d, J= 8.8 Hz, 2H), 4 (d k&b mpl e 15
5M((tetrahya{sdizzmﬁp»y}@mcdwﬁ%%&zr}%{)Jﬂ(@ J(78@H{4’8h'ﬂ>r§3 (didn6 1&8(66(4 (tri

fluoro met ) )ahhyl ) phenoxy)acetamide. 11l NVR DVBO d6,
81. 09- 1. 18h{“{2’21 1&“?4”6 ilqgg Mo2H), 1.60-1.65 (m 1H), 2.47- 2.49 (m

4H), 2. BIL- 29tER4:(2af(5-4Hf((4- erﬂ@oromethml;)beﬁzsmotgz)lmmelbthvli)pwruilm2?fk)ox‘ﬂacem;{), 3. 67
(s, 2H), 3.78,-3.81 (m 2H), 4.50 (s, 2H), 5.26 (s, 2H), 6.92 (dd, J = 7.0
& 1.8 Hz, . 107.59-7.65 (m 4H), 7.73 (d, J= 8.0 Hz, 2H), 8.09 (t, NH).
Exanpl e 16 2- (2-Tmﬂtsimyltiod,0(ﬂ}e(ptddudpifst¢p3-@ng1§@(n(rdeles) in a mixture ofTHF

(trifluoro ) benz imn ) etr y pyran 4-
yl ) met hyl )2@2{"&% ReRe] LONEA il PRk RESRE b, %‘{O m%ﬂ? ’Emﬁz‘f .
12.8 Hz, 2|-Dvas ald&Banll. the/refetioh )ixtuze A& stigred @mbjent @mP8rafure fod 2 hburd. T-HE 2H)
3 15 3. 76- 5.31 (s,
65} %\veﬁt& @r%ewora%ungﬁ rg@H%;qﬁ)refs%e ﬁ'@é lfilH%% waiabsso(lw/adég W;Qe}io ( m
11 1) 7. 43ac(diiﬂed wikF 18 BC&add 8xthdgted Wih etdylSatetate, ThdlombBin&bethd, acdemte8. O
2H), 770 (eq(traé]t was wash‘zd Wltl;bwater &?)rlgle drll(;l over soE>< mngl)Jllp%ate and evapourated
under reduced pressure to yield 1.7 gm (88%) of title product as white solid.
'H NMR: DMSO-dq, § 2.24 (s, 3H), 4.84 (s, 2H), 5.29 (s, 2H), 6.93 (d, J = 8.8 Hz,
20 1H), 7.60 (d, J = 8.0 Hz, 2H), 7.73 (d, J = 8.0 Hz, 2H), 7.98 (dd, J = 8.8 & 2.8 Hz, 1H),

8.36 (d, J= 2.4 Hz, 1H).

Example 3
N- ((tetrahydro 2H-pyran-4-yl)methyl)-2-((5-(1-(((4- (trlﬂuoromethyl)
“benzyl)oxy)imino)ethyl)pyridin-2-yl)oxy)acetamide
25 To a solution of compound prepared in example 3 (2.0 gm, 5.43 mmoles) in
’ DMF (10 mL), (tetrahydro-2H-pyran-4-yl)methanamine (625 mg, 5.43 mmoles),
HOBT (1.09 gm, 8.14 mmoles), EDC.HCI (1.25 gm, 6.52 mmoles) and N-ethyl
morpholine (2.05 mL, 16.29 mmoles) were added and reaction mixture was srirred at
25 °C for 5 hours under nitrogen atmosphere. The reaction mixture was poured into ice
30  cold water and extracted with ethyl acetate. The combined ethyl acetate extract was
washed with water & brine, dried over sodium sulphate and evaporated under reduced
pressure. The crude product was triturated with hexane to yield 2.8 gm (72%) of

product as white solid.
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N-((tetrahydro-2H pyran-4-yl)methyl)-2-(4-((((4-(trifluoronethyl)
benzyl)oxy) imino)nethy 1)phenoxy)acetamide. 11-1 NVR DMSO d6, 8
1.05-1. 16NVN0P122092201. 46-1.49 (m 2H), 1.62-1.98 (m 1H) PCT/ISD1{/HQ088 = 6. 4
Hz, 2H), 3.17-3.24 (m 2H), 3.78-3.81 (m 2H), 4.51 (s, 2H), 5.23 (s, 2H
256. 97- 6. 99 (dd. J= 2.0 & 8.8 Hz, 2H), 7.54 (dd, J= 2.0 & 8.8 Hz, 2H),7.60
(d, J=8.0 1-1z, 2H), 7.73 (d, J= 8.0 Hz, 2H), 8.12 (t, NH), 8.29 (s, 1H)
Exanpl e 18 m{NMléthﬁsbeuﬁoSmH by Kan2K), y|4)sm@t(}ny 2H)- Ro§-4.64 Tm¢ (Kix-2.24

(trifluorongt I t t 0 1NI\/R
DVBO d6, 6 6: 9 1B1CY 0 by I 3140 B RBS R G ol P0G
iH,49), 2. 994 02 (s, %H)Zg 29 (HZH)ZEHH)(d B=321%&, 18), (7060 @H= 3.0 1%, 88) 372(&1 (Im 2H,),
7. 60- (7556 (% %4;{»79%5779?(% Hb“%@ﬂﬂzzog‘ﬁd H)Js io (()t& ?_85%’ H§H )1i—l). VO
|2—|?12/ 090;20:3CT/ | N2011/ 000888 Exanpl Exélrﬁ?lblﬂ((tet rahydro- 2

pyran-4-yl)nmet hyl)-2-((5- 4-( t hy
benzyl ) oxy) %’r)hbrér{ow{ §>3|(fméq)l(ﬁw@/&)t%éc{/yg(@g@n?aﬁ?%@“ﬂﬂi NVR 81.24-1.35 (m
gH?B,l é g? (1tr>n§1§ l%@)l%mo\)get@l)égn&n &%lﬁ)mmcii&tan@dsezl é 236-(2 52:::)21 ?'2112 (bs
NH), 6.83 (Btep.l=ethyl2-(Fracetylpygilin- myumnnn@baceuate 5o Hz 2H), 7.61 (d, J = 8.0
Hz, 2H), 7.95 (dfjo ‘metﬁre of81 %zf}mhgpyrli]i“)-}y@etﬂa%oﬁéUOé'?Oig, 581529-m(0Q75) dm 24 Hz,
1H). Example 20
N- ((t et 1@hyperchl@i¢ gjd At mb)yd jatwionydfelyxgl((@-24 mi( §.{3mmalds) inuoetbaet A )

5106 1. 15 Py Vet IR RIS GEWIOIARRGPI 96 sy En RErig Mgt
:2)) 33 g t 80J (—p(ﬁl.r@‘li ik, ic¢dld wﬂtﬁﬂﬁ}d&xﬁa(ted wﬂk&thyl&cﬁdte(fhe cdmbinel ethy| acztd)e -

8.4 Hz, g)ltx:?cg%és( \ﬁasﬁﬁd (Vgﬁ ZYVZI%-?{ 82 ?r_we d-?lCégV?r dsoaljlm I;ﬁz%xte %\E‘)De’va[?d??a} (EZI J=
8.0 Hz, 2H) undér Efluédd, prdssereSTRe tide prduct hedsxamifiee b¥ kolunm chromatography
2 a0 SR ST T Bt o8 s bhaiid it s v o

1.44-1. 47 (gahdZH) 1.62-1.68 (m 1H), 2.24
'H NMR: DMSO-ds §2.43 (s, 3H), 3.63 (s, 3H), 4.12 (d, J = 6.0 Hz, 2H), 6.62 (dd, J =
8.8 Hz, 1H), 7.86 (dd, J = 8.8 & 2.4 Hz, 1H), 8.34 (d, J = 2.0 Hz, 1H).

Step 2: 2-((5-acetylpyridin-2-yl)amino)acetic acid

20 To a solution of the product of step 1 (1.1 gm, 5.3 mmoles) in a mixture of THF
(12 fnl), methanol (4 ml)and water (4 ml), lithium hydroxide (444 mg, 10.6 mmoles)
was added and the reaction mixture was stirred at ambient temperature for 4 hours. The -
solvents were evaporated under reduced pressure. The residue was dissolved in water,
acidified with 1N HCI and evaporated in vacuum. The residue was diluted with ethyl

25  acetate, stirred for 30 min and filtered. The filtrate was concentrated in vacuum to yield
1.0 gm (98%) of title product as off white solid.

"H NMR: CD;0D: §2.48 (s, 3H), -4;08 (s, 2H), 6.59 (dd, J = 8.8 Hz, 1H), 7.86 (dd, J=
8.8 & 2.0 Hz, 1H), 8.65 (d, J=24 Hz, 1H). '
Step 3: N-((tetrahydro-2H-pyran-4-yl)methyl)-2-((5-(1-(((4-(trifluoromethyl)
30  benzyl)oxy)imino) ethyl)pyridin-2-yl)amino)acetamide
To a solution of the product of step 2 (1.4 gm, 7.2 mmoles) in DMF (10 mL),
(tetrahydro-2H-pyran-4-yl)methanamine (1.2 gm, 7.94 mmoles), HOBT (1.48 gm, 10.8
mmoles), EDC.HCI (1.16 gm, 8.66 mmoles) and N-ethyl morpholine (2.75 xﬁL, 21.6
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~

s, 3H), 2.95 (t, J=6.4 Hz, 2H), 3.15-3.22 (m 2H), 3.76-3.80 (dd, J= 2.8
11.6 Hz, 202H), 4.71 (s, 2H), 5.27 (s, 2H), 6.91 (d, J=8.8 Hz, | H),
.57 (d, we 2812920 2H), 7.83 (d, J= 6.4 Hz, 2H), 7.95- 8c@ANtom/00ds8Bs 8. 32
, 1H). Exanple 22 N-((tetrahydro-2H pyran-4-yl)nethyl)-2-45-(1-(((4-
rifluoronethyl)benzyl)oxy)imino)propyl)pyridin-2-yl)oxy)acetam de 25NVR
.14 (t, J=7.6 Hz, 3H), 1.24-1.34 (m 2H), 1.55-1.58 (m 211), 1.72-1.82
1H), 2. fRoled) wére Jid@d WRd redbbion Mixdidre (Was stifre@. a4 2392°C 2d1)2 hdursQmder37 (m
3.93-3.97 (m 2H), 4.85 (s, 2H), 5.25 (s, 2H), 6.44 (bs, NH), 6.81 (d,
.8 Hz, mifpgenamepge. J—8OHz 2H), 7.61 (d, J= 8.0 Hz, 2H), 7.94 (dd,
= 8 6 & 2.2 Hzl"he]r@ctlolgnﬁﬁun@dvasjpoul%d‘}ntﬁ%e éd'lﬂ wa&@ﬁﬁ@-@'ﬂﬂr&te&&mth ethyl
((tetrahydro-2H pyran-4-yl)net hyl)-2-45-(1-(
(2 Orl |2 ; l) ggr (2) B@P‘I@Sﬂ Tb@mwyh neshefhyl et Wr@ﬁwwwh% \ﬁ@wm &rhring) Hicd N5 de. WO
1 1.07-1.11
(m 2H), ? JZ)W gilgl?alé Qg@%gﬁ)](_)ga%e% lir{}l%/gred%ce]d Ex‘;éss(ﬂ;e to) yleﬁi @()an &"&ude 2H) .
2.94 (t, szredm:tmzqndﬂl—i) 316323(m 21-1), 378(dd J- 112&24Hz

oH), 3.86 (d, J= 7. 12
(t, J= 6.0 Hz, wégo%u?? wjéd%S%b‘{eEZ %olgiéﬁll)(%léi aJ‘s]oh?tbog A’fizsoglgnlg) e
1172) 5(d, Jaz:eﬁteO((]—JZi4 ah) 6.87mBBlest and) hydroQylktnmonleln, clgord (4615)gm266 Hz,

1 EXx | e 24
245- ( 1- ( ( beRTPIeS YA B THH W?)Sye}dfi%‘%/?[}dcfpenEe%%f)e%'%g/u)re- REY ?e{l i tRe | dr ol Pyran- 4
- yOret hy pagedtam dixturd MabMaoled o Tdorh ttemperatdrebartdz sol Binl) wal 'eﬂdpoma’%i {tnm 2H),

oL 5 (e e S Ao e o Sl g 73 L
(7 8962|(_?:id 6\]%8&2}3 gcé;ﬂh‘% ,eﬁga@@aé eldshed vifh. Wat& &Zbél(t)lHZdrleﬂl JEH)Jer sbdRigr §h|l;4h]1te( m 5H),
2. (5 (10 ( {Pu-ErRRPberagirtieyjoigd ) mé Of productasan'afr, 1) BXATPLE 25

i no) propyl ) pyri diga 2omh<)tpzssfémhho& (obgine@RyeNeOBHIHRD Y IANmArls) EDIH <)Sac etam
|2C|_i|)e 11;‘3 N?_/rﬁgh%ém}nq ]_c;.;b’onage %9(@& 23q4)mmgle§)2witsqadd9£fo(}102/eﬁ£y ag%lon af b—gg ( E m J=
SH)6 Hé 47 (%Jr@mcﬁgetl%lﬁﬁ é&lﬁhorgﬂlethylgbe%ﬂé'ng @§0 (rﬁ@ IZW ;miflol z(t325 2(H)und%r 27 (7 529
(d, J=28.0 mogegmtmosphgg_agd(lj@ r@@ﬁtlogmxxtu@ ‘3‘5 S(“(‘Ied 3“3‘20"2“’9 tep&peraﬂqja 0r|Ig)xarrpl e
26 2- ((5-( 1Ti ﬁ(‘ﬂﬁ %Q%y@ﬁﬂ&é’ l»\)aQ?X&rle(ininto ice cold water and extracted with ethyl

i no) propyl)pyrid ) oxy)-N-((tetrahydro-2Hpyran-4-yl)nethyl)acetamide
acetate. The combmed ethyl acetate extract was washed with water and brine, dried

LN
~ 7 N3P -o R
o

20  over sodium sulphate and evapourated under reduced pressure to yield 135 mg (58%)
product as off white solid.
'"H NMR: DMSO-ds, & 1.22-1.25 (m, 2H), 1.47-1.50 (m, 2H), 1.57-1.62 (m 1H), 2.17
(s, 3H), 2.95 (t, J = 6.4 Hz, 2H), 3.16-3.22 (m, 2H), 3.78-3.81 (dd, J=2.8 & 11.2 Hz,
2H), 3.85 (d, J= 6.0 Hz, 2H), 5.23 (s, 2H), 6.55 (d, J = 9.2 Hz, 1H), 7.11 (t, J=35.8Hz,
25  1H), 7.59 (d, J = 8.0 Hz, 2H), 7.65-7.68 (dd, /= 2.4 & 8.8 Hz, 1H), 7.73 (d, /= 8.4 Hz,
2H), 7.83 (t, J = 6.0 Hz, -NH), 8.19 (s, 1H).
7 Example 5
N-((tetrahydro-2H-pyran-4-yl)methyl)-2-((4-(1-(((4-
(trifluoromethyl)benzyl)oxy)imino)propyl) phenyl)amino)acetamide

30 Step 1: N-(4-(1-(((4-(Trifluoromethyl)benzyl)oxy)imino)propyl)phenyl)acetamide
‘ To a solution of N-(4-(1-(hydroxyimino)propyl)phenyl)acetémide (6 -gm,
0.0291 moles) in DMF (60 mL), cesium carbonate (18.9 gm, 0.0582 moles) and 4-
(trifluoromethyl)benzyl bromide (6.96 gm, 0.0291 moles) were added and the reaction
mixture was srirred at 25 °C for 3 hours. The reaction mixture was poured into ice cold



11-1 NMR 81.10 (t, J=7.6 Hz, 3H), 1.24-1.35 (m 2H), 1.54-1.56 (m 2H),
1.73-1.80 25 (m 1H), 2.69 (q, J= 7.6 Hz, 2H), 3.21 (t, J= 6.6 Hz, 2H),

3. 31-3. 3AWOP122192203. 81 (s, 3H), 3.93-3.96 (m 2H), 4. 8RCTAN22HPQO8SE 13 (s,
2H), 6.45 (bs, NH), 6.81 (d, J= 8.8 Hz, 1H), 6.88-6.91 (m 2H), 7.31-7.35
(m 2H),7.96 (dd, J= 8.8 & 2.4 Hz, 1H), 8.34 (d, J 2.0 Hz, 1H). Exanple 27
302-((5-(1-(((4- quorobenzyI)oxy)lmno)propyl) yridin-2- yI)oxy) N-((tetrahy
dro- 2H  pyrveater4ng k3traetet yithaattetl asrtatle The4omiRred Eylmetette exgact ag Waphed 3H)

e, 2k 3ol i brghahegSusaibyphyd oot bl sfisdirt S =
4.84 (s, 2 yiehl IDGn{ @4%3kf proBuctds {dbid, NH), 6.81 (dd, J= 8.8 & 0.4 Hz, 1H),

(7d01JZ 270(%2MM§9<§;:6'1@%§3W7%@2 3185, 94 @%) 5788 A Zo i Bm),' H) - B34

52- ((5-(s1- (iiﬂscapgnpbﬁmsyk&loem) VU’B(ID)II&VWDHDWOIMI(Q 12f)yl )oxy) N-((tetrahydr
0-2H pyran- 4- rret yl)acetam de. 1H NI\/R . ( 7.6 Hz, 3H),
1.25-1.35 (8 4-A 33 W ailaoiy ) oximezs (o 3= 7.6
Hz, 2H), 3.21 ( 2
4.85 (s 2H) o a‘%ﬁlugox@oﬁsﬁeg%@hct ogstgﬂ-'lg;i@ 0(0?1275 Mes)ﬁﬁe@l?ﬁnglﬁgnﬂﬁh H) e
(d, J 10= 8omtnmzof msnum lwsroecmle (6} 2.8 WoRmoleshin Warersiéo mdivas pddegt azﬂd& 2. 4 Hz,
gj)arrp? 3; 9(tge re‘létm% IQIXHEC \A;]a's_i)stlrred at 80-90°C for 36 hours. The reaction mixture was

2- (1 2- metthy Jpodred Tingq (nae- (cprd Watesr anetehiyacyasie by y dipbirspyrictiane) Bhe yeopphinedoxy) - N( (t

T e R e B P R

(s, 3H), 2.an2 e(dppurﬂted ainder Izluc@Hhres3urd @o Yitld 715-gné (84 %hHof pRidyct a8lig@d. 3. 22 (t, J=

12,0t 2l A0S b9 47 Shadiidt 2. s Syl 5 60> 20,0
(d )= 1.6 ﬁzz,(sliﬂ)); F1586((ah, 2HF783-0073‘52(,m 2%1),,7%(321%@ HZ2H8, 07Hd, J2H), 7.93
(t, J= 5.8 Hz, | _H). 20Exanple

2- (4- (215net%§é9);iiﬂ)(((4 (trifl uororret hyl ) benzyl ) oxy)i m

i no) et hyl ) ph hydro 2H pyran 4- yI)rret hyl)acet amide. 11-1 NWR
DVSO- d6, 5.‘. 166 1.62 (m IH, 3.00 (t,
2H) , : 2H), 4.49 (s, 2H),

4.58 (s, 2"') 518% sQ)ﬁmoR'dhhe product of step 2 (3 5, 0. 0097 moles) in DMF (35 mL),
potassium carbonate (4 gm, 0.0291 moles) and Ethyl bromo acetate (1.8 gm, 0.0107

20" 'moles) were added and reaction mixture was srirred at 100 °C for over night. The
reaction mixture was poured into ice cold water and extracted by ethyl acetate. The
combined ethyl acetate extract was washed with water and brine, dried over sodium
sulphate and evapourated under reduced pressure to yield 2.2 gm (55%) of product as
solid. '

25 'HNMR: DMSO-ds § 1.04 (t, J= 7.6> Hz, 3H), 1.19 (t, J= 7.2 Hz, 3H), 2.67 (q, /= 7.6
Hz, 2H), 3.90 (d, /= 6.4 Hz, 2H), 4.10 (q, /= 7.2 Hz, 2H), 522 (s,2H), 6.37 (t, J=6.4
-Hz, 1H), 6.52 (d, J = 8.8.Hz, 2H), 737 d, J = 8.8 Hz, 2H), 7.58 (d, J = 8.‘4 Hz, 2H),
7.72 (d, J = 8.4 Hz, 2H).
Step 4: 2-((4-(1-(((4~(Trifluoromethyl)benzyl)oxy)imino)propyl)phenyl)amino)acetic

30 acid

To a solution of the product of step 3 (2.2 g, 5.39 mmoles) in THF (10 ml), a
solution of lithium hydroxide (0.45 g, '10.777mmoles) in water (10 mL) was added and

the reaction mixture was stirred at 25 °C for 3 hours. The solvents were evaporated

30



6.95-6.93 (dd, J=2 & 7.2 Hz, 211), 7.55-7.52 (m 2H), 7.59 (d, J= 8 Hz,
2H), 7.72 (d, J= 8.0 Hz, 2H), 8.09 (t, J= 5.9 Hz, 1H). Exanple 31

302- (4- (2VO2ar2¢n99220- (((4- (trifluoromet hyl)benzyl) oxy) i mPEBNNLKYDIEEenoxy) - N
- ((tetrahydro-2H pyran-4-yl)methyl)acetam de. iff NVR DMSO d6, 1.05-1.15
(m 2H), 1.46 (d, J=128Hz,214)162168(m1H) 2.99 (t , J=6.4
Hz, 2H), 3.17 (t, J= 10.8 Hz, 2H), 3.77-3.81 (m

2012/ 090220|nd,f|r/ m%dpr%mé%lez&g%'e wasgdjssolvgd iy watgr en‘hﬂf"“tf?ﬁmd toé’l}l/\g (t, J=

g H? Hz, v(vjlthSl@&{(ﬁls Solml_?)peétegawﬁs%hege'd &a&eh‘zwm?ﬁ)ater Zn@@nef(d?over] €a@lz8 $

1H) . Exarrp|l@d@2\/acuum to glve 1.64 g (82%) OE title product. -

52- ( 2- et hy; 1+ nzyl 2 e

CCtstr anyar MR TGO IR AV DRTT X R, PR BRSNS BIESREY) T (o
2H), 1. 43( s, 20 4.52 (le%&-&HGGZH)UV 3114, 1) 8.2 HES2H)5 7.58K0, J 28 2B, 714), 73B) , 2. 97
(t, J= 6.6 JgH)l_EH?H -3.20 (m 2H), 3.75-3.79 (m 2H), 4.10 (s, 2H), 4.48
(s, 2H), 5.45 ‘6.74(d, J= 8.8 Hz, 1H), 7.10-7.16 (m 5H), 7.18-7.21
10(m 2H), fep?$ N-GTetdihy&roQHByrakylmétdD-A-de(1-§@-8.6 & 2.2 Hz, 1H), 7.50

d, J=1.6 Hz, 1H), 7.91 = -
fmet hyl benMﬂ&gﬁfﬂﬁg—gﬁéM‘éﬁ%&meﬁphe“%ammg’np tam‘§3 2adat-0(4

| et hyl ) phenoxy) ‘TU‘a( {olrioh ehmr@oc%pwaep A(cwgmo lenﬂ616§)am1j1\dB (AbLy, 1 NVR
DVSO-d6, 51.06-1.16 (m 2I—%, 1.5941.8 (m 1H),
2.28 (510 3|.Q}etra12ydy5-2{{tpyra31 Lyl&nq@hwmlrg_h)ydroghlfgd? %6 gm)o K 1peoles). Ad g% 2H) ,
4.11 (s, 2'1&,31%]5)61@ 0(151 m%'rch) Eﬁ)clﬁc(%zﬂgl)] oﬁzﬁ%&lds) aﬁ& I\Betﬁylhlisorpﬂdsﬂne
7.11-7.16 (m 7.22 | d, 2H),, 7.59 (d, J=
8.8 Hz, 2H)(3-9%m70. Qf(l3 m&le:g vger¢adderirgnd rg@g%mgxtg@ was sr1rred at 25°°C for 5

202- (4-(1- %ﬂrzsl_\inugrr i n@%ﬁ%%?%r?ﬂ@rea%ﬁ&hﬁ%ur@mX bdaréd RS ¥ lphangsy) - N-

((tetrahydro- pyra acetamd
and extracted with ethyl acetate The combined ethyl acetate extract was washed with

15  water & brine, dried over sodium sulphate and evapourated under reduced pressure.
. The crude product was purified by coloumn chromatography using 1 % MeOH in
chloroform as eluent to yield 1.22 g (15%) of product as white solid.
'H NMR: DMSO-ds 61.03 (t, J= 7.6 Hz, 3H), 1.06-1.10 (m, 2H), 1.44 (d, /= 12.8 Hz,
2H), 1.58-1.61 (m, 1H), 2.69 (q, J= 7.6 Hz, 2H), 2.96 (t, /= 6.4 Hz, 2H), 3.15-3.22 (m,
20 2H), 3.64.(d, J= 6 Hz, 2H), 3.77 -(dd, J= 11.6 & 2.8 Hz, 2H), 5.21 (s, 2H), 6.25 (t, /=
6 Hz, 1H), 6.51 (d, J = 8.8 Hz, 2H), 7.37 (d J= 8.8 Hz, 2H), 7.57 (d, J = 8.0 Hz, 2H),
7.72 (d, J = 8.0 Hz, 2H), 7.89 (t, /= 6.0 Hz, 1H).
v Example 6
2,2'-((5-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)oxazol-2 -yl)azanediyl)diacetic
25  acid .
' Step 1: Diethyl 2 2'-((5-acetyloxazol- 2 yl)azanediyl)diacetate

To a solution of 1-(2- aminooxazol- 5-yl)ethanone (300 mg, 2.38 mmoles) in
DMF (2 mL), cesium carbonate (1.16 gm, 3.57 mmoles) was added followed by
addition of ethyl bromoacetate (794 mg, 4.76 mmoles) at 25 °C under nitrogen
30  atmosphere and the reaction mixture was stirred at the same temperature for 18 h. The
reaction mixture was poured into ice cold water and extracted with ethyl acetate. The
combined ethyl acetate extract was washed with water & brine, dried over sodium
sulphate and evaporated under reduced pressure to yield 310 mg (44%) of product as
thick liquid. |
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| HNVR DMSO-d6, 1.21-1.36 (m 2H), 1.54-1.57 (m 2H), 1.72-1.79 (m 1H),
2.25 (s, 3H), 3.23 (t, J=6.4 Hz, 2H), 3.31-3.37 (m 2H), 3.93 (dd, J=11.2
& 3.6 Hz,WoHp12/080220 (s, 2H), 4.48 (s, 2H), 5.20 (s, 2H) PCHIBY1{/d)088= 8. 8
Hz, 2H), 6.98 (t, J = 8.8 Hz, 252H), 7.13-7.32 (m 7H), 7.39 (dd,J= 8.8 &
0 Hz, 1H), 7.52 (s, 1H. Exanple 35

(4-(1-(((4-fluorobenzyl) m no henyl et hyl ) phenox t et rahydr o-
Hpyr an- 4. yFyNRRRg 0 dov it Bt Q. 3 SRR 20t LR ARy Y b ik 75757
2H), 1.71- 1(581(111(m 1H), 3.23 (t, J= 6.2 30 Hz, 2H), 3.29-3.36 (m 2H),
3.92-3.96 3 , 4.12 (s, 2|_<?r’ 4.47 (s, 2H), 5.20 (s, 2H), 6.58 (s, 1H),
6.85 (d, J:Sl’éb Hj)netnsﬂ 212-((e(19Bydroxydminmettypxazgl- 2-xl)a7zauqul)g%@g§, 7.29-7.32
(m 2H), 7.58-7 : eRfox [ /000888
2-(4- ( 1. 4( 4- chl ({)I?)O s(é)nmzt )cl)rgm'd}d eﬁl%E%én(?% & %@o a%?ﬂi&é&%ﬂ?ﬁ%’é@é (i\é%)qprél'
i no) - pﬁhenly(b lemhrple)s) - atiEnhly (6phE) @syutidi( ()ﬁ sﬂnmhy@tabe aies myg, érﬁllztmybl):ﬁet hyDac et

Teec1. 65 (aﬁh 1?3%/"59?“%“'(’5‘ C%%e (o LR |5)031 igitsi 'Wag“ﬁfz g i ey (m

(2|;) 3. ;5831@ he(mBactidd miyturedvab Zeflused ﬁﬁﬂ'l)l Tlnﬁa ré&(tﬁn ndkiure askBoled fo r2bl)1 6. 75
J= Hz 43
5H), 7.58 (tamP?TaIH% az‘d|—s|2'zvefﬂ‘ﬁas e%awaﬁd in 5““%“‘8 Tﬁ& ‘e(sn}iﬁ WHEQ%\‘H%‘? 8“%’?“" (m

2-(4-(1- (((dbi@Ml@f Qe B2t ie@ %yih ahﬁmkeﬁwphﬁdﬁydrﬂslhwétpﬂ%eme)exlhla&t(\t/&t r ahYdr o-

2prran -yl ) et hyl )acet am de.  1011- 1.43
(d, J =1011 washed W%‘H)”a‘ei%‘ir"f gried Ger %“m ?“ggse(?"% ejép%atﬁdlll&d%r gfg)’“% 14 (t,
J=10.8 Hz, rgd§ure t@’ylZﬁl‘ZSQ (80%) etitle p%dh&a\(s%lclzl‘ﬂuld‘l 46 (s, 2H), 5.20 (s,
2H), 6. 89( (m. 2 ’ 7.36-7.42

(k) BaRVE 05k Bl 87 4, PP 4556 RO £.18-3208mg 114 4 K B 2rgie 35
152-( 2- rrethMJ[ 4- (2-phenyl -1-(((4-(trifluoronethoxy)benzyl)oxy)im
i no) et hyl )phenoxy N-((tetrah dro 2H pyran 4 yI)rret hyl )acet am de. IH NWR

) i n 3: 1R £(5 41(grifl hylpxazol-2 H, 3.25 (t,
J = 6.6 7(m2H) 393397(m2H) 413(s 2H), 4.48
(s, 2%1)1,%%%2%&@%@&%@ 8 (s, 1H, 6.70 (d, J= 8.8 Hz, 11-1). 7.14-7.24
(m 7H), 7.33 (dpo d=olgtién b ,1- (Dtel)non@d@'l)%@r?ﬂmomﬁhyllbqyzew (890 (g, 0B4 7.6 Hz,

1H). . mmoles) in DMF (2 mL), cesium carbonate (408 mg, 1.26 mmoles) was added
followed by addition of diethyl 2,2'-((5-(1-(hydroxyimino)ethyl)oxazol-2-

yl)azanediyl)diacetate (262 mg, 0.84 mmoles) at 25 °C under nitrogen atmosphere and
20  the reaction mixture was stirred at the same temperature for 18 h. The reaction mixture

was poured into ice cold water and extracted with ethyl acetate. The combined ethyl

acetate extract was washed with water & brine, dried over sodium sulphate and

evaporated under reduced pressure. The crude product was purified by colunm ..

chromatography (Eluent: 15% ethyl acetate in hexane) to yield 295 mg (75%) product
25  as thick liquid. ’

'"H NMR: § 1.25-1.36 (m, 6H), 2.04 (s, 3H), 4.19 (g, J = 7.2 Hz, 4H), 4.32 (s, 4H), 5.22

(s, 2H), 6.99 (s, 1H), 7.47 (d, J = 8.0 Hz, 2H), 7.60 (d, J = 8.4 Hz, 2H).

Step 4: 2,2'-((5-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)oxazol-2-

vl)azanediyl)diacetic acid

30 - To a solution of the product of step 3 (295 mg, 0.62 mmoles) in a mixture of
THF (6 ml), methanol (2 ml) and water (2 ml), lithium hydroxide (105 mg, 1.25
mmoles) was added and the reaction mixture was stirred at ambient temperature for 4.
hours. The solvents were evaporated under reduced pressure. The residue was dissolved

in water and acidified with 1N HCI. White solid seperated was filtered and washed with
R



Exanpl e 39 2-(4-(2-phenyl-1-(((4-(tri

f 1 uor onet hoxy) benzyl ) oxy) i m no) et hyl ) phenoxy) - N((t et rahydr o- 2H- pyran-4-yl ) m
et hyl ) acevarmni2dwo22pH NVR DVSO-d6, 1. 02-1. 13 (m 2H), 1. 28T(IN20150668882. 8 Hz,
2H), 1.58-1.65 (m 25 1H), 2.96 (t, J= 6.4 Hz, 211), 3.14-3.20 (m 2H),
3.75-3.78 (m 21-1), 4.14 (s, 2H) 4. 47 (s, 2H) 5.24 (s, 2H), 6.89 (d, J=
8.8 Hz, 2H), 7.13-7.14 m SQ 18-7. 22 7.33 (d, J= 8.4 Hz, 2H),
7.47 (d, J=3vagergk [dpied oygyr, 2@55 e(rd'acuglmtggv 50 [EHX 2"/8) q)f@lt(etproguct gs gffpz, NH) .
Exanpl e 40 .1 oolid

302- (4- (1- (VZ’“(X Q-1 oxybenzyl ) oxy) i mi no) - 2- phenyl et hyl ) - 2- met hyl phenoxy) N-
E(tet rahydrH—TQMRpXDMa&O ds &2 Do, B, Yalde(s.ai) 023 (s, 2HIMR3 1 DVEE).d638 @, 1703- 1. 14
m 2H), H) , 64 (m 1H), 2.18 (s, 3H), 297tJ-
6.4 He, 84‘};51%%37(?0(‘” 84&5’5%?%73 (s, 3H. 3 75 3. 79 (m 2H). Yo

2012/ 09(5220PCT/IN2011/ 000888 4.08 (Bxaniiith7 4 s, 5.12 (s, 2H), 6.74

d J= 8.8 1 2 3 21

( 7. 29- #_%5(5 (H)(((%?b' %u%’ﬁtﬁakyf)g&‘z Bg—’{yé‘mé" getﬁy"} ﬁ%’% JYT’%“CZ‘?”]’%&Y d, 52] 1.6

?Zz’ Pt (L TR hoxybenzy ) o) LT 10) 3 phenyd et pya) ph ((tetrahyd
et Nox enz OoX m no - enyl e X - ltetra r

0- 2H pyran- 4- yI'Pret ’Ioj’é%éf’@ﬂg  prgpgreq 'N%P%améﬁé&\éénp%?%géx% l%l_g) 'é‘m 2I—|)y

(1m432l%l) 46 (mMFI(t-I}nL t&&hﬂdr@ém ranldd) 1) m&h%n{lﬁe(léﬁ@ {12%4m(%g9),, HOBT4- 3. §013

(s, 2H)10 6 @?91 mdo 9§mr80185)&EPCeH€é(13§mg, 07721{'5““7’ eféalcqu%’ -y, m?rpﬁ@melm 21

(m 2H), (397 ﬁgdl 80/ mnﬂeles?"—' w@reza(ﬁe(Han #hdtion MiR@red Has shirreli Gt 05 1€, fotls, 8. 06
(t J= 6. NH) .
2-(4-(1-( odweﬁemﬁvmwge@ ﬁSFlC)SB'éq*i‘Z yEIE Gsaghiommisgy e Map pourprth Bl ieg roldvateret r ahydr o

- 2H L4- extrac C 1 C ac S w 9
i IOyrlag1 13)6%58(%‘% M&\%ﬁ?étﬂﬁd gl@te, %ﬁé\%b &4- e@({hl ekﬁe ém 5!#)1 &shéé wl{h4 ( E]D

3.17-3.23 (\mter%))rmeg drﬂqd @ve8 sodiwy sulphate g, eqzayggrzgecgur}qgr regpged mesggge SThCZH) 5. 28
( S 9 12|(_?j C? c%sd'eg) %ﬁng hs gEPzrateg ll??él lgexgrge t%)rg)lel% Hk@ mé @%é gf ’[_)6]0?1u n\gﬁtg igi)

solid. _

'H NMR: DMSO-ds, 6 1.04-1.14 (m, 4H), 1.47-1.50 (m, 4H), 1.58-1.62 (m, 2H), 2.04

(s, 3H), 2.96 (t, J= 6.2 Hz, 4H), 3.18 (t, /= 10.8 Hz, 4H), 3.76 (dd, /= 11.0 HZ & 3.0

Hz, 4H), 4.08 (s, 4H), 5.20 (s, 2H), 7.28 (s, 1H), 7.58 (d, J = 8.0 Hz, 2H), 7.72 (d, J =

20 8.4 Hz, 2H).
Example 8

2-((1=(4~(trifluoromethyl)benzyl)-3-((((4-(trifluoromethyl)benzyl)oxy)imino)methyl)-
1H-fndol-5-yl)oxy)acetic acid
Step 1: ethyl 2-((1H-indol-5-yl)oxy)acetate

25 To a solution of 5-hydroxy indole (4.56 gm, 0.034 moles) in DMF (20 ml),

potassium carbonate (9.43 gm, 0.068 moles), ethyl bromoacetate (6.29 gm, 0.0377

inolés) were added and the reaction mixture was stirred at ambient temperature for 12

hours. The reaction mixture was>poured into ice cold water and extracted with ethyl

acetate. The combined ethyl acetate extract was washed with water & brine, dried over
30 sodium sulphate and evapourated under reduced pressure to yield 6.2 gm (82%). of

product as solid.

."H NMR: DMSO-ds, 6 1.20 (t, J =3.6 Hz, 3H), 4.13 (q, J = 8.6 Hz, 2H), 4.70 (s, 2H),

6.31 (d, J=2.0 Hz, 1H), 6.74 (dd, J= 8.8 & 2.4 Hz, 1H), 6.99 (d, /= 2.4 Hz, 1H), 7.27

(dd, J=5.6 & 2.8 Hz, 2H), 10.95 (bs,1H).
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202- (4- (2- phenyl1-1- ((pyridi n-2-yl met hoxy)i m no) et hyl ) phenoxy) - N ((tetrahydr
0-2H pyran-4-yOrethyl)acetamide. I1-1 NVR 1.27-1.35 (m 2H), 1.53-1.57
(m 2H), Wwo?zgrlvi2o(m 1H), 3.21 (t, J= 6.6 Hz, 2H), p8TAN2031/86s¢sm 2H),
3.92 (dd, J=11.0 & 3.4 Hz, 2H), 4.21 (s, 2H), 4.47 (s, 2H), 5.39 (s, 2H),
6.58 (bs, NH), 682686(m 2H) , 7.16-7.28(m 71-1), 760764(m 253H),
8.56-8.58 (m 1H). o Exarrple44

2-(4-(1- (() ) | YDOXERESEIE - N- ((t et r ahydr o- 2Hp
yran-4- yl) net t nN}@ Ql)\@pt 3
1.08-1.12 (m 25{“%,[919[@ (g%dé?n (552]3 ,)c o 1C¢gOC‘iurQi65%1tl(otgenl_D'&t,rnc%pl{]eré'|z 53H%m
2H), 3.00 (PthOSpBlﬂrOBS dxyHphloritie)(3. Sgnrz@ 0(2£ majesywag adglediin partipns apd zgregd 1 (dd, J=

(a2 5 o pnin i wigvgadiatd sbhvgonsy By el i Pl Ob AR o

J= 7.0 5Hz dichigro ethaB® ((&ImlJat @.°8 drd, heatdjl to BOAL (at, 2 hes. BheOsdkpents]warg,

71587 (Shnchbba st P RS SRRy M Gadingd v m o

4- i\rzreg hyngéeiC&mad@eiﬁacﬂedNMh eiBS&echfs. 'I&e]e.tl(ﬂ-a&eti’t@ e@t‘mot&k@s washdd with50 (dd, J
= 12.8& 12.8 Hz 1. 65-1.66 2. 865292 (q,
2H), 3.02 ("(a‘“f‘—b%‘@ diigd ovsy jodium %’g‘lh%@?é e(arﬁor‘"‘éﬁzﬁ’()““%’%‘ %%”"%dk%"fsst‘&edﬁr g 11( 2 &
(1t1 2JH2 2%rdde, prédi® V(a% plﬁiﬁ)ed tR/ &ﬁuﬂn%r({nﬁﬁtog?élph)/ (ekiet3-40. VO E(@AC2ihl), 8.13
= e

2- ( 4- (110(((hSX%PéiWielé%}féﬁﬁlo@%é’{&rodaﬁﬁ% hoxy) i mi no) propyl ) phenoxy) - N((t e
g r1 i;lydrl ongmyMRnDMsdetmld geef, @zm,@l%ﬁbh 15 ~78j-HQ72H)t47¢(s zﬁﬁ H%

S,
B L5 e Y 3 s3ig Tn 7 (L) % Bivgs2ady - Bua i 893 105
o6 (bs, i) S LI b D] %%bz%*ﬁékés 2507 83 (m 2Hy
F'i??"“”“ ‘ stlissdostmine) 1 (pto 1
y pyrazo OX¥u ‘in a ro-
H pyr a|r_11_4 yl)m é;ohyi(){é%)éfmztrtnﬁ% ;3%3 cggr LtQ&%ﬁ/ﬁRQP)é% 39@%{}9&&)} Meﬁ{ah& (r6 y
1.27-1. 34 (mi.) 4 watdr. 3@ LY, shyd@peyl anmn%&zdxoc@@r(dm(@zlmg, 71127@mplesb SQ(herll—D 2.37

116 1, 2 e e 2y Hs (Gt S pdfny R el dd 0 0 5
6.37 (s, 1Hp;2@GoaR. Tl reddton nbix@e e pAuredBin® ldz coRllvjter ghdextraeled Jithg, 0 Hz,
2H), 7.44 (e?Hyl ‘gce%ates. T%c lc_grhbir%el_d') ethyK 'aée%até gXtra‘(]:t: wgs' &ask@d wﬁmate?%ﬂlgp&r?edéls

20  over sodium sulphate and evaporated under reduced pressure, The crude product was

purified by column chromatography using 40 % EtOAC in hexane as eluent to yield

280 mg (27%) of product as solid.

'HNMR: § 1.21 (t, J=40 Hz, 3H), 4.14 (q, J= 7.0 Hz, 2H), 4.70 (s, 2H), 6.83 (dd, J=

8.8 & 2.4 Hz, 1H), 7.31 (d, J = 8.8 Hz, 1H), 7.43 (d, J=2.4 Hz, 1H), 7.58 (d, /= 2.8
25  Hz, 1H), 8.22 (s, 1H), 10.46 (s, 1H), 11.30 (bs, 1H). ‘

Step 4: ethyl 2-((1-(4-(trifluoromethyl)benzyl)-3-((((4-

(trifluoromethyl)benzyl)oxy)imino)methyl)-1H-indol-5-yl)oxy)acetate

To a solution of the product of step 3 (280 mg, 1.068 mmoles) in DMF ( 2ml),

cesium carbonate (1.0 gm, 3.2 mmdles), 4-trifluoromethyl benzylbromide (510 mg,

30 2.13 mmoles were added and the reaction mixture was stirred at 25 °C for 2 hours. The
reaction mixture was poured into ice cold water and extracted with ethyl acetate. The
combined ethyl acetate extract was washed with water & brine, dried ovef sodium

sulphate and evaporatéd under reduced pressure, The crude product was purified by
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N-((tetrahyd ro-2 Hpyran-4-yl)methyl)-2-((5 -(((4-(trifl

uor onet hyl ) benzyl ) oxy)imino)- 5,6,7,8-tetrahyd ronapht hal

en- 2-yl ) oxpraaearwi de. 114 NVR DMSO-d6, 81.08 (t, J pcéas2irpoossd), 1.44

(d, J =12.8 Hz, 211), 1.48 (m 1H), 1.75 (t, J = 5.8 Hz, 2H), 2.66 (t, J

5.6 Hz, 2H), 2.98 (t, J = 6.6 FE, 211) 3.01 (t J = 6.4 30 FE ZFD

3.16-3.21 (m 211), 3.80 (d, J = 2H) , Fg } 21-1),

6 74 (d, J=opmp qhzomqtog:aphyelswlé"/eﬁt%d%m h&*anzase&'eat t8 Yigid Mg "8 (d, J=
211), (dd, J= 4 & 8 Hz, 3H), 8.09 (t, J = 5.6 FE, 1

Exarrpl e 49 Ofé\ﬁgg%%i%ﬁlg()ZZOPCT/ | N2011/ 000888 i

- ((5- (( (4-'HRIVMRodEAS VI, Y 5:0y0) Havi3ho)4. bl @, 7= gk, REDy DD BAB én 2By | ) oxy) - N

t

(tetrahydr H Qwr nmgthyl,) t | N 6, 09- 1 15

n o 52%12( OﬁY) é‘ﬁsﬁgéfg)”%ts%ﬁ)@ﬁg @ %3 ?Hn Kﬁa 7 9' 245131%

. 63-2. 68 (4H), 1114—(11)./ 3.039z, QH,), 7J85:(561Hf) 4 (s2H)). 3. 15- 3. 22 (m 2H), 4. 47 5(s
( 2 A3 . , 6.78-6.81 (dd, J= 2.8 & 8. Hz,

-8 Hz, IH), 8.08 (t, J =6.0

(tr1ﬂuoromethyl)benzyl)oxy)lmmo)methyE-X Blnmﬂcﬁ 55ﬂ)oxy)acetlc acid

- (( 4- b 6 7 t h | N
s ahyr o Sbt L9 e of i ek Bt RS TR BRREE AT TR 1 %50 (i
1. 44- Twédr: Iﬁll)zll'rﬂ)\umhy&@xi@mmdnoﬂ)draté.(%g, 90 ﬂimol’d's),,wag diBed 4nd J— 6.0

Hz, 2H), 269272 16-3. 22

3. 76-3. ¥ (i raion e waspgiredats s Tor3 oy Ehesgaition ysgre g apy “1% 2. g
Hz, 1H), 6.idi6i& Bid Waler, Jcrdlaedlbyg‘d@H@l H?d,extrﬁated witRéth§Dacethte. hddcditbinedH) , 7. 68
(d, J=8.8 Hz, 1H), 7.81 (d, J= 2H), 8.08(t, J=6.0 Hz, I H).
15Exanpl e mthyp agetate extragt yag Wé?b?@)é‘f‘ltfwzﬁt?f)@)bf'ﬂ?’ dried 'over sodium sulphate and

ino)-5,6,7,8 aﬁo%té@%fr@@tﬁﬁﬁ‘b&%umo%léﬂ i%é ﬁ%)to? F@h&%@olw pyran-4-yl ) met
hyI)acetamdeIHNI\/R E 9 (dd, J = 1.6

&H)12 8 Hz, EIH)IMR156461(L2HJ) éﬁi(sﬂﬁ) 52536(157%1{56 8(1n(1 d4|l|r9%89@8(hlz )= 6.4 H,
2H), . 3. 7 2 J 11. 2-
r §|-|)1,158 3743334( G, ﬁzlé 84411%%51')_1)70673('3')./ ?33% %Hi%f@ Jl%ﬂﬁ%% 112
(dd, J =2. Q&(&M)J—&@@H)H) 62.99(q d= 4%H8 W) Hz, - 2H), 7.34 (d, J= 8.4 Hz,
2H), 7.77 (d, J= 8.8 Hz, 1H), 8.0. 8]£amlé]— 6.0 Hz, 1H) Exanple 52

Met hyl 3- ((((6-(2-o0xo0-2- (((tetrahydro pyr an- 4- yI)rrethyI)am no) et hoxy) - 3
, 4- 25di hydﬁ«mpmdn‘&ﬁHmyita(n24-|yDm&thyldéﬂel)@ir(tmﬂm@)mgtmﬁxeha;zyl)(;b(é(ﬁzoate 11 1

NVR: DMBO- 12. 8 Hz,

1.64- 1. eeq%ﬂ“gTﬂb" ivhod %‘%QY)‘TFR‘E"’@% ]'Hézl'aﬁ'&gsqy ’%‘%‘y?%‘?‘?mf& x (t, J=

6.4 Hz,202H), 3. T'é-a s3lufidn pMcodppyndraifired. if Exdnajdle 8J25@m4, ®4i4lmﬁlole‘z) in2H), 3.85

§3a, 31D, bR @@Waﬁhﬁ&% g}jratl4yl)jn_ethfn%x4\%§,h‘%/3ro%hl%ridHez( s34, 0. 54579 6- 82
mmoles), HOBT (Catalyst), EDC.HCI (130 mg, 0.681 mmoles) and N-ethyl

morpholine (0.173 ml, 1.362 mmoles) were added and the reaction mixture was srirred

8
Hz,

at 25 °C for 5 hours under nitrogen atmosphere. The reaction mixture was poured into
25  icecold watér and extracted with ethyl acetate. The combined ethyl acetate extract was

washed with water & brine, dried over sodium sulphate and evaporated under reduced

pressure. The crude product was purified by column chromatography to yield 200 mg

(68%) of product as white solid. . |

'H NMR: 6 1.01-1.11 (m, 2H), 1.42 (d, J= 12.8 Hz, 2H), 1.61-1.67 (m, 1H), 2.67 (t, J
30 = 1.8 Hz, 2H), 2.98-3.15 (m, 2H), 3.71 (dd, J = 14.0 & 2.8 Hz, 2H), 4.45 (s, 2H), 5.23

(s, 2H), 5.53 (s, 2H), 6.89 (dd, J = 8.8 & 2.4 Hz, 1H), 7.34 (d, J = 8.0 Hz, 2H), 7.38 (d,

J=92Hz, 1H), 7.46 (d, J=2.4 Hz, 1H), 7.68 (t, /= 8.2 Hz,: 4H), 7.75 (d, J= 8.0 Hz,

~ 2H), 7.84 (s, 1H), 8.08 (t, /= 6.0 Hz,1H), 8.42 (s, 1H).
Example 10
35



301H), 7. 68

c acid 114 NVR DVSO-d6, 82.36 (s, 3H ), 4.78 (s, 2H), 532 (s, 2H),

(d, J=7.6

2H), 7.77 (d

111). Exanpt® ‘Bﬁthlsllxi (ﬁ@f‘%‘kﬁi%‘r (5“Q@W?‘ﬁﬂ)bﬁnw%fgﬁwmeﬂ‘ﬁ?5%10%3(13 N (4-

(d, J= 7.6 Hz, 111), 7.74 (d, J= 8.8 Hz, 1H), 7.88-7.91 (m 1H),
7.98 (s, 111), 8.06 (t, J= 6.0 Hz, 1H) . Exanple 53
2- ((5- (14020t 0993200r onret hyl ) benzyl ) oxy) i m no) et hyl ) qui RETIIN2B1/)00B88Ky) acet |

7.23

Hz, 114) 7.41-7.44 (m 1H), 7.55-7.58 (m 1H), 7.64-7.66 (m

J= 2.8 Hz,

(trifluorongtf h,l@ez]{; PaYAN]] Natdwthidgui nol i n-8-yl ) oxy) acet am de 1F1 NVR
W@t%éﬂy o )I)mdﬂcy)a J =12.8 14z,2H ), 1.61-1.64 (m 1H

I‘BT’ﬂM)R 531 2) (%H)H% 5£m:52H) (Hz7 (mHH). 32 {534D2%2 (tm/ =$14 hiz, 28177 (dd J
Sy P8 oo 363 5 g &Pk s o 2 (ol S AT TR

DVBO- d6, 8
), 2.36 (s,
2.8 & 11.§

1H), 43 (dd
=8
1.6
2rre
(tr
8

3.29-3.36 (
6.86-6.90 (|
202- net Hy! -

81.23-1.34

7.

Hz,. 52H)2H)766'(t Q\IH) 0.74d,8/ +&4 H21W)), 78:-B2A (44 JHI Z383m8 3HY,7.349) JHB730 (dd, J=
& 8 I—%% 9 (dd, J= 1.6 & 4.0 Hz, 1H). Exanple 55

“met hyl - N-Eef S‘Hy 0- 2t pyr an- 4-yI ) met hyl ) - 2- (4- (1- (((4-

trifl uor onet hyl ) benzyl ) oxy) i m no) @xapylld phenoxy) pr opanam de 15114 NWVR
1. 14 (t, Iz=.7

6H), 1.72-1% Wz(%e“ﬂw& 42‘“‘7‘1%’0(%“ ]“?Jﬁ)%?‘gzg’bﬂéﬂ"?llée%”& “?‘Pﬁ)rpfr 26 6 Hz, 2H),

157(s

tréﬂyﬁiro&I—Qﬁyran-gfylﬁrf&hywctarﬁd25 (s, 2H) 6 68 (t J— 5.8 Hz, NH),

ﬁw%héwp 5 Bie 0 4 iy k44 oy B0 n - . 75

(trifluor or@tr%myg)titlmznm )3008Y3. szm(aomt Bys )(cnhgaomw &rpm(eamﬂ& 1¥%¢ ¢ zMZR

arrpe56

3 17 (t J %476(5621#9153@@; 2P9>Q§93d316nP()r%H212ﬂ) 7.82-G46 3mg8H). 267494 (8, 26 (s

1 7.49-7.55 4 7. 60
%_E) s’g 12)& (JQ‘Z@NW é@ 51868 8 13021078 88 &1hH). (m 4H),
2-(4-(1-(((tetrahydro- 2H—pyran 4- y|Bxamtpholdy) i mi no) et hyl )phenoxy) N-((tetrah
ydr o2k pyr af](44 (2yﬂh%1qgﬁtlh(¥(l3)(ﬁﬁﬁx m&lﬁyl)benzyl)oxy)lmmo)ethyl)phenoxy)—N- :

6.71 (4y
(d 'J= 8.0

20

((tetrahyd_ro-2H-pyran-4—yl)methyl)acetam1de
'H NMR: DMSO-dq, 6, 1.11-1.06 (m, 2H) 1.46-1.43 (m, 2H), 1.64-1.59 (m,1H), 2.99
(t, J=12.8 Hz, 2H), 3.19 (t, J =21.6 Hz, 2H), 3.78 (d, 2H), 4.16 (s, 2H), 4.47 (s, 2H),
5.31 (s, 2H), 6.91 (d, J = 8.8 Hz, 2H), 7.15 (t, J = 3.8 Hz, 3H), 7.22 (d, J = 6 Hz,
2H),7.60 (t, J = 8.8 Hz, 3H), 7.67 (s, 1H), 7.70.(s, 2H), 8.10 (t, J=11.6 Hz, 1H).

| Example 13 ‘ o
2-(4-(2-(pyridin-4-y1)-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)phenoxy)-N-
((tetrahydro-2H-pyrah-4-yl)methyl)acetamide.

"H NMR: DMSO-ds, § 1.05-1.10 (m, 2H), 1.45 (d, J = 12.8 Hz, 2H), 1.65-1.71 (m,

25

30

1H), 2.98 (t, J = 6.4 Hz, 2H), 3.14-3.20 (m, 2H), 3.75-3.78 (m, 2H), 4.20 (s, 2H), 4.47
(s, 2H), 5.30 (s, 2H), 6.92 (d, J = 8.8 Hz, 2H),: 7.14 (d, J=6.0 Hz, 2H), 7.55 (d, /= 8.0
Hz, 2H), 7.61 (d, J = 8.8 Hz, 2H), 7.71 (d, J = 8.0 Hz, 2H), 8.07 (s, -NH), 8.40 (d, J =
4.4 Hz, 2H). | |

Example 14
2-(4-(2-morpholino-1 -(((4-(triﬂuoromethyl)bénzyl)oxy)im ino)ethyl)phenoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide. .
'H NMR: DMSO-ds, & 1.05-1.16 (m, 2H), 1.48 (d, J = 13.2 Hz, 2H), 1.62-1.68 (m,
1H), 2.36 (br s, 4H), 3.01 (t, J = 6.4 Hz, 2H), 3.20 (t, J = 11.0 Hz, 2H), 3.46 (m, 4H),
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1H NV\R. DVBO, 6* 1.09-1.16 (m 2H), 1.23-1.31 (m 2H), 1.50 (dd, J= 1-2.8&
1.6 Hz, 2H), 1.61 (dd, J= 12.8 & 2 Hz, 2H), 1.62-1.66 (m 1H), 1.67-1.96
(m 111) ,WQ20B/098320303H), 3.01 (t, J= 6.4 Hz, 2H), 3. 18PETAN201kP0038Y) 6 3. 26-
3.29 (m 2H), 3.78- 3.86 (m 4H), 3.97 (d, J= 6.4 Hz, 2H), 4.51 (s, 2H,
Ssgggda,zJ:72&24Hz, 2H), 7.60 (dd, J = 6.8 & 2.0 Hz, 2H), 8.12 (t,
2-(4-(1- ((CWI(é’h%Q;fﬁ%?ﬁM% el Ho§ &Y H)Zp?l}é)mé)?)'/)(s r%—l'le(st%:ﬁsam)dpg%ﬁ pyr an- 4-
yl) met hyl )@Gﬁéﬁmzd@ﬂj |7|61|‘(18/Rl @WQQQ) 712570(d935 Q.898z, Om), 72H)(d J=G% 1221 (m
5H), 1.48 (dd, J= 12 2H), 1.64-1.74 (m 7H), 2.14 (s; 3H), 3M
thZJ(_dG 62|I:!z)8121H)t Nlé)H)ls 3 24 (m 2H) , 53. 82 (dd, J= 11.2 & 2.4 Hz, 2H) ,

, J= 6.4 Hz, 2 4.51 (s, 6.98 (m 2 757760m
2H), 8.12 (t, J= 6 Hz, 1H). Bihmpfe £ (m 20, mpl e 59(
2- (4-(15(( w&ﬁmmwmzﬂ-mm Mbmyt)lvlﬂr{é)(éﬂhymylmh@ln@xkrﬁ((‘ﬁ\ﬂ'(lﬂ'ﬂ‘é?m%thxl)jro 2H pyr

3 1.3 g oot b AR ARG 00 Sy O3 01 (1 =6 4 Ho. 2h).
5.

3.16- 3. 23 ('HNRR) DMEO-gs, 3. 18- (d&i(mm{)11_42-1&91n142]-ﬂz1&)|-{)65 @n,500(347-2H), 5. 33

&1 6 1o, b B dch b, AL ogbety 168 Dol e it IS 5

(t, J= 5.8, 3385. 813(51T|Zﬁ)f4)$d QV2HY SIHROVHYS.Ra@dd be=pr.epat 8dHYHRr ocedur e

simlar to those described above wth appropriate variations of reactions,
reacti o comdfrt-poms 44hd’- Zﬁj@ﬂ‘t’l 8%z, H)y ‘ggg@rwé }whi ch are within the scope
of persons skilled in the art. Example 16 Exanpl e 60

2- ((5-(1- 4-(trifl thyl)b
etl(((: a((:l OI((( (ﬁglétég(ikgﬁen%yl) 1e?zkll)oxy)lmno)ethyl)pyrldln 2-yl)am no) ac

2-((5- ( ( (( frfffu'bfoﬁﬂeW)‘BQthymﬂy))ilﬁﬁﬁ@é(th)/l%ﬁé)némmmgﬁﬁmw @Mrﬁyﬂinnrl yl) oxy)aceti

c acid
2- ((5 (1 ((y(lmeéwé)md@ﬁl)oxy)lmno)ethyl)pyrldln 2- yI)oxy)acetlc acid

252 ( l(gls?i IF(III%-R(' P}\ﬁq r5olrr%t 15 ’ezrll{gy} )%&dy fn%zngo %)rzck)I y]I §8p§/r6|7 n- -yl)oxy)a
cetic acid 2BMe@ps), @98 (t, J = 6.4 Hz, 2H), 3.15-3.21 (m, 2H), 3.76-3.79 (m, 2H), 4.11 (s,

2H), 4.50 (s, 2H), 5.31 (s, ZAH), 6.77 (d, J = 8.é Hz, 1H), 6.89 (m, 1H), 7.11 (s, 1H),

7.38-7.40 (rﬂ, 1H), 7.43 (dd, J = 8.6 & 1.8 Hz, 1H), 7.51 (s, 1H), 7.55 (d, J = 8.0 Hz,

2H), 7.70 (d, J = 8.4 Hz, 2H), 7.90 (t, NH).

20 - Example 17
Nj((tefrahydro-2H-pyran-4-y‘l)methyl)-2-(4-((((4-(triﬂuoromethyl)
benzyl)oxy)imino)methyl)ph#noxy)acetamide.

'"H NMR: DMSO-dé, 6 1.05-1.16 (m, 2H), 1.46-1.49 (m, 2H), 1.62-1.98 (m, 1H), 2.99
(t, J = 6.4 Hz, 2H), 3.17-3.24 (m, 2H), 3.78-3.81 (m, 2H), 4.51 (s, 2H), 5.23 (s, 2H),
25 6.97-6.99 (dd. J = 2.0 & 8.8 Hz, 2H), 7.54 (dd, J = 2.0 & 8.8 Hz, 2H),7.60 (d, J = 8.0
| Hz, 2H), 7.73 (d, J= 8.0 Hz, iZH)’ 8.12 (t, NH), 8.29 (s, 1H).
Example 18
N- ((tetrahydro 2H-pyran-4-yl)methyl)-2-(4-(1 (((4—
(trifluoromethyl)benzyl)oxy)imino)ethyl)phenoxy)acetamide.
30 'H NMR: DMSO-ds, & 1.12-1.07 ( m, 2H), 1.45-1.44 (m, 2H,), 1.48 (m, 1H), 2.21 (s,
3H,), 2.99 (t, J= 6.4 Hz, 2H ), 3.22-3.16 (m, 2H, ), 3.80-3.77 (m , 2H,), 4.49 (s, 2H, ),
5.26 (s, 2H,), 6.96-6.93 (dd,J=2 .0 & 6.8 Hz, 2H ), 7.60-7.56 (m, 4H, ), 7.71 (d, J =
8.0 Hz, 2H,), 8.10 (t, J= 5.6 Hz, 1H).
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2-((5-(1-(((4-(trifluoromethyl)benzyl)oxy)im no)propyl)pyridin-2-yl)am no)a
cetic acid Exanple 65

2- ((5- (1-WOBerph3Ry) i mi no) propyl ) pyri di n- 2-yl') oxy) acet PETAN?d1/8@E%anpl e 66
2-((5-(1-(((4-met hyl benzyl ) oxy)i m no) propyl ) pyri di n-2-yl)oxy)acetic acid
Exanpl e 67

2-((5-(1-(((4- rrethoxybenzyl)oxy)lmno ropyl ridin-2-yl)ox t d
Exanpl ¢ 68 2. ((5-( 1 )IO I%Y)py yl ) oxy)acetic aci
(((4-fl UOVI@g(?e‘i’n%wd)r&éH)ﬂy'i‘alﬂil}rgﬁl@ﬂﬂyl')-)ZF(W-((QHJ@trﬁ’mwomﬁlX’))aCet' c acid Exanple 69
4( - cyanobenzyl ) oxy) i m no )pyridin-2-yl)oxy)acetic acid

| e 70)egzyé)pgz)(n2|n9)ﬁgﬂwl).pyqdm-2 yl}oxy)acetaml
(t “ f‘h"'l@[(/l‘ﬁn%tlhﬂ ) DL AR YA Bhiig), StV I RYET dhn1idy, Bldiqxy)-aeet i ¢ acid

2-5phemyI2HJ, 1343 67 (inf RHDr309e3-HY ploe 2k pb&kd/ Isi AHMO)- 2t ﬁywby&fﬂdﬁbm 2-y1) oxy

(
51(()(2(:) B%gig _8%} f?‘%’ | ’I7u‘(‘)(>r/ t%@g @{xn(g?&y)l m h% ﬁ% )pyri di n- 2-

((
| ) am no) aqed,ije- mmz Exanmie 813 (s 504 3203d phedyHz 1H).
4(4-(trifluoronmethyl)benzypoxy)im et Pﬁy yridi n-2-yDam no) - N-
at et r ahydr o- 21 1 pyran-4-yl) nmet hyp 78][)

(E? ?”PI e 74 N t RYdra YIS Rar2iy Dt 2= (f4- Ilﬂ@cmaﬂnﬂuo%rﬁétsyli (((4-
| uor one
20Exanp 10 7l5nzyl)oxy)|enr1]1%10)ethyl)p énr;/})anlgl)ngﬁgggl%i)de 1H-indol -5-y1) oxy) acet am de

|204§C|( fj( (4-1 VR, BRASEEE, ILOREN #h)2945Y). mdnp%rr@tsf}yﬂ DH,H-doneRl HR2ylle) oxy) acet
(s, 3H), 2.94 (t, J = 6.4 Hz, 2H), 3.16-3.22 (m, 2H), 3.64 (d, J = 6.0 Hz, 2H), 3.77-3.80
(m, 2H), 5.22.(s, 2H), 6.23 (t, J=6.0 Hz, 1H ), 6.51 (d,J=8.4 Hz, 2H), 7.38 (d, J =
8.4 Hz, 2H), 7.58 (d, J = 8 Hz, 2H) , 7.71 (d, J = 8.0 Hz, 2H), 7.88 (t, J = 5.8 Hz, 1H).
15 - Example 21

)

Iml\)l
o
U'l ~NQ0 O1™

-b_g-b-h

‘<NVI\)

2-((5-(1 -(((4-cyanobenzyl)oxy)imino)ethyl)pyridin-2-yl)oxy)-N-((tetrahydro-2H-pyran-
4-yl)methyl)acetamide |
'H NMR: DMSO-ds, 51.06-1.10 (m, 2H), 1.44-1.47 (m, 2H), 1.62-1.68 (m, 1H), 2.24
(s, 3H), 2.95 (t, J = 6.4 Hz, 2H), 3.15-3.22 (m, 2H), 3.76-3.80 (dd, /= 2.8 & 11.6 Hz,
20 2H),4.71 (s, 2H),527(s 2H), 6.91 (d, J = 8.8 Hz, 1H), 7.57 (d, J = 8.0 Hz, 2H), 7.83
d, /=64 Hz, 2H), 7.95-8.01 (m. 2H), 8.32 (s, 1H).
- Example 22
N ((tetrahydro -2H-pyran-4-yl)methyl)-2-((5-(1-(((4-
- (trifluoromethyl)benzyl)oxy)imino)propyl)pyridin-2-yljoxy)acetamide
25 'H NMR: & 1.14 (t, J = 7.6 Hz, 3H), 1.24-1.34 (m, 2H), 1.55-1.58 (m, 2H), 1.72-1.82
(m, 1H), 2.76 (q, /= 7.6 Hz, 2H), 3.23 (t, J = 6.4 Hz, 2H), 3.30-3.37 (m, 2H), 3.93-3.97
(m, 2H), 4.85 (s, 2H), 5.25 (s, 2H), 6.44 (bs, NH), 6.81 (d, /= 8.8 Hz, 1H), 7.48 d,J=
8.0 Hz, 2H), 7.61 (d, J = 8.0 Hz, 2H), 7.94 (dd, J = 8.6 & 2.2 Hz, 1H), 8.35 (d, /=24
Hz, 1H).
30 | Example 23
N-((tetrahydro-2H-pyran-4-yl)methyl)-2-((5-(1-(((4-
(trifluoromethyl)benzyl)oxy)imino)propyl)pyridin-2-yl)amino)acetamide.
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Exanpl e 76 N-((tetrahydro-2H pyran-4-yl)methyl)-2-((3-(1-(((4-
(trifluoronethyl)benzyl)oxy)imno)ethyl)-1Hindol -5-yl1)oxy)acetam de
25Exanpl ew®2012/090220 PCT/IN2011/000888
2-((3-(1-(((4-(trifluoromethyl)benzyl)oxy)imno)ethyl)-1Hindol-5-yl)oxy)ac
etic acid Exanple 78 N-((tetrahydro-2H pyran-4-yl)methyl)-2-((3-(21-(((4-
(trifluoronethyl)benzyl)oxy)i m no)propyl)-1Hi ndol - 5-lyl) O)ﬁ/) acet am de
30Exanpl e 780 NMR: 6 1.03 (t, J = 7.6 Hz, 3H), 1.07-1.11 (m, 2H), 1.47-1.5T (m, 2H), 1.57-1.63

2- (3 (1 ({30 bl 007 OB PORZN ) XU L 99) BB ] O Y1) 0x1) 2

cetic acid
(((4-(trifluernmes hyHebHiby §186X%d; Vi=ne.0blze2)y 523 1H2Hhdc15-(8-4D88ytz, 1H),

(¢ : ity .
2012 00022 0PET-hoh oDl o/ Rl Fos =00 @26 s i g0 )

2- ((3- (% phany+ sd-Hd try, (issidf, eos. @R, Bl a1 DAYl H)no) et hyl ) - 1H- i ndol - 5-
ypoxy)acetic acid Exanple 82
5N ((t et rahydr o- 2H pyr an- 4- yl ) met hyPpmple®t (1 (((a-

(£ ri 71 uor omef bl I BanFk A IRbIFRIMLSEAKLI MR Pl rydtbDprpanani de Exarpl e

3-(5-(1-(( (DngetiiDaegianideret hyl ) benzyl ) oxy) i mi no) et hyl )pyri m di n- 2-yl )propaho
ic acid Exal%&;%m , @ﬁ§ fahyr szu*r'zl@xmﬂaﬁ;gh)mwmx 3765-41- (((4-

(trifluorone enz oxy) I minoj propyl )pyrimdin 2¥)propanarride Exanpl e
85 10 (m, 1H), 2.72 (q, J = 7.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H); 3.31-3.37 (m, 2H), 3.93-3.96

35 (1- (((: Ohp QRIS VL) SN BURBY MY 4180 QE.OPY bk R84 11 8y 2- Y PPY Opanoi
7.29-7.41 (m, SH), 7.96 (dd, J = 8.8 & 2.4 Hz, 1H), 8.35 (d, /=2.0 Hz, IH).
’ Example 25 |

2-((5-(1-(((4-methylbenzyl)oxy)im ino)propyl)pyridin-2-yl)‘cb)xy)-N-((tetrahydro-2H-

15 pyran-4-yl)methyl)acetamide. ' |
HNMR: §1.10 (t, J = 7.2 Hz, 3H), 1.25-1.36 (m, 2H), 1.56-1.59 (m, 2ﬁ), 1.73-1.84
(m, 1H), 2.36 (s, 3H), 2.72 (g, J = 7.2 Hz, 2H), 3.22 (t, J = 6.6 Hz, 2H), 3.32-3.38 (m,
2H), 3.94-3.98 (m, 2H), 4.85 (s, 2H), 5.27 (s, 2H), 6.47 (bs, NH), 6.82 (d, J = 8.4 Hz,
1H), 7.17 (d, J = 7.6 Hz, 2H), 7.29 (d, J = 8.0 Hz, 2H), 7.98-8.00 (m, 1H), 8.35 (d, J =

20 2.0Hz IH). |

' | Example 26
2-((5-(1 -(((4-rﬁethoxyb¢nzyl)0xy)imino)propyl)pyridin-2-yl)oxy)-N—((tetrahydr0-2H-
pyran-4-yl)methyl)acetamide '
'H NMR: 8 1.10 (t, J = 7.6 Hz, 3H), 1.24-1.35 (m, 2H), 1.54-1.56 (m, 2H), 1.73-1.80

25  (m, 1H), 2.69 (q, J = 7.6 Hz, 2H), 3.21 (4, J=6.6 Hz, 2H), 3.31-3.37 (m, 2H), 3.81 (s,

' 3H), 3.93-3.96 (m, 2H), 4.84 (s, 2H), 5.13 (s, 2H), 6.45 (bs, NH), 6.81 (d, J = 8.8 Hz,
1H), 6.88-6.91 (m, 2H), 7.31-7.35 (m, 2H),.7.96 (dd, J = 8..8 & 2.4 Hz, 1H), 8.34 (d, J
=2.0 Hz, 1H).

7 | Example 27

30 2-((5-(1-(((4-fluorobenzyl)oxy)imino)propyl)pyridin-2-yl)oxy)-N-((tetrahydro-2H-
pyran-4-yl)methyl)acetamide A '
'H NMR: 8 1.11 (t, J = 7.6 Hz, 3H), 1.24-1.35 (m, 2H), 1.54-1.58 (m, 2H), 1.73-1.81
(m, 1H), 2.71 (q,‘J= 7.6 Hz, 2H), 3.21 (t, J = 6.6 Hz, 2H), 3.31-3.37 (m, 2H), 3.93-3.96
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Exanpl e 86 153-(5-(2-phenyl- 1 404 -(tri fluorom ethyl)benzyl)oxy)im
ino)ethy Qoyrimid in-2-y1)-N ((tetrahydro-2H pyran-4-yOret hyl ) propanam de
Exanpl e 8¥0 2012/090220 PCT/IN2011/000888
3-(5-(2-phenyl-1-(((4-(trifluoronethyl)benzyl)oxy)imno)ethyppyrim din-2-

yl) propanoi ¢ acid 20Exanpl e 88

N- ((tetrahydro-2H pyran-4-yl)nmethyl)-2-((5-(1-(((4-

(trifl uorortet ﬁyll),)ébg%ﬁsylzﬁbxi)g i ?\Hi#ﬁp@ﬁv)lﬁﬂ?’rﬁﬁéli é‘i’d&I v18-8% 944 dW-de

Exanmpl e 89 54 ' . . =8.8 & 2.4 Hz, 1H), 8.34 (d, J=2.0

2- ((5-(1-( (7(911-%'?? |(r?l 2uH?Z)'?r‘ét7f%;?l(5nbéfr\l)z’;I9)5c§g(§i)Ji m8 r%c(% ;2)r oP;I)Zyl )():]ui no(l I n-8-yl)oxy)ac
etic acid Z5EtHwpl e 90 2- ((5-(2-phenyl- 1 -
-(((4-(trifluoronethyl)benzyl)oxy)igp.i hyl-) qui nol

i n-8-yl)oxy)-N((tetrahydro-2H pyr ar@ﬂi“&?%fr\rget hyl ) acet am de

Exanpl e 591 2-((5-(1-(((4-cyanobenzyl)oxy)imino)propyl)pyridin-2-yl)oxy)-N-((tetrahydro-2H-

2-((5-(2-phenyl - 1- 4-(trifluoronethyl)benzyl)oxy)imno)ethyl)quinolin-8-
30yl ) oxy) a(f’é’le\{‘é4'%11(),‘§‘é‘£’3fl})1 “@BSounds of the present invention |owered LDL,
triglyceride qRmk:tot & (tChel7esteri), 1 Ihiisswas 28gnosst sagad2iy 1i70-Mitro as
well as in vivo ani mal experinen nonstration of in vitrao efficacy

ts. A De f

of compoundd. 1H), 2.75 (a;pha 7iorHz 2 HY - Hithdithye Hesdy: ddserPiBaHePebriaiter is a
quanti tativg, sabi«ksnEane, Bhod, o) a5aays hal), debeddrni g HheHphlangacy of the
compounds. Plates were pre-coated with a reconbi nant LDLR- AB domai n, which
bi nds t1 t e8§dire 2P).0-¢r @ &7rB-¢ bavdik 498 (¢d. A h&4suBihyide IHn3S edf conmpound
at differenf, ggnﬁjg_ntrati ons was added to the 5 subtype gene and added to
LDLR i mobiTized on the wells. The anobunt of bound gene is neasured by
binding it with biotinylated anti-Hixmpg2Z%honocl onal anti body, followed by

col or ves. dugnRe R EA O] R AR B B BRI S The relati ve
anount of "({thieahydre?H-pirat-4kyilmokshyl)acdiddhie.i n pr esence and absen_ce of the _
using. oPaph TRIMRSENS b (AT B Edehit Dok P B Bt e o weakfe VA ues
i n dupli cateso-1.6xanpire, No1 GoBEENt 2at,i/on7.6 B 2H), 3.00 (t, J = 6.4 Hz, 2H), 3.16-
©3.22 (t, J=12.0 Hz, 2H), 3.77-3.80 (dd, J = 11.2 &11.2 Hz, 2H), 4.51 (s, 2H), 5.24 (s,
2H), 6.80 (d, J = 8.4 Hz, 1H), 7.36-7.38 (dd, J = 8.8 & 8.4 Hz, 1H), 7.43 (d, J= 1.6 Hz,
1H), 7.58 (d, /= 8.0 Hz, 2H), 7.72 (d, J = 8.0 Hz, 2H), 7.93 (t, /= 5.8 Hz, 1H).

20 | ' Example 30 ‘
2-(4-(2-methoxy-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)phenoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide.

'H NMR: DMSO-ds, §1.07-1.04 (m, 2H), 1.15-1.13 (m, 2H), 1.66-1.62 (m, 1H), 3.00
(t 2H), |

25 3.16-3.17 (m, 2H), 3.19 (s, 3H), 3.80-3.77 (m, 2H), 4.49 (s, 2H), 4.58 (s, 2H), 5.27 (s,
2H),
6.95-6.93 (dd, J =2 & 7.2 Hz, 2H), 7.55-7.52 (m, 2H), 7.59 (d, J = 8 Hz, 2H), 7.72 (d,

J= 8.0 Hz, 2H), 8.09 (t, /= 5.9 Hz, 1H).
' Example 31

30  2-(4-(2-hydroxy-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)phenoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide. A
'H NMR: DMSO-ds, & 1.05-1.15 (m, 2H), 1.46 (d, J = 12.8 Hz, 2H), 1.62-1.68 (m,
1H), 2.99 (t , J = 6.4 Hz, 2H), 3.17 (t, J = 10.8 Hz, 2H), 3.77-3.81 (m, 2H), 4.49 (s,
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2H), 4.60 (d,J=5.6 Hz, 2H ), 5.15 (t, J=5.6 Hz, IH ), 5.25(s,2H), 6.93 (d,J =838
Hz, ZH), 7.55 (d, J = 8.8 Hz, 2H), 7.59 (d, /=8 Hz, 2H) , 7.71 (d, J=ﬁ Hz, 2H), 8.09
(t,J = 5.6 Hz, 1H). '
Example 32
5  2-(2-methyl-4-(1-(((4-methylbenzyl)oxy)imino)-2-phenylethyl)phenoxy)-N-
((tetrahydro-2H-pyran-4- yl)methyl)acetamlde
'H NMR: DMSO-ds, 6 1.03-1.16 (m, 2H), 143(m 2H), 1.58-1.66 (m 1H), 2.18 (s,
3H), 2.28 (s, 3H), 2.97 (t, J = 6.6 Hz, 2H), 3.1 320(m 2H), 3.75- 379(m 2H), 4.10 (s,
2H), 4.48 (s, 2H), 5.15 (s, 2H), 6.74.(d, J = 8.8 Hz, 1H), 7.10-7.16 (m, 5H) 7.18-7.21
10 (m, 2H), 7.24 (d, J = 8.0 Hz, 2H), 7.40 (dd, J= 8.6 & 2.2 Hz, 1H), 7.50 (d, /= 1.6 Hz,
1H), 7.91 (t, J= 6.0 Hz, NH) '
Example 33
2-(4-(1 -(((4-methylbenzyl)oxy)im'ino)-2-phenylethyl)phenoxy)-N-((tetrahydro-ZH-
pyran-4-yl)methyl)acetamide
15 'H NMR: DMSO-dg, & 1.06-1.16 (m, 2H), 1.43 (d, J = 12.8 Hz, 2H), 1.59-1.66 (m,
| 1H), 2.28 (s, 3H), 2.96 (t, J = 6.4 Hz, 2H), 3.14 (m, 2H), 3.75-3.78 (m, 2H), 4.11 (s,
- 2H), 4.4.6 (s, 2H), 5.16 (s, 2H), 6.89 (d, J = 8.8 Hz, 2H), 7.11-7.16 (m, 5H), 7.18-7.22
(m, 2H), 7.24 (d, J=8.0 Hz, 2H), 7.59 (d, J = 8.8 Hz, 2H), 8.07 (t, J=5.8 Hi, NH).
Example 34
20 2-(4—(1-(((4-ﬂuor0benzyl)oxy)imino)-2-phenylethyl)-Z-methylphenoxy)-N-
‘ ((tetrahydro-2H-pyran-4- yl)methyl)acetamlde |
'H NMR: DMSO-ds, 6 1. 21 1.36 (m, 2H), 1.54-1.57 (m, 2H), 1. 72-1.79 (m, 1H), 2.25
(s, 3H), 3.23 (t, J = 6.4 Hz, 2H), 3.31-3.37 (m, 2H), 3.93 (dd, /= 11.2 & 3.6 Hz, 2H),
411 (s, 2H), 4.48 (s, 2H), 5.20 (s, 2H), 6.68 (d, J = 8.8 Hz, 2H), 6.98 (t, J = 8.8 Hz,
25 2H), 7.13-7.32 (m, 7H), 7.39 (dd, J = 8.8 & 2.0 Hz, IH), 7.52 (s, 1H).
Example 35 |
2-(4-(1 -(((4—ﬂuorobenzyl)oxy)imino)-2-phenylethyl)phenoxy)-N-((tetrahydro-zH-
pyran-4-yl)methyl)acetamide. -
'"H NMR: & 1.24-1.35 (m, 2H), 1.54-1.57 (m, 2H), 1.71-1.80 (m, 1H), 3.23 t, J=6.2
30 Hz, 2H); 3.29-3.36-(m, 2H), 3.92-3.96 (m, 2H), 4.12 (s, 2H), 4.47 (s, 2H), 5.20 (s, 2H),
6.58 (s, 1H), 6.85 (d, J=12 Hz, 2H), 6.98-7.03 (m, 2H), 7.13-7.24 (m, SH), 7.29-7.32
(m, 2H); 7.58-7.61 (m, 2H). o

5

Example 36
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2-(4-(1-(((4-chlorobenzyl)oxy)imino)-2-phenylethyl)-2-methylphenoxy)-N-
((tetrahydro-2H-pyrz}n-4-y!)methyl)acetamide.

'H NMR: DMSO-ds, 51.03-1.14 (m, 2H), 1.43 (d, J = 12.8 Hz, 2H), 1.59-1.65 (m, [H),
2.18 (s, 3H), 2.97 (t, J = 6.4 Hz, 2H), 3.15-3.20 (m, 2H), 3.75-3.79 (m, 2H), 4.12 (s,
2H), 4.49 (s, 2H), 5.19 (s, 2H), 6.75 (d, J = 8.8 Hz, 1H), 7.12-7.15 (m, 3H), 7.19-7.22
(m, 2H), 7.35-7.43 (m, SH), 7.58 (d, J = 1.2 Hz, 1H), 7.90 (t, /= 5.8 Hz,NH).

Example 37

2-(4-(1-(((4-chlorobenzyl)oxy)imino)-2- phenylethyl)phenoxy) -N- ((tetrahydro -2H-
pyran-4-yl)methyl)acetamide.
'H NMR: DMSO-ds, § 1.05-1.13 (m, 2H), 1.43 (d, J = 11.6 Hz, 2H), 1.61-1.63 (m,
1H), 2.96 (t, J = 6.4 Hz, 2H), 3.14 (t, J = 10.8 Hz, 2H), 3.75-3.78 (m, 2H), 4.13 (s, 2H),
4.46 (s, 2H), 5.20 (s, 2H), 6.89 (d, J = 8.8 Hz, 2H), 7.12-7.15 (m, 3H) 7.19-7.23 (m,
2H) 7.36-7.42 (m, 4H), 7.58 (d, J = 8.8 Hz, 2H), 8.06 (t, /= 5.8 Hz, NH).

Example 38
2-(2-methyl-4-(2-phenyl-1-(((4-(trifluoromethoxy)benzyl)oxy)imino)ethyl)phenoxy)- -
N-((tetrahydro-2H-pyran-4-yl)methyl)acetamide. |
'H NMR: 6 1.25-1.37 (m, 2H), 1.57 (m, 2H), 1.71-1.80 (m, ‘1H), 225 (s, 3H), 3.25(t, J
= 6.6 Hz, 2H), 3.31-3.37 (m, 2H), 3.93-3.97 (m, 2H), 4.13 (s, 2H), 4.48 (s, 2H), 5.23 (s,
2H), 6.58 (s, 1H), 6.70 (d, J = 8.8 Hz, 1H), 7.14-7.24 (m, 7H), 7.33 (d, J= 8.8 Hz, 2H),
7.39-7.42 (m, 1H) , 7.51 (d, J= 7.6 Hz, 1H).

Example 39

2-(4;(2-phenyl- 1-(((4-(trifluoromethoxy)benzyl)oxy)imino)ethyl)phenoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide.
'H NMR: DMSO-dq, & 1.02-1.13 (m, 2H), 1.43 (d, J = 12.8 Hz, 2H), 1.58-1.65 (m,
1H), 2.96 (t, J = 6.4 Hz, 2H), 3.14-3.20 (m, 2H), 3.75-3.78 (m, 2H), 4.14 (s, 2H), 4.47
(s, 2H), 5.24 (s, 2H), 6.89 (d, J = 8.8 Hz, ZH), 7.13-7.14 (m, 3H), 7.18-7.22 (m, 2H),
7.33 (d, J = 8.4 Hz, 2H), 7.47 (d, J = 8.8 Hz; 2H), 7.59 (d, J=8.8 Hz, 2H), 8.06 (t, J =
5.8 Hz, NH).

_ Example 40
2-(4-(1-(((4-methoxybenzyl)oxy)imino)-2-phenylethyl)-2-methylphenoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)aéetamide. ' o
'H NMR: DMSO ds, 51.03-1.14 (m, 2H), 1.43-1.47 (m, 2H), 1.59-1.64 (m, 1H), 2.18
(s, 3H) 297 (t, J=64 Hz, 2H) 3.14-3.20 (m, 2H) 3.73 (s, 3H), 3.75-3.79 (m, 2H),
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4.08 (s, 2H), 4.48 (s, 2H), 5.12 (s, 2H), 6.74 (d, J = 8.8 Hz, 1H), 6.88-6.92 (m, 2H),
7.10-7.13 (m, 3H), 7.17-7.21 (m, 2H), 7.29-7.32 (m, 2H), 7.40 (dd, J = 8.6 & 2.2 Hz,
1H), 7.50 (d, J = 1.6 Hz, 1H), 7.91 (t, /= 6.0 Hz, NH)

Example 41

5 2-(4-(1 -(((4-methoxybenzyl)oxy)imino)-i-phenylethyl)phenoxy)-N-((tetrahydro-2H-
pyran-4-yl)methyl)acetamide. '
'H NMR: DMSO-ds, 6 1.03-1.13 (m, 2H), 1.43-1.46 (m, 2H), 1.59-1.65 (m, 1H), 296
(t, J = 6.4 Hz, 2H), 3.14-3.20 (m, 2H), 3.73 (s, 3H), 3.75-3.78 (m, 2H), 4.10 (s, 2H),
4.46 (s, 2H), 5.13 (s, 2H), 6.89 (dd, J = 8.8 & 2.0 Hz, 4H), 7.10-7.13 (m, 3H), 7.18-
10 721 (m, 2H), 7.29 (dd, J = 11.2 & 2.8 Hz, 2H), 7.58 (d, J = 10.0 Hz, 2H), 8.06 (t, J =
6.0 Hz, NH).

Example 42 _
2-(4-(1-(((4-(methylsulfonyl)benzyl)oxy)imino)propyl)phenoxy)-N-((tetrahydro-2H-
pyran-4-yl)methyl)acetamide. ' '

15 'HNMR: & 1.04-1.16 (m, SH), 1.45-1.49 (m, 2H), 1.61-1.70 (m, 1H), 2.72 (q, J = 7.6
Hz, 2H), 2.99 (t, J = 6.4 Hz, 2H), 3.17-3.23 (m, 5H), 3.77-3.81 (dd, J= 11.4 & 2.6 Hz,
2H), 4.51¢s, 2H), 5.28 (s, 2H), 6.95-6.98 (m, 2H), 7.55-7.59 (m, 2H), 7.62 (d, J = 8.0
Hz, 2H), 7.91 (dd, J= 6.8 & 1.6 Hz, 2H), 8.08 (t, /= 5.8 Hz, NH).' ‘
Example 43
20 2-(4-(2-phenyl-1 -((vpyridin-2-ylmeth0xy)imino)ethyl)phenoxy)—N—((fetrahydro-ZH-
pyran-4-yl)methy1)acétamide.
'H NMR: §1.27-1.35 (m, 2H), 1.53-1.57 (m, 2H), 1.72-1.79 (m, 1H), 3.21 (t, J = 6.6 |
Hz, 2H), 3.29-3.36 (m, 2H), 3.92 (dd, J = 11.0 & 3.4 Hz, 2H), 4.21 (s, 2H), 4.47 (s,
2H), 5.39 (s, 2H), 6.58 (bs, NH), 6.82-6.86 (m, 2H), 7.16-7.28 (m, 7H), 7.60-7.64 (m,
25  3H), 8.56-8.58 (m, 1H).
' Example 44
2-(4-(1-((2-(1H-indol-1 -yl)ethoxy)iminojpropyl)phenoxy)—N-((tetrahydr0-2H-pyran-4-
yhmethyl)acetamide. , '
'H NMR: DMSO-ds, 5 0.83 (t, J = 7.4 Hz, 3H), 1.08-1.12 (m, 2H), 1.45-1.49 (m, 2H),
30 1.60-1.68 (m, 1H), 2.49-2.53 (m, 2H), 3.00 (t, J = 6.4 Hz, 2H), 3.20 (t, J = 11.6 Hz,
2H), 3.78-3.81 (dd, J=114&26 Hz, 2H), 4.36-4.38 (t, J= 5.0 Hz, 2H), 4.48-4.51 (m,
4H), 6.41 (d, J = 3.2 Hz, 1H), 6.94 (d, J = 8.8 Hz, 2H), 6.97-7.01 (m, 1H), 7.08 (t, J =
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7.0 Hz, 1H), 7.30 (d, /= 2.8 Hz, 1H), 7.44 (d, J= 8.0 Hz, 1H), 7.51-7.56 (m, 3H), 8.10
(t, NH). :
Example 45
2-(4-(1 (((S-ethylpynmldm -2-yl)oxy)imino)propyl)phenoxy)-N-((tetrahydro-2H-pyran-
5 4-yl)methyl)acetamide

'H NMR: DMSO-ds, & 1.07-1.20 (m, 8H) 1.47-1.50 (dd, J = 12.8 & 12.8 Hz, 2H).
1.65-1.66 (m, 1H), 2.56-2.61 (q, 2H), 2.86-2.92 (q, 2H), 3.02 (t, J = 6.4 Hz, 2H), 3.18-
3.28 (m, 2H), 3.78-3.81 (dd, J = 11.2 & 11.2 Hz, 2H), 4.55 (s, 2H), 7.03-7.06 (m, 2H),
7.73-7.76 (m, 2H), 8.13 (t, J= 5.8 Hz, 1H), 8.54 (s, 2H).

10 Example 46
2-(4-(1-(((5-methyl-2-phenyloxazol-4-yl)methoxy)imino)propyl)ph‘enoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide
'H NMR: 8 1.07 (t, J = 7.6 Hz, 3H), 1.25-1.37 (m, 2H), 1.56- l64(m 2H) 1.75-1.81
(m, 1H), 2.47 (s, 3H), 2.71 (g, /= 7.6 Hz, 2H), 3.23 (t, J= 6.6 Hz, 2H), 3.32 (t, /=11.8

‘15 Hz, 2H), 3.94 (dd, J = 11.0 & 3.8 Hz, 2H), 4.51 (s, 2H), 5.12 (s, 2H), 6.62 (bs, NH),
6.88-6.92 (m, 2H), 7.40-7.45 (m, 3H), 7.59-7.63 (m, 2H), 7.99-8.02 (m, 2H).

' “Example 47
2-(4-(1-(((3-(tert-butyl)-1-(p-tolyl)-1H-pyrazol-5-yl)methoxy)imino)propyl)phenoxy)-
N-((tetrahydro—ZH-pyran-4-yl)methyl)acetamide

20 'HNMR: §1.06 (t, J = 7.6 Hz, 3H), 1.27-1.34 (m, 2H), 1.36 (s, 9H), 1.58-1.60 (m,

"~ 2H), 1.78-1.80 (m, 1H), 2.37 (s, 3H), 2.69 (q, J =7.4 Hz, 2H), 3.24 (t, J = 6.6 Hz, 2H),
332 (t,J=11.6 Hz, 2H) 394 (dd, J = 11.0 & 3.4 Hz, 2H), 4.52 (s, 2H) 5.11 (s, 2H),
6.37 (s, 1H), 6.62 (s, NH), 6.90 (d, J = 88Hz 2H), 7.21 (d, J = 80Hz 2H) 7.44 (d,J
=8.0 Hz, 2H), 7.58 (d, /= 8.8 Hz, 2H).

25 Example 48
N-((tetrahydr0-2H-pyran-4-yl)methyl)-2-((5-(((4-(tr1ﬂubromethyl)benzyl)oxy)imino)-
5,6,7,8-tetrahydrovnaphth;cllen—2-yl)oxy)acetamide. |
"HNMR: DMSO-ds, 51.08 (t, ] = 6.6 Hz, 2H), 1.44 (d, J = 12.8 Hz, 2H), 1.48 (m, 1H),
1.75 (t, ] = 5.8 Hz, 2H), 2.66 (t, J = 5.6 Hz, 2H), 2.98 (t, J = 6.6 Hz, 2H), 3.01 (t, J = 6.4

30 Hz, 2H), 3.16-3.21 (m, 2H), 3.80 (d, J = 2.4 Hz, 2H), 4.47 (s, 2H), 5.24 (s, 2H), 6.74 (d,

- J= 2.4 Hz, 1H), 6.77-6.80 (dd, /= 2.8 & 8.8 Hz, 1H), 7.58 (d, J = 8 Hz, 2H), 7.69-7.73
(dd, J=4 & 8 Hz, 3H), 8.09 (t, = 5.6 Hz, 1H).
'. Example 49 '
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2-((5-(((4-chlorobenzyl)oxy)imino)-S,6,7,8-tetrahydr0naphthalen;2-yl)oxy)-N-

((tetrahydro-2H-pyran-4-yl)methyl)acetamide ,

"H NMR: DMSO-ds, §1.09-1.15 (m, 2H), 1.45 (d, J = 12.8 Hz, 2H), 1.61-1.69 (m, 1H),

1.69-7.75 (m, 2H), 2.63-2.68 (m, 4H), 2.99 (t, } = 6.4 Hz, 2H), 3.15-3.22 (m, 2H), 4.47
5 (s, 2H), 5.12 (s, 2H), 6.73 (d, J = 2.4 Hz, 1H), 6.78-6.81 (dd, /= 2.8 & 8.8 Hz, 1H),

7.38(d, J=8 Hz, 4H), 7.71 (d, J = 8.8 Hz, 1H), 8.08 (t, J = 6.0 Hz, 1H).

' Example 50
2-((5-(((4-cyanobenzyl)oxy)imino)-3,6,7,8-tetrahydronaphthalen-2-yl)oxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide

10 'H NMR: DMSO-ds, § 1.07-1.30 (m, 2H), 1.44-1.48 (m, 2H), 1.64 (m, 1H), 1.72-1.75 -
(m, 2H), 2.66 (t, J = 6.0 Hz, 2H), 2.69-2.72 (m, 2H), 2.99 (t, /= 6.4 Hz, 2H), 3.16-3.22
(m, 2H), 3.76-3.80 (q, J = 2.6 Hz, 2H), 4.47 (s, 2H), 5.23 (s, 2H), 6.74 (d, /= 2.8 Hz,
1H), 6.77-6.8 (dd, J=2.4 & 8.4 Hz, 1H), 7.54 (d, J= 8.4 Hz, 2H), 7.68 (d,/=8.8 Hz,
1H), 7.81 (d, J= 1.6 Hz, 2H), 8.08 (t, /= 6.0 Hz, 1H).

15 ' Example 51
2-((5-(((4-methoxybenzyl)oxy)imino)—5,6,7,8-tetrahydronaphthalen-Z-yl)oxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide
'H NMR: DMSO-d, 8 1.09-1.16 (m, 2H), 1.46-1.49 (dd,J=1 6&12.8 Hz, 2H), 1.64-
1.74 (m, 3H), 2.61-2.66 (m, 4H), 2.99 (t, J = 6.4 Hz, 2H), 3.18-3.24 (m, 2H), 3.74 (s,

20 3H), 3.78-3.82 (dd,J = 2.4 & 11.2Hz, 2H), 4.48 (s, 2H), 5.06 (s, 2H), 6.75 (d, J= 2.4

‘ Hz, 1H), 6.80-6.83 (dd,"ff =2.8 & 8.8 Hz, 1H), 6.92 (d, J = 8.4 Hz,2H), 734(d,J=84
Hz, 2H), 7.77 (d, J= 8.8 Hz,1H), 808 (t,J=6.0 Hz, 1H)
o | Example 52-
Methyl 3-((((6-(2-oxo-2-(((tetrahydro-2H-pyran—4-yl)méthyl)amino)ethoxy)-3,4-

25  dihydronaphthalen-1(2H)-ylidene)amino)oxy)methyl)benzoate ' v
'H NMR: DMSO-dg, 51.08-1.15 (m, 2H),1.45-1.49 (dd, J = 1.6 & 12.8 Hz, 2H), 1.64-
1.66 (m, 1H), 1.72 (t, J= 6.0 Hz, 2H), 2.65-2.71 (m, 4H), 2A.99 (t,J= 6.4 Hz, 2H), 3.17-
3.20 (m, 2H), 3.78-3.81 (dd, J=2.4 & 11.2 Hz‘,’2‘H), 3.85 (s, SH), 4.48 (s, 2H), 5.22 (s,
2H), 6.75 (d, J = 2.8 Hz, 1H), 6.79-6.82 (dd, J.= 2.8.& 8.8 Hz, 1H), 7.50 (t, J= 7.6 Hz,

30 1H), 7.68 (d, J= 7.6 Hz, 1H), 7.74 (d, J = 8.8 Hz, 1H), 7.88-7.91 (m, 1H), 7.98 (s, 1H),
8.06 (t, J= 6.0 Hz, 1H). |

Example 53
2-((5-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)quinol in—8-yl)oxy)acetic acid
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'H NMR: DMSO-ds, 52.36 (s, 3H ), 4.78 (s, 2H ), 5.32 (s, 2H ), 7.23>(d, J=176Hz,
1H), 7.41-7.44 (m, 1H), 7.55-7.58 (m, 1H), 7.64-7.66 (m, 2H), 7.77 (d, /= 8.4 Hz, 2H),
8.40 (d, /= 8.8 Hz, 1H), 8.86 (d, /= 2.8 Hz, 1H). |
Example 54
5  N-((tetrahydro-2H-pyran-4-yl)methy!)-2-((5-(1-(((4-

(triﬂuoromethyl)benzyl)oxy)imino)ethyl)quinolin-8-yl)dxy)acetamide

'H NMR: DMSO-ds, & 1.09-1.16 (m, 2H), 1.44 (d, /= 12.8 Hz,2H ), 1.61-1.64 (m, 1H
), 2.36 (s, 3H ), 3.04 (t, J = 6.4 Hz, 2H), 3.16-3.23 (m, 2H ), 3.77 (dd, /= 2.8 & 11.6
Hz, 2H), 4.77 (s, 2H ), 5.33 (s, 2H ), 7.24 (d, J = 8.4 Hz, 1H), 7.43 (dd, /=44 & 8.8

10 Hz, 1H), 7.58 (d, J = 8.4 Hz, IH), 7.64 (d, J = 8 Hz, 2H), 7.77 (d, J = 8 Hz, 2H), 8.34

(t, /= 5.8 Hz, 1H), 8.39 (dd, /= 1.6 & 8.8 Hz, IH), 8.89 (dd, /= 1.6 & 4.0 Hz, IH).
EXample 55

2-methyl-N-((tetrahydro-2H-pyran-4—yl)methyl)-2-(4-( 1-(((4-

(triﬂuorbmethyl)benzyl)oxy)imino)propyl)phenoxy)propanafnide

15 'HNMR: §1.14 (t, J=7.6 Hz, 3H), 1.23-1.34 (m, 2H), 1.50-1.51 (m, 2H), 1.57 (s,
6H), 1.72-1.77 (m, 1H), 2.74 (q, J= 7.6 Hz, 2H), 3.17 (t, J = 6.6 Hz, 2H), 3.29-3.36
(m, 2H), 3.91-3.95 (m, 2H), 5.25 (s, 2H), 6.68 (t, /= 5.8 Hz, NH), 6.86-6.90 (m, 2H),
7.49-7.55 (m, 4H), 7.60 (d, J = 8.4 Hz, 2H).

' ‘ Example 56

20  2-methyl-N-((tetrahydro-2H-pyran-4-yl)methyl)-2-(4-(1-(((4-
(trifluoromethyl)benzyl)oxy)imino)ethyl)phenoxy)propanamide
'H NMR: 61.23-1.34 (m, 2H), 1.51-1.56 (comp, 8H), 1.71-1.77 (fn, 1H), 2.26 (s, 3H),.
3.17 (t, J = 6.6 Hz, 2H), 3.29-3.36 (m, 2H), 3.92-3.95 (m, 2H), 5.26 (s, 2H), 6.71 (t, /=
5.6 Hz, NH), 6.86-6.90 (m, 2H), 7.49-7.55 (m, 4H), 7.60 (d, J = 8.0 Hz, 2H).

25 | Example 57 |
2-(4-(1-(((tetrahyd r0-2H-pyran-4-yl)methoxy)imino)ethyl)phenoxy)-N-((tetrahydrb-
2H-pyran-4-yl)methyl)acetamide |
'H NMR: DMSO, § 1.09-1.16 (m, 2H), 1.23-1.31 (m, 2H), 1.50 (dd, J=12.8 & 1.6
Hz, 2H), 1.61 (dd, J=12.8 & 2 Hz, 2H), 1.62-1.66 (m, 1H), 1.67-1.96 (m, 1H), 2.15 (s,

30 3H), 3.01 (t, J= 6.4 Hz, 2H), 3.18-3.24 (m, 2H), 3.26- 3.29 (m, 2H), 3.78- 3.86 (m,
4H), 3.97 (d, J = 6.4 Hz, 2H), 4.51 (s, 2H), 6.97 (dd, J=17.2 & 2.4 Hz, 2H), 7.60 (dd, J
=6.8 & 2.0 Hz, 2H), 8.12 (4, J=58Hz, 1H)

' Example 58
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2-(4-(1 -((cyclohexylmethoxy)imino)ethyl)phenoxy)-N-((tetrahydro-ZH-pyran-4-
yl)methyl)acetamide '
'H NMR: DMSO-dg, § 0.95-0.98 (m, 2H), 1.09-1.21 (m, 5H), 1.48 (dd, J=12.8 & 1.6
' Hz, 2H), 1.64-1.74 (m, 7H), 2.14 (s, 3H), 3.01 (t, /= 6.6 Hz, 2H), 3.18;3.24_(m, 2H),

5  3.82(dd,J=11.2 & 2.4 Hz, 2H), 3.92 (d, J = 6.4 Hz, 2H), 4.51 (s, 2H), 6.94-6.98 (m,

2H), 7.57-7.60 (m, 2H), 8.12 (t,J=6 Hz; 1H).
Example 59
2-(4-(1-((naphthalen-2-ylmethoxy)imino)ethyl)phenoxy)-N-((tetrahydro-2H-pyran-4-
~ yDmethyl)acetamide | v

10 'HNMR: DMSO-ds, 5 1.05-1.16 (m, 2H), 1.46 (d, J=13.2 Hz, 2H), 1.63-1.68 (m,
1H), 2.22 (s, 3H), 3.01 (t, /= 6.4 Hz, 2H), 3.16-3.23 (m, 2H), 3.78-3.82 (dd, J= 112
& 2.4 Hz, 2H), 4.50 (s, 2H), 5.33 (s, 2H), 6.97 (d, J=17.2Hz, 2H), 7.49-7.52 (m, 2H),
7.54-7.56 (dd, J=8.8 & 1.6 Hz, lH), 7.59-7.61 (dd, J=6.8 & 1.6 Hz, 2H), 7.89-7.93
(m, 4H), 8.11 (t, J=5.8 Hz, 1H).

15  The following compounds can be prepared by procedure similar to those described
above with appropriate variations of reactions, reaction conditions and quantities of
reagents which are within the scopé of persons skilled in the art.

Eiample 60
2-((5-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)pyridin-2-yl)amino)acetic acid

20 R : Example 61
2-((5-((((4-(triﬂuoromethyl)benzyl)oxy)imino)methyl)pyridin-2-yl)0xy)acetic acid

: Example 62 v
. 2?((5-(1-(((4-cyanoben_zyI)oxy)imino)ethyl)pyridin-2-yl)oxy)acetic acid
4 ' Example 63
25 2-((5-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)propyl)pyridin-2-yl)oxy)acetic acid
Example 64
2-((5-(1-(((4-(trifluorométhyl)benzyl)oxy)imino)propyl)pyridin—2-yl)amino)acetic acid
Example 65
2-((5-(1 -((benzyioxy)imino)propyl)pyridin-2-yl)oxy)acetic acid

30 : Example 66

2-((5-(1 -(((4-methylbenzyl)dxy)imino)propyl)pyridin-2—yl)oxy)acetic acid
Example 67
2-((5-(1 -(((4-methbxybenzyl)oxy)im ino)propyl)pyridin-2 -yl)oxy)écetic acid
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Example 68
2-((5-(1 -(((.4-ﬂuorobenzyl)oxy)imino)propyl)pyridin-Z-yl)oxy)acetié acid
a Example 69
2-((5-(1 -(((4-cyanobenzyl)oxy)imino)propyl)pyridin-2—yl)0xy)acetic acid
5 , Example 70
2-((5-(2-phenyl-1 -(((4-(triﬂuoromethyl)behzyl)oxy)imino)ethyl)pyridin-2-yl)oxy)acetic
acid
Example 71
2-((5—(2-phenyl-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)pyridin—2-yl)oxy)-N;
10 ((tetrahydro-2H-pyran-4-yl)methyl)acetamide
Example 72
2-((5-(2-phenyl-1 -(((4-(triﬂuoromethyl)benzyl)oxy)imino)ethyl)pyridin-Q—
yl)amino)ace;tic acid
. : Example 73 ,
15  2-((5-(2-phenyl-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)pyridin-2-yl)amino)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide
' Example 74
N-((tetrahydro-2H-pyran-4-yl)methyl)-2-((3-((((4-
(triﬂuoromethyl)benzyl)oxy)imino)methyl)-1H-indél-S-yl)oxy)acetamide_
20 . - Example 75
2-((3-((((4-(trifluoromethyl)benzyl)oxy)imino)methyl)-1 H-indol-S-yi)oxy)acetic acid
| ‘ - Example 76
N-((tetrahydro-2H-pyran-4-yl)ymethyl)-2-((3-(1-(((4-
(triﬂuoromethyl)benzyl)oxy)imino)ethyl)-1H-indol—S-yl)oxy)acetamide
25 ’ Example 77
2-((3-(1 -(((4-(triﬂuoromethyl)benzyl)oxy)imino)étﬁ'yl)Q 1H-indol-5-yl)oxy)acetic acid
A Example 78
N-((tetrahydro-2H-pyran-4-yl)methyl)-2-((3-(1-(((4-
(triﬁuoromethyl)benzyl)oxy)im ino)propyl)-1H-indol-5-yl)oxy)acetamide
30 ' Example 79
2-((3-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)propyl)- 1 H-indol-5-yl)oxy)acetic acid
‘ Example 80
2;((3-(2-phenyl- 1-(((4-(triflucromethyl)benzyl)oxy)imino)ethyl)-1H-indol-5-yl)oxy)-
- N-((tetrahydro-2H-pyran-4-yl)methyl)acetamide
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Example 81
2-((3-(2-phenyl-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)- 1 H-indol-5-
yhoxy)acetic acid '

i Example 82
5 N-((tetrahydro-2H-pyran-4-yl)methyl)-3-(5-(1-(((4-
(trifluoromethyl)benzyl)oxy)imino)ethyl)pyrimidin-2-yl)propanamide

Example 83
3-(5-(1 —(((4-(triﬂuoromethyl)benzyl)oxy)imino)éthyl)pyrimidin-2-yl)propanoic acid

Example 84 ‘

10 N-((tetrahydro-2H-pyran-4-yl)methy!1)-3-(5-(1-(((4-
(trifluoromethyl)benzyl)oxy)imino)propyl)pyrimidin-2-yl)propanamide
| Example 85 - .
© 3-(5-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)propyl)pyrimidin-2-yl)propanoic acid
Example 86
15 ~ 3-(5-(2-phenyl-1 -(((4-(triﬂuoromethyl)benzyl)oxy)imino)ethyl)pyrimidin-z-yl)—N-
((tetrahydro-2H-pyran-4-yl)methyl)propanamide

Example 87
3-(5-(2-phenyl-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)pyrimidin-2-
yl)propanoic acid '

20 : Example 88
| N-((tetrahydro-2H-pyran-4-yl)methyl)-2-'((5 -(1-(((4-
(trifluoromethyl)benzyl)oxy)imino)propyl)quinolin-8-yl)oxy)acetamide
: Example 89
2-((5-(1-(((4-(triflucromethyl)benzyl)oxy)imino)propyl)quinolin-8-yl)oxy)acetic acid
25 _ Example 90 _
2-((5-(2-phenyl-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)quinolin-8-yl)oxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide
o Example 91
2-((5-(2-phenyl-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)quinolin-8-
30  ylhoxy)acetic acid |
. The compounds of the present invention lowered LDL, tr’iglyceride and total
cholesterol. This was demonstrated by in vitro as well as in vivo animal experiments.

A) Demonstration of in vitro efficacy of compounds
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The in vitro binding assay described hereinafter-is a quantitative solid phase
binding assay for determiniﬁg the efficacy of the compounds. Plates were pre-coated
with a recombinant LDLR-AB domain, which binds to the gene pro-protein convertase
of the subtype nine. Test compound at different concentrations was added to the
subtype gene and added to LDLR immobilized on the wells. The amount of bound gene
is measured by binding it with biotinylated anti-His-tag monoclonal antibody, followed
by binding with horseradish peroxidase conjugated streptavidin substrate. The color

- was quantiﬁed by ELISA reader at 450 nM which reflects the relative amount of “thé
gene” that binds to LDLR in presence and absence of the inhibitor. ECso values were
calculated by nonlinear regression analysis using graph pad prism software. Each

concentration point represents values in duplicates.

Example No | COncentration % Inhibition

(uM) ,

1 29

1 10 35

100 57

1 28

3 10 41

100 54

1 - 34

4 10 39

100 51

1 34

5 10 | 40

100 50

1 3

5 18

10 10 35

100 . 51

1 20

5 23

" 10 49

100 61

1 19

12 10 55

100 79

1 22

13 10 Y

100 48

1 15

14 10 31

100 41

1 25

15 10 37

100 39

1 10

5 . 21

16 10 35

100 61
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17 10 19
100 44

1 16

18 10 38
100 63

10 40

19 100 46
1 20

20 10 34
100 57

21 100 15
1 29

22 10 46
100 46

1 30

23 10 42
100 47
1 24

24 10 28
100 52

1 28

25 10 34
100 50

1 45

26 10 45
100 52

1 10

27 10 15
100 29

28 100 23
30 100 36
3 15

By 10 20
100 29

1 14

32 10 35
100 48

1 10

33 10 10
100 28

1 7

34 10 13
100 32

1 22

35 10 13
100 25

1 6

36 10 9
100 36

1 20

37 10 26
100 28

10 19

38 100 38
10 33

39 100 42
10 20

40 100 47
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" B)LDL-C lowering activity- in high fat diet C57 mice

The in-vivo LDL-c lowering for test compound was tested in C57 mice which
were kept on high fat diet for 4 weeks and the blood was collected by retro-orbital sinus
puncture method under light ether anesthesia on déy 0 (pretreatment). Animal are
grouped based on LDL-C levels, after that 4-6 week treatment with vehicle or test

compound orally at a dose of 30 mpk dose once a day was given. On completion of.

 treatment on day 28 of the treatment the blood_'was collected for LDL-C levels

‘measurement. The percent change in LDL-C in test compound group Vs Vehicle group

was calculated.

% Change Vs Vehicle
Exz;ln;ple Dose Control
LDL-C TC
1 30mg -48.8+4.2 -11.8227
3| 30mg -746+20 -336+20
18 30mg | -752+35 | -416+19
22 |- 30 mg -64.6 + 4.1 -21.5+2.8

31 30 mg -306+3.6 -3.5+34

In certain instances, it may be appropriate to administer at least one of the
compounds described herein or a pharmaceutically acceptable salt, ester, or prodrug
thereof in combination with another therapeutic agent. Several reasons can be attributed
for using a combination therapy depending on the need of the patient. As an example, if
one of the side effects experienced by a patient upon receiving one of the compounds
herein is hypertension, then it may be appropriate to administer an anti-hypertensive
agent in combination with the initial therapeutic agent. Or, by way of example only, the
benefit experienced by a patient fnay be increased by administering one of the
compounds described herein with another. therapeutic agent (which also includes a .
therapeutic regimen) that also has therapeutic benefit. Several such instances are well

known to a skilled person and the use of combination therapy‘ may be envisaged for all
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such situations. In any case, regardless of the disease, disorder or condition being
treated, the overall benefit experienced by the patient may simply be additive of the two
therapeutic agents or the patient may experience a synergistic benefit. -

Specific, non-limiting examples of possible combination therapies include use

5 of certain compounds disclosed herein with agents found in the following
pharmacotherapeutic classifications as indicated below. These lists should not be
construed to be closed, but should instead serve as illustrative examples common to the
relevant therapeutic area at present. Moreover, conibination regimens may include a
\;ariety of routes of administration and should include oral, intravenous, intraocular,

10  subcutaneous, dermal, and inhaled topical. .

For the treatment of metabolic disorders, compounds disclosed herein may be
administered with an agent selected from the group comprising: insulin, insulin
derivatives and mimetics, insulin secretagogues, insulin sensitizers, biguanide agents,
alpha-glucoéidase inhibitors, insulinotropic sulfonylurea receptor ligands, meglitinides,

15 GLP-1 (glucagon like peptide-1), GLP-1 analogs, DPPIV (dipeptidyl peptidase 1V)
inhibitors, GPR-119 inhibitors, sodium-dependent glucose co-transporter (SGLT2)
inhibitors, PPAR modulators, non-glitazone type PPAR.delta. agonist, HMG-CoA
reductase inhibitors, cholesterol-lowering drugs, rennin inhibitors, anti-thrombotic and
anti-platelet agents and anti-obesity agents.

20 | For the treatment of metabolic disorders, compounds disclosed herein may be
administered with an agent selected from the group comprising: insulin, metformin,
Glipizide, glyburide, Amaryl, gliclazide, meglitinides, nateglinide, repaglinide, amylin
mimetics (for example, pramlintide), acarbose, miglitol, voglibose, Exendin-4, ,
vildagliptin, Liraglutide, naliglutide, saxagliptin, pioglitazone, rosiglitazone, HMG-

25 CoA reductase inhibitors (for example, rosuvastatin, atrovastatin, simvastatin,
lovastatin, pravastatin, fluvastatin, cerivastatin, rosuvastatin, pitavastatin and like),
cholesterol-lowering drugs (for example, fibrates which include: fenofibrate,
benzafibrate, clofibrate, gemfibrozil and like; cholesterol absorption inhibitors such as
"Ezetimibe, eflucimibe etc.

30 From the foregoing description, one skilled in the art can easily ascertain the
essential characteristics of this invention, and without departing from the spirit and
scope thereof, can make various changes and modifications of the invention to adapt it
to various usages and conditions. Such different embodiments are also to be considered

to be within the scope of the present invention.

53



B) LDL-C lowering activity- in high fat diet C57 m ce The in-vivo
LDL-c |l owering for test conmpound was tested in C57 mce which were kept on
hi gh fat WOep1%wWp224 weeks and the bl ood was col | ect ed bPCTaN2031/60088% al
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(pretreatnent). Aninmal are grouped based on LDL-C levels, after that 4-6
week treatnment with vehicle or test conpound orally at a dose of 30 npk
dose once aVe&ithas gi ven. On conpletion of treatnment on day 28 of the
treatment thechhoadqvesoalih @sted for LDL-C level s neasurenent. The percent
change in LDL-C In test conpound group Vs Vehicle group 10was cal cul at ed.
Exanpl e No Dose % Change Vs Vehicle Control © LDL-C TC 1 30ng -48.8 4.2

11.8 2.7 3 30 ny -74.6 2)\0\-3(,3#3@@(1@,)&%
: O
R

'R, (Ra)
)

5 their tautomeric forms, their stereoisomers, their pharmaceutically acceptable salts,
and pharmaceutical compositions containing them wherein ‘A’ represents an
optiénally substituted single or fused group selected from aryl, heterocyclyl or
cycloalkyl groups;

‘Y’ represents either a bond or substituted or unsubstituted linear or branched (C;-

10 C(,)alkyl, (Cy-Ce)alkenyl groups or the groups represented by"-U(CHz)m-’ wherein
U represents O, S(O),, NRy; ‘m’ represents integers“ from 2 to 4, ‘0’ représents

- integers from 0 to 2 and R4 represents H, substituted or unsubstituted linear or
branched (C;-C¢)alkyl; ‘Z’ represents an optioﬁally substituted single or fused

group selected from aryl, heterocyclyl or cycloalkyl groups; ‘X’ represents either a

15 bond, or is selected from O, S(O), or NRy4; wherein R4 is as defined earlier; *W*
represents substituted or unsubstituted linear or branched (C;-Ce)alkyl, (C-
Ce)alkenyl groups; R, represents hydrogen, optionally substituted, (Ci-Ce)alkyl,

(C3-Ce)cycloalkyl, alkoxyalkyl, hydroxyalkyl, aminoalkyl, aryl, heterocyclyl, .

aralkyl, heterocyclylalkyl groups; R; represents hydrogen, or the groups selected

20 from (C,-Ce)alkyl, aryl, heterocyclyl, aralkyl, heterocyclylalkyl, (C,-Cs)alkoxy,
hydroxyalkyl, thio(C;-Cg)alkyl, amino, aminoalkyl, alkylamino, each of which may

be optionally substituted; or R; and R, wherever possible, together may form 4 to 7
membered saturated or partially saturated ring containing from 0-2 additional
heteroatoms selected from the group comprises of N, O, and S(O),; Rj3 at each

25 occurrence independently represents hydrogen, halogen, (C;-Cs)alkyl, halo(C;-
Cs)alkyl, (C,-Cs)alkoxy, thio(C,-C3)alkyl, sulfenyl derivatives, sulfonyl derivatives;

‘n’ represents integers from 0-3. | |
2. The compounds as claimed in claim 1 wherein ‘A’ is selected from optionally

substituted aryl or heterocyclyl groups.
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25 8. The compound as claimed in claim 7 wherein the aryl group is selected from
substituted or unsubstituted monocyclic or bicyclic aromatic groups.
9. The compound as claimed in claim 8 wherein the aryl group is an optionally
substituted phenyl group. '
10. The compound as claimed in claim 7 wherein the heterocyclyl group is selected
30 from single or fused mono or bi cyclic aromatic groups containing one or more
hetero atoms selected from O, N or S.
11. The compound as claimed in claim 10 wherein the aromatic heterocyclic group is
selected from pyridyl, thienyl, furyl, pyrrolyl, oxazolyl, thiazolyl, isofhiazolyl,
imidazolyl, isoxazolyl, oxadiazolyl, thiadiazolyl, triazolyl, tetrazolyl, benzofuranyl,
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from2 to 4, y tet&ﬂ‘». a8 ahmﬁﬂﬁﬂ@l)fzr m(Q(«@(taﬂm&nE{ﬂ nepresents H, =~
substituted orqt(msu sti tuE)}Sr | i near gr anched (G -Co6) aPkyI A
represelt s anb@érlﬁ%ﬁh‘ml'&ib)eé‘ﬂbﬂh’b’f‘@‘ﬂt%ﬂ)%ﬂ?@?t@“@?’ fused group sel ected from

aryl, heterocwtx&ah%m%ﬁ(:g J.Jassll)n&&%tf ((5%1 («Lﬁ@ﬁﬁ@&&m@?ther a- 15 bond,

or is selecte ront 0 NR4;” ‘whe as defined earlier; "W
represents subssziaxysainget mnélﬂﬂtxliaédm)@%@a\*de@r branched (CL- C6) al kyl ,
(C2- C6)al kenyl grpgen, optionally substituted,
(C1-Co) al kyl, N(gg&%g?é Pﬁ% a‘[ﬁ) g lg ?@ hydr oxyal kyl , am noal kyl ,

aryl, heter ocQnﬂuydrom%th)d)licylyl)ome)ﬂremomwIPhMW)hmgmmgsmldQ represents
hyd ! | | |, het lyl,
a7 ol kTS et ergcy ol SHER AR TMERNERRDERTI ORI 21N (G- o5y al kyl

am no, am noaylmned@ﬂ)bgs{ba-mtmahyﬁaéﬂ mfranahy Qinethplyacbemaded;i onal | y substi t ut ed;

R e

selected fr on(ntlﬂlﬁ)rgﬁaujd)henzmrokg)aﬁnno)‘mdthylm H-amid!- Sy )adeBindde;each 25

a0 & G al kT pEr o4y BIRSl T HP B €8 hop ovgi ngi PR s
E:J;:‘ (r)rgyéjol ge::: gqf((r;bt\{@@dro “IM- pijrﬁﬁ)ﬂ%&mﬂ@l)wﬂi@g&és fromO0-3. 2. The corrpounds as

ected from opti bstituted aryl
or het er ocycl y4-rohspy: X (@ (“‘rﬂ\&f’r@aﬁg%}lh‘?a@ Q¥Y) HV‘&P%@&BP %QSI?L’:\ 1 and 2

wher ei n when (RtrakyAR-B390Eah-Bf IythetByIRYRah e, aryl groups is .selected from
substituted or unsubstituted nonocyclic or bicyclic aromatic_groups.

4. The conpou?rét-gsphenyr heeh- (fﬂﬂwr%ﬁﬁhﬁ)w)@i‘ﬁ”’t“ﬁ@)eﬁ‘wphe@%ﬁdﬁ s an

optional ly 5SHQ§5H)Id|.HCﬁq| pRRGV| ,ggtgyﬁcetgmd}'he conpound as clainmed in claim 1
wher ei n when rep resents he%eroc cl grou t he heterocyclyl group is

sel ected fr orrw ﬁ?g(lpern@n %ﬂkéd((ﬁﬁw@uowme@w bz oy limingdashelphenayy)-N-
non-aromati c C N hetero atons selected fromO, N
or S. 106. Thg{e ol 5)‘?i‘tpg}salaczigr{?‘mc?iylﬁl&et!ﬂm{dgere| n the heterocyclyl group is
sel ected f rorﬂ-ﬁ‘yﬂ lajyﬂpholuﬂﬂ-bf(ﬁ (triflegrgmethplyhenoipky)insiralediy))phenoky)aol 'yl |,

i sot hi azol yl, 0 SQ iazolyl, thiadiazolyl, tri azol yl,
tetrazol yl, nzo@a?oaén%Ipyra‘lﬂeﬁég’t&ﬁ%‘ﬁeﬁﬁt%?gdol inyl, indolyl, azai ndol yI ,
azai ndol i nyl , Ng{ptemh@(ﬂmﬂﬁ Pmm%wmetla/t)ahur(ﬁakmmowmmqaiH(G(/élof uranyl ,

pyri dot enyI hi en m rimdinyl, pyrazolyl,

qui nazol1 nyl 1(tg%or%&f?%w)enzgl?{?xg%l ny éﬁ%%’%‘?o 3ezto f/i%: benzot riazolyl,

pht hal azyni | 2{mmhﬁxhy4{zi(thmbhenpﬁ;yh)n5(((4 car bazol yl , phenot hi azi nyl ,

e IR L e R

di hydr ot hi azoymnetb}qm;awrdapyl benzopyranonyl , benzodi hydr of ur anyl ,

benzodi hydr ot hi enyl, 20 pyr azol opyri m donyl, azaqui nazolinoyl,

t hi enopyri m donyl, quinazol onyl, pyrimdonyl, benzoxazinyl, benzoxazi nonyl,
benzot hi azi nyl, benzot hi azi nonyl, thi &go - pi peridinyl groups.



7. The conpound as clained in claim1l wherein Z represents optionally
substituted aryl or heterocyclyl groups. 258. The conpound as clained in
claim7 whereizmovize aryl group is selected from substit eptedNmri/000888
unsubstituted nonocyclic or bicyclic aromatic groups. 9. The conpound as
clainmed in clai m 8 V\,herel n the aryI group |s an opt| onal Iy substituted
phenyl group. im7 wherein the

het erocycl yl B‘r@@ﬁal}ygros%hl élfrlaéé %m%%% %(‘h@((é (Elrﬂuf"iﬁ)g’@@yﬁono or bi cyclic

aromati C gr oUB&zgH&iyfikiid)be® h@{flo Brahdecr 0- at onms sel ected fromO0, N or
S. 11. The conpound as cl ai ne aim 10 wherein the aromatic

het erocycl i c gvéigsrahglredHeanyrangt- Ylﬁ'@ﬁthbhﬁr(dl;ﬂ ((4-hi enyl, furyl, pyrrolyl,
oxazol yt, thi zol |, oxadi azol yl ,
y ﬁﬁﬁL(yrl)mfﬂh?%efﬂkﬁ)?o‘ig)\{r}\yrﬂokﬁbﬁg)ﬁ X#)acét gazoly y

t hi adi azol yl, “triazo tetra any ’benzot hi enyl ,
i ndol i nyd’, i ndle(](hsttrahydmzH‘rdmiay%-ylmllyrhlﬂbl(ﬁf(«[“ (tpﬂmcaqrottbp\yrl m di nyI

azaqui nazol in thi enopyrimidyl, ‘
qui nol i nyl , pé‘%qzﬁlﬁ%&h%ﬁoﬁ&]%g Igrﬂ?{” gﬂz’{}’&%ﬁﬁ"ﬁc‘y pyridazi nyl, triazinyl,
benzi m dazol yN- ((tbmflwdtor:l}d}pgiayM yl]nimtth&) M(str(il4(((4-|(m1|ﬂhbdoyiethdl)nyl , purinyl,

car bazol yl eno n henoxazin enzoxazol yl, benzot hi azol yl
groups. 12. TE%“ (Y,lé 'm'@et%?p‘%fﬂg‘l}?@dno)a ! cle 1 sel ect ed from

N-((tetrahydr (@ p(y(na:pa;&bydz)/nmybm{ ho)&th(/lélpy(rﬂiﬂ(i{ {/Boxy)-N-((tetrahydro-2H-
triflu omsth e Xy)i m no) propyl ) phenoxy) acet am de;

(N—((tet hydng'/rﬁg'-I? Mﬂ?fﬁ‘{# ‘Ehizlo) rz)y(%g (1- ({%4 (trifluoronethyl)
10benzyl ) oxy) Nuj(e@iistifyIH-pyrah-diymetiyll) DK$I(@CEs-ani de;

N-((tetrahydro thyl ) - 2- 45- (1-(((4- (rifl thyl
AT S o mGhLd o= )

N-((tetrahydr N-(]%tkhmyﬂﬁeﬂz%pyﬂahﬂ%ll)‘ﬁi@tﬂyl)zz S@‘h Ldal ( (4-

(trifluoronethyl)benzyl)oxy)imno)propyl) phenyl)am no)acetam de

152, 2' 4( 5- ( 1- 4(idugrempthyDkspahioxpjm mmﬁwﬂﬂaxrwlnﬁrmmwaam | -
y1) azangi Abi §Qg¢<z&azmwﬂm@ﬁ i3 Mﬁﬁdx@m% LN

N-((tetrahydro- ran-4-yl)me 4-(trif Iuororrethyl)benzyl) 3-((
((4- (trlflro'dmethhl Cytb@idzyl)oxy)lm

thyl)-1
U SRR ity
i no) et hyl ) pheposyf-yDR@MyDidetamriddiydr o- 2H- pyr an- 4- yl ) met hyl ) acet ani de;

2 (& (2 phenyds ke Ui L Lor QI I RSRA KA AL B IPRG i alaenoxy) - N (¢

et rahydro-2Hp
2-(4- (220pheny21={by(a@(étayl][marth)fl}aucmmmlei hyl )benzyl ) oxy) i m no) et hyl ) phenoxy) - N((t
et rahydr o-2H

252 (4 2- (py PRGBS b SR TPy Wy By cro-2H-

i no) et hyl )pheppmy-)teyk\jme(Wt)ﬁﬂeraahyejr 0- 2H- pyr an- 4-yl ) net hyl ) acet am de;

2 o el g (e e Tt A BSHEY ARIN TGk phenow) -

N-((tet rahydrpyramQy)ﬁﬁﬂwgawa)ﬁmg hyl) - 2- (4- (2- t hi onor phol i no-1- (((4-
30(trifluoronethyl i m no) et hyI henoxy) acet am de;

2. (2 mﬁShw 42'622”‘(62119“ 6—6}1&&2 @rnég_()roq}e@@l)fbenzyl oxy)imino)butyl)phenoxy)-N-

(trifluoronet &békr)i]mﬁ,lyﬂ{)pgmm mrﬁap,ﬁ;a@ytga]pleenoxy) N- ((tetrahydro-2H pyran-4-
yOnet hypacet am
2-(4- (2 methoxy-1 -(((4- (trifluoromethyl)benzyl)oxy)imino)ethyl)phenoxy)-N-

((tetrahydro-2H- pyran-4-y1)methyl)acetam1de,
2-(4-(2-hydroxy-1 -(((4-(triﬂuoromethyl)benzyl)oxy)imino)ethyl)phenoxy)-N-
30 ((tetrahydro-2H-pyran-4-yl)methyl)acetamide;
2-(2-methyl-4-(1 -(((4-methylbehzyl)oxy)imino)-2;phenylethyl)phenoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide;
2-(4-(1 -(((4-methylbenzyl)0xy)imino)-2-phenylethyl)phenoxy)-N-((tetrahydroTZH-~
* pyran-4-yl)methyl)acetamide; '



N-((tetrahydro-2H pyran-4-yl)methyl)-2-(4-((((4-(trifluoronethyl)

benzyl ) oxy)i mino) net hyl ) phenoxy) acet am i de;

N-((t et r NOROB/@PR2PYr an- 4-yl ) et hyl ) -2-(4-(1-(((4- PCT/IN2011/000888

(trifluoronethyl)benzyl)oxy)im no)ethyl)phenoxy)acetam de; 5

bI\I-((lt)etra)hydro 2;—l-py[]aln)4 yl erret hyl ) 2-((5-((((4-(trifluoronethyl )
enzyl)oxy)imino)nethyl)pyridin-2-yl

N- ( (t et r ahydr S{@H-§ABiprobepzyJoxy pino)- %pg%‘lﬂ’f@’tl)?%nmﬁv {phpnaxy U(\)Ir onet hyl )

benzyl )0><y)I rrc ieﬂmﬁwl’ﬂ{)pp% @mym@é@ﬁﬂéam i de;

2- ((5-(1-( anobenz
i no) et hyl) pyrz‘df?/ -l Q(@ﬂg@@gyzpz ((()ﬂt@{np)i%yhf‘rngleflyﬂ.)rphenoxy) -N-((tetrahydro-2H-

10 4-yi
I\I—?{[ ot 1 ahid%@%’t&‘ Qﬁ‘%ﬁ&gme’ ides Lyl yl)-2-((5-(1- (

g\t E |( I I ;Jdl‘ ﬁrrgt 4 ilbéfﬂzghlqrowll)wlmxvhm)rm 3 ¢r)}1iﬁtlrl)ilhl meﬁlywh)‘«@@@’) -Acet ami de;

et r ahydr 1- 4-
(trifluoromnet ﬁyﬁlj;%% ?lllq)pgxaé)éll) a(%ﬁg)t?/ ﬁdgyﬁ dl( I(’l( 2-yl ) am no) acet am de;
152;1( ( 5|— § 1—5 g be(nz(yJ(@xyhlbmbm)ypouplyd ng2-pietnyley hpheosory)-N\(fefrakstdraBbidr o- 2H- pyr
an-4- yl)ne
2- ((5-( 1-(((4&%’1 %9’ )515%9?‘36&?99? nm no) propyl ) pyri di n-2-yl )oxy) - N-((tetrahydr
0- 2Hpyr an- 4- yh Y 1vetethyl-} 4z phanyl-1-9€4- 2- ((5- (1- (((4- met hoxybenzyl ) oxy)im
: 32? pr OP&/ H) py(tnﬁt‘xo@on%et%o%y%(e\r@ylﬂ\l- g')(lrtn%to e?h)X)pﬁenOX)%ol% 'Zl(tgt rh%‘]roﬁﬁ Qrzrirr'ls-gl-hyl ) acetam
2- (2|(_|5 (1- (S,( 4f,1?,hgm¥llma)aaz.y{e) oxyzjl m no) pr opyl )pyal di n-2-yl)oxy)-N((tetrahydr
0- 2Hpyr an- 4-y yl ) acet am i de; i
i no) pr opy! ) py#1{FPEnyl-)-g4r t“ﬂHY‘?‘P‘é‘P ’&E@F&]% é&%?‘?’éﬁf’nlﬁ%’%%é %’s%/g :aur:net am i de;
252- (2-met hyl ¢ gf&tr&ﬂydé&céﬂ(aymnu ?}hanﬁsdayt&hﬁiezypoxy)l m i no) butyl ) phenoxy) - N-

((tetrahydro- E/ran- - acetamid

2- (4- (2- met hokyd-{ ﬁ(‘hmewwblewl)ewétmfw))%elmy%w)% WP%‘PE?WYWhenoxy) N((te
tr ahydrﬁ- 2H pg({e@,ﬁ Ah—r(y? @H}M %,@ﬁ&hﬁ??cggm,dg (4-(2-hydroxy-21-(((4-(tr ifl

uor oret hyl ) benzyl-)’oxy) 1 m no) et hyl ) phenox '

30( (t et r ahydr 3(PH-fA- @mthﬂxmymwwla@e% Dl?ﬁnlzil@thyl)phemx}’) -N-((tetrahydro-

2-(2- et hy1- 4, 2- phenyl et hyl ) ph N
rafwd?g oY pyrg#yi&({‘ 1@%@} gtglé%’dg%og)l mi no) - 2- phenyl et hyl ) phenoxy) - N( ( t et

2-(4-(1-(((4- 2ﬂé4 hbﬁ((bbmqﬁmlmk%bylyl)herw))ow)pheﬂ)prmhyhe)lphéﬁ%ﬁwfawd(ﬂ(-t et rahydr o-

2Hpyr an- 4- yI) 1) 2012/ 090220PCT/ | N2011/ 000888
2-(4-(1- (((4 ?“Sb‘gc'gm‘%% a%%"’md\rég) 2-phenyl et hyl ) - 2- met hyl phenoxy) - N((t et

r ahydr o2 H- pyEaéh—(ll-plyaln)/me{(lpydu)ladatllaathmdel;mno)ethyl)phenoxy) -N-((tetrahydro-2H-

ngoi}réﬁ (()(”4) fﬁ%%??ﬂ%ﬁ%ﬁ%b%&é%‘) m ng) - phenyl et hy1l) phenoxy) - N- ((t etrahydro-

52- (4- (1- (((42eh( prienydo)-0xpy)kihoky)min@pppehyticadhyIN-(Rimitdy-LBhenoxy) - N-

pyran-4-yl)methyl)acetamide; o
2-(4-(1 -(((5-ethylpyrimidin-2-yl)oxy)im'mo)propyl)phenoxy)-N-((tetrahydro—2H-

25 pyran-4-yl)methyl)acetamide; :
2-(4-(1-(((5-methyl-2-phenyloxazol-4- yl)methoxy)1mm0)propyl)phenoxy)-N-
((tetrahydro-2H-pyran-4-yl)methyl)acetamide;
2-(4-(1-(((3-(tert-butyl)-1-(p-tolyl)- 1H-pyrazol-5-
yl)methoxy)imino)propyl)phenoxy)-N-((tetrahydro-2H-pyran-4-

30 yl)methyl)acetamide;
N-((tetrahydro-2H-pyran-4-yl)methyl)-2-((5-(((4-
(trifluoromethyl)benzyl)oxy)imino)-5,6,7,8-tetrahydronaphthalen-2-

yl)oxy)acetamide;
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((tetrahydro-2H pyran- 4- yOret hyl ) acet am de;

2-(4-(1-(((4-chl orobenzypoxy)i m no) - 2- phenyl et hyl ) phenoxy) - N- ((t etrahydro-2
Hpyr an- 4-WD)2aeyd99338cet am de; 2- (2- et hyl - 4- (2- phenyl - 1PCT(I¥2011/000888

10(tri fluoromet hoxy) benzyl)oxy)i m no) et hyl ) phenoxy) - N- ((t et rahydro-2H pyran
-4- yl)met hyl)acetam de;

2- (4-(2-pheny 4-(trifl uoronet hoxy)benzyl)oxy)i m no)eth henoxy) - N

t et r ahydr o- 2Fp-p(%(%Schlog,qb)en@tl}qyy))r&@g}§%¥)8d§trah¥d20na )Qhaleﬂ 2-;1)0Xy AP ¥)- N

2 (A (104 o5 henyl et hyl ) - 2- net hyl ph N
L R pelagsreny| o )2 ot phenos)-

2- (4-(1- (((4- Mﬁﬂdﬂ;ﬁbmwzybﬁ?m)mnﬂ@io% ﬁsﬁﬁ@hwfeﬁﬁbﬂh}lbﬁémd)@yylw((tetrahydro

2H pyr an- 4-yl @é ]
B e R A BB Bmetthacstamides ) enoxy) - N ( (tet r ahydr 02
H pyran-#4-y1l) MWH)MM&MHZQBQxy)lmmO) -5,6,7, 8 tetrahydronaphthalen-2-yl)oxy)-N-

(2)0§|-£ 4p§faﬁh2&éﬁﬁ¢?@§%%g’k%{“aﬁ?‘ﬁgm a@% n1 no) et hyl ) phenoxy) - N- ((t et rahydr

; ( j— ( ll) (( ch ( MdtﬂypdOi-fﬁ(éxpekng&%et%ﬁgﬁonHgﬁffe}n)@hmw«yl)arﬁiﬂé)@ﬂlew)amdr 0- 2Hpyr
- 4- ne acetam | de, - - - 2 - € rB-..-m
Cdin. 2. yl )oxw Ry nlis‘ihd‘ﬁm %dﬁ?e%@%ﬁ‘g'ﬁﬂ“e)(’%‘@ffﬂ%%‘m%néﬁﬁ
25pyran-4-yl )Nﬁttbﬁldh)ya@echaayxdﬁ#-yl)methyl) 2- ((5 (1 (((4-
2-(4-(1-(((5- - 2- phenyl oxazol - 4-y ;P) pyl)phenoxy) N((te
trahydr L 21 p?'ﬁ‘gﬁ‘f’rﬂ!“?@}l?{?&[‘m O)"é)é‘étnﬁ}ﬁﬂﬁ’@q“‘"(’lmg OXY ace

2- (4-(1-(43- (ﬁ%rethybwtl\ﬁ(ébraﬁgrdﬁpﬂt{ b dah )4 Ff;hhdwy'l)azzm gl5((ﬁ'4 yl)rTet hoxy)im

i no) propyl ) phenoxy) tetrah ro 2 ran- met hyl ) acet am de;
N- ((tetrahydr 6mﬂwr@yetayi)b$nwl)wrnylp)mm pmaxy)propanamlde

(trifluoromethyl rl@/mze((de)rm%}d @P{Iﬁ?)anﬁb-ﬁ)ﬂetl%/lf-?-@f _ahy@c onapht hal en- 2-

yl ) oxy) acet am de; b

ino)-5,6,7,8- fteﬂlﬂqmy@th)dbi&ptbﬂMb’)elnmﬁ%%ég%@g%@@taﬁaq*?y'dro 2H pyr an- 4-yl ) net
hyl)ace 'am d62 4-(1-(((tetrahydro-2H-pyran-4- l)methoxy)lmmo)e hyl)phenoxy)-N-

2- ((5-¢( (4 cyano e%&yf%%xy i i h 3 g - etraﬁ c“?onapht hal en- 2-yl ) oxy) - N(
(t e'E E ah;(/dr o- Zfﬂtepyh)almﬂzﬂwyame‘t m&mgtwmmw&

52- ((5- 4- I 2-yl

°N (ot r anyat bUEST R TR Boen Sy SHARRIRO A AR 2 Y1) 0x9)
Met hyl 3- (( ( ( 6yljriRetbydic@aifn{det et r ahydr o- 2H pyr an- 4-yl ) net hyl ) am

) e o) 5l SRR k0 My HE0E) AT AR RIpHn Dernzoat e
%0%{ ihfjl(uﬁlt onuybyllet)r}]@gmganﬁd@g)l m no) et hyl ) qui noI2| n48 yDoxy) acet am i de;
(trifl ﬁo;om(eg 1%3& ;(gé’)ré ] dzg‘})({Fﬁ%&"ﬁ*&@%%ﬁ%@@%%’éh%%&%V‘)O"Y)'
(tnE1E Ihyl N(5tﬁqlttazéwd{oogmbiygaw@nmfawb)aéwnmé) 2-(4-(1- (((4- ]

rifl uorone enzyl ) oxy)i m no nox n
152- (4- ( 1- (((%@Sr@wpa{‘/é11&@’*;&9@%@%%&% %Wy )ﬂgﬁéﬁt%n'fﬂ}“y?phenoxy) N-

yhamino)-N-((tetrahydro-2H-pyran-4-yl)methyl)acetamide;

25 N-((tetrahydr0-2H-pyran-4-yl)méthyl)-2-((3-((((4-

. (trifluoromethyl)benzyl)oxy)imino)methyl)-1H-indol-5-yl)oxy)acetamide;
N-((tetrahydro-ZH-pyran-4-yl)methyl)-2-((3-(1-(_((4-
(triﬂuoromethyl)benzyl)oxy)imino)ethyl)-lH—indol-S-yl)oxy)acetamide;
N-((tetrahydro-2H-pyran-4-yl)methyl)-2-((3-(1-(((4- -~ -

30 (trifluoromethyl)benzyl)oxy)imino)propyl)- 1 H-indol-5-yl)oxy)acetamide;
2-((3-(2-phenyl-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)-1H-indol-5-
yl)oxy)-N-((tetrahydro-2H-pyran-4-yl)methyl)acetamide;
N-((tetrahydro-2H-pyran-4-yl)methyl)-3-(5-(1-(((4-
(trifluoromethyl)benzyl)oxy)imino)ethyl)pyrimidin-2-yl)propanamide;
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((tetrahydro-2H pyran-4-yl ) net hyl ) acet am de;

2-(4-(1-((cycl ohexyl nmet hoxy)i m no) et hyl ) phenoxy) - N- ((t et rahydr o- 2H- pyr an- 4-
yl ) met hylwecetzamuizde; 2- (4- (1- ((napht hal en- 2- yl| wetrhm2o1)/bovsss

i no) et hyl ) phenoxy) - N- ((t etrahydro-2H pyran204-yl ) net hyl )acet am i de;
2-((5-(2-phenyl -1 -(((4-(trifl

uor onet hyl ) benzyl ) oxy)i m no) et-hyl ) pyri di n- 2-yl ) oxy) -

N- ((t et r ahydr N-(RetrghydaHpyhyfetimetiyiceCaiti@: - 24(542- phenyl - 1

(0o (L g SR SRAN LA LISl PR e Y1) 2

25N- (( t et r ahy 8 H¢Rphenyk (4 e5fl)arabétiyl)beBzy)oSy)irtin0Yethyl)pyrimidin-2-y1)-N-

e DAL Sl > 1)) acetan e
g\t E i(f | ugr ﬁrrgt mgbﬁﬂ@yﬂo)mgykﬁm)}rﬁtwwéf(igﬂ-i((:(leoI - 2 y1l) oxy) acet am de;

t et rahydr o-, ran- 4- t -2-43- (1- - _
30(trifl uo)r/onﬁf'ﬂ%r?‘géﬁg&ﬁ‘@ﬁ)ﬁ%‘ﬁﬂlﬁ%ﬁquﬁﬁl‘ﬂ‘&YFé's'ﬁ%?ﬁ'ﬁc%t-aV‘icj%xy) acet ani de;’
2-((3-(2- phenYJ(CSJ(%(&éﬁM-(Iﬁ?@f({rumbmmy}’)bélﬁﬁlWiﬁﬂw«éthmqﬂxﬂkﬁhmyﬁl)oxﬂcH- i ndol - 5-
yl)oxy)-N-((tetrahydro-2H pyran-4-yQOret hypacet am de; ' '
N- ( (t et r ahydr d=@pirgiydeonitrpyrapdrympefybagasimider 4.
(trifluorongf fyl L%B&MHQM):iam]&p)ne&r@yg:)epédﬁd(gmgim- itydhy AbRRAMIANiHS a
N- ((tetrahydro-2H pyran-4-yl)nethyl)-3-(5-(14((4-
trifluldronet W@bbmgmmyalﬁvmms}ﬁmpyl ) pyrim di n-2-yl) propanani de;
3- (5- (2- ph - (1 iof | J [Ji di n- 2-
oo b R B AT AR SRR e -2
N- ( (t et r ahydr tedtibenf hypedlipjdenia tdisiip)demnig ¢rl-qttier §ifrilar diseases.

5 ((5- (. prenyie A FERmp R bRy A RO el R0 1 sy
1) oxy) - N ((tetatabytaif bypekipidenea dislipidensd dmd ofter eindlar diegases. 13. The

conmpoungds | ai,med in. any precedi ng cl.ains it y t jnto a
10sui t agﬁseaf)%ér rPQ%réIt‘ftc?‘f:'aC% 008%'58555? i o%.m P gTﬁ(z#%o&?i}géou%%ggwl?oﬁﬂuina (1) or
t hei r phar naceathbigaioncdtipasidr inans pliapmadtdotca ly eativeeapente Selbgtgabefrom @ramm a,
dysli pi dem a and ot her ii m Il@Lr qdi.s ases., 15. t.Use o& thetconpoulrr]lglﬁ.nof
formula (1) ofPHEME AP NI EL MR G O SRR SR MR of
hyper | i pi dem gensitiysh,i phigemide aapdnts} helphsptdsitasedi ahiges, Llbootdpic
pharmaceutical conposition gonpri si .GO ds. of fqormula.(l) i

conbi nati on witPNYHEF2 SFCeRGF &%ﬁ%%ggﬂg?sﬁwg @E‘P?&P@qgﬁé’ﬁ&é&é@l éég?'ed from
group CgPri Si NghaldasUDPRIV | @§ehfidyl ARPHYAL | MGS inibekorsl TBRR-G89 dctigdtbrsN
secretagogues, insulin sensitizers, béfg:uanl de agents, aéxha-gl l[ICOSI dase -

i nhibitors, i PriHmdeRcndet @lusater enianspater (3ekhHoinhibtern BRAR pReUos des,
GLP-1 (gl ucagph biitkRnPeRped PPhR dditeP- agdRisd 3MAGALH  RIAREYse( dhRigRéA Y|
peptidase IV) inhibitors, GPR 119 activators, sodi umdependent gl ucose

co- t r anspor t eehql@Eratdyweriigi Biugsr ennippmRibigtsulagtivhrembetim apd j anfAbeet ype
PPAR delta. a i Y LB/ | -1 owering
drugs, renni ng#ﬁhl%%?'? llglgléi?e% eﬁ?l#r:Eﬁ@?‘:’ega%aﬁ%ragaﬁﬁa?%Pgtsgﬁéert%fggents and

ant i - ob¥si t 7. Agewesf dre phharaceisisaitdosmbsijoraascdginedbineclaial koot the fregmen2517. The

use of the phg{fg{gﬁ%?%@ﬁq{g})&ﬁg@g@iaitgjlg?gssgaat%hgfégl]agrsj n claim116 for the

treat ment of em a and associ ated di sorders. 18.

| nt er medi at s Imerinedibles suiwble firehqprepraatmniof porgfousd nHtvomula 6 séleatedufrem (1)
selected fro . . 1 L

2o (5 (1- ( ( ( A2(CH S iTgromsty DRsrz PN iR 3 YR BRI ) oxy) acet
ic acid; 2,2 2QE65-(¢((4-tdaddromdthylibeorpioRy)inineyetyl)dpmzylr2-m no) et hyl ) oxazol - 2-
30yl )azgpedi yQdi acetic.acid; . 24(144-(trifluoromethyl)benzyl)-344(4-

(trifl ug%r']omst K eér‘?’éf?‘f?%%"l i no) net hyl ) - 1Hi ndol - 5- ypoxy) aceti ¢ aci d;

2- ((5-_(5- ( ((42(tir@fdrifmorrityybslenayl(((#xy) i m no) et hyl ) qui nol i n- 8-yl ) oxy) ace
tic acid; '

2- ((5- (1- ( ( (4lifnorpmethyhrapiipryXaineoimstexll ] Hiindeby aDRYFSIP AHfn- 2- yI ) ani no) ac

etic acid; 2-((5-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)quinolin-8-yl)oxy)acetic :

)

acid;
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2-((5-((((4-(trifluoronethyl)benzyl)oxy)im no)nethyl)pyridin-2-yl)oxy)aceti
c acid; 2-05-(21-(((4-cyanobenzyl)oxy)i m no)ethyppyridin-2-ypoxy)acetic

aci d; WO 2012/090220 PCT/IN2011/000888

52- ((5-(1-(((4-(trifluoronethyl)benzyl)oxy)imn no)propyl)pyridin-2-yl)oxy)ac
etic acid,

2-45- 0- (44 (trifluoromethypbenzypoxy)i m no)propyppyridi n-2-yDani no) acetic
acid; 24(5- (12-((6{6Eﬁ@ﬂwﬂyf)mmﬁmwlpﬂnéﬁwx)’mrﬂp)ﬁih)'lmwg P@xxl aaum)a@tlam d; »
102- ((5 (1- (({ 4 met hyl benzyl ) oxy)i m no) propyl)pyridi n-2-yl)oxy)acetic acid;
24(5-(1-(((4-me ({hoxybenzypoxy)l m no) propyl ) pyridi n-2-y. 1)oxy)acetic acid,

2- ((5- (1- (( (42-t(buaCobenzydnaky)tenzytox Piopydetdyi)pstiidia Z-W)O%E)@Yét@@etdi c acid;

(0 (2 pher A P S B R BGU F TT Eyopy 1 e 2
15yl) oxy) acet - qsqu(@/,l (Rifi(5réRre BBy 1)oky )it (né)prdpyilipl tidin RE)dxy pbeivz y poxy) i m

i no) et hyl ) pyri 4n 2- yl)am no)acetic acid;
2-43-(4(4- (tr¥%uor onmet hyl ) benzypoxy) i mi no) met hyl ) - 1H-i ndo1-5-y1) oxy) acetic

aci d; 202- ((3- 5(6 é«ﬂ(ﬂﬂﬁbnﬁmfeihygﬁdhﬁﬂwiwlhb@ﬂﬂ:&ﬂy))pyﬁdth-yl)ammo)acetlc
ino)ethyl)-11- ) oxy)acetic acid

2-((3-(1- (((4a°( r|fI uor onet hyl ) benzyl ) oxy)i m no) propyl) - 1H i ndol-5-y1l) oxy)a

t d; 2 1 jdif] | |
|Cﬁol) gt ﬁc' ’ 1H71| n§1 * %o@&&éﬂ{pﬂd gg.l ;Qgﬁliéé}fﬁlé aﬁiainzy )oxy)im

S(trifl or onet- ﬁ?f(}ﬁ@ﬁﬂﬁﬁﬁ’iﬁﬁw Oﬁw)remﬁgpmyylr)pmden %J@Dw)mﬂeﬁfaﬁou c acid;
3- (5- (1- (((4- £ §sich [ HRRARA D ARRE i OIYIPy Bh ARGk RYtic Rl - 2- V! ) pr opan

oi ¢ aci d;

303- (5- (2 pheh&(i-(1((('GMOI(OWHZM)WBlmmmp})l)@éﬂélw%-ﬂmiaww& hyppyri m di n- 2-
yppr opanoi.c ; }

2- ((5-(1- (((th(? (1 5(4 5 anOb?nﬁ?//ll)cjxg "r?é@}) ox%l)p%'dm i yrlg)of)?/’? Calljclar?(l)dl i n- 8- yDoxy) acet
ic acid; 2- ((5 (2 phenyl-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)pyridin-2-

2- 05- (2-.pheny| fl uor onmet hyDbenzyI )OXy)I nm no).et hyl ) qui nol i n- 8-
y1) oxy)zla?cet i cyl%u’:(P' %’Célc deld:
2-((5-(2-phenyl-1-(((4- (tnﬂuoromcthyl)benzyl)oxy)lmmo)ethyl)pyrldm -2-

yl)amino)acetic acid;
243 -((((4—(triﬂudromethyl)benzyl)oxy)imino)methyl)- 1H-indol-5-yl)oxy)acetic
acid; |
20 2-((3-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)-1H-indol-5 -yl)oxy)acetic
| acid; - . L |
2-((3-(1-(((4-(trifluoromethyl)benzyl)oxy)imino)propyl)- 1 H-indol-5-yl)oxy)acetic
acid; ' ' - »
2-((3-(2-phenyl-1-(((4-(trifluoromethyl)benzyl)oxy)imino)ethyl)-1 H-in.dol-S-
25 yl)oxy)acetlc acid; '
3-(5-(1-(((4- (tnﬂuoromethyl)benzyl)oxy)lmmo)ethyl)pyr1m1dm -2-yl)propanoic
acid;
3-(5-(1 (((4 (trlﬂuoromethyI)benzyl)oxy)lmmo)propyl)pyrlmldm -2- yl)propanonc
acid; :
‘ 30 3-(5-(2-phenyl-1-(((4-(triflucromethyl)benzyl)oxy)imino)ethyl)pyrimidin-2--
yl)propanoic acid; . o
2-((5-(1 -(((4-(triﬂuoromethyl)benzyl)oxy)imino)propyl)quinolin-8-yl)oxy)ac_etic

acid;
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2-((5-(2-phenyl-1 -((_(4-(triﬂuoromethyl)benzyl)oxy)imino)ethyl)quinolin—8-

yl)oxy)acetic acid;
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