
S[TBSTITUTßD DIIIYDRIO Aì{D TE,TRAHrDRO O)ráZOLOPTRIMIDINONES,
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BAC(GROIIND OF TÍIEIÀIVENII,(N

Field of the Im,mion

The I'IÉeú lELEÞs to s s€riË of ¡ubdtihüed dihyùo and trûshyüo

omzolo¡yrimidiaoes. Moe s¡eciEelþ, the prcscat inr¡catio rel¡!* 1o ¿ Éer;eq olt 2-

eubrtittd-]3-ilihyfurcxazolol3,2.a]pFiEidin-7û€f bd 2-sbfitfed-2,3J,Gt¡ta-Lydrc

oxøzolo[3,2-a]pyrinidil-7-oae.s- This irvcotíon also ¡elatus 1o msúods of naking Ècse

cótûIþhde. lle con¡ormds of Éis imrcation dc allostaic nodul¡lø of mábotopio
glul¡Dsl¿ rcce?bß (ncluR), pa¡tigulÃtt DGIuRZ fterefore, thc co4ormdr of this

i¡ve¡tÍon a¡o u*ñ¡l ss pbmâ.Êr¡ticål ag€ú, es¡€ctsly i¡ thc ùcohcot ¡ndio¡ pre\rafion of
avaricty of,lisc¿srs induding disses a¡sociated vilh úc oeøsl leryo¡¡s spt@.

Deeoilion oftåe Art

Recnll¡ the,¡e I¡s bca a couiilc¡¡tle aoout of æsrach involving L€tutu¡tE
wàich fu thc mo¡t abrmclsú nerlotanÐitb i!. fhc odEl ncrvors systrm (CNS). More

spæifiølly L-gtúaoalo ocdi¡tcs the major exdtalory pathways r¡ -.'¡¡u¡ls, a¡tl is ûr¡rforc
¡eftæd to ¿s a¡¡ cÍEitlbry a'''in¡¡ soid (BAA). Thus fte ræeptcs thd rcspond b ElúEdc
ae hsw[ as €flciüttry ¡mino ¡oid æce¡bß @AA ræe,ptors). Based on fhe o¡ceo¡ir¡c

10 SUBSTITUTED DiHYDRO AND TETRARYDRO OXAZOLOPYRIMIDINONES, PREPARATION
AND USE THEREOF 15 BACKGROUND OF THE INVENTION Field of the Invention The present
invention relates to a series of substituted dihydru and tetrehydro      oxazolopyrimidinancs. More
specifically, the present invention relates to a series of 2-
20substituted-2,3-dillydro-oxzoloP,2-alpyrimidin-7-ones and 2-sabstitited-2,3,5,6-tetra-hydro-
coca2o1op,2-ajpyrimidin-7-ones. This invention also relates to methods of makiog these compounds.
The compounds of this invention are allosteric modulators of metabotropic glutamate receptors
(mOluR), particularly, mOluR2. Therefore, the compounds of this      invention at useful as
phamaceutical agents, especially in the treatment and/or prevention of 25a variety of diseases
including diseases associated with the centnd nervous system. Description of the Art      Recently,
there has been a considerable amount of research involving L-glutamme, which is the most abundant
neurotransmitter in the ventral nervous system (CNS). More 30 specifically, L-glutamate mediates the
major excitatory pathways in mammals, and is therefore referred to as an excitatory amino acid (MA).
Thus the receptors that mspond to glutamate are known as excitatory amino acid receptors (FAA
receptors). Based on the extensive  2 research performed lately it can be readily discerned that EAAs
are of great physiological importance. Particularly, EAAs are known to ploy a role in several
physiological pmcesses including long-term potentiation (learning and memory), the development of
synaptic plasticity, motor control, respiration, cardiov-ascular regulation and sensory perception, just
to 5 name a few. See, e.g., Watkins & Evans, Annual Reviews in Pharmacology and Toxicology,
21:165 (1981); Monaghan, Bridges, and Colima, Annual Reviews in Pharmacology and Toxicology,
29365 (1989); Vas, 1Crogsgaard-Larsen and Honore, Transactions in Pharmaceutical Science, 11:25
(1990). Broadly, the EAA receptors are classified into two types: 1) lanotropie - which are to directly
coupled to the opening of cation channels in the cell membrane of the neurons; and 2) ametabo tropic'
- which ac 6-protein coupled receptors (GPCR). The excessive or inappropriate stimulation of FAA
receptors leads to neuronal cell damage or loss by way of a mechanism Ismovm as excitotmdcity.
This process has been suggested to mediate neuronal degeneration in a variety of conditions. Thus
there is a renewed interest in developing small 
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rEs€ach peú'med lr-Iy it cån Þ rearlily di.stúcd fl!¡r PÁ¿a dE of grEat physiological

inportec€, Paticulaly, EAA¡ ac knoÞ¡ b play a role in ssvcrsl pb¡sioloeic¡I pmcesses

ilcluding lmg-Þrm po!ãliÃlio! (eqrrring Ã'vl mmDrJt), the deveJo¡ned of syra¡rtic

plasticity, motor cotol nspintioa adiov.¿sq¡Id regulation ¡ûd sÉosory lcrccptiod, just to

rãne a.Þw. Seq e.g. Walki¡¡ & Evæs, Ämual Rovìcws in Phrraoolory and Tcnricolory,

2I:165 O9tl)¡ lt¡oa¡gbæ" B¡idgc+ aDd Colba!, A¡¡u¡l Reviews in Phamacologt and

Toxicologz, 29365 (L989); Wúin+ Kmgsgaed-Lma úd IlonoÉ, Tn¡s¡ctims in

ÌI.-n¡ceuticat Scicoæ, 1f 25 Q990).

B'madlt the EAA ne classiFed iú two tþes: l) torotopio" - whic,h ae

dhecdy cor4led !o the opening of cation cbtunels in rhc ceJl mcmb¡Enr oflho nq¡roDs; a¡d 2)

betsboEo¡ic" - sihi¡h src G.Fofcin cou¡l.ed rcoeptos (GrcR). Tte æssive or

irrypropiate stinul¡tim ofEAA rccephrs lads to DetÌûnål cell.l.ntge or los¡ by \Yay of ¿

Eecteim hoc¡r ss orcitotoxÈity. This ¡rocess b¡s b€lt suggesEd to acdi¿lc DEu¡oDsl

degenrrrdio. ín a rariety of conditioas. Thr¡¡ thcæ is s æncwEd iEtGEst iu dcvelopirg w,'ll
molecl¡lr ncw d¡ug! lo alllvi@ thcse c@diti@e

Thc naabotopic glunmaE rtr¿pton (mcluR) ae z higbly heterogøeot¡B fmily of

glubnslE ¡eceptort lúd ¡re li¡ked b miltiple ¡ccond-mcsscogcr @wys. O¡c fr¡n¡tio¡ of

thEse æccptors is 10 modulúc tlc ¡rrs¡¡¡aptio rrlcsse of ghûEde and Ée poseynatic

w¡sitiyity of{hc ¡eutoarl cell b gftúamate acftmign- fTus it Iìec becû rtpúted widdy ¡n üc

Iitcrcr¡rc tha agoniss aDd @goDis6 d thse ret4Éors æ useñ¡l in 6¿ te¿heot of a

yl¡isty of dÈease conditiont inclu.Iùg ¿g¡þ enrl cåruic lorodcgoaerarive oonditiors,

psycåos, conwLeiona uxicty, de!,ressioa nig¡Eiuc, paia sleû¡r disodtn a¡d aesis.

The meÞboto¡io gltúsmålc lEocptors (nGIuR) sre "gFi. cJ¡ssiEed ido thæ grou¡s

based m rcccprtorLooolory aad sip¡Ii¡g nech¡Ditu¡. Among ùcû, rE Éotplarmacological

sld hislochøiøl studies tave s¡ggesfed Thd, the g¡ou¡ tr oGluR (mGIuRz md nGluR3)

¡la¡s cnrcial ¡olcs in lho æ.ohol of øotioDsl sEEs. Fc m¡þ MGS0ß% a sÊlectivE

gIo|q' tr mGlüR ¡ûg$isl hss btc!. show! to uhìÉ'it dorede¡ødrd aúidqrEsss¡l-lftc

eft!ß itr somp pqim¡I modcls. Soe, e.É l(¡t*'¡¡hin¿ et aì- Ncl¡(Þscl [l,t- 2005..

37tQ):1314.

n¡ccuþ, it ¡ss ds boen reporbd ta gNddcû{-Dertyl-D-ús¡s¡Nde

¡æeFtús (lùrDAR) ae implicded in scùizo¡hrcaie TLis stzs indoed supported þ tlc

ohssvatiûn th¡r administtior ofNMDÄR bloctcrs Þ hl¡m¡n vol¡tca¡ is psychotmimctio

ismolecule new drugs to alleviate these conditions.      The metabotropic glutamate receptors (mGluR)
are a highly heterogeneous family of glutamate receptors that are linked to multiple
second-messenger pathways. One function of the receptors is to modulate the presynaptic release of
glutamate and the postsynaptic sensitivity of the neuronal cell to glutamate excitation_ Thus it has
been reported widely in the 2D literature that ago nists and antagonists of the receptors are useful in
the treatment of a variety of disease conditions including acute and chronic EC= degenerative
conditions, psychoses, convulsions, anxiety, depression, migraine, pain, sleep disorders and emesis.
The metabotropic glutamate receptors (mOluR) are again classified into three groups based on
receptor homology and signaling mechanisms. Among them, recent pharmacological 25 and
histochemical studies have suggested that the group U mCiluR (raCriuR2 and inGluR3) plays crucial
roles in the control of emotional states. For example, MGS0039, a selective group II mthuR
antagonist, has been shown to exhibit dose-dependent antidepressant-like effects in some animal
models. See, e.g., 1Cawashima, et al, Neurosci. Lott, 2005, 378(3):131-4. 30Recently, it has also
been reported that glutamate/N-methyl-D-aspartate glutamate receptors (NMDAR) are implimterl in
schizophrenia_ This was indeed supported by the observation that administration of NMDAR blockers
to human volunteers is psychotomimelie  3  and administration to schizophrenia patients exacerbates
pre-existing symptoms. For example, systemic administration of group 11 mGlca agonises suppress
phencyclidine (PCP) induced behavioral efthets and the increase in glutamate efflux it has also been
observed that activation of group II inGluRs (rnOlull2 and mG103) decreases glutamate mle:ase from
5 presyneptic nerve terminals, suggesting that group II raGluR agonises may be beneficial in the
treatment of schizophrenia_ See, e.g., Chavez-Noriega et at, Current Drug Targets CNS &
Nettiologiad Disorders, 2002.1. 2151-281..      Although there is a. great deal of interest in developing
small molecule drugs that are active at the mOluR sites, the =scowlers are faced with a lack of potent
and selective  10 molecules. In spite of this, there are innumerable reports highlighting the great
interest around these potential therapeutic targets. See, e.g., Sabbatini and Mc.heli, &Ten Opin. Ther.
Patents (2004)14(11):1593-1604.       However, there is still a need to develop selective compounds
fix one subtype over another metabotropic glutamate xamatur site. One strategy that has recently
emerged involves  15 die discovery of allosterie modulators that do not bind at the glutamate binding
site. An silo steno modulator only works if the agonise (glutamate) is present at the orthosterie binding
site; thus, an aliostedc modulator will only potentiete or block effects produced by the pnesence of an
agonist, but have no activity on its own. Such a strategy is believed to confer greater specificity to
desired pharmacological effects because they effect the normal 20physiological activity of the agonist.
In addition, them is still a considerable interest in developing small molecule "drug like" compounds
that airlift improved potency and modulation of inGiuR2 as well as improved brain penetration. There
is also an juiciest in developing modulators of mGluR2 that are devoid of typical side effects exhibited
by typical and atypical aniipsychotic  25 compounds, such as for example extrapyramided symptoms
including tardive dyskiriesia, weight gain, etc. It is also expected that silo steno modulators that exhibit
improved subtype selectivity- will feature an improvedpharmacological safety profile. It is further
believed that a selective modulator of meduR2 will also exhibit efficacy on cognitive dysfunction in
schizophrenia patients thereby improving working memory and positive symptoms. 30All of the
references described herein are incorporated herein by reference in their entirety. 
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æd ¡drninisrr¡tim to echizo¡haia pstie,¡ts trlerùlb synpbns, Fc
oøpleì systmic administatiø of group tr mGtroR agoDisB srÐFrrss pheoclælidine @CP)
i",+'csd bcbsyiorsl eftrß a¡dthe i¡c¡casc in glutøde eflrnc It hrs 

"lso 
b.a obscrued o".

aaivrtion of Efoup tr mGluRs (nGhiR:Z aad mGluR3) dec¡eases ¡clcasc frcm

prcq¿nrytic nave þnnin¡lü sugcsting lbâ¡ grot¡p tr mGluR agouisb Dsy be bae.ficial fu the

æAø of schizo¡hrøia- See, eg'' Gavz-Noriça et aI- CIE€ú Drug Target - CNI¡ &
Netologiøl Disordcra 2ßm, 7.267-28t-

Afthough lh¡re ir a grEãt d""1 of iúñst in develoFiDg q"!¡ll mohoule dru€F r¡¡r ee

aclive et tbs nGlüR "ir"n t¡e ¡se¡¡cå€ñ aro ñcoat wilh a tÊck d potat ¡¡d sclcctive

molecule¡, Iu s¡iæ ofthia úrre are innmcoblo rc¡orts hidhlighrr:ng úe greãt iúqest a¡ou¡d

thrsc ¡oEdial thr¿¡l€úc EEsß. Sæì èg:, Sabbatiri sqit Mic,¡cli, kpcrt Qgi¡- fter.
P¡¡æ (2.004) t4(t 1): 1593J 604,

HcqEyEr, lùcr¡ i¡ ¡till a n¡eil b ttcvelo¡ rJrotíre ñr .'a. subtlTo or¡cr

arotha møtabotopic glubDstc rcDc?br siG. Oae rtraÞpr thar bas reccuüy coaged iwolve¡
the discowry of allosteric modrrl¡ro¡s tba¡ do ¡ot H.d d tåe bindilg sie. åa
allosæ¡io modr¡I¡¡r only woda if Éc agonist (glulande) is pesut af rlro ortlrostcfiç Si¡díng

eilq thu+ m. allosEric moduldor will ody pomioæ ú block eftcts pmduced þ Ée

ltÉtuæ otrm aæq¡sg trut bave no aclivity m its owl- Sucìh a stolegl í¡ bclietred tu cotrfu

gnâl€f slocificity b dca¡¡cd pbamacologicåI &st b*süs€ thEy deût the n "-'¡l
¡ù¡niological activi$ of tho ogpui¡t

Iu ¿dditio'q lhqe is still a mruddqablo inf.rest in s'''qll boleculo 'drw
like" com¡nuuds tbsl eihibit Fote¡py aDd nodul¡lio¡. of mGlr¡R2 ¡s çell as

i4t(ortd brain poøtarioo ïterc is EI¡o æ. iÍ+ÊrEst in developilg Eotlslålors of mGluRil

ü¡t a¡e ilcvoid of t¡Þtol side cfcû8 cil<h¡hited ¡y tylicEl snd @pical artipsychotio

sucù aE fû ænplc cxtsgyraoidal E/Dptm¡ tudire dnkiocrúa,

wEig!û gÊio, eæ. It i¡ also oçecæd tba allostsrio ood¡¡ldæ ód o<hibit improved srü,t¡¡o

seledivitywil ftú,ue m impmvedpbarnamlogicål ssfctylmfile. It i¡ ñ¡rther belieryEd tbd a

selective nodulato¡ of mGluR2 will also o<hrait ficacy oû cogûiùrt dyrfimction in

mìizcphcnia pCionLu lheæþ im¡roving wDrk;ñg "nç@ory aDd poeilivo sSmpms.

¡àll of thc ¡efuaces desq¡¡'bcd hcrdn ¡¡e íncû¡lûÉd heein by reerooc i¡ tåcir

etrli¡Ety,
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4 Accordingly, it is an object of this invention to provide a swim of substituted dthydro and totrahydm
oxazolopytimidinones which are potent modulators of mOluR2. It is also an object of this invention to
provide pmcesses for the preparation of the substituted dilwdro and tetrahydro oxazolopyrimidinones
as disclosed herein. 5Other objects and further scope of the applicability of the present invention will
become apparent from the detailed description -that follows. SUMMARY OF TIM INVENTION Thus in
accordance of this invention there are provided compounds of the formula I:    tOwherein: is a single
or a double bond; p is 0 or 1; n is an integer from 0 to 3;           Xis oxygen, sulfur or NR21. wherein
Bat is hydrogen or (Cr-C4)alkyl; 15Y is oxygen or sulfin-, RI and R2 are the same or different and
independently of each other selected from the group consisting of hydrogen, CF], straight or branched
chain (Cr-Cro)alkyi, mono- or di-fluoro(Ci -Caalkyl, mono- or di-fluoro(CrC)a1korcy(Crre0a1kyl, mono-
or di-fillOrD(Ci-C4ay1l(Cire4Akyl, MORO- or di- 20ihoroier-C4alltylsulfinyl(Co-C4)alkyl, 1310110- or
di:. fluoro(C1-C4)alkylsulfonyl(Co-00alkyl, (CI-Cle)alicoxy(C0-COalkyl, (Cr-Cro)slialfollY1(C0-COolkYl,
(Cr-Cria)alkyLsulfinyl(Co-C-i)alltyl, (Cr-C10)alkylsulfonyl(Co-C4)alicyl, (Cr-C10)alkoxy mono- or
difluoro(Ci-C.Oallcyl, (CI-Oro)alkylsulfanyl mono- or di-fluoro(CI-C4)alkyl, 
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AooordíDEþ, it is an o[ec1 of this inv¡otio¡ to provide a.uie* of st¡bstiuted dftydro

aldætafr¡¡dm oxazolopyrinidiaoaes which ue potatmoduldors ofmGluRz

It is also an objeø of lhi¡ invention úo govidc P¡ocesses for the ¡utporalion of the

$britdsd dihJrùo æd lctrahyùo omzolopyrinidinones as di¡closcd he¡cir-

Ofhrr objec8 and fu¡üe¡ so¡e of tle applicerbíIily of råe Fesat invøtion will

becooc epparem fiom ttre døiled description th¡t follows.

SIIMlvl¡{RY OF THBIN\IENÏION

- Th¡s in a¡¡ordæco of this iqvcúion rhae ae pmvided ooøpowds of the fo¡"'t 'l¡ Ir

]YJI""z.")p-(c&&)-¡f I-*.Rr&

ú€rEiD:

ix a eingþ or a dosblc bo¡d;

pis0orl;
n is aa iatcgcr Âoø 0 to 3;

X is osßeo, sul6E orNR¿r, whc¡ci¡ R¿r is hyùogeo. or (C¡Cr)¿lbl;

Y is oxygen or srlñ5

& æd R¿ ¡¡o fbc suc qr ditu md índcltûddly otr'""r' oths ¡el¡ptcd &oa tb'e

gloup cesisting ofhydrogro, CF3, staight or b'rancbcd 'hern (q4ro)ålkyl,

mmo- or di-f,uo¡o(Cr4)an<¡d, mmo- c dí-truo¡o(Cr{<Þlkory(Crc<Þky¡,

mono- or di-fluøo(Cr4)allcylsultuy(CoûÞtyl, mmo- or di-

f,uoro(cr4)alkylst¡16ry(cûc.r)alkyl mop q di'

fluoro(C¡4r)¿lkylsulfr'ny(CaC.{)'lkyl (G4ro)úoMCrC{)sllryl,

(Cr4ro)¡llcylsultuy(CøQþþl' (Cr{ro)dk¡tl¡ulfiiry(Cq-QElktl'

(Cr{ro)elkylsr¡tfonyl(Coû)ålM (q{ro)alko<y o.ooo o¡ di-

fluoro(C¡a)atlryl, (Cr{roþlkylsulfåtr/ mono or di-fluoto(CrqþryL

(Cr{ro)al$sulfryl m¡nr or di-flr¡o¡o(Cr4.rþIþl (CrCro)o&ytsulôEvl

ooro. or di-flco¡o(CrqÞIkyl, (CcCn)Ed(qrCa)aIkyl, (CcCrc)sryI Eorc-

or diflucm(C¡QJ¡¡tyl (C+Cro)u"rt'".-o- or difluoro(Cz€rþtfloxy,

(C¡,Crc)rylo:V(CaC.r)s[Sd, (C6,Crc)nylstùËûyl(CrC¡)ålkyt

(D

l5

25(Ci-Ciu)alkyisulfmyl mono- or di-fluoro(Cr-COalkyl, (CrOw)alkylsulfonyl mono- or
di-fkom(C1-C4)alkYl, (C6,CliOntYlro-CalkY1, (Cs,Cro)aryl mono-or diflumo(CrC4alkYl, (CGCro)aryl
mono- or clifluoro(C2-COalki4ox3C (C,I,Crc)aryloxy(CirC.4)alkyi, (Cr,,C,o)arylsulfanyl(Co-C-i)alkyl,
(C.6,C/Oarylsulfory1(C.0-C4)ajlty1, (C6,CiOarylsulfonyl(Ce-C4)uall, (C3-00cycloalkylcCe-C4alkyl,
MODL) or dffluouge3-es)cycioalkYRC0COu1k91. (C3-00cYuloalkoKACo-COalkyl, mono- or
difluoro(C3-C)cycloa1icyloxy(C0-C4)a1kyl, (C]-Cs)cycloalkyl mono- or dilluoro 5(Craoalkyl,
(C3-C)cycloalkyf mono- or difluom (C2-C.)alky1orcy, (C3-CE)cycloa1kyake0reaa1kyl,
(C3-C6)cycloalkylsulanyKa-COufigil, (03-CrOcycloalkylsulfonyl(Co-00110, hYdroxY(C -COalkYl,
heterearyl(Ca-Calkyl, heteroaryl mono- or difluaro(CL-Coalkyl, heteroaryloxy(Co-C4)alkyl,
heteroaryloxy mono- or difluoro(CrC4)aikyl, 10heleroarylsulfanyI(C.0-C4)alkyl,
beteroarylsultinylprei)alkyl, betercarYlculfou34(Ce-C4)alkyl, saturated heterocycla, saturated
heterocyclic mono- or di-fluoro(Ci-COalkyl, saturated heterocyclyloxy(Gre4)alltyl, saturated
heterocyclylwry mono- or difluaro(Ca-Ci)ellcyl, saturated haterocyclylsulfanyl(Co-C4ailcy4,
15heteroc3TIYIsurinYl(C0-e4)alkYt beterocYolnsulforkYl(Ccre)a41. -CO2R22 or -CONR23Ft24 tin Eta
Rn and RA are the same or different and independently of each other selected from hydrogen or
(Crer)alkyl; and wherein RI and R2 am optionally further substituted;    Ha and R4 are the same or
different and independently of each other selecied from the 20group consisting of hydrogen,
(Ct-C)alL71, (Ca-C)GYoloalkA and (CceCn)urYKCJ-COulkYri; or R3 and ReT taken together with the
carbon atom to which they are attached form a substituted or unsubstihrted C5-C.7 c.arbocyclic ring;
125, R6 and R7 are the same or different and independently of each other selected from 25The group
consisting of hydrogen, (CrCOalkyl awl (C3-Cs)cyc1oa1kyl; RE is selected lion the group consisting of
substituted or uosubstituted phenyl, substituted or unsubstituted naphthyl, substituted or =substituted
indarkyl, - substituted or unsubstituted tetralinyl, substituted or unsubstituted benzocycloheplanyl,
substituted or unsubstituted hexalaydrufluonmyl, 30substituted or unsubstituted (C3-Ce)cycloalkyi,
substituted or =substituted furanyl, substituted or unsubstituted beimotinartyl, substituted or
unsabsiituted thtopherryl, substituted or =substituted benzoihiopherod, substituted or 
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((kc¡o)srylsultrry(CùqHlryl, (%Cro)mylsulfrry(Cq4{Þtkyt

(Cr€sÞEloslh/t(Cq4{þlkyt monn or clifluøo(C3Q)cycloslk(Co-

Q)alIç| (C'4dfçtclo¡lkoxt(CaCa)alky! mono. or

ditrnoro(C5€sþclmllqto¡V(Caa)*yt (C:4ùo¡rclo¡Ikyl mono- o¡ djfi¡o¡o

(q4{ÞXryl (Cr-C¡þ¡æloaltl nono. or diftuom (Q{)"tþlo<y,
(CrC¡)cl¡sloaIq,lsrltuyl(C¡Cjaþ1, (Ca{¡þ¡'ttoalgnrlfry(CqC¡)alþ!
(q4dû1aloalkrlsded(Cq44)ae9, hy&oxr(CrQ)¡IkyI,

tctaoøy(Co-C<Þlkyl, heþ¡oa¡d noao- or difluüdQrqHJç,l
heqioarytor<y(CùC+Þllryl, hcæ¡oøyloryuoro- or dituom(C2f-a)alk¡1,

¡eems¡ylsultufl(C¡c{)alk¡d, lct?ro¡¡ybunry(CaQs[Vl,
heodst¡Ibry(Cû-qÞIkyt straæd h*roc¡'olic{QrQþlk¡1, s¡¡¡mtcd

betq,oo],clic mono- q di-fluom(Cr{¡þIkyl, s¡ûd
le{ë¡ostolylor.y(Cr-C.dSlgtf, sd:tatd hetE¡oc¡¡ctyloCryrrurtù or di-

auoo(q-C{)8[srl, sorøed heteocyc;lylsulfany(C¡CaþIþ1,

hctaoctdl$I5lyKCrqÞIklrl, hetërDoyrlytsr¡If@yl(CrCôalhrf, -CqB¡, or

aONRøRz rvnc¡si¡ R¡r, R¡¡ tud Rz{ a¡e úc s¡m¡ or dift'e"t "".1
indcpeotlcatly ofc""h other seleo&d Am\¡fuga or (G4þlkyl dd
whæin Rr a¡d R¡ are o¡tionally Ârrtbor substitutod;

& ald & ee the *'nc u di&at ædindcpørhutly ofeach othcr selæted ûDd.the

g¡lr¡p coßirtug of bdmgeo, (Crar)alcyt (q-C!)qirtoalk t and

(kC¡oÞ¡y(CrQ)aüyL q
& md & tkca Ogeths with Éc carbon atom lo urfüch rhey orc attaohcd fum. a

Euhstiluted or r¡¡$ibttih.úEd Cd!¡ csbocJclic Ëug.,

Ra & and & ae the soc or rriñrs't ¡n¡l indcpcodcotly of c"cù où€r E€IEcted ûon
the grop cosistbg ofhydtogea (C¡Q)¿tyl ud (aC¡)c¡rctoatyL

R¡ is selccted ûom the grorp consisting of substiûrled or usubfitrúed pheoy!

sub¡tihed or ¡¡¡sr¡bsimed n^çhyl, substiû¡¡od c lrsr¡bcti¡¡øal i¡dauyl,
' . subetitlcd or u¡sr¡hstiü¡ted letoalirtl substitúcd or¡mrubstih.ûd

benzocFloÍßpLmyl, sr¡bstih¡tetl o¡ qsubfitúed hexahyùof,uueryt

suh8tíü¡ted o¡ uDsu¡sttmat (Ca{a)cycloal}y', subsiuúod or ìbsuHitded
ñrEryl, sr¡bslihtÞd or u¡sr¡bstíû&d bszofi[s¡J,L subsfitúcd or ù¡substih.úed

thio¡bãyl, subdiurtcd o¡ uosubstiñ¡þd Ë""'*hioob¡ryI, substiüled or

6 =substituted indolyl, substituted or uo_substituted benzothiazoIA substituted or unsubstituted
thiazoig, substituted or unsubstituted pyrrolyl, substituted or unsubstituted pyridyl, substituted or
=substituted tetrahydroisoquinolirryl, substituted or unsubstituted tetrahydrogninolinyl, substituted or
=substituted Iisoquirtolinyl, substituted or =substituted quinolinyl, substituted or unsubstiMed
tetrahydrodibenzofuranyl and substituted 01 =substituted hexabydrudibenzofuranyi; wherein said
substituents are selected from the group consisting of CE, OCFs, halogen, CM. SFs. straight or
branched chain (C1-010)a1ky1, la(CI -CA)alityisulfonyi, substituted or =substituted
(C3-C10)cycloalkyl(CR4at0)., substituted or uusubstifuted (C0-C16)spirocycloalkyl, substituted or
=substituted (C6,CtOaryl(CRAIOni, substituted or =substituted heteroary1(CR9R10)., substituted or
=substituted (C6,Cw)arylp00cycloallcyl, substituted or unsubstitutcd (Ca-Cp)bicyclic, subsUtuted or
15=substituted adamontyl; substituted or unsubstihtted indanyl, substituted or unsubstituted tetralinyl,
substituted or =substituted benzoeycloheptyl, straight or branched chain (Ci-C20)a1koxy, substituted
or =substituted (Cr Cto)cycloalkoxy, substituted or unsubstituthd (C,s,Cto)arylcuty, substituted or
unsubstiMed heteroaryloxy, substituted or =substituted piperidinyI(CRatio)o, 20substituted or
=substituted pipenizinyi(CR5.1340,n, substituted or unsubstituted (C4-C7)lactam, substituted or
=substituted tetrahydrop)ranyl(CR9R10)1n, substituted or misubslituted
tetralaydmfuranyl(CR0R10),,a, substituted or unsubstiMed 1,3-dioicanyl, substituted or unsubstihted
I,3-dioxolanyl, (Ct-C4)alkoxyethoxy, substituted or tmsubstituted (C3-00)cycloalicyloxyethoxy,
25substituted or =substituted (Cthe10)aryloxyethory and substituted or
unsabsdlutedheteroarylagethoxy; wherein or is an integer from 0 to 10; R9 and R10 are the mom or
different and independently of each other chosen from hydrogen or (Cj-COatIcyl; or 30R9 and Rui
token together with the carbon atom to which they are attached formr a substituted or tmsubstituted
Cs-Cs carbccYclic ring:  7 
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¡¡¡subßtiufcrl i¡dolyl substituted orrnsubstih¡od bøzothiazolÈ st¡bstitutd

or rosubstitrled thie-'cll, suhstitu&d (E rbs¡¡bstitutod gf¡olyl st¡bstjfiÍod o¡

rnsrúAfued pyridyl substitulcd or!¡substiûtsd ctrahyûoisoquùoliryI

sr¡tstit¡tcd or r¡nsubstiuúcf lcùEbdmqdnoliryt nrbstihed o¡ b$¡bstitutcd

isoqniaoliuyl, subatiuæd c rmsubstiülod quinolíny[ substittttrd or

u¡substihrud H¡¿&Jd¡odÌbe¡zofuraryl and s¡lstifiôd or rmsutstituted

b¡¡ohüdrodihæsfuml;

whe¡ein sid substihr"'¡< ¿¡e ¡electd Êom the Efoup co!.ssti¡E of CF¡, OCF¡,

tr¡logco, CN, SFs, staight or branobßd c¡åi¡ (Cr-qo)elkyl,

(Crq)aúfl¡¡lforyl, substitúed orùsubstih¡ted (C¡-Cro)cl¡oloslky(R¡Rrq)-,

substitutod o¡ @sublihúed (C¡-Crc)spi¡oq¿clo¡lkyl stibstiüfod or

unsuhstit¡cd (Cc,Cro)ay(GoR¡o)r st¡bstiftÞd o¡ rms¡bstitubd

nstc¡os¡yt(.ClR R¡o)E, mbciu¡ted or msubttiû¡æ¿ (q,Cdsryl(Cr-

Q)cyclffil$ sukittÍed ù uúsubstÍûûd (CcC6Þioyclic, srbrfured or

l¡lsubstit¡d EdsmEtyì, substitrtcd orsnsubstiuhd irrlt J,L $¡bstiülrd ú
¡¡¡$jbstitrfErt tEtaliDVL sublitded or lmsuìEtit¡æd beøcyclobcptyl sEBiEh

or ha¡cbotl cù¡i¡ (Cr4ùalko:ry, substiü¡ted or ¡¡¡st¡bsthred (Cr-

C¡o)cJEloEIks,(', slústiûted or ù¡st¡bstiû¡Ld (C6,C¡o)¡rybxy, substihúd or

ust¡lßtit¡1¿d ]e/tEü¡ylory, substÌt¡lctl o¡ EsubstitúEd pípaidbyl(G.eR¡q)q,

=n¡*¡¡¡qt s¡ rrn¡¡bstitrtcd¡ipenzby'(CRrRroL subctih¡bd or unsr¡bgtiüÍed

(C4€¡)l¡!tEÐ, st¡Hitut¡tl o¡ msr¡l¡tih¡Þd tetrahyd¡opfa¡ny(C&&o)q

cu¡stififed or usuhlitutod tct¡at¡ø¡of¡u¡qyl(G&o)* suhstitø¡d or

lEsubstft¡tEd l¡dioxøyl, sobstitlcd or msllbstitted f3-dioxoldyl

(CrCt)sltoùryeú@ry, substirted c wsub*it¡æd (C¡{¡)cyctoaüryloVeth@cy,

substitrtdl c rmsubsti¡¡t¿d (CcC¡o)a¡yloxyúo¡ry ¡¡d suktit¡cd c
llsubñdhrþdls,tøEylo4¡e,lhoxy; whcrcin

s, is an imega Eo'm 0 fo lq,

R¡ snd &o ee the ¡me o¡ ilifftrcot ¡¡.1 inde¡odedly of eacå oû¡r ohoseo

.6om hydmgco or (C¡{)alh¡t or

Ro a¡d Rro takc¡ togetha with the caöon alom to rt:hicü úry are ¡ ttu¡\¡d fr6
a rub8tih.¡led d u¡substitrÍed O¡Cr cabæ¡rclic ¡i¡gl

and wherein said sub stituents are selected front the aforementioned subsiituents.      The compound
of faro:vale. I can be present as a salt. It can also presmt as an enantiomer, a siereoisomer or a
tautomer or a racemic mixture thereof.. All of these forms are part of this invention_ However, with the
ploviso that when - Is a double bond, X end Y are oxygen, p is 1, n is 13, Rh RI, R4, R5, R6, Ri are
hydrogen and 112 is either hydrogen or methyl, then R.4 is not 2- mefrwiphanyi; and tewhen =is a
double bond, X and Y are oxygen, p is 1, n is 0 and Ra, R2, R3, Ri. Rs, 11.6, R7 are hydrogen, then
Its is not phenyl. More specifically, the following compounds are excluded fron this invention:
242-methyl-phenoxymethy1)-2,3-dilwcfro-oxezoloP,2-alpyrimidin-1-one;
5-mellay1-2-(2-methyl-phenoxymethyl)-2,3-chlaydro-oxazolo[3,2-a]pyrimidin-7-one;
152-(phentegmetbyl)-2,3-dillydro-oxazolo[3,2-ajpyrimidin-7-one;
5-mothyI-2-phenoxymethyl-2,3,5,6-tetrahydro-oxazolop,2-a]pyrimidin4.one; and
2-phenoxyraethy1-2,3"5,6-tetrahydro-oxazoIor3,2-alpyrimidin-7-one In addition, various embodiments
of this invention including pharmaceutical      compositions comprising 'various compounds of this
invention as well as their use in the 20treatment of a variety of disorders sod/or disease conditions as
disclosed herein are also part of This invention all of which are descdbed in &tell below. DETAILED
DESCRIPTION OF THE INVENTION The terms as used herein have the following meanings: As used
herein, the expression "(Ci.COalkyr includes methyl and ethyl groups, and 2$ straight-chained or
branched propyl and butyl gaups. Particular alkyl groups are methyl, ethyl, n-PIDP371, isopropyl and
tert-butyl. Similarly, the expression "(Ci-Cio)alkyr includes all of the (C1-C4)alkyl as described above
and further includes straight chained or branched Pettit haul, "IBMS, oetyl, nonyl and decyl groups.
Further, the expression "(C1-02,0)alkyl" includes all of the possible straight chained or branched alkyl
groups containing from 1 to 20 30 carbon Moms. It should particdarly be noted That any of the
feasible branched (CI-COalkyI group, (C1-C1 @alkyl group or (Q.-0/0)alkyi group known in the art is
encompassed by this expression. Derived expressio:os such as ICt.C4)alkoxy" or "(Ci_CiOalkoxy,
"(Ct.  a CallioalkYr or "(Crao)thioalkyr, "(Ci_COalkoxy(Cr-00a141" or Vi-Cra)alkolcY(CiC10)allryl",
9aydroxy(Ci.C4)alkyr or "hydroxy(Cr-Cup)aikyl". "(Ci-C-Oalkylearbonyl" or "(Ci_Cup)alblearbonYl",
"(Cr-C4a1koxycarbonYkCi-C40.1kYr, "(CrEst)alkorryeirbonyP, namthe(C1-C4)alkY1,
"(Ci.C.)alkylamino", "(Oalkylcarbamoyl(C1.C6)alkyr. 
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and v¿hsein s¡id sübstibrcd¡ ae ¡eleded t¡o rto afqcocationed

suhstitu€¡E

Tbc m4ound of fuml¿ I cæ be peøt as a slt It om aLeo ¡re.ut as oo

¡r¡nli.mer, a feñûisodø sr s búDme¡ or a¡ac(ûic nixtne the¡cof, AII of lhcse fm¡ a¡e

patt oflhis invdiø-
Howwu, with úe Frsviso t¡d:

yrùÊq 
- 

is a double bond, X ¡od Y are oxyga, p is t, r is e R¡, \¡, R+ R.r, R6, Rz

aehf,mgeu mdR¡ í¡ siftEhteoga 6Ectryt, t¡€dRr isDr2-
netyþheryl;a¡d

whÊn - is a double bmil, X eldYarc orygæ, p is I,ris 0 "..1¡, R¿ &, &,
&, R* Rr ae hl¡dmgco, tlcoRq iB not phÊrtl

Morc s¡ccif oally, ùe ftttcwitg cotlpouûds &e o<cluded Â!@, lhis i¡vcdioo:

Z(2-náhyl-FhoorryuAhy)2J{ih¡¡úo-oxazolo[32-¡JpyrimidirT-one;

5-oclhyl-2{-nelhyl-¡bruoxymeüy}2Jdiü$o+xazolot32"alp¡tdñidiÞ7-o!6

2{¡btuoxync6yl}2,3{il¡dro-oxezolot¡,Zal¡y¡i¡i¡¡¡-Zo¡e;

5-ncùyl-2-pleoo:rynertyl-235,6-tctahydrD-oßzotoB,Z-alpyrimidin-7-onE and

2ahmor¡tncþl-235GCmbyd¡oq¿zoIoB!-alpyrinidin-Z-on

fn additio¡, veio¡Ls dfu of füis inveotiø pbrroooorlicat

co.øpoeitiøs s¡'"¡¡isilg rrarioru corpornds of r[is imrcation ¡s ìNÞll a5 fùe¡i ue i¡ t]o
he.t'¡cú of a vaiety of di¡o¡dqs E!d/o¡ d¡Bcs¡e .ûnditi@E as disclosort ho¡oía ae aìso ¡nrt of
this invemion all sfwhicå. ae desibcd i¡ d€ts¡l bclry.

DFIAILED DESCRIPIION OF TTIB INVENITON

Tbe tus as used hqdnbavc tbe .bllowing mcanirys:

Ár uscd berein, the exgcssíon (Cr.q)alkyl" in.h,rtes Eetrl úd ethyl grûtÐ+ End

sta¡ght{rb¡fued or hlmråed propyl æd h.tt¡d grorys Pa¡tisul¡¡ alþl grorÐs æ mErh/,

etttl ¡-pEEpyL isûprûpyt ad bqt-búyl gimil¡rly, the elgession "(Cr4rc)slbl" irclu¡les alt

of the (qq)allryl as d?scribsd above Eod fiuthe¡ i¡oludes shaþht ch¡ined or hs!ßú€d

prdlyl, bsryt ¡Eptyl octtl, n@yl ald decyl g¡oups. ftrrfhor, the cxgession "(Cr4-:o)a¡qlt"

i¡oludcs sll of fhe ¡osstle staiglt ¡t¡¡n¡d or hranchcd alþd g{¡upc co[hì'ìing from 1 b 20

carton ãlons, It shorùd 4Etimlarþ bo ¡oæd tb¿ my of 1be tus'blc ttaDohlal (Crql¡kyl
gruup, (C¡{¡o)8eg gþrq) or (Cr{¿dalbÅ E¡DW knos¡. itr b¿ er is €ûoonpssed by úiÃ

Dedved exgesios sæh ss '(C¡.C.r)¡Ikoxf or "(Cl-Clo)alkof, '(Ct-

5"(Ci.C.Odialkylearbamoyl(Ci.C4)alkyl" "mono- or di4CI_C4)alkylamino(C1-C4)a11y4",
ramino(CI_G)alkylearbonyr "cliphenyl(Ci.C4)a1kyl"" "phenyl(CI_COallcyr, "phenylcarboyker-Coalkyr,
"pherioxyri-GOalkyl" and "(Cr_C4)a1kylsulforry1," are to be construed accordingly. Similarly other
derived awressions, such as (Ci-00alkoxyethoxy shall be construed accordingly. Another derived
expression mono- or di-fluoro(Ci-C4alkyl shall  10 meal that one or two of the hydrogens are replaced
with fluorine. Representative examples of monofluorn(Ci-COalkyl include fluorurnettryl,
2-fluoro-eth-l-yI or 1-fluoro-eth-1-yl, 1-fluour1-meihyl-eth-I-n, 3-fluoro-prop-1-yl, and the like.
Representative examples of dilluorocCrCOalkyl include difluoro methyl, 24-difluoro-eth-1-yl,
I,2-difluotoeth-l-y1 or 1,1-difluato-eth-l-yl, 2,2-clifluom-l-methyi-etEr-1- 15yl, 1,3-clifluorc-prop-l-n, and
the As used herein, the expression "(C3-C8)cycloalicyl" includes all of the known cyclic
Representative examples of "cycloalkyl" includes without any limitation cyclopropyl, cyclobutn,
cyclopean, cyclohexyl, cycloheptyl, cyclooetyl, and the like. Derived expressions such as "cycloalkoxy-
or "cycloatknoxf, "cycloalkyloxyethoxf,  20 "cycloallryialky1", "cycloalkylaryn acycloalkylearbonyt are to
be construed accordingly. It should father be noted that the expression "(Crea)carbocyclic" shall have
the same meaning as "(C5-00cycloalkyl".      As used herein the expreasion "(Ci-Cf)acyr shall have
the same meaning as "(Cies)alkanoyr, wlich can also be represented structurally as "R-CO-7 where R
is a  25 (CI_C5)alkyl as defined herein_ Additionally, "(CI_Cs)alkylcarbonyr shall mean same as (C1_
CfjacyL Specifically, "(Ci_C)acyl" shall mean formyl, acetyl or ethanoyl, propanoyl, nbutanoyl, etc.
Derived expressions such as "(C1-C6)acyloxr sod "(Ci-Crjacyloxyalkyl" are to be construed
accordingly.           used herein, the expression "(C4-001actare represents all of The known
30(C4-07)cyclie amide. Representative examples of "(C.4-Nlactant" includes azetidia-2-one,
pyrrolidin-2-one, piperldiri-2-one and azepan-2-one.         As used he:rein, the expression
"(Ci_C)perflilOrOalkylrl moms that all of the hydrogen atoms in said alkyl group are replaced with
fluorine atoma illustrative examples include trilluoromethyl and pentafluomethyl, and straight-chained
or branched heptafluompropyl, nonafluorobutyl, tmdecafluoropenty/ and tridecafluorohexyl groups.
Derived expression, Nei. 5C6)perfluoroalkoxy", is to be construed accordingly.      As used herein, the
expression 'mono- or difluoro(Ci-C()alkyl" means that any of the alkyl groups are substibated with one
or two fluorine atoms. Such examples include, without any limitation, fluoromethyl, 1-fluoroethyl,
1-fluompropyl, 1,1- or 1,2-difluomethyl, 1,1-, 1,2- or 1,3-difluoropropyl, 1,1-, 1,2-, 1,3- or
1,4-difluorobi4yl and so ou- The derived expressions,  10 'mono= Or
di-fluctro(Cre4alleoxy(Co-C4)alkYl, mono- or difluoro(Ct-C)a1kylsolfany1(CD-C4alkyl, mono- or
di-fluoro(Ci-G)alkylsulBnyl(C0-C.1)-a1kyl, mono- or di-fluaro(Ci-C4)dicy1sulfony1(Cre4a1k-yr qbgli he
construed accordingly. However, in these situations, the placement of fluorine atom does become
importer:it. It is generally preferred that there is no fluorine atom on the carbon next to the oxygen,
suit,  15 suLfm.y1 or s-ulfonyl group. Thus, for instance, when the generic group is mono- or
difluccoethoxymethyl, the preferred examples include only 2-fluoro-ethoxymethyl or 2,2-
difluomethoxymethyl, and the hie.       As used herein mono- or difinom (C3-COcycloalkyl shall mean
one or two of the hydrogen atoms are replaced with fluorine atoms. Representative examples include
20fluaroeyelohexyl, 1,2-, 2,2- or 1,3-dif1uorocyclohexyl, fluorocyclopentyl, 1,2-, 2,2- or 1,3-
difluorocyclopentyl, and the hie. 
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C{}üioålb't" or "(q-Clolhiû6lkyl",'(C¡-Q)sko<y(cr-c¡þlþl' c'(Cr-C¡oÞks¡<y(Cr.

Croþlktll, "hydro><y(Cr.C.a)8l(y1' or 5d¡uv(G-CrùEIlyI','(Cr-q)akylcarbouy'' or

'(Cr-C¡oþlkylca¡tronf ", "(A-Cd¡toxyca¿ory(CFC{þlkyl', {G C ù'lt"'qnùoryl"'
"enino(CLqþlkJrl', '(q.Cl¡Ikyl¡Di¡o', ICrC<)alkylcarbmoy(Cr.QþIþl'.

s '(Cr-Q)di¡Ik¡¡Isrbamoy(C¡q)sftyt' "ooao- ot di{Cr-C¡)¡lkyløino(C¡4)ff"'

'@iÞo(Cr-C.{)slkylcdoryl' 'dþbÊry{q.C,{Þlkyl", 'Écovl(Cr-C¡)alk¡¡t',

"¡hcnylca¡bcy(ClC.{)alcyl', hhøory(Cr.C4)dryl' and {A-Q)alþlsulbryl,' ae .!o bc

constt¡€d accodingly. Simìlarly othcr dcdvotl oçressicns, such a¡ (C¡{<)alkoxyclhory sh¡ I I

bc m¡stucd Anoths dqiræd ãç¡tssim BlotuF or dr.f,uoo(C¡Q)alþl sh¡ll

mem lbd cDe or tso oftho hydrogøs are rçlaced with flucine. Regcseotetivo oønples of

møofluco(Clq)alkyl ircludo fluoronethyl 2-fluno+1h-f-yl c 1-fluooeth-l-yl l-f,uoro-

1-ocltyl-clt-I-y', 2-f,uom-1-netþl-cü-1-y! 3-f,uoroptopl-yl ard the like. RetrÉáælali'/e

o<aryles of dillr¡mo(CrC<þlkyt irolt¡dô öflumonaþl t2^difluom+lh1-yl, I,2<itruorc-

dl-yl or l,1difluoro-eù-1-yl, I,2iifluo¡c1-ne'e¡d-cth-1-y! 22difl¡¡o¡e1-mcfby'-cth-I-

yl, l,3d¡fluolrlú!Èl-yl, od fbc ltrre.

fu uscd hr¡d4 the qFssion "(CrC{)c$@¡bl" ioctrdes all of lhe Þ'own cJrcIio

radicels. Rc!'rsdtiw ørq cs of "cyDloålryl" include witho¡¡r a¡y liEiEtion

cplo'pro'py! cyrlobulyl, cyclohe*yl cJ,clo¡cÍtyl cycloodyl' and the lit¡.

Daivod o<prcssiols such ss "cycloalbrqf or 'þrcloalIqlox¡P' "cydoalkJ¡or$¡¡o4-,
*crdoat¡Vlslkyl-, 

"cystroalkyl¡rrl', rcycloolkylcatoryll a¡e 1o be cm.eüuerf accolding¡y. It

slonld firther be noted tbc the elçrersiø'(Cr€dþqbocJrclicP ¡h¡ll b¿v¡ lhc saoc oc¡¡i¡g

¡s lQ4l)cycloalkyl".
fu u¡cd bÉrEi!. úp "(Cr-Cr)acyl" sh¡Il b¡ve the sme meeíng as

"(C¡-Q)olbooyl", wbich can aìro bc repacscûd ¡s "R{G," whrre R ¡3 a

(CLqþX(yl as defred heæi¡- .{dditiooelly "(Cr-QþIk¡dc¿¡ùoy'" shall meau we as (C1-

C¡Þcyl- Specitc¿lly, '(Cr-GÞcvl" sbcll n¡a ft.myl, a!!gl or elbanoyl prûFoyt Ã-

bùÞûoyl, rb. Dcrivod oçrcssions ¡r¡cå as "(CrC*)¿cylox¡f auil (G4)acyloxyalkyl" 8¡c to

be ouúæd acconilingly.

As u¡€d hseir, lbs etqrcssio!, '(Cr4¡)åsbm'" rE¡neÆats all of rùe hccrn'

(aQ)cyolio auide. Rc'pn"cnuti'rc o<on¡los of 1q¿r)lucr¿ú" in¡rrtdos ¡zctidin-2-one,

p¡¡nolidir2-one, pipsidin-2.oæ aad azcpan-2-one.

As used herein, the expresion "(CACK)alyir means substituted or unsubstituted phenyl or naphthyl.
Specific examples of substituted phenyl or naphthyl include a-, p-, 1,3-, 1,4-xylyi, 1-raethylnaphthyi,
2-methylnaphthyl, etc. "Substituted phenyl"  25 or 'substituted naphthyl" also include any of the
possible subsrituents as further defined herein or one known in the art Derived expressions
"(es,CaOaryloxy" and "(C5"Cia)aryloxYdhorr shall he construed accordingly.       As used herein, the
expression r(Cr"ClOaryl(CI-C.)alicyl" mesas that the (C6,Cio)aryI as defined herein is Anther attached
to (C1-C4alkyl as defined herein. Representative  30 examples include benzyl, phenylethyl,
2-phenylpropyl, 1-naphthylmethyl, 2-naplathylmeihyl and the hie. Similarly, another derived
expression "(Ce,Civ)aryl(Cr.C.s.)cycloalkyr shall be construed accordingly. Representative examples
of said expression include without any  ED
limitation,phavicyclopmpyl,1-naphthylcyclopropyl,phenylcyclohexyl,7- - naPhihYlcYcloPent3d, and the
like.       As used herein, the expression "heteroaryr includes all of the known heteroatom couiaining
aromatic radicals. Representative 5-membered heterceryl radicals include funny], 5!Mewl or
thiophenyl, pyrroIyI, isopyrrolyl, pyrazolyl, imidazolyl, oicazolyi, thia2oly1" isothirolyl, and the Ile.
Representative 6-membered heteroaryl radicals include pyridinyl, pyridazinyl, pyrimidMyl, pyraziayl,
triazinyl, and the hie radicals. Representative examples of bicyclic beteroaryl radicals include,
benzofuranyi, bonze thiophenyl, luclubd, isequinolinyl, cinnoIyl, benzimidazolyl, indazolyl, &roma-idyl,
thienopyridyl, and the hie aradicals. Derived expnmssions "heteroaryloxy" and "heteroaryloxyethoxy"
shall be construed accordingly_        As used herein, the expression "heterocycle" or "saturated
heterocyclic" includes all of the known reduced hebanatom containing cyclic radicals. Representative
5-membered heterocycle radicals include tetrahydrofurenyl, 1,3-dimuilanyi, tetrahydrothiophenyl,  15
pynnlidinyl, itgrehydrolitiazolyl, letralaydrooxazolyl, and the like. Representative 6-membered
heterocycle radials include piperidinyl, pip erazinyl, morpholinyl, pyranyl, 1,3-dioxonyl, thiomorpholinyl,
and the Bre. Various other heterocycle radicals incbade, without limitation, aziridinyl. azepanyl,
diezepanyl, diazabicyclo[2211hept-2-yi, and triazocanyl, and the like. 20As used herein, the
expression "(Ceen)bicyclic" includes all of the known bicyclic radicals. Representative examples of
"bicyclic" includes without any limitation bicyclo12.1.11hexane, bicyclo[221]heptime,
bicyclo113.2-110ctane, bicyclo[222]octane, bicyclor3.12]nonane, bicyc1or33-11nomme,
bicyclor3.3_21den_ane" hicyclo[43,1]demme, bicyclo[4.4.1]uradecane, bicyclo[5.4.1]clodecane, and
the hie. Derived expressions such as 2_5"bicycIoalkoxy"" "bicycloalkylalkyr, "hicycloalkyIaryr,
"bicycloalkylonbonyr are to 'be 



9

fu uscd haei¡, úe ryesim '(C¡-Q)pcrAuomalþl" rnanq fr¡* ¡!l o¡läc hydmgø

úûEr in said alkyl goqp de re¡Iaccd with fluo¡inc sron¡s. Illr¡sbúive m¡ es includc

Ein¡¡dmefhfl an¡ røduo¡octhyl and ønigüt{.baircal or bo¡ched Lcpbfluorogopy!

nmaûuotobutyl udecafiaonpent¡n ad üdccafluomheryl grsups. Dc¡ived Exp¡cssio¡, '(Cr-
Cúhc.drrrofllkctf, is to bc constuod accordingly.

A¡ used hereiq rhe eprcssioa 'hono or difluoro(C¡Ca)alþ1" msos ffi¡t ary of úc
aül grüps a¡e $bstih¡led $rilh one or tçr f,uo¡i¡c atoms. Such amples inctodg wiråaC

ary limitatio, flunoneüyl, l-ûuorcchyl, l-fluompropyt 1,1- c 1,?-diûuorofhyl, I,1-, 12-

s¡ lpdinuompopyl, 1,1-, t2-,lJ- or l,4difluombuyl md so on. 1Ïo drivcd oqressioaa

hoo+ o¡ di-fluom(C¡Q)alkoxy(CaQþþl rn^n^- G di-

fluoro(C14aþþlsulû4d(C¡ûþIlyl, mcno..or di-fluom(C¡4faþlsrrLEqy(CqC{)4lhyA,

m<nüF or di-ñuoro(C¡4a)allcylsilfmyl(CrcrÞlb'I" chlll be colstüd acro¿i¡gty.

llowcvtr, in thæ ¡ih¡¡tio¡+ tbe ¡laceooct of fr¡Gioe stûñ do€á bctnme im¡møf B is
g€ffrally prEfuEd úd, lhrlo i¡ ¡o fluo¡íne atom on the carbü ¡ê<t b tto oxygro, sulñr,

sultrnyl c sulbryl guç, lt¡+ fq i¡s@e, erh6 the geocric group is mo¡e or

difuøoclho:<ymr.ltryl, tte pfwrcd er<snlhs include o-oly 2-fluoro+Io:ryu e6yl or ?-?-

¿inuqoóo¡Vøsfhyl u¡¡ rtf lika
As usod hß<cin moft> or difl¡¡mo (CrCùsyclo¡lbl shsll rIrcül me or tflo d ùe

hydmga. @Es a¡Ë qrl¡cÊd wilh fluo¡ine roms t'øq'Irs imJ¡¡de

fiuooc5tcloÉocy! 12- 22- or lpdiñ¡orosyclobø<yl fl¡mocyclcpatyt l2-, ?f- or 7,3-

Onuorocfætoleutyl ånd the tikc

As uscd hrreiq the "(CqO¡oÞ¡tl" Ecatrs sr¡bcliû¡ted ú urfftÉtitt€d
phøyl or n¡phüyl Spocifc oramplcs of a¡lstiùted phmyl or Drlhüy' ilcludo o-, p,
Ê-loly\ 72-, l3-. l,+xybl, t-oefolupmyl 2-mctlylnaphyl ctc, "Suhstitted phcryl"

or 'st¡bstitü laphthyl" al¡o i¡plude ¡uf' qf tho possiblc srtstiüeotr as firúer deEncd he¡ei¡

oE olo howa in lhe et Daived errprtssi.-s'(C6CroÞryloùS¿ a¡il'(C6C1s)6yloxye6o4a

sh¡I be co¡sEucd a¡oordi¡gy

As usod bsæi4 rhe oç'rtrsion '(Cscroþry(CrQÞkln m¡a¡s tbd lüc (C6qdryl
ss ddnld bÊ¡ci¡ jr fi¡ther aftac,hcd b (Clq)slkyl as deEned úrueit Roaæsentativc

crtaml¡les irctude b€Ðzyl phenybthyl, Z¡lcuylpopyl, l-næffiylme&y¡, 2-rapbúy'nethyl

aod ûc likà Similarl¡ motÍer de¡ived u¡rcssion '((hC¡oÞay(C¡.C¡)cfæloalkyl' ùdt be

consttr€d a¡oordi¡gly. REIrtsútiye exampks of said cxprcssioa ioclude wilhout any

construed acconlingly.        "Ffalogen" (or "halo') means chlorine (cMoro), fluorine (fluon), bromine
(bromo), and iodine aodo).            As used herein, "patient' means a wami blooded animal, such as for
example rats, aomice, dogs, cats, guinea pigs, and primates such as humans.       As used herein, the
expression "pharmaceutically acceptable carrier means a nontoxic solvent, dispersant, excipient,
adjuvant, or other material 'Mich is mixed with the  11 compound of the present invention in order to
petit the formation of a pharmaceutical composition, La, a dosage form capable of administration to
the patient One example of such a carder is pharmaceutically acceptable oil typically used for
parenteral administration. The Wall "pharmaceutically acceptable salts" as used herein means that the
salts of The  5 compounds of the present iavention can be used in medicinal preparations. Other salt;
may, however, be useful in the preparatian of the compounds according to the invention or of their
pharmaceutically acceptable salts. Suitable phacmaceutically acceptable salts of the compounds of
this invention include acid addition salts which may, Mr eacample, be formed by mixing a solution of
the compound according to the invention with a solution of a  10 pharmaceutically acceptable acid
such as hydrochloric acid, hydrobromic acid, sulfuric acid, mediates-01E0Mo acid,
2-hydroiryethancsn1f.onic acid, p-toluenestilfonic acid, f-umaric acid, maleic acid, hydroxymMeic acid,
malic acid, ascorbic acid, succinic acid, glutaric acid, acetic acid, salicylic acid, cinnamic acid,
2-phenoxybenmic acid, hydroxybenzoic acid, phenylacetic acid, benzoic acid, oxalic acid, citric acid,
tartaric acid, glycolic acid, ludic acid, pyruvic acid,  15 =Ionic acid, carbonic acid or phosphoric acid_
The acid metal sails such as sodium monohydrogen orthophosphate and potassium hydrogen sulfate
can also be fommd. Also, the salts so formed may present either as mono- or di- acid salts and cam
exist substantially anhydrous or can be hydrated. Furthermore, where the compounds of the inverdion
cany an acidic moiety, suitable pharmaceutically acceptable salts thereof may include alkali metal
20mks, e.g. sodium or potassium salts; alkaline earth metal salts, e.g. calcium or magnesium salts,
and salts formed with suitable organic ligands, e.g. quaternary ammonium salts.       As used herein,
die term "prodrue shall have the generally accepted meaning in the art. One such definition includes a
pharmacologically inactive chemical entity that when metabolized or chemically transformed by a
biological system such as a mammalian system is 23 converted into a phanologically active
substance.      The expression "sbsreoisomers" is a general term used for all isomers of the individual
molecules that differ only in the orientation of their akpms in space. Typically it includes mirror image
isomers that are usually timed due to at least one asymmetric center (eoantiomers). Where the
compounds according to the invention possess two or more  30 asymmetric centers, they may
additionally exist as diastemoisomers, also certain individual molecules may exist as geometric
isomers (Cisitrans). Similarly, certain compounds of this invention may exist in a mixture of two or
more stmaturally distinct forms that are in rapid  12  equilibrium, commonly known as tautenners.
Representative examples of tautomers include keto-enoI tautomers, phenol-keto tautomers,
nitroso-oxime tautomers, imine-eosmine mummers, etc. It is to be understood that all such isomers
and mixtures thereof in any proportion ere eLICOMpagged vilthin the scope of the present invention.. 
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Iimir¡tio'n, phc¡fctc;loFopl, l-nryhtþlcyclopropy! plenyloyclolocyl, L
naphltytcyclopaty! aDd ùr liÞF.

As rxd h¡rd4 thc oçrcssion 'bctemcyl" includes all of thc hocrl, heteroaom

coutaiairg ammaic radi-l- Rcprese.ûtive 5-mrnbcrcd hec¡wyl ¡adicals inchrde firnyl
thienyl or Éiophayl ¡¿¡roþI, isopynolyl inidåzoltl ox:,mly\ thiâzolyl,

isotliazoþl and tbc lírc. nepscrffiive Gmembqed heboayl radical¡ includc ø¡i¿¡ryt'

,yrlazWl,,py¡¡iairyt,
of bicyclic ndic¿ls ín¡J.ude, b€ozofr¡r¡¡/, ¡øzqtbiopbcryl i¡dolyt +¡inoliryl,

i¡oquinolinyl, cinnoly! teozioidazo$, b¡'..lyl, tuopyridyl, thicno¡¡idyl, a¡d fhe likc

r¡dio¿Is, Derivod "hdaoaylox¡f æ¡ lelñs¡ylo¡ryEltory" sb¡ll be ooncued

AB ¡rrcd hcrei4lho oçttssion 'tcterDcïEle' or'kaörraled hctcrocyclic" incluaks 8Il of

6e hasm ¡Eúrc€d hctemal@. cmlainìng cyclio rodicals. RcP¡Es-'t"tive Smemlctcd

hccmc¡,cle r¡dic¿I¡ ind¡¡de ffi¡hyd¡of¡lsrly|, l,3dio<olauyt Þtahydrclhiqhcaf,

pyuoli¿inyI, 2.lhiazoliryl, t*uþdroUiazotyl let¡¡Lyd¡oox¡zolyl, srd thc lih.
Repecohtiræ Éneobo¡ctl b¡tsrocl'cle radicals i¡clude pìgidinyl piperazíryI, nor¡holiryl'

pr¡aÈ 1,3dox¡ryL thiomorpholinyl and t¡.e lika Va¡iow ofhq lctaocple radicals

¡ncludlqwifboúri'.¡à+ioñ, ø*pøny\aiozcpaaylrli¡ãhiclclo[22Uhqt-2.Èed

md the Iike-

A¡ t¡scd bctui& tlc oryession '(CcCr¡)bicyclic" iDDludB ¡lI of tüo bom ticycJic

Ì¿dicsls. nrgesøtuive exam¡ es of 'bic1dic" ilct¡dcs wiüout ay Iimitation

bicyclo[2.l.llherme, bicyclop2.Iþcpbac, bþclo[B2tJodæ€, bioyclop22]octooo'

bicycloB.Z2lnonæs, bicyclo[33.1]ænanc, bicydop.32ldæaac' bicycb[43'lJdeøne'

hiqæb[a.a.t]uadæaat, ticyçlo[s.a.1]dodm¡8, and the likc' [krived e¡Scsio¡s ¡uch ¿¡

'tlcyolmlkoxf, niqcloalffl¡f¡d", niÊydo8lkyluyf", ticr¡rcloalkylabmyt' ûe fo ìe

codsüud oooqdùCty.

'Ealogo.' (or 'balo) means oblo¡i¡c (cålqo), flcorine (flttto), brøinc (brooo), aorl

iodirc Crodo).

Á¡ ured hc¡tio, !øûiø1" means a rro"" hloodtd ¡¡irn¡|, suc'h ar ñr ex¡nplc rate,

mioc, dogs, ""\ guinEa pip, ad piræs $tob, as huuns.

As used hqeín' úß cãçtc"stioû 'þbuoacertiølly acceftatlc cstio¡' oe¡¡s a ¡on-

loxic ¡olrrro4 d¡çcn¿nt cxoipiøÇ edjwErt, c oli€r tslcri¡l vÅicå is Eix€d with the

5The term 'solvate" as used herein means that an aggregate Thai consists of a solute ion or molecule
with one or more solvent molecules. Similarly, a "hydrate' means that a solute ion or molecule with
one or more water molecules.      In a broad sense, the term "sabs-titmed" is contemplated to include
all permissible s-nbstituents of organic compounds. In a few of the specific embodiments as disclosed
herein,  10 the term "substituted" means substituted with one or more substituenis independently
selected frum the group consisting of (CI_C-2)alkyl, (C2_COalkenyl, (Ci_C6)perfiuoroalkyl, phenyl,
hydroxy, -0O21-1, an ester, an amide, (CI-C6)alkoxy, (C1-C6)thioalkyl, (C1-C6)perfluoroalkoxy,
-NEI2, Cl, Br, I, F. CN, SF5, -NH-lower alkyl, and -Mower alky02, unless otherwise noted_ However,
any of The other suitable sub stituents lotown to one skilled in the art can also be used 15in these
embodiments.      "Therapeutically effective amount" means an amount of the compound which is
effective in treating the named disease, disorder or condition. The term `tre.atingn refers to:
(i)preventing a disease, disorder or condition from occurring in a pafient That may 20be predisposed
to the disease, disorder and/or condition, but has not yet been diagnosed as having it 00inhibiting the
disease, disorder or condition, i.e., arresting its development; and (in) relieving the disease, disorder
or condition, i.e., causing regression of the disease, disorder and/or condition. 25Thus, in accordance
with the practice of this invention there is provided a compound of the formula I:    wherein:  13 = is a
single or a double bond; 
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It

c@Iþrmd of the preseat iuvtolio in odq to @n ü. fqnAio, of ¿ ¡b".'"¿ceutio¡l

cmpositior, i.e., a ilosage ftm. calsble of ¡dr¡inisü¡d¡'n to lhe f,iøt One ere,rplc ofsuc,h

a cæie is pb'-".aceutically acceptabh oil t¡'picrlþ sscd fo¡ ¡nrùal ¡rlrninis+r¡t'q!.

The te'r''' rþbarn¿csulicûUy ûæÐbble salß" as uscd hcmi¡ mca¡s tbat the EaIß oftho

of ùc gesat invemim. cs¡ be usc¡ in mealiÊ,ïâl lrr4antions. O6cr s¡Its p¡y,

hawvs, be us&I in úe ¡nqarafiu of tho oompouds accarding 1o tüe iwvrtion q oflùeir
nh¡ñr¡ccutisally acoepnrilc mIC. Suitable ¡h¡o¡ccutic¡Ity accs!Êable ¡¡lrs orf üe
compoøds oflhi.e invedion include acid odditim sillr r hich nay, for mpþ bc fømcd by

mixing a solúiou of the coqoun¿ ecco'¡di¡g to lhe îuvc¡tion with a solrrion of a
pb¡@sceüic¿Uy acid suoh as Stúocbloric acid, hydrohooio aoi4 $¡trfrriÊ Êci4

mettøstrlbnic acid, 2-hydroxyþlbtusrfonic sci{ ¡rtolueû!$¡Ifotric acid, fimrric acid

maleic acid, þùo:<ymaleic ¡ci4 rn¡Ii¡ a-:rl, asooróic acid, suoci¡ic acid, gtularic '"iá, acetic

¡ci4 s¡Iicylic aci4 ci¡n¡mio ¡ci{ 2.lhcoorybozic aci4 hÉoñttazoio ¡ci* pheoÈcaic

acid, bazoìc acid, oolic acid, citic acid, brts¡ic Boi{ glycolic acid,Iactic acid, pyrwic aoid

nålonic stid, caöonic ¿cid or plosploric scid-' fte ¡¡id me{al ¡¡fh such rs sodium

nonohlrogca ffi.o¡hoepbzb and potssiu bihogcu sr¡Ihûe cæ, elh be f.'-ncd. Also, ttc
s¿ll¡ æ ft'med bay prrsod ciff¡r ¡¡ morù or di- asiil slE s¡d osd, .rdst subnanUty

¡¡hyd¡ous or ca be hydrded. nulteøo¡q r+ùee the corycmds d tte isvediou ouy a.
acidio moiety, suítsble nbr-"åcetfiølly acocpbble s¡ll¡ 6¡reof may i¡clude alksli rltÍal
sa\ e.g. rodiua or ¡oErsiuo ral$ ellrsline car{þ E t¡l sslq 6.g. oalcitm or

ralb, md sals fcmed wiú. nilable øgmic tigr*l\ e.g: qustt¡lo¡y aÐmori¡¡m EaIts

Äs u.Ed he¡Ei!, Éo Em 'þtodrr4i ¡É¡Il [¿ys tùE gae¡El]y aoceptcd mcanìng ia tb
srl ODc suoh rlcfi¡ition inchdcs ¡ ¡h¡o¡oologic¡[y i¡¡ctive ch¡miel øtity tbø wÞcn

mctbolized or c'hemically trandoneil þ a biological syrto such ¡¡ ¿ rn¡.nrnzlizn 5¡'5¡s@ þ
convuted iaO a ¡lanacologically astire sr¡hsbnce,

Iïe øçrcssiou "sts¡roi¡omers' is a ge.ílral lqm used for all isom¡zs oftlo i¡dividual

molecules fb¡t difu oilt ù thc olirstgtio!, of lìcír a!ûms in s¡ace. Î¡aicrlly it ilotodrs

niuu inage fu56q¡ lh¡t arr usully ñ,ntd ùrc to at l¡zst one as¡rnaetic ccltcr

(cooaliomc<s). Wb€æ tbs aclordiry to úc invøtion posess two c no,rr

asymmetic c€qlãs, t¡cy rn¡y additionalty qist as di¡sumisooar, also oert¡in índividuat

mo.lccules m¡y çxist ¿s gcmeûic ívrrne'¡ (cfufta¡s), Similarly, oo(bin cm¡ourds of tr'i^

inve¡úion m¡J¡ o<ist i¡ a mixt¡e of tr¡¿o sr mG€ disti¡ct fDrns rh¡i a¡Þ in rryid

pis Our I; n is aa integer from 0 to 3;          Xis oxygen, sulfur or NR2L, wherein R21 is hydrogen or
(Cj-C.4)alkyl; 5Y is oxygen or sulfur, RI and R2 are the same or diEfemnt and independently of each
other selected fun the ggn3P consisting of hydrogen, C173, streight Or brunched chain
(C1-Cio)3ErYi,, mono- or di-fluom(Cx-C,Oalkyl, mono- or di-fluoro(CI-C4alkoxy(C0-C4)alicyl, mono- or
di-fluoro(Cj-C4)alkylsulfanyl(CirNalkyl, mono- or di- n,fluoro(Cayi(Co-COnikYl, mono- or di-
finoro(Ci-COSinullonYKCo-COnikYl. (Ci-Cio)alkorY(Co-C)akYl, (Q-Cio)alkylsulfenyi(Co-Calkyl,
(Ci-C10)alkylsulfinyl(CrC4)alkyl, (CI-Cio)alkylsulforiy1(Co-COSI, (CI-Cio)sdkoxy mono- or
difluoro(Ci-C.Oullcyl, (C1-Cj0)alltylsulfanyl mono- or di-finoro(CrNalkyl, 15(Ci-CE)alkylsidEnyi mono-
or di-fluoro(C1-C4a1ky1, (Ci-Cio)alkylsulfonyl mom- or(C-s.CiOurYl(Co-CalkYl, (C6.C10)nry1 mono-
or difluorn(Ci-COSI, Cesiem./arYillIQUC/- or difinnro(Crei)nlkYlorY. (Cs,Cio)arYloxY(Co-COnikYl,
(C6,Cu)arYisulfanykeo-C4nlkyl, (C'Cio)arYisMilnYkCo-Ci)ancYL (C5,CifOalfon)4(C0-COn1kY1,
20(C3-00cycloalicylP-COalky1, mono- or difluoro(C3-Cs)cycloalkyl(Co- C4)nbl,
(C3-es)ertnikoxY(Cdre4RkYl, M0120- or difiuoro(C3-C8)oycloalkyIoxy(Co-C4akyi" (C2-C2)cyclnallryi
mono- or cliOnoro           (03-00cyc1oalky1 mono- or difluoro (02-C4)alkyloxy,
(C3-CA)cycloalluisutfanyl(C0-04)elkyi, (C3-COoyc1oalkylsulfany1(Co-C4)alicY1,
25(C3-Cr)cyc1oalkyisulfony1(Co-NeLlcyl, hydroxy(Ci-Callcyl, heleroaryl(Crei)alkyl, hetemaryi mono-
or difbauro(Ci-C4)alicyl, htleroaryloxy(CorNalicyl, hetemarylory mono- or difluoin(02-C4a-Y1,
lielernanisulfanYl(Co-NalkYl, hetemmilfliny1(Co-C4)alk heterourylsulfonyI(Co-COaliryl. S3turated
heterocyclic(Co-Nalkyl, saturated 30heterocyclic mono- or di-fluom(Cr-COalkyl, saturated
hetemeyclyloxy(Co-Nalkyl, saturateti heterocyclyloxy mono- or difluoro(C2-C4alkyI, saturated
heterocyclylsidfarryl(C0-COalkyl,  14 heterocyclylsultinyl(Co-COalkyl,
beterocycly1su1fonyl(Co-C4alky1, -0O21Zza or -CONB.23R24 wherein RIZ, R23 arid R2A are the
same or different and independently of each other selected from hydrogen or (Ct-C4)alkyl; and
wherein R1 and R2 ale optionally further substituted; 
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eqr¡ilíbdb, coÍr'nonly ho$l[ alr lsul¡lr¡EIs. Regeocntølive o<mplcs of tartmas include

lc{o-€rol ta¡¡b,mrrs, phcool-kelo taubdcrs, aitosooxiae E¡rtoE ß, iø,i¡ccoø¡i¡c

húodãsr ctc, It is b be rode¡s@d ú.rf all suh isone'c lnl rnivt"res thcteorf in any

¡nuportion are acom¡xssed wiüin the æo¡e oflhe prernt invcatio-

Thc tlrm \olwfc" as u¡ed b€reia Eeæs tbd aa aggrr,Axlc ttø co¡sists dasolúe ion

or nolcsule wilh one or mcr solved molecules Sirnil¡']y, t "¡0drate" møs t¡¡l a ¡olule

im or m¡lecr¡lc with <ure or moÞ çatlr molco¡Ic&

In a b¡o¿d seosc¡ thc lc(E "suhñtifiÞd' is contemplrted b i..I¡¡de alt pmissible

subctituøts of orgrnic coapounds. In a ftw of lhe qecific cmlodiÐ!ûE ss disoloscd bctÌiD,

ûr ted 'sr¡bstiuúcd" mca¡s suhiû¡tcd s¡ilü, o¡o o¡ morc substinrcæ indcpcodødy selecod

fom lhe Erop coDsistiDg qf (Cr-qoþk¡,I, (CrQþlkenyt (C¡-C6)perftmoalþ! phøyt

b¡to¡ry, -COzII, m esu, an amide, (ACrÞlXo:ry, (A-Cc)ttioaltyl, (Cr4Þeduorcallo¡<y,

-l.trIà Cl, Br. I F, CN. SFr, -NE-lowr alkyl, aad -N(lowr alkyl)a r¡lcs othtrq,Èe noled-

Hwwct, my oflbe oÉff su¡tablo substitucub hom Þ o¡e skilled inlhe at.ì'' alao be Èsed

i¡thse embodim.-r".

'Ilø¡pcutically c.&diye @oruf .De¿¡s ú odqu[t of the comprmd c¡hich is

eftDñE in tEatilg û¡ ¡¡med discascr diso¡der or cqditio¡-

Tte lErE 'te¡li¡g" ¡efos m:

(Ð prevøting a discarE di¡mder ø o¡dìti¡¡ Aom oo@ning iD a¡Éicot tt¡t may

fe preaispoqed to the disrare, di¡øder a¡d/c cûtlitior, bú ¡¡s lsl yet b€úû di"gqosd Es

brving iç

(li) iúibiting lte dÌsessË' disordrr or condition, ie', aeetingils dcvclo¡mcol and

(Ð ¡Elicving the dis€a*, di¡ords c c¡¡dition, ì.e- cs¡si¡S rcgrcssiou of thc

rli¡*a¡e, di¡o,¡da ædlo¡ cmdÍti@.

Tfurs, in ¿¡oo¡d¿¡oo wilh üe p'ractice of lhi s invealion lùe¡e ir povided a con¡n''¡il of

rtc fo¡an¡ls I:

wlctrin:

5R3 and R4 are the same or different and independently of each other selected from the group
consisting of hydrogen, (C1-C)alicyl, (C3-05)cycloalkyl and (ens,CL0)arY1(C1-Ct)allcY1 or R3 and Rrl
taken together with the carbon atom to which they are attached form a substituted or =substituted
C5-C7 earbocyclic ring; 10RS. R6 and R3 are the same or different and independently of each other
selected from the Woul3 consisting of hydrogen, (Cr-COalkyl and (C3-C8)cycloalkyL; R s is selected
from the group consisting of substituted oransubstituted phenyl, substituted or =substituted naphthyl,
substituted or unsubslitated indanyl, substituted or =substituted tetralinyl, substituted or unsubstihtted
15benzocyclobepturyl, sub stituied or =substituted hewhydrofluorenyl, substituted or =substituted
(C3-CiOcycloalkyl, substituted or =substituted finzawl, substituted or unsubstitMed benzofuranyl,
substituted or =substituted thiophc:nyl, substituted or =substituted benzothiopherryl, substituted or
=substituted indolyi, substituted or unsubstithed benwthiazolyl, substituted 20or =substituted
thiazoIy1, substituted or unsubslituted pyrrolyl, substituted or =substituted pyridyl, substituted or
=substituted tetrahydmisoquinolirryl, substituted or =substituted tetrahydroquinolipyl, substituted or
=substituted isoquinolinyl, substituted or =substituted quinolinyl, substituted or =substituted
tetrahydrodtheozofuranyl and substituted or =substituted 25herahydrodibenzofuranyl; wherein said
subAi-tont are selected from the group consisting of CF3. OCF3, halogen, CN, SF5, straight or
branched chain (CI-C20alkyl, (Q-Coalkylsulfonyl, substituted or =substituted
(C3-CuOcycloalky1(CR3Rapra, substituted or =substituted (Cs-Cts)sPiroeYeloalkyl, substituted or  30
=substituted (C6,CSaryl(CR31110)., substituted or uosubstituted heteroaryl(CRAH)., substituted or
uumbsiitated (C6,Cl0)aryl(C3- CecYcloolitY13 substituted or unsubstituted (03-Cp)bicyclie, substituted
or  15 =substituted adamantyl, substihrted or uosubstituted indenyl, substituted or =substituted
tetrabUyi, substituted or =substituted benzocycloheptyl, straight or branched chain (Q-C-20)alkoxy,
substituted or =substituted (CsCio)cyeloalkoxy, substituted or uosubstibned (Caio)aryloxy, substituted
or 5=substituted heteroaryioxy" substituted or =substituted piperidinygeRsItOm, substituted or
=substituted piperazinyl(CRsRiOrn, substituted or =substituted (C4-C7)lactem, substituted or
=substituted tetrahydropyranyl(CRoRio)., substituted or =substituted tetruhydrofuranyl(CRoRio)Th
substituted or =substituted 1,3-dioxanyl, substituted or =substituted 1,3-dioxolanyl,
10(Cs-Coalkoxyethoxy, substituted or =substituted (C3-Cacyc1oalky1oryethoxy, 
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:: 
is a 

"iogb - a dooblc bo¡{
pu0orL;
¡ is a ir*sger Erm 0 to 3i

X is ox¡jra, nrlñr orì¡IR¿r, rrlüe¡eitr R¿r u hydmgco c (C¡{¡)¡Ikyl;

5 Y ís o<ygen c nrlfir,

Rt úd R2 aÞ úe ¡ame or ditrccat aad ind4cadcntly ofeacih otber seleded fim. ùe
grolp øasistì''g of þ¡dmgeo, CF3, stligtt or trruÆbcd cú¡in (CrClo)oùkyl,

non+' or di-Âuo¡o(C¡4)¡Ikyl mono- c di-fluom(Cr{<Þlko)q(CoqÞXcyl,

nmo- or di-fl uom(GrqÞlkylst¡ltuyl(Cû-Q)alky!'""..- e¡ ¿¡-

l0 fl¡rm(CL{¿)allcylsultrry(Co-Q)alþI, nmo- o di-

fluo¡o(G-AÞkyl$¡lfrny(CoCqÞlkyl, (Cr-Crc)¡lkax¡(Cuf-+ÞXryl

(CrArcÞXrylst¡lÊrrt(A{4)o[stl (q€roÞkyln¡lfiny(Co€rÞlkyl

(CrCrcÞkylsdb'ry(Cof¿Þlkyt (C{¡q)altuymono- ot di-

mrco(CFC{)EIryl, (CrC¡o)¡lkyln¡Ifr¡yl noae 6¡ d[-fl¡6q(Qr-Q)alkyl,

(Cræro)¿fvç¡Itr¡Vl Emo- or di-Âuoæ(CrQ)¡lkyl, (CrûoÞl$Isuffimyl

mono- c di-fluoro(CFC<)aIryl, (CcC¡o)¡¡y(CaC<Þkyl, (CcCro)¡ryl nono
m d¡fluoro(Cr4¡þXcyt (CoC1¿)aryl mono- o¡ difluo¡o(O¡Q)alkylory,

(Ccao)¡ryto<y(Co-q)aüyl, (C5'Crc)aylsul@(q4ìålJryL

(CcC¡o)sylsulfinyl(CrC{)tkyl, (CcCro)nylEulftúy(qq)ally,],

(C¡Cr)s¡clo¡lbl(AQ)sülç1, nona or difluom(CrC¡)qaloafy(C¿-

aþbtl, (CrC¡)gJrslsl}o:cy(Cg-Cf alþl øoro or

difuoro(C34¡)oycloalkylo¡V(Cac<)alk¡d, (Crq)cyclDalkJrt qøo- or dif uo¡o

(Crcddfo/L (q{¡)cploolkyl aone or d¡flDúo (qr4{þlkyloÀ",

(Cñr)cycbansdrulfr¡fl(CaQ)allcyl (Caafi¡toloaþtsuhryt(Cca)aBl,

(CaA¡)c¡cloalty'silforryl(Cî'Q¡lbl, hydro¡<V(qq)all<yl,

hetaostKCrClanryl heteoaryl nooo- or tlifrurc(C¡Q)albl,

ìcteorylcrxy(CøQâlkJ[ h€tqoarylorymotrÞ cr di.f,rx¡¡o(Ct{a)afttl,

Éc&rory¡st¡f¡ny(CrC.Ðalkyl het¡roryln¡I6ry(Co-C¡þIk¡{

hcæmarytsulfr lyI(C¡.qþlIçI, sæ.ratcd}ctæclelic(CrC{)alkyl, s¡trr¿t¿d

hctroúlplic monr or di-fluom(C14,¡)Elbl, ssnldrd

h¡t¡¡ocfnlyluy(CoC<)alkl¿ ffiEd¡s{socyElyl¡,xtmo¡o- or di-

fluoto(C¡Q)¡Ikyl, súr¿bd hetErocrEþlsulfrry{Co4{)al$

substituted or unsubstihned (05,Cro)eryloxyethoxY and substituted or =substituted
hetenanyleagethoxy; wherein m is a:n integer from 0 to 10;                 Ra and Rio are the same or
different and independently of each other chosen 15from hydrogen OE (CPC-06CA Or Rs and Rio
taken together with the carbon atom to which they are attached form a substituted or unsubstituted
C3-Cs earbocyclic ring; and wherein said substiluents are selected from the aforementioned
substituents. 20The compound of formula t can he present as a salt It min also pres=t as an
enantiomer, a stercoisoner or a tautomer or a /scenic mixture thereof All of these forms are part of
thisinvention. However, with the proviso That when - is a double bond, X and Y are oxygen, p is 1, n is
0, It:, R7" 114, Rh% R6, R7 are hydrogen and R2 is either hydrogen or methyl, then Rs is not 2-
methylphenyi; when n is a double bond, X and Y are airmen, p is 1, n is 0 and R2, Rs, R4, R,11/4 R7
are hydrogen, then gs is not phenyl; and when n is a single bond, X acid Y are oxygen, p is 1, n is 0,
R3, R4. Rs. Ro, 30are hydrogen and R2 is either hydrogen or methyl, then Rs is not phenyl_ More
specifically, the following compounds are excluded from this invention:
2-(2-methyl-plienoxymethyl)-2,3-chlrydro-oxazoloP,2-a]pyrimidin-7-one;  16
5-methyl-2-(2-methyl-phenoxyareday1)-2,3 -dillycho-oxazo lo ,2- alpyrimidin-7- one;
24hertoxymeihy1)-2,3-chaydro-oxazolo[3,2-a1pyrimidia-7-onc;
5-methyl-2-phenoxymethy1-2,3,5,6-tetrahydro-oxazolor3,2-alprimidin-7-one; and
2-p1ienoxymethy1-25,6-1etrahydru-oxazoloP,2-alpyrimidin-7-one. 5The compotmds that are excluded
frominvention are known in the prior art For instance, Forfar et. al., J. Heterocyclic Chem., 38,
823-827 (2001), discloses two of the above excluded compounds. The other three excluded
compounds ere disclosed by Forfar at aL, Arch_ Phami. (Weinheim), 323, 905-909 (1990). Both of
diem references are incorporated herein by reference in their entirety. 10As also noted above,
-various sub stituents as deemed for formula (1) can further be 
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Ie{eroc},c$Eultrry(CoÆqHfyl ¡Ae¡ocyclyln¡ltnyt(CrCr)¡lkyl, 4GRz or

-CONRflRa4 wäcrci¡ R.z, R¿¡ ¡¡d Rz* a¡e fbe sne or ¡li ñrer* ¡'vl

indepadøtly of acb oth¡r selecæd ñd hyd¡ogcú c (C¡{aÞlkyL oûd

r+hereinRt úd R2 ûE ofttion¡IJy ñrrth!,î substftúrrq

5 & ¡¡cl R¡ ¡¡o làc ¡¡oc or al¡fatnt aDd ildtpcudcady of ach otåer selecod from the

group colsistiry ofhdroeeo, (AQ)aIkyl (C¡{e)cfæloolk¡d a¡d

(Q,CroÞy(CrCÐ¡IkyL c
R.r ùd & r'ten togelh€r wilht¡s cs¡ùd, û,ñ,to sàichrhcy are ctachcd fom a

sústit¡Ed o¡ unsr¡bsti¡led Cs-C¡ caÈocyclic ri[S;

t0 &. Rc ¡nd Rr ùe t¡e sûe or diffcrul ald iadc¡endody of each othq selccæd fiom

tto g¡oq oolsisti¡g of bydrogã, (Crc'{ÞXryl md (C¡{Ðc¡rcIoalkyl

Rs is s€leúEd Em he gror¡p cð¡Eisting ofsr¡bctiû¡ted o¡rs¡bsÈuú.d pbßûyl

suktiülcd or ¡msulslittfod la¡hlhyl, subfiUferi c rnsrbsdhed indanyl

suHiû¡ lcd G ¡¡¡substÍuod emlioyl, wbotitted or rEsr¡ktihúed

b@zocyDlolr¡bryL substftúì:d G ussbstihüÊd }orahythofluorcoy!

substÍtrúed c usubstih¡frd (CrCdpycloslkyl EubstiEEd on¡DsrrbctilûFd

fumyl substitured c ù¡t¡bstihûd beozoÁ¡¡ary|, sutfitfed or rmsbstit¡l¿d

thiqhcoyl, suHiûf.d cuosubstiñúEdtcrzothisphtutl tuìstit¡d o¡

usubstiturcd indolyl, substih¡tsd or ¡¡¡ubstit¡ted b€ûzoúhzolyl substitúd

or u¡¡ubstihüsd rhii-ñIj4 gr¡ìrlíñ¡d ø rÐ¡r¡hstilutrd p¡¡¡¡ohl, ¡ústitted or

usubstit¡t€d ly¡idy¡, sr¡bstÍtrbd orlDsubstíuoil teuþImiroq¡inoliryl,

sribstiu¡cd or uDsub,ctitúcd tetabrdloquinoliDyl $¡b8îiñfed or ¡¡tsubßtiÌ'ff

isoquinoliryl, sribstitæil orrrsubstÍhürd quinoliryl, ssbstftfod or

lnsibstitrted cra\¡dmdibeozofi.nanyl md a¡bstìtûEd r rrsbstiftfed

n¡xat¡¡¿m¿¡tøzon¡nnyt

wbcrein said stibstifi¡cdE a¡ç schcted Âom fhe grot4t côrsisti¡g of CF¡" OCF¡,

Éalogø, CN, SF:, staigh or Ì""."hed cluin (Cr{¡o)olt¡[

(CrûÞXrylsulbryt a¡hstih¡Þd or ursubstiû¡ul (C¡{'1s)cysloaltl(CRtRro)E

substituþd c rma¡bsti¡¡t€d (C6-qú)s!ìrccycloalþl sr:bdibrbd or

usr¡ì¡tiiúed (CeCloþry(C4Rroh, substi!úed orÐsubstit¡þd

lcÈ¡øy(Ct¡nro)o, sr¡lstitutql or usubstftrred (Q,Cn)¿¡y(Cr

Q)cycloaÍryt, suhsti\4r¿ q u¡s¡bstitrled (C¡46)bicyolicr substÍu¡tcd or

20

optionally substituted by any of the art recogniz' al substiments some of which are generically
described herein and a few of the specific substituents am enumerated by way of specific examples.
More particularly, various RI and R2 as descdbed herein can further be optionally substituted with one
or more substituents as descri.bed herein_ 15In an embodiment of this invention the compound of
formula (1) of this invention has the following substituerds: is a double bond;      p is 1; n is 0; 20X and
Y are oxygen; R1 and R2 are the same or different and independently of each other selected from
hydrogen, CF3, straight or branched (gr-Cnp)allcyl, mono- or diflureari-Coalkyl, mono- or
di-ibloro(Cj-C4)alkoxy(Co-COalkyl, (CI-Cio)alkoxy(Co-C4)allcyl, (C.6,C] D) aryl,
(C6C30)aryl(CI-C,Oalky1 25(C3-Q2)cycloalkyl(Co-C4)alky4, (C3-Ncycloalkoxy(Co-C..4)alkyl,
hydroxy(Cr-C4)alkyl or -CO2C2Hs; Ra, R4 and Rs are hydrogen; Rs is selected from the group
consisting of substituted or -unsubstitated phenyl, substituted or unsubstituted indanyi, substituted or
unsubstituted tetralinyl, 30substituted or unsubstituted bemocycloheptanyl, substituted or
imsobstitoted hexehydrofluorenyl and substituted or unsubstihrted cyclobexyl; wherein  17 said
substitaents are selected from the gmup consisting of CY3, OCF3, SF3, fluorine, chlorine, bmmine,
CK, straight or branched chain (C1-C20)alkyl, substibited or =substituted (C3-Cio)eyeloalkyl(CR9Rion,
substituted or tmsubstitated (C5,Cio)3ry1(CR9R10)., substituted or unsulasiituted
5(Co,Cioary1(C3-Co)cycloalkyl, substituted or =substituted (CE-CD)biryolic, substituted or
masubsiThatecl adamantyl, substituted or =substituted indanyl, substituted or =substituted tetralinyl,
substituted or unsubslitatect benzocycloheptyl, straight or branched chain (Ci-C.30)alkoxy, substituted
or nambstibited (C3-Cio)cyc1aalicoxy, substituted or unsuhstituted 10(Co,Cio)aryloxy, substituted or
=substituted hetcroaryIoxy, and substituted or 
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Esubstiü¡tal ¡,loñrntyl sub<ihrcd orlosubstitutrd iod¡ryl, sr¡bcfinbd or

ußt¡bslih¡tsdtstr8liryl, sutstífi¡trd o¡bsubfituied tozryclotepttl, sta¡ÉJ

orb¡¿¡ched .hd'. (C1{-2¡Þlko¡V, substiû¡Et or üosubúitúed (Cr-

C¡o)tyoloall¡ocy, mbstitr¡cd or u¡subdU¡lcd (Cc,C¡o)¿¡yloxy, sub¡tit¡ted or

usubstih¡teal b¡tc¡osrylo¡<y, $¡¡stibtd c usubstitrted pipe¡ídiry(CT.eRto)E

substiû¡bd cu¡¡ubstiEþtl¡ipooziny(CT,¡Rrsþ sublituÞd c rmsubstittod

(Ca-C/lactan, sibstiüted or rnruhstitted tûoþdropyraay(CR¡R¡¡þ

subdiliü.rled or rssubsúúed Etlüyd¡oft¡auy(CR R¡o)¡È ¡r¡bstiaded or

lesnbstitrtcd l,3dioxanyl nrlstitrüed orwsubstiu¡ted lådioxolauyl,

(Cr-QÞlko¡cyeltory, sr¡bstih¡led or rtsubstitutë¡l (C¡-Cr)cycloalh¿orydh¡xy,

substihúed or umbstihted (C6,Cn)sryf ox¡rcfto¡<y en¡I $¡Hiftúed ûr

u¡sub5tÍfrlgd hetqûarytoryetü@ry; wt€¡ei¡

o is aa intcge fon 0 b I0;

¡, 'ná f,¡¡ a¡9 rto saoo or .lift'rcot alal ind4ødølty of each o tber cåosoa

fiom h¡ùogø ot (CrQ)oÍryL q
Re and Rr6 ¡"¡.e' logdha wi6 rhe cÁ¡tm stom to wlich fhey te atbråed fon

a subrtitúcd or ¡¡¡sutetituhd C3-C¡ erbocyclic ring;

ad v/nE¡EiD ssid substiU¡!ûts src sdcd ftom the úraediqeit
st¡hstitgú.

20 llc æmpound of f.-'"ula I cq bc ¡l¡cseûI ss a sall It cÐ. aL¡F ¡rÉsat as n
eorutioE€r, a stcrEoirlrrlEr cf a hlomer o¡ a rzcemic ElixUuD fbaeoe Áll of fhæ fø¡ a¡e

part d úis.irvdiø.
Hwevu, with the poviso ftat
.::::.-vùð. 

- 
is ¿ double botr4 X 'nrl Y s¡E @Kt'g€q p is l, n is 0, R¡, &, R+ R* Rc Rz

25 s¡o bydþger and Rr ìs eiùø hyùugen c methtl, Éen R¡ is ¡ot2.

nú¡'l¡bcuyf

wåen 
- 

is ¿ doublo bo¡{ X and Y arc oxygeo, p iE l,ûi¡ 0 and&, &,&, R4

(5, R5, R, ere þdroga" fhø ß! is trot pheoyt md

wh€r 
- 

¡ ¡ É"g!e tord, X a¡d Y o¡E orygo, p is 1, ¡.is 0, &, Rr, &. &, R6, Rt

30 &e hyùogtu and Rz is eiha\dmgeu ot nóy', 6cuR¡ is ¡ot Èc¡yl
Morc spifoall¡ tbc bllowing cøpornds a¡c erchd¡d ûoø üis i¡vøtion:

2{2-nc{hyl-pleom<¡¡mchy!-2,3dih¡dro+x¡zo¡of32-¿lpy¡inidin-?-one;

=substituted tetrahydropyranyl(CRoRioNnl wherein nits =integer from 0th Z Rig and Rio are the sine
or different and independently of each other chosen from hydrogen Or (Ci-Coalleyl; or 151(9 and Rio
taken together with the carbon atom to which they are attached form a substituted or =substituted
C3-Co ring. As noted above, the substituents of Ro moiety can be any of the suitable art recognized
s-ubstituenta including the specific moieties enumerated for Its above. Further, this      embodiment of
the invention inrludes compound of formula (I) in the salt fain as well as it 20can also present in any of
the stercoisannerie form including an enantioner, stereoisomer or a tau:tomer thereof or a 'anemic
mixture thereof In another embodiment, the compound of this invention can be represented by formula
R: 0n0 Rs -14 R2   25wherein: is a single or a double bond; and R2 are the same or different and
independently of each other selected from hydrogen, CF2, straight or branched (C1-C10)alleyi, mono-
or di- 
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fmcûy'-?-(2.nc6l-pbcoo¡ryu@Ì2J dft¡fto-oxazoloBl-alpyrímidín-?-onc;

2{¡hcoo<¡methy'}2,3 [33+]pf¿riniditToc;
5-ncfhfl-2pleø.o¡<fmcúy1-2,3,5,ÉtcFab¡dmæælo[3,2'aþ¡inidin-?-onei ând

2.plcnoxpelhyl-2,f ,S,GtecaþdmcaæIo[32+}¿Ziníd¡a-7<¡a
The com¡n "'dc lhd arc exoludcd &om thjs i¡r,ention a¡e.hasn in tbc ¡rior at Por

i¡sts!Æ€, !or&( sL al., J.I{eterocyclic Cåem-, 38, 821-827 @001), di.scloscs tç! oflùe abovæ

exclodcd The olhs thee erduded @qonds qD disclosed by Forfu d- ¡I-

.tucì- Pb"rn- G¡dnheim)ç 123.905=9{9 (1990), Both of fbcs rttuÐc€s aæ incoqþrd
hrrcin by rtfutncr iD üßir esùsty

As ålso DqtÊd abow, rariotrs substit¡€ûls ¡¡ tldæd fc fqmul¡ (t) ce. frther be

optionally suhihred þ ay of the at retognizcd subctÍhrats some ofrùich ae gøericrlty

rl€soribcd hcrci¡ ¡¡d e fvw of tlre spcsific stústitrdls are ¡{twrPûEtcd by wry of s¡æi6c

oramples. Morc paticr¡laly, va¡io¡rs R¡ md R¿ as dtsq¡bcd hc¡ein catr fiEthE be o'pîionally

arbstitr¡tod wiË, øe or mcrt substitreoE ¡s dcsc¡ibod hsei¡-

I¡ ¡¡ eobodimeut of this invmtion tbc coqot¡ad of fmula fi) of rtis isvation b¡s

tüe fnllowing suhstinrøb:

rE s,alfmble ùolrdl

pi¡ 1;

¡is0;
X ard Yarc ox¡gm;

& end Rr arc úe 6sme m difiorø ood indr'pendatly of e¿ch otha ¡elecþd &om

M¡ogeo, CF¡, slaieb c b'ra¡chcd (Cr-Cro)o[rtl, mo¡o'or di-

fuom(Cr{ÞXryl, mm> o di-fluøo(CreÞU<o¡cy(CoG)¿fyl

(CrAroþkoqr(Co{+)s[<yl, (C6Crq)ryI, (Q,Croþry(Cr-Q)aIkyI

(Ca4e)cÊoalkyl(Cûq)Bllstf , (CrC¡Þclo¡lkøry(Co-qÞkyl,

hydrotq(CrC.r)slkyl o¡ 4OzQIIs;

&, & and& achydmeea;

& is scleûtod Âom the goup cmsirtiry of øubstiUlcd or lnsrhstftrned phmy!

substihled or r.m¡uìsdt¡ted i''.l8'1)4 subfitúcd c rnsubetiûrted btali$,
$¡hstiû¡tcd or rEsubstihdr(t bëozoryEto¡el¡ttuyt sr¡bstitúcd q r¡substi@d

hcxabdmfluonuyl 'n¡l ¡ubstituted c uasuh*iUted cJrcloblxtl; vrherein

?5

18 RUCECOn-COalkyl, MOHO- or di-fluoro(C1-C4)alboxY(Co-C4aUcYL
(Ct-CuOa1koxY(Co-C4)alkY1, (es.Ci0)arY1, (C&Cto)arYl(Crealibi, PhenAsulfanYi(C0-C)81171,
PherOaKCo-COalkYl, phenyisalfonyi(Ca-COattcyi, (C3-Cs)cycloalicyl(Cs-C4a3cyi,
5(C3-COCYClaa1koXY(CO-C)a1kY1p hYdnucTACI-COalkyi or -CO2C2115; R.11 and Itu are the
same or different and independently of each other selected from the group consisting of hydrogen,
CP3, 0CF3, SPs, fluorine, chlorine, bromine, CN, straight or branched chain (Q-C20)alkyl, substituted
or unsubstituted (C3-Ci0)cyc1oalky1(CR9R10)11 substituted or unsubsdtuted
to(C4"C1a)ary1(CR9R10)., substituted or tmsubstiluted (C6,Cilaaryi(C3-  C0cycloalleyi, substituted or
unsubstituted (Cs-Cia)bicycEc, substituted or unsubstituted adamantyl, substituted or unsubstituted
indanyi, substituted or unsubstitutedsubstituted or unsubsthated benzoc-ploheptyl, straight or
branched chain (C1-C2D)a1korcy, substituted or unsubstitmed (C3- 15ClOcyclotacory, substituted or
unsubstituted tetrehydropyranyl(CR9R10)., substituted or tmsubstituted (C6,C10)aridmry and
substituted. or unsubstituied hetemaryloxy; and wherein misOor I;                      R9 and R40 are the
same or differentand independently of each other chosen 20from hydrogen or (Ci-Ci)alkyl;      Again,
the substihuents on some of the groups listed for RH and Rn can he same as the ones listed for Ru
and R12 or any of the suitable art recognized substituent can be used as described herein. For
instance, said substituents are selected from the group consisting of halogen, straight or branched
chain (Ci-Cio)alkyl, phenyl, indanyi and imidazolyl. The  25 compound of formula (II) cat be present in
the faun of a salt Also, this invention encompasses an enantiomer, stereo isomer or a teuLomer or a
racemk mixture of compound of formula (M.      As specific examples of compound of formula (11), the
following compounds may be enumerated without any limitations.
302-(4-isopropyl-phenoxymethyl)-2,3-dihydro-oxazoloP,2-alpyrimidin-7-one; 2-[4-(l, 1,3,3
-tetraniethyl-buty1)-phenoxymethyl]-2,3 -thaydro -mcazolo P- pyrimidin-7-o up; 
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¡aid sqbstibcñ aÞ selectod ûom tho ¡¡oç crmcr'*¡"g of CFe OG¡, SF¡,

fuoriDc, chlorine' komine, CN, sùsigh orbra¡ctcd ¡I'dn (C¡Czdtalkyl

$¡bstibúEd qu¡¡ubõtiffd (CrCrc)oFlo¿lky(CRßro)r sbstih¡rcd o¡

u¡substilúed (C6Cro)ory(CR¡RroL sr¡bstitutxl or rmsr¡b¡titufed

(CcQoÞy(CrCr)ctcloal(tl subdtitued orrmsbstiffied (Cr4¡¡)bicFlic,

srùsrififi m uúsl¡bsti@il ¡d¡rn¡n !¡rl, substitted or wsubstitùl indany!

substitutsd ø usukit¡Þd ldaliryI, sr¡bstiü¡Èd or EsuhstitEÞd

bazoc¡tcloheptyl staighf rlmnc,hod -h"iq (Crqo)olkory, n¡bstittod or

tnsribsÎiU¡ted (C¡-C¡6þcþaltory, sulstitfed or m$bstituted

(C6C¡6)ayloxy, substituÞd or wsbstittsd h&orylorqr, and suhstimod or

tmsubãliûdcd tct¡sbydmrpyr¿d(C.fuþ¡\; whrrein

m j¡ æ. i'*.gq ûom 0 to Z;

Ra a¡d Rro ae rhe s¡oc r dìñ'en'+ ¡'.1 indepeaddþ of æh olhs cåoseq

ñoa h5,ùogcn ü (Q4)stkyl; o
R9 ald Rlq i"t ñ togeåEr wi6 üË c¡füú atd 10 yrhich they ¡¡E atEcbcd fû.'"

s fl¡bstiûted û msubstiuÍed C¡{¡ ring.

As rcted abow, the s¡bstiû¡rats of fu noiety car be¡ry of lhe sr¡it¡ble at rccoguizcd

tubstitxú iDobd¡Dg the specifio moiotics cz¡r""e"¡+-d fo¡ R¡ ¡bow. I\ùthE, thÈ

embodimøt of rhe i¡vc¡tim.n¡hr¡les ooryoud of ñmrla (I) i¡' ihr sh frø a¡ wrJl a¡ it
coa alro gesøt in ary of Éo sterroi.meric ftm ircludilg m coaatiøe, stercoisolr€r an a

tøomq úcrof or a ncaic mi¡tuo ûcrcof,

I¡ ¡oolttr cmbodimeal úc coo¡ornd of thí¡ invedim s¡ bc rcprcscotcd þ foøula
r

YJ-'-G;j
(Ð

e,üaei¡i

:::: ,

- 
is a singÞ or a doublc bo¡(

Rr BDd Rz EE the same c diftrd and indçcndatly d*t otber s€lsc{.d ftom

hydogæ, G¡, staigLt or hmcúcd (Cr{¡¡þIþ1, uone or di-

19 2-(3-1ert-buty1-phe;noxymeihy1)-2,3-dihytho-oxazoIo13,2-abyxfirlidin.7-one;
2-(4-teit-butyl-phenoxymethyl)-Z3-dihydro-oxazo io(3,2-ajpyrimidin-7-one;
240-(1,1-dimetlry1-propy1Fphenoxymethyq-2lytho-oxtimlop,2-ajpyrimidin-7- on%
52-(3.4-dimetlky1-phenoxymethyD-2,3-aridro-oxazo1op,2-abyrimidin-7-one;
2-0-isopropy1-3-methyI-phenoxymettry1)-2,3-thlydro-axazolo13,2-abytimidin-7-one;
2-(4-tert-buty1-2-methyl-phenoxymethyl)-2,3-thlydro-ocazoloP,2-alpyrimidin-7-one;
2-g,4-di-tert-butyl-phmo)ryrnethyl)-2,3-dihydnroxazolop,2-alpyrimidin-7-one; .2-[4-(1-methyl-1
-phenyl-ethyl)-pheaoxymettryl]-2,3-aydro-oxazoloP 10pyrimidiu-7-one;
214-(1-phenyl-ethy0-phenoxymethyl]-2.3adm-oxazolo[3,2-alpylimiciia-7-one;
2-(2-c.bloro-4-(1,1-dimeih)4-propy1)-phenoraethy1F2,3-thlydra-onzolo p,2-alppimidin-7-one;
2-(4-bromo-phenorymelhyl)-2,3-thludro-oxszoIop,2-alpyrimidia-7-one;
152-(4-th1oro-phinmrymethy1)-2,3-dihydro-oxazolo3,2-alpyrimidia-7-on%
2-(4-fluoro-phisoxymethyl)-2,3-dihydw-oxazolo [3,2-elpyrimiciin-7-one;
2-(3,4-didiero-phenoxymethyl)-2.3-daydio-oxazolo[3,2-a]pyrimidin-7-one;
243,4-difluoro-pheaoxymethyl)-2.3-dihydro-oxazolo[3,2-a]Maidin-7-one;
2-chloro-4-(7-oxo-2,3-clthydro-M-o=olo[3,2-a]pyiimidin-2-yirnethory)- 20benzonitrile;
2-(4-tifhioromWild-phenoxymelhyl)-2,3-dihydro-omolop,2-a]pyrimidin-7-one;
2-(3-tdfluoromethnxy-pbenoryniethyl)-2"3-daycho-oxazoI43,2-a]pynmidin-7-one;
2-(4-trifluoramethoxy-phonoxymethyl)-2,3-dthydro-oxonlop,2-abyziEnidin-7-one;
2-0,4-dimethoxy-phencpxymethy0-2,3-dihydro-oxszoloP,2-Cpyrimidin-7-on%
252-(4-cyclopenty1-phenoryme1hyl)-23-dffiydm-oxa7oro[3,2-a3pyrimidia-7-one;
2-(4-cyc1ohexyl-pbenor3methyl)-2,3 -dihydin-orazolo[3,2-a]pyrimidin-7-on%
2-(4-cyclabexyl-phenoxymethyl)-5-methy1-Z3-ditrytdm-onzolo[3.2-alpyrimidiu-7- one;
2-(4-cycloheryl-phe:noxymethy)-5-ethyl-2A-daydro-oxazoIo[3,2-alppimidin-7-one;
302-(4-cyclohexyl-phenoxymethyl)-5-tdfhpromethyl-2,3 -thlydro-oxezolo [3 .2- alpyrimidin-7-one;  20 
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fh¡øo(Cr{.aþlktl mono- c di-fluoro(Cr4{Þlkodq-C...)slbl,

(C¡4ro)slloxy(CoQÞkyl, (C5'C¡o)aryl, (C6"CroÞryl(CrC4ÞIkJ¿

pherylsulÊr¡¡l(Cûq)¡þ1, pncoyl¡ul¡¡y(CoC¡Þltyl,

phmfisufforyl(Ca Ca)slq4 (Ca{t)EJrcIoslky(Co-a)anrtl,

(C¡Ce)efæloalko:ríCùC{þXcyl ftteDxy(Cr{)al$ q -Co2CzIk

R¡¡ and R¡2 ate tho ssoc ú di ftfcrlt and indc¡cndally of øch olha ¡elected ftom the

gor¡p cûtrsistiry dþdloeE¡, CF3, OCFr, SFs, fluori¡c, ohlori¡e, b¡ooi¡ci CN,

stnþht u bnor,hed chri |r (Cr{20)aIkyI, ¡ul¡tit¡f¿d cr rmsubstitured

(Ca-CloÞEloalkt(CRrRt6)* subsÉtrÞd or rmsub$ilfed

((LCro)ry(CR.¡$¡þ eubstituted or tmsubstibfnd (C6Cro)".y1(Cr

Cr)cycloalryt, sobstiu¡t€d úì¡n.rr¡bltiñned (C,s-ClÐbicdic, substih¡bd or

u¡sutstitaÞil ¡áow"utyl sbgtiuúcd or r:lsr¡bstitrúcrt ¡ndsrtl, substit¡Þd or

unmbetitíed lrfraliry! suhstih.ted or rnírbsitæa bazoc¡clohcpyt staigtû

d brEDhEd c,bâin (Cl{æþlko:ry, subrtihrted or unmbstihúed (C3.

Cro)cycloatko¡ry, sr¡bdit¡tcd or uusnbstÌUtcd tehhydropyrary(CT.eR¡¡)^

nrlstit¡led or u¡ubstihúed (CcOro)aylorf¡ md s¡bsitrúed or u$bstitutcd

tcte¡oa¡yloqr ¡ad rvlcrein

. Eis 0 or I;
R¡ md Rro se the sme or diftrat ard indepøddly oføh oùq càosca

fomþrùopnor(Cr4ÞbI;
Ag¡ip, the stúEtibrmb o. sme ofthe grcops li¡terl for Rlr and R¡2 can bc sanc as the

oocs lisÞd fo¡ Ru sd Rrz d oy of thc $rilsble art æcogûizld sr¡b6tit¡cñ can be ll3od a¡

drsribÐd lc¡ei¡- For i¡sb!æ, said flrbstiû¡cotr arç sclcotcd Ê,oo tbc gror4 coaristiry of

ìaloga, straigfr or l'r¡ncÉd .h¡in (ClCtoÞXryt !hËry!, iDdåtryl ud imülazolyl Tbe

conpormd of foør¡I¡ (tr) c¡¡ bc ¡rr€s.ût in lh¡ fm of a s¡It AIro. thi¡ invedion

eoompesscs au e"o"tionor, sEltoisonlr ol s, trulooor or ¡ mocmio mi:O.rrc of c@¡o¡md of
fomulå(Ð.

Äs speciEc er<mples of oompornd ofôrmul¡ @, the following mopounds oay bc

enumerated withoú øy linitdions.

2{+itogapyl-phøoxynctr¡}2,3{ihydro-cxzolo[3p-aþyrinidbT-one;

2{+(1, lJ.3-eæmethyl-br¡tyt)-pheoo<pcüyll-2.3dihyd¡oox¡zolo[32+]-

pyrimidi*7-one;

2-[4-(4,4-dimethy1-cyc1ohexyl)-pheaoxymethy1]-2,3 -dihydro-oxava la [3,2-abyriaddin7-onq
244-(3,3-dimethyl-cyclohexyl)-phenoxymethyll-2.3-dffiydro-oxazolo[3,2-a]pyrimidin7-one;
5244-(4-tert-butyi-cyclolie:xy1)-phenoxymettry0-2,3-dihydro-oxazolo 13,2-a)-pyrimidin- 7-one;
2-(biphany1-4yloxyznathy1)-2,3-awdra-caazo1oP.2-alpyrimidin-7-one;
2-M-Outralaydro-pyran-4-14)-pb anoxyme thyl] -2,3-daydro-ox-azolo one;
ID2-(4-irdan-i-yl-prienoxyznethyl)-7,3-dkdro-orazoloP,2-abyrimidin-7-one; 2-(4-td cycle [3 .3
.1.13,7]docan-2-ylithenoncyrneihyl)-2,3-dihydra-orazolo pyrimidin-7-one;
2-(4-imiclaza-1-yl-phenoxymettry0-7,3-dthydra-oxazoin(3,2-a)pyrimidin-7-one;
2-(4-(I-phenyl)-cycLohery1)-phenoxymethyl)-2,3-dihydro-oxszolo[3,2-alpyrimidin-7. 15one; 244-cya
ohexyl-pheno xymethyl)-2.3,5,6-ietrahydro-oxazolo[3,2-alpyritaidia-7- one;
2-(4-tert-bulyi-phenoxymaity1)-2,3,5,6-tatrabydro-oxazolo[3,2-elpyritaidin-7-onq
(S)-244-cyclaberyl-phenoxymedry0-6-methylsulfanyl-2,3-thirydro-oxazoloP ,2- a]pyrimidia-7-one;
20(8)-6-benzenesulfouyi-244-cyciohaxyl-phenoxymethy0-2thydro-oxazoin(3,2- a]ppimidin-7-one;
6-benzenesuffiny1-2-(4-cyclohexyl-phenoxymedv1)-2,3-thaydro-oxazola [32- alpyrimidin-7-ona;
M-2(4-cyclohexyl-phanoxymethyl)-6-radhanesulfonyl-2,3-datydro- 25oxazoloP ,2alpyrimidin-7-ane;
(S)-2-(4-cyclohexyl-phanoxymethyD-6-methanes-ulfinyl-2.3-dihydrzfroxazoloP,2- alpyrimidin-7-one;
(S)-2-(4-cychtexyi-phenoxymethyl)-5-pheayls-ulfanylmetkryi-2,3-dihydro-orazolo[3,2-
a]pyrimidin-7-one; 30(8)-5-benzenesalfanylmethyl-2-(4-cyclohexyl-phanoxymethyl)-2,3-dihydpa-
oxazoloP,2-a]ppiraidin-7-one; and  
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2{3,1€rt-hryl-lbeoxyme*yt}Z,f Ai\Aro-orozoloB,2-alpyrinidin T-o¡q

Z(¿U+utyt-ple¡oxJrõcryD-2,3di$n-onzolot3åsl¡Fimid¡n-7dcl

2-[+(l,l{imethyl-popy}pherorpeúyll-2-3dihydm-orøoloBp-a]pyrinidin-7-
(mq

2-(3,4dimeÀyl-phenorynafyl)r-2.?¡¡y¿¡o-or¡zotot¡1,-sl¡ryrimidin-7-one;

2{+iso,popy'-3-methyl-p}moxyncth¡¡t}2,3ijhyd¡uox¡zolo[¡ )aþry;'",;.Ãlr-7-oo6,
2{+tur-btyl-Lmeful-pløoamafyt}ZJ-atydrooozoloF,Z.abdmi¡in-Z-one;

2{2,4d¡-Ert-b,t¡tyl:-IåEoiq'Ec'ltyÐ-2,3dh¡drcæælo[3p<Jpyrimidin-7-oaq

'2-[4(I-molhyl-1 -phcnytdþ]pbqrynethytl-2jdihydmoxazolo[3,2-a]

pyrimidi¡-7-oûe;

Zt+(l-¡leryl-ethy[pbcoonpøhyl]-2,3dihydro{Ëzotoþ,z-alp¡rinidia-7-og

2-C¿<å1úo4{, l{inrùl^pmpy}ptruorymct¡y1l-43{ilylm-oxzzolo

[3.2-aþninidia-7-onc;

2{4årooc¡heooryme{hy}2¡dìhtal¡Þo¡<azolot¡,Z.olpyrini¿in-Z-o¡e;

2{4+ü1qc¡bæo¡<f'methyl}23dibd¡o.qzolo[3,2-¡þyinidin-7<¡eE

2-(a-fluoro-¡høox¡mrlhyl)2,f <iþaro-wzolo [3,2-¡]py¡imidin-?<¡e;
2{3,4dicbloroahoox¡mcttyl)-2.3dihyùo{x¡zolo[32-u]Ð/¡ioidiÈ7-orß;

2{3,4difluoro-pùruoqmútÐ-2,3dihyùþ{xrzolo[32-s]grinidiÈtuao;

2<Âloro4(?-oxl-2)dù¡d¡o-Zg+.r¡zolot¡2-ah¡nini¿in-Z-yUdo¡V!

bc¡zouiEile;

Z{a^trifnorcur{hyl¡hcno>rynelhy}2,3dihydm-orøolo[3Øahyrin¡dirToc;

2{3-tifluconøtbory¡lcaolpc{hy}2,3¡¡ry¡ro-cazoIoI¡p.-a]p¡rinidin-7-oaq

Z(+tiÂuorcøcúøy-plmoxynet\d)-Z,iJüyiLoo<azolo132-¿Þyrimidin-?-onel

z{¡,+¿ioctho¡V-¡høonrmert¡¡t}Z3li\¡üeoxazolot:,Zalpyriml¿¡n-Zonq

2{4cyclopcutl-phcooxynAhylp3dihyùo-o<azof o[32-alpy¡inidin-7+æ;

2{a-cyclohoryl-¡bøot<¡mahylp? diþdm-mzoloB,2.alp¡inidia-7<nq

2{a-c¡cloùøryl-¡heuotqmáyl)-5-m¡{hyl-2,3dil:dm-oþzoloB2-RlpninidiD-7-

onEl

2-(aqcbhøryI-phenox¡nethy'þ-othyl-2,3dihyd¡ooxazolo[3p-a]pyrinidin-?-onq,

Z-(+cycloheoryl-phcooxfmethy}5-tiflr¡mmetþl-2,3 Jih¡drooxozoloB,Z-

aþninidin-7-oe;

21 2-(4-cyclohescyl-pherioxymethyl)-5-etitanmulfonylmethyl-2,3-dihyciro-oxazoloP,2-
alpyrimidin-7-one;        All of the above enumca-ated compounds au also present in the form of a salt
as well as an enantiomer, sicrthisomer or a tatrtomer thereof or a. mcemie mixture ihereoe all of-which
5are part of this invention_ More specifically, the following compounds em enunciated as compounds
of fonaula aD: 244-(l,1-dim.ethyl-propy1)-pheuoxymethyll-2,3-chltydm-oxazoIoP,2-a]pyrimidin-7- one;
102-(4-isopropy4-3-methyl-phenoxymethyl)-2,3-chaydro-mcazoIo[3.2-a]pyrimidin-7-on%
244(1-methyl-I -phenyl-ethyl)-phenoxymethy11-2,3-dihydm-orazolo(3,2-a)- pyrimidin-7-one;
2-(4-(1-phenyl-cfay1)-phenoxymethyl]-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one;
2-(4-cyclopentyl-phenwcymethy0-2,3 -thisydro-womol o ,2-ajpyrimi din-7-o ne;
152-(4-cyclohinyl-phetuncymedly1)-5-methyl-2,3-thitydm-oxazolo [3,2-aipyrimidiu-7- MC;
2-(4-cyclohe:xyl-phenoxymethyl)-5-ethyl-2,3-dihydro-oxazolo13,2-alpyrimidin-7-one;
244-cyclohexyl-phenoxymethyl)-5fluotomelhyl-2,3-avdro-oxazoloPaalpyrimidin-7-one;
20214-(4.4-climetlayl-cyclohexylkphenoxymethyll-2,3-dihydro-cocazoloP,2-a]pyrimidin- 7-one;
24144-tert-buty1-cyclohexyl)-phenoxymethy1)-2,3-thlaydro-oxazo1oP 7-one;
2-(4-indan-l-yl-phenorymethyl)-2,3-dihydro-oxazoloP,2-abytin2idin-7-onc
25(S)-2-(4-cyclolexyl-35-dimethyl-phenoxymethyl)-2,3-claydro-ottezolo[32- a]pyrinadin-7-one;
2-P-methyl-443,3,5,5-tetrameary4eyclohery4yphenotrymethyl]-2,3-daydroorazoIoP,2-alpyrimidin-7-on
e; (8)-2-(4-cycloheryI-pheruncymethyl)-6-isopropy-L-2,3-dihydro-mcazolo[3,2- 
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2-[+(4,4limethykycloho<yl)-phc¡¡xfnetbyl]-23dih¡d¡oox¡zolo[32+]p¡zinidin-

7-oq

2-[+(13d¡Eelhyl-cyclohexy]pbeno4rmetåyll-2,3dihyùooøzolot32-alpfimidin-

7-one;

5 }[4{+brt^b ,3di\¡üo-onzolof32-4-pydnidi¡-
7<ng,

2{hipbccyl+ylox¡'octtyi}2,¡¿ü¡tro<x¡zolo[32.eþ¡¡¡ímidin-?<no;

2-t4{EtãfJdm-py,rå¡+ylÞple¡ocyoobD-ZJdftd¡ooxazolot3r.ûl-Fy¡inidiu-7-

ote:

I0 2{+indan-t-yl-phao:rynøþ}2,}'dfud¡qor¡zoloBp.oþginidi+7-ouc;

?-(+ticydoB.3. 1.13,{decan-2-yl-¡heno:rymelþ}t3liþtu<xazoloBl,-al-

pnimidi¡-7<uc;

2{4-inidazot-l-yl^phcoolryneîhyl}z,3lihyd¡o-oxazolo[3,2"¡Jp¡¡¡ioidí¡-7+¡c;

2.(a{f-phay}cyc J-diþdm-owoloBp-aþrrimidin-7.
15 oDr;

2{+c¡æIohcxyl-phroo¡<ymctäfl>2,3J,Grdahydroo<Ezolo[32-¿Jø¡rimidin-Zma;

2{Lred-tutyl-¡hmo¡rf'oelüy1Þ23J,GtoUa\úo<xazoloBØeJpy¡iø.id¡+7-o¡c;

(S)2{a-cycloùexyl-pheaoxyndy}6ndylsulÊu/aJdihyùo-orozolo[3,2-

¿lpy¡iniditr-tue;

^ 
(Ð4b€ozeecsrffD4d-2{4-cJ¡clohoqd-¡b€û@s/Eßt¡yt>2"3{üyan-wzoto[f,z-

aþnimidir-7.mq

6-beozcnrsulfiryl-2{a+¡rcJoho<yl-phraqrSmeöyt}2,3{ihydrooxazolo [32.

olpyrinidi+7-onc;

(slz(@süs!ßtulftrryl¿¡dibyd¡o-
25 o<azolo[32aþy¡imidin-7.one;

(SlZ{¿+yctolqyt-l¡enonymc{hyDúmetbanesrLfuyl-23dih¡¡¡ftooltazolo[32-

oþyrinidia-7oc;
(S>2í-ct'Elohsry{-phcnoxynethylþ-phä/sfÊrylnsdryl-ælihj/ùD-onzolot32-

alpyrimidin-?-onq,

30 (S)-S-t=""-"".'t+-¡¡-'¿l.l-Z{¿-cy"tohryL}ff¡o$rnsfty}43

ox¡zolol33-a]pyrimidin-7æ; and

30a]pyrimidin-7-nne; 2-(4-cyclohexyl-phenoxymethyl)-6-(2-methoxy-ethyl)-2,3-thlydro-oxazolo13,2-
a)pyrimidin-7-one;  22 2-(4-cyclohexyl-phenozymethyl)-5.6-diethyl-V-diludro-oxezolo[3,2-a]
pyrimidin-7- one; 2-(4-cyclobexyl-phenoxymethyl)-6-phenyLndfanyl-2,3-dthydro-oxazoloP ,2-
abyrimidirk-7 -one; 5(S)-2-(4-cyclohexyl-pbonoxymeihyl)-5-hydroxymethy1-2,3-dalydro-oxarol o (3 ,2-
a)pyrimi din-7 -one; (S)-5-cyclohexyl-2-(4-cyclohexyl-phenoxymeday1)-2,3-dihydro-oxazolop,2-
alpyrimidin-7-one; (S )-2 -(4-cyc! ohex3d-pheno xymethyl)-5-0.-hydroxy-1
-weday1-ethy1)-2,3-dthydro- 10oxazolo P 2-alpyrini din-7-o ae; (5)-2{4 -cycl
oheryi-pbenamnethyl)-5-(2-hydroxy-ethyl)-2.3-dihydro-oxazoI o P ,2- alPYrimi din-7-one; (8)-2
-(4'-propyl-bipheny1-4-yloxyznediy1)-2,3 -dihydro-oxazolo p,2-a]pyrimidin-7-one;
(S)-2-(7,3`-dimethyi-bighenyl-4-ylorymethyl)-2.3-dihydro-o,utzolon,2-alpyrimidin-7- 15one;
(S)-2-(4'-tert-bulyi-bipheny1-4-71 oxyznethy0-2,3-dihydro-oxazolo p ,2- eThyrimidin-7- one;
(S)-2-(4'-ethoxy-biphenyi-4-34oxymethyl)-2,3-dihydro-oxazolof3,2-alpyrimidin-7-one; 0)-2-(2Lehrow-b
iphenyi-4-ylo xymethyl)-2,3-thlydro-oxazol 0 p ,2-abyrimi din-7-one;
202-0-cyclohexyl-phenoxymethyl)-5-elhyisrulfonylmelhyl-2,3-dihydro-oxazolop,2- alpyrimidin-7-o=
2-(4-tert-butyl-phenn xymethyl)-6 -ethy1-2.3-dthydzo-oxazol o [3,2- alpyritnidin-7-one;
(S)-2-(4-bicyclo[3.3.1]non-9-yl-pbenoxyznek0-5-fluoromethy1-2.3-dthydroorazoloP,2-aippimidin-7-one;
(S)-2-(4-tert-butkpb en oxymehyl)-5-methoxymethyl-2,3-dihydro-oxarnlo ,2- abyrimidin-7-one;
(8)-2-(4-tert-butyl-phenoxymethyl)-5-fluorometrayl-2,3-darydro-ootazolop,2- abyrimidin-7-one; 
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Z{4-cyctobroçl-phcoo><¡rmeüyl)-5+.tha.esultuytoct}91-þdihl fto-w¡lot32-
aþtrimidin-7+æ;

All of lhc aboye cûum€rôd cmpornds eu also preseot fu, tbc ôrm of e salt as qell

as aa conaliorner, slctui¡omsr or a hutmer fbcreofar ¿¡¿cemic niúrl€ thÊrEoq all ofrúich

are part of d''i* invemion-

Þfore s¡ecifically, Èe õlluwing ooa¡ouuds a¡Ë cDr¡rDc(dcd ¿s æElþ¡¡lds offrruul¡

@:
2.t+(t,1@dhy&ecxazolo[3¡-¡]pÍduídi¡-7-
oDe;

2{+isopopylA-núy1-pheoc¡tmcfhyl)-Z3lihyùo<xazolo[3,2.oþyrinídin-7-onq,

Z[+(1 -øclhyl-l -phøyf+þ]phcaorynøthy'l-2,3{ihydm-omb[r,z-a]-

ffio¡iAn-Z-mc;
z-[+(l-pþldyi)-Phsto)<r,Delhy!-¿3dihyùo-onzolo[3]+þrrinidin-7-oq

Z(q-qaføeoûyl-phca@qrncùylZj -dft¡úooxazolo[32.s]Fyrio¡di!-knc;

?-(aqpbhuytahaax¡ødy1}5-Ecdryt-2¡d@oæzolo [32<Jg¡inidirT-
OE;

2{a-cyclolrr¡l-pbøotryactüyl}5+thyl-2Sdhydrcox¡zolol3j-¡h¡inidirT+n¡t

2{a-cyclohoryl-phenoxyuøfu}tEifluo¡w¡&¡¡l-zJiil¡d¡o-ox¡zolot3,2.

aþyimidin-7-onq

Zt+(+.@-U,f ¡iny¿m-o<¡zoto[3],-aþninidin-

7<np:,

,{4{4-tcrtå'tyl<dohc ryt}ph{oq/'n.rhyr)-.3¡l¡¡Uro-o>ozolol¡2-¿I-py¡inidin-
1+nq,

ã+i¡da-1-yl*heoq¡toetby}Z3-dibrdm-ûxlzolo[3,2-øþtrinidin-?<E
(Sl2{+c¡olo}o<yl-3Jdimelbyl-pheao<¡¡methyl)-2,3dihydro+x¡zolo[32-

alpyriuidir-7-one;

2-[3-net\d4{3 J,tsetan4-c¡,t'loboryt}plcooc¡¡nctþl]-2,3{ú¡úo-
oxazolo [31.-aþyrinidir-7-øe;
(S>2{4{TElohtrtl^pbsÐ¡:r¡'melhy}Éisopopyl-t3liþdrc-onzoloBp-

aÞÃimìdiÊ?-nei

2(a+yclohexyl-pheooxpahyl)-6{2-meeox5r+lhyÐ-43-dihydm'oxazolo[3J-

aJ¡yriniai,u-7-oao;

)-2-(4-Int-butyl-phenoxymethyD-5-ethyl-2,3-thaytho -oxazolo [3,2-a]pyrimidin-7- 30one; and
2-(4-cyclobra4-phenoxymethyl)-2-methyl-2,3 -dillydro-oxazolop,2-alpyrimidin4-  23       As noted
above, any of the above enumerated compounds can exist in the fa= of a sah or as an enantiomer,
siereoisomer or a tulle:mar or a z-aremic mhrtare; all of which are part of this invention_ In another
embodiment, es examples of stereosperMe isomers, the following 5 compounds encompassed by the
compound of formula (1) may be enumerated:
2(S)-(4-bromo-phenoxymeriEry1)-2,3(8)-dthydra-oxazo1op,2-a]pyrimirlin-7-onm
2(S)44-0,I,3,3-retkminethry1-buty1)-phenoxymethy1)-9,34Athydro-oxazolo[3,2-a]- pyrimidin-7-one;
2(S)-(4-tert-butyl-phenoxymethyl)-2,3-dilydro-oxazolo[3,2-ajpyrimidin-7-one;
la(S)-244-(4-trifluoromethyl-phenoxy)-berayloxyl-2,3-dihydro-oxazolop,2a]pyrimidin- 7-one;
2(8)-(4-cyclobeacyl-phenoxymethyl)-2,3-dihydro-oxazolo(3,2-abyrimidin-7-one;
(S)-2-(4-cyclohexyl-phenoxymethyl)-5-ethyI-2,3-dihydro-oxazolo[3,2-alpyrimidin-7- on%
15(S)-2-(4-cyclohexyI-3-methyl-phenoxymethyl)-2,3-raydro-oxezoIop,2-alpyrimidin-7- one;
(S)-244-(3methyl-cyclohexyl)-phenoxymethyl]-2,3-arydro-mcnolot3,2- alpyrimidin-7-onm
(S)-244-(4.4-difluom-cyclohexyptinenoxymethyl]-2,3-dillydro-oxazolo[3,2- 20ajprimidirt-7-one;
(S)-2-(4-eyelohexyloxy-phenoxymetliyI)-2,3-clihydro-oxazoIop,2-alpyrimidin-7-one;
(5)-2-(4-phenoxy-phenoxymetbyi)-2,3-clEtyclro-oxazoIo[3,2-alpyrimidim7-one;
(8)-241-bicyclo133.1]non-9-yl-phenoxymettry1)-2,3-dthydro-oxazolo[3,2-a]pyrimidin7-onm
(S)-2-(41-tert-butyloxy-phenoxymethyl)-2,3-dihydru-exazoloP,2-abyrimidin-7-one;
(S)-2-(4-bicyclo[33.1jncm-9-yl-phenoxymethy1)-5-e1hyl-2,3-dilydro-oxazolor3,2- a]pyrimidin-7-one;
(25,6R)-2-(4-cyelohearyl-phenoxymethnnethyl-2,3,5,6-tetrahydro-oxazoloP,2- alpyrimidin-7-one; 



n

z{Acyclohoryt-phøoam.elhyl)-5,6dieÉyf -2,3iildrD-ondlot3r,-al pgíúidiÈ7-

ole:

Z(l-cyclotoq¡t-p¡enoÐ,nethylþ-phtdyl¡t¡IËûyl¿¡1fu&o-ot<¡zolo[¡ 2-
alpyrimidi*?oe;

s (Slã+cfolohelçf-plc¡oxymethyl$hfùox¡¿nethyl-2,3dibydtcoxrzoloþ,2-

aJpyrinidin-7.oe;

(S)r5t¡tclohoryf-2{a+yclohoryl-phÊnox¡,fflty}23dih¡úcolozolot3'z-

aþyim¡<ti¡-7-oac;

(Sf2{f-cycJohexyl-pheaorymqt}yf}5{1-hyd¡o¡ry-t -nølyl+åy[}!3dibyúÞ-

lo oxazoloB,2-algyrimidi¡-7<uc;

(Ð-Z(C{ttclohcrryt-Phßúovneúyt>s{2-þùoxy+thy}2,3diþdm-uazolo[3.2-

alpyrimidin-7-mq

(S!2{4'-pofyl+iphe¡yl+ylorymethy')-l3diþdrooxazolop,?-alprínidin-7-oq

(S>2-C2'3'diosúyl-br'pher/a-ylox¡'mahylp3diþd¡coxrzolo[3]<]pyrímidìn-7-

15 o!c;

$)2{a'-tat-burfl-bþhcoyl+loryuethyt}2,3-dihyùo+xazolot¡,2-¿lpy¡iniain-Z
ûre;

(Ð-ãa'<ho¡ry-biphøy4.ylo:rpe{hy}2,3{ih¡dto<røzolopl-e'lpyrinidín-7oc;

(5|Z(z'-chlom-biphay'4-ylox¡mcthy)l3dihydro<nazoloB2+lpyrimidi¡-7+¡c;

zt 2{4cyclolaryl-pheno¡çne'thy}5+lbylsule¡yhethtla3-dihydm+nzolo[3,2.

aþyrinídin-?-onq

2{4trùûyt-¡lhcûo:rynerþlþ<{hyl-2,¡iih¡ld¡o-oøzolo[3f-aþyrimidin-7+nc;

(S>2{+bicysbF.3.llnm+yl-pbøoxyaethyf}5-fluoronelhyl-2,3iihydro-

onzolo[32-aþ¡¡dmidin-7o¡c;

z5 $12-(+tca-butyl-¡baoxynclþlþ-melho<¡me*hyl-2¡iirydn-@øzrlot32-
¿lpy¡iøidir7<¡c;

(Ð-ã+Ert-bûj'l-phenoxymelhylffluormúyl-2'3¡t¡t¡m-c¡zolot¡2-

aþyriuidin-7-mq

(S|2{+tat-hnyl-phenoxymeby}5+hflaJdihydm-oxazolo[3,2-aJpyrinidirT-

30 onEl erd

2(@ -dihydm-oxazolo[32¿lø¡¡imidirT-

oDe'

30(2.8,65)-2-(4-cyclohexyl-phimoxymethyl)-6-methyl-2,3,5,6-tetrahydro-oxazolorl,2- alpyrimidin-7-one;
21 (S)-2-(4-cyclohexyl-phenoxymethy0-6-methyl-2,3-diErydro-oxazoloP,2-abylimidin-7- one;
(2,5,6R)-2-(4-cyclohexyl-plaenorymethyl)-6-ethyl-2,3,5,6-tetrahydro-oxazolo[3,2- a]ppimidin-7-one;
5(2S,65)-2-(4-cyclohexyl-phenorimethyl)-6-ethyl-2,3,5,6-tetrahydro-oxazolo13,2- alpyrimidin-7-one;
(S)-244-(3,3,5,5-tetramethyl-cyclohery1)-phenoxymethyll-2,3-dihydm-apcazolo[3,2- a]pyrizaidin-7-one;
(S)-2-(4-cyclohexyl-phenoxyrnedy1)-5-propyi-2,3-chitydro-oxa7olo[3 one;
(6)-2-(4-cyclob.exyl-pheno2rymethyl)-5-phenyi-2,3-aydro-oxnzoloP,2-abyrimidin-7- one;
(S)-244-(4tert-butyl-phenoxy)-phenorimethy1]-2,3-thlydro-oxaz61oP,2-elpylimidin7-one;
15(S)-2-0-cyclobexyl-pbenoxymethyl)-7-coco-2,3-thiydro-71-torszolo[3,2-ahapimidine- 5-carboxylic
acid ethyl es-leg (S)-244-(4-cyclohexyr-phenoxy)-phenoxymethyll-2,3-dthydro-oxezoloP,2-
alpyximidin-7-one;            (S)-2-(4-cyclokexyl-phenoxymethyl)-6-ethyl-2,3-dihydro-oxazolo
[3,2-a]pytimidin-7- 20one;
(S)-5-ethyl-244-(3,3,5,5-tetrametityl-cyclohexyl)-phenoxymettod]-2,3-dThydro021BZ010
[3.2-4yrimidin-7-one; M-2-(4-pentedinowsuifur-benzyloxyntethyl)-2,3
-dihydro-oltazolo[3,2alpynimidin-7- one;
25(S)-5-eihyl-244-(3,3,5,5-tetraraethyl-cyclohexyl)-phenorynnethyli-2,3-dihydro- oxazoin[3,2-alpyrim.
idio-7-one; (S)-2-(4-cyclohexy1-3-isopropyl-phenoxymethyl)-2,3-thaydro-oxazoloP,2-
alpyrimidin-7-one; (S)-2-(4-cyclohexyI-3-ethyl-phenoxymethy0-2,3-dffiydro-oxazolo[3,2-a]pyrimidin-7-
30on% 



zt

As loted ¡bovo, my of lhe above earuclúd oom¡ornclr can cr.ist in the õn of a

slt r as an or at{¡toøcr or ¿r¡¡aic nixfue; all ofvÅich oto lut
dthis invatio¡-

In aoúer emtodimco! æ exaryles of sæ¡ospecifc i¡ooers, thr following

compormils øoooçnssed þtùc c,oapcrnd offormula @ nay be a¡mËrde¿

2(Sfia'honoahencyoeeyltf g)4ft¡dro-oxazotol32+]pyrimidin-7-øE,

Z(S)-t¿{, tJJ@-¿3dürd¡o-oxszototJ2.ol-
p¡ioidin-7<nq

2(Sx4-totåutrl-lh€o¡rynettylZ3lih¡ùqoc¡zolo[31.ø]p¡rinidin-7-oe;

(S|2-ta{a-trifluomorùy'-phcao<y}bæyloxyl-!^aiþAroonzolo[3,2oþ¡¡dmid¡¡-

7<ne;

2(S[a-cycloboryl-¡lcnoamethy]13-di\¡iLcorazolo[32.e]p¡¡¡imid¡¡-7<¡eç

(SlZ{-cyaobryt-¡tcoouq/Ec6yI}5+thyl-t3diþùuc¡<¡zolo Þ2-a]g¡i¡idi¡-7-
mE,

(S}z{+cycloh¡xyl-¡-røhyl-pheao<ynøfyl}2,3{ft¡droo¡r¡zolo[3?-¡þ¡¡inidin-7-

onE;

(S)-2.t4{33dináh¿-oyclohörrl)-¡hmoxyneúyll-2,3dh¡ùo-onzolo[3,2-

aþrrimidín-?+æ;

(Sl2t+{a,adifluom<yclohøryf}pbaon'nctüVll-2,¡¡lry¿rc<r¡zalot¡2-

elpyrimidfuT.oc;

(SlZ{-c¡totøcytoxyAbruor¡tmtly}Z,3dihydro-ox¡zoloBp-aþyrimidia-7-onc;

(S)-Z{+pnøo*y¡tøm¡nc@ Z,3dihy¡ko<rx¡zolot33-¿lpy¡inidin-?-onc;

(S!2-(+biryDlotJ3.llnon-Fyt-pbenoxynøþl}2"3dihydro-oxazolot¡/.aþfiniain-

7-o¡c;

' (S>2{+tÊÍ+úylol<¡lh€øox}lmetht}2J^dibdm-oxazolol31"a]gyrinidin-?os

$)-2{a+icyclo[33, l]nø-]yl-pheooxyorhylþ+lhyl-2J{ihyùo-æzolo[3,2-

alp¡imidin-?ûE;

(2S,6R)2{4<ycloìràqdThtu¡rrtnedryl)+Ecltyl-2J,5.Grcrahy&ocazolo[3,2-

aþ¡imidi+.7oc;
(2S,6s>2{-cyslohqryl-plao¡<J'Drhy}Gne{byl-2-3,5,Ét*ahyùo-<xazolop,Z-

alpyrimidin-?-dE

(S)-244-eycloheryl-plienoxymethyl)-5-cyciopropyl-2,3-dihydro-oxazoloP,2- abyriaddin-7-one;  25
(S)-5-n-b aty1-2-(4-cyclohexyl-phenoxymeavi)-2,3-thaydro-ox azolo P ,2- abrimidin7 -one;
(S)-2-(4-cyclohEacyl-phenoxyme lhyl)-5-cyclopentyl-2,3-thily dro-oxazo lo [3,2- a]pyrimidin-7 -one;
5(S)-2-(4-cycl ohexyl-pb enmmethyobuty1-2,3-difryclro-oxemio (3,2- abyrizaidia-
(E)-244-cyclohexyl-phenoxyrozthyl)-5-fluo rometbyl-Z3-darydro-oxazolo [3,2- nr.;
(S)-2-(4-cyclohexyi-phenoxymethyl)-5-mithoxymethyl-2,3 -dthydro-ocazoIoP,2- 10ajpyrimidin-7-one,-,
(S)-2-(4-cyclohmi-phenoxymethyl)-5-(I-fluono-1-melfryi-ethyl)-2,3-chlrydrooxazoI03,2-qprimidin-7-one;
(S)-5-flufammethyl-244-0 .3,5,5- tetra ethyl-cyclaltexyl)-phenoxymethyl]-2.3- dihythu-oxazolo
[3,2-aipyrimi din-7-one; 15(S)-2-(4-bicyc1o[3.3
.1)non-9-34-phenoxymede)-5-methoxymethyl-2,3-ctlydro- o x awl [3 ,2-ajpyrimi din-7-one; (S)-2-(4- b
ioycl o (33. linon-9 -yl-phenoxymethyl)-5-methyl-2-,3-dthydrrfromo I o (3,2- a]pyriraidin-7-one;
(S)-2-0-bicyc10 [33.1] non-9-yl-plieno xymethy1)-5-butyl-2,3-dihydro-wcazoio [3,2- alpyrimidin-q-on
(S)-2-(4bicycl Et [3 3.I izton-9-yl-phenoxymethyi)-5-cyclopentyl-2,3 -ifilrydroaxon P
,2-almnimidin-Tone;
(S)-5-mishyl-2+1-(I,1,3,3-tetramethyl-buty1)-phenoxymethyl]-2,3-thlydrooxiszolop,2-alpyrimillin-7-one;
(S)-5-ethyI-2-14-(1,1,3,3-tetramethyl-butyl)-phenoxymetlayi)-23 -thlydro-oxazoI o durimidin-7-one;
(S)-54 iuoromethyl-244 -(I,-tetTamethyi-buty0 -phenoxymethy11-2,.3-dihydro- oxszolo
P.2-ajpyrimidin-7-one;
(S)-5-metlioxymetlkyl-244-(1.13,3-tetiamethyl-buty1)-phenoxymethyl-2,3-clihydra. oxamla 13,2-
alpyrimidin-T-one; (S)-2-(4-cyclohacyl-pheno xymethyl)-5-ethoxymay1-2,3-dilaydro-oxazo lo [3,2-
alpyrimidia-7-one; 
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(S)r2{a+ycloh¡¡tyhhmoc¡¡ne{hvl}Émethyl-2,3diþtr:hooxazolot32.6}ryrinidir?-

0ûe;

{2S,6R¡-Zlaqaoboryl-pbøoxynetþ}6'ethyl}3,S,eeUah¡tdrc-oxazolot3,Z-

aþtrimidín-?oe;

5 C2s,6Ð-ãa<ycloì¡¡<yl-Èaoxrrnethylþ+lhyl¿3,5,Étct¡ahdmoxømlo!3:2-
alpyrinidir-7-oac;

(S)-2-ta{JJ,5-t*aneth¡tl-cycfohory}pbcooatnethyll-13-dihydrc-orszobp2-

alpyrioidin-7<ne;

(S)2{a<yclohor¡'l-¡htaoatneúy}tpopyf-43dÏyùo<rrazolo[3,2-s]p¡'rinidin-?-

l0 oÀe;

lÐ-z{+cJrclohsryl-Fhcm¡<J'ogüy1Þ-pheoy'-2,3dÌLyúaoøzolo[32-sÞy¡i¡¡di¡-7-

o¡e;

(S)2.t+(+tertùutyl-phøørylphenorymeth¡{-2Jdihyd¡oox¡zolot3,2-olgyrididin-

7<æ;

l5 (Slz{+c},clohc¡ryI-plcooxpotåyÞ7-cxe2¡iihtdrc-7Hq¡zolopl,-slpyrinidine-

5-cuùo:rylic acid eåy' escq

(S)2.t+(a<yololexyt-pheooxylpbcao<¡mcúyll-2.3dihydmoxazolo[32-

aþyrinidirT-onc;

(S)2-(kydoleryl-phmoxtner$¡6+tþl-!3dihy&o<rozolo l32-¡þltrinidin-Z
2Ã onq

(S)-5dhg-2-t4{3.3,5J-tetr¡ncrhyt+f'tlohexyl)-plcoo<¡mct$l-2¡düyúÈ

oxazolo þ,2-al¡yrioidin-7-ono;
(SÞZ{+¡e"'t-¡nqowlfu-tenzyloxyucthy}t3 ¡it¡ttoox¡zotot¡laþnimidi+Z
onE;

2s (S!5<tùyl-2.[a{3,3,5j-þeûs1h9+ycloh.xyf}pbæox¡'nclþ[-2,3-diþilm-

orazolop,zalpyrimidi¡-7-o¡s,

(S!2{a-cyclohoryl-3-isopopyl-phøoxymetåy}2,3dihydro<x¡zolo[32-

aþyrimidinl-one;

(+2{+cÊoherryI.3+Oayf-pheoo<¡tnelhyl}23¿inydm-oxazoloþ,z-sþ¡inidiwT-

30 otrq

$|z{a<ycloharyl-¡bcaoxymcóylfs-cyplop¡opyl-29-dihyùo-o<¡zolo[33-

alpyrinidirT-ouc;

26 (S)-244-(4-isopropyl-phe:noxy)-phe:noxymethyl]-2,3-dihydro-oxazolo[3.2-alpyrimidin7-one;
(S)-2-(4-bicycloP.3.1jnon-9-yl-phenoxymethyl)-5-cyclopropyl-2,3-dihydrooxazo1o3,2-alpyrimidin-7-one
; 5(S)-2-(4-bicyclo[33.1]non-9-yl-phe:noxymethyl)-5-isobutyl-2,3-thlrydru-orazolo[3,2-
a]pyrimidin-7-one; and
(S)-2-(4-cycIohercyl-phenoxymethyl)-5-etTioxy-2,3-dthydro-oxszolo[3,2-a]pyrimidin-7- one;
Again, all of the above emtmerated compounds may exist in the form of a salt as 10descdbed herein,
all of which are part of this invention. hi another e:mbodiment, a few other specific examples of
stereaspecific isomers within the scope of the compound of formula (II) without any limitation am the
following: 2(R)-(4-hromo-phenoxyrnethy1)-2,3(R)-thlrydm-oxazolo[3,2-a1pyiimidin-7-one;
2(R)44-(1,1,3,3-tetrametEryi-buty1)-phenoxymethyli-2,3-dihydm-oxazolo[3,2-a]-  15pydmidin-7-one;
2(Rrt-butyl-phenoxymethy1)-2,3-dihydro-oxazolo[3,2-alpyrimidia-7-one; and
2(Rlohexyl-phenoxymethyl)-2,3-aydro-oxamlo[3,2-a]pyrimidin-7-one. Again, all of these compounds
can exist in a variety of different salt fomm as described herein and all of such Falls form part of this
invention_ 20In another embodiment, the compound of this invention can be represented by formula
111:  wherein: is a double bond; 23R2 is hydrogen, CF3, straight or branched (Ci-C/Oalkyl, (C'CiOaryi
or (Cs.C10*Y1(C1-C4)alkyl; if RD is attached to the aromatic ring, thee 
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(SlS-¡-botyl-Z{¿-cyctolsryt-¡tcnoqrEßúy'}2,3dihydtooxozolo[32-alp:¡inidin

?-onq

$)-2{a-cyuloboryl-¡üøtryncthyl}5<fæIo¡edyl-43{ihyùo-orazoloBl,-

aþtrinidín-?-orc;

5 (S>2{4-c¡rEloher¡l-plcaorqmethy}5-isobutyl-2,3dh/m-omlopl-alpyriuüli*

7<¡q,
(SlZ{+cfolohc*yl-lhøoxrmshy}S-fluo¡w{yl¿¡{¡h:d¡o+xazotot¡r-

abùiúidir-kDE; 
.

(SlZ-(n<¡cUno<yt-ptøoryneÉylþ-EÉû¡qmcthyt-43 dihydm-oxazolo[3],-

lo eJ¡yrinidieT-onq

(S>2{4-stçlohsq¡l-pü.!o,q'melùtD-5{l-f, uorc-f -nú¡l-cthy}2.3{ürdrD-
oøzolo[3p-aþrimidir-7<rc;

(S)"5-nuorometh¡d-2-t4{3¡,t5-frsEottykyolobs<yl)+h¡nor¡rmahyl-23-

dih:/eeorazolot32-o]p¡¡¡imidin-7<ne

15 (S)-2{a+iuycloB.3.1Jnon-9-y'-¡!øox¡'mceylþ-merhon¿mcthyl-2,3dihyùo-

oxazolo[31.-aþnimirlu-7-one;

(8!2{+bicyoloþ3.Ilnon-9-ylahrnorq¡methyl)-5^nethyl-2,3ifuúo-ox¡zolo[3,2-

alp¡ini<lir7-mq

(S}.2{+bicplo[33.1]non-Fy1-¡hcoox¡metlyI]5ùrtyl-t3dihvùo-@Gzolot3r-

2Ã al¡¡nimidin T-onc;

(S!2{+hicyclo[33. t]um-]¡dabruoryucthy]5<¡Jaeoryl-13 dilûJùÞ

o:omloB,2-alpyrimidirTone;

(S).s-ndyl-z-[A(I,1J"3-ÞùaÐothyl-ùuty]phøoamerhyll-2,3dihy¡ùo-

oxazolo[3]+þ¡imidin-7<nc;

25 $15-ethyl-2.[a{,þ,r+teetyttty}¡hoorryncthy']2.34júrydrcqxtølot3?-
aþ¡imidirToc;
(Sþfluoroacttyl-2.[a{L 133-ærmethyl-htyÐahmorymahyl]-t3dihyùo-

or¡zolo[32.eÞ¡¡¡imídín-7<nel

(SlS-nsüCIqmcüyl-2.t+(1,1 3,3-tetrmethyl-btylÞÈsorynetryll-Z3dihydn
lo oxalolo[3J-a]primidin-7.oq

(SlZ{¡<yA¡¡¡¡cyhnø¡¡rynEfhy}5+tbf,rynúyl-2,3¡ilVd¡cmzolo[¡2-

a},y¡iniditr-hnc;

27 R13 is hydrogen, CF3, 0CF3, fluorine, chlorine, bromine, (CI-C4)a11y4, (C3-C4c3cloalkyl or
(Ci-C)alkoxy; if R13 and Ri, are l'oth attached to the satunited ring, then Ris and R-14 are the same or
different and independently of each other chosen from hydrogen, (C1-C4alkyl or pheny4(CR3R10).; or
R13 and R14 taken together with the carbon atom or carbon atoms to which they are attached form a
substituted or unsubstituted Cs-Cs earbocyclic ring; and wherein m is 0 or 1; 10R.3 and R10 are the
55EUC or different and independerdly of each other chosen from hydrogen or (Cres)alkyl.      As
noted above, The substituents on some of the groups listed for Ris and R14 Call be the same as the
on lined for Ris. and 11/4 or any of the suitable art recognized substituents can be used as described
herein_ For instance, said sabstineuts are selected from the group 15 consisting of halogen, straight
or hunched chain (C1-010)alkyl and phenyl. The compound of formula MO can also present in the fon
of a salt Additionally, the compound of formula (Ill) can be present as a specific monomer, steno
isomer or a tantomer or as a meanic mixture; all such forms re part of this invention.           As a
specific example of the compound of formula (TII) without any limitation, the 20 following compound is
enumerated: 2-(mdan-5-y4oxymeityl)-2,3-dflrydro-oxazolop,2-alpyrimidia-7-one. The above compound
can present in the form of a salt or as an condoner, stereoisomer or a Mutomer or as a racernic
mixture.           In another embodiment of this invention, the compound of this invention can be
25represented by formula 1V:                       rN3-/ R2  



xÃ

(s|2.[4{4-iropop¡'l-plenoxy}pheno:rynøhyl]-f3diþùo-oxazolotS2-¿hy¡inidin-

7+nçì

(S).2{a-hicydo[3.3. I ]'*'n-9-yl-lheaox¡mcthÐ-5<¡clogogyl-2Jdihytu-
oxazolo[3,2-aJp¡imidin-7<aç

s (S>2{4-b,icyclo[33.1]non-9-ylaheno:rp.ethy[5-isobuyl-t3dürdm-oxåzo1ot32-

alp:¡rinídin-7<ne; and

(SlZ(+cyclohoryl-phcoo4mcûyl!5<óoxf2J{¡hyúooxazolo[3,2-aþyrinitlin-7-

onc;

AQaí4 all d the above e.mmaal¿d compornds nay ail in thc ñm of a s¡It as

10 &sribcdhcrdD, 8tl ofwhic.h arepat ofûis invcalio-

I¡ "* ther emtodime¡l a few other specific a"'"plcs dstaeoqcciEc isomus within

lhc rco¡e ofthc com¡rcmd of foøula @ witÉorl ay limitetion ao fbc followirg:

2(R[4-hono-phraaxyrneúy'>2¡ß)dfrtd¡o{øzolo[32-sþ¡nimidin-7-oe;

2{R}I4{1,1Jr-ten€tftyt-hty}phøcx¡,nøthy[-43{ibrdm-mzolo[32<]-

t5 ¡yrinidin-7one;

2ßX+ac-b¡lyl-ph¡noxyoahy}2Jdiþdrooxazoloþ,2-alpyrinidi*7-oac; ood

2{R}(a<yclohc*yl-¡bcaot<pcthyl}23¡f¡hy¿¡oo<¡zoloFZ-a]py¡iøidi¡-7o¡p.

fuaia all of Écse ooøponods ca ais in a variøy of,dift¡er .slt f."'"s zs dseibcd

hsein and åll dsr.uú. sahs.È'mpat of thi¡ invedio¡-

20 In motber eûH¡m¡d! úe cm¡oucl of this i¡vrutioa c¡u bc ¡rp¡rscúd ¡y foøula

Itr

"ç-Yi-" 
*ÐlQ*.

whercit

rs a d(f¡Dle En4
?5 R¿ i¡ hyeogeú, G3, shaight d húched (Cr€roÞIkyl, (C6Croþ¡yl r

(CcCrolq(CrQÞIkyl;

if R¡3 is dhoüod b lüo arooaric ring ff,a.

q ([)

wherein:    is a double bond;       2B R2 is hydrogen, CF, straight or branched (CI-Cui)alkyi,
(C6,C10)aryl or (C5,Cuaeryl(Ci-COalkyl; if Ft.13 is attached to the aromatic ring, then RD is hydrogen,
CF3. OCF3" fluorin; chlorine, bromine, (CI-Ci)allcyl, (C3-C)cYcioa1ky4 or (Ci-Caalkoxy; if 1Z13 and
R14 am both attached to the saturated ring, then RD end B.14 are the same or different and
independently of each other chosen from hydrogen, (C1-C4)alkyl or phenyl(CR9R0),-, or RD and R14
taken together with the carbon atom or carbon atoms to which they are attached form a substituted or
misubstituted C3-C6 earbocyclic ring; and wherein misOorl; Rs and RN are the same or different and
independently of each other chosen, from hydmgen or (Ci-C.i)allryl. 



TI

R¡3 is þdtogø, 83, OCF¡, fluo¡inc, cåIcine, brsnirc, (Ct-q)alryt,

(C¡{ø)sfcloalkyl c (C¡{alølkory;

ifRr3 aod.R¡r a¡r hoú dfachcd to the súmtedúng úa
R¡ md R¡a aroúo sarac û d¡ftretrt tud indrye.rdmtly dach mh¡r chosca tod

J hyúogtu, (C¡Ca)alþl or phøy{R¡P.¡¡þ or

R¡¡ a¡d R¡r takco ùgelho wirh úe carboo @E or c¡¡öol @Es to which ûcy are

gttrfrd fm ¡ substiû¡led c usubstibßd C3-q erbocycJic ùg; eld
rrhaein

mis0orl;
I 0 R¡ md &o ae tbc saoe or difpmat a¡d ¡ldcleûdeslly of ezc,b. olher c,hosø

fom \dro gca c (Cr-C¡)aIkÊ

As noted ahûr,e, rbe s¡hstiû¡cÐLs on some of thr goup listd.br R6 and R1a co" þ
1àc ¡ame ¡s tbe oË listrl fr¡ Rr¡ ¡¡d R¡¡ or aoy of lhc $¡ibble ¡rt rEcôg[izEd sutctitueûh

c¡¡ bc ¡¡scd s.s des€fibod ¡¡reiD- Fc insbncc, ¡¡id 5¡fo1i¡¡*6 ¡¡t sclo@d ûoo fho gotp

15 ooosifirg of halogro, strsight G hnnrhed ch.i. (q410þlkt¿ md p!øyt Thc oom¡ouad of
foøul¿ 0lD cÐ, aLm Frt¡€ût in tbc ç'-" of a slr ùe oooporud of frørilo
(Itr) ca b€ pr€âed as a sp*,i6o e¡¡¡tiomcr, sle¡ooi¡mer or a lal¡arncr ú as a Écemic

Db<ü¡te; all $¡ch f^""ß ùe Frt of this ilveotion-

Às o rycoiño eø¡le oflhe cmpormd of.fr'mulz' (rrÐ wiflcrú åtry h''"iHioñ, üe
2Ã ñUowingc@pouldisø¡¡¡øæd.

2{nda^9lorymcfty}¿¡¡ihy¿¡o-otazolo[3å¿]pytimidin-7oe,

Ihe abcve cmpound ."" ¡reserc il üo frro of ¡ salt or ¡s otr cûstrtioocî, stræoisarmcf, û I
l¿¡¡bmer or as a úcemic míxture.

I¡ Esûa ?Dbodimcdf of úhis inveútiq the compormd of rhi¡ i¡veortim c¡n be

?5 rtpresemed by fqaula IV:

(fv)

"Y\">,'bQ*.
Yn-q

wúerei¡r

r.!¡ a (louDlc bor4

15The substituents on some of the groups listed for R13 and R14 can be the same as the ones listed
for R13 and R14 Cr any of the suitable art recognized substituads can also be used as described
herein_ For insine, said s-ubstituents are selected from the group consisting of halogen, straight or
blanched chain (Creto)alkyl and phony/. The compound of female (IV) can also piesent in the form of
a salt Additionally, the compound of lama& (IV) am be 20par...calf as a specific enantiomer,
stemoisomer or a tautomer or as a racemic mixture; all such forms are part of this invention_ As a
specific example of the compound of formula (01) without any Limitation, the following compound is
enumerated: 2-(516,7,8-letrahydro-napidhalen-2-yloxymethyl)-2,3-dihydro-oxraolo[3,2-
25a3pyrimidin-7-one. The above compound can present in the form of a salt or as an enflame,
stereoisomer or a tautnmer or as a racemie mixture.      In yet another embodiment, the compound of
this invention is represented by the faanttla V:  29 wherein:  (V)  is a double bond; R2 is hydrogen,
C173, straight Or branched (Cr-Cio)alkyl, (C6,Cm)ary1 or 5(C6,C10)aryl(Cr-Cadltyl; if Rn is attached
to the aromatic ring, then R13 is hydrogen, CF3. OCF3, fluorine, chlorine, bromine, (CI-Coalkyl, -
(C3-C6)cycloalkyi or (Cr-C)allcoxy-, 
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R¿ is hydrDg@, CF3, süaigb orbrauohed (Cr4roÞlkJ{ (C6"Cro)ry1 or

(Ce,Crc)eryl(Crq)alryl;

if R¡r i¡ atbcåed b thc aomatio ring thco

Rt¡ is hydtogct, CF¡, OCT¡, tuori¡c, c,hlorine, hronirc, (Cr{daIkJ¿

s (A-Q)ctcloslkt f or (Cr4Þlkoxn

ifRr¡ md Rl¡ ae bolh att¡rfud 10 tho saüted ring úen

Ru súd Rr¡ arE th€ sne or diftreot ad indepadenûy ofeaoh olh¡r cùosoû ûo@

hyùoeu, (CrQÞlkyl or¡hcay(CRsRro)ú or

Rt¡ ¡nd R¡t talcu logclúct wi(h thc carbon ¡tom c c¿¡ùon alomr to rvlic'h thcy æ
r0 aucåed b¡m a sb+iñed or ùsùstih¡ô¡d C¡-Q calocyulic riog¡ aad

wbc¡ein

mirOorf;

Rp a¡cl R¡q s¡E tht soac or diEt¡e¡t md indeperdenly ofcar,h où.c olos€4

ûom h¡ùogen or (Cl-C-.ÞkyI.

t5 Tbe subgtiû¡€ûts 6 ¡@c of üc groups listed fur R¡¡ md Rr¡ can bc lhc saDo 85 ttE

æcs lisEd for Rrs ¡nd (1a o¡ ary of thc uritable at recogrizcd suhtitt[E cs¡ EIso bE used

¡s dcsqibed bereiD- Fc irstuce, said sr¡blituenl¡ d" sleûtctl ûorD rto grur4l cmsüting of

baloger, sbight or blecåed êh¡in (Cr{ro)alkyl. oud ¡lcryI. The mnpamd of fomula (IV)

¿-. at¡o pr¡ed in lhc forn of ¡ sall Additiorally, tbe corycmd of f@¡¡l¿ (IV) cau bc

20 prsÐt as t E¡eciñc cdsD¡iodrrr sErcoisorrer or a ûrrtma or as a raccmic mixtw; ¡ü sucb

forms æ ¡rt oftlis i¡ratiou
As a speciEc exaq e of fte æ.qrornd of frrul¡. (tÐ wilhorÍ atry I¡úitÂliod, tbc

hllowing ctupoùDd is €d¡¡Der@dr

2{l6f E-tctahyd¡o-¡¡¡hthalm-2-ylox¡'ocOtyf -Z.a{i\¡üo +.xø¡.lnf3 2-
E aþnimidin-7<re,

Itre abcve compormd cù plr€scdt in tho fo¡¡ of as¡lt o¡ as ¡¡ errnfinrn¡r, sütoisæo( or a

bulomer or as a f¡c€ûi-c Eixû¡¡E.

In yet trolhrr øbodino¡t ho compoud of this invenlion i¡ ¡s¡¡esenca ty tle
fir' nda V:

if Ru and R.11 am bath attached to the tannated ring, then to11.43 and R14 are the same or different
and independently of each other chosen from hydrogen, (Cr-C4)alltyl or phorayl(CRAntln; or li.r3 and
Ri4 taken tuggher with the carbon atom or carbon atoms to which they are attached form a substituted
or unsubstituted C3-C6 carbocyclic ring and wherein 15nrisflor I; R9 and Rio are the same or different
and independently of each other chosen from hydrogen or (Cu-Ci)alkyL      The substitneas on some
of the groups listed for fiu and Ri4 can he the same as the ones listed for au and it.14 or any of the
s-uitnble art recognized substituent can also be used  20 as described herein. For instance, said
substituenb are selerAed from the group consisting of halogen, straight or branched chain
(Cr-C10alkyl and phenyL The compound of fommla (V) car also present in the form of a salt.
Additionally, the compound of formula (V) can be present as a specific enantiomer sterealsomer or a
tautomer or as B. raCK111.0 mixture; all such forms are part ofthis invention. 25In another
embodiment, the compound of this invention is represented by formula VI:  3D  (VI)  wherein: - is a
double bond; R2 iS hydingen, C,F3, straight or branched (Ci-CiD)alkyi, (C6,Clo)ary1 or
(C6,Cto)atYl(C1-e4)allryl; R.'s and RA are the same or &flan:at and independently of each other
sekcte:d from the group consisting of hydrogen, fluorine, straight or branched chain (CrC20)alkyl,
substituted or unsubslituted (C3-Ci0)cycloaflryi(CR9R10)111, substituted or =substituted
(C,6,C10aaryl(CRalt10)., substituted or =substituted to(Cr-Cu)bicyclic, substituted or unsubstitutecl
adamarttyl, substituted or =substituted indanyi, substituted 01 linSlibblitated tetralinyl, substituted or
=substituted benzocycloheptyl, straight or blanched chain (Ci-C20)a1koxy, substituted or =substituted
piperidinyl(CR9It10),,,, substial led or unsubstiluted 
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(Ð
whcrcilr

¡s ¿ dor¡ÞIe ùon¡g

R¡ is hyùoea, CF3, straig[t u hacåed (Cr{roÞlkyt (CqC¡da¡yl c
((hCro)a¡y(CrCr)¡lkyt

if Rr¡ is attac¡cd to ùe aomaric úrg ùeo

\3 ir \¡Imgeo, CFr, OG¡ Âuo¡ine, c,hlodne, Uonine, (ACqÞlkJA

(CrCç)c¡¡clozlk¡¡t o¡ (CÉ+Jqlto¡V,

ifRu md R¡r ¡¡c bqfh dbDhrd to the ¡¡¡¡¿gd í.g" the.n

&¡ anil Rr ae tÍe ¡¡ne or dilft¡d ¿¡d fudcpcrdcotly ofcach other cùo¡en fom
hyùogo, (Cr4a)aþl c¡lol(CReR¡q)d or

Rr¡ æd Rr¡ t*t<en oes'lhÊrrilh the ortø atom or caùoa alm.s 0o which they ae

da¡:hed fom. a suhlih¡hd or u¡substiuþal Q{.6 oübocyolio dngt Etd

wtãEin

mis0orl;
& ød &o ac lhe saoo or ilift<¡at ¡ad irdsloaddly of e¡ch olhd cù¡á6

frø hydmge.n c (CÉ-+ÞIkl¿

The substilrtstr oû s@r of the g¡or4Ìs lisl¿d fo¡ Ru ad R¡4 øn be tåe s¡me ¡s tto

^llê. füred fu Ru lqd R¡¡ or aoy of lhc sribhle at recopized $¡bctitrhb qn also te used

as described he¡ein For inst¡pe, saial substÍ$c¡E src s€Iected fr'ø, fhe goup cû¡si¡úiDg of

baloga, ebaigþ or sbsi¡ (CFC¡oÞüryI md lbßûyl Tbc co.qound of ft'dulå (V)

csû ¡lso prtsæt in the fû-. of a s¡ll Additio¡¡lly, fto oonpouad of ñm¡l¿ (Ð c¿n be

¡rca€d ã.s a spûiÂc cl¿Dti(met sî¡f,EoiÁoma sr s tanloner or as E rac¿mic rnixtut€; all suc,h

frms are ¡xrt ofúis iut¡rúid-

In mother flbodimert, frc m4ormd of t'i¡ inv¡otioo i¡ rcprcmlcd þ õmula I/L

piperaztn' yl(CR9RE)" substituted ox unsubsfitatedCio)aryioxy and 15substituted or
uusubstitutedheteroaryIoxy; and wherein misOorl; R, and Rio are the same or different and
independently of each other closea from hydrogen or (CI-C4)alkyl. The substitneats on some of the
groups listed for RA and R1.6 can be the same as the na ones listed for R15 and RA or any of the
suitable art recognized substituents can also be used as described herein. For instance, said
substitueuis am selected from the group consisting of halogen, straight or branched chain
(CI-Cio)alkyl and phenyl_ The compound of formula (VI) can also present in the Soon of a salt
Additionally, the compound of formuLa (VI) can be present as a specific enanlionthr, stereoisomer or a
tautomer or as a racemth mixture; all such 25forms are part of this invention_        As a specific
example of the compound of formula (VI) without any limitation, the following compound is
enumerated: 2-(4-tert-hutyl-cyclohexyloxymethyl)-2,3-dthydro-acazoIor3,2-abyrimidia-7-one.  31 The
above compound an present in the form of a salt or as an manticoner, stereoisomer or a tautorner or
as a racmdc mixture. In an embodiment, the compound of this invention is represented by the
fommla.VIL  5wherein: is a double bond; 1t2 is hydmgen, C:F3, straight or brunched (Ci-CuS
(C'Cro)aryl or (CsairOarACI-COallcYl; if Ru is attached to the aromatic ring, then 10Itu is hydrogen,
CF3, OCF3, fluorine, chlorine, bromine, (Cr-Coaki, (C3-C6)cycloallcyl or (Cr-C.4)alkoxy; if 1343 is
attached to the saturated ring, then 



/^'

"YY">--,"1,4ry"
Yn- \

R-' (vD

whqcin:

- isadoublcbm{

& i¡ hydmgæ, CF3, shiglt or bra¡çh€d (Crcra)Elbl ((bGo)aryl or

(CøCroÞ¡yl(CrQ)alkyl;

&s md &¡ ae llrc sane or diÉreú ¡nd indepoìdrntty of ceq,b, otücr sclc@d tom he

gfot¡p corsi.stiòg of\n{mgen, f,uorine, ¡t¡aigh or brslched ch"i.

(Cr{20)slkyt, substiuúcd ø ¡msu}¡tit¡ted (CrCro)cycloalky,(CRr&0L

subßtiIftd oruosubliü¡El (CcQo)ory(@Rroh" s¡¡trtiö¡tcd or us¡bstitlrted

(C¡4.8)bicyclic, sr:brihrcd or u¡¡¡bsti$rcd ¡d*-'"''tyl substiU¡Þd or

mrubctitúed indmyl subslihúed or u¡srbstituted mali¡yl substiblrd or

|D¡l¡Hiü¡td læzooJÞloheptyt staighl or hæc,hed ¡Í¡in (C¡-C.2¡þkorJ,

suhit¡led o¡ ulsubliûfed dp€ridiryl(G4&o!, suhilr lcd or ursub$ind
pipdaziny{G.rRrc)Þ s¡bctib¡tod or usutstih!¡d (Cú, Cþ)aryloxy End

sr¡b¡titr¡tcd or usutntilrted ìctaoøylor<y; ad nùcrein

mis0orl;
Re md Rrs E€ rüe s¡me o¡ difurot aud iailepeudcufi ofcaoh otü¡r cåose,¡

fio'n \dmga o¡ Gtq)a&yl
TLe eub¡tih¡¡ub on Eome of the gruu¡ls Ii¡t¡d ñr Rls Enrt lln6 .qn be tbe sae as Lhe

oncs lisLd for&¡ æd Rrc or ¡nJ of lhc $¡itsblo art reægnizcd Eubstib¡edb c¡n al¡o bc used

as descrr'bod hc¡ei¡. Fq i¡sbo¡o, sitl substituo¡tr a¡e sclccted toø ûc gro¡¡p coasistilg of
Ialogeo, støight or hanrhÐd .ht" (Ct{¡sÞIkyl snd }henyl Îúe com¡ornd ofñrmula (V!
caa alæ gcseat ia fhe ñ'm. of ¡ salt Additiøally, tlc coqrornd of ñm¡ù¿ (VI) c¿n þ
Frrscd ss a qrcciño coaalim.cr, sErEoisdcr or¿ hubmcr G es a ¡¡c¡mic mixu¡¡c; all sr¡ch

fons ate ¡ntt of{his inve¡tim-

fu a spociEc cxnople of rüe of fo¡oula (VÐ wiüoú ¡g¡, linitstioq t¡e

bllowing cmpouad is eur¡me¡¡te*

2{zl-1at-hyl-<ycloherylor¡menùy}2Jõyùo-<nrazoloBp-aþrrimidin-?<ne.

Ri3 is chosen from hydrogen, (Cr-CA)a141 or phenyl(CReltim).; and wherein in is 0 or 1; 15Rg and
R10 rue the same or different and independently of each other chosen from hydrogen or (Cr-C4)alicyl;
aid Ru, Rig, R19 and R2D ECM the same or different and indepe:ndendy selected from hydrogen or
(Cr-Coalicyl.        The compound of formula (VII) can also present in the form of a salt Additionally, 20
the compound of formula (VII) am be present as a specific mandoma, stemoisomer or a tautomer or
as a racernic mixture; all such forms Etre part of this inve:ntion.      As a specific example of the
compound of formula (VII) without any limitation, the following compounds are enumerated:
(8)-245,6,7, 8,88,9-hexahydro-4b14-fluoren-2-yloxymethyl)-2,3-dihydro-oxazoioP,2- .
25ajpyrimidin-7-one; and  12
(S)-2--(5,6,7,8,ga,9-bexahydro-4b11-Buoren-2-phenoxymethyl)-5-ethyl-2,3-thlydrooxazoloP,2-alpyrimi
din-7-one.       The above compounds can present in the form of a salt or as an emmtiomer
stereoisomer or a matome:r or as a racemic mixture. 5In yet another embodiment of this invention, the
compound of formula (I) is baying the follow-Mg substituents: - is a double bond; p is 1; n is 0; 10X
and Y are oxygen; 144, Rs, R4 and R.5 are hydrogen; R2 is hydrogen, C.F1, straight or branched
(Ca-COulicid, (Csgio)aryl or (Crtgt0)arYKCI-C4a1kY1; RI is selected from the group consisting of
substituted or =substituted finanyl, 
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31

TLe ¡bov¿ coq¡o rñ.1 ca. prestut in the fom. of a alt oras ¡¡ --¡z¡fi¡rnel slsÐi.yuncr or a

tqrtouer or ås a rsraic Eixtqc.

In an obodimø! rÍe cmpormd of fhis itrr,Eúim b rtprescftd by lhe ñnnla lfl:

0/n)
wtræiD:

¡s &oouDle DoDG

R¿ is hyùoeEo, Cf¡, sbigËl c hranrhcd (q410þIkJd, (Cú,C¡sÞÐ'l or

(cccroþrY(c¡4)slbl;

ifRJr is ãthúcdfo òc ronafic ring Écn

R6 is þ¡ùogen, CF¡, OCF3, flücriÉ, cùlcinE brmine, (Cl{aÞlkyl,

(CrQ)cfolo¡Ikyl o¡ (CrC.r)¡lko)ry;

if&¡ is @oh¡db rhc sat¡¡tcd¡i¡g 6a
Rr¡ i¡ clrosco ûoø,lryd¡oeq (Cr4þnVI or phrr¡(G¡Rrq!; srd vrüE¡cir

uu0orl;
R¡ strd Rro se úe såne or di &'e" t "'"1 indeÐdølly of fzch otb€f chûB€,n

from hy&ogeo or (Crq)anryf 8ûd

f,¡7, R.¡ ¡, R¡e aucl Reo uc thc saoe or di6Èttd ¡na iudr'¡eodeudy selcaed Êom

Woeenc(qqÞlkrl
tc coryond of fu¡¡l¿ (VID cm also pæfrd in fhc fm. of ¡ sstt Add¡tÍmslly.

the com¡nrmd of f@ula (VII) cæ, be pñscûr as I sl,edûo @¡¡d@% stc¡eoisomq o¡ a

i¡¡¡ürncr 6 as ¿ r¡oouic mi¡o¡c; all such ôros are port of this inverim-

.{s o s¡rcciÂo o<am¡lo of the of frrnuh (VII) wiúoú ar¡' limillion, lhc

folowing coEpor¡Dds Br€ ø@satcd:

(5|2{5,Ç7, 8,88 9{o<aþrdm4hll-flucm-2-yloxyme{hy}23dih0dro-ox¡zolo[32-

aþyrinidin-?<¡e; ad

15substituterl or unsubslihrted beuzofirranyl, substituted or =substituted thiophenyl, substituted or
=substituted 17=01E001=A substituted or =substituted indolyl, substituted or =substituted
benzotbiazolyl, substiiuted or =substituted thiazolyl, substituted or =substituted pymilyl, substituted or
unsubstituted pyddyl, substituted or =substituted tetrahydroisoquinolinyl, 20substituted or =substituted
tetrahydroquinolirryl, substituted or =substituted isoquinolinyl, substituted or tmsubstituted quinolinyl,
substituted or unsubstiintedtetrahydmapenzofuranyl and substituted or =substituted.
hexahydrodibenzofuranyl; -wherein said subsiituents are selected from the group consisting of CF3,
OCF3, fluorine, 25chlorine, bromine, CN, straight or branched chain (C1-C20)alkyl,
(C1-C4alkylsulfonyl, substituted or unsubsUtutert(Cs-Cio)cycloalltyl(CRAi substituted or =substituted
(C6,Cio)oryl(CR9Rio).,, substituted or =substituted (CQ0ary1(C3-Cs)cyc1oa1ky1, substituted or
=substituted (CirCn)bic-yclic, substituted or =substituted adamantyI, substituted. or =substituted
indanyl, 30substituted or =substituted letralinyl, substituted or =substituted benzocycloheptyl, straight
or branched abain (Ci-C2oa1kory, substituted or =substituted (C6,Cm)aryloxy, substituted or
uns-ubstituted hetemaryloxy,  33 substituted or uisubstituted piperidinyI(CRoRio)., substitatted or
unsubstituted PiPeraimyl(CRoRio), and substituted or unsubstituted tetrahydropyranylaoRio).; wherein
m is 0 or 1; 5R9 and Rio are the sane or different and independently of each other chosen from
hydrogen or (C1-Ci)alkyl; or RR and Rio taken together with the carbon atom to which they are
attached form a substituted or unsubstinded Ca -Co ring.          The compound of formuht (I) of this
embodiment can also present in the form of a mil_ 10 Additionally, the compound of formula (I) of Ibis
embodiment can be present as a specific enardiomer, stereoisomer or a tautomer or as a racemic
mixture ; all such forms are part of this invention-      As specific examples of the compound of formula
(I) of this embodiment, without any limitation, the following compounds are enumerated: 
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(S)-2{5,6,7,8,8s,9-bãEtyùo-4bH-fuor€o-2.FbcÐo)<JdrthylÞ+thyl-2-3lihyùu

onølol3),a.þryrimidin-?-one.

The abor¡e compouds c¡¡ plrscot i¡ lhc fom of o s¿lt or a¡ tu cdtutioma

stcfEûi.sE¡er c a ta¡l¡Imer sr ås s racëmic mixfre.

5 h I,ët ¡Dolbcr c@bodimco! of this invcntion, the com¡rinnd of ft'mula @ is bzving Ée

folowing substihreõb:

- is adoubl¡ bo¡4

¡is1;
nis0;

I0 Xrhd yaÞorq¡geD;

R¡, R¡' R< æd & a¡e h¡'drcgcn;

R¿ is h¡¡dmsa, CF¡, staight G bmnócd (Cr-Croþk$, (CeC¡o)E¡yl or

(C6Cro)ey(Cr4Þkyt

& È scþctoilûon úc group coasisting of substiüûd m unsuhtitrÞd firanyl

ti substihúed orrDsubstitrea bcozofimry! substit¡ed orE$bstitúed

thiophøyt substihÈd or ¡m.sbstihfed bszothio¡åmyt srbstitrned m

ì¡nr¡bstiü¡ted índoþ! rubstitied or ¡¡substitúed bazothiaæIyt suhfihúEd

or rE$ibsliüücdfhiazolyl, substiü.ûd d u¡rubEtìi¡ted ûnolyl rubrtiüúed or

. u¡ribsttueapydA/,siüstitøedo¡øsubstÍu¡trdttü¡hyd¡oisoqu¡¡pl¡¡yl,

2D subsliffid oru¡substided Éåhydmçinoliry! s¡bliffied or msublit¡tcd

i¡oqui¡oli¡yl, sulstiifld o¡r.nsubstii¡tcd qu¡lolinyl, Er¡bstitutcd or

u¡substi¡redt*ahydmdibe¿¡fumyl and ubstitted or msubstitúEd

hstqh)¡lúdil-rl-f tr ,yt råeruin'

srid a¡h8tiû¡€db æ sdccÞd ftm thc grcu¡ cûrsisting of Gt, OC?3, flurine,

zs *lo¡i¡c, bmninc, Cl{, sÞigùt r brmrùed ¡¡.in (Q¡C¡)aIkll,

(C¡{)oþlsulfony', substiuúcd oruosubsti¡úcd (ca-c¡oÞlrcloalky(cRrRroh"

subslitt¡ted or rsut'stifted (G,C¡ o)ory(qeRroþ sutstituÞtl or qsn:lgtiutoal

(C6,CroÞryl(Crq) sr¡hstih¡ted or ¡msr¡bstit¡red (CrCú)bicycliq

$¡hßtit¡tßd or ù5¡bdtilutcd '.rirna'lrtl, sribstit¡ted or ¡¡¡¡r¡bsfih¡bd indæyl,

30 sr¡blitrúed or uosubstiüÍcrltctalinyl, substiwæd o¡ r:DsubstiüÞd

staigh or hsnch€d cl'"i" (q-Cr"ialkor¡/, substihbd or

ùsubstit¡1€d (C6Ct6þyloxy, substitrbd or rnsuhfihúod hchoryla:ry,

152-(IH-indo1-5-y1oxymethy1)-2,3-chlydro-corazolo[3,2-a]pyrimidin-7-one;
(S)-2-(6-eyeloheacyl-pyridin-3-ylay1)-2,3-clihydro-mcazoloP,2-alpyrimidin-7- on;
(S)-2-(henzothiazol-2-31oxymethyl)-2,3-dihydro-oicazolo[3,2a]pyrimidin4-one; (S)-2-
(6-tert-butyl-benzoddazol-2-yloxymethyl)-2,3-clihydto-oxazoloP,2-Cpyrimidin-7-one;
20(S)-242,5-diphenyi-thiazol-4-ylorymethyl)-2,3-dElydro-orcazolop,2-ajpyrimidin-7- one;
2-(5a,6,7,8,9,9a-beicalwdm-dibenzofuran-3-yl-oxymethyl)-2,3-diaydro-orcazolo[3,2- alpyrimidin-7-on%
246,7,8,9-tetrahydro-dthenzofuran-3-yl-oxymethyl)-2,3-cidaydro-cocazoloP,2- 25e]pyrimidin-7-one;
(S)-2-thermo[b]thiophen-6-yloxymethyl)-2,3-dihydro-oxazolor3,2-abyrimidin-7-one;
2-(2-p-tolyl-hemoth}tbiophen-6-ylorcymethyl)-2,3-catydro-oxazolo[3,2-ai - pyrimidta-7-one;
2-1244-ethyl-phenylkbenzo[b] thiophen-6-yloxymethyl]-2,3-aydro-oxamio 30[3,2-a]pyrimidin-7-one;
2-[2-(4-isopropyl-pheny1)-benzoth]thiophen-6-ylorcynteth541-2,3-dihydro-corazolo
13,2-alpyrimidia-7-one;
2-(2-(4-propy1-pheny1)-benzoth]thiophen-6-yloxymethy1l-2,3-dil3dm-onzoIo(3,2-alpyrimidin-7-one;
212-(4-tert-butyl-phenyl)-benm[b]thiophert-6-yloxymethyi]-2,3-dthydro-oxezolo [3,2-a}pyrimidin-7-one;
52-[242-cialoro-pyridin-4-34)-henzolb]thiophert-6-yfoxymethyi]-2,3-thlydro-
oxamlo[3,2-a]pyrimidin-7-one. As already noted above, where possible the above compounds can
present in the form of a salt or as an enantiomer, stereoisomer or a tautomer or as a racemic mixture.
In another embodiment of this invention, The compound of fommia (I) is having the 
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s¡bstiülrd c uDsr¡bstittrd pi¡cridiuyl(G.¡R¡eþ eubdöned or usr¡b¡tih¡lod

piper¡ziny(CR¡Rro)q ad subrtihlÞal or usutstififed

ænaþdrcp¡mry(m¡fqùd wåcrEin

nis0cl;
Re ¡nd qo * * ¡ae c difrsd a¡d independefly of each oths úosen

Êoot¡drogea or (CrC¡ÞlkyI or

Rr ald Rlo Þl(!û togsú¡( wiú fbc caöo¡ abm to çhich lhsy ûe ¡ü¡ohrd fod
a substih¡bd or Ðsubsliffed C3-C¡ ;"9

The ooøpoud of froula @ oflhis cõbodiñ€of can aLm IrrEs€d. in the f@ of a BalL

Additioall¡ tte cmpormd d fonul¡ (I) of üts e,Ebodioeú cerr bc ¡l¡caeut Bs a qræi6c

e¡¡rrtioñs¡', staEo¡soEror or a ta¡¡lo¡r¡sr or ss ¡ rr¡€rrio r¡ró¡e; all suc,b. ftrms rc lail oflhis

irwøio¡-
.As specific mples d the ompormd of ñrmula (I) ofthis embodineuq wifhorr any

lir¡i6¡iqq ftç $ltowi¡g co4¡ou¡d¡ ùe erunented:

2{Ill-indol-s-yloxprùyl}2,3¿A¡d¡o<x¡zolo[3,2-aþnínídin-7<ne;

(Sl}(6<yolohexyf-pyridìn-3-ylo<5me{h5tr}t3¡itl¡Uroox¡zolot¡2-alfyrimidin-7-

otrq

G|Z-@;zne-yloxynerhyl)-2J^diþdrc-onmlot32a]Fyrinidtu T-cæ; (S!2-

(Gt¡<t-bugf-beozot¡i¡zol-2.ylor¡rmetl¡À)43dih¡rdrooxamloBp-alpydmidin-Zæg

(S)-2{45diptcryl-thiazol+y1rye1ty}2,3-dihyúo-oxazolo[3,2.oþ¡ri¡idirz

one;

2{5a6,?,8,9,9a-hexr\ttlm-dibazofran€-yl-or¡tnøþ}?J{ihyùccpzolo[32-

al¡yrimidin-7<nq

Z(C,Z,AC-&t8hyd¡odibeozofr¡¡¡o-3-yto¡<f'relhy}¿3jihyd¡o<xazolo[32-

alpyrimidirT-me;

$fz{bøzoþþþhen-óyloamøþl).2,3ìiþdn-oxazolo[32-a]p¡¡rinidin-7<¡e;
2-(2.ptolyl-ìeozoftþiophen{-ylo*¡m.elhy}2,3dihyd¡o+x¡zo¡o[32+]

¡yrinidirT+nc;
2-lT-$<thyl-phøyf)-beozoþl rhiqhco-Cylo¡<fmerby{-2Jiihyd¡oo¡azolo

[3t-å]gydnidi+7-ouq
2-t2{+isoFopyf"b€ry1>t€ozoþþiopbsa+yloxyuøhyll-æ-di$ro-oxszolo

[3]-a]p¡rinidin-7-oac;

20

30

10following suhstituent: 3.4 a double bond; p is 0 or 1; nisOorl; Y is oxygen or 15Xis oxygen or NR2i,
wherein Rt is hydrogen; RI, R3, R4, Rs, Rs and R7 are hydrogen; R2 is hydrogen, CP3, straight or
branched (Ci-Co)alkyl, (C6,C10)sayl or (Cs.Cto)arYl(Cret)alkyl; R.s is selected from the group
consisting of subslituted or =substituted phenyl, 20substituted or =substituted indauyl, substituted or
unsubstihned tetralinyl, substituted or =substituted benwcycloheptanyi, substituted or =substituted
hexahydrofluatenyl and substituted or =substituted eyeloibtxyl; wherein said substituents are selected
Rom the group consisting of CB, OCF3, fluorin; chlorine, bromine, CN, straight or branched chain
(Ci-C20)alkyl, 25(Ci-C4alkylsulfonyl, substituted or tmsubstituted (C3-C3 0)eycloa1kyl(CR9Ri
substituted or =substituted (Cs.C1 OsrflICCRAto)rn" substituted or =substituted.
(C-6,C1Oaryl(C3-Cs)cycloalkyl, substituted or unsubstibited (CrC13)bicyclic, substituted or
=substituted adamantyl, substituted or =substituted indanyl, substituted Of unsubstitatedidralinyl,
substihrled Or tmsubstituted 10benzocycloheptyl" straight or branched chain (CI-C20)alkoxy,
substituted or =substituted (C'Cto)aryloxy, substituted or =substituted heteroarylonf, substituted or
=substituted piperidiny1(041;40)., substituted or uns-ubstituted  35 PiPerazin.CRsRuP)m and
substituted or unsubstiluted tefrahydropynmyl(CR9R1 oNa; wherein m is an integer from 0 to 3; 
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2-t2{+¡opyl-phruy}bcazoþlmiophra{-florryoelty'þ2,ldihydro<xazolo[3,2o]-

¡ryrinidin-?-one;

2-f2{+teA-bUyl-pLonyl)-be,lzo[b]thi^o!€o{-yllDqimeeyll-2,3d¡h¡dtoo<¡zolo

[3,z-aþyrimidinT-one;

2-[2{2-cålom-pyridin-+yt}bwoþþio¡hca-6.lo:rymethyl]-43{ùydrD-

or¡zolo[32.elgyrimiclin-?-onc.

As alrczdy noæd abcver vihele possiblc tte abow ooøpouds øa pescot il the f.'-". ofa salt

o¡ as m c!Édiomù, lcf€oirorncr sr a tauttna c as a r¿cdic úitóEe.

In sloü€¡ eøbodime,¡t of üis i¡veutioa, lbe ooupoud of foøula (t) È lwing ü€

follo*íng snbstibrants:

:::: .
t¡¡ a oouDle axl¡Il:

pis0orl;
nir0orl;
Y ir oxy6n or

X È orygcu orNRz¡, whøcilRar is byúogr¡;

&, R¿, R4 Ri, B6 and þ are þ¡dmsa;
R¡ i¡ hyùogú, G¡, etraiglÉ or l'"¡.¡h¡d (ClClo)tlkyl, (Cú,C¡e)tyl c

(CcCrc)qy(CrQ)¡Ikyl;

R¡ is scleofcd ûom 6e grorp oonsistiog of srrbstitubd or nsubstitued pleny!

substitrÞd or ussubstitrþd ildryt, subfihfed orrnnrbstihled btoaliryl

sub*iu¡bd or usubstitcd bøzocycloheptmyl $¡bstiö¡Þd d uúrubstii¡l€d

baohy&olluøql æd sribstii¡lcd or u¡sr¡bstÌt!Ãl o]rclohø(yl; çäe'¡ci¡

ssid subßtiurcú o¡e sclccted ûom tho grorrp corsistiug of CF3, OG3, flucine'

c,hlorine, brmirc, G.I, staight c hranched êhti" (Crq¡Þkyl,
(Cr{¡)¡Ikylsulfo'nyl Â¡bstiñúed ûr rrnsubslit¡úcd (C¡{¡ o)qiclo¡lb(C&& o).,

b¡ktiu¡rcd or u¡subßliüúcd (Cc,q o)sryl(Ce& f6 sùbstfurod or nssbstihrted

(q,Cr0Þ¡y(Ca-Cùcyrloslk¡,1 stihrftúDd or lmsubstih¡bil (C¡C¡s)bicyclic,

sbstÍtuErf or usubsdt¡Ed Ãrl¡rñ¡Íq'r, srb*ihred or unsubctiùled indmyl

substituted o¡ usuhstiùúEd t*aliryt subaiucd or usuhstib¡Þd

rtzigh or hanchod.h¡in (Cl€Ð)alko¡<y. substiU¡t€d 6
unÐ¡bstitrtcd (CcCro)rylo¡<y, sr¡bsti[¡fcd ruosubstÍtÍed

substi\¡.t ortrDsuhstitdcd piperiair/(Cn9n¡s)E suhstih¡tEd c lmsubstih¡lEd

20

R9 andRI0 are the sane or different and independently of each other chosen 5from hydmgen or
(Ci-CI)alkyl; or R9 rind Kw taken together with the carbon atom to which they are attached form a
substituted or unsubstituted es-es ring.       The compound of formula (I) of this embodiraerd can also
present in the tan of a salt Additionally, the compound of formula (I) of this embodiment can be
present as a specific toerantiomer, stereo isomer or a tau loner or as a racemic mixture; all such
Bums are part of this invention_ As specific examples of the compound of formula (I) of this
embodiment, without any limitation, the following compounds are enumerated:
2-heozyloxymethyl-2,3-dihydro-oxazolor3,2-4pyrimidin-7-one;
3-(11-tert-but34-benzylcarymethy1)-2,3-chlaydro-oxazo1ot3,2-a]pyrimidin-7-one;
(S)-2-berayloxymethyi-2,3-dthydro-oxazolop,2-a]pyrimidin-Tone;
2-[2-(4-cyclohexyl-phenyl)-etkyl]-2,3-thltydm-oxaxolo[3,2-a]pyrimidin-7-one; and
244-cyclohexyl-phearylamino)-methyij-2,3-dtydro-o=olo13,2-alpyrimidin-7-one. As already noted
above, where possible the above compounds can present in the form ofa salt 20 or as an enerdianer,
stereoisomet or a tauter or as a racemic mixture.      Finally, in another embodiment of this invention,
the compound of formula (I) is having the following substituems. is a double bond; pis 1; 25nis0; Xis
sulfur, Y is oxygen; Rh Rib Re and Rs are hydmgen; Ita is hydrogen, CF3, straight or branched
(Ci-Cio)alkyl, (CC10)ary1 or 30(CCo)ary1n-COalk3d; Rs is selected from the group c.wisisting of
substituted or mnsubstiluted phenyl, 
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¡r¡p€rszjny(Q' &oh md $ftti@d oE ulsubstiUúcd

tetmhyùopyrmy(ReP.¡o)u; n¡hqein

mismi@erfon0b3;
Rr a¡d R¡o ae thc sme or difut and indcpeodcotly of rlcå othã cåostu

5 from hychogen or (C¡Q)aIkyL ot

Re E¡d R¡o tokco. togeth€r with fhe cs¡öo¡ ¡ton Þ lúicå thcy are aíacà¡d fom
B substihr rçd G ¡¡¡sùstit¡t¿d C¡Q ¡i¡g.

Tbc ooøpouad offt'mule @ ofrhis embodincd c¡a also pret in the ñm. of a slt
Additimdly, tto com¡ound of fonnr¡la (I) of his @bodiDrrú os¡. bc plcs€nl as a sfreciÃc

Io stqcoisomË or a te¡loEer ot as a Éccúic m¡(tuË aII sr;b foros sro put of ûLs

itr@tiú-
As s¡eciEo cxam¡lcs of lhe com¡nrnd offornula @ of this cnbodineÐt, wifhout my

Iimitdiø, the.6iloq,i¡g coopwds arc euunented:

Ztaryloryctlyl-|3diþrúo-onzoloBp-alp¡riuidìa-?og

t:i 3{Ctert-hfylåazylotçuahy}l3dúyùo-oxezolo[3,2-e]pyrinidirT-øq

(S}2+€oztloxyo¡(hy'-43õyd¡oox¡zoloB,2-aþninidi*,7-onc;

2-t2{4+}Dlohâcy1"hery}€6yll-2"¡dfryd¡o-oozoloBl,+þrrimidin-?-one; and

2.t(a-c¡alohoryl-¡hø¡lanimloeüy[-2,¡i¡h¡nt¡Þtrzolo[3]-e]gr¡inidin-?-o¡s.

r{s alrcady .ooled aDorrr; rrrhøe posiNe fhe above conpouds c@ Irrcsmt ¡n t¡c ft'n of a ¡alt

20 lr ¿s E¡¡ ç¡¡a¡tio¡t¡cr, ctrñoisomtt of ¿ta¡fomc G as aråc@ic mixttrE

Finzll¡ in mofhq cobodime¡t of thi¡ inwafio, thc cm¡nrmd of frørla @ is

baving the folowing sl¡hstitr¡Eoß:

t¡¡ E dor¡Dle Þoúl

pi¡ I;
?5 nis 0;

X iE st¡tfr,

Yir r.ygq
Rr&,& ædRs ae\dmgm;

Rz i¡ hd¡oeÊo, G¡, sfaþbt or hmcúed (Craro)alkyt (CoGoÞ¡yl or

30 (Ce Cro)ay(cr{¡Þ1vl;

R¡ is ¡eleclecl from úe grorp consitilg ofsubstiu¡E¿ or rns¡tstitúed lheûyl,

sr¡bstiü¡td orEÊubstififEd i..l"nyL sEbstitúcd orr¡suffiúcd tcfalityl,

substituted or misubstituted inch rayl, substituted or unsubstituted tetralinyl,  36 substituted or
=substituted benzocycloheplanyl, substituted or =substituted Inexahydrofluorenyi and substituted or
unsubstituied cyciohexyl; wherein said substitucnts arc selected from the group consisting of CF3,
()eh, fluorine, chlorine, bromine, UN, straight or branched chain (erC2o)a1lcy1, 5(Ci-C)alkylsulforryL,
substituted or unsubstihtted (C3-Ci0)eycloaikyl(CRoR1on, substituted or unsubstibded
(Co,Cio)aryl(CRoRio)., substituted or =substituted (Cs,Cro)erYIP-COnYcloulkyi, substituted or
=substituted (Cs-Cu)bicyclic, sat:minded or =substituted adamantyi, substituted or =substituted
indaayl, substituted or msubstituted tetralinyl, substituted or =substituted 10benzocycloheptyl, straight
or branched chain (Ci-C2o)alkoxy, substituted or =substituted (C5,C10)aryloxy, substituted or
tmsubstittrted heteroaryIoxy" substituted or =substituted piperidinykeRsRro)., substituted or
unsubstiluted piperazin'yl(CRA0), and substituted or =substituted tetrahydropyranyl(CRoltro)m;
wherein 15m is an integer from 0 to 3; R9 and Rio are the same or diffemnt sod independently of each
other chasm from hydrogen or (CI-COalkyl; or R9 and Rio taken together with the =bon atom to which
they are attached loan a substituted or =substituted Ca-Co ring. 20The compound of fonnula (I) of this
embodiment can also present in the foun of a salt Additionally, the compound of fommla (I) of this
embodiment can be present as a specific enantiomer, stereaisomer or a tautomer or as a racemic
mixture; all such forms are part of this invention_ As a specific mmmple of the compound of formula (I)
of this embodiment, without any 25 limitation, the following compound is enumerate&
2-(4-ted-butyl-phenylsa1fanylmethy1)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one. As already noted
above, the above compound can present in the Than of a salt or as an enantiorner, stem:sisal:Der or
a teutonter or as a meanie mixture. The compounds of this invention can be synthesized by any of the
procedures known  30 to one skilled in the art Specifically, several of the starting materials used in the
preparation of the compounds of this invention are known or are themselves commercially available.
The compounds of this invention and several of the precursor compounds may also be prepared by  
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s¡bsti¡¡ted or u!5¡bstiü¡tcd beozoryoloheplett substi!.rEd c un.8lrbútiüfcd

haanrydmfiuorcny' and sr¡hstiñúed o¡ usubodmcd cyclohqf'l whcrein

said sr¡bstitucæ a¡E sclcobd Arom ûc grorryr cdsisting ofG3, OCT¡, f¡ori¡+
chlorinc, ko'''i''., Gil, sraigb or brs¡ch€d c-h¡in (C¡{a¡þI\¡|,
(C¡{.{Þlkylsulturyt sqtÃtiü¡bd or u¡sub¡tit¡1ed (C¡4lo)cyctoalflG¡Rro)¡"

sukit¡te¿ úr¡ûslrHi¡¡ted ((hc¡o)ary(CT¡Rlo)É sùbstÍtulcd 6 r¡¡subctÍûfcd

(CcCro)qy'(C¡{¡)cfcloaüryl, subrüúed or ust*fured (Cr{u)hic¡,clic,

sr¡hstit'*"d or ms¡brifuted admsntyl, subsitted m msubstitúed i'"|-yl,
$¡bstiû¡ted G l¡lsl¡hstitut€d tetr¡Iirtrtl, sr¡bstiû¡lcd or ¡¡¡sr¡bstiû¡Þd

bøzocyDlofeltyl, steight or b'ranchd claù (G{zoþltco:ry, suhslih¡ted c
ussbstittrted (C6,C¡¡)ayloxy, ¡ublihled or bsutstibtted hsteoeyloxy,

subsdttfcd orusibstiüüod pipcridiry(CR$roþ sut'stihúEd or u¡substituted

piperaziryf (CRgft1¡)¡ and subctitrtod or bsubttiûüed

t¿trahyd¡o'p¡'¡myKGÀrohi ìryù€æiû

û is ú int ger ftoE 0 tD 3;

R¡ ¡¡tl &o at tht søc or ififfe¡c¡t aod fudryeudeotly of c."å otfur c'bosea

ûon M¡ogen ot (Cr{¡Þllryt or

& "d Rro tke¡ togd¡er vrith lhE cãbù al@ b whicù they er atl¿cb.d f@,
¿ substìtúcd oruasbstitrql C3€r ring.

Tts coø¡oud of f."-"ils (Ð dÉfu embodimert cstr al¡o ¡æsent in tle ñ'm of a q¡rt

6e compormd of ñmul¿ (D of úis Êrnbodihrdt csn bc prtsrût 8s a spæÌEo

aantioma, sueûisomer ú ¿ tr¡¡tdc( or ¡s s race@io EiÉurc; all such foms are pet d úiE

invedio¡-

Ar a ø¡ocifo txa plc <füe ooøpound offi'-'.'Ia @ of ùis ea¡o¿i¡nøt, withoü tuy

ìimiUriou, Éc ñllawing c@lormd is'""-'"."reò
2{a-tståtyl-pberyls¡lfaylnahy}2jdihJdrD{x¡zolo[3,2-aþ¡imidin-7<ua

.á,e alrtady nobd abov€ì úo ¡bov¡ c@Iþrnd cao prEseût in the frm of a sh or ås an

pn.Dtio'D.çr, slrñoisoEer.[ a hrt(luer o¡ Es å Mic m dl[€.

The conpormds of tÍis i¡vation cen be s',nthrÆiztrt by ary of tc prccedu¡Es hoe/tr

b o¡e skilled in the Et S!æiEcåItf seva¡l of lhc sffiiÃg Esccd¡ls usËd il 6o ¡trtparrim.

of ùe compor mrle of fií¡ i¡y¡61i6¡ ¿¡p hown o¡ a¡r i¡lly ¡lrail¿hÌe. lbr
cdlþ¡mds of tùis i¡rrcúim a¡d scwral oflho ¡rccursc compormds may dso be prAamd by

37 methods used to prepare similar compounds as reported in the lin and as further describe it
herein_      More specifically, the compounds disclosed herein can be synthesinx1 according to the
following procedures of Schemm A - C, wherein n. 21. Y, RI, R2, RJ, Rill RS, R6, R7 and Its  5 are as
defined for Fmmula I unless otherwise indicated_ Schemes G mid H illustrate other approaches to the
synthesis of compounds of fonmula I where for simplicity some of the substituents are shown as
hydrogen. Several of the intermediates used in the preparation of the compound of formula (I) are
known and eau be prepared in accordance with the procedures known to one skated in the art A few
other interatediates are novel, which can toeither be prepared in accordance with the procedures
described herein (Schemes D - F) or by any of the procedures lmown in the art Scheme A illustrates a
procedure for the preparation of a compound of formula (0 wherein p is 1, R1 is hydrogen, - is a
double bond, and X and Y are oxygen. AS noted, the starting alcohol of formula (VDT) is either
available in the art or can be made by a variety 15 of syrdhefie procedures, a few of which are
duscrthed in detail below in Schemes U -R Scheme A         In Step Al, Scheme A, the alcohol, VIII is
reacted with epichlorohydrin of formula (1X) in a suitable solvent and reaction conditions. In general,
the reaction can be affected in 20 the presence of a suitable base. Examples of bases include
carbonate salts of alkaline metals such as lithium carbonate, sodium carbonate, potassium carbonate
and cesium carbonate as well as albili metal hydroxides such as lithium hydroxide, sodium hydroxide,
potassium hydroxide and cesium hydroxide. However, other bases such as carbonate salts of alkaline
earth metals such as barium carbonate or any other suitable base or a mixture of bases can he
25employed in this reaction. The reaction can be carried out in any of the organic solvents, such  36
as acetone methyl ethyl ketone, acetonitnie, dimethyifomiamide (AMP), dimethyl salfoxide (DMSO),
dimethyl acetemide (DMAC), and the hie, or a mixture of solvents as listed herein_ The reaction caa
also he canded out using -water as a solvent The reaction is generally carried out at ambient and/or
super-ambient temperatures including the refkor temperature of the  5 solvent Generally, the reaction
is carried out in the temperature range of from about ambient temperature to about 150C depending
upon the boiling point of the solvent and/or solvent mixture employed_ It should further be noted that
nucleophilic addition reactions as filustrated in Step Al, Scheme A can more conveniently be carried
out with an alcohol of commis (VDT) and an mdrene of formula (IX) wherein 14, R4 and Rs are
hydrogen. However, one skilled in 
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ûr Sa¡tiDg aloobol of ft'mula (VItr) is eithE¡ E ¡ailåblc iu the qrt o¡ ca¡ bc E do by I veicty

of q¡úetio paoccftrcq ¿ ftiv ofwhich ûE dslbed in deuil bclow io Scbøes D -F-

ScùøeA

Rr(c&Ð,,an * o-}çzð*. o*{ q<"qçr"oâ:+-. sÞPt

MID on ñ)
Hy'\'.."-. 

-&
i,l-Ã-,or"c*,),e
4N*'

(xD
*õ'o

Slep,{3

Ia SÞp Al., S"åc-'¡ á, lhe alcehol YItr i¡ ¡acbd with AióIomhydrin of frøul¡
(XK) in a suitable sotveú a¡d rcoction cmditioos. Il æ.er¡I, lhe re¿cli¡n c¿n be afiected in

lhe ¡nesenre ofa ¡uit¡hle b¿.s, E:<enples of bascs i¡cludo ca¡bo¡¡o salts of ¡ltFliñ. EelÂls

suc,h a¡ lilhirm .ã6ondE sodium oa¡üo¡@ pobssÌun o¡¡bm¡tc ed Gft¡D c&bo¡8lc as

qæll as alk¡lt' metel hyd¡üiales iloh ss liüiud htúDrido, soalh¡n M¡sxidc poErsn"n

hydruicla and ccsium h¡drcide llowurru, olher tsses such ¡s q¡bo¡ste salE of ¡lÞ¡h'rre

e¡¡th nrt¡ls sucb as ìs¡i¡¡.o ceùotrdÊ or art oths suibble base or a mifue of b¡s¿s can be

em¡loyed in fbis ¡eaoti@. Thc ¡r¿otiø c¡n bo cuied oü in ary of lhe organic solvenôs, einú

10 the art readily appreciates that similar reactions with ether substituents as disclosed herein can be
carried out using various modifications that am available in the art and/or using other procedures
known in the art       In Scheme A, Step A.26 the compound of formula (X) is reacted with a suitable
cyanamide compound to form an orazoIyiamine of formula (XI) in a suitable solvent. Any of 15 the
known cyanamide compounds that react with an epoxide to form courealyLamines can be employed
in this reaction. Suitable cyanamides for this purpose include without any limitation, sodium hydrogen
cyanamide, lithium hydrogen cyanamide potassium hydrogen cyanamid; corium hydrogen cyanamide,
and the hie. The reaction can generally be carried out in alcoholic solvents such as methanol, ethanol,
isopropand and the like or a mixture 20thereof. The reaction is further carder out at a suitable
temperature, for example, at about ambient to super-ambient temperatures.      In Scheme A, Step A3,
the oxazolylamine of formula (XE) is finally reacted with an rr,134m2a0mted all:pole ester of formula
(MD, tin Ro is (Cr-C)allcyl, to form the compound of formula (la) wherein p is I, RI is hydrogen,is a
double bond, and X and Ar are 0. This reaction can again be carded out using any of the procedures
known to one gaited in the art. Typically, such an addition reaction is canied out in a suitable alcoholic
solvent such as methanol, ethanol or isopropanol or a mixture thereof Such addition reactions can
also be carried out using mil-unsaturated alkynoic ester of formula (X11) itself as the solvent The
reaction is generally carded out at ambient to super-ambient temperature  30 conditions. More
generally, the reaction is can-ied out at the reflux temperature of the solvent However, super-ambient
temperatures involving the microwave oven can also be employed to carry out this reaction at a
temperature ranging from about loot to about 200C. Various  39  other compounds of formula (I) can
similarly be prepared using appropiate starting materials. For instance, a compound of formula (I)
wherein X is sulfirr can be prepared start* with corresponding =leapt compound of formula (VIII).
Similarly a compound of fonnula (I) wherein Y is sulf-ur can be prepared by employing
thio-o.,13-unsaturated alkynoic acid ester. 5 Scheme B illustrates the preparation of a stemospecifie
compound of formula (lb). Thus in accordance with Scheme E, compounds of formula (I) wherein p is
1, X and Y are oxygen, 111, 11.3, R4 and Rs are hydrogen are prepared using stereospecific reaction
conditions. First, the stemospecific wdrane of formula (Xa) is prepared starting from a stereospecific
shone of formula (IXa). Again as illustrated, such stereospecific reactions can more  ID conveniently
be carried out usingalcohols of formula (VIII) wherein n = 0, and cotiranea of formula ('Xs). In Step BI,
Scheme B, (S)-enentiomer of wrirane of formula (a) am be formed starting from (R)-enantiomer of
oxirau.e of formula (D(a) in e stereospecific substibrtion reaction by reacting it with an alcohol of
formula (VIII). Generally, such stemospcsifin substitution reactions result in an enandomeric ratio of
fiom about 60:40 to  15 70:30. However, it has now been surprisingly found that enentiomerie ratio in
excess of about 99:1 can be formed using a suitable solvent such as, acetone at a reaction
temperature in the range of from Spout 40C to about 50C The efflantiorrieric purity of the compounds
is measured by chiral high performance liquid chroundography (HPLC) or by any other known
literature methods. The (R)-enantiomer of formula (X) can similarly be formed stading from  20 the
(S)-enerdiomer of formula (IX). The stereospecific (S)-mundiomeric wire= of the formula ()Ca) thus
obtained can then be converted to stereo specific (S)-enantiomeric compound of form-ula (lb)
following the procedures as outlined above in Scheme A by first forming the stereospecific
(S)-euantiomeric wrezolylemine of formula (Xla) in Step B7, which is subsequently converted to
compound of formula (lb) in Step B3 by reaction with a suitable 25ali-aikynoic acid ester or formula
(XII), whemink is (C1-0-)a117/. Scheme B  90 Re1eReR71;E1 
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In ScIme d SÞ A?, the oxazolylaniac of fo¡oùla (Jt) is fually rsctcd çith an

o,Þ-u¡ø¡ræd a$raoio cste of &m¡¡h OÐ, *nøein R. iß (Clq)slkyl, to fqo tho

co@Iþ¡Ed of frrurrla (a) wbercin ¡ È l, & is ty¡Imeø, - i¡ a douÐc bo{ ¡!dX oud

Y a¡e O, îlis ¡sqio. can ¡g¡i" bc cùiÞat or¡t .o+¡g any of Éc goocduts how¡ 1o me

shlled í¡ rhe arl Ty¡iøll¡ sucå a addition maotio¡ i¡ csûicd out i¡ a suitable alcoholic

solvat suc,h ¡s melb ol, dtraol ø i.eopro¡aaol or a øixt¡re thc¡eoÊ Shrch addition reac{io¡¡

cæ. also bc ctuiod out usilg q,Þ-losrôd alk¡,noic esler of fomula QilI) ibelf as thc

solvEú. ThE redio, is genrdlty caûied qut al EDbiEat b srpæambied hlcrsüss
omdÍtio¡* Morc gcocrall¡ thc rcactiol È cmied cst al lhe reflu¡( ttûpcrdu¡E offbc solved

Havøver, s+er-embiãt lcmperatrres involviag läc mic¡sqaw ove¡.". also te eqtlo]'td to

ery oú üi¡ ¡eaclio, ¡t a td!.rdtÌÊ ¡a¡Si¡g ñom sbo¡f 100'C b Bboú 200f. Vûio¡Ls

Step 51 R3-PR3RA-0/ HO 06) Step 132  Herscr-y0 19 0 i I NSta EL3 Caastt.r. N Rz 112 Qa209C1111
0(lb)       Scheme C illustrairs a preparation of compound of fomaula (lc) wherein = is a single bond.
The oxazolylamine of formula (XL) ford in Step .A2 of Scheme A is reacted with ajt-unaaturated
alkenoic acid ester of formula (3010, wherein R. is (CI-COalkyl, to thrill 5 a compound of formula (Ic).
This reaction can be canded out by any of the procedures known in the Mcauliffe. In general, such
reactions are carried out in an alcoholic solvent as described laereinabove in Scheme A. Step A3.
Again, as noted above, the 4;13-unsaturated alkeaaoic acid ester of formula (XM) itself can be used
as a solvent Scheme C  0-(CReFt0,-RaOR R2< c 10RI 
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s.l|Fl¡e B

R-i pap   R2R3 (Ic)        Finally, Schemes D through F illustrate preparation of a few of the starting
alcohols in which n is 0 awl R3 is a substitmed phenyl. Thus, Schemes D through F describe
syntheses of a variety ofphenols that am be used as starting alcohols of formula (V111). For instance,
Scheme D illustrates preparation of phenols of formula (VIM) employing 15
4-benzytory-bromo-benzene as the starting material. In Step DI, Scheme D,
4benzylatrybmmo-benzene is first converted in a Grignard reagent by reacting with magnesium which
is then reacted with a cyclic ketone of formula (XLV), where Z = CH2 or oxygen and in= 0, 1 or 2, to
form a compound of formula (XV). The Grigoard reaction is generally carded out in an ethereal
solvent, such as tetrahydrofuraz (THF) or diethyl other. The Gfignard reagent thus 20formed is then
reacted with a cyclic ketone of formula (XIV), which results in an alcohol of formuLa (XV).  ill Scheme
D  HO (XV)(CH2). (OH2).Step 02 3 Step Di 
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Z = CI-12 or 0 in =0,1 or2  iCH2),fi Step D3 (XVI)HO (Villa)       In Step D2, Scheme ID, the compound
of formula (X'V) is subjected to a dehydration reaction under suitable se:action conditions lo form a
compcuml of formula (XVI). Such  5 dehydration reactions are generally cried out in an aleo.holic
solvent such as ethanol in the presence of an acid catalyst such as hydrochloric mid. This reaction
can be Denied out at a reaction temperature in the range of from about suh-ambieut to super-ambient
temperatures. For instance, a temperature range of from about 30C to about 60C can be employed.
Finally, in Step 03, Scheme D. the compound of formula (Xv-r) is subjected to reductive to cleavage
reaction to form the substituted phenolic compound of formula (Ma). The reductive cleavage reactions
can be canded out using ariy of the known procedures in the art. For instance, such reductive
cleavage can be effected by employing hydrogenation catalyst such as palladium on activated carbon
in a hydrogen ahnosphem. Scheme E illustrates another preparative method for the preparation of a
substituted  15 phenolic compound of formula (Villb), which can also be used as a starting alcohol in
the synthesis of compounds of formula (I). The phenolic compound of formula (VB/b) is primarily
substituted with a nitrogen heterocycle, which can readily be synthesized by an electrophilic
substitution of anisok under acidic conditions as shown in Scheme E. Scheme l3 20  42            hi Step
21, Scheme B., ardsok is subjected to an electrophilic substitution reaction with an oxo-nitrogen
heterocycle of formai. (XVI), where R is Ci-C4 alkyl and m 1 oil Any of the known clectrophilic
substitution reaction conditions can be employed in this step. For 5 example, mimic is reacted with
compoimd of formula (XVII) in the presence of hydrochloric acid to obtain compound of formula
(XVIII), which in turn is subjected to hydrogenation reaction to form compmmd of formula (XIX). For
instance, such an hydrogenation reaction can be coaled out catalytically using palladium on =Ilya:led
carbon in an hydrogen atmosphere. Finally, the compoun4 of fommla (XIX) is subjected to
demethylation reaction to to form free phenolic compound of formula (VBIb). VadOUS known
dealltylation, preferably, demethylation reaction conditions can be employed for this purpose. One
such example include reacting compound of formula (XIX) with an acid such as hydrobromic acid to
fwm compound of formula (Mb). 



4l

Scù¡oc D

SÞp Dl
Z=CllzorO
m=O,1or2

//->/Bt

O'^r'J
o{. n.M

L_(cFt)'"
no(-z

aìl\'cHÀ sep Dz

r,/V-oV
\)

1+
z--..\-(ct+tl^

",s oJsJJ .q!-03 ' 1+- -u " *, '^î.--*'*(Vllla)
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Finally, Scheme F illustrates a preparation of a phenolic compound of formula (VIIIc). 15 In this
illustration, in Step Fl, Scheme F, a series of phenolic compounds of formula (Ville) can be prepared
by employing an alcohol of formula (XX), which is macted with phenol in the presence of a suitable
acid catalyst, such as p-toMenesulfonic acid to form phenolic compound of fummla (Ville). As
illustrated herein, the substituents Rd. R., and 14 ore any of the feasible subslituents as desealed
herein_ 20Scheme F  43 OH OH ReRI 00() Scheme (3- illusindes another way of preparing
compounds of formula. (I) of this   invention under stereospecific reaction conditions, ie., substantially
under enantiaselective reaction conditions. That is uruler conclifions which allow the formation of the
cougpound of 5fOrlattle (I) with high retention of configuration of the optical center. Scheme 0    OAr
co-0 H.AR I  In Scheme 0, step 61, compound of fomuila (JUT is reacted with sodium cyemamide 10
to Iona a compound of formula QOM wherein Rg is a substituted or uusnbstitmed arylsulfanyl group,
such as substituted or unsubstituted phezryisulfonyl, e.g., a p-toryI group, and the hie. This reaction
am be carried out using any of the methods known to one skilled in the art. l'ypically, such =actions
are carried out in alcoholic solvents such as methanol at zoom temperature to obtain the
corresponding dthydrooxazolylamine of formula (MR. 15 In Scheme G, step G2, compound of formula
MEM is =meted with an alkyl alkynoic acid ester of formula (XOM) to form compound of formula
(XXEV). Again, such =actions can be carried out using any of the methods knovin to one skilled in the
art. Typically, such reactions can be carried out at the reflux temperature of the solvent, but other
reaction conditions can also be employed depending upon the type of starting compounds (1701) and 
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44      Finally, in Scheme G, step, 03 the compound of formula (XXIV) is reacted with a suitable
hythoxy compound of formula Ar0H, wherein Ar is a substituted or unsubstauted aryl, such as
substituted or unsubs-titoied phenyl or a molecule of formula HAROH, wherein BAR is substituted or
unsabstituied betemaryl, such as substituted or unsubstituted 5 benZahi0pbene. Such substitution
reactions are generally carded out in an epnatic polar solvent, such as DMF or aceirmitrile and in the
presence of a suitable base such as alkali carbonates for example =it= arrhonate or an organic base
such as triethylemine. Alternatively a compound of formula (XXIV) in an aprodc savant such as DMF
or acetonitrileidichloromethane/DMS0 cm be treated with a mixture of sodium hydride and 10 MOH or
HAROH in a suitable solvent such as acelonitrile or DMF. The reaction lemperaturta can be
sub-ambient to ambient to super-ambient, but typically the reaction is carried out under ambient to
moderately higher temperate= in the range of 30 to 60C  Scheme H    15Scheme H illustrates another
method of making compounds of formula (I) under stereo specific reaction conditions, Le..
substantially under enantioselective reaction conditions. That is under conditions which allow the
formation of the compound of formula (I) with high retethon of configuration of the optical center. In
Scheme H, step H1, an ester of formula (XXV) is reacted first with WA and then condensed with
another ester of formula 20 (XXVI) to form a compound of formula pawl In formulae (XXV) and (XXVI).
Rh and RI are independently 'owe:talky!, preferably C1-C4alkyl, for example methyl, ethyl, n-propyl or
n-butyl. This condensation reaction can be carded out using any of the methods known in the art More
typically, such reactions are cried out under inert atmospheres at around sub-ambient temperatures,
such as -78C to ambient reaction temperatures in a suitable non-polar 25organic solvents, such as
hexane. THY and the like.      In Scheme H, step H2, the compound of formula (XXVII) is then reacted
with dthydrausazolylamine of formula (Xcvnr) to form compound of formula (1) with substitue:nts as
shown in Scheme IL All of the substituents defined for RI and R2 may be made in accordance with
this scheme, however, it is more preferred for compounds of formula (I)  45 wherein R1 is alkyl, mono-
or di-fluontalkyl or elkoxyallcyl and Ba is hydrogen, alkyl, mono-1 or di-fluomalk3r1, arylalkyl or
alkoxyalkyl Ar and HAR are respectively substituted or un.sub.stituted aryl or substituted or
unsubstihrtedheteroaryi as defined hereinaboved In another aspect of this embodiment, this invention
also relates to a method of  5 modulating one or more metabotropic glutamate receptor ftmctions in a
patient requiring such treatment Such a method involves administering an effective trommt of a
compound of formula (I) or a pliaminceutieally acceptable salt, an enantiomer, a stereoisomer or a
lantorner thereof or a racemic mixture thereof 
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In a further embodiment, this invention also involves a method of treating a specific  to disease, a
disorder or a condition using an effective amourt of a compound of formula (I) of this invention_
Specific diseases that can he treated using the compounds of formula (I) of this invention include,
without any limitation, neurological or psychiatric disorders_      As used herein "psychiatric disorders"
shall have the game meaning as "psychotic disorder' as defined in Diagnostic and Statistical Manual
of Mental Disorders, 4L31 Ed-,  15 (")SM-TV") American Psychiatric Association, 1995, incorporated
herein by reference. The essential feature of brief psychotic disorder is a disturbance that involves the
sudden onset of at least one of the following positive psychotic symptoms: delusions, hallucinations,
disorganized speech, (e.g., frequent derailment or incoherence), or grossly disorganized or catatonic
behavior (Criterion A). An episode of the disturbance lasts a/ least one day but less  20 than one
month, and the individual eventually has a full return to the premorhid level of functioning (Criterion B).
The disturbance is not better accounted for by a mood disorder with psychotic faahrres, by
schizoeffective disorder, or by schizophrenia and is not due to the direct physiological effects of a
substance (e.g., hallucinogen) or a general medical condition (e.g.., subdural hematorna) (Criterion C.
It should further be noted that a skilled artban rat:gains  25 that there are alternative nomenclatures,
nosologies, and classification systems for neurological and psychiatric disorders described herein and
that these systems evolve with medical scientific progress.      It is also recognized that one skilled in
the art may affect the neurological and psychiatric disorders by hearing a patient presently afflicted
with the disorders or by  30 prophylactically treating a patient afflicted with the disorders with an
effective amount of the compound of formula (I) of this invention_ Thus, the terms 'treatment" and
'strafing" are intended to refer to all processes wherein them may be a slowing, interrupting, arresting,
46 controlling, or slopping of the progression of the neurological and psychiatric disorders described
herein, bat does not necessathly indicate a total elimination of all disorder symptoms, end is intended
to include prophylactic treatment of such neurological and psychirmic disorders. 5In a further
embodiment of this invention, specific diseases that can be treated using the compounds of formula w
of this invention include without any limitation: anxiety, migraine, schizophrenia, epilepsy and paim
One of skill in the art readily appreciates that the pathologies and disease slates expressly staled
herein ere not intended to be limiting rather to illustrate the efficacy of the compounds of the present
invention. Thus it is to be understood that the compounds of this invention may be used to treat any
disease involving the effects of metabotropic glutamate receptor functions. That is the compounds of
the present invention are modulators of metahotropic ghdamate receptors (rnGiuR), particularly,
m010,2" and may be effectively administered to ameliorate any disease state which is mediated all or
in part by mGluR2.  15 All of the various embodiments of the compounds -used in the methods of this
invention as disclosed herein cm be used in the method of treating various disease slates as
described herein. As stated herein, the compounds used in the method alibis invention are capable of
modulating the effects of mthuR2 and thereby alleviating the effects and/or conditions caused due to
the activity of inGluR2_ In another embodiment of the method of  20 this invention, the compounds of
this invention can be administered by any of the methods known in the art. SpecitirAlly, the
compounds of this invention cam be administered by oral, intramuscular, subcutaneous, rectal,
intratracheal, intranasal intraperitoneal, acerebroventricular (icv) or topical route.      Finally, in yet
another embodiment of this invention, there is also provided a pharmaceutical composition comprising
a phammceutically acceptable rather and a compound of formula (I) of this invention, including
emmliomers, stereoisomas, and theca:nen of said compound and pharmaceutically acceptable salts,
solvates or derivatives therm& with said compound having the general structure shown in forma:II as
described herein. 30As described herein, the pharmaceutical compositions of this invention feature
modulation of mGluR2 and thus are -use.fid in treating any disease, condition or a disorder involving
the effects of naGluR2 in a patient. Again, as described above, all of the preferred 
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47 embodiments of the compounds of this invention as disclosed herein can be used in preparing the
pharmaceutical compositions as described herein.      Preferably the pharmaceutical compositions of
this invention are in unit dosage forms such as tablets, pills_ capsules, powders, granules, sterile
parent-oral solutions or suspensions,  5 metered aerosol or liquid sways, drops, ampoules,
auto-injector devices or suppositorkm; for oral, parenteral, intranasal, sublingual or rectal
administration, or for administration by inhalation or insufilaticm. Alternatively, the compositions may
be presented in a fora suitable for once-weekly or once-monthly administration; for example, an
insoluble salt of the active compound, such as the decimate salt, may be adapted to provide a depot
preptation for  te intramuscular injection_ . An =rade polymer containing the active ingredient may be
envisaged. For preparing solid compositions sixth as tablets, the principal active ingredient is mixed
with a pharmaceutical carrier. e.g. conventional tableting ingredients such as con starch, lactose,
sucrose, sorbitol, tole, stearic acid, magnesium stearain, dicalcium phosphate or gams, ant other
phamoaceutioal diluents, e.g. -wate:r, to fora a solid pmformuletion  15 composition containing a
homogeneous mixture of a compound of framuLs. (I) of the present invention, or a pharanaceutieally
acceptable salt thereof When referring to the prefonnuletion composi dons as homogeneous, it is
meant that the active ingredient is dispersed evenly throughout the composition so that the
composition may by readily subdivided into equally effective unit dosage fonns such as tablets, pills
and capsules. This 2o solid prefommlation composition is then subdivided into unit dosage f0m1S of
the type described above containing frorn 0.110 about 500 mg of the active ingredient of the present
invention_ Flavored unit dosage forms contain from I to 100 mg, for example 1, 2, 5, 10, 25, 50 or 100
mg, of the active ingredient The tablets or pills of the novel composition can be coated or otherwise
compounded to provide a dosage form affording the advantage of  25 prolonged action_ For example,
the tablet or pill can comprise an inner dosage and an outer dosage component, the tatter being in the
form of an envelope over the former. The two component can be separated by an enteric layer which
serves to resist disintegration in the stomach and permits the inner component to pass intact into the
duodenum or to be delayed in release. A variety of ma reeists can be used for such enteric layers or
coatings, such materials so including a number of polymeric acids end mixtures of polymeric acids
with such materials as 4heilme, cetyl alcohol and cellulose acetate.  48       The liquid forms in which
the novel compositions of the present invention may be inemponded for administration orally or by
injection include aqueous solutions, suitably flavored syrups, aqueous or oil suspensions, and flavored
emulsions with e:dible oils such as cottonseed oil, sen oil, coconut oil or peanut oil, as well as elixirs
and similar  5 pharmaceutical vehicles. Suitable dispersing or suspending agents for aqueous
suspensions include synthetic and natural gums such as tragacantb, acacia, alginate, derstran,
sodium carboxymethyieellulose, methylcellulose, poIrrinyl-pyrnalidone or gelatin_       The
pharmaceutical compositions of this invention cat be administered by any of the methods known in the
art In general, the pharmaceutical compositions of this inveation can  ID be administered by oral,
intramuscular, subcutaneous, rectal, intrabacheal, inti-duasal, intraperitoneai, intracembroventricula
(kir) or topical route. The preferred administrations of the pharmaceutical composition of this invention
are by oral and intranasal muicr. Any of the known methods to administer phamiareutical
compositions by an oral or an intranast mule can be used to administer the composition of this
invention_ 15in the treatme:nt of various disease states as described herein, a suitable dosage level is
about 0.01 to 250 mg/kg per day, preferably about 0.05 to 100 mg/kg per day, and especially about
0.05 to 20 mg/kg per day. The compounds may be administered on a regimen ofl to 4 limes per day.
This invention is further illuarraed by the following examples which are provided for 
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20illustration purposes and in no way limit the scope of the present invention. Examples (General)
Reactions generally are rim under a nitrogen atmosphere. Solvents are dried over sodium or
magnesium sulfite and are evaporated under vacui m. on a rotary evaporator. TLC  25 analyses are
performed with EM Science tea gel 69 F254 plates with visualization by LTV irradiation wherever
possible. Flash chromatography is performed using Ism prepacked silica gel cartridges. The 11-INMR.
spectra ere rim at 300 MHz on a Gemini 300 or Varian VXR.300 spectrometer and are determined in
a deuterated solvent, suc.h as DMSO-d6 or CDC13 unless otherwise mated_ Chemical shifts values
are indicated in parts per million (ppat) with 39reference to tetramethyl i1 tw (TMS) as the internal
standard- The LC/MS are run on a hficromass Platform LCZ.  49       As used in the examples and
preparations That follow, the terms used therein shall have the meanings indicated: "kg" refers to
alograms, "g" refers to grams, "mg" refers to milligram% "gig" refers to micrograms, "pg" refers to
picograms, tefm. to pounds, "ozn refers to ounces, "mol" refers to moles, "mmol" refers to miIlimo1es
"proolt refers to  5 mien:orioles, 'nipple" refers to stanomoks, "L" refers to liters, "mL" or "ml" refers to
milliliters, "pL" refers to mica "gal' refers to gallons, "C" refers to degrees Ceisiu_s, "Re "1 refers in
retention factor, "mp" or rap. refers to melting point, 'dee refers to decomposition, "hp" or "b.p." refers
to boiling point, "mm of Hg" refers to pressure in millimeters of mercury. "cm' refers to centimeters,
"mu" nafeas to nanometers, "Jabs? refers to  to absolute, "conc." refers to concentrated, "c" refers io
concentration in g/mL, "TAP" refers to tetrahydrofumn, "DMF" refers to dimethylformamide, "NMP"
refers to 1-methyl-2- pyrrnlidinone, "B tow refers to ethyl alcohol, "MeOFF refers to methyl. alcohol,
"Et0Ac" refers to ethyl acetate; "brine" refers to a sgurded aqueous sodium chloride solution, "M"
refers to molar, "m114" refers to millimoler, "p.M" refers to micromolar, "n114" refers to 15nanomolar.
"N" refers to ncirrn01, "TLC" refers to thin layer chromatography, ITEPLCTT refers to high perfosce
liquid chromatography, "4." refers to intraperitoneally, "iv refers to intravenously, onhyd =- anhydrous;
aq = aqueous; min = minute; mins = minutes; h. or hr harm it -= day; psi - pounds per square ineh;
atm =- atmosphere; sat. = saturated; s = singlet, d = doublet t triplet q quarte4 m nadliple4 dd doublet
of doublets; br broad; LC 20 liquid chmmatograph; MS = mass spectrograph; ESI = electrospray
ionization; CI = chemical ionization; RI retention time; M = molecular in Optical rotations lails were
measured using a Perkin Elmer polarimeter model 341 with a sodium lamp, D line (589 urn), path
length 100 mm at 25C temperature at a concentration and solvent as specified in the respective
examples below. 25Example 1
(S)-244-tert-Butyl-phettoxymethyl)-2,3-dthydrc-menolo[3,2-a]pyrimidin-7-one %.21--))  Step 1:
2-(4-tert-Butyl-phenoxymethyl)-oxirane  SD 
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cdtrDllir¡e q sl,oFpil8 of lbc progression d the rcuologicat and ps¡thifríc dbordes

described ¡ErEir, brt does not indicate a lobl dimì¡etiø of sll disoder

s,,EgtoEx aod is i¡ttodcd b ¡lelude hEEhe¡t of sucå wuological od

Fsychirûic di¡þrdcrs.

I¡ a frthc¡ mbodimed of this invøfion, q*ciño discascs thd cla trc ücated rxing

the co4nrmÀs of fsmlùa (I) of úís i¡vcatio¡ iDcludc wiüoú any h'rni61¡i¡¡, -16.9.
oigrEiDc' scüizophtûia ep'Ielsy aDd pain-

O¡e of sÞill in üE rt ¡ea¡iþ zppecisles rbat úe púologics a¡d dis""se stmes

ç(IEESù sbfcd bsEi!. qE Dot i¡lc¡d€d b bc liuiti¡g rdhe¡ fo iú$tuaûe fhe eEcary of lhc

of the gesent invarion Th¡B it ís !o bc udc¡slood Ë¿t Éc æopounds d üis

invafion d¿y be ù¡Ed b t€ãt any diseasc ìrvolving the ft* of netbohopic ghfm¡l€

rtccflor føctioos. Ttst Ís, óo oom¡o"".|" d úE ¡reseú invention ùû mod¡¡ldoß of

Eeeboftrpic reoc¡rbrs (m{ìIuR). pE¡Ëct¡I¡ù, mChL¿ a¡d m¡y te dÞctivEly

¡d'¡inicr¡td þ a'net'üæ ùy dir€âse sl¿le whicå is ootliæd all or in pat by nGluRll.

AII of Èc vz¡ior¡s cobodiød of he cupormds ûÊd in lhe mdtrodr d tåis

invmtim as disclosctl }asiÃ caa bc nsed in fhe method of trEatfug lìdio¡¡s alissso sl¡Es Bs

dcsøúed hãein- As stúed hsein, the com¡nmÀs r¡srd in the ncthod of this inveaion ae

øpùIe of ûduláti¡g lhc cftcle of mGl¡¡Ril srd úErebr slcyiding the eftcts mayo¡

corditio¡s csnsd d¡rc 10 thr oti"ity of mGIqR2 In øoftcr cobodiotd of thc meihod of

ttis iavcotio¡, rüe compoødr d úis invenrion ce be adnidsEtd by ruv ofthc bs{hods

hos¡¡ in úe arl Spociñcally. úe æanouds of rhi¡ im¡rotio¡ can be afuinisered by oral,

ifruuscr¡la, sr¡bcrf¡¡¡ou+ rcûbt, iu!frr,h€at iû¡n¡s¡I, iouryc¡ioncal'

i¡tr¡oaekuwñioulr Gqv) or lopiosl ¡oÉ.
FiDsIV, i¡ Ft o¡oúE edbodimmt of lüí¡ intutio¡, rbctt is also ¡rovided a

plmrcaiøl cqldsing a e¡¡m¡ootfic¡lly øie ad a

of fo¡m¡¡l¿ @ of ûis i¡vn¡tio¡, eïqnritmes! særeoi¡omas, a¡d

t¡¡¡hcrs of siil oonpoud ad ¡ham¡¡euticaly acceft¡¡lc 8sI8' slv¿Es or dcrivdives

fhcrcot with said compormd tseirg {he geneml süucüt show! i¡ fomul¡. I as dc¡cribed

hqein-

As dsçibed hÂEi+ the Ém¡coulioal mmpositions otr this irt¡dion fcau¡e

modr¡Idim. of nGI¡¡R2 ¡n¡I tÌ'r'e EE use'ful i¡ trarhg my di¡c¿¡c, cmd¡lion or ¿ disordc¡

involving tho c.trccE of oGh¡R2 i¡ a o¡rienr Agdn, ss de*úed úorq oll ofttc pefued

75

30

To e mixture of (R)-epichlorohydria (12.4 g, 134 ramol) and 4-teat-butylphenol (10.0 g, 66.8 mmol) in
acetone (50 ml) was added potassium carbonate (924 g, 66,8 mmol). The mixture was stirred at 45C
for 96 hours. The reaction mixture was then concentrated to remove acetone. The residue was
partitioned between ethyl acetate and water and extracted  5 twice with ethyl ezetate. The organic
phases were combined and washed with water, brine, dried over sodium sulfate and concentrated
under won The recalling residue was purified by flash chromatography (silica, methylene
chloridetheptane) to give 9-18 g (67%) of (S)-2-(4- tert-butyl-phenoxymethyl)oxinme.
Cju,sOz(20622),LCMS (ES1): 248.17 (M+1-11-HCH3CN). in111 NMR (CDCh, 300MHz), 5 731 (d,
211), 6.86 (d, 211), 4.18 (dd, 111), 3.97 (dd, 111), 3.34 (in, 111), 2,90 (1, 113), 2.75 (dd, 111), 127 (s,
911). Step 2: (S)-5-(4-ted-Butylphenox3methyl)-4,5-dilrydro-oxazol-2-ylamine       To a vigomusly
stirred solution of sodium hydrogen cyanamide (2.92 g" 443 mato in methanol (40 nil.) was added
druprwise (S)-2-(4-tert-butylphenoxymethyl)-osirane (9.18 g,  15 44,5 mmol). The reaction mixture
was stirred at room temperature overnight after which the maction mixture was concentrated to
remove methanol_ Anhydrous diethyl ether (150 mL) was added. The resulting while precipitate was
filtered through Site and the filtrate was concentrated- The residue was purified by flash
cluomalography (silica, 7N NH3 in =6=01/methylene chloride) to give 433 g (41%) of
(S)-5-(4-tert-butyl-phenoxyinethyl)- 20(4 ,5-dihydro-rorazol-2 -y1) amine. Ci4H2oN202 (24833X LCMS
(BM): 249.17 (E-F11). 'II(CDC11, 300MH4, 61.31 (d, 211), 6.86 (d, 211), 4.91 (in, 1E1), 4.0 (v. br.
211), 4.04 (AB-m, 2B), 3.92 (dd, 1H), 3.61 (dd, 111), 129'(s, 911). Step 3:
(S)-2-(4-tert-Butyl-phenoicyracthyl)-2,3-draydro-oxazoloP,2-abyrimidiar7-one  25 To a solution of
(S)-5-(4-tert-butyl-phenoxymeth3045-dihydro-oxezol-2-ylamine (4.53 g, 18.3 mmol) ethanol (35 raL)
was added ethyl propiolate (2.32 g,, 23.7 mmol). The reaction mixture was Mined at reflux for 6 hours.
The mixture was stiffed at 30C for a few minutes and subsequently cooled to mom tempera lure. The
resulting crystals were collected and washed twice with hexane. The solid was dried under high
vacuum at 65C for 18 hours 30in afford 2.8 g (50%) of
(S)-2-(4-tert-butyl-phenoxyrnethyl)-2,3-dilrydro-oxazolo[3,2- a]pyrimidin-7-one. MD' -54.04 (c 0.503,
CHCb), Ci71120N203 (30036), LCMS (EM): 301.15 (M*111).  51 ill NMR (CDC13, 300 MEIz) 8 731
(d, 2E), 7_24 (d, 1H), 6.81 (d, 2111 6.09 (d, 1H), 5_27 (m, IM), 4214.41 (m, 4H), 1.29 (s, 911).
Example 2 
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eoboilimcd¡ of the compo .",rr of thi¡ inv¡dion as disclosod Isein c¿n be''s.¡ i¿¡rç¡s¡iÀS

tbs pb.-n¡csúicål oom¡ooitionr as dcsaiboil heleil

Pnfurbly the pberaaoufical cmpositionr ofúÈ inwution are iu ulit dosagc ñrms

¡r'c,h as bble,ls, ¡iI+ apsrlesr poydrß, græt¡les, steile ¡laafwd solstions or suspensiLons,

nsteæd aqosol or liquid qmyx, dmps, ampculcs, e@iajeo{or doviocs m sr4ryoeitoric; .br

'r4 pd6l€r¿! sublhguat or rcct¡I aitrninistr¡tirl¡, o¡ fur EdeiDisstim by

i"h'lstim r iosumâfi@- altematively, tbc co@fþsitio¡s Ê¿y bc gardod in a Ê'-" suiable

fu onco-væelly or o.ucemonhly aihnínirt¡tio"; for o<ampþ ån i¡solublc salt sf thc ac¡iw

oonlroutr{ such as the dc@osb salf n¡y be ada¡ted to pmvide a drpot gepaúion for

¡!trEnusouls¡ injcctio- . An qodiblc poþaor ooüiniag he aclire íngrediøt may be

crvisaged. For ¡re¡uriag solid c@¡ositioü such as hbleß, 6Ë Fincipsl actfuo ingrcdicot is

nix€d wiü | pbz''ñ¡ceúic¡t carria, e.g. cmvcotiorrl. tabláing ingrediqb suú a¡ mm

sbtob, Iactose, n¡aosc, sorbiro! ølc, se¡¡io scid, mæ¡nsir¡m ¡t¡a¡te, diølcim¡borpbaæ or

gr.m;, Ed oücr nb¡ø¡csutical dilucús, e.g. wåbr, 1o ñm. a solid ¡rcforuuldiø
cn !þtition cotrlåinbg a hooogeorow mb.tute of a cqro@d dñmDIå (D d the presd

Ìnwatio¡, or t phåogceutically ¿co.pEblc s¡It fhÈrûf. U/hen refeuing þ th¿e s

prtfoouldioa oompositio¡s æ lúrn¡qenÞoû+ it is mest tbÉ üo eotirç ingrcdicot is

disFassd .v.oV inoWfur¡t the com¡nsition 8o tb¡t (be mmposirior Eay tû ftadrty

subdividEd íÍtu equåIy Gtro<{iyo "nT do¡aSe fods sucå as lableÇ ¡ills å¡d capsules. This

solid Feftduldi@. com¡osition Ì¡ tú¡u n¡bdÌvialcd iü lmit dmge ñms of the tne
desibed abore contahing ftom 0.1 10 about 500 Eg of thc aolire iogEdi€ot ûf úe ¡reótut

irndioa- Elcrlød lmit dosage ñ'm¡ comin from t O I00 mg, for oromplo 1,15, 10.25.

50 or 100 mg, of the actir¡c iÀgrcdicd. Tlo trblefe d pills of fte Ãovd con¡ositiou cu be

cûsled or olhãwia¿ to provido I dossgc ñm aftdilg the advælage of
gofooged ¡otim- Fø oraple, tÌe tublet c pill cæ com¡riso E i¡Dcr d6¡ge ãnit aD aut?r

dosgo cooponcuÇ fhc IÂh being in thc fom of s¡ qvelopc orær he fr(Eä. Thc tçe

componsñ cå¡ bc scpüEtcd by a coteric la¡ø which serrtes b ¡esi¡t d;¡infp¡rztinn in the

stonsch BDd përnits fbc inur co4meú to IrøBs intÀct fufo tbc duorls,rnn or to be dclryd in

release. A variety of n¡tc¡i¡ls ce be lrld ft'r s¡cå øÞric þrcrs or mz+ing¡, sxh mdtrials

including a.'r""her dpol¡æcric ooids ad nixturcs of pl¡'mcrio ¡oids wÍft such m¡¡-i¡l¡ as

sboll¡ci c¡t¡tlaloohol ân¡t cclfulose acetde.

2-(4-F1unro-phenotcymetby0-2,3-clihydro-coarzolo[3,2-alpyrinridin-7-one 5   Step 1:
2-(4-Fluoro-phenoxymethyD-oxirane      To a mixture of epichlorohydrin (9.8 g, 106 romol) and
4-ftuomphimol (238 g, 212 mmol) in acetonitdle (40 zol) was added cesium carbonate (6.9 g, 211
mmol). The mixture was healed at reflux for 3 hours. The reaction mixture was cooled, poured into
wider (100 10 mL) and extracted twice with MAG. The organic phases were combined and washed
with water, brine, dried (Na2804), concentrated ant dried under high vacuum ovemight to give the
product as en oft (3.44g, 96%). 09H9F02 (168.05), LCMS (ESD: 210.10(Nlt+H+CH3CN)        NMR
(CDC1a, 300MIR), 8 6.93-7.02(m, MD, 6.83-6.91 (n, 211), 421 (dd, 111), 3.92 (dd, 15113), 335 (m,
111), 2_92 (t, 111), 2.75 (di, no. Step 2: 5-(4-Fluoro-phenoxymethyl)-4,5-dihydro-orrazol-2-ylamine
To a vigorously stirred solution of sodium. hydrogen cyanamide (0.64 g, 10.0 mmol) in methanol (10
EL) was added dropwise 2-(4-fluoro-phenoxymethy1)-codume (1.68 g, 10 =not) after which the
reaction mixture was stirred at room temperalwe overnight The reaction 20 mixture was conceutrated
to remove methanol. Anhydrous diethyl ether (50 mL) was added after which the resulting white
precipitate was removed by filtration tinuagEt cella and the filtrate concentrated_ The residue was
purified by flash chromatography (silica, 7N NH3 in methanollmethylene chloride) to give 037 g (373/0
of 5-(4-fluorophenoxymethyl)-(4,5- dthydro-oxazol-2-yDarnine. 25C1eli11FN202 (210,081 LCMS
(ESD: 211.10 (M+4-11).       (CDC13, 300M1Iz), 8 6.93-7.03 (m, 211) 6.82-6.91 (in, 210, 4.91 (m,
111), 4.2 (v. br., 211), 4.02 (AB-m, 211), 3.93 (dd, IR), 3.61 (dd, Step 3:
2-(4-Fluom-phenoxymethyl)-2,3-dth3dro-o1cazolof3,2-ajpyrimidin-7-one  52      To e solution of
5-(4-fluora-phenoxymethyl)-4.5-dihychti-oxazoI-2-ylamine (420 g, 2.00 mmol) in ethanol (8 roL) was
added ethyl propiolate (025 g, 2.60 mmol). The reactioa mixture was stirred al reflux for 6 hours. The
mixture was stined at 30C for a few minutes after which it was cooled to mon temperature. The
resulting crystals were collected and 5 washed twice with hexane. The solid was dried under high
vacuum at 65C for 18 hours to afford 0.23 g (50%) of
2-(4-fluorophenoxymeihyl)-2,3-chltydro-oxazoIoP2-alpyrimidim-7- one. CLIH11EN203 (262_07),
LCMS (EP: 263.08 (MtHEI).          tHNMIt (CDC15,300 MHz) B 7.25 (d, 1H), 6.99 (ro, 211), 6.83 (in,
211), 6.09 (d, 111), 5.28 (m, 10111), 4.19-4.43 (m, 41-1) 
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ff€ fCuid forms in sthich lhc novcl coøpositions of thc presør invemion may te

incorpozbd fc ¡ðrninirfr¿ion orally or by -j*1i"" include aqucous solutiøs, ruitably

0svo¡Ed syn¡p+ a{ucous or oil suspca¡io!+ od fevo¡¡d cøulsio¡s ç'iü ed¡tlo oils suoh as

Dotlo¡.wed oit xewe oil, cocmrú oil or pcamt oil as wll ås elixfus snd ri'ñilz?

pÞ¡¡Dsceüicst whiolcs. Su¡taUD dispcr¡irg or $$peod¡Dg sgcæ b¡ aqueow suçeoeious

include syattøic ard !út.ul ems srch as taCncaDtñ, acaci4 alqinåte, dexta¡, sodim.

caùoxynefh¡dællulose, methylcclluloæ, pol¡wiuyl-pynolidoc c geìatin-

fhe pbarmaceutical conpositioß of th¡s iÃr@lim. osî be adøìaisücd by úy of lbc

u¡thoifs how¡ i¡ tüp ¡¡t I¡ gg!ßrll the ¡bamacoutical sonlrositioDs of rhis iqvcdie ca¡

be ¡rl i¡iErprtd by "4 inramr:smlar, Éctal iffifåfáL futrtuâ¡al,

itapaitoaea[ itacerefnovaticulr Clca) G topicâl Éulc- Tbc prcfurcd ¡fuiûistalions of

Ëc pb,uoncalical oonpositior of tbis ¡{r,F''rio¡ arE by o¡¡l snd fuEossl ror¡les- Ary of 6e

bo*¡ mcthod¡ to ¡dministÈ pbt"n¡¡Êutic¿l .ûqþsitioû by aa oral or atr inEaDsssl rDuþ

csr bc ¡¡sed to sdDiDistcr thc cm¡orfio, of this i¡ve¡tio¿

I¡ rhe æamct of vniaus disca¡¿ stnes ss clesqibod haeiD, a suibble dosge level ir
sbout 0.01 b 250 nglkg pq dÃy, Ft.k¿bly about 0.05 fo lfi) mglkg pu ilay, ad eaccially

aboú 0.05 to æ mg/kg Id dzy. The c@ounds ma¡r be ¡'I'nínictatd on a fElimrd. of I to 4

times pa day.

This invctiou is fi¡úq illwtraed tv tbe ñtlcwing s.."FIEs wùich art povided for

illwtrøion ¡ruposes rod ir uo way li"'it lhe rcope of Èc præt invatisn

Bramples (Gaeral)

R¡aqio¡s g€o€dlly arE nm udc a nihgen .c"oephere. SolvÉdl¡ ûe d¡ied ottr
5¡¿[i¡6 e¡ rnqgn¡si'rrn st¡lfue and ae ev4n¡¡trd l¡nd€r v¿cr¡¡t m,I roEy evqlq¡tor. Trc
æatyres are prbrncd with E\'I Scicocc silica gd 60 P54 ¡ldcs wiü visualiaioa þ [IV
ir¡di¡lion niacvcr lossiblc. fbú obrooogra¡hy is pafornrd 'v"g Isco prepacked silica

gpl crüidgcß fto tf XlvlR. s¡com src rE st 300 MIIZ q a Gemini 300 o¡ Vûiån \rJG.300

Ðcú!@etc srd a¡e dcta¡i¡ed i¡. a deúEdbtl solval, such a¡ DùII¡O+ or OCb tmbsg

oúqwixe not¿d- Chmic¿I shifl¡ ralu¡s are indicstld ¡¡. po¡ts pcr oi.llion (ppø) wiü

¡efertnce b teùderhyls¡lâ¡E (Il¿ßi) as ûc iftrDsl gtaoda¡d- Tte I4/ìdS are run (m a

Microm¡ss Plffi¡E f-,/CZ

Example 3 2-(4-tert-Butyl-phenyisulfanylmetity1)-2,3-dritydro-oxazoloP,2-alpyrimidin-7-one
The title compound was prepared from 4-tert-butyl-benzenethicil and epichlorohydlin 15according lo
the method employed for the synthesis of Example 2. C17T-12014202S (316.12), LCMS (EST):
317.15 (Mti-H). NMR (DMSO-dc 300 MHz) B 7.70 (d, 111), 737 (s, 411), 5.79 (d, 111), 5.07 (m, 111),
4.35 (1, 111), 3.99 (dd, 111), 3.46 (11.13-m, 2R3), 1.28 (s, 914). Example 4 202-(4-tert-Bu
tyl-cycloheityloxymethyl)-2,3-chlydro-rocazolo[3.2-ajpyrinsidin-7-one -N 0-0- Step 1:
2-(4-tert-Butyl-cyclohw94oxym.elhyl)-mcirane Epichlorohyckin (10.60 g, 111 mmol) and
tricaprylmetbylammonium chloride (aliquot 336, 0.5 g) were dissolved in cycloheirane (45 mL).
4-tert-Butyleyclohexanol (4.34 g, 27.8 25 roma') was added and the reaction taixbre was diluted with
an aqueous solution of sodiun hydroxide (509S in H20, 7.5 mL). The two phase system was heated to
90C under vigomus stirring for 5 hours. The mixture was diluted with water (300mL) and extracted
twice with  53 hexane, and subsequently with ethyl acetate. The combined organic extracts were
-washed with dilute NB4 CI, water, dried (Na2SO4) and concentrated to give a yellowish soft solid
(6.10 g) which was used without further pacification_ CL3112402 (2L2.17), LCMS (HSI); 254-24
(M++H+CH3CN). Step 2; 5-(4-tert-Butyl-cyclohexyloxymethyl)-4,5-dilaydro-oxazol-2-ylamine 
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As used in thc o.¡'q¡rls -".1 ¡re¡rarations úaf follow, tho Uos usotl lhcrein rh¡Il b¿ve

úe ncaingl indicãE¿ frg' rcfE¡s to kilogræs, !rg" rcftrs to gr@8, hg' reÞ'E tD

nìllig¡qss, "pg' ¡tfqs 1o .micrognû¡, þd trm to pimgøms, 'Ib' ¡efErs b ¡ormfu "oC'

¡tfE¡s b ouoccs, "mol" Éfqs b moles, 'hmol' re&rs to rnillihote+ "g,molc" mftß to
mir¡onolca, '¡oolo" rcftrs úo .rúomoles, lL" rúEs fu litErq "ml-n or "m,1" rcfqs to

"tù'¡esto Eicrolitffi, 'gsl" rtfrrs to g¡tlms, -C" rrfat úo degEÉs Celsiu+ 'R¡

' rdqs b rEtqliotr &ctor, 'øp' or nnp." rEfrts fo meJti¡g poiut 'dec' ¡*s to

dæpo¡itioo, rEÊrs b boiling pcirl "nm of Hg:' ¡efas b ¡¡rsst¡e itr

v'illi"¡ete¡s of m¡rcrry, 'cm' æftts !o cdfimeôkÉ, hm' ¡*¡s to ra¡mdæ¡ .tbs." rE&rs to

ahsolute, "conc," ¡4¡s to sorccûEde{ "cn tcfqs to oo¡caûts'stioû in g/hL, 'THF' r€fus to

t*ahydrfran, TMF- rcftrs O dimøhylfooaølfo, 'NMP" Éfus lo l-nfryl-2-
pyrmlidinmq TtOIfl ¡efqs b clhyl alcohol, "À{eOEf' ntur to mcrhyl alcohol fOAc"
Ée{E to efl{n ¿cdte; 'b'rine' re&¡s b e Su¡Ersal aqucow sodium ohlori<lc solu¡im, Îvfl
rcfefs b Eohq, 'EÀ4" ¡!&fs !o millimol¡', 'È{' ftftú to mistnoláf. hlyf rEfËrE to

¡momol4 .}l' re&ú þ ¡o'rn¡|, "Irc" rdErs 1o tli! lÃy¡( cü¡søúEralfor, TIPLC" lcfus to

ligh !€doúñc€ liquid c,brmalogrAhy, 'Lp' reÊrs b iúpaito¡Eallt 'iv-" rcfc¡s to

iúuveuously, a¡tVd : o¡L¡¡d¡o¡¡q aq : aqueot¡s; ' - '#tr¡Þl 'ni.c = minr¡tesi, h or hr -
hou; d-dry; ¡si - ¡ornds ¡lct squrre iarå; O - Oos¡hrrc; sd.: sE¡[úc{ s: siÃSlet d

: dot¡bleë, t:tþIet, q: quet4 m - mltiplet dd - doublst of doubleb; h - bm{ ta -
liçiil c.honatogtsph; ù!S - m¡ss g¡ectog¡E h ESI: ùctoslrøy inníz¡fon; d: chøiel
iorizrion; RT - rctc¡lioD tioe¡ M : molccr:lar ion. O¡rtical roEiions [u,J¡r wr¡E D¡asulEd

usiag a Hio Blmu ¡nls¡incLr mo.lcl 341 wíth ¿ soali¡¡e.la4, D line (5E9 nm), palhløgrh

100 m et ãoG L'"pøæræ ¡t s. o@o€dstioD ¡¡d solyrU as specifcd io thc rcspectiw

Eøples b€Iow.

Exanple 1

(S}.Z(+oa-B¡tyl-¡bcooðrmct¡yl)-23-dihyaLo<pzolo[32.aþyrimidia-7<ne

os,.N--=-o,

UL)",I
1Vo

-\)4
S@ 1: 2{4rc<t-Butyl-phraoqæahylþxiroe

The titre compound was prepared from 2-(4-tembuty4-cyclohexyloxymethyl)-oxirane according to the
procedure employed for the preparation of compound in Step 2 of Example 1. C14112.6N202
(254.19), LeMS (EST): 25118 (MtFH). rH NMR. (CDC13, 300MHz), 8 4.69 (n, 111), 3.86 (v. br., 211),
3.80 (dd, 111), 3.62 (dd, 111), 103.46 (AB-m, 211), 3.19 (in, 111), 2.06 (br., 211), 1.89 (hr., 211),
0.86-L38 (n, 511), 0.85 (s, 914). Step 3:
2-(4-tert-Butyl-cyc1ohexy1oxymethy1)-2,3-dihydro-oxa7olo[3,2-a]pyrimidin-7-one      The tide
compotmd was prepared from. 5rt-lmiyl-cyclohmtylorymethyl)-4,5- dihydro-oxazol-2-ylamine according
to the procedure employed for the preparation of compound in Step 3 of Example 1. 15C171iz14203
(306.13). LeMS (ES!): 307.19 (Iir+H). IH NAIR (CDC13, 30010Hz), 37.20 (1, 111). 6.05(d, 1E1), 5.04
(m, 111), 4.19 (AB-ra, 211), 3.78 (AB-m, 211), 3_23 (n, 111), 1.99 (in, 211), 1.78 (in, 211), 0.91-1.18
(n, 511), 0.86 (s, 911). Example 5
244-(4,4-(Thraethylkcyc1ohexyl)-phenoxymethy11-2,3-dilaydm-oxezo1op,2-a]pyrimiclin-7-one 20
t50--P   Slap 1: 4,4-Dimethy1-cyclohexanone      To 0.1 g of palladium on activated carbon (10%) was
added a solution of 4,4- dimethy1eyclohex-2-enone (613 g, 50 mmol) in petroleum. ether. This mixture
was stirred under 1 atmosphere of hydrogen for 20 hours. After ill:tit/ion through mate, the solvent was
25 removed under iodated press= to afford a wbite solid (5.7g. 92%). C11140 (126.10), LCMS (TaSI):
I 27.110(}1). IHNMR (CDC13, 300MHz), 82.35 (t, 411), 1.68 (t 411), 1.16 611). Step 2:
1-(4-Benzyloxypheayi)-4,4-dimethyl- cyclohexanol           In a 250 mL round-bottomed flask was
placed magnesium tannings (1.85g, 76.1 30 mmol), which were stirred wader vacuum without solvent
overnight To the tannings was 
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To e mixtu¡e of (R)+picùloroûÉtu (12.4 g; 134 dol) ad +tcrtåutylplcool (I0,0

g 66.8 mrnol) in acetme (50 nl) was addcd potasrium oa¡bo¡,øo Qza g 66,8 nnot). the

mb<û.Ee was stiñd d 45cC lor 96 hous. Tbe rtaction mixtre vås úa cmcentalcd to

r@ovc sccfo¡c. tho ¡csiörc v¿s pøtitioncd betwea. etþl ¿ccl¿Þ md vtalcr aud o<üoccd

tvicc wÍË clù¡d aretsta Tte orgnic pbase* çqe combi¡cd md x,sshcd wilh çû, kiner

d¡iod ovs sodiu sulËle md co¡ccaEatcd rudt¡ vacmrm- The resufting residuc was puiñcd

þ 0ash cürooøogtnphy (slic+ nelhyltue cåloridahcphnc) 1o giYE 9.lt g (67%) d(S>2{4
tErt-butyI-phmqÆ¡fh9þxinne-

CrilIr¡O, @tlO:8)¡ LCITIS (ESI): 248.1? (À,f+H+CH3a\I).

H xr,n- (c¡cr¡, 300Mrrz), ö ?3r (q 2Ð, 6,s6 (4 zl{t 4.I8 (dd, 1Ð, 3-n (dÀ,lrÐ. 3.34

(8, 1Ð 2,90 (t, llÐ,2.75 (d4 III), 12? (r,9II).

Sæp 2: (S)5{+m-Butylphenoxpcóy}4,5JüydrD{x¡zol-2-ylåniEe

To a vìgorcusþ stind solution of ¡odirm hydtogcd. c''t@ido QSZ E" 445 nnpD in

mcóæol (a0 nL) vas Eddcd dmpÌrirt (s)ã+tc¡t-bt¡tyl¡hsao)rf'çtVþxiF'" @.1t g

4a,5 mnol). The reaciion mìxtr¡o w¡s sti¡rcd c mon tm¡ls¿ôrË ormight aftr wùic,!, tbe

reedion miú¡re ças co¡¡cúakd to nmove mdbaol Alhydrors di@ úer 050 nL)

wus addcal Tlrc rcsulting wtile geci¡itaG wns ñltcrcd ftough celite md the ñItræ ç8s

oo!ÆEûEb¿ The rcsiduc uas prriñcd by flrsb chromalogrqhy (silicq 7l.I NII3 in

nebaoVmertylrac olloridc) to Eivo 453 E <4lVù of Sþ(a+ertåtyl-plcooxymøhyþ
(a,5dih¡eo<xaæl-2-yI)uine,

q.II2NzO¿ C¿4SJ3I IÃ{S GSD:249-1? G'f+Ð-
rumvn (cpcl¡,3ooMIIz), Ð 2.31 (4 2IrI 6,s6 (4 2tr), 4.91 (n, 19, a.0 (v. br.. 2rr), 4.04

(Ab-g.-zIJJ,t-lz(d4 1Iù3.61 (d4 1Ð, 129(s,9Ð.

Step 3: (S}2{+ffi-BW-lh.ûoùS/Eúyl}¿3{ihydmoxazoloB2-¡lfyrinidiæ7o¡e

To a solrtio¡ of (Slfifi¡n-bütyl-¡brao¡q/Dd$)a'5dihydm-oxazol-2-ylaninc

(453 g, 18,3 mnol) in elbeol (35 mTl wus ¡ddd eúl Qi2 gzr1 mmoD' 'fhç

rc¡dim oirqe qas stfu€d at ra,fll¡x fo¡ 6 basrs. Tte mifiue w¡¡ stincd d.30!C for a fËw

Ei¡utes ånd srhsequedly coolcd o ¡ooo E@It€rahrE' Tte resultiÃg ø¡xuls w¡o coIctbd

and çzsbÐd twiæ with hmc, Iho solid w¡s d¡ied rm¡la h¡8h wo¡¡¡¡a st 65'C fo¡ t8 hou6

b añrd 2.8 g, (5Oyù qf (8>2{+1ert-butyl-ph€ûoxpctþ}2j-affiao<azolot3.2-

aþgimidir-?-one. [a.]Dã -54.04 (c 0.5flÉ}, cHcI¡),

CrzIlz¡ìIzO¡ (3003Q, LCMi (ESI): 301.t5 Gf+IÐ-

54 added anhydrous THF (10 mL) and 4-henzyloxyluomoberizene (10.0 g, 38.0 iihnol) in aohydarns
THY (40 ml) over 15 min. After the reaction was complete, the resulting gray slurry was stirred for 2 h
at 60C. To the slurry, cooled in an ice-water bath, was added 4,4- dimethyl-cycIohexacone (336 g,
26.6 mmol) in THF (15 mL). The reaction mixture was 5 stirred for 1 hour at MOM temperature after
which the solvent was removed under reduced pressure. The residue was partitioned between
Et0Acisatorated NH4CL The mixture was extracted twice with Et0Ac. The organic phases were
combined, dried (Na2504) end concentrated_ The residue was purified via column chromatography
on silica gel (eluting with 10-48% ethyl acetateihmcanes) to give 4.14 g (50%) of
1-(4-henzyloxy-pheny1)-4,4- 10dimethylcyclohexanol. C211-12s02 (310.19), LCMS (ES1): 293.18
(MF-1-1-1-H20).   NMR (CDC13, 300MHz), 5 7.28-7.46 (in, 711), 6.92 (d, 211), 5.97 (br. s, 111), 5.06
(s, 239 (hr. s, 211), 1.97(1w. 5, 211), 1.48-1.55 (in, 214)0.95 (s, 611). Step 3:
1-lienzyloxy-4-(4,4-dimethylcyclohex-1-enyl)-tenzene
Is1-(4-Berizyloxypheny1)-4,4-dimethyl-cyclohexanol (4.14 g, 133 mmol) was dissolved in ethanol (80
mL) by stirring after which concentrated hydrochloric acid (8 ml) was added. This stirred mixture was
heated to 50C for 1.5 hours. The solvent was removed uoder reduce:d pressure. The residue was
hanWed with ammonium hydroxide, extracted three tim with Et0Ac and the organic extracts combined
and concentrated to afford 1-13enzy1oxy-4-(4,4- 20dimethykyclohex-1-eny1)-henzene as a white
solid (3.98 g, 99%). C2111.240 (29142), LCMS (ES!); 29321(1W-1-H). 1.11 NMR (CDC11, 300MHz),
5 7.28-7.46 (in, 711), 6.92 (d, 214), 5.97 (hr. s, 111), 5.06 (s, 211). 230 (in, 211), 1.97 (in, 211),
1.48-1.55 (in, 211), 0.95 (s, 611). Step 4: 4-(4,4-Dimethylcyclohccry1)-phenol (Scheme 4) 25To 020 g
of palladium on activated carbon (10%) was added a solution of 1-
benzyloxy-4-(4,4-dimethylcyclohex-1-rarypbenzene (3.98 go 13.3 mmol) in ethanol (80 roLYTEIF (40
mLywater (96 mL). The mixture was hydrogenated at 50 psi at room temperahrre overnight The
mixture was filtered through celite and the filtrate concenhahad to a solid (2.71 g, 99%). 30Ciao()
(204.15), LCMS (CI): 204.11(10. 114 NMR (CDCla, 300MHz), 5 7.09 (d, 211), 6.67 (d, 211), 4.61 (s,
111), 2.35 (m, 1H), 1 A2- 1.70 (n, 611), 1.29-L37 (rn, 211), 0.96 (s, 311), 0.95 (s, 311).  55 Step 5:
244-(44-Dimethy1-cyclohcry1)-phenoxymethyli-oxirane 
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rnm'n (cuc¡¡,300 Mrrz) õ 7Jr, @,n\724 (4 lÐ, 6.rl (4 2tr), 6,09 (q ur), s27 (.m,

rÐ, 42t4-41 (r, aIù lr9 (E 9Ð.

Sæp 1; 2-(+Fluco-phcno:rynofulþxiroe

To a mixt¡¡¿ of epicllomhyrhio (9,E g 106 nno) æd tl-flnco¡laol Q38 8,212
mmol) in ¡cetmitnle (a0 oD çus ülded crsiuû cabode (6.9 g2l2 mmol). Tbc miü.rc
was heacd at redlrn< fc 3 hõE& Itc ¡¡¡ctiø, mixtrre was coold poüÞd i@ y,stcr (100

mL) mil e¡Gcled twicc çiË EtOAc. The orglnic pb¡ses wcro o@bi.ord ød çash¡d with

wlrq, h!iDß, d¡icd (l.IeSOd, c¡ncøaþal od d¡iod uadcr Ligþ vacurm ûvuighf ro giyÞ tbe

poduct as oo. oil (3 .448 96V6)-

qHeFO¿ (16t.05), LCMfi @S!: 210.10Gf+HICIITCN)

\rro,n (cpclu,3ooMuzÌ 66.93-7-o;,!n rÐ,6.m;,9I (E ?ff\421(d4 lÐ, 3.yz(dd,

1H), 3 35 (n, tIÐ, zsz (E 1Ð, 2.75 (d4 lÐ.
S Þp 2: 5(Fluoro-pheooxyoethyl)4,5lihydro-cazol-Zylooioc

To a vigororsly stimd slutioa of sodir¡mtl¡t¡ogd cyeånide (0,64 6 10,0 nnol) in
móaaol (10 -nr ) was addcd chofrvisc 2{+fuue¡henoxymetþ}cime (1.68 g" 10 "'-'ol)
aAE¡ ìrlich tto rc¡otioa .ni{tÌe *ss stirEd d Ðo@. troryre¡¡t¡ro ovtoigþL The ractim.

ûiróJre *ìâs cùc@stcd 10 rtúoec mclb¡¡ol. ¡¡l:¡trous diethyt e{her (50 nL) r'røs addcd

sfuf which lhe reultfug eñite ¡¡æþit¡æ was rrmoved by filtralion threogh celife anil the

filtraÞ conc¡ffi¡d- The ¡Esidre ms pund tV Aash c,honatognphy (¡ilic+ 7N NH: in

rrtlaaoVmA!5irae cåloride) b give 0,7 g, QTYI) of 5{4f,umo¡henox¡rodtryl{d5-

dúyúo{øzol-2.y1)@¡De.

CroHrrKNzQ @10.0S), Lüitfi¡ (ESD: 211.10 @d+Ð.
lnN¡m. (c¡cl¡, Eoo¡,q{z} 66.93-7-03 (n,2ÍI).6-gt4-91(m,2I!, a.91 (m, rlf,4.2 (v. br.,

2H}4-m(AB-n,)Ð,393 (d4 III),3,61 (d4 lIÐ.

Slrp 3; 2.(#Fluoro-phnox¡,ndyf!!{i$¡o<xszolot32-¡Jpnimídin-7<¡e

E:øm¡Ie2

{+Flucm-phenoxSmctfty}2,3dihyùooräzolott2-aipy¡io¡tl¡ç

\-'üì

"tr
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The title compound was prepared from 4-(4,4-dimethylcyclohexyl)-phenol and epichlomhydrin
according to the procedures employed for the preparthon of the compound in Step 1 of Example 2. $
CnI12402 (260.17), LCMS (M): 26120 (he+H), rH NMR (CDC13, 3001V1Hz), a 7.15 (d, 2H), 6.85 (d,
211), 4.18 (dd, 1H), 3.96 (dd, 111), 334 On, 11-0, 2.90 (t, 111), 2-75 (dd, 111), 236 (m, 111), 1.42
-1.71 (m, 6H), 124139 (m.211). 0.97 (s, 311), 0.95 (s, 311). Step 6:
544-(4,4-Dimethyl-cyclohexylkphenoxymethyll-4,5-dihydro-oxazoI-2-ylamine 10 The title compound
was prepared from 244-(4,4-dimethyl-cycloheary1)- phenoxymethyli-othane and sodium hydrogen
cyanamide according to the procedures employed for the preparation of the compound in Step 2 of
Example 1. C1air$202 (302.19), LOWE (BSI): 30321 (M+11).     1H NMR. (CDC13, 300MHz), 6 7.15
(d, 211), 6.86 (d, 211), 4.92 (n, 111), 4.04 (AB-m, 211), 15332 (dd, 1H), 3.61 (dd, 111), 2.36 (n, IH),
1.9 (v. br., 211), L43-L72 (m, 611), 1.24138 On, 211), 0.97 (s, 311), 0.95 (s, 311). Step 7:
244-(4,4-(DimethyD-cyclohexyl)-phenoxymetTay1]-2,3-dthydro-oxazoloP2- alpyrimidin-7-one        The
title compound was prepared from 54444,4ethyl-cYclokitYlk 20
phenoxymethyll-4,5-dfilydro-mtazol-2-ylaraine according to the procedures employed in Step 3 of
Example 1. C/61125NO (354.19), LCMS (ES!); 355.18 (M++13).     NMR (DMSO-d4, 300MET2), B.
7.76 (d, 1E1), 7.17 (d, 111), 6.85 (d, 211), 182 (d, lE), 5.32 (i33, 111), 438 (t, 111), 429 (AB-m, 211),
4.09 (dd, 111), 2.35 (m, lE), 121-1.60 (in, 81), 0.96 25(s, 311), 0.93 (s, 311), Example 6
244-(ietrahydropyran-4-y1)-phertoxymethylj-2,3-dihydea-oxazolo[3,2-a]pyrimidin-7-one 0 Step 1:
4-(4-Oximuyimethoxy-phenyl)-tetrahydropyraa  56       The title compound was prepared from
4-(letrahydropyran-4-50-phenol and epichlorohydrin according to the procedures employed for the
preparation of the compound in Step 1 of Example 2. C/411103 (234.13), LCMS (EM): 257.15
(MF-FNa). 5NMR (CDCb, 300MHz), 8 7.14 (d, 2B), 6.88 (d, 211), 420 (dd, 1H), 4014.13 (in, 211), 
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To e sol¡Íio¡ of 5{+fluoro-¡hcnanymethylþ.5dihydm+nzol-2-yloine (420 g,

2.00 '"-"1) in etbnol (8 ."T) w"s added athyl ppiolato p25 92,60 mool). Tte reactior

Eixüx¡e wss sti¡rEd ar reflur( fDr 6 hor¡¡s The mixue w¡s sthed d 30oC ftr sfrfl Éinuler

aÂer çhich ft *a¡ coolcd b úom ûetpesûEe. Tlc tcsttltiag orys&ls y¡ere colleclcd ¡¡¡1

wa¡bed tsice with hemnc. Thc solid c/as d¡icd ¡Edcr high vnrurm ar 65'C fDr 18 bous 1o

atrod 0.23 g, (sï'/c't of 2-(+fluotopteooryethyþ2J{ihyùo-oxazolo[32+b¡imidin-7-

ott&,

Cr¡HrrFNuO¡ ZÁL\,If,MS GÐr 263.08 (¡,f+Ð.
fnm'n 1coc6r00 MHz) ã?2s (d, rÐ 699 (o, 2rÐ, 6.83 (n, 2rÐ. 6.09 (4 1Ð, 5.2s (m,

u!,a.lla.a3 þ,a$
Exaaplc 3

z-(+trt-Búyl-pbcrylsulfrrylnsdryt>43d1ydro.oøzoloBp-aþrrímidia-7<nc

t-.
a/-\,.<'ttl

I\âr"'\

Tbe tille com¡rcud wns pro¡arcd Êoq ¡l-tc¡tåtyl-bszøelhiol ¿nd ryicùIotoh5'ùin

¡coo¡di¡€ to üe ndod emplo¡ed for ùc e¡fhesir ofEraqllc 2,

C¡zH¡NrOzS (316.12). LGáS (BÐ:317.15 G.f+Ð,
tHm,n 

¡næo-aa30o Mrrz) s 2,70 (4 tÐ, ?37 (+ aÐ,5.29 (d, 1Ð. s.07 (m, llr),4.35

(t lIÐ, 3.99 (dd' 1Ð, 3,a6 (Aln, fi), t:t (s, 9$.
E¡<an¡lù.e 4

2{+trrt-Br¡ty¡-oyDlohecyloryne{hy}zJ{ihydtcor<azdo[3,2"¿Jpy¡iøidi¡-7-o¡e

'Ëì)-,-g-ç
Slcp 1: 2(l-lctt-Búyl-cycloheoVlo¡rynsúy¡þxime

fp¡ólo¡ob¿rln (10.60 g; 1f 1 mnol) rnd tic4gylmclälaononium cåloride (aliqud'

336, 0,5 g) wqe di¡solved i+ cyclohexane (45 ûL). +tctt-Büylcyclobmnol (4.91 e,21.8

mool) wrs edd€d snd the Éáltim' Eixû¡æ ç&s diluctl with arr Equeous solution of sodi¡u,

\nfroride (50% in E2O, 7.5.mL), Tbc two ¡ùase systm vzs hcatcd to 9dC und€r vigo¡ous

rfuing fû 5 ìou¡. Tho mbó¡rc vos di}@d wiù wdu (300nL) md cr<ü¡olod twice wiü

25

3.96 (dd, 1H), 3.45-3.60 On, 2I1), 334 (in, 1141 2.90 (1, 111), 2.75 (dd, 111), 2.70 (m, IH), 1.71-1.78
(n, 4H). Step 2: 541-(Tetrahydropyron-4-y1)-phenoxymes1ay4]-4,5-dihydro-oxazol-2-ylamine The title
compound was prepared from 4-(4-oxinnyiniethoxy-phenyl)-tetrabydropyran toand sodium hydrogen
cyanamide according to the procedures employed for the perepandion of the compound in Step 2 of
Example 1. C,5112B1203 (276.15), LCMS (E.S1): 277.10 (M++H). 111 NMR (CDC13, 300MHz), 8
7.15 (d, 211), 6.88 (d, 211), 4.91 (n, 111), 3.97-1.13 (in, 411), 3.92 (dd, 111), 3.7 (v. hr., 211),
3.45-3.64 (in, 3H), 2.70 On, 1}0, 1.66-1.86 (m, 413). ISStep 3:
244-(Tetrahydropyran-4-y1)-phenoxymetlw11-2,3-dihychn-rocazoloP,2-akpyrimida- 7-one      The title
compound was prepared from 544-(Ictruhydropyran-4-yi)-phenoxymethyl]-
4,5-dihydro-ontzol-2-ylamine according to the procedures employed for the preparation of Example I
in Shop 3 ofExample 1. 20Cr6lbeN204 (328.14), LCMS (EST): 329.17 (r-r-H). 1H NMR (CDCI3,
300Milz), 87.24 (d, 111), 7.15 (d,6.83 (d, 2H), 6.10 (d, Ill), 527 (m, 1H), 4.22420 (n, 411), 4.07 (d,
211), 3.52 (n, 211), 2.71 (m, 1H), 1.69-1.85 (in, 4H).                  Example T
2-Beazyioxymethyl-2,3-awdm-mcazoloP,2-akyrimidin-7-one 25   Step 1: 2-Benzyloxymethyl-oxirane A
mixture of 50 % w/w aqueous potassium hydroxide (30 mL), epichlorohydrin (157 mmol, 20 raL) and
tetrabutylammonium bromide (2.35 mmol, 0.75 g) was vigorously stirred      at mom temperature and
cooled in an ice bath_ Benzyl alcohol (96.0 mmol, 10 ml) was added 30dropwise, while maintaining
the reaction temperature at about 10C by cooling the reaction 
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hcdsnq ard subrequedly wià etúyl aceEæ, Tho mrhi¡cd orgæic ortacb vltre rvasbed

q,ith.lîl''rF NIl,¡q sdeq d¡ied (ÀIa¡SOa) and omceøatetl b giw o ¡cllowi*h so.0. rolid (6.10

g) which was rsed withoU. ffier poriñcafim-

cllJd'r,o'- (212-17}-r-Õ,rs @sI): 2f.2A G'f+IilCHrCSf).
St4 21 5{tl-tod-Btûyk¡Iohrxyloxymettrylþ,5-dihydro-oxnzol-2-yl¡min¡

Theride wnlge1lûsdfrûm'2{ll-rat^bút¿-cyoloh@ryto¡rynctyt}oxir¡ne

actudingto thegucedrre emplc¡red futlo prcçrEti@ ofcûryo -.¡ in Sle¡ 2 ofE: ',-'ple f.

C rrIIr¡NzO> @,5a.1 9)Þ LGff¡ (BSÐ: 255. 1 S G'f+Ð.
1g m.n (ocr¡, 300MEZI 5 a.69 (n, llÐ, 3.s6 (y. bn, 2Ð, 3.s0 (.r4 1Ð,3.62 (d4 1rÐ,

3.46 (AÞn,2IÐ,3.19 (n, 1I!,206 (br,,2H), 1.E0 (k,2II),0.t6-I.38 (n, sIIl0.8s (r,9If).
Step 3: 2{+1e&Buyl-cyulolcr<ylox¡møtyl)-23dihydrc-ox¡zolotrr-aþy¡i¡irli¡,-Zoc

IIE litl€ conpûEtl çss ¡nEfneal fu. 5{a-m-hyl-cr¡olohoryloxyu@l}4¡5-

¿itlttm-c¡cazot-Z-ytm¡ne acooding to ûc Foccdufe ealo¡od ñr fhe ¡cparrion of

cæpuad ia Stcp 3 of E<mple 1.

CrzllzrlitzOr (306.13), I.CÀtß¡ (BSD: 3 ft. ß (#+Ð.
\rrv¡,n (cncrr,3ütMrrz), s 7.20 (d, 1Ð,6.0s(d, rÐ, s.rx (n, 1Ð, L19 (An'E, 2Êrt,3.79

(AFn,2II),3Zl (n, llf, 1.99 (n, Zt!, 1.7E (n,2Ð,0.91-1.1t (rq fI),0.86 (s, 9Ð.

&ren¡lo 5

2.t4{4,4{DimethyÐ+:ætoùexyf}Èøorfmettyì-2J{ih¡drc-oxazoloB,2.alpyrioidin-7oe

Step 1: 4,+Dinøtly'-cTclohoønonc

To 0.1 g of palladilm. o. zctivul€d carbm (f f)7.) ms sdd€d a solrtion of 4,¡l-

dinrllrylcyolohtN-2qona (6.2 g 5O.'''¡ñl) fu peeole n eúer. This oixt¡¡e was sti¡rtd

uder I @os¡úcte of ly&ogrû ñr 20 hcu¡s. Afld ñItl¡ion thougÈ c€Iitq tbe ¡olved q¡s

¡ucved rndsredur¿dpcssue b atrord o wäitc solicl (5.7 g 927c).

CsIIrlO (I 26. t0), rcMS GSÐ: I 2?, I lGf+IÐ,

hx[/lR.(ocl¡,300Mr{z} õ2,35 (t,4Iù 1,68 (14Ð, t.t6 (s,6rÐ.

Sþ 2: 1-(+Bøzylax¡4hay'þ,

I¡ ¿ 250 mL mud-totbmcd fask s¿s plaoeil nagDcsiuq t"oiqgs (1.E5C, 76.1

DDoD wùic,h, ErrE sti[Ed uúd¡f, vac¡n¡d qithoü slvÊõt To üo tuøings was

57 mixture in an ice bath_ The reaction mixture was then allowed to stir at mom temperature overnight
after which it was poured onto ice/water, and the aqueous phase extracted with diethyl ether; The
organic phases were combined and washed with Thine to neutrality and dried (Na2SO4 The solution
was concentrated under reduced press-ure. The residue was 5purified by flash chromatography (silks,
2-10 % ethyl acetate/ heptane) to give 14.8 g (94 %) of 2-henzyloxymethyl-oxirane. CloHnO2 (16421),
LCMS (BSI): 165.10 (M-E-H). 111 NM. (CDCb), 300MHz), 8 726-7.38 (m, 511), 439 (q" 211), 3.77
(dd, 111), 3.45 (cid, 111), 3.19 (m, 11-1), 2,80 (t, 11-1), 2.63 (61, 111). 10Step 2:
5-13enzyloxymethyl-4,5-dihydna-osazol-2-y1amine      The title compound was prepared from
2-benzyloxymethyl-osirane and sodium hydrogen cyanamide according to the procedures employed
for the preparation of the compound in Step 2 of Example 1. C11ll14N207 (206.10). LC:MS (ES1):
207.08 (M+1-11). 1532-1 NW_ (CDC13), 300MHz), 3 7_26-7.40 (in, 5H), 4.74 (n2, 111),
4A9-4.66211), 3.81 (m, 114), 335-163 (m, 3E1), 3.5 (v. hr., 21-1) Step 3:
2-Benzyloxymethy1-2,3-arydro-oxazolo(3,2-a]pyrimidin-7-one       The title compound was prepared
from 5-benzyloxymedayl-4,5-dr12ydro-oxazol-2- *mine according to ate procedure employed for Step
3 of Example 1. 20 C141114N203 (25820), LCMS (EST); 259.08 (M+-FH). FEI NMR (CDC12),
300MHz), 5 715-7.40 (n, 514), 7.18 (d, 111), 6.04 (d, BE), 5.07 (in, 111), 4.59 (q, 211), 420 (AB-in,
211), 3.78 (AB-in, 211), Example 8
2-(4-tert-Butyl-henzyloxymethy)-2"3-dthydro-oxazoloP,2-alpyrimidin-7-one  Step 1:
244-tert-Huty1-benzy1oxymethyl)-oxirane      The title compound was prepared from
4-(tert-buty1)-henzy1 alcohol and tkoichlorohydrin aecording to the procedures employed for the
preparation of the compound in Step 1 ofExample 2. 
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addca on\¡Utous TIIF (10 mL) ¡nd 4-beozyloxykomobeozøe G0.0 g" 3t.0 'tt'"ol) in

TIIF (40 nl) over 15 Di!, Aftr tlc ruction wts c@Irletc, thc rcrultilg grly

¡Irry rms stirEd fû 2 h d 6dC. To the slrry, cooled in an ico-ç'¿ler bdú, y¡¡s zÅÅrd,l,+

dime@.<yclohoræouc Q36 g, 2í.6 mmol) ín TIIF (f5 nL). The ra¡tim mi¡ô¡rc rms

stined ñr I horr at mom Þmperstu¡e sâer which lhe solve¡t w¡s luoved undc¡ rcduccd

pfcssrEc. Thc residue utas ¡ntitioed betuæ¡n EtOAd¡ú¡aÞd NIüCL lbc úirôEe w¡s

€staded tgrice wilh EtOAc. Tho orgauic pbases qt¡t comhi¡¡4 dried Q.IøSQ) ood

cmcahal¿il Ttc rcsiÀre vas puitrecl via colrnn c,bmmøogr4þ on silie, gel (elutitrg wiÉ

1040% cthyl aælat€/hq¡¡€s) to giye 4.14 C çOyù of 1{4ùcnzylory-phccy}4,+

dimetüylcyolohcxmol.

CzrHzG (310,19) lÆMIl @SI);293 tt @f+H-HrO).

h xrvfr. (c¡ct¡, 300MIrz), 6 7 -28-7.46 (m, H\ 6.92 (d, 2I{\ 5 -n (br, s, 1Ð, 5.06 (+ 2IÐ,

239 (h. s,2IÐ, 1,97 (b(, s,2IÐ, 1.48-1.55 (n,2IÐ 0.9s G,6IÐ.

Step 3: 1-Bazylo:ry-4{d4{inøLrylryclohu-I-ay}terzene

1{+Bozylo:<¡phruylþ,¿a¡ncltyrcycUnex¡nol (4.14 g. 13 3 ømol) wu dissol\æd

in có¡nol (t0 mL) by stisirg a&r which co¡cc¡ntated hydrocüImio aûid (E EI) w¡s sdded.

Ihis stirEd mixû¡rc çEc hcd.d 10 5dC f¡r 1.5 hor¡s. Tho solvø w¡s rcoqy¡¿l redë.!

rçúrced tresurE, The residuc was bssiEeal çith mnolftm qtacted thr€e tíme

wilhE0Ac and tåe cgmic e<bcts cmbined r"rl cmcdod to aftrd t-brozytoxy+(a,+

diocúylclælohø<-1<ylbcozcac as a while solid B.9t 8,991,í)-

CzilìutO (29à42),LCMI¡ (BSÐ: 293 21 G,f+Ð.
1H xl¡ß. ¡cnos 3ooMEz), õ 7.2t-7 -46 (m,7rÐ, 6-v2 (4 2,8), s.97 (br. s, 1rÐ, 5.06 (+ zr),

L39 (m,?fr\ L97 (n, 2l{), 1.4&1.55 (n, 2II), 035 (s, 6II).

Step a +(a.+Dínelhylcyclohee<y)¡hcool (Scåcmo 4)

To 020 g of æll¡dium oû aolivalotl csóoa (1016) w¿s added a .mhúim. of l-
bøzy1orya{a,aJinrúy'cyolobsx-l-cuyl)bøzae (3.98 e 13.3 mmol) in elbmol (80

EI-yfIf (40 ELlktu (96 nL). The mixtrre was hydmmæd al 50 psi at roø.
Þmperanne cvëmight the mixtue wa¡ EIhd thmugL celiÞ end thc fltmb oo¡ccohalod to

løliìIQilg997o)-
cr4g2oo (¿(H, I Ð, IÆÀ'{s (cI): z}a, I 1 (M),
tH wì,m. (c¡cls, 3ooMlrz), Ð z.o9 (d, zrrt,6-67 (4 2rÐ. 4.61 (s, lIr), 2.35 (n, tÐ, tf2-
f .70 6, r¡4, t29't-37 (n,2H),0.96 G,3Ð,0.9s (Â,3IÐ.

58 C1a2002 (220.15), LCMS (ESL): 262.18 (MI-+H+CIT3CN).   NMR. (CD013), 300MHz), 8 738 (d,
211), 728 (d, 211), 449-4.61 (q, 211), 3.75 (drl, 111), 3.45 (dd, Ill), 3.18 (m, IR) 2_80 (t, 111), 2.62 (dd,
114), 1.32 (s, 911). Step 2: 5-(4-tert-Butyl-henzylo2cymethyl)-4,5-dihydro-oxazol-2-yIamine 5The title
compound was prepared from 2-(4-tert-butyl-henzyloxymethyl)-oxirane mad sodimn hydrogen
cyanamide according to the procedures employed for the preparation of the compound in Step 2 of
Example 1. C151122N202 (26117). 263.18 (er-ER).           114 HMR_ (CDC-13), 300MHz), 8 738 (d,
2H), 727 (dd, 2R), 4.73 (re, 111), 4304.61 (m, 2H), to3.80 (dd, Hi), 156 (A13-m, 211), 145 (dd, 114),
3.1 (v.br., 211), 1.32 (s, 914). Step 3:
2-(4-tert-Butyi-benzyloxymetlay1)-2,3-dihydro-oxazolo[3,2-alpytimidin-7-cne      The title compound
was prepared front 544-tert-butyl-benzyloxymethyl)4,5-dihydrooxazol-2-ylamine according to the
procedures employed in Step 3 of Example 1. Cjeliml3/403 (314.161 LCMS (BSI): 315.17 (Mil-H).
isNIvia (CDC13), 300MHz), E. 738 (d, 21-1), 7.23 (d, 1140, 7.18 (d, 214), 6.06 (d, 113), 5.05 (in, 111),
4.56 (q, 2I-1), 4.18 (m, 2H), 3.82 (dd, 111), 3.77 (drl, 111), 130 (s, 91-1) Example 9
244-(1,2,2,6,6-Pentameihyl-piperidin-4-y1)-phenoxymethyll-2,3-dThydro- =mot [3,2-43yria3idirt-7-one
Cyrg NN- 20 
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SE! 5r Zl+(4¡LDi-'cr]yl<yclñ1'F¡VlÞlbüoxjmethj4{xires

Thc title co'ryou¡ \Ms IrCI,eed fom 4{4,4dinøthylcyclohxyl>}høol õd
epiúIom\drin acmdiag to úo ¡roooú¡rts ooplqrcd frr tho gepralím ofÉc com¡ormd in

Slcp 1 of Emple 2.

5 CnHxAz(260.IÐ, rcTvlS (E¡I)r 26120 G,r+{Ð-
fH tùvn (cDcl3, 300Mnz), ô 7.r5 (d, 7J+ 6.Es (q zÍr), 4.rr (d4 1Ð, 3.96 (d4 lrl 334

(D, ltI),290 (t tH),27s (d4 1Ð,236 (n, 1IÐ,1-42-1-71(n,68Í).12*139 (n"2rÐ, 0,97

(s,3Ð,0.9s G,3Ð.
SÞ G 5-l4<4,+Dineúyf+ycloho<yf]¡beoox¡,mrlhyfa.5dìh¡drotxuola-y]øiae

t0 The ürlc soøpored was.'p<qercil tD@ 2-t+(da{ine@<yclohroryt}
phoaoqø@l]<xiraao and ¡odir¡m hyùogûn ût'atrtuide ¿cccùing úo the Irocedù€s

coployed frr tlc pv¡aroiol of lho co¡owd in Ste¡ 2 ofEmple 1.

C¡ Ëz¡l{¡or C302.1 9), LCMII @SI): 3(B2r (ld+Ð.
tHN¡m (cDcL" 3ooMnz} ô 7.15 (q 2rÐ, 6.s6 (L?Ã),4.92 (m, 1Ð, a.oa êBq rÐ.

15 3.92 (dd, 1IÐ, 3.61 (d4 lÐ, 236 (a ÍH),1.9 (v. h., 2IÐ, l^-t*3-L,72 (n,6I!, 1.2+138 (n,

2HÀ 0.97 (s,3Ð,0.95 (s,3Ð.

Stc¡ 7 2.t+(al{Diocthy}cyclohc*y1þhonorynceyll-23dihyd¡o-o¡ozolot3å

dprinidin'?-oe
Tbe title com¡rormd ]vas Fe¡lårEd Em 5{4{4,4dimethyt-cydoherryI}

zt ph¡oo¡<fæ¡ttytla.5dih¡tùo-mzol-2.ylanine aocodi¡g ro {hc procciùncs cqltotd i¡ Sr?p

3 ofExam¡le 1,

C¡6II?s}.IO (354.1 Ð l4Ms @sI): 355. I t Q"f+¡¡.

'nxl,n.lorræo{63ooMuz} õ7i6(LtH),?-r? (d, rrù 6.s5 (a-2Ér),s-rc (G lÐ, i.32

(n, fII), 4.38 (t,llÐ,429 (ABn, 2II), 4.09 (d4 1Ð, 2.35 (n, 1E), 121-1.60 (rq 8EI 0.96

7s (8,3Ð,0.93 (s,3Ð

Bxam¡lc 6

2-ta{IerEbdrcrpy¡E¡+y}¡ütnoryncóll-¿3{ihrdrc-oxazrlo[3],-s]pyrimidin-7+re

Stæ 1: 'f (4 Orir:rryln¿hrry-¡hmylfefuhyùoa*

Step 1: 4-0 ,2,2,6,6-13entamethyl-1,2,3,6-tetrahydn3-pyridin-4-y1)-phenoI
1,22,6,6-Pentamethyl-piperidin-4-one (8.64g. 50.00 mmol) and phenol (4.98g. 53.00 mmol) were
melted together at 60C in a 100 raL round bottomed flask after which 133 mL of concentrated
hydrochloric acid was added dropwise. The yellow solution was stirred at 70C 25 for 24 hours. The
mixture was poured irdo a beaker containing ice. Ammonium hydroxide was added =irefully while
stirring until the pH reached 7-8. The mixture was extracted with Et0Ac five times. The organic phases
were combined, dried (Na2504) and concentrated. The residue was purified by chromatography on a
silica gel column, eluting with 7N Nf13 in methanol/diebloromethane to give
4-(1,2,2,6,6-pentamethyl-1,2,3,6-1etrahydropynidin-4-y1)- phenol (4.11 g, 34%).  59 C161123NO
(24537), LOWS (WI): 24620(M*+H). IHNMR(CDC13, 300MHz), 7_27 (d, 211)), 6.79 (d,211), 173 (s,
1H), 3.45 (s, 111), 2.31-237 (m, 51-1), /.20 (s, 6H), 1.15 (s, 6H). Step 2:
4-(1,2,2,6,6-Pentemethyl-piperidin-4-y1)-phenol 5To 033 g of palladium on activated carbon (10%)
was added a solution of 441,2,2,6,6- pentemethy1-1,23,6-tetrahydro-pyridin-4-y1)-phenol (327 g,
13.3mrool) in methanol (100 mL). This mixture was stirred at mom temperature under H2(1 atm) for 2
hours. The catalyst was filtered and the filtrate concentrated_ The residue was purified by
chromatography on silica gel (eluting with 7N NH3 in methanol/diablommethane) to give 441,2,2,6,6-
10perrInmethyl-piperidin-E1-0)-phenol (2 g 60%) es a while foam_ C:611,75NO (2473B), LCMS (PSI):
248.21(MtE11).   NMR (CDC13, 300MHz). 8 711 (d, 2H), 6.77 (d, 211), 2.88 (m, 111), 2.30 (s, 311),
1.54L69 (m, 411), 1.17( 613), 1.10 (s, 611). Step 3:
1,2,246-Penlamethy1-444-mdranylmethoxy-phenyl)-piperidine 15The title compumul was prepared
from 4-(1.,22,6,6-pentamerhyl-pipenidin-4-y1)- phenol and epichlorohyddn according to the
procedures employed for the preparation of the compound iaStep 1 of Example 2, Ci9H29NO2
(30321), 304.23 (Mt4-11).      NMR (CDC13, 300MHz), 8 7.16 (d, 211), 6.86 (d, 2H), 4.18 (dd, 11-1),
3.96 (dd, 1H), 3.34 20(M, 111), 290 (in, 211), 2_75 (dd, 111), 230 (s, 311), 1.504.68 (no, 411), 1.16 (s,
611), 1.10 (a, 611). Step 4:
544-(1,2,26,6-PentamethyI-piperidin-4-y1)-phenoxymethy1]-43-chlydro-oxazol-2- ylamine 



56

The title comlþrnd s¡¡¡ pr€.?ded Em +(tcuahy&opgarayllpbenol md

c¡ic,blolohydrir ocoodilg to thc ¡roooiLuts emplo¡,ed fur the prepcdim of the com¡omd in

. Step I ofEnan¡ e2.

Cr¡IIrû C¿34.8),rcMS @SI)r 25?.15 Gyf+Na).

5 rH NMR (CDCb, 300MHz) s7.r4 <4 2tt), 6.8s (4 2IÐ, 420 (d4 1rÐ, 4.0f-4.f3 (n, 28),

3,96 (d4 rrÐ,3-4r3,q (8, 2H), 131 (m, tll), L90 (\ ttÐ,2.7s (dq lÐ, 23o (ø, tH),

1.?1-1.78 (n,4þ.
Stæ Z S-t+G@-4,ldihydro-oxzzol-2-ylanine

Túe title mm¡ormd was pqaed fiom a{kxiraryfoøhory-phcay}æt¡bd¡oplmn

I0 aod sodium hydmgen ct'aranìdo acoordirg b thc poocdures cmplo¡,ed for the pepælion of

thc ooopoud in SE¡ 2 ofÞ<auplo L

Cr jIIzÃNzo¡ C276.15), LCMS (ESD:2i1.10 (À'f++Ð.

tnr.nn (oc\, 300Mrrz). o z.rs (¿, 2Ð,6,98 (4 2Ð,4.91 (q tlrt i-n4ß (n,4tÐ.

3.92(dÀ,lH), 3.7 (v. hr.,2II), 3.4s-3.64 (n,3Ð,2"70 (n, ltÐ, t.úÉ1.86 (n, aþ.

I5 Stæ3: 2-[4{cñyd¡ofy¡s!4yl)"pbÊúoq/Edbd]-}3-dihydm-oxazolot32.al-fytinidin-

7<tç

th€til¡e q,aslrypa¡d¡onS-t+Gtubd¡ol¡yr¡¡+y'lpnenoxyn*ytl-

d5dihydro+>ozol-{snino aooordilg to lhe pmcedues eq oyed for thc gqloraliou of

E<soptc I i! SE? 3 of&øDple I.

20 Cr¡IIzd{zOr (328,t4), rcMS FSr):3æ.1? Gtr+Ð.
\t¡wn-(cocrr,300MIrz), õ7-24(ù IH),7.t5 (d,zù6.83 (4 2rÐ,6.10 (4 tÐ s27(m,

fif¡a22a2o(a4rÐ,4-o7(42IT),3-t2(ø,2ÃL2:tr(n,tÐ1.6*1.8sþ,4Ð.
Ercple7

TBeazgloryøehyl-23dùùo-ûxøolo[3,2.eþtríoidin-7-onc"u-_b
$tcp 1: 2-Bcozylox¡menhyl-oxiøe

A niú¡e of 50 % w/w aqueol¡s pobssiuE ltd¡Dxide (30 -'r), epicåloroh5ùin (l57

mno! 20 "'r) ad Þkabutylmmiua t¡Doid€ C¿35 nnol 0.?5 g) uas vigøousþ stinotl

d ¡om tcmlt€r8ltrrc a¡d cooled in ar ice batb- Beoztl ¡tmhol (96.0 nmol lA r¡Ð vøs addcd

30 d¡ofwiso, úile nniuuinine tbe ¡eadim teúlcrú¡re 8t abo¡ú I0'C þ oooling the reaciio¡

The title compound was prepared from 1,26,6-pentamethyl-4-(4-oximuyiniethorypheny1)-piperidine
and sodium hydrogen cyanamide according to the procedures employed for tbe preparation of the
compound in Step 2 of Example 1. C22Hn1/302 (34524), 346.27 (141-144      111 NAIR (CDC13,
300TviSz), 87.16 (d, 211), 6.87 (d, 211), 4.91 (m, 111), 42 (v. br., 211), 4.04 (A.13-m, 2E1), 3.93 (dd,
111), 3.60 (dcl, 111), 2,89 (n, 1H), 2.30 (s, 311), 1.53-1.68 (in, 411), 1.17 30(s, 6H), 1.10 (s, 611).
Step 5:
244-(1,2,2,6,6-Pentunethyl-piperidin-4-34)-phersoxymed2y11-2,3-dihydrooxazolo13,2-alpyrimidin-7-o
ne  60      The title compound was prepared from 544-(1,2,2,6,6-pentamethyt-piperidin-4-yi)-
phenoxymethyll-4,5-chlydro-mrazol-2-ylamine employing the procedure of Step 3, Example 1.
C.23H3a4303 (39723), LCMS (ES!): 39826 (.44-1-H). 5IH NMR (CDC13, 300MHz), 8714 (d, 111),
718 (d, 211), 6.82 (d, Mil 6.09 (d, 111), 6.27 (in, 111), 420-9.41 (n, 411), 2.89 (in, 111), 2.30 (s, 311)
1.52-1.69 (iii, 411), 1.17 (s, 611), 1.10 (s, 611). Example 10
2-(4-(1-Pheny1)-cyclohexyl)-phenoxymethyl)-2,3-rhlydro-oxazoloP2-apyrimidin-7-one I0   Step 1:
4-(1'-(PhenyecyclohaTI)phenol      A mixture of 5 g (284 mmol) of 1-phenyl- 1 -cyclohearanol, 5.35 g
(56.8 mrool) of phenol and 250 mg (132 mmol) of tolumesulfonic acid monohydrate WES stirred at
85C under nitrogen almosphere for el hours. The material was allowed 10 C001 10 MOM Is
thIlperallie1 diluted with ethyl acetate, washed with saturated sodium bicarbonate, water and brine.
The resulting solution was dried (NaiSO4), filtered and concentrated to a white solid which was heated
under high vacuum to remove residual phenoL The nw-olting residue was purified by flash
chromatography on silica gel, eluting with methanol/dichloromelhane to provide 5.64 g (22.4 mum!) of
4-(1'-(phenyl)cycIohearyuphenoll. 20 Coax (252.15), LCMS (Cl); 25122 (141). 111 MAR. (CDC13,
300MHz), 8 7_25 (m, 511), 7.13 (in., 2H), 6.73 (in, 2H), 4.55 (s, 111), 2.29 (m, 411), 135 (hr s, 611). 
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.mirdrle i! E¡ ioc balb- The reactiron Ãixturc Ezs lhea alto¡æd to ¡tir ¡t room h!€útre
dvÉdiglú afta whicå it was poured oDlD ic€ÁrdE, ¡nd fts squ€ous ob¡so ød¡cfcd with

diot$ clü!r. The orgøic ¡bases rr,rc conbined úal q¡ashed \yilh hin€ {o neufality rod

dried (NaaSOr). The solution qlas conccÐ!¡tcd ¡¡adc( rEduced p¡EanEE. the rcsiihre was

prrified þ fla.sh chmnatogøphy (sùtc+z-l} % 8.*ø nryønc) o givÞ I4,t g (94 7c)

d Z-bøzylox¡uethy'+xirae.

CroIIrzO¿(16421; I,cl,fs (BÐ: 165.10 (À'l+Ð.

HNÀff. (cDcb), 3ooMrrz), õ72r'-i-3s (¡,5Ð, a.59 (ç 2rÐ.3-t7 (dd,lÐ,3.4s (d4 ttf),
3.1.9 (n, lIÐ, ztO (t, 1Iù 2.63 (d4 ltÐ.

Sep 2: SBcoryIoryaclüyl4jdi\¡ùoonzol-2-ylaniac

The tittre conpored was prcpccd Am. 2-bøzylc¡máyhxirae a¡d sodiuo

hyüogeu cJaûmide b Éc lmccú¡fts an¡InJæd for the prqraratim. of fbc

oonpcmd in Sæp 2 of&<am¡le 1.

C¡rHrrNzQ (206.10), LCNIS @SI): 207.03 (f+Ð.
¡xm"nlcoclu¡,3æMIrz), õ72Á-?-40(n,5LI),4.74 (m, 1Ð,4.494.66 (n,2tI),3.S1 (n,

IIII 335-3.63 (m, 3E), 3.s (v. tr., 2If)

Stc¡ 3: 2-Bøzyloqmethyl-2JdhyùoorazoloB2.slgrioidi¡-7oß

The fide was prqlacd fion 9benz/m¡æcúy(5{Sdro+azol-2-
yltuiæ âEording Þ tbe proocduro eaqployed for Sþ 3 of Brmple 1.

CI1IIT1Ì.Iû e5t20), LCMS (ßSD: 259,0S G,f+Ð.
rH Nrvfi. (cDcrr), 300MEz), õ72s1-4o (n, fr), z,ts (4 lEI 6.04 (4 1Ð, s.0? (n, 1Ð,

a.59 (q 7*t), 4 ?Ã (AB-m, 2II), 3 -7 8 (AB-n, 2þ,
hlmplet

2.(+lat-BWyl-borylor¡møtày')-23iihyd¡o+>ozolot32-elp¡ninidirT-onc
o\- 

-\-o- o---

ç^t.->'Þt
\-/

\
Æ

$tep I : 2{4-crt Buyl-toorylo:r¡mahyl)-orirane

Tb! tifle mryro 'n¡l wls pr€på¡d ñon +(tcrt-brtylbcozyl alcohol and

epichloloþ/ria oocoding b tbc poceduns enplayed frr ttc ¡rcpartion offho cæpound in

SÞ¡ t ofÈrø¡le 2.

Step 2: 2-(4-(1-Pherry1)-cyclohexyl)-phenoxymethyl)-2,3-Mhydru-oirazolo[3,2-Opyrimidin-7- one
23The title compound was prepared from 4-(1'4heay])cycloheacyl)phenol employing the three step
procedures used to prepare Example 2. C.25H2sN203 (40230), Laws (ES!); 40311 (M+.11).  61 IH
NMR (CDC13, 300MHz), 7.76 (d, IH), 7 22-7 29 (M. 613). 7.10 (in, 111), 6.82 (d,211). 5.81 (d, 111),
530 (la, 111), 438 (t, 111), 4.23-4.31 (m, 2H), 4.09 (q. 113), 2.17-2.28 (br s, 411), 1.38- 1_50 Oar s,
6F1). Example 11
52-(4-Cyclohexylrphenoxymethyl)-5-methyl-2,3-thlrydm-oxazolop,2-alppimidin-7-one  Me Step 1:
2-(4-Cyclohexy1-phenoxymethy1)-oxirane       The title compound was prepared from
4-cycloheacylphertol and epichlorohydrin employing the procedure in Step 1 of Example 2. IQ
CH112e02 (23215), LCMS (EST). 274.18 (Mf+11+CFWN) IH NMR (CDC13, 300MHz), 7.12 (d, 213),
6.85 (d, 211), 4.17 (dd, 111), 3.96 (dd, 111), 3.34 (in, 11), 2.89 (t, 1H). 2.74 (dd, 111), 2.44 (n, 111),
1.78-1.85 (n, 5H), 1.31-1.43 (in, 511). Step 2:
5-(4-Cyclohexyl-phenoxymelly1)-4,5-dthydro-oxazoI-2-ylamine           The fide compound was
prepared from 2-(4-cyc1ohexyl-phenoxymethy1)-oxirane 5 employing the manure in Step 2 of
Example 1. CAH22N202 (274.17), LCMS (ER): 275.16 (M++H) EH NMR (CDC13, 300MHz), 7.13 (d,
2.11), 6.85 (dd, 211), 4.91 (m, 1H), 4.2 (v. br., 211), 4.05 (AB-m, 213). 3.91 (dd, 1H). 3.61 (dd, 111).
2.45 (br.s, 111), 1.174.93 (m, 1011).      Step 3:
2-(4--Cyclohc:xyl-phencorymethyl)-5-methyl-2,3-dihydro-oxazoloP,2-alpyiimidin-7- 20 one       To a
solution of 5(4-cyelohcaryl-phenoxymethyl)-4,5-dthydro-oxazol-2-ylamine (300 mg, 1.095 mmol) in
ethanol (6 mL) was added ethyl 2-butynoste (246 mg, 2.19 mmol). The reaction mixture was heated in
a microwave oven at 150C for 30 rain, then at 160C for 20 min, and at 170C for 30 min_ Solvent was
removed trader vacuum, and the residue purified 
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Cúlzñ2 82Ã -lÐ, rcMS (ESt): 262 I 8 Gvr++H+CfüGI).
In xl"rn. lcrct ;, 3ooMrrz) ô 73 8 (q zÉr), 7 -zE (ò, ?Ã), 4 -4s 4.61 (q, 2rÐ, 3,75 (d4 rÐ,
3.45 (d4 tÐ,3.1E (8, lIÐ, zEO (lltÐ,2.62(dd,1l{), 1.32 (s,9II).

Slcp2: 5\Ç1øf-B Sdihydrxråzol-2.yleñinê

Tbc ÎÍto ooøpound wss prqpdtd frø. {t{-tat-btüyl-hzylolpclhy}otiraro ad
sdim. hydmgen symåøide ecoording ro the prooedue eoptoyed fu the prpantim of the

compoud in Sbp 2 ofExarylc 1.

Cr rIIzl.IzOr (262 lÐ, 26]. I I G,f+IÐ.

'nNÀ,m1cDerù 3ooÌ'frz), ô zsg (dr2J+Lln @Å,2rÐ,4l1(ry lþ,4.s04.6r (n,2rr),

3.80 (d4 1$,3.56 (Aln,2lI),1-45(dd,lÐ,3.1 (v.br.,2FI), 1.32 (s,9Ð.

SEp 3: 2{l-tert-Eugl-børylo¡tmerhyt}2-3dhyùo-oxazolo[31.-aþ¡imidin-7+nc

The tifie coupouod was pv¡arta ûoE 5{+Etåutyt-fu.ÃzyloryßÃyl>1,5dihydm-

oxazol-2-yløine uording b theprocodures æployed in Step 3 ofÞrmple 1.

C¡¡Hzl{¿O¡ (3t4.1O, rcÀtS (BSI):315.17 Gvf+Ð.

'uxlnlcncq¡ 300Mlrz), E 7,38 (d,zlr),7.23 (4 IÐ, 7,Is (q zIÐ,6.06 (4 tþ, s.os (r,
IÐ, as6 (q,2H),4,1E (o,2II),3,E2 (dð,1r{),3.n@n, tÐ, t30 (s,9Ð

EunPIe 9

2-14\r ). /$GÌ e,'t "'-¿¡yl-pipaidina-y)¡bmoqæelhyll-2,3dihyù>

tta L e\ll/6,ÉPedamethyl=I2,1,*era\t*upytin<-yflplmot
f pp,6,6Peúmethylar'paidin4+ne (t.64 g 50.00 úmDl) mcl phæol (4,9t g 53,00

""".o1) were mdted togeúÈ at 6dC in a 1O0 mr þu¡d botlooed fl¡.sk aÂü v/äich I 35 r- of

cono€.úEled hyd¡þchlúi! ¡cid çu¡ addcd droprvi* Tho ¡,cllow solrriæ yas stiretl r 70'C

for 2¿f hou¡s. The Eixûr¡E was pomd into a bcaker ooøhing icc. A"""onirn hyùuide

was "d.red ø¡ú¡IIy while stinbg rmtil 6c pH nacbd 7-8. Thc mixt¡¡c w¡s o<t¡¡ted with

EtOAc fiw times, Thc qgaûic obâses u,trE c@bim4 akicd (Na¡SO¡) ald oo!Æ€ûúE¿ The

resid¡¡c v¡¡ pr¡¡ñed by chro.oarogrÐby o. a silic¿ epl c¡luD!, ehniry wiü. 7l{ NH¡ in

oxazolo p,2.algyriaitlÞ7+nc

V'-r--q o-f\ *L .l >-/- V1 ñ-\.,-N\,/ Z

30 pbrnol (a.It g;3a%).

ø þe atl )l6,Gpetusúy'- l,2r,6h¡hyeûpy¡din+y)

25 it flash column chromatography (silica gel, 1-18% Et0H/C112C12) to afford 190 mg of 2-(4-
cyclohexyl-phenoxymethyl)-5-methy1-2,3-dthydro-oxazolo(3,2-a]pyrimidin-7-one as a white solid.
C2o1124N203 (340.43), LCMS (331): 341.2 (M1-14). NMR (300 M13z, DMSO-d6): 87.15 (211, d),
6.86 (211, d), 5.68 (IH, s), 5 .23 (111, m), 4.11 30- 4.44 (411, m), 2.43 (113, m), 2.19 (3H, s), 1.65
-1.80 (513, m), 1.16 - 1.40 (51-1, ra).  62 Example 12
2-(4-Cyclohexyl-phenoxymedly1)-5-Mhyl-2,3-chaydro-corazoIo[3,2-alpyrimidin-7-one  To a solution of
5-(4-cyclohexyl-phenoxymelhyl)-4,5-dihydro-oxiszol-2-ylamine (300 5 mg, 1.095 mmol) in ethanol (6
naL) was added ethyl 2-peatynoate (276 mg, 2.19 mmol). The reaction mixture was heated in a
microwave oven at 170C for 70 min The solvent 'VMS removed under vacuum, end the residue
padfied via flash column chromatography (silica gel, 1-12% EtOHJC11202) to afford 153 mg of
2-(4-cyclabexyl-phenoxymethyl)-5-ethyl-2,3- dihydro-orazoloP,2-alpyrimidin-7-one as a slightly yellow
solid. 10 C211-126N203 (354.45), LCMS (EM): 3552 (MH4'). IF1 NMR. (300 MHz, DMSO-d6): 7.14
(211, d), 6.85 C2H, 45.63 (111, s), 5.28 (III, m), 4.10 -4.44 (4H, m), 2.46 (3H, m), 1.65 - 1,80 (511, m),
120 - 1.40 (5H, in), 1.14 (3H, t). Example 13
(S)-2-(4CycIohexyl-pheitoxymetlrf1)-5-ethyl-2,3-thaydro-oxazolo[3,2-a]pyrimidin-7-one 15        To a
solution of (S)-5-(4-cyclohexyl-phenoxymethyl)-4,5-thlydro-oxe.zol-2-ylamine (1.0 g, 164 mmol),
prepared in accordance with the pmced-ures as set forth in Steps 1 end 2 of Example 1 and starting
from R-cpichlorohydrin and 4-cyclohexylphertal, in ethanol (18,2 rnL) was added ethyl 2-pentynoate
(0.92 g, 7.28 mmol). The reaction mixture was heated at reflux 20 for 14 ln-s and then gradually coded
to room temperature. The resulting crystalline solid was isolated by filtration, washed with heptane 3
times, and dried under vacuum to afford 560 mg of
(S)-2-(4-cyclohexy1-phenoxymethyl)-5-ethyl-2,3-dthydro-oxazolo[3,2-a]pyrimidin-7-one as a white
solid_ [m][121-27.96 (e 0.526, CFIC13). C21liasN203 (35445), LCMS (EM): 355.23 (M1-14). 
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CroHr¡NO (2453?), Lülirs GSI)r 246200,f+Ð.
rnNr"m,(oct¡, ¡ooMgò,õ1zl (d,28)),6-79 (E2rù 5.73 (s, lÐ,3.a5 (s, tf+\2.3t-237

(n, sIÐ, t:0 (s, 6II), Lls (+ ffi}
SEp 2= ltrp./6,6-P@r.tyþipqidi¡+Ð-phtuol

5 To 033 g of polladiu on activded csrton (l O16) sas .ã'r..r a solutio¡ of 4(l2Z6G
pcofsrclhyl-1¿3,6{rtahyeÈpJÈidtu4-yÐ-phÊnot (327 E; l3,3nnol) in mettanol (Ifi)

'''r ). This mixture w¡s stintd at m@. Eqt€r¡ûÀe tmda Ez G ltu) fu 2 bocs. Tte sbtyst

wa3 filbed md tle filtr& cmceústeil The ¡sidue was prrified þ ob<oøalogrspþ @

silica gc,l (elui¡g wiù. 7ìI NIIð in b pþe 4<l2J4l
t0 p""r'-'"e$yl-piperidtu4flÞbeDol (2 g 60%) ss a whitc tu-

C¡eH¡sl{O @473 8), IÆt'lS @Sþ: ZS.2lGif+Ð.
tH NÀ,n (cDct3, 300MIrz) ô 7.r1 (d, zgJ. 6i7 (4 2HI 2.sB (n, 1Ð. 2.30 (s, 3rù r-s+

1.69 (n, aI!, 1.17(s, ffi), 1,10 (s,6E}

Siq 3: lpp,gePmaneù¡l+(+ciraryloeüoùry-¡häütlpilc¡idine

tt The tillE coqnmil yras p¡Eps¡sd ton 'l-(I,2,2,4Épe¡æoüyl*iperidin+yf}.
phenol æd cpicùlo'mhyùin aæoding 1o fhe goce<hne mplo¡æd fr'r the peparuiou of üo
compornd iu.Sep I ofkaoplc Z
CleII2rNq G m 21), 3 0423 (I\,f+Ð,

hNl.m. (ocrr 3ooMuz) 5 ?.16 (d,2rÐ, 6.86 (E 2rr), 4.Is (d4 lIÐ, 3.96 (d4 rÐ,3.34

1Ã (q 1Ð,2-90 (q 2IÐ, L1s (dÀ, 1IÐ,230 (s,3II), 1.sG1.68 (n, aI] 1.16 (s, 6HL 1,10 (s,

6rÐ.

Strp 4: 5-[+(1,2,2,6,6Pcat¡mcüyl-pipaidìna-y[pbeoo:<lmah$]4,5dihy¿hootozol-2-

yJ¡ni¡c

Thetitle v¡EsprEps¡Edfroøl2Z6ó.puueth¡ll+(Aoxi¡B¡ylnetho¡V-

25 pheoy)¡iperidine and sodilm futùogm b tåe pocedrrcs qlayed fc
tc prcparuim oflho cm¡ormd in Step 2 ofÞraraple 1.

q¡Hrû,¡rq (3452¿t), 346,71 (NfulÐ.

U rù,fr. (cDcL, 300[ffrz), ô 7, r 6 (4 ?Jr\ 6.t7 (d, 2rÐ, 4.sr (u, trÐ, az (v, tr,, zr!, a,oa

(AB-n,2IÐ,393 (d4 1Ð,3.60 (d4 1Ð, zE9 (r, 1Ð,2.30 (s,3H), I.53-I.6E (o,4Ð, l.l7
30 (s, 6IÐ, 1.10 (s,6IÐ.

StsP 5: 2-14{f 3¿6,GPer'É"'Eelbyl-P¡'PqiAi¡+Í}pbroor¡¡nsûlyu-Z3lihyùÞ

oøzoloBPalpyrinidin-?-one

25EINMR (300 MHz, DMSO-d6): 7.14 (211, d), 6.85 (211, d), 163 (111, s), 529(111, m), 4.10 -4.44
(411,m), 2.46 (3H, in), 1.65 - 1.80 (51-1, In), LW- 1.40 (511, m), 1.14 (311, lc  63 Example 14
244-Cyclohexyl-phenoxymethyl)-5-trifluoromethyl-2,3-dilydro-oxagolo[3,2-a]pyrinddin-7- One  CF2
5To a solution of 5-(4-cyclohexyl-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine (165 mg, 0.602 mmol)
in ethanol (6 raL) was added ethyl 4,4,4-trifluoro-2-butynoate (100 mg, 0.602 mmol). The maction
mixture was healed in a microwave oven at 170C for 30 rains. Solvent was removed under vacuum,
and the rcsidue purified via Hash column chromatography (silica gel, 1404 Et0HICHIC12) to afford 60
mg of 2-(4-cyclohexyl- I0phenoxymethyl)-5-trilluoromethy1-253-chlydro-oxazolo[3,2-a]pyrimidia-7-one
as an off-white solid_ C2c1403N203 (394.40), LCMS (EM): 395.16 (M11+).   NMR (300 iffiz,
DIVISO-4): 8 7.15 (211, d), 6.85 (211, d), 645(114, s), 5.40 (111, m), 4.14 -4.51 (414, m), 2.43 (1il, in),
1.65 - 1.80 (514 in), 1.16 -1.42 (X, in). 15Example 15
2-(4:Cyclohexyl-phenoicymethyl)-2,3,5,6-tetmhydro-oxandor3,2-a]pyrimidin-7-one         To a solution
of 5-(4-cyclohexyl-phenoxymethyl)4,5-dihydro-oxazol-2-ylamine (350 mg, 128 mmol) in ethanol (6 mL)
was added ethyl acryIate (255.8 mg, 256 mmol). The 20 reaction mixture was healed in a microwave
oven at 150C for 40 mit The solvent was removed under vacuum, and the residue purified via flash
column chromatography (silica gel, 0.5-12% Et01-1/C112C12) to afford an oil, which was dissolved in
a small amount of methylene chloride and to which was then added heptaue. A while solid
precipitated to afford 110 mg of
2-(4-cyclohexyl-phenoxymetliy1,6-1etrahydro-oxamo1o[3,2-a1pyrimidin-7-one. 
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The tilb co.qþ '"d t,va6 prq¡ûed frolñ, 5-t4<1225.Épcnbmrhyl-pi¡cridÍ¡+ll

¡hoo>rpcttyllaJ¡nydm<¡r¡z¡l-Zyl¡ninc eoployilg Ée goocúue of Step 3, Exrmple

f.

CÈII¡IN3O¡ G9?21), LOvÍi @SI):39826 Gtf+Ð,
5 rHN!,ß. (CDCtr, 30oMrrz), s724.(4lrr}7.rE (d,?J1),6,52 (4 2Ð, 6.09 (4 rIÐ, 637 (n,

17Ð,4204.11(D, 4IÐ, 2.89 (n, lÐ, 2.30 (s, 3þ, r.52-1.69 (n, aI), I.t? (s, 6I{), 1.10 (r,

6E).

B:raoplc l0

2{a{l-}åeuyl@Ai$¡o+xazotof¡.2.¿lpy¡imidin-7<¡o

"üi--o8
IO

Sæp 1 : a{1'-(Pbnyl)cycloborylþhrnol

¡{. nixt¡¡t of 5 g @E.4 nool) of l-pbc¡Vl-l-c¡¡clohsrlnol 535 g (56.t mmol) of

phenol mil 25O me, (132 rnnnl) of toluenesulbnic acid monohydrle w¡¡ Siurd s¡ E C

rmdu libogm ¡+'nosphqe for 4 bows. The n¡bial rv¡¡ ¡Itrosæd to cool lo rooo

15 tÉtpe¡úÌeì dihúod with efhyl aætale, lflEshod wìth sa¡¡¡fcd sodiuo bicarbormE Rre and

b¡i¡a Ïhc resnllÍng sol¡úi@ wus d¡icd (NazSOr[ fltc¡cd aDd oøcæcd 10 s whiÞ solid

whicå wus hcated rndor high vacuuo b r@ovc rcsidual påecol The rsulting residrc was

¡lrri6ed bt frsh cfuonabgrapþ ou silica gel Elutfug wilh

povide 5.ú1 g (22.4 nnol) of 4{'{¡úcoyl)c¡olohoryl)¡hcaol.

20 CrrHzsO @.f2 , I Ð, LCMS (Ct): ?sLzz @l)-
H ru,n (ocl¡ 300MIIZ), 5 ?5 (u, 5Ð, 7.13 (c, 2IÐ, 6-73 (E,ZII), a.55 (p, lH),22A

(n,aþ, 155(hs,@.
Sta 2: 2{a{-Phtny}cydoho<yl)-Èenoryms,thy}2,3{ihyd¡o<tøzolo[3]-aþnimidin-7-

(be

?5 Tbc riùc cøpound ws ge.parcd ûom +(t'{pheryl)c¡æJolq/Þt¡nol employi.og the

thrÊ slc¡l 1no€ù¡rEs rrscd b ¡rqare Þ<ample 2.

C2iIIr6N2q (4{)1250) Levö @St); 4o32I (M+H).

25C191-12414203 (328.41), LCMS (ESI): 329.17 (MEP).  61 'HM (300 MHz, DMSO-4): 87.15 (2H, d),
6.89 (211, d), 5.16 (1H, ta), 422 (211, ddd), 3.86 (1H, t), 3.55 (1H, dd), 3.48 (211, t), 2.44 (311, m),
L65- 1.84 (51-1, m), 1.14 - 1.44 (5I1, Example 16
52-(4-tert-Butyl-phenoxymethyl)-2,3,5,6-tetrahydro-oxazolo[3,2-a]pyrimidin-7-one  Steps 1 and 2:
5-(4-tert-Thdy1-phe:noxymethy0-4,5-dihydro-oxazol.-2-ylatnine      The title compound was prepared
nun 4-tert-butylphenol employing the procedures in Steps! and 2 of Example 2. 10Step 3:
2rt-buty1-phenoxymethyl)-23,5,6-tetrahydm-oxazoloP2-alpyrimidin-7-one     To a sohdion of
5-(4-lert-butyl-phenoxymethyl)-4,5-clihydro-oxazol-2-ylamine (520 mg, 2.10 no!) in ethanol (I0 zu.L)
was added ethyl acrylate (273.3 mg, 173 mmol). The reaction mixture was heated in a microwave
OVC11 at 130C for 10 min, then at 140C %r 10 min, and finally at 150C for 30 min_ Solvent was
removed under vacuum, and the residual solid 15washed with small amount of MOH to afford 195 mg
of 2-(4-tert-butyl-phencutymethyl)- 2,3,5,6-tetrahydro-oxazolo[32-a]pyrimidin-7-one as a white solid.
C17HaN0)3 (30238), LCMS (MI): 303.17 (METE). 11-1 NMR (300 MHz, DMSO-4): 8 7.32 (211, d),
6.90 (211, d), 5.17 (1H, in), 4_23 (211, m), 327 (114., t), 3.45 - 3.58 (311, m), 145 (2H, t), 1.25 (911,
s). 20Example 17 (S)-2-(4-Piperldin-1-yl-phenoxymethyl)-2,3-dfiwdro-oxazolo[3,2-alpyrinridin-7-one 0
N "?".  
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lglwn (coct¡,3fxlMlrz), 7-76(d,tÍt).72¿-72s (n,68) 7.10 (m, llr). 6.si¿ (421r), s.81

(4 lIÐ, 530 (n, lII), 43t (t, lHI43-4.31 (n,2Ð. a.09 (ç trT),Lr7-228<V s,4I+ l,3E-

150 (hr sr ffi).
Eranple 1I

s Z{44yclohoryl-phøoaøehy}5-nc{yl-2þi¡tyeD-or¡zo¡op2.alpydoidicT-one

S@ 1: 2{+CþtohøryI-phenox¡netúyt}cxíraac

Tlc title cupouad was ¡r4aed fon 4qrclohÊnyl¡hrqol aad cpiohlomfo¡rlrin

.'.¡loying tho¡¡occduø in Ste¡ I ofExample 2.

l0 CEH2oOr C23Z IÐ IÆIr{S @SI): 274.13 (}f+H+q{âei)
rnmvn (octl ¡oou*z),7-tz(ð,?E\6.r5 (4 2rÐ,4.r? (dG trÐ,3.96(d4 lrr),3sa (n,

ftÐ,z.egG1E).214(dÀ,ÍÐ,2.44 (u1 tH! 1,78-1.65 (n, 5II), I.31-1.a3 Gq sÐ.
Stcp 2: 5{¡l-Clplohcxyl-pts¡'rcynetrD,ù45dihyúGoxazol-2-ylmíne

It¡ fitlo com¡owd w¿s preparEd û,ø Z{a+¡ç¡o¡*¡r¡-ox¡ruothy}otirane
ts eryþing Éc Frcccfu¡c ia Sta 2 ofExagle 1.

CtùlzNzOz Q7 4 -I 4 l4MI¡ (EÐ: 2?5. 16 (¡,f+Ð
rs¡nn (cucl¡ ¡fxrÀflrz),2.r3 (4 2Ð,6.s5 (d4 2rÐ,491 (n, 1E),4.2 (v. br.,2Ír),4.0s

(An-n, zþ,3.91 (d4 lIÐ,3.61 (d4 1Ð,2.45 (hr.E 1þ, r.l7-1.93 (n, 10H),

Sæp 3: 2{+Cþlohexyl-phoooxyncthylÞ-methyl-2,3di$¡o-o<¡zolo[32-a]pydnidin-7-

2Ð GnC

To ¿ solu¡ion of 5{a<lclohoryl-phcno<¡æctty'þ,S{tydrooxazol-ZyIamine (: OO

og I.(D5 mmol) iu ctbmol (6 'nr ) xas added ál z+útno¡te QA6 mg 2.t9 mmol). Thc

¡oactio¡ qÍxtr¡¡r w¡s be&d in ¿ miqowave oven al IStrC fc 30 Ei4 tlsû at 16(rc for 20

nfu, aDd a 170t for 30 mi¡- Solveat rras renovod rrnrl6lss¡¡q and rhc rsidue prified

2s tlb fl'.h column chropabgnphy (silic¿ æL l-18% EtOE/GIzClÐ lô a&rd 190 ng of 2{,1-

oyclohoryl-phenox¡meüyI>5-nstt¡il-2,3{ihytLo-oxazolof3,2-olpyrimidin-7+¡c a¡ a wbíÞ

solid-

Caofl?¡lüOr (340,43) LCMS (BS!:3at.2 (MII+).

bm,n pooura DÀ,rsord6): ô2.15 (zr4 O,6.s6err, Ð,5.68 (rt s),52Å (1rr, n), a.tl
30 -4-¿t4(18 m.),2-43 OH,m),2,t9 (3H, g), 1.65-1.t0 (5II,m), 1.16- 1.40 (5II m).

Step 1: 4-Piperidin- 1-y1-phenol           The title compotmd was prepared in accordance with the
procedures described in S. 23utgaonkar, et al., Adv. Synth. Catal. 2004, 346, 611-616, and employing
4-bromophenol and  65 piperidine as the starting materials in the presence of palladium acetate and
lithium his(trimethylsilypamide. C11l-h5N0 (177.11), LCMS (EST): 178.13(rEH). 1111414R (CDC13,
300MHz), 8 6.86 (d, 211), 654 (d,4.43 (s, 111), 3.01 (m, 4H), 1.72 (in, 41-1), 1_55 (m, 2.11). Steps 2
to 4: (S)-2-(4-Piperidia-1-yl-phertoxymethyl)-2,3-daydro-orazoIo[3,2-alpyrimirlin-7- one      The tie
compound was prepttred from 4-pipeaddin-1-yl-phenol employing the procedures in Steps 1 through 3
of Example I. [c41?-40.47 (c 0.502, CHCh)- 10C15H21N303 (327.15), LCMS (EST): 328.14 (ft-FH).
NMR (CDCI3, 300MHz), 5 7.24 (d, 1H), 6.90 (d, 211), 6.79 (d, 211), 6.10 (d, 1E1), 5.25 (n, III),
420-4_38 (m, 411), 3.04 (4 44), 1.71 en, 41-0, 157(in, 2B). Example 18
(S)-244-(3,3-Dimethyl-cycloheary1)-phenoxymetlayli-2,3-dilydro-oxazolop,2-ajpyrimidin-7- 15one
0.ycyck. 0 Step 1: 3,3-Dintethyl-cyclatexenone      First, 3-methyl-cyclohexenone was pmpared in
accordance with the procedures of Ergeasons et aL, Era 1 Med Chem 35 (2000) 555-565. Then,
3-melhyl-cyclohexenone 20 was reacted with methyl magnesium iodide in the presence of cupmus
chloride in diethyl ether to obtain the title compound. Step 2:
1-(4-Benzyloxy-pheny1)-3,3-dimethyl-cyclohexand 
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Þ<qlef2
ã¡¿jololrc<yt-plmoCÆsütlÞ-cüryl-Zþ-düyd¡o-orazolo[32-4Jpninidín-7+ne

To ¿ mlutio of 5{<-cyclo}oryl-¡booo<¡tnatylþ.5dihydrc-oozol-2-yluine @00

mg, t.095 mmol) in ethsaol (6 oL) vas added elþl 2-¡c*ynore @76 mg,,2.19 nnoì), Tho

¡caction mÍxü¡c wãs h6led in a ¡:ic,¡oerrve oven at 170"C ftn 70 'nin lle solvat y¡as

remswd "".1"' va@r¡D, oacl lhc residue pruifiod rzz ft"qt' colum¡ ch¡o¡l@gr¡I¡hy (silic¡ æl
1-12% EtOH/ClIzClÐ Þ dDrd 153 mg of 2-(aqæhùoryl-¡åaorynahyls-etlyl43-
¿ibyd¡o-o¡<¡zolot¡,2-e!ryrimidin-7-ore ss ¡ slighrlyycllow solirl

QrHr¡l,lzO¡ (354.4Ð, LO\,IS (EÐ:3552 (MI{.
'gtn'n C:oo tura DÞr^sod6): ö 7.r4 (2rr, d), 6.s5 err, d) s.63 (tII, s) 52s (rrr, o),4.10

- 1 -4 t (4Ít m), 2-46 (3tL n) L65 - 1. 80 (5Il m), 7 2Ð - 7 -4Il (sII, n), f . la (3H, t).

&<ar¡lc 13

(,Slz-fi-C)æIobe*yl-phcnoamerþI!5-cthyl-2.ldihydm-omzolop,z-alpyrinidia-7-oac

To ¿ ¡olüim o¡ (.SfS{¿-crlolegl-¡b¡¡owøethyt)ajdihydrcoxazol-2.ylmíne

(1,0 g 3.64 DDoI), prcpared in accrdæcc witl.tte pocodwes as set frró ia SEpc 1 ¡¡cl2 of

Eøoplo I ald sbrtÍ[g &!,m. R+pic,hloroffiin and a-cyclohocyþhød in eúeol (18,2 EL)

war added etfry' 2-peot¡poøe (0,92 6 72E mool). Thc re¿ctioa oi¡ô¡¡e rrz¡ heated at ¡eII¡x

for 14 hs æd lbed gradually cooled 1o rcom lempcrúu¡e, ftc rcsltiry cryctrUiuc slid was

isolded by fltrEtion, rv¡¡hed wiú ìc¡tmc 3 timcs, and ùicd mder vacr.m to aftrd 560 mg

of (.SlZ{+-cyctohoqf-¡ümox¡mctþfþdhyl-2jdihydm<ypzolo[32-ab¡ínidirT-o¡c ss

¿qhiÞ ¡olid- ¡o1¡% -Z't -95 1c o.J2f, CHCü),

9rE¡NrO¡ C354¿Ð, IÆd.S (BSD: 355.23 (À,lH+).

tuNt'fr. 
C300lvfira DtvfsGd5): s 7,t4 C2rI, dI 6.s5 (2r{ O,5.63 (tE s),529 (rw, m),4.10

-'t-44 (4E n),2.46 €II, -), l.6s - 1.80 (5It u), 120 - t.a0 (tl u), 1.14 (3It r).

7t

In a RB flask (250 mL) was placed magnesium turnings (2.0B g, 85S rano, which were seared under
vacuum without solvent overnight Tote stirred magnesium turnings was 25 added anhydrous TFLF
(10 mL). To the resulting mixture at 50C was added several drops of dthronmethane, followed by
4-be.nzyloxybroutobenzene (11.8 g, 42.9 mmol) in 40 ml of THF. After addition was complete, the
reaction mixture was heated at 60C for 3 hours until a brownish-grey slurry was formed. The reaction
mixture was cooled in an ice-bath nod 3,3-  66 dimethyl-cyclohexanane (3.87 g, 30.67 mmol) in TBF
(15 mL) was added dropwise. The reaction mixture was sated at mom temperantre for one hour. The
solvent was removed under reduced pressure. The residue was partitioned between Et0Act aqueous
N1l4Cl. The aqueous phase was extracted three times with Et0Ac. The organic phase was combined
sad 5dried (Na2SO4). Silica gel chromatography (Et0Actheptane) provided 5,08 g of 1-(4-
he:nzyloxy-pheny0-3,3-dimethyl-cyclohexanol as awhile solid_ C21H2602 (310.19), LCMS (E81):
293.17(ht+H-1120). Step 3: 1-E enzyloxy-4-(3 ,3-dimethyl-cyclohex-1-eily1)-benzene
1-(4-Benzyloxy-phany1)-3,3-dimethyl-cyclohexanor (5.08 g, 16.4 mmol) was dissolved  to in DOH (80
mL) after which concentrated hydrochloric acid (8 mL) was added. This rthdarre was stirred at 50C for
1.5 hours. The solvent was removed under reduced pressure. Water (15 mL) was added. The mixture
was hastfied with aqueous ammonia and extracted three times with Et0Ac. The organic phase was
dried acid concentrated to provide the -title compound as a yellow solid 4.43 gas a mixture of isomers.
15C2111240 (292.18), LCMS (MD: 293.22 (M++14). Step 4: 4-(3,3-Dimethyl-cyclohexyl)-phenol      To
1.-henzyloxy-1-(3,3-dimethy1-cyclohex-1-eny)-henzene (43 g, 16.4 mmoD in Me011 (50 mL) and
Et0Ac (50 mL) was added 10% Pd/C (0.67g) under N2. This nimbi:re was slimed under 11,7 (1 Edm)
overnight The reaction mixture was filtered through ce-lite. The filtrate was concentrated to give the
tide compound as awhile solid (3A3 g). C14H200 (204.15), LCMS (CD: 204.15(W).   NMR (CDC13,
300MH4, 8 7.07 (d, 211), 6,75 (d, 211), 4.60(s, 1H),2.63 (in. 111), 1.09.- 1.88 (m, 811), 0.99 (s, 311),
o.94(; 311).      Steps 5 to?: (S)-244-(3 3-Dimethyl-cyclo heacy1)-phenoxyna ethy1]-2,3-chaydro-o
xazolo [3,2- 
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Êraryle f4

{+C}cJohc*y1-phroo<yncthylþdifluorøelhyl-2,3dihydroo>ozolot3.2ÆÞyrimiditr-7-

To ¿ solurion of S(a-c¡abførylahmm¡mr*hyfla,Sdi\ùo-<nraæl-2-ylanine (165

mg 0.6(2 mmol) in e{hmol (6 mT) was added elhyl 4,4.¿ltifluom-2ùúF¡aE (100 rn&

0,602 rmol). The ¡caaioa oixt¡rc vu¡ hearcd i¡ a oio¡ow¡vc ovm ar l70T fDr 30 EkN,

Soltd was reooved uder vzmrm, End the rsid¡re pruiEd r¡ia î¡qh coltmtr

clro'natograþ (ailica gel 1-1$¿ EÍOE/CIIâCÐ fo aftd 60 mg of 2{4<yctohoryf-

ph¡ao¡<ymclhyl)-5-títrt¡rom¡{hyl¿Sdhydro<xaznlo[3,2.e]pyrimidicTonc as ¡u off-wåito

soliò

CaoIürFN2Or C3%.40I LOllS (HlI): 395.16 (IflÐ.
rnxr'n (¡oo lr,s¿DMSod6): õ ?.15 ?q,q,6-ts C2Il d),6.46 (tll s),5,40 (lIL n),4,r4

-a-sl (H,ø,\2.43 (lE n) t,6s- 1,80 (5I1, n) l.16- l.{2(lII, n).

&an¡le 15

Z{¿d:¡donoryl-¡tøqyneúy}2J,S,CætyUm-axaztoBp-a}ryrimidirToe

"Cf-l-'ff
To a solrrion of 5{+cyclohsryl-p¡ao:rfmcfhy}4,5dihydrootazol-2.ylanino 850

,.9, 128 mmol) in erbÐol (6 '' r) tflE¡ added elhyl aorylatc @55.8 ñ8, 256 --'oD. Th€

reaction mixt¡¡e c¡Es heâred ia ¿ microwavc or¡on d 150t for 40 ni¿ Tlo solvrm vvas

rcoovcd u¡dcr wouum, od thc rcsifuo puifctl vrø 0esh coir¡u¡ chrooatography (silie, gel

AS-12% EÐHlClIzCJlù b effold aa oü, yÄich vtas dissolved itr a srn¡ I f smorn¡ olFme5y¡mt

cåloddo a¡d to rvhicå was 6on addod hc¡tarc. A vÄiÞ solüt pecipitôd b añrd 110 mg of

2{+cyclohoql-pbeooryuerb]lz95,êtetrahydrD-oxuolo[32-s]pyrinidia?o¡e.

Cr¡IfulrI¡O¡ (328.41), rcì/S (ESI):329-17 @).

ottc

YY'>----'-O-O
Y*-

GF.

l5

25a]pyrimidin-7-one      The title compound was prepared frum 4-(3,3-climethyl-cyclohexyD-phenol
and Repichlorohydrin employing the procedures its Steps 1 through 3 of Example 1. [a]n?-5 -48.48 (c
0.503, CHC13). C21Hasig20-3 (354.19), LCMS (ES1): 355_23 (M++11). 11-1NMR. (CDCla,
3001Valz), 724 (d, 11), 7.13 (d, 211), 6.80(d, 211), 6.08 (d, 11-1), 127(m, 111), 4_20-4.41 (m, 413),
2.66 (in, 111), 1.114.90 On, 811), 0.99 (s, 311), 0.95 (s, 38). Example 19
(S)-2-(5,6,7,8,88,9-liexahydro-41111-flooren-2-ylozymethyl)-2,3-dfitydro-oxazolo(3,2-
alpyrimidin-7-one  Step 1: 54,7,8,8a,9-Hexahydro-4bH-Thaaren-2-o1 5241de ne]-cyclohexanone was
Preparedin accordance with the paticedare of Baltzly et. al., Imam& of the American Chemical Society
(1955), 77, 624-8, which was subsequently hydrogenated. (Pd/C, Et0H, H2 latm) ID form 2-(3-
matboxy-benzy1)-cyeloheaanone.           2-(3-Methoxy-benzy1)-cyc1ohexanone was converted to
7-methoxy-2,3,43-1etrahydro- 101H-fluorene in accordance with the procedure of U. S. Patent No.
3,743,663, followed by hydrogenation (Pd/C, Me0H/Et0H, H2, latm) to obtain
7-methoxy-2,3,4,49,9,9a-hexahydro- 111-iinorene.       To
7-methoxy-2,3,443,9,9a-hexahydro4H-fluarenc (135 g" 9.65 nano in CEI2C12 (20 mi) was added
BBra (111 in CH202, 24 mmol) dmpwise at 0C. This mixture was stirred 15 at 0C for one hour. The
reaction mixture was then quenched with Me0H (5 mL). Aqueous sodium hydrogen carbonate (10 mL)
was added. The reaction mixture was stirred at mom temperature overnight_ The reaction mixture
was extracted with CH2C12. The organic phase was washed with brine, dried (Na2SO4) and
concentrated. . Silica gel chromatography (EiDAdhep lane) provided 1.48 g of
5,6,7,8,8a,9-hexahydro-ElbH-ituoren-2-ol. C131-1160 (188.12), LCMS (ESD: 189.14 (M4+H). 'H NMR
(CDC13, 30(JMHz), 8 7.00 (d, IH), 6.72(s, 1H), 6.62 (d, 1H), 4.50 (s, 111), 3.02 (q, 
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'n tur'n ¡loo lfffã DMsOi6) : 6 7 .r5 Q)E d), 6.E9 (2,I1 O, 5.1 6 OE m), 42:¿ 8H, ddd),

3.86 (lE t).3.55 OIf dd),3.48 Qtt,t),2.U QlI,n), l.6s- t.84(5Il o), l.l4- 1.44(5I4

m.).

Ë<aaple 16

2{+1øl-Eutylpbroo¡<}'mahy}2,3J,6æt¡h:¡üoox¡zolo[32<þnimidirT-oe

"rYr-"-ft
Sþr 1 and 2: 5{ -*t-ßUyf-pbenox¡'netþlþ,5{iþdeoxezol-2-yhuire

Tbc title coqnud uae preparcd fim. zl-brt-butylphmol empþing ¡hE prcs€fuEs in

Sle¡s I and 2 ofÞ<an¡lc 2,

Slcp 3: 2-(+ürt-butyl-phrnoq¡nethy)23,5,6t¿e¿hyd¡o-oszolo[32-s]g¡uimidirZ-one

1o a solutio¡ of 5{+tat-tuyl-¡baorp.@lþ,5di\dmoxazol-2-ylæiac (520 rg"
2. 1 0 mnol) in e{haaol (t0 nL) ws addcd úyl sñtlatç (273,3 mg, 27J mmol), Thc rcactio¡

miü¡e ç¡s høtsd in a miqsc¡Ãr,E ovw st l3mC fu l0-h, thcn af I40æôr l0 min, ald

fintlly at 1501C ftr 30 rnin Solvalt rv¿s remsyed 'rn¡fer yacum, snd the EsiduEI solid

'tilEshcd wiä -crn¡ll 46¡¡¡¡ of EIOH to afu 195 ng of 2{+tat-hrtyt-phrno:çmefhy}

23,s,6cr¿brd¡o-oxæoIo[3,2.a]fninidi¡A<¡e as avrùitr soliù

C¡rIIzl{û (30233), LC:IrdS (ESI):303.1? (MII+).

rll m"n €00 MIr4 Drvrsodþ: õ 7-32 (2H. dI 6.90 (tlr, Ð, 5.1? (fll m), 4z¡ @f! m),

3.87 (1H,t) 3.45-3.5E (3IL ¡n), z4s (2H,t), 1¿5 (9H, s),

Exmple t7

(S)-2-(+Pipcriditr-I-yl-phcooxymelhyl)-2,3dihyd¡o<>øzolot3/-¡Iør¡imidirToe

YY'.,
\,,N\-/\..

/

oø'
Sbp 1: 4Pi¡cridia- L-yl-phcool

Thc titlc can¡ouad ìms prrpsæd iu acoord¡næ wifh thc poædnrrs alcso¡ibcd i¡ S,

úgE@h¡, tt ¡1,, Adv, SIDÉ. CstFL 20lJr',146.611.616 aod cqloying ¡l+mnopbc¡ol a¡d

1H), 2.79 (AB-m, III), 2.52 (AB-ro, 1H), 2.42 (n, la), 1.77(m, 211), 1.16-1.62 (m, 611). Steps 2 to 4:
(S)-2-(5,6,7,8,13a,941exahydro-ElbH-fluoren-2-ylasymethyl)-2,3-dtlydrooxazolo[3,2-e]pyrimidin-7-one
The title compound was prepared from 5,6,7,8,8a,9-heacahydro-4bH-fluoren-2-ol and
R-epichlorohydrin employing the procedures in Steps 1 through 3 of aample 1. (a)di -48.40 (c 0.5,
CFIC1a). C.211H72N203 (338.16), LCMS339.18 (he-EH).  68 111 NMR (CDC13, 300Mliz), 5 7.25 (d,
111), 7.05 (d, 111), 6.77 (s, 11-1), 6.67 (d, 111), 6.08 (d, 113), 527 (En, 111), 420-4.42 (in, 411), 104
(q, 111), 2.82 (dd, AB-m), 2.54 (IH, A13-m), 2.44 (In, 111), 1.134.86 (m, 811). Example 20
5M-2-(4-Eicyc10P.3.11non-9-yi-phenoxymelhyl)-2,3-dthydro-oxazolop,2-a]pyrizoidin-7-one  Step 1:
944-Benzyroxy-p1ienyt)-bicy0lot33.1]nonane       9-(4-13cozy10xy-Pheny1)-bicycl0133.11nonan-9-0l
(4.7 g, 1457 mmol) (prepared in accordance with the procedures set forth in Step 2 of Example 18)
was dissolved in DOH to (150 mL) after which concentrated hydrochloric acid (15 mL) was added.
This mix-Lure was stirred at 50C overnight The solvent was removed =der reduced pressure. Water
(50 nit) was added. The mixture was basified with aqueous ammonia and extracted three times with
Et0Ac. The organic phase was dried and concentrated to provide the title compound (5.5 g). 1H
NMER (CACI), 300MHz), 5 7.28-7.49 (s, 711), 6.95 (d, 211), 5.06 (s, 211), 2.74 (br.s, 111), 15238
(b.s, 211), 1.36-2.08 (in, 1211). Step 2: 4-Bicyclo[33.11n0n-9-yl-phert0l To
9-(4henzyloxy-pheny1)-hicyclop.3.1]nonene (4.4 g, 14.6 mmol) in MeOH (100 mL) and Et0Ac (100
mL) (warmed to 40C to facilitate dissolution, then cooled to mom       temperatme) was added 10%
PdIC (0.5g) under N2. This mbiture was stirred under Hz (1 atm) 20overnight_ The reaction mixture
was then filtered through collie. The filtrate was concentrated to give the title compound as a solid( 3.1
g). C13litc0 (216.15), LCMS (Cl): 216.17 (Mt). 111 NME. (DlviSO-d6. 300MHz), 5 9.11 (s, 111), 7.14
(d, 211), 6.72 (d, 211), 2.62 (s, 1H), 2.13 
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¡iperid¡¡D as tc sbdirg meid¡ ia the ¡rcscaco of o¿ll¡diru BodaÞ ald liftftr
tdtinethylsilyl)mide,

C¡rII¡No (l7.I1), Lca,ls @sI): us.I3G,f+Ð.
lHxr"n 

1cocl"300Mrrz)66,E6(q ?E),6.74(q;r{),4.{3 (s, rrr),3,0r (aag\,tz2(a
aHl r55 (m, z{).
Sþs2b4: (S|2{a-Pipeddinl-yl.¡haorynøtfty}23dùrdro-oxazDlo[3,2-a]p¡trinidin-7-

(ule

f¡c rifle ras pn¡rred ton +pipcddin-f -yl-¡haol emplcying úe

poced|¡Itr in Sþs I lhraugL 3 oI'F-4''T'Ie L. fo.feÉ 4O.47 (a0.5OZ CICI').

C¡¡II¿rl{¡O¡ (32?.1Ð, LG'ff¡ (BSI): 328.14 Grf+E}
\r xl,m. (cocl¡, soouirz), 6 ? 24 (d, lrù 6.90 (4 2rÐ, 6l s (+ znr,6.r0 (q rÐ, 5.2s (ú,

rrI)' a2È438 (n, 4Ð 3.04 (q 4Ð, l.z1 (n, 4Ð, l.v/(q 2tÐ.

Exmgle 18

(S}.Zt+€,¡-Oimcttykyutohelry}¡¡c¡ox¡¡meúy[¿3dihydrcoruzoloB,z-elpyiniain-Z-

OI1G

oszN-:.--o,

l=.r1.-.),-/
-,\--O

-.-\)ttX
Sæ¡ 1: 3J-Diuá1.-gydobÞrlnone

FirsT 3-ncthykycloheremne eas prE¡:ãEd in ¡crordace wifh lhe pooeducs of

Irrgensrs et- øL, Èzo. L lúsd- ChnL tt (200Ð 555-565. llco, 3-molþl-cyclobemeuone

was reacEd wíttr meù¡il n agnesí¡n iodide in fbc gcseuæ of w¡row chlorido in diethtl elhe

b obÞir tbo litJe oom¡ound-

Sæp 2: 1{l-Beozyloxy-phenyl}3Jdinøthyl+ycluhEntuol

ha RB flâ.k (ã0 '"T) lvâs placed magnecium tt¡úi¡g¡ (2.08 g, E5-9 nool), vÄich

wqe fined lmdcr r"cuom wiúout solveot ordmígþt To 1üo sthrd n¡grcsim t¡¡i¡es was

addcd a¡h¡d¡qus IHf [0 nL). To ltc rcsul¡i¡rg Dixtre c 5dC ças added sevsal dúps of

dihonoeth¡¡s' follonnd þ tlþ¡t¡ol<y¡..obøzene (11.8 g, 429 nmol) in40 ml ofTIIF.

Aûcr odditim was oorylce, tho ¡cacío¡ Eixtue vr¿s heãted Bt 6dC fu 3 ìou¡ rmtil ¡
shuy was fr'mcd. The reacim. mixlue ìras cooled in an ico-bú ¡¡d 3J-

(b.s, 211), 124-2.06 (1n, 1211). 25Steps 2 to 4:
(S)-2-(4-Bicyclo[33.11non-9-yl-phenoxymethyl)-2,3-dihydro-oxezoloP,2- alpyrimidin-7-one The title
compound wes prepared front 4-hicyclo[3.3.11non3ylpheno1 and R- epichlorohydrin employing the
procedures in Steps 1 tbrong13 3 of Example 1. fall? -43.56 (c 0.5, CHC13).  69 C221126N203
(366.19), LCMS (ESE): 367.16(Mti-24.   NMR (C0C13, 300MHz), 8 7.77(d, 111), 727 (d, 21-1), 6.90
(d, 211), 183 (d, 111), 5-33 (m, 111), 4.23-4.43 (in, 313), 4.I (AB-m, 111)168 (hr-s, 111), 237 (Las,
211), 126-2.06 (in, 12H). Example 21
5(S)-246-CyciOheXyl-pyridin-3-ylOxyMethy0-2,3-dthydnI-Ox02010P,2-alpyriMidia-7-0Ste Step 1:
6-(1-Hydroxy-cycloheacy0-pyridin-3-oI      To a solution of 6-bromo-pyridin-3-ol. (5.0 g, 28.7 mmol) in
anhydrous ITIF (75 mL) and anbythuns toluene (40 mL) at -78C was added n-hutyllithium (25 M in
hexane, 28.73 la nuns!). The mixture was stirred for 20 min. A solution of sec-butyllithium (1.4 M in
cyclohesane, 431 mmol) was added dropwise and the mixture stirred at -78C for I hour. To the
mixture was added cyclohexanone (4.23 g, 43.1 muto/) in THE (25 rat) at -78C and the mixture stirred
at -78C for 1 hour- Sahlrated Na1121304 solution (10 mL) was slowly added to the mixture and the
mixture then warmed to room temperature. Water (300 raL) was added.  is The reaction nurture was
neutralized with hydrochloric acid (2N), and the mixture extracted three times with Eit0Ae. The organic
layer was washed with brine and dried (Na2804). Silica gel chromatography (13tQA.cleptane)
provided 2.63 g of the title compound_ (193.11), LCMS (ESL): 194.09 Csiftl-H). Step 2:
6-Cyclohex-1-enyl-pyridin-3-01 20TO a suspension of 6-(1-hydroxy-cycloheay1)-pythdin-3-of (25 g,
12.9 minol) in toluene (130 rnL) was added p-ioluenesulfonic acid monohydmie (8.12 g, 42.7 mmol).
The mixture was =fluxed with azeotropic removal of water for 2 hours. The reaction mixture was
cooled to room temperature, neutralized with aqueous NaHCO, and mciracted three times with Et0Ac.
The organic phase was washed with brine, dried (Na2SO4), passed through a silica gel 25pad and
concentrated to provide the title compotmd as a solid (22 g). CHHI3NO (175.09), LCMS (MO: 176.07
(M++Ff). 
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dimcóykyclobacanone 8.8? g 30.67 mmol) ir THF (15 oL) was added rlrc¡nrisa The

¡caction mixtue w¿s stired st mom MIt€rú.Ee fc one bor- ThE solv€dt w¡s ¡tmoved

u¡ds ¡educod ltessu¡c. Ite residue vas ¡øtÍtioucd betws€d EtOAc/ aqucous NIIICI- The

åquEûrrs pb¡sg wEs q<facted thee times wifh EtOAc' Tte o,rgmic lhsse ças combincd a¡d

ùied (Na¿SO{). Sili"a æl cåroøcograpþ Gto¿'c/bePt"'") Frsvided 5.08 g of t{'l-
berzyloxy-phcryl|3"a¡inet¡yl-cyaon*¡nol as åY.tiÞ Eolid-

C2tIIzóOr (310,19), I-CMS (ESII): 293,17G/+H-H2O).

Scp 3: I-Bmzylox¡r.413.?din€thylqiclohc"-1<äylb€ozde

l{+Bcozyloxy-pbruyl)-3,3dìEclbl-cyrlohørmol (5.0E g 16-4 mnol) was d¡ssolvÞd

¡n EIOH (80 -'I ) afu which co¡.oe¡Uarcd hydmc'hlcìo acid (8 '"1) vas addcd" This mixtne

w¡s stfu¡Ed r SdC fo¡ 1.5 hou¡s, The ¡olvtnt rr¡s ¡tooved rmdct ¡eduocd presrre. WaÞ

(t5 nr) was sdilcd- Tb€ Eixtrxe w¡3 bostEd wifh aqueou e"'oooia and ø<tacted tkæ

tim¡s with BtOAD, The cgaio phaso was ùied æd oo¡¡ahabd to povidc thc title

c¡m,¡rcrud. as a ¡rellaw solid 4.43 g as a nixture of ¡s@ds.

A^,Hl2lo Qg2.1t\ LCMS (ES!: æ3 2 Qvf+k[}

Sþ 4: 413þ-Dimctþl-cyclohexylpløol

To l-bøzyloIg-(3"¡din*yl-cyclalsr-1<oy'lbeozene (43 g 16'4 nnol) in

MeOH (50 '"r ì and EtOAc (50 rnr ) *as tüd lWo PdIC (0-67Ð o v'r't Nz. Thi¡ mÍxt¡o

was sined r¡ndc¡ II¡ (1 a) ovmighc Tbe ¡sction mi¡dr¡t wrs filløed thoug¡' ocliE Tte

fltr¡úe ç¡s co¡ccruaæd b give fhe Étlo ooøpound as a whiÞ soÏd C3.43 Ð.

CrdI2oO (204,15) rcMS (Cþ: 204,15(M).
rn N¡'ß (os.. 3ogMlrz), 5 ?.0? (4 ?Ã). 6.75 (4 2rù 4.60 (s, lþ, 2-6'3 (m' 1Iù t,09-

l.EE (¡, &Ð,0.99 (s, 3H) 0.94(E 3Ð.

5Þ!6 5 !o 7: (S)-Z|+G3-ninegr¡n-cyDlohoryl)¡heoo<¡meüv!-23dhyd¡uomnlof3)-

aþJtinidiÃ-7-one

The title coñpatnd was pepaed ñoD +(3SdimethykFlohqvDahraol aatl R-

cpicfloroþúín coplo¡ing úe p'mcetlucs il sæps 1 througL 3 ofExsasle 1. [@hã -+8.,+t (c

05(B,cHcÐ.

Crtlzl{zo¡ 054. 19} LClvfS (EsI): 35s23 Gd+tÐ-
rx tom locL, 3 00MI{z), õ ? 24 (d, trÐ, 7 -r3 (4 2xÐ, 6, E0 (4 2IÐ, 6-08 (4 t tÐ' 527 (n'

rtt\42i4-41(n, aÐ,2.66 (n, uÐ, 1.11-1,90 (n, tIII0.y9 G.3IÐ.0-9s ( ' 3IÐ.

E¡(m!üc 19

Step 3: 6-Cyclohexyl-pyridin-3-ol  70      To a solution of 6-cyclohex-1-enyl-pyridin-3-ol (2.2 g, 12.6
mmol) in methanol (45 ml) was added 10% Pri/C (022 g) under N2. This mixture was stirred under
hydrogen (1 aim) for 3 h. The reaction mixture was filtered through celite. The filtrate was
concentrated to a solid (22 g) to provide the title compound. 5CillinNO (177.11), LCMS (ESE: 178.10
(lve-1-1O. 111NMR. (CDC13, 300M1-12), 6 8.17 (d, 1H), 7_23 (dd, Ill), 7.09 (s, 111), 2.63 (m, 111),
1.68- 1.97 (m, 511), 1.15-1_56 (r, 51:1). Steps 4 to 6:
(S)-2-(6-Cyclohexyl-pyridin-3-yioxymethyl)-2,3-dihydro-oxazoloP2- ajpyrimidla-7-one      The title
compound was prepared from 6-cyclohexyl-pyridin-3-el and Er epichlorohydrin employing the
procedures as set forth in Steps 1 through 3 of Example 1, with the exception of main laining the
reaction temperature at 50C, rather than ethanol reflux as used in Step 3, Example 1. [alt? -28.00 (c
0.5, CHCI3). sH2iN3133 (327.15), LCMS (ESE: 328.17 (M+-I-H) 15]H 1MR(CDC131 300MHz), 6
821(4, 111), 7.04-7.24 (in, 311), 6.10 (d, 111), 530 (n, 111), 4.24-4.42 (in, 411), 2.65 (bms, 111),
1.19-1.95 (in, 1011). Example 22
(S)-2-(4-Cyclobcxy1-3-medlyl-phenoxymethy4)-2,3-dihydro-oxazolo13,2-a)pyiimidin-7-one  20Step 1:
4-Cyclohexy1-3-methyl-phenol (S)-Cyclohexy1-4-methoxy-2-methyI-benzene was prepared in two
steps by a Suzuki coupling of 2-methy1-4-methoxypheny1-1-bomnic acid end cyclohexenol triflaie
following The procedures of Carmen et aL. Synlett 2005, No. 10, pp 1601-1605,10 obtain
1-cyclohexeny1-4- methoxy-2-methyl-henzene, which was subsequently hydrogenated to form
1-cyclohex31-4- 25 methoxy-2-methyl-benzene. To 1-cyclohexyl-4-mettoncy-2-methy1-he02e11e
(2.09 g, 10.0 rnmol) in C11202 (20 rol) 
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$!Z{f,0,2,S¡es,9lftr<abrdro4htl-tuono-2.ylorrynelþl}2,3{I¡dro<xazolo[3,2-
aþ¡imidin-7-ono

.æ(a^^,
'*\Å"

Sæ¡ 1: 5,6,7,$8s,9-HaqhJúo-ahE-f,ro¡Eu-2d

z-[l{3-Mcrhoxy-pbeuyl}rc.elh{Z}ylidcoo]-oyolohexmme w¡¡¡ ¡xepùed itr

aocordåqco wÍú, the poceiho of BalEIy ú. s),, JoúzûI oJ ttn Aneiezt Clcníæl Socjety

(195Ð,n, g¿+E, wtúr:h vas suheqaaly$rcg@ãEd (PdlC, EIOII II¿ ftu) b foro Z{3-
nøboxy-boozyflcycloüo<anona

2$-Meltoxt bfúzyDqclolorürone w¿s coqvodcd to 7 -øet}rnixy/3 t,9-tøzþù.v
IlI-fluqcos in accord¡¡oc wilh the pocedurc of U. S. pad No,3:143,613, frllos/Ed bjr

hydogtodiü. @d/Ç I¡íeOIIIEOII IIà 1"+'") b obrain 7-nerhox¡13,4,4a,99¡-hexehyùo-

llI-fluorcue.

To 7-øsúory-2.1,a,aa9,9a-ho<a\rdrc-lH-f,uo¡roc (195 g, 9.65 -'4oD iD G{¿Ct¡

@0 nr) w-as added BBS CIM in CHzClz, 24 nmo) ùopwise st dC. T¡iE midl¡e EÌs stircd
d OAC ftr oæ hour. Thc ¡¡action mixt¡¡e çs rhen quanhcd wilh lvle0E (5,"1). Aqurow

sodim, \drogø. cåttoD¡to (10 mr) uas sdd€¿ the reacfio¡ nixt¡o was ¡tired at mom

hmpÉrdre oyernighl 1ïe re¡otim mi:rü¡e wzs extactc<l wiü, CII¡Cþ. fte orgaaio pbase

w¡r w¿shed vifh briæ, ùicd (NsrSO.) a¡¡d concemæd . Silíla gel

@loAcrhepr'.Ð pavidcd. l,4t g of 5,Ç7,8,Ss,9-lorah5drû4bH-fr¡onn-Z-ol

Cr¡HrsO (1t8.12),IÆMS @SI): t89.14 G,f+Ð.
fn mvn- qcnc6, 3filMrrz), ô 7.00 (4 tr;4^ 6.72 G, trù 6.62 (4 1Ð, 4.50 G, rrr¡, 3,02 (q,

firL2.79 (AB-n, lÐ, 2.52 (AB,o, 1þ, 2.42 (n, 1Ð t,z (n, 2Ð, 1.1É1.62 (n, 6r!.
$+s 2 ro .f: (S)-2{5.67,8,8+9-1lm@oabll-f,uorcn-2-yloç¡mclhy)-2,3dhydro-

oxazolo [3p.a]pyrinidin-7one

The lifle ooøIþ¡¡ld w"s ¡r€parcd. ûon 5,6,2t,ta,9-hqr$¡oabH-f,uore+2-ol snd

R-c¡ichloohylrin eûdoyùg 1üo ¡¡Dccdrres in Steps 1 rürough 3 ofF*¡'.f'le t. [c'JDr -48.40

(c 0.s, cHcb).

C2!trItNzo¡ @3E.lO, LCùíS ßSD: 339.13 G,f+Ð.

was added Rat] (1 M in CH2C12, 25 mmol) dropwise at 0C. This mix-bre was stirred at 0C  71  for two
hours. The reaction mixture was then quenched with MeOH (5 mL), followed by addition of aqueous
sodium hydrogen carbonate (10 mL). The reaclion mixture was stirred at room temperature for three
hours, then extracted with C112Cl2 three times. The organic phase was washed with bnn. e, dried
(Na2SO4) and concentrated. Silica gel chromatography 5(ElOActheptane) provided 1.6 g of the title
compound_ C13E420 (190.13), LCMS (ESD: 19145(M-1-11).   NMR (CDC], 300MHz). 8 7.06 (d,
111), 6.64 (d, 1E1), 6.62 (s, 1E1), 4.51 (s, 111), 2.62 (m, 11-1), 2-28 (s,1.20- 1.89 (in, 10H).      Steps
2 to 4: (S)-2-(4-Cyclohexy1-3-methyl-phenoxymethyl)-2,3-thlayclro-orazolo[3,2- 10alpyrimidin-7-one
The title compound was prepared from 4-eyclohexy1.3-methyl-phenol and Repichlorohydrin
employing the procedures as set forth in Steps 1 through 3 of Example 1. [0325 -51.00 (c 0.5,
CHC13). C23112414203 (340.17), LCMS (BSI): 34L16 (Mti-H). 1511-1 NMR (CDC13, 3001MHz), 8
7.23 (d, 11.1), 7.13 (d, 11-1), 6.68 (d, 1H). E67 (s, li1), 6.09 (d, I la 526 (m, 111), 4204.38 (in, 411),
2.63 (br.s, 111), 2.30 (s,1241.91 (m, 1011). Example 23
(S)-2-(4-Cyclohexyloxy-phenoxymethyl)-2,3-thlaydm-oxazoIo13,2-a]pyrimidia-7-one  20Step 1:
4-Cyclohexyfoxy-phenol       To 1-cyc1ohexyloxy-4-methoxy-benzeue (2.06 g, 10 lomat). prepared in
accordance with the procedure of He et. at" J. Aln. Chem. Saa, 2005, 127, 6966, in DMP (20 mL) was
added sodium ethartethiolate (1.15 g, 11 ronol). The reaction mixture was stirred at reflux for two
hours. The reaction mixture WBS then cooled to mom temperature. Water (5 mL) was 25 added after
which the mixture was neutralized with hydrochloric acid (2N). Ethyl acetate (200 mL) was then added
and the organic phase washed with Waier thee times, brine twice, and dried (Na1SO4). Silica gal
chromatography (Et0Actheplane) provided 0.88g of the title compound.  72 
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,nrvm(oct¡,3oflldflz), õ72s (4 fÐ, ?'05 (4 1Ð' 6'77 (¡' 1Ð' 6'67 (4 1IÐ' 6'08 (4

*Ð, s27 (ø,rH),a2*a'¡r,@, a$' 3'0a (q,, lIÐ' 2'82 (dd' AB-4)' z's4(tE AB'n)' 2'14

1n, 1If, 1.13-t-86 (n' EfÐ'

Ecam¡leZ)

(s)_2{+Bicdot3.3,rlnon4y'_phcno<¡rnebr}a¡¿¡bdro-ox¡zoloBl,+rp¡rrioidi*7oe

*<
o,\/tanl

q-*^o

Stcp 1: 9{rl-Denrylo¡<fpbrovf}biq¡dol33'l]¿onap

9{+Bcuzylonv-pheny}bicyctoB3'llnonan-9+1 
(4'7 g 1457- t-Ð 

ry:
aæordz¡cewith tbe proccduec s€t frdh in SttP 2 of Þrm¡le 13) r*ls dissol'rod in EIOH

(150 ÉL) fu wbic'h omceúaEd bydrochlmic atid (15 r) w¡s edtl€¿ Thi¡ mixr¡re was

¡tÈed * 50oC oeeúighl The solvod rms rsøovcil rds rcdu¡cd' IIlcas¡fq Wots (50 rtl)

v¡s ¡dded. Tho mixtrt w¿¡ bøsifed with aqueons aomooie Úd elû¿ctcd tb¡Ee tinrÆ wilh

EÊOAe The orguic pho'* wus dricd ald co@lztr'tto llovide lbo title mn¡ound (55 g)'

ln rum. (cpclr, 300MIIZ), õ72&7-4s G, î'Ð, o'gs (4 2[Ð' 5'06 (s'2Ã)',2'74 or's' lÐ'

23s @+ 2rÐ, l-lcz0t (o' 12II)'

Sle¡r 2: rl-Bioplol3 3 '1]uø-9-vl-¡benol

To 9{+bcazylo¡cv*b¡nyltbicyclol3'3'1]Don¡le 
(4'4 g' 14'6 m¡ol) i¡ l4eOH (t00

ñT) aDd EtOAo (r00 nL) (v'uEEd b 40oC b frcilitde dissol\rio'!' th¡o cooled to room

tr4ørtrrrc) rras added 1096 P't/C (0'58) rmde Nz' This mixt¡e s¡"c stiúsl ''¡r{"'Hz (1 stm)

qvwúEÈÊ Tbp re¡ctio¡' úüúurc v'¿5 thF fill¡Ñd lhmugù cdlite' The fltr¡tc ças

conc€ffied. to giYD thr fiile ooúloúd a¡ ¿ solì<[( 3' I g)'

CuIlæO (216,1Ð, t'ClvfS (Ct):216'1? (M)'

ln xtn çorrsol' 300MIrz) õ 9'11 (s, 1Ð' ?'14 (4 ?E)'612(d'',or\2'62(8' llrl2'13

(b,c zÐ, 1 2+2'06 (ø' 12J{)'

ScTs 2 !o 4r (S!2{+Bic¡clop3'lþo¡-9-y'-phruo¡ryneüylÞL3i¡hyd¡o'oxozolop'2-

alpyrimidin-7+re

ïþ title mo¡ounit *us peparod ûom 4-bicyclo[3'3'lJno*]yl'4hcool ard R-

epicbloroþ¡drin coplo¡ing ae ¡rocearues in SÞs I thqÚgb 3 of ExaEllE 1' [o]D! 4356 (c

0.5, CHCX¡).

Cv_FIL02 (192.11), LCMS (HST): 193.13 (M*-1-11). '11 MIR (CDC13, 300MHz), 86.77 (q, 411), 4.41
(s, 111), 4.08 (in, 1H), 1.91 (in, 2 H), 1.78 (m,213), 122-1.62 (m, 611). Steps 2 to 4:
(S)-2-(4-Cyclohexyloxy-phenoxymetby1)-2,3-dihydro-oxezolop,2-a]pyrimidin- 57-one      The title
compound was prepared from 4-cyclohexyloxy-phenol and R-epichlorohydrin employing the
procedure; as set forth in Steps 1 through 3 of Example 1. [02 -33_21 (e 0.557, CHCI3).
Crs1-122N204 (342-15), LCMS (HSI): 343,17 (vi*-1-11). 10Example 24
(S)-244-(4,4-Difluoro-cyclohexyl)-pherroxymedayl]-253-dthydm-aca2nlo[3,2-alpyrimidin-7- one  n'----
cl-kte--% Step 1: 4-(4,4-Thiluoro-cyclohexyi)-pheno1 15To a solution of
4-(4-hydroxy-plieny1)-eyelohexanone (5 g, 263 mmoD was added
bis(2-methoxyethypamino)sulf3rbinouride (29.1 lg. 131 mmol) under nitrogen in a plastic bottle. The
reaction mixture was stirred at room temperature for 48 hours. Et0H (14 drops) was added, sad the
reaction mixture allowed to stir for an additional 24 hours. The reaction mixture was poured into water
(140 roL) and the aqueous layer extracted twice with 20 dichloromethane. The organic phase was
washed with brine and dthed (Na2SO4). Mal gel chromatography afforded the title compound (2.8 g).
C12,11020 (212.10), LCMS (Cl): 212.09 (MI. 'IINM:ft (CDC.), 300MHz), 57.09 (d, 211), 6.77 (d, 211),
4.57 (s, 111), 2,54 (in, 1 II), 2.18 (in, 211), 1.67-1,97 (rat, 611), 25Steps 2 to 4:
(5)-21444,4-Difluoro-cyclohexyl)-phenoxymethyll-2,3-d1hydro-0xezol0(3,2- alpyrimidin-7-one 
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CzII26N¡O: (3 66. I 9), IÃ{S (ESD: 367.160,f+Ð.
rnm,n (cuclg, 3o0MrÞ), õ7.77 (q -trÐ,72? (d,2Ã),6J0 (4 zù 5.&t (d, lrr) 533 (n,
1ÍÐ, 4234 -43 (u, 3rf a. r 0 (AB_n, 1þ 268 (h¿ 1H), 2 J7 ft ra 2rr), t.zr;2.o6 (a t?.H).

4ans
o-\:.\

Step l. : É(t -Hydru<5,_ryolotuyl!¡yridi+3ol

To ¿ ¡ohúiq of Gbnoao-pytirlia-3-ot (5.0 g Zg.? ,'',"o1) in ¡nhj'd¡o¡s THf çf5 nf)r¿ ab¿mus toluae (40 nrr) at -7goC was added rbrúyllitùirn @J M iu hexmc, 2t Z3mol). The m¡durE çzs stírcd ft¡ 20 .,i.. .á. $lúiotr of æbrrylithiu Cl.4 M i¡cr.lola¡n¡' d3'1 '"mnr) '*as 
addcd dropwisc æd rhc oixtre stir.d st-7toc ftr I Lour. 10

¿bo mixü¡e was added cyclohø<øoac (a-23 g 43Jnuo) ia ïAn ¡Z: nI-) at _ZtôC sûd the
øixûùe stirEd ¡t-7t"C fc I lo¡¡¡. g¿Àrabrl N¡II¿pOa sohrtioa (le,',1) w¿s sloq,ly ltlcd bthe níUe ad thc mix¡¡¡e ùa q¡,Eed þ ro0r¡ te,Dlle(úre" .WCø 

e00 ,"r) vzs added.
The Râction mixttrE w¿s nqrtalizcd wirh hyùoc'oric acid @r.|, ad t¡c mixt¡e oûaoted
1fu6¿ fimer qrjft Slþ[ç¡ The organic þcr was r*ashed with hrino æd ùi¡d (NarSOr), SilÍca
gel úooøogaÉy @nÁr/¡epae) ¡¡ovi¿e¿ 2.63 g ofrhe title oo4ormd.
Cr¡IIrsNOz (t93.t1), LChrS @S|: 19a.09 ¡lvf+¡g.
Stcp 2 Gqitbh*-1qy1*y¡idi¡_3<l

To a suqe.nrion of 6{f _[ytnxy_c¡cbnexyf]pyr;nin_:_of e5 g, n.9 mmol) intoluøe (130 oL) væs Ádded pt¡olùeûcsulôûic a,,i.t moqoÀl/d¡d' (E.12 E, 42.7 ßnoþl). ThE
mixü¡e çzs rcflrned wiü azeokopÈ rrmoval of r+¡¡br fo¡ 2 hoq¡. The ¡escEon mixüùe Ð"s
coolcd b room tcopeat¡¡rg nc¡ú¡lízed with aq*ous Na'cq and o<b¿ad ú¡æ times qÍrh
EtOAc' Tåe organicpbase wus va.rhod wiú hril€, ùiod (Nasor, pasred thcugh a silie.ger
pad ard conrúuled to govidc fàe title com¡ormd as a soli d e2 Ð-
Q¡IIr¡l{O (175.0Ð,LCtvfS @SI): t76-tl @f+H}
SEp 3: 6-Cþlotcxyt-¡yridin_3+l

rÞ-
t._

bøm¡Ie 2l

The title compound was prepared nom 4-(4,4-difluoro-cyclohexyl)-phenoI and R- epichlorohydrin
employing the procedures as set forth in Steps 1 through 3 of Example I.  73 C1911.241172N203
(36114), LCMS (ES1): 363.15 (I1-H). IH MAR (DMSO-d6, 309MHz), 37.76 (d, 111), 7.18 (d, 211),
6.88 (d, 211), 5.82 (d, 111), 533 111), 422-143 (in, 311), 4.09 (AB-m, 111), 168 (b.s, 111), 135-115 (n,
811). Example 25
5(S)-2-0-1,3-Diaminan-2-A-pheNOXyrndhy0-2,3-thiydin-ontz0l0P,2-abylilnidia-7-0ne ar) Step 1;
4-1,3-Dioxinan-2-frphenol       The title compound was prepared in accordance with the procedures as
described in Gopinath et al., J. Org. Chem. 2002, 67, 5842-5845. 10CID111203 (180.07), LCMS
(ESD: 181.09 (M4-1-11). 11-1NMR (CDC13, 300Mliz), 6731 (d,2:13), 6.77(d, 211), 5.45 (s, 11-1), 425
(in, 211), 3.98 (t, 211), 3.73 (q, 111) 2.21 (ca, 1111 /.92(:0, 111). Steps 2 to 4;
(S)-2-(4-1,3-Dioxinan-2-34-phenoxymethy0-2,3-dthydro-oxezoloP,2- alpyrimidin-7-one 15The title
compound was prepared from 4-1,3-dioadnan-2-yl-phenol and R- epichlorohydrin employing the
procedmes as set forth in Steps 1 through 3 of Example 1. [a]on -57.00 (c 0.553, CEIC13).
CnIl1gN205 (331134), LCMS (ES!): 331.08 (M++11).      NMR (1)MSO-d6, 300MHz), 7.76 (d, ill), 732
(d, 211), 6.91(4, 211), 53.2 (d, 111), 5.44 20(5, 111), 533 (br-s, IH), 4_26-4A3 (n, 311), 4.07415 (m,
311), 3.91 (m, 211), 1.89-2.06 On, HD 1.42 (d, 111), Example 26
2(S)-(4-Emmo-phenotcymethy0-2,3(3)ydro-oxazolo[3,2-a]pyrimidin-7-one 
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To a sohúiø. of 6-cyclob¡e<-lqyllyridi¡-3 <7 Q2 * 12,6 nnol) in ndbmol (45

nI) wls added IO%Pðlc (O22 g) uuds Nz- Itis mixtr¡e w¡s stired uod€( þdmgcû (1 "t'")

fo¡ 3 t- The rcaction mixlurD vßs Eltacd fuoqgh .diÞ. The fiItsú s,8s co¡ceqtrded Óo s

solid @.2 g) to pruvida lbo tide com¡ound

Cr rHrNO (17?.1 l) rcMS GSD: t7S.l0 (À{'+Ð'

UNtvß. (cDcù, 300MIrz), 5 8.1? (4 t¡¡),7-29 (d4 IIr)' 7,09 (s, tÐ, z"63 (n' 1Ð' 1'68-

Ln (m, 5H), 1. 15-1 56 (u, 5IÐ.

Stqrs4b6: (S|2{éCþlohexyl-pvridin-3-ylo¡rrmelhyl)-23dihvùo<x¡zolo[32'

oþyrinidil-?+ae

Th¡ ride cmpouud r*z.r gryared Êoo 6+:¡clobÞrt:l-py¡idiÃ-3-ol ¡nð R-

çichlorohyikin mployilg úe ¡roccilrrcs ar æf forrh in Scps I throügb 3 of Êraplo l, with

lhc cr<ceptio, e¡ r¡øitqining ltp røction løpaotno ar 50'G rúa tb¿n c{b¡¡ol ¡eûlx as

us€dhSlc? 3, Eøple 1. [a]oã -2E,00 (c 0-5, CHCII-

C!ùI2rN3q €2?.1f, rcÌ'rs @SI):32S.17 gvf+19'

tnrvÀm(cnqr,3ooMrlz),6 821(¿' rgl),1-w72A (q 3rr)' 6'10 (4 1Ð' 530 (n' IÐ,

42H.42(n 4rI)'2,65 (h.s, llf), 1-19-195 þ' 10t!-

Eraryle2:L

(SlZ1+g¡¿oteIq"r-msthyhhcûo,rymethyl)-¿3liþflm-orøzolo[3J'a]gvrimidin-7-one

aì(f
IzCryl

o{-nAo

Step 1:,l-Cþlobo<yl-3-máhyl-phøol

GlÕycfoner<y1aneùoxJÊZ-EcdryI-bcazme vn'e ¡rcpøed iD tq¡Û sl¿Its þ a Suzuki

c¡upling of 2-nc{hyl-{-methoxnbcuyl-t-bo¡o¡ic acid oail cycloborcaol hifldo frflo*ing fbe

poceùrres of hen d. rL. S:ßle{.2005, No. 10, pp 1601-1605, to obûain 1-c¡'tlohexcoyl-4-

mr'bory-2-neûyl-hzeÚetvräic'hwas$h*q'¡€ûtlyh'dÑgcDstedloñ,rrrll-c¡¡clobor¡d4.

methoxy.2-octþl-bcozeuc.

To lqrcIobpryH-n¡Ëo¡rv'2-methyl-bozenc @'04 g 10'0 Emol) in CHzCl2 Q'0 Ef-)

w¡s odded BEs (1 M h CII#2. 25 mmoD dropwise ar dc. TÉi5 Eir<ü¡¡Þ ras *¡¡¡d a ooc

0 j   74       The title compound was prepared from 4-bromophonol and R-epicJalorohydrin employing
the procedurca as set forth in Step 1 of Example 1. C311913r02 (227.97), Leta (HSI): 270.06
(Ked-HECH3CN).        NMR_ (CDC13, 300MHz), 6 7.35 (d, 214), 6.80 (d, 211), 4.22 (dci, 111), 3.92
(dd, 1H), 3.35 5(m,114),2.91 (t, 1H), 2.76 (dd, 1H). Step 2:
(S)-5-(4Bromo-pbenorcymeihyl)-4,5-dihydro-oxazol-2-ylamine       The title compound was prepared
from (S)-2-(4-bunno-phenoxymethyl)-mdrene employing the procedures as set forth in Step 2
ofExample 1. CroHnErN202 (270), LCMS (ESI): 271.03 e+H). 101HN1i,flt (CDC.13, 300MHz), 37.39
(d, 213), 621 (d, 214), 4.91 (n, 111), 4.2 (v. br., 211), 4.03 (AB-aa, 2H), 3.94 (dd, 11:1). 3.61 (dd, 1H).
SWF 3: 2(S)(4-Bromo-PhencecYrnethY0-2,3(S)-dihYdzo-oxazoloP,2-aiPPimiding-one      The tide
compound was prepared from (S)-5-(4-hmmo-phenoxymethyl)-4,5-dthydrooxaral-2-ylamine =playing
the procedures as set forth in Step 3 of Example 1. Cul-l11DrN303 (321.99), LC.MS (ES!): 323.01
(11.(+11). 11-1 NMR (DMSO-d& 300MHz), 37.75 (d, 2H), 7.48 (d, 111), 6.93 (d, 211), 5.81 (d, 1H),
532 (m, 111), 414-4.44 (m, 313), 4.10 (cid, Ili).                                Example 27
2(8)4441,43,3-Tetramethyl-buty1)-phenoxymethyl]-2,3-clihydro-oxazoIo(3,2-a]pyrimidin-7- 20one  
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for tc¡D tou¡*. lÏe ¡eacticn mixü¡¡e vr*s Éro $¡ãcåcd wirh rrfeoH (5 mL), fouorv'd by
arlrliti@ of aseous sodirm hydrogea cartooøe e0 nL) rÍe resdion müú,o€ w¡s stir'd d
¡oo.d tÐpÉrdr¡Ê fo¡ th¡Eo hor'^, tåco ø<taøcd wilh GIxCIz lke timcs. Tlæ organio olase
w¡s w¡sbsd wiú hrirc, dricd (Na2SOr) ad ooncatrae¿ Silie gel

@lOÄclhep're) p¡¡y¡¿¡¡¿ I.6 g of lhe title coqlomd-

c¡.ürso (190,13), LClvfS (BSI): f 91.ls(rrf+tg.
Is u¡.n (c¡Cfr, 3 ooMHz), ô ?.06 (q lÐ, 6.É+ (4 ur), 6.62 (s, rÐ, 4. jl (s, t:gi), 2.62 (a
1H),228 G,3Ð, 1.20- 1.89 (n, IoII).
Steps 2 to 4: (S)2{agiulohexyl-3-n*yl-pheoor¡mcthyf}2,3-drhydroæzolopl_

aþ¡inidia-7<ne

Ttc tide oonpûr'nrt rûs ¡nel¡Ercd from 1_c1/clobxyl"3_mctlyt_ptøol ond R_

qlicúIorobúin fhe ¡roccdue* as sct fofh in Stcps 1 thrsuih 3 of EnaryIe 1.

lalDs -51.00 (c 0.5, cflCl¡).

CüIrÀ{zo¡ (310,17), LGaS @sI):341.16 ([,f+Ð.

'H NLn lclcr" 3orfMnz), s7.23 (d5 tÐ, 7.13 (4 IIÐ, 6.6s (q lIÐ, 6.c./ G, tIÐ, 6.09 (4
III),526 (n, lH\42O4.18 (rn, aIÐ,2.63 (hr.s, II{),230 (s, 3,[Ð,12+t-gt (q 10Ð.

B:<a4ple Z)
(SlZ(+CþIono<yto<y-¡Aeoox¡zneül!2.?líhyùo-<xaæIot3,2-alpyrinidin-Z_oo

,-OfÛt'Crrl
O{_"\

Step f : 4cþlohexylo

To lqdohqyfoq4-metho,q/-bcÐzëne (206 g tO -ooh pqqeal in accmd¡¡rc
wilh the pmccdue of IIq ct sL, J lE _ Chem tu¿.. 2005, 1n,6966 i¡ DMF @0 ,nr ì was

¡¡d¿¡l soitriin etts!ßûiolab (t.15 g tl "'-'ol), The ¡eåation mixht. was stirred æ EErD( fDr

tffi hows. The ¡eactioû mi)due w¡¡ tåen coolod t¡ room trmperúæ. Wal€f (5 r,t) was

lddgd afur vÀichlhe DixûEe waå Dgutalized wiú lydrocblorie Edd @. Büyl¿r¡rde c2r0
EL) w". lh* sddcd md ibo orgmic pr.eso q¡¡hod wirh sd' fkoo rfun€¡, brine twicc, md
ûid (Na¡SO{). Silica gd @rOÁr/LepLme) pavidcd O.t8g of rüe ûtle
ooopoud.

Step 1: (S)-2-(4-(1,1,33-Tetramethyl-buty1)-phertoxymethy1)-oxirane      The tide compound was
prepared from 4-(1,1,3,3-tetramethyl-butyl)-phenol and Repiclalorohydrin employing the proczdarcs as
set forth in Step 1 of Example 1. 25 Cnri.2602 (26119), LUNIS (EST): 304_23 (M++H+CH3CN). Jr;
NMR (CDC13, 300MHz), 67.28 (d, 213), 6.84 (d, 213), 4.19 (dd, 1H), 3.98 (dd, 113), 3.36 (in, 111),
2.90 (t, 111), 2.76 (dd, 113), 1.71 (s, 2H), 1_35 (s, 611), 0.72 (s, 913). Step 2:
(S)-5-(4-(1,1,3,3-Tetrametby1-buty1)-phenoxymethy1)-4,5-drirydro-oxazol-2-yhmine The title
compound was prepared from (S)-7-(4-(1,43,3-tetramethyl-buty1)- 3 D phentatymethyl)-codrane
employing the procedures as sot forth in Step 2 of Example 1.  75 Ca142BN202 (30422), LCMS (ES!):
3052 (M++11). 'HMO. (CDC13, 300MErz), 8 725 (d, 211) 6.86 (d, 211), 4.92 (m,4.04 (AB-m, 211),
3.92 (cid, 1H), 162 (dd, Ill), 2.19 (v. hr., 2E1), 1.70 (42H), 1.34(% 611), 0.71 (s, 911). Step 3:
2(S)44-(1,1,3,3-Tetramethyl-hirty1)-phenoxymethyl]-2,3-dihydro-oxazoloP,2- alpyrimidin-7-one      The
title compound was prepared thin) (S)-5-(4-(1,1,3,3-tdramethyl-buty1)-
phertoxymethyl)-43-dihydro-oxazol-2-ylamine employing the procedures 59 set forth in Step 3 Of
Example 1. 14325-43.52 (c 0351, CRC13). C2j1122N203 (356.21), LCMS (BM): 357.18 pe-i-ro. lo111
NIYIR (CRC13., 3DOMHz), 8 7-28(d, 2H), 7_22 (s, 111), 6.79 (d, 211), 6.10 (d, 111), 526 (m, IH),
422439 (m,411), 1.70 (s, 214), 134 (s, 611), 0.70 (s, 913). Example 28
2(S)-(4-Cyclohexyl-plumoxymethy1)-2,3-thlycho-oxamalo[3,2-a)pyrimidin-7-one  15Step 1:
(S)-2(4-Cyclohoxyl-phenoxymethyl)-oxirane      The title coropoimd was prepared from
4-cyclobexyl-phenol and R-epichlorohydrin employing the procedures as set forth in Step 1 of
Example 1. 
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CnHt¿Oz (1Í2-17), LCÀáS (ESI): 193.13 G'f+Ð-
tH lùß. (cDcL, 300MIIZ), õ 617 (q, 41Ð, 4-41(s, lH), 4.08 (n, IÐ, l-9 (n' 2 Ð' I '78

(m,2f,1\122-L.6'2(n,6fÐ-

s452ro+ (sÞ2{+clrcloho<yloc¡rphmoxymctby'}z,3di\rdrooxzolot¡2.oþ¡¡ti¡i¡tin-

7<¡c

The tillc conpormd was prqnrcd ûom 4-c¡æIoho<yloxy phmol aad R-epicålorchydria

eqloying he proc€dù€s as sct fo¡th in S@s 1 fuûsgb' 3 of Exanple 1- [a]"Ü -3321 (c

0.557, CIICI¡).

Cr¡II¿NzOr (3 42-1 5), LO/^S (BSI): 343, 17 Gvf+Ð.
kao¡Ic24

glz-[a{a,+Difuoro-cyclohery)-pn¡ooxyneüay!-2Jd$ito-oøznloB'z-a]pvrinidin-7-

Stp 1: +(44-Dif,uorqcyclohqr¡¡fÞherol

To ¿ solution of +(a-hyùo><y-¡Ícryl)<yclobo<qone (5 g 263 mnol) rrzs eddod

bis(2-øetho:<¡'tlþlþnino)sulfrfrif,or¡ide @9-f g Ét mnol) rmdø uitogtû ia a plastic

borle. Thc ¡r¿cliø Eir.ü¡fe w85 stirEd ¿t þoD teEpøtEe for,lE borr. HoII (14 ùsps)

was adde4 aod tbe readiø, mi:<tre allotrcd b stir ftr æ addition¡I 24 houts, The rea¡tim

úir<t¡¡Þ s,as poured iuto s.dE (I40 EL) æd Éc aquøus lzfa e<raøe¡ twicÆ Eiü

diçJrlñrornet¡¡q, fre orgrnìc ptrase was rrasbed with l:';¡e 4¡[ al¡ied (l.IaeSOr). SiIiø gel

chonargraphy ffirded rhe tÌtle corynùûd C2'8 C).

C uúlßIzO Q12-70), LCl.fS (CD: 212.09 (M)-
tnNrû.¡oqr,300MIIZ), õ 7.09 (4 2r\,6n (ù21Ð,4-s7 (atrr),2.s4 (n' 1 Ð, zt8 (m'

2H), t.67-l.n @,6Ír).

Ste¡rs 2 to 4: (S)-2-[+{d+Dif,uoro<yçlohssy}Ècao¡Vmelhyll-2'3dibvdm+nzolo[3p-

al¡yrimidin-?-mc

lle fitlo vzr prepaed ñoo ¡l-{4,4difluoroc¡clohexy}phenol ¿nd R-

e,pichloroþdrin mployinglto procedures ss set fuì in SE¡s t fuugÞ' 3 qfÈß4b 1'

ãob-\_"\

Q51b02 (232.15), LCMS (EST): 274.19 (M++H+CH3CN).              IH NW- (CDCb, 300MHz), 37.12 (d,
211), 6.85 (d, 211), 4.17 (dd, 111), 3.96 (dd, 111), 334 20(m, 111), 2.89 0, 1H), Z74 (dd,2.44 (ro, 111),
1.78-1.85 (m, 5E1), 131-1.43 (w,514) Step 2:
(S)5clohexyl-prie:noxymethyl)-4,5-dihydro-oxazol-2-ylamine      The title compound was prepared from
(S)-2-(4-cyclohexy1-pitenoxymethy1)-osirane employing the procedures as set forth in Step 2 of
Example 1. CuillmbhOs (274.17), LCMS (EM): 275.16 0,4++10. 25111NMR (CDC13, 300MHz), 87.13
(d, 211), 6.85 (dd, 211), 4.91 (in, 11-1), 4.2 (v. br., 211), 4.05 (AB-m, 211), 3.91 (dd, 111), 3.61 (d!,
111), 2-45 (br.s, 111), 117-3.93 (m, 10H). Step 3:
2(S)-(4-Cyclahrowl-phenoxyrnethyl)-2,3-dflaydro-orazolo[3,2-a]pyrimidin-7-one      The tide compound
was prepared from (S)-5-(4-cyclohexyl-phenoxymethyl)-4,5- thilydro-oxazoI-2-ykunine employing the
procedums as set forth in Step 3 of Example 1. 30(a)D2-5 -56.40 (c 0.5, ca).  76 C1913z2N203
(326.16), LCMS (EST): 327.16 (lier 11114MR (CDC13, 300MHz), 8 7.23 (d, 11-1), 7.14(d, 211), 6.80
(d, 211), 6.10 (d, Ill), 526 (rn, 111), 422-4.38 (m, 411), 2.45 r.s, 111), 1.70-1.88 (m, 511), 132-1.43 (in,
511). Example 29
5(S)-2-(4-Trifluoromethyl-phenoxy-phenoxymethyl)-2,3-daydro-oxamlo[3,2-alpyrimidin-7- one
The title compound was prepared from 4-(4-trifluororeettryl-phearoxy)-phenol and Repichlorohydrin
employing the procedures as set forth in Steps 1 through 3 of Example 1. 10[ale -31.20 (c 05,
CHC13). C2c1103N204 (404.10), LCMS (ES1): 405.09 (Mf+11). 
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CrsH¡oFzl.Izo¡ (36214), LO\ilS (ESI): 363,t5 Grf+Ð.
lnm,n @¡¡so¡" 3æMIIZ), õ7;6(dr llf; 7,ls (4 ,'Ð, 

6.Es (4 1Ð,5.E2 (d, lIù 533
(h+ lHI a22a,€ @,3If, a,09 (AB-n, lrf, z6s (u.s, ttÐ, lss_zls (n, sr!.

Þ¡¡-q)leã
5 (S>2{+13-Diorirn+2-yl-¡heao<ymethy'}Z,rdhyrho-oxazotoBp_alpyriaidia_?+re

o^
¿ .-^.)

P,l\''!/''frs
\_u\

Srep 1 r,l-1,3-Dioxilan-2.yl-¡heool

Ttc title coo¡ouod w's p'rcd in accondecê with the gocodmes as dcsaibcd in
Gqrin¡th gt El, ¡. Org.d,"ø,2ü9167,5tÉ.2-58ø'S-

l0 CrolIuO: (I80.07),8ÀrfS GSD: t8I.æ (I\.f+Ð.

\r ¡nn (æcr¡, 3 00r,Írz), ô 734 <+ 21L 6.n G, 2ÉÐ,s,a5 (s, lIÐ, 425 (D, 2rrr, 3.9E (g

2É1t,3-ZJ(qllItr2.zt (o, 1E), r.92(o, 1E).

Stt6 2 to 4r (S!2{+1,3-Dioxina-2-yl-phoao<¡rnethy}Z.3dilrydrcoxzotoBl,_

aþ¡ínidil7<ue
15 Tte titla cøpoud sas Fepqpal ñm +l,ldicinæ2-yl_phenol and R_

eoploying fhe poccdures ¡s set foth in Sreps I though 3 of ha4le 1.

lclDö -57,00 (c 0.i$, qlcù).

Cril{ul.ù¡Os (33 0.34), L(fr{S (ESI): 33 l.OS Gvf+Ð.
lH Nt'ß. (DLr,soJ5, 300Mrrz), s 7.76 (d, uiÐ,7s2 (4 2rÐ, 6,91(4 2ß), s-sz(4 1E), j.44

^ (+ iÐ, 533 (h+ tÐ, 4n6'+Az (q 3Ð, 4-07415 (r,3þ, 391 (r,2rÐ, 1,sF2.06 (n,
rÐ 1.42(d, 1Ð.

Err,mple2Ii

ZGX+nmo-pLcûffiFErhyD2,3 (S)di$Ð{¡qzolD[3,2-r]pyrimidin_Z_oe

"ç-y:,oG'
2s Stc¡ 1: (S|2{4-Bromo-ptr.uoamethyl}oxiraoc

11-1NMR (CDCb, 300M11z),  7.55 (d, 211). 7.26 (d, 111), 7.00 (in, 411), 6.90 (d, 211), 6.11 (d, 111),
5.29 (hrs., 111), 414-4.44 (to, 411). Example 30
15(S)-2-(4-Phenoxy-phenoxymethyl)-2,3-dihydro-mcazolop,2-alpyrimirlin-7-one       The title
compound was prepared from 4-phenoxy-phenol and R-epichlorohydrin employing the procedures as
set forth in Steps 1 through 3 of Exemple I. Mils -0.60 (c 0.503, DMSO). 20 Ctsil15N204, WIZ (ES!):
337.11 0+11). I1-1 NMR (DIVISO-dg, 300MHz), 8 7.76 (d, 111), 7.35 (d, 211), 7.07 (t, 111), 6.99 (s,
4E1), 6.92 (d, 211), 5.82 (d, 11-1), 534 (br.s, In), 4254.45 (m, 311), 4.12 (A.13-nr, 111). Example 31
(S)-2-03enzathiazol-2-yloxymethyl)-2,3-chlaydro-oxazolo[3,2alpyrimidin-7-one N 0 0 -C j-,/S  77
The title compound was prepared from henzothiazol-2-oI and R-epichlorohydrin employing the
procedures as set forth in Steps 1 through 3 of Example 1. B417,2545.80 (e 03, HMSO),
CHEI11N303S (301.05), LCMS (ESE): 302,06 aqt-Fro. 5111 N:MR (DMSO-d6, 30011114, 67.74 (d,
1H), 7.69 (d, 111), 7.53 (d, 111), 7.40 (t, 111), 7_24 (1, 11-1), 5.80 (d, 1111), 530 (br.s, 111), 430-4.58
(m, 3H), 4.08 (AB-m, 111). Example 32
(S)-244-(2-0xo-pyrralidin-l-y1)-phenoxymethyl]-23-dihydm-rocazolop,2-alpyrimidin-7-one  10The title
compound was prepared from 4-(2-oxo-pyrrolidin-1-y1)-phenol and R- epichlorohydrin employing the
procedures as set forth in Steps 1 through 3 of Example 1. KELP -9,47 (c 0.507, DMSO). 
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The tiile cø¡ourrl rns ppaed fom 'l{¡romof¡hcoot and R-cpichlomhydrin

cqlc¡riry fre procedure as cet õlh ir StlP I of&øøple t.

Csllùroz C227 -m, IÆÌrlS (BS! : 270.06 Gif+H{CIIle'Ð'

'rr Nrvm- (c¡cb, 3ooMIrzI 6 7,3 s (d\ ?rÐ, 6.to (d., 2:r} 4.zL (d4 1Ð, ln Gl lÐ, 3.35

5 (q IÐ,2.e1 (g 1III2.76(d4 1IÐ.

Slep 2: Sl5{tl-Brooa¡bcoorymelhylþJdihyùooxazol-2-ylamine
Thc tì o ooqþ { ¡r¡s prcfÊd ñ!d (Ð-2{+¡@no-phøoryoe{hyI}oxiruo

eoployiry thc p¡ocêdrnEs as stftrù, in Ste¡ 2 ofb<anple 1.

CroHu&l.IzO: (2?0), IÆMS (BIlÐ: 271,03 Gtf+Ð.

ro rH NÀ,ß. lcDcL, 300MIIZ), 6 ?39 (4 2IÐ, 6.Et (d,?fÐ,4-91 (m, l'J), a.2 (v. br,, 2I|, a-03

(ABa,2II),3,e4 (d4 1Ð.3.61 (d4 IIII
Sæp 3: 2(SX+B¡¡moptc¡s¡cyne@!ã(S)dihydro+rozolop2.alprinidirToe

Thc litfe cupormd ws prqrued ñm. (S)r-5{abmno-phao:<ymrthyl)4'5dihydrD-

oxozol-2-frminc eaploying fhe ftroceù¡rcs as s€t fo¡6 in SleI 3 of ham¡lo 1,

I5 CuHrrBNrO¡(321.Ð,LCMS(ESI)r3æ.01G,f+Ð.

h m'n pusoa6 3qrMIrzI õ7.75 (d,2Ír),7-4t (4 1IÐ, 6,93 (4 2Iù 5.81 (4 1Ð. 5'32

(ø, Lþ1), +2aa-a (n, 3Ð, a.tO (d4 IÐ,
Þomplc27

2(Slt+(l,I"3J-Tetranerùfl-brlyl|¡lcocxyøaþll-2'3dih$to-<txazolo[3'2-s]pvrinidin-7-

"ËYi"0S
Stcp 1 r (5>2{+(1,1 3J-T@ot<i¡ane

Thc ritle copona sas ¡xrpûrcd ûon 4{,1,3r-Etlrcüy'å¡tyf}Pbtuot úd R-

epicålom@in mploying tho procodwcs as set fu! in Stc¡ 1 of Exanple 1-

2s Ct.Ilugz?ílL[Ð,Lq\t8 GSI): 3O1Z] Of,+¡rclftoÐ.
- 'riNr'n. (cDcb, 3mMHzI ö72s (d,1tr),6-s4 (4 2rÐ, 4.1e (d4 tfù 3.9s (d4 1Ð, 3.36

(n, rIÐ,2"90 (t 1Ð,2.76 (d4 lIIl t.7t (x 2þ, t3s (8, 6fù 0.72 (+ 9H)

Srcp 2: (S}5{+(1,133-Tcaanúy1-tutyl}phenor<ynahylX,SJfu¡d¡o-apzol-Zy¡¡minc

The title con¡ouad was ¡re¡raæd fton (S!2{A(1,tJJ-tcnranaþl-htyl}

30 ¡beoo:rynefhgl)-oxirauc eoploybg fhe Foc€dLE€s ss sol frrfh in Sql 2 of Bramplo I '

C17H17N304 (327.12), LCMS (ES 0: 328.16 ++H).        NMTI. (D1vLSO-c14, 300MHz), 37.76 (d,
111), 7.57 (d, 21{), 6.95 (d, 211), 5.82 (ii, I11), 533 IS(br-s, 111), 4.24-4.44(m, 311), 4.11 (AB-m, 111),
3.79 (t, 211), 2.46(t, 211), 2.04(m, 211). Example 33 (S)-2 -(2,5 -Diphe nyl-thiazol-4-yloxymethyl )-2,3
-thlaydro-oxazol u ,2-aipyrimi din-7-one          The title compound was prepared from
2,5-diphenyl-thia7ol-4-01 and R20epichlorohydrin employing the procedures as set forth in Slaps 1
through 3 of Example 1. Pzio25 +39.93 (c 0303, DMSO). C221117N302S (403.10), LCMS (E51):
404.08 (M++11). 111 NMK (DMSO-d6, 300MHz), 5 7.95 (m, 211), 7.78 (d, 111), 7.52 (iii, 511), 7.32
(m, 211), 725 (d, 1H), 5.86 (d, 111), 5.46 (hts, 111), 4.83 (b.s, 211), 4.46 (t, 111), 427 (AB-rn, 111).
25Example 34  78 (S)-2-(4-iert-Ihnoxy-phenoxymethyl)-2,3-clihydro-oxazolo(3,2-ajpyrimidin-7-one
The title compound was prepared from 4-tert-butcory phenol and R-epichlonphydria employing the
procedures as set forth in Steps 1 through 3 of Example 1. [a]1? -45.05 (c 05, 5 CHM). C17H2014204
(316.14), LCMS (ES* 317.11 (M1-4-1-1).  H NMR (DNISO-ds, 300MHz), 5 7.76 (d, 111), 6.87 (m,
411), 5.82 (d, 111), 5.31 (hr. s, 110, 421-4.43 (in, 3H), 4.11(A13-m, 111), 1.23 (s, 914). Example 35
10(S)-2- (4-Pen tafluoro sulfor-phe:noxymethyl)-2,3 -thlydro-oxazo lo [3,2a]pyrimidin-7-oae F F 0 ...
2.4I 



75

CrsH¿Nro> (30422),LClæ @SI): 3052 (ìtr+Ð.
U m'n (cr)c[ 3ooMrrz), õ ?2s (d,zrÐ, 6.s6 (ùztt),4-g2 (o, rÐ, a.oa (AB-n, 2If),

,n@A"tH),3.62Gd,III),2.19 (v. h,,2H), I.70 (s,zI), 134(s, 6[Ð,0.71 (8, 9rÐ,

Stcp r: z.($-[a{1,1,3J-TeEaErhyl-buþf}pbeooxymethyl]-2Jdih]dmox¡zoto[32-

s aþ¡imidirT.onc

Ile title cm¡round vas gepared fisn (S>5{+(t,1j¡{tustt l-b,úJ}
nh"qosnc¡!iXsJi}!'ãr+o* ¡l "-'iuc eo¡loying hepoccdues as sctñfhin Srep 3

ofÞram¡le 7- Io.'fou 41-52 (c 05iI, cIcL),
Cz¡II¡N¡O¡ (35621) rcùrS (EÐ1357.1t G¡f+Ð.

r0 \r m.n 1oor, 300Mrrz), 6 z:s(4 2rr).722(E rH), 6.79(4 zrr;6.10 (4 tÐ, 526 (n,
[Ð.422139 (ø,a9, 1.70 (E 2Ét), t3a (s, 6Iù 0.70 (s, 9IÐ,

brarqlle 28

2S[aa]clone,xyl-¡hcooxyneftd]2,]d!¡¡ùo-owolo[32-q]plduid¡n-?os

'L-r) ,tff
15 Ste! 1: (S>2{+Cl,çIoho<yl-pb¡ooryEabtþxirane

Ihe title coopomd was ¡'rcpared too 4<yclolexylahmol and R-cpichlorohydria

coployilg theproccdrres as sctforü.in Sq I of&onple I.
c'¡flrroz (TtLtÐ,LcDrS @SI); 27a.ß G,f+H+CXtrGÐ.

hr.¡1,,ç. (cpcL. 3ooMrrz), 67.12 (d,z[Ð, 6.ss (q ,'Ð, 4,lz (d4 lrÐ, 3-96 (.tt, trÐ, 334

2D (8, 1IÐ,2,89(t, 1H),L?4(dd,1H),2-44@,1IÐ, 1.7&r.s5(n,sr!, 13f-1.a3 (o,5r{);
StEl 2: (Sl5{44yolo}c{yl-}henorl'Ectüy1)4jdi\@o-oxazol-Z-ylanbc

lle rirle com¡omd was pepared ton (S)-2(aqpbheryl-ptmorymethylþxinne

øployiry the Fûc€ducs as s* forth in Sæp 2 of hao¡le 1.

C úlzNzoz ?.74 -1 Ð, rcLfS (F.sI): 275. 1 6 G¡f+Ð.
7s fI{NÀ/lR.(oclr, ¡00MIIZ), ð 7.t3 (d,2rI),6,s5 (d4 2Xr),4.91 (n, tIÐ, 4.2 (v. br.,2E),4-ts

(AB-n, zII),3.91 (d4 1Ð,3.61 (d4 lÐ, z4s (br.¡, 1III r.77-t.93 (q 10Ð.

Step 3: 2{S[+Cþlo!ø<yl-¡hem:r¡'nctty[l3dhytüo-onzolo[3,2-aþ¡imidin-?+ne

lte lide coa¡ornd ua.s ¡repared toa (S>t{4-c',cloheryf -pløox¡mcthyl}a,}
dihydm-oxazol-2-ylaoirc employing the plocedurcs ¡s set ftr6. in Sæp 3 of Þo4le 1.

30 [È]Dr -56.40 (c 0.5, CHCb).

pcF ??., NJ" "F F      The title compound was prepared from 4-pentanuomsulfir-phenol and
Repichlomhydrin employing the procedures as set forth in Steps 1 through 3 of Example I.
Ci311051'1203S (370.04 LCMS (ES* 371.02 (W-1-11). 15jH NMR (DMSO-4, 31301eOlz), 5 7.85 (d,
211), 7.77(d, 111), 7.13 (d, 2H), 5.83 (d, 111), 537 (hr.s, Ill), 4.39-4.49 (in, 3H), 4.12 (re, 1H). Example
36 244-(4-tert-Butyl-cycloheay1)-phenoxymethyli-2,3-dihyrim-oxazolo [32-a] pyrimidin-7-one oti1/40-/,
20Step 1: [4-(4-tert-Buty4-cycioheiry1)-phenoxymethyll-oicirane      The title compound was prepared
as s 65:35 mixtme of two isomers starting from 4- tert-hutyl-cyclohexyl-phenol and epichlorohydrin
employing the procedures as set forth in Step 1 of Example 2. Ci5142802 (288_20), LCMS (ES!):
33028 (Mt4-H-P-CH3CN). 25Sten 2:
544-(4-tert-Butyl-cyclohexyl)-plae:noxymethyli-4,5-dkdro-oxazol-2-ylamine  79      The due compound
was prepared as a. 6535 mixture of two isomem from
[4-(4-terthutyl-cyclohexyl)-pherroxymethy1l-oxinme employing the procedm-es as set forth in Step 2 of
Example 1, Cao-H3o-Na02 (330.23), LCMS (ES1): 331.25 (M'i-H). 5Step 3:
2-[4-(4-tert-Butyl-cyclohexyl)-phenoxymethyl]-2,3-dThydro-oxazolo 7-one      The title compound was
prepared from 5-14-(4-tert-hutyl-gelohexyl)-phesoxyraethyl]- 4,5-thlydro-oxazol-2-ylamine employing
the pmeedures as set forth in Step 3 of Example!. C.23H3011203 (38222), LCMS (ES!): 383.25
(te-PH) 



76

Cr¡IId.¡zO¡ (326.10, LOIS (ESI): 327.16 Gf+Ð.
rrr ¡nn (oct¡, 3ooMrrz), E 7 23 (4 I IÐ, 7. 14(4 2E), 6.80 (4 zE), 6. t0 (4 rIù s.26 (m,

ÍÍI!,4Z2A-18 (m,4H),2.45 (br.c IÐ, l.?Gf .8t (n, 5IÐ, 132-I'43 (n, 5IÐ.

F;xryto29

s (S>2{cTrinü@,3dihyd¡qoxazolol32-alpr¡imidi¡-7-
one

'Ëìi /"+"F)
*"0"

The title coqnuail wus pqarea tm 4{¡l-tifluqoocth¡l-¡haoryÞlcøol ¡ad R-

epic,hlorohyrlrin eøploying rhe pmcedures as sct fo¡th in SIE¡x 1 tbnûùSh 3 of E:rample 1-

lo [a,bã -3120 (c 05, cHcb).

CzoIIrfN¡Or (404.10), LC]vlS (H¡I): 405.09 GYf+Ð.
¡nxm.lcoct¡,300MIrz) õ7-ss(d,.2]r),7;26(4 tÐ,?.00 (m,aÐ, 630(4ztÐ,6.f1 (4

1Ð, s29 V.8, 1Êt). 1 2A4.aa (q aÐ.

Bxaople 30

ti (S}2{+Ph¡noxy-¡hcoo¡<fmct¡ylÞ23¿ihùeo¡<¡zoto[3,2-s]pvrimidin-7oe

"XY:2"û"6
The title coryor¡¡¿ wrs p'rcpaed ftoo ¡l-oücoory?høol md R-cpicblomhydnn

eql¡ying {he plooorhrcs ¡s sct ft,rlh ¡¡ SÞF I thorrgb.3 of F,xu¡le 1- tc'lDË {-60 (c

0.503,DMSOI

20 C¡flrNzO+IÆMS (ESD: 33?.1I (IvfüÐ'
rHtüvß.(DMsot6,3ooMuz),67;6(d,1Ð,?.35 (d"2IT),7.o7 (t, lfÐ,699 Q'aH\6'Ð

k¡mple 31

(S>2<FgizÃtfrdml-zylo¡vmelf,yÐ-23dihSdromzoloB2alO¡rímÌtlir7-o¡e

to111 NMI (CDC13, 300M11z), 5 724 (d, 1H), 7.15 (d, 2H), 6.81 (d, 11i), 6.10 (d, III), 5.26 (m, 1H),
4.21-4.41 (m, 4H), 2.86 (q, 1H), 121 (d, 6H). Example 37
2-(3,4-Dimethyl-phenoxymethyl)-2,3-thlrydro-oxazoloP,2-alpyrimidin-7-one  15Step 1:
2-(3,4-DimethyI-phenoxymethyl)-oximne      The title compotmd was prepared from
3,4-dimethyl-phenol and epichlorobydrin employing the procedures as set forth in Step I of Example 2.
C1111:402 (178.09), LOvIS (ES!): 220.14 (Mt1-111-CH3CN),           111 MAR (CDC13. 30(1MHz), 8
7.03 (ci, 111), 6.74 (d, Hi), 6.66 (dd, 111), 4.17 (dd, 111), 3.95 20(dd, 111), 334 (m, 1114, 2.89 (t,
111)), 2.74 (dd. 11), 2.23 (s, 311), 2.19(s, 311). Step 2:
5-(3,4-Dimethy1-phenoxymethyl)4,5-daydro-oxazol4.ylamine      The title compound was prepared
from 2-(3,4-dimethyi-pbenoxymethyl)-oximme employing the procedures as set forth in Step 2 of
FautmpIe 1. C1211161,1202 (220.12), LCMS (ESL): 221.10 (Mt+13).   NMR (CDC13. 300MHz), 87.03
(d, 111), 6.74 (s, 111), 6.66 (d, 111), 4.90 (in, 111), 4-2 (v. hr., 211), 4.03 (AB-m, 214), 3.92 (di!, 111),
3.60 (dd, 111), 2.23 (a, 311), 219 (s, 311). Step 3:
2-(3,4-Dime1hyI-phe:noxymethyl)-23-dihydro-oxazolo(3,2-alpytimidi2-7-one      The title compound
was prepared from 5-(3,4-dimethyl-phe:noxymethyl)-4,5-tharydrooxazol-2-ylamine employing the
procedures as set forth in Step 3 of Example 1. 33Ci5I41s.N203 (272.11), LCMS (ESL): 273.13
(W+11).  SO 111 NIAR (DMS0-4 300MElz), 8 7.75 (d, 111), 7.04 (d, 111), 6.75 (s, 114), 6.66 (d, 114),
5.82 (d, Ill), 531 (iii, D), 4.38 (t, 114), 426 (AB-m, 2H), 4.09 (dd, EH), 2.18 (s, 314), 2.14 (s, 3H).
Example 38 



TT

The tittc c¡ûIotnd vles pre¡aed frm. beozolhiazot-2ol and R<pichlco\¡ùin
mployiry tc poceducs as sct forih in SÞps I türough 3 ofExm¡le t. [c]D25 -45.t0 (c 05,
DMSO).

C¡¡HuN¡QS (30L0Ð, LCWS (EsD;302.06 G'f+FÐ.

5 H NMR (DÀifSO{6, 300ùll{z} õ 7 -74 (4 1Ð, 7.69 (4 1rù 7.s3 (d\ tfÐ, 7.4O (t" 1rÐ. 7 24
(t, ltÐ 5,80 (4 1Ð, 530 (b¡+ rÐ, 43(}4.58 (8, 3Ð, 4.os (Aì.n, lþ.

Þtmple32
(SlZt+(¿Oxo-py¡olidirl-yI)-phmoxync(yll-2,3di$m-onzolo[3å¡]py¡imidin-?-oe

o

"l--f: 
"-G^br0 lle title om¡oud was ¡rrcpa.red ftom 4{-o:o-pynolidin-l-yI}pheuol and R-

epic,hlomhyùin -¡loyi¡g úo proce¿us ss sst foñú. fu. SePs I fuuugh 3 6f F-¡mIrì¡ l.
ldlDa -9.4? (o o.5o7,DÀ{so),

CrzH¡zNOc (327.12), ICMS @SI):323.16 0,f+Ð.
Uìù,n çoÞtsod€, 300MIIZ), ô ?.26 (4 1Ð, 7.r/ (4 zlr),6ss (q uÐ, 5.s2 (q rIÐ, s33

15 <vJ,tw42M-44(q 3þ, a,lr (åE-n, lÐ 3.79 (r, 2rÐ, 2.46(t, 2tÐ, 2:04(a?rr\
Ecn4le33

(SlZ{Zj-nbhrr¡l-thi¡Eol¡-yto:ryne{hylÞZj¡nf¿oæzolo[3,2-aJpyrinidin-7+ne

a'xY:,*Ç1O
Tla title conpouud was pqraeil ûoo 2,5dþheoyl-tùizzol4d aDd R-

2I epichlorolyrlrin emplcying the ¡mccúnes ¡¡ ¡et fcrttr i! Stqrs I thouÈ 3 of E:<rmple l.
ld,lD2s +39.93 (c oso3, Dtlfso).

O¿IInN¡O¡S (¿f0E .1 0I L0/ff¡ (E.sD: 4 M.0t Gvf+Ð.
h ¡n'n (¡bßoi6, 300MIIZ), ö 7.9s (n, ztr),7iE (4 tH),7.t2 (n, srf), 2,32 (r, 2rr),

725 (4 1Ð,5.86 (4 III),5.a6 þ.s, 1Iù 4,83 (b.qzlÐ,a-a69,1Ð, a2z (Aen, 1Ir).

E Exmple34

2-(4-hopmpyl-phenoxymethyl)-2,3-thlrydro-oxazolo [3,2-alpyrimidin-7-one 5 ot.t)-/   Step 1;
2-(4-lsopmpyl-pherancyinethyl)-oximne      The title compound was prepared from 4-isopropyl-phenol
and epichloruhydrin employing the procedures as set forth in Step 1 of Example 2. Cisli1602 (192.11),
LCNIS (ES1): 234.16 (Mti-H-EC14304 10NMR (CDC.131 300MHz), 8 7.15 (d, n), 6.86 (d, 214), 4.19
(dd, 111), 3.97 (dd, 111). 3.35 (in, 114). 2.83-2.94 (n, 211)), 2-78 (dd, 114), 1.24(d, 611). Step 2:
5-(4-lsopropyl-phenoxymelhyl)4,5-dihydro-oxazoI-2-ylamiue      The title compound was prepared from
2-(4-isopropyl-phenoxymethy1)-oxirtme employing the procedures as set forth in Step 2 of Example 1.
15Cull1oN202 (234.13). LCMS (ESP: 235.16 (Mf-E-H). '11NMR (CDC13, 300ME1z). 8 7A5 (d, 214),
6.86 (d, 211). 4.93 (m, 111), 4.2 (v. br., 211), 4.04 (AB-m, 211), 3.92 (dd, 111), 3.60 (dd, 1H), 2.86 (q,
111). 1.22 (d, 611). S tep 3: 244-1sopropyl-phenoxymethyl)-2.3-chItydru-oxazoloP,2-alpyrimidin-7-orte
The title compotmd was prepared frum 5-(4-isopropyl-phe.noxymethyl)-4,5-arydro-
20oxazo1-2-ylamine employing the procedures as set forth in Step 3 of Example 1. CNIIHN203
(286.13), LCMS (EM). 287.14 (Ivr-FH). 11-1 NMR (CDC13. 300MHz), a 7_24 (d, 111), 7.15 (d, 214),
6.81(4, 211), 6.10 (d, 111), 526 (in, 111), 4_21-4.41 (in, 411), 2.86 (q, Ill). 1.21 (d, 611). Example 39
2-(3-tert-Butyl-phenoxymethy0-2,3-dihydro-oxazolo[3,2-alpyriroidixt-7-one 



7t

(S>2{+lcrt-Brt¡ry+teno:rynety}2,¡¡¡Mtoox¡zolo[3'2-aJpyrimidin-7<ne

\:r /-Gh
Ihe rrïr' coqnud vtzs trEpsrEd .Êo'm tl-trrt-butoxy-phcool sld R-€lishlûthj ùi¡

ooployiry 6c ¡looodurEs as ætftl1hin Stcps 1 tlruugþ 3 ofEr<am¡le l. [d']Dø -45.05 (c 05,

5 GIO+
CrzH¡NuOr C316.14), rcLrS GSD 3U.1 t (M++Ð.

rH Nt"ß. (DMsot6 3ooMIIz), 6 7i6 (d, tÐ, 6.t7 (q ¿Ð, 5.82 (d. fIrI 5.3t (br,s, 11Ð,

4274.43 (n,3Ð,4.11(AFn, 1Ð, 1.zl (s,9IÐ.

Example 35

t0 (S)2-(+PcoteûuotosrHu-phencnynethyl)-23d¡¡d¡o-o¡ozolol3å]py¡inidinto¡¡

'Ëx} 
"-G'Yt'Thc tiflo conpouod was PrqlÃEd ftm. +poüfluuosulfrr-phøol æd R-

c¡icùlooþdria qla¡irgrüe proctdr:rcs os sct fDdü iD SEPs 1 thûugh 3 ofF.xam¡lo I -

C¡¡HuFNzO¡S C3?0.04), LCMS (ESD:3?1.@ Gvf+Ð.

rs ¡nr.r¡m. (or'so¡¿ 3oottrz), ô 7.Bi (d,2IrI 7.77(4 tÐ, 7,13 (4 zÐ, 5.83 (4 lIrI537
(h¡, lIÐ, a3*a.a9 (n,3If), a.t2 (n, lÐ.

F,,xample 36

2-[+(4H-húyl-cyclohrâ.yf]phcoo¡çEeúy[-¿3libtûo-oozoloþ,2-a]pyrimidirT-one

zo Step 1: t+(+rcc-Btyl-cyclohexy|¡haox¡merhylloxinne

. TLc titlc com¡nrmd rms FÊpald as ¡ 65:35 nixme of trrvo íromar sbrting fiom 4-

frrt-húy1-cJrclohsryI-phtuot md c¡ic,ülo¡ohyaLin em¡loying t¡c fooc¡tqcs as ¡et f<¡th ín

Sp l ofÊm¡le 2.

CreI{zsO¿ (28Sr0). LAtf^S (8SI)r 330rS evf*+II+Cq!CN).

2s SÞp 2: f [4{+tcrt-Brúy1-cyclohory}¡beno:<¡rmøthyl]+,¡ìih¡¡¿¡aoßzol¿-ylainc

Step 1: 2-(3-tat-Butyl-phenoxymethyl)-oxirane  81      The title compoued was prepared from
3-tert-butyl-phenol and epichlomhydrin employing the procedures as set forth in Step I of Example 2.
C13li1s02 (206.13), LCMS (EM): 24B.17 (MN-H+CH3CN).        NMR. (C0C1.3, 300MHz), .5 7.22 (d,
111), 6.97-7.03 (n, 211), 6.72 (dd, 111), 4.21 (dd, III), 53.99 (dd, 114), 338 (in, Ill). 2.92 (t, 111), 2.718
(dd, 1E1). 1.31 (s, 911). Step 2: 5-(3-tert-Butyl-phenoxymethyl)-4,5-dtlydro-oxazol-2-ylamine      The
title compound was prepared from 2-(3-tert-butyl-phenoxyrnethyl)-cedranc employing the procedures
as set forth in Step 2 of Example I. CmHzoN202 (2411.15), LCMS (EM): 249.17 pe-Fro. 10'14 NMR
(CDCI1 300MHz), S 7.22 (d, 111), 7.02 (d, 111), 6.98 (s, 111), 6.72 (d, 111), 4.93 (n, 111), 42 (v. br.,
2171), 4.06 (AB-m, 211), 3.94 (dd, 1H), 3.62 (dd, 111), 1.35 (s, 9H). Step 3:
2-(3-tert-Hutyl-phenoxymethyl)-0,3-thlydro-oxazoIop,2-ajpyrimidin-7-one      The title compound was
prepared film 5-(3-teit-butyl-phenoxyme1hyl)-4,5-dihydroomazol-2-ylatnine employing the procedures
as set forth in. Step 3 ofExample 1. 15C17112aN203 (286.13), LavIS (ESP: 301.15 (M++11). 111
NAIR (CDC13,, 300MHz), 7.20-727 (n, 211), 7.06 (d, 111), 6.90 (s, 1E1), 6.69 (d, 111), 6.10 (d, 1E1),
529 (n, 111), 4234.42 (in, 411), 130 (s, 911). Example 40
2-(4-Chloro-phenoxymethyl)-2,3-clihydnroxazolo(3,2-a]p3rimidin-7-one 20   Step 1:
2-(4-Chlora-phenoxymethy1)-oximue 



T9

Tlc titlo com¡oud was ¡rcparcd ¡B a6535 mixt¡c oftr¡o i¡o'"^ fiou t+(+tsd-
tuttt*¡dolrcVlpnenoxya¡thyU<x;øe coploying the gocedues ¡s s,ct føth in Sþ 2 of
Ëremple 1.

C¿ w¡ñroz (330.23), rcMS ÉSD: 33 f .25 G,f+Ð.
s SÞp 3ì 2-t4{+Et-Brúyl-oyrlohx¡}¡heoox¡'ndby!-!3dilydro-oozohtit.Z.alp¡¡rhiai¡-

7-øe

Tb title coopound wzs ¡reparcd Aom 5-ta{+Ut-bryl-clclohexy}phcaax¡nahytl-
45{ihfd¡oox¿zol-2-laine qloying the poooúurs as set forth in Srep 3 ofEoqile l.
CalHrNzq € 8222), I.CMI¡ (ESf): 3 E3.25 G,f+IÐ

r0 rnxm.(cncL,3mMrrz), 
õ72,4.(d5 tÐ,7,rs(42E),6.31 (4 lÐ,6.r.0(d frr),s26(o,

. tt+4214-41 (D,4Ð,2.86(q, lEI f21 (4ûr),
Brample 37

Z{r,+Dimethyl-pleoox¡'ncthy}!3{ihyihcoxazoloB,?-aþnimidin-Z-oae

15 Slepl 2{3,4Dimrthyl-phmoxpelhyl)<.rirme

Tbe title conpo¡md was ¡repued Éom 3,a-dinetfr¡l-¡tmol aad epicùlorcþikin

eqloying thc ¡mccducs ss sct frth in SEp 1 ofF.xqle 2.

CrrHr.q (178.{!9), IcMS (ESI): 220.1a G,,f+H+ü3CN}
\t ¡¡¡,n (æct, 3ooMHz) å z,ø (4 tu.),6i4 (4 rrÐ, 6.66 (d4 rrù 4.17 <dd, tH) 3J5

2Ã (d4 rÐ 334 (8, 1Ð,2.89 (r, t]t)r,274(dÀ,7]I),223 G,3F),2r9(+ 3Ð.
Step 2: 5{3,+Dinethyt-phocxynetty,lþ,5dih5ùoæzol-2-yfauiac

Ihe tille y,îs prEFårEd ûon 2-(3.adimethy'-phmoçuc{hylþxíræe

"oployiry lhe gocedøes ss sst fûth i¡. Step 2 ofE)r¡Eplo I.
CuIIr¿NzG (220.12) LCMS (BSI):221.10 @f+þ.

?s IH Nrr,R (CDCft, 3o0MHz), õ 7.03 (d, t]tr),614 G, 1Iù 6,66 (4 tÐ,4.90 (n, lrr), 42 (v-

tr.,2IÐ,4.03 (eB-lr. IJ\,392 (d4 lÐ,3.60 (d4 tÍÐ,223 (s, 3IÐ.219 (s,3IÐ.

Sæp 3: Z{3,+Dirnclhyl-phenox¡oetty}4¡dih}drDtrzoloB,2-alpyriøidir?-one

The tide co4nrmd was pe¡ared ûoo 5{3,4diosed-pLÉúoùVEÉûyl)4jdityùD-

*azol-2ryl¡rnine ¿ml.þl¡g fh.e !'mceòrEs ss sot ftrth in St4r 3 ofEr<am¡le l.
30 Cr¡II¡¿l{zO¡ (2?2.1UIÆMS (eSÐ: 2?3.13 Gvf+Ð.

The tide compound was prepared from 4-chlorophenol and ePichlomhydrin employing the procedures
as set forth in Step 1 of Example 2 C914C102 (184.02), LCMS (EST): 226.07 (1v1++H+CH3CN).
251H NMR (CDCh, 300MHz), 5 725 (d, 211), 6.86 (d, 211), 4.22 (dd. lED, 3.92 (dd, 111), 335 1H).
2-91 (1, 11-17). 2-78 (dcl, 111)- Step 2: 5-(4-Choloro-phenoxyinethy1)-4,5-dlydro-oxazo1-2-y1amine
The title compound was prepared from 2-(4-chloro-phenoxymethyl)-oxinme employing the procedures
as set forth in Step 2 ofExample I. 30 C10H11C1N202 (226.05), LCMS (EM): 227.06 (MN-11).  82   H
MAR (CDC!), 300MHz), 5 724 (d, 211), 6.85 (d, 211), 4.91 (in, 111), 4.2 (v. hr. 2H) 4.03 (AB-m, 211),
3.93 (dd, 111), 3.61(dd, Ill). Step 3:
2-(4-Chloro-pbenoxymethyl)-2_,3-thiydro-oxazolor3,2-a1p3rimidin-7-one The title compound was
prepared from. 5-(4-chloro-phenoxymetbyl)-4,5-dihydro- 5oxazol-2-ylamine employing the procedures
as set forth in Step 3 of Example I. C131-111C1N203 (278.05), LCMS (HSI): 279.06 (144--1-1-).
NMR (CDC13, 300ME1z), 8 7224_30 (m, 311), 6.81 (d, 211), 609 (d, 111), 528 (n, 111), 420-4.44 (n,
413). Example 41 102-(4-Bromo-phenoxyrnethyl)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one    



EO

tH l.fÀ,R (DMso{6 3ooMrlz), 5 7.?5 (4 1Ð, ?.04 (4 1rÐ, 6,75 (s, tlf} 6.66 (4 lÐ, 5.82

(4 tÐ, 5.31 (n, tþ,438 (q 1IÐ, a26 (AFn,2III4.09 (d4 III), ztt (53þ,2.I4(s,3þ.

etandef8
2{+hopopy'^pheno:cymølþ}2Jdil¡dro-o>øzolo Ft-alpy¡ini¡in-Z-one

Stc¡ l; 2{+IsopropyLpheoo:<¡mclh¡d}orinne

The title com¡otmd w¡s prt¡n¡Ed ûon {isopropyl^phroot ad cpicùlorotytlria

eoployinglbc proccdu¡cs as sct fo:fh in Sep 1 otrExanple2.

CrzEreoa Q 92.1 r), LGvf s GsD: 214.1 6 G,f +H{€xIrcN).

r0 tH tnß. (cDcI¡, 300Mrrz),6 ?,15 (d, ?$),6-86 (4 2rÐ, 4.19 (d4 llr), ïn @d,lrÐ 3.35

(n, 1Ð, 2.E3-2 J4 (m, zrÐ\, zt s (dÃ, lH)' 1 24 (4 6IÐ.

Stø¡ Z 5{+Isopropyl-pbeno:rynee/þ,SttltUro+xazol-Zyl¡nioe

The tiûe conpotrd w.s ¡rc.porcd ûon 2{a-isop'mpyI-pbcnox¡møhylþximc

employing lhe gocedr¡es ¡¡ sct fo¡lh i¡ Sæp 2 otrExaagle 1.

15 CEErNzoz @34.13),IÆtlS @SI)r 235.16 Q,f+H).
IHNr'fi. (cDcb, 300Mrrz), ô 7.15 (4 2Ð, 6.86 (q 2rÐ, 4J3 (o, ttI), a2 ft. hr., 2S,4.{t4

(eBa,zí),3.vz (d4 lIÐ,3,60 (d4 lþ,2.86 (ç 1II), 1.22 (4 6Ð'

Strp 3: 2{akoprogylahmoq¡medry}2.3dihyúo<xozolot32<þyrinidin-7<¡s

The tilb cæpornd wus ¡rcpaeil fron 5{+isopopyl-phcooaroetüylþ,s'dftydre

?Ð o<azol-2-ylaoire eqloying lhe goccùte as set ft,rlh in Stcp 3 of Exrmple I .

CrsIIrNzO: (2¡6,13), Ld\{S (EÐr 237.14(¡,f+Ð.

'nNr,n (oct¡, 300Mrrz), ô ?24 (4 tn),7-rs (4 2Ð, 6.8t(4 2Iù 6.10 (d, IIT),526 (n,

7ÍÐ,4214.41(n,aIII2.t6 (ç III) 1.21 (d,6II).

Eoople 39

2s 2-(3-trrt-Euþt-phcooryethy[l3li\ntro<xazolot32-¿]p¡¡¡inídi¡-7.one>
YYor-,,o{J\-ñJ

Step t : 2{:-tert-Btüyl-¡lcoox¡'ocl$d}oxirarc

Step 1: 2-(4-11romo-pbenoxymethyl)-oxirane      The title compound was prepared from
4.bromophenol and epichlorohydrin employing the procedn es set forth in Step I of Example 2.
35C91413rea (227.97), LCMS (EST): 270.03 (M+414-C113CH).   NMR (CD03, 3001VIHz), 8 7-25 (d,
211), 6.85 (d, 213), 4.22 (dd, IH), 3.92 (dd, 111), 335 On, 111), 2.91 (t, 113), 2.76 (dd, 113). Step 2:
5-(4-Bromo-pbenoxymethyl)-4,5-dihydro-oxazol-2-ylamine           The title compound was prepared
flora 2-(4-bromu-phenoxymethyl)-mdrene 20employing the procedure; as set forth in Step 2 of
E.xample 1. C101-111BEN202 (270), LCMS (ES 1); 271.02 (Ne+H).   NMR (CDC15, 300MHz), 5 7.39
(d, 211), 6.81 (d, 213), 4.91 (in, 1H), 4.2 (v. tu., 2E4 4.03 (AB-m, 211), 3.94 (dd, 113), 3.61 (dd. 111).
Step 3: 2-(4- Bromo-phenoxymethyl)-2,3-ditydro-oxazolu [3 ,2-a1pyrimidin-7-one 25The tide
compound was prepared from 5-(4bromo-phenoxymethyl)-45-dihydro- oxazol-2ilamine employing the
procedures as set forth in Step 3 of Example I. CrsHnErN203 (321.99), LCMS (HSI): 323.01
(I1e-i-F1). 114 NMR (CDC13, 300M11z), 87.40 (d, 211), 725 (d, 113), 637 (d, 211), 6.09 (d, IH), 5.28
(D, III), 4.204.44 (n, 411). 30Example 42
2-(4-Trilinoromethyl-phenoxymearyl)-2,3-thlydro-orcazolo[3,2-apyrimidin-7-one  Step 1:
2-(4-Trifluoromethyl-pharoxymethyp-oxirane          The title compound was prepared from
4-hilluromethyl-phenol and epicitiorohydrin 5 employing the procedures as set fords in Step 1 of
Example 2. 2H NMR (CI)C13, 300MHz), 8. 725 (d, 2H), 6.68 (d, 2.14), 4.22 (dd, 1E1), 3.91 (dd, 1111
3.35 (m, 111), 2.91 (t, 1.11), 2.76 (dd., Ill). Step 2:
5-(4-Trifluoromethyl-pheaoxymethyl)-4,5-dihydro-oxazol-2-ylamine 



EI

The tiüc \ras ¡lrepdud ftDm 3-Et-búyl-¡herol ad epicblcoþ'dril
cm¡Ioying be poocúrcs as setñrrhin Step I of Ermple 2.

cr¡II¡¡Oz (Z)6.13), IÆMS (BÐ: 28.1? Gir+H+CItO.Ð.
\r mn (octr 3ooMIIz), s 7 22 (ð, 1}{), 6.97-7 -O3 <n\ TÐ, 6.72 (dd\ lW 4-21 (d4 rÐ,

5 3.Ð (d4 1Ð,3.38 (8, tHÀ2.e2 (r, rÐ,2,7E (d4 lÐ. 1.31 G,9IÐ.
Sæp 2: 5{3-ut-Duyt-¡ùeno@ine

The title cuporud $'ss ¡Irc!årEd fun 2-e-UA-brtyf-phøorynr6yloxiraæ
.rn¡tnf¡g tåo pcoccdr¡re¡ as setñ¡tü ia SEp 2 ofExmple f.

CrE¡ol 1Or C2r48,l5), LOá^S (F.sD:249-17 çvf+H,
r0 tgutvm.(cpcl¡,3ooMnz),6 7z¿(4tE),7-m(E*f),6.98(¡, tII).6.?2(d, lÐ,a.$ (n,

lII),42(v. br., zH),4.06 (AB{,2If)' 3.94 (d4 1H),3-C2(.t.t,lHl t.35 (s,9H).

St€p 3: 2{3-Ed-Büyl-Iboxtnerhy}ZHihydm-cazolo[3p-a]ryrimiih¡-7-oe

Tb¿ tiUE v¡s 1rypaæd. Ém. 5-p-æa-brrfl-¡heooa¡nelþlþfiiþdo-
onazl-2-ylamhc cmptoying tbc ¡l¡occdurcs as sct fuh ù. SÞ¡l 3 ofheqrle 1.

15 CgIIz¡NzO¡ (2J6.13),LOifi¡ (F,Sil)r 301,15 Grf+Ð.
h¡nn (crrcl3,3ooMltz), 6720-727 (n, zÐ, 7.06 (q tÐ, 6.90 G, lÐ, 6.69 (4 lÐ,
6.10 (4 1Ð,529 (m,rÍI).4.n L12 (n, aþ, 130 (s, 9þ.

Fx"''de40

2{4-Chlom-phÊno(rcúy}2.3dihyùo-o<zolof3ft lfy¡imid¡n-7<nc

Y\Yo.,-ro-(l-*'
n \-ÑJ

Stcp 1: 2{4€Noroahcno:ryoahy}oxizro

The tide coø¡orud vns ¡re¡rared ftom 4¿hloropheool æd qliclrtm-hyarin empto¡g
ürc ¡roceùus as setftñt iÀ St4 1 ofExm¡le 2
qHrclor O 84.ø), Lc[,íS @SI): 226.07 of,+H+ûIrGr}

25 h mrn 1cnct , 3{þMEz), õ 725 (d,2ÍT), 6.t6 (d, 2rr\ 4.22 (dd, lÐ, 3.92 (dd, lÐ, 3.r5

1q uI),29I (l IÐ.278(d4 1IÐ.

St4 2 s{4$olorophcoox¡meth¡ þ}düyd¡coxszol-2.yleúoe
The tille mo¡nund was ¡ne¡rared frm. 2{44blom-pbfdoq,nÉ{hyD-oxirtue

cqþing úe pmcedurcs ¡s sct fuh in St€p 2 ofE:<an¡le l.
30 C¡oII¡ rQNzOz (22J.0Ð tCÌ/r^S GSI) | Zn -06 (ìf+1Ð-

The title compound was prepared from 2-(4-ttiihronomethyl-phenoxymethyl)-osimne 10employing the
procedures as set forth in Step 2 of example 1. C11H11F3N202 (260.07), LCMS (ESE): 261.08
(1144H). 211 NMIL (CDC], 300M14z), 8 756 (d, 2E1), 6.99 (d, 211), 4.94 (m, 111), 42 (v. br., 211),
4.11 213). 3.96 (dd, 111), 164 (dd, 111). Step 3:
2-(4-Trifluaromethyl-phenoxymethy0-2,.3-chlycloroxazoloP,2-alpyruni idin-7-one 15The title
compound was prepared from 5-(4-triguoromethyi-phenorcymethy0-4,5- dThydro-ozazol-2-ylamice
employing the proccdurns as set forth in Step 3 of Example I. C14111F3N203 (312.07), LCMS (ESI):
313.07 (M++H). 11-1NMR (CDC13, 300MHz), 8737 (d, 211), 726 (d, 111), 6.96 (d, 211), 6.10 (d, IN).
5.33 (in, 111), 427446 (m, 411). 20Example 43
242-Chloon-4-(1,1-dirnethyl-propylkplienoxymethyl)-2,3-dilaydro-oxazolo[3,2-abyrimidia-7- One  Step
1: 2-(2-Chlono-4-(1,I-dimethyliropyl)-phenozymethyl)-oxirane 25The title compound was prepared
from 2-chloro-4-(1,I-dimethyl-propy1)-phenol and epichlorohydrin employing the procedures as set
forth in Step 1 of Example 2. CrallivelOi (254.11), LCMS (BSI): 296.13 (M++H-FCH3C/i).  B4 'H NIvIR
(CDC13, 300MHz), 8 7.31 (s, IH), 7.14 (d, 1H), 6.89 (d, 111), 426 (del, IH), 4.05 (dd, 1H), 3.38 (m,
111), 2.91 (t, 111), 2.81 (dd, 1H), 1.59 (m, 211), 1.24 (s, 611), 0.67 (t 311). Step 2:
5-(2-Chloro-4-(Ll-dimethyi-propy1)-phearecymethyl)-4,5-dihydre-oxazol-2-ylamine The title compound
was prepared from 2-(2-ch1oro-4.-(41-dimethyl-propyl)- 5phenoxymethyl)-mcirane e.mploying the
procedures as set forth in Step 2 of Example 1. C15H210N202 (296.13), LCMS (ES!): 29742
(M111-H). 



82

fnNl'm. (cpct¡, 300MIrz), õ?24 (d,zm),6.s5 (4 zH), lsi 1r, tr4 42(v-br-2H) 4-o1

(¿{B-n, 2tÐ, 3J3 (d4 III), 3.61(dd, fÐ.
sep 3: 2{4btoro-phcoox¡'orhyf}2Jainydm-oøælat3t-aþyimidin-7oc

The title cm¡ound EBi ptcpsrEd Ém. 5(-cùløo-¡hcaox¡ur.ltf )a,f üh$ùû-

5 o,<azol-2-yl@¡D€ eoployi¡e rhe Focedu€s as eetfo'rlh in SEp 3 of Ettanple 1.

Cl3Iúr(xNzOr (2?S.05), Lcr.ff¡ (ESD: 2æ.06 Q,f+H¡.

\r N¡æ. tcuct¡, 300rt4rIz), õ 722:tso (n, 3Iù 6.s1 (4 ur), 6.09 (d, lþ, s-?.8 (n, llf,
c2o4.44(e,4H}

Example 4l

t0 ã,1-BromopüsoovuethylZ3diþdrcoozoloB2-¿Þni¡idin-7'one

Sep l: 2{il'Brmo-pieoox¡amcthylþxíoao

The titlo co4cr¡od Y¡as pæpared ftcn tl-komophcool ald eF;ahlqffiyùitr Êú!þþg

tho ¡roccducs as sa fuú.fu Slep 1 ofÞtm¡le Z

15 øPdlrOIQ2Z -m, LCIvIS (BSI): 270,03 G'f+H+CH3CN)-

hr.nn (oql300Mrfz), s72s (d,2rù 6.85 (d\28\4z (a4 ttÐ, Tn@+ urI 3.3s

(n, fII),2.e1 (t, I-EI2.76 (d4 lIÐ,

Sþ 2: 5(l-Brmo¡ÈøorryurfhylþJdi\tdrooozol-2.1¡EiDo

I[c ti c was prqlared Eoo' 2{+honrpÉrnox¡toet}ylþxitun

u e4pþiry ôe poc¿du¡e a¡ ¡et følh in Stc¡ 2 ofExanple l.
crolfuBÈ.Iû (2?0). LGá^S (Est)r 271,(J2 (À4.+Ð.

k xl,n toc,t¡, 3o0Mltz), õ ?.39 (q 2IÐ, 6.E1 (4 2tf), 4,91 (n, 1þ. 4.2 (v. br- 2r{), 4-o3

(AÈn,2IÐ,3,e{ (d4 lIÐ,3.61 (dd. 1Ð.

Stcp 3: 2{4Drono-phmo:<ymethyl)-Z'¡¡f¡yttrçorazolopl-aþ¡imirtin-7-oo

25 The tide cmpouad wes Prt?a¡Ed fom 5{4-homop}coouqmahy}a,5dihyùe

@øzot-2.y1åninE qloying úc proccdurs as set fn'rth in Stqr 3 ofBmple l-

C¡¡llu&ÌifzO¡ Q2f .99), LG'II¡ (BÐ:323,01 G'f+Ð.
\rru,m.(cnq¡,300Mrrz), ô 7,40 (4 2rr), 72s (d"1g),6n (4 2tr), 6.09 (4 lÐ, 52E (n,

fllla.2ùa.aa (n, aÐ,

30 Eøplo42

Step 3: 2-(2-Chloro-4-(1,1-climethy1-propy1)-phenoxymethyl)-7,3dihydro-oximoIop,2-
a]pyrimidin-7-one          The tiae compound wes prepared from 5-(2-chlora-4-(1,I-dimethyl-propy1)- 10
phenoxymethyl)-4,5-dihydr0-0xa701-2-y12m111e employing the procedures as set forth in Step] of
Example 1. Cra21C04203 (348.12), LCMS (EM): 349.12 (td+n). 111 NV'S (CDC13, 300M11z), 6 728
(d, 2M, 7.16 (d, 1H), 6.87 (d, 11-I), 6.08(4 111), 5.29 (ra, 111), 4.34-4.47(n', 311), 4.76 (dd, 111),
133-1.65 (in, NI), 124 (s, 611), 0.66 (t, 311). t5Example 44
2-(11ipheny1-4-orymethyl)-2,3-dihydro-oxazoloP,7-a]primidin-7-011e  Step 1:
2-(Bipherry1-4-oxymethyl)-oxirene The title compound was prepared from 4-biphenoI and
epiehlorohydrin employing the 20 proceduns as set forth in Step 1 ofExample 2. Cr5H1402 (226.09),
LCMS (EST): 26825 (M++11-1-C113CN). Ill Wirt (C0C13, 300ME1z), 6 7.49-7.58 (m, 311), 7.42 (t,
2H), 7.26-734 (m, 211), 7.01 (d, 211), 426 (dd, 11C), 4.02 (dd, 111), 339 (in, 111), 2.93 (1, 18), 2.79
(di, 111). Step 2: 5-(Bipheny1-4-oxymethyl)-4,5-dihydro-oxazol-2-ylarnine 25The title compormd was
prepared from 2-(hipheny1-4-oxymethyl)-oxisane employing the procedures as set forth in Step 2 of
Example I. Cr6HrsN202 (268.12), LaMS (ESP: 269.10 (M+-1-H). 111 NMR (CDC13, 300M4z), 6
726-7.58 (in, 711), 6.99 (d, 211), 4.95 (in, 111), 42 (v. hr., 211), 4.10 (AB-m, 211), 3.95 (dd, 111), 3.64
(ld, IR). 30Step 3: 2-(Bipheny1-4-oxymethyl)-2,3-Ehlydro-oxazolo(3,2-ajpyrimidin-7-one 



t3

2{+T_rituoroucrhylahøo<ynáyl)-l3dihyùuwzoloB,2-¿lnzimülin-?.o¡e

"Ër)--"-G*
Step r: 2-(+Täfl uometþl-¡hooryoe{þf)-oxinnc

The litle mm¡nund rrar pprcd frm. ,t-hiflrronethyl-¡hool and epichlorohyihin

s coployÍag the procedurs as eet .Érth in Strp t otÞraAte Z.
rH tù,ß. ¡coor, 3ooMlrz), 5 725 (4 2rr).6-6g (d\Zlr),4.22(dd, lrÐ, 3.91 (d4 tÐ, 3.3j
(n, lE),291 G rÐrz.zø(¿4 ¡Ð.
Stcp 2: 5{a-Triûuorcnethyl-¡hcaox¡mc0ryI)+,Sdiþtemzol-2-ylaine

Tto title compoulrl llr prq:a€d too Z{+@;nre
l0 "'"¡þing fhc gocedmrs as sot fo,rth in Stp 2 d brao!ùc 1 .

CuIIuFNzG> (260, 0Ð, I¿Tì/fi¡ (BSD: 26t,08 G,f.+Ð.
fn x¡,m. (@clr, 3oltvfriz), ô 7s6 (4 2:g),699 (d\21+ +s4 (ø, Ltr), L2 (v. tr.' 2Ir), 4.1t
(AB-n, 2t{), 3.e6 (d4 IÐ, 3.64 (d4 lÐ.
Sle¡ 3: 2{tl-Ttifluoruetþl-¡hcno<¡rorfty}2,3{frtdrcor.azobpp-alpyrimitlin-Z<ne

15 Île titlo oom¡nund wls ¡zqletd Aom 5{4-trifluoromoúyl-phenox¡mcft¡il)4J-

dihyùocazol-Zylaoinc e'"¡þingftsproocdures as ætfofü in Stqr 3 of'F-"ÍFre L
crËuFNA (3 12,07} rcMs (EsD: 3 13, ü/ Gvf+Ð.
hMvß. (cDct,300Mr{z} s 7-s7 (ò,2rÐ,?26(ð,tm),6.96 (4 ^Ð,6.10 (4 rr{), s.33 (n,
ll{\a214.46(m,4If)-

kqle43
24í'Åloro4<1,1{indyl-propyl}¡hcoox¡nethyl)-¿3{ihyùo-oxszolo[3,2.a]pyrinidh+

sæ¡ 1 : 2{2.Chhoa{, IdiuctþI-popyl)aheno:r¡uolhylþxírae

2s tto ride was ¡repared foÐ 2{ùlco4(l,IJimdhyL¡ro¡ry}plenol eld
cpicúlomhyùin eapþing úc pmoedxes as sct ñrth in Ste! 1 of Ê<anple 2,

C¡.Ilrgclo¿ (254. 1 1), LClvf I @sI): 296.13 G/+H+C&CN).

The title compound was prepared front 5-(bipbeny1-4-oxymethy1)-4,5-chlydro-ox3zol2-ylamine
employing the procedures as set forth in Step 3 of Example 1. C19ll16N203 (320.11) LCMS (E81):
321.15 (M+-1-11). 11-1 NMR (DMSO-d5, 390I414 8 7.78 (d, 1H), 7.26 (di 4111 742 (t, 2H), 7.32 (t,
111), 7.04 (d, 211), 5.84 (d, 111), 536 (n, 113), 4324.47 (m, 311), 4.13 ('Id, 11). Example 45
2-(5,6,7,8-Tetrahydro-naphthalen-2-yloxymethy1)-2,3-dffiydro-axazol0jpyrimidin-7-one C;) Step 1:
2-(5,6,7,8-Tetrahydro-naphthelen-2-yloxymettryl)-oxinme 10The title compound was prepared fiom
5,6,7,8-tetrattydro-napinha1en4-o1 and epichIorohyddn employing the procedures as set forth in Step
I of Example 2. C)3111602 (294.11), LCMS (MI): 246.1 (Mf-FH-ECH3C1). 111 11MR (cra, 300MHz),
8 6.97 (d, II-), 6.69 (d, 1H), 6.62(s, 1E1), 4.16 (dd, 119, 3.95 (dd, IH), 3.33 (m, 111), 2.89 (t, 111), 2.64
-2.76 On, 5E11 1.76 (hr. s, 411). 15Step 2:
5-(5,6"7,8-Tetrahydro-naphthalen-2-yloxymethyl)-4,5-dillydro-oxazol-2-yiemirte       The title compound
was prepared from 2-(5,6,7,8-tetrahydro-m3phttalen-2.- yloxymethy0-oxinme employing the
procedures as set forth in Step 2 of Example 1. C14ll18N202 (246.131 LOvIS (FM): 247.13 (M4H), 'H
NIV1R (CDC13, 300MHz), 5 6.97 (d, 111), 6.68 (d, 11), 6.63 (s, 111), 4.92 (n, 111), 4-2 (v. 20br.,
211), 4.00 (AB-m, 211), 3.92 (dd, 111), 3.69 (ckl, 11), 2.71 (m,414), 1.78 (hr. s, 4H). Step 3:
2-(547,8-Tetmhydro-naphtinalen-2-ylarcymethyl)-2,3-dihydru-oxazoIo3,2- alpyrimidin-7-one          The
tile compound was prepared from 5-(5,6,7,8-tetrahydro-naphthalen-2-
yloxymethyl)-4,5-daydru-oxazol-2-y1amine employing the procedures as set forth in Step 3 of 25
Example 1. Cull" EIN203 (298.13), LCMS (EM): 299.13 (M4-E-H).    NMR (CDC13, 390METz), 8 7.24
(d, 111), 6.98 (d, 110, 6.62 (id, 1E1), 6.58 (s, 111), 6.08 (d, 1H), 5.25 (in, 111), 4.18-4.49 (in, 411),
2.71 (in, 4H), 1.77(m, 411). Example 46 



u

'H NI"ß (cDcb, 300MIIZ), ô 7-31 (+ r*Í)' 7-t4 (4 1Ð, 6'89 (4 lW 42ß (d4 tÐ' 4'0s

(d4 tÐ,3.38 (o, tþ,2-91 (t, 1Ð, 2.s1 (d4 1Ð, l'59(r"zH)' I'24 (+@'0'67(13Ð'

51æ 2: t(2{hlo¡oa{r'1{üncúvl-p'rnpy}pfmoxvmøüy)+Jltyaoonzol-z-yunine

îte titlo o--'fouurf rr'ar pepagf Êim 2{2-chloþ4{t'ldinøhyl-popy'}

s phcno:rl¿oclLy')-oxiræo eøploying thc pocedrrcs as sct fr¡th in Ste! 2 ofF,lrsoPlE 1'

CurIIzrCINzG> (296. I3), LCÙíS @S): 297'A @f +H)'

Scp 3: zQ{btoro+fl ,f¿i¡¡ttvt-gofyt}pl¡no<¡¡ncthy}2'rdihydto-oxølol3p-

alp¡inidin-7<uc

Ite title coøpormd wls prqe¡Ed froro 5{2'chhoa{l'tdimcfhyl-pmpy}

l0 phc¡oxynerhyl)4,5dih:d¡o-o:ozol-2-flsni¡! coployiqg t¡e poc¡iues ar rf ñl|h in Step 3

ofÊqlcl.
C¡dIerCIN2O¡ (34t- 12), LCrrS @SI): 349'12 Gf +1Ð'

tH rû,fi. ¡cDcl" 300MIrz), 6 7-28 (42s).7,16 (4 1Ð, 6'8? (4 1IÐ' 6'08 (4 1Ð' 5'29 (n'

1H),1.344-47 (ø,3III4,26 (d4 1Ð, 153-1'6s (q 2Ð, 124 (c 6H)' 0'66 (È 3Ð'

r*¡,,,¡le ¡14

Z-(Siphcú$aqtústy¡FZ3 {¡¡ydoox¿zoloBl-alpyrinidi*7-one

Sæp 1: 213þheufla-o¡Vn¡ùYlþùme

Thc fitle co4omd r+as prepaed Êon 4-bilb€nol ald epicåloroþùin eoplcybg te

zt pmoedurs as sctforrh in Stop 1 ofkaople 2'

qilIr.ù (226.09), l.cMs (8SI): 26t-15 Gf+II+CItoÐ'
rH l.û,fi. (cDcI¡, 300MIrz), õ 7-4g-7-st (q 3Ð, 7'42 (\?E),7:ç734 (-' 2rÐ' 7'01 (4

1F.).12f; (dd, 1Ð,4-02 (d4 1rÐ.339 (n' rH),2'93 (g 1IÐ' 2'79 (d4 1Ð'

Ssl 2: 5{BþhenyH+.xvmøhtr}¿Jd¡M¡o-o<¡zol-2-ylmiue

?s Ttc titlc "o-pt-¡ 
ws ptæ¡cd Am ãt¡pteofl-+o¡<f'o¡ttyloxiøne øplayíng

ttrc ¡rocodrrcs as sef' for6 ù SEp 2 ofEt<am¡le 1'

CroIIrNzQ (268.12), I¡MS (BSDr 269'10 O'fì+Ð'
rnr.¡r,n (cpct¡,300lvfrz), 672ç7-58(ø'7IÈ),6'99 (4 2Ð' 4'95 (n' tlr),42(v'br''2rr)'

4.10 (AÈm, 2þ, 3.e5 (d4 1H)' 1'64 (d4 IÐ'

30 Sttp3: 2{BiphmyHorynetùylt2J-dihydrcøzotopt-¡þy¡inidìn-Z-oe

302-(4-(1,1-Dimelhyl-propyr-phenoxymeihyl)-2,3-dihydro-oxazoIo[3,2-alpytimidin-7-one  136  Step 1:
244-(1,1 -Dimedayl-propy1)-phenoxymetbyi)-oxirture      The title compound was prepared from 4
-(1.1-dimethyl-propy1)-phenor and epichlorohydrin employing the procedures as set forth io Step 1 of
Example 2. 5 CHH2002 (220.15), LCMS (EST), 26223 (14411+CH3CN).  H NAIR (CDC13, 300MHz).
7.23 (d, 21-I), 6.86 (d, 2E1), 4.18 (dd, 114), 3.97 (di, 111), 334 (in, 111), 2.90 (t, 111), 2.75 (ad, 11-1),
1.61 (m, 211). 126 (s, 6E), 0.67 (t, 311). Step 2:
5-(4-(1,1-Dimethyl-propy1)-phenoxymethyl)-4,5-draydro-oxazol-2-y1omine           The title compound
was prepared from 2-(4-(1,1-dimethyl-propy1)-pherroxymethyl)- 10oxirone employing the procedures
as set forth in Step 2 of Example I. C151122.N202 (262.17). LCIVLS (ER: 263.15 (he+1-1).   NMR.
(CDCI3, 300MHz). 87.23 (d, 211), 6.86 (d, 211), 4.92 (m, 111), 4.05 (AB-in, 2I3), 3.92 (chi, 111), 3.61
(di, 111). 3.0 (v. hr., 214), 1.61 (di, 211), 1.25 (s, 611), 0.67 (t, 311). Step 3:
2-(4-(1,1-Dimethy1-propyl)-pheno2cymethyl)-2,3-thlydro-oxa2o1op12-a1pyrimidin-7- 15one      The
title compound was prepared from 5-(4-(1,1-climethyl-propyl)-phenorymethyl)-
4,540:tydro-oxazol-2-ylamine employing the procedures as set forth in Step 3 of Example I.
C1211uN203 (3I4.16), LCMS (ESL): 315.15 (1414-1:1).           111 NMR (CDC13, 300M1-1z), 5
725(d, 211). 723 (s, 111), 6.81 (d, 211), 6.08 (d, 111), 127 (n, 20111), 4_22-4A0 (in, 411), 155-1.65
(in, 211), 125 (s, 611), 0.66(t, 311). Example 47
2-(4-Cyclopentyl-phenoxymethyl)-2,3-dihydru-oxazolo[3,2-alpyrimidin-7-one  Step 1:
244-Cyclopentyl-phenoxyznethyl)-oxisane 25The title compound was prepared from
4-cyclopentyl-phenoi and epichlorohydrin 



ß,

Tbc titlo com¡ormd nes prraaed. Êom 5{biplcryf<qcùylþJ-dihydrooxazol-
2-ylamino qilcyitrg fhe ¡roccdr.rx as set forfh ¡¡ St4 3 ofn-"',Tlc l.
Cr¡IIrNzG (320.11), LrOrrS @SI): 321.15 G/+IÐ.
tHl. vß. (DMSO{6 3ooMllz} S ? jt <4 t:'J).725 (41rÐ,7.A G2}I),7-32 (\ tIÐ,7-rX

Erample 45

z{5'6.7'e-Teoþdoaahtbarco2-ylorvncrhvl}zrdihvrtrooxøoroþlalpvrimirtin-?-one

"Ëyj--"-d
Step I I {5,6,2,8-Tera\ydrmaphbalco-2_lox¡,nethyl)cimno

l0 IÈe titlc mnpound was preparEd fûn 5,6,2g_hrtraLyùo_nslhrtr¡ten-2_ol a¡1
cpicåIorcúyùin e"eloying tbc ¡nooeùrrts as set forü.in Srep I ofBrao¡lc 2.

CrlEllpz 8ß4-tt), Lchts (ESD: 2{6. 1 (¡,f+H+CIùgtÐ.

h Nr,m. (cDcb, 3ooMrrz). 5 6.97 (4 ørL 6-6s (4 trr), 6.62 (s, 1rr¡,, a.t6 (d4 1r+ 3.9s
(d4 tÐ,3.33 (u, lþ,2.r9(t tIf), z.sa-76(asF),1.76(h.+4Ð.

t5 Sþ 2: S{5,6,7,&Tctrahydro-na}túalcn_Zyloxpahylþ,5dihydrocazolJ_fiamine
' Ttc title oøporud rvas ¡rqlaed tDm 2_(5.6,?,&Et¿bùD-nryttlal€n_2.

$sr<Jdetúylþxidlc oplayiry üeFæod¡¡¡Es as scrfo,rú.in gt4 2 ofExa4le l.
Q¡IIrNzQ (116.13), Lattli (ESI): Vfl-13 (Nf+E).

'xm'n 1cuctu,3ooMr{z), õ6.97 (ð.lE} 6,6r (q uÐ,6.63 (atlg¡),a-Ð@,1Ð,4j (y.
N b'r,,2I!, a.00 (ABn,2II),292(dd,1IÐ,3.60 (d4 iltLí..7t (n,aIÐ, t.ZB (br. s, aþ.

SÞp 3: Z(5.6,2,&Tobþdro-nqhhalea-2.ylo<ynctày|!3aiþ¡tm_o><azolot:t_

aþ¡inidin-7one

the tiüc war pre¡arcd fun 5{5,6,7,&tch¡hyùo_la¡ffial*.2_ 
|

yloJÐÐfh9)a,5dÍhyùo<razol-2^ylaoine mploying tbc ¡rocodue a.e set forrh iu Sfæ 3 of
25 Eøm¡le 1.

crd{¡Nzqe98.E),rctrds@sr):299.r3 @f+r¡. 
.In rnn lcuc¡, 3@MIrz), s 724.(d,1IÐ, 6.9s (d, trÐ,6-62(4 IÐ, 6.5s (s, lÐ, e.os (d,

lÐ, szJ (q llfl a,1e4.1o (n, 4II),2.TL(aa$))-n @,arr)-
B@Ile46

30 Z{a(1,1-Dioeþl-popyf-p}eoo>r¡urlhyl}2Jdihydrooxazoloþ þe;þyòn:Ãn-7<ne

employing the procedures as set forth in Step 1 of Example 2. Ci411B02 (218.13), LCMS (ESL): 260
(Mt141+CHJCN).  87   NMR (CDC33, 300MHz), 87117 (d, 211), 6.86 (d, 21), 4.17 (dd, 111), 3.97 (dd,
111), 3.35 (n, 111), 2.85-3.00 (ns, 211), 2.75 (dd, 1H), 1.97-2.10 (n, 211), 1.47-1.83 (n, 611). Step 2:
5-(4-CyclopentyI-phenoxymethyl)-9,5-dihydva-oxiszol-2-ylamine          The title compound was
prepared from 2-(9-cyc1openty1-phenoxymethy1)-wdrane 5employing the procedures as set forth in
Step 2 of Example 1. CHH2DN202 (260.15), LCMS (ESI): 261.6 (M1-1-11).   NMR (MCC 300MHz), 5
7.17 (d, 211), 6.85 (d, 211), 4.92 (in, 111), 9.03 (AB-m, 211). 3.91 (dd, 111), 3.61 ('Id, 1H), 34 (v. br.,
211), 293 (n, 1H), 21)3 (br. s, 211), 1.49 -1.86 (m, 611). loStep 3:
2-(4-Cyclopentyl-phenoicymethy0-2,3-dihydro-corazolo[3,2-alpyrimidin-7-one      The title compound
was prepared from 5-(4-cyclopentyl-phenoxymethyl)-9.5-dihYdrooxazol-2-yiamine employing the
procedures as set forth in Step 3 of Example 1 CH.112EN203 (312.14), LCMS (BSI): 313.17 (WC.  'H
NMEL (DMS0-4, 300MHz), 5 725 (d, 111), 7_16 (rt., 211), 6.85 (d, 211), 182 (d, III), 531 15(m, 111),
439 (t, 111), 429 (AE-m, 211), 4,09 (di, 111), 231(m, 111), 1.97 (in, 211), L38-1.79 61-1)- Example 48
2-(441,1A3-Tetrarnethyl-buty(-phenotcymethyl)-2,3-dihydro-oxazolo[3,2-alpyrimidin-7-one  0--( 7NO-I



"{-yj-.-ft-
Step 1: 2{4{1,1-Dmcfryl-p¡opyl)-phøoorymeó9}oxira¡e

TLe title cmpormd \Yer pfioParEd fiom 4{,1{Ímeltyl-popyt}phrnot ad
epicùloõh5d¡in eqloyi¡tg úc Focedúes as sct forth ir Se¡ I ofF.xanple 2

s c4lJxoz(zzo,lÐ I¡Ms (Hil): 2623 Gvf+H+CHeGI).
¡H N!"R (cDctr 3qMIIz), 87.23 (42rÍ),6.86 (4 zr), 4.18 (d4 rÐ, 3-n (ø-1Ð, 334

(m, üÐ,2.90 (t ttÐ, 2.7s (d4 lIÐ, 1'61(n' 2II), 126 (8i 6H),0'67 (t' 3Ð-

Sre¡ 2: 5{4{1, l-Dioothyl-gopyl) phøo:r¡mahylþJ¡nyùucazol¿.yløiae

The ti0c oompoud was prqrartd .eom 2{+{l,Idinah9-proryll¡hæo:ryme{hy}

to oximoc eøploying the proccdurcs as sct foÍh in St p 2 of E@Ple 1 -

Ct;Ítdúloz QÁ2JÐ, rcMS GSI): 26'3 -1 5 (l,fflÐ-
f H Nt"fl. (@c13, 3ooMIIz) . 6 7 23 (d\ 2rÐ 6.t6 (4 2¡¡), 4g2 (q lÐ, a-05 (AB-o, 2tn),

3-n@41Ð,3.61 (d4 1Ð,3.0 (v b¡',2H)' f .61 (d4 2tÐ, l-zr (s' 6Iù 0-6t (l3IÐ'

Sæp 3: 2{4{.1-Dinc.&y1-p¡ofyl}phmoc¡rmøhy}2'3¡tf¿m-oxa¡otot¡'2-alpytinidirz

15 q¡e

I[ctit]e wãsp¡Epadfious{a{ll{inahy'-ptopy}phøox¡mcthyl)-

45lihyd¡qox¡zol-2-ylmine cmployilg the pooedrnes as sctfoú i¡ SbP 3 o¡rw¡'"'f'lc I '

C¡ùIzl{zO¡ (314-tQ,LG/^S @Sp: 315,15 Of+Ð-
rH r.r¡,n (c¡ctr 300MI{z), õ725(d,?rÐ,7.21(s, tIr}, 6.81 (4 2Ir} 6,0E (d, 1þ' 527 (n,

20 r'J,),422A-44(n"4Ð, 155-1.65 (n,2II), 125 (+ 6rÐ.0.66(t,3Ð.

E:rryle4?

Z(+CþIsprdtyt-pbûoùS/EcttylZ3aihydro<xazobFS-aþyrinidi+7'o¡e

Stc¡ I : z{a$rcJo¡cotyl-pücnoc¡¡ndy}oxfu¡¡e

zs The û{e w-¿s pçpûûd ton 4cyclopo$l-¡baol md epicùloroþflria

-.-¡lr'yi .g 6,0 proocdqts as ¡ct fo,rlä in Stop I of E*am¡Io 2.

cr¿rrû (218.13), LCMS (BSII): x0 G9f{fiütq.Ð.

20Step 1: 2-(9-(1,1,3,3-Tetramethyl-butyl)-phenoxymettry1)-oxirane      The title compound was
prepared from 9-(1,1,3,3-tetramethyl-butyl)-phenol and epichlorohythin employing the procedures as
set forth in Step 1 of Example 2. C17112602 (262.19), LCMS (ESD: 3043 (M++HCH3CN). H HMR
(CDC13, 300MHz), 87.28 (41, 211), 6.84 (d, 2E1), 4.19 (dd, 111), 398 (cid, 111), 3.36 25(n, 111),
2.90(t, 111), 2.76 (dd, 111), 1.71 (s, 211), 135 (s, 611), 0.72 (a, 911). Step 2:
5-(4-(1,1,3,3-Tetramethy1-buty1)-phenoxymethyl)-4,5-dihydoo-oxantl-2-y1amine      The title
compound was prepared from 2-(4-(1,1,33-tetramethyl-buty0- phenoxymethyl)-oldrane employing the
procedures as set forth in Step 2 of Example 1. Cm1128N202 (304.22), LCMS (ESD: 3012 (Mt-141).
0S IH NKR (CCrCh, 300MHz), 6 725 (d,211), 6.83 (d, 210, 4.92 (m, 111), 4.04 (Ali-m, 211), 3.9 (v. hr.,
28), 3.92 (dd, 111), 162 (dd, 114), 1.70 (s, 211), 1.39 (s, 611), 0.71 (s, 9H). Step 3:
2-(4-(1,1,3,3-Tetramethyl-hutyl)-pltenoxymethyl)-2,3-thirydro-mcazolo[32- alpyrimidin-7-one 5The title
compound was prepared from 5-(4-(1,1,3,3-ictramethyl-huty1)-
phenoxymethyl)-1.5-dihydro-oxezol-2-ylamine employing the procedures as set forth in Step 3 of
Example 1. C2111210203 (35621), LCMS (EM): 357.18 (he-i-li).      H NUR (CDCI3, 300MHz), 3
728(d, 211), 7.22 (s, 18), 6.79 (d, 211), 6.10 (d, 111), 5.26 (in, ID111). 422-4.39 (m, 411), L70 (s,
211), 134 (s, 611), 0.70 (s, 911). Example 49
2-(4-Tricyclo[3.3.1.13,7]clecan-2-yl-phenasymethyl)-2,3-thlaydro-oxazoloP,2-alpyrimidin-7- one
15Step 1: 2-(4-TricycloP3.1.13,71decan-2-yl-phe2oxymetbyl)-oxirane 



E7

Uìû,n (@q1300Mlrz¡, õ7-t7 (d\?*r).6-s6(4xr),4.r7 (dd,lÐ, 3.9? (d4 rrr),3.3s

Sþ 2: 5{+CþLo¡cotyl-pharyu,crhy)¡5¿itl¡t¡o-oxozol-Zf¡mine

The tiüe coo¡orrd vas pnpared eom 2{+c¡,clopøtyl-phrno<ynctþ1)-oxirme

s enpþing tlc procefues as sot fuLinse Z of kamplc I.
CrII2DlIrO, C260.15), ICMS (8SI): 261.6 G,f+Ð,
h mm. (cDclr, 3onMgz), õ 7-t7 (d,2rÐ, 6.Bj (E 2]r), +n (q 1Ð, a.ß (AB-o, 2tr).

331 (d4 IIÐ, 3.61 (d4 lH), 3.4 (v. tr" 2JI\ 2s3 (q tÐ, 2_o3 (br. + zH), t-44 -1.s6 (o,
6rÐ,

lo SÞ 3: 2{4-Ctclqcûtyl-phøoqæßúü}2,3dihyùo<n<ezoloBp-aft¿nimidin Z-ouc

Thc title øpornd wus ¡ae.ped fnn S-(¡<yulopcrtylTlaocyn;bt)a,5difunùo-

olzl,l4--yllmi¡o eoeloying the ¡roocdrm* as sú frrrh io Strp 3 of Þ."'.ple f .

CrE2oll2or (3t2.I4), LCttS @SI):313,17 of,{Ð.
tx Ntrn lovsod6,3ooì,[rz] ô 7.?5 (4 trÐ, z-16 (drzu),6-85 (q 2H], s.s2 (4 tÐ, 531

ri (o, lÐ, a39 $,1t{), 429 (AB-r, 2H), 4.0ç (¿4 1H), 2.91(n, tÐ, t.9z (D, 2rÐ, 1.3s-t,29

(m,0rÐ.

p_¡,''FIe 4g

{4{1, t¡,3-T@-dihyd¡o-oxazotot3p-alpyrinidia-7-oe
o:\-,N-.--o "J-,-/ J-I -Y"r---2"\ /-S\-ñJ

Step l : 2{+(I, lJj-r@irmc
Iho ftlc ú.qro 'nrl was prepared from a{l,l¡¡-1rfrñclhyl-buty+ph€ool End

epicålomþrdrh eo¡loying ùe procedures as set fcth fu SlEp 1 of B<aa¡ùe 2.

cnfuPz Q62.1Ð,LOvls (EsI): 3043 Gf+H+cEeoÐ.
fnru,n (ocl¡,3o0MrIz), ô ?.2s (4 2H),6-s4 (4 2rÐ,4.r9 (d4 1Ð,3.9r (d4 IEI 3.36

2s (n, 1III290(l 1Ð, 2.76 (d4 1Ð, 1.71 (s,2H), t35 (s, 6II),0.72 (s,9II).

SÞ¡ 2: 5-(+(I,13,3-Teùanetryl-httD-l¡øaxynatyl)¡Jdiþf,m+nzot-2-ytmino

Tbe title compound EEs 1l¡qmed fiom 2{4<1,1,3,3+rúnsú1.åúyl>
phøo4¡nstht}.orÍraæ cryloying 6e proocdr¡c¡ a¡ ¡ct ñrrh in SE¡l 2 of E@¡le I.
crütuN2q €0422), rcìds (EsD:3052 (lvf+I+

The title compound was prepared from 4-hicycloP.3.1.13,71decan-2-yl-phenol and epieblorohydrin
employing the procedure:9 as set forth in Step 1 of Example 2. Ct9H9402 (284.18), LCMS (ES!):
32627 (1e-1-H-1-CH3CN). '11 NMR (CDCh, 300MHz),  7_27 (d, 211), 6.87 (d, 211), 4.16 (dd, 111),
3.97 (dd, 111), 334 20111), 2.89 (t, 1H), 2.74 (dd, 111), 2.02-2.11 (in, 311), 1.85-1.91 (m, 611),
1.72-139 (t9, 611). Step 2:
5-(9-Tricyclo(33.1.13,7]cleam-2-yl-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine The title compound
was prepared from 2-(4-tricyclo[3.3.1.13,7]dee.9n-2-yi- phe:noxymethyl)-oxirane employing the
procedures as set forth in Step 2 of Example 1. C20H26N202 (3262), LCMS (MD: 327.19 (M14-11).
ziNMR (DMSO-ch, 300MHz), 87.25 (d, 211), 6.87 (d, 214), 5.88 mr., s,211), 4.74 (in, 1H), 3.89405 (m,
314), 3.69 (dd, 1H), 204 (hr., s,311), 1.82s, 611). 1.72 (br., s, 611). Step]:
2-(4-Trieyelo(33.1.13,7]decan-2-yl-phenoxymethyl)-2,3-chlydro-oxazoloP,2- alpyrimidin-7-ome
The title compound was prepared from
5-(4-tricyclot3.3.1.13,7]decan-2-ylphenoxyraethy0-4,5-chaydro-orrazol-2-ylaminz employing the
procedures as set forth in Step 3 of Example 1. 02.3112.6N20.3 (378.98), LCMS (EM): 379.18
(Mt+FI). 5NMR (DMS0-4, 300MET2), 57.76 (d, 111), 727 (d, 214), 6.87 (d, 211), 5.82 (d, 1H), 5.32 (m,
111), 4.39 (1, 114), 4.29 (AB-]n, 211), 4.09 (dcl, 111), 2.04(hr.s, 311), 1.82 (bra 611), 1.72 (bre., 6}4).
Example 50 2-(4-(1-Methyl-I-phen)4-elhyl)-pbentocymelhyl)-2,3-durydru-oxezolo[3,2-a]pyrimidin-7-one
I0   Step 1: 2-(4-(1-MethyI-1-phenyheEhyl)-phervaxymetty1)-oximne 



EE

tnur,n.(ocl¡,¡¡'MII2).6725(dt2]r),6.83(4?JÐ,a.v2(n"llÐ, a,oa(AB-n,2IÐ,3.9

(v br,,2Ð, !92G4.IIù 3.62 (d4 1Ð, 1.70 (+ 2IÐ' 1.34 (s, 6H),0'71 (s' 9Ð.

Step 3: 2(,1-(1,1,33-Teæoahyl-tr¡ty}Èøo¡<ynethyll2,3liltvdpox¡zolot32-

aþyiøidin-?+nc

5 Tbo ttle ìt¡5 Prtpstrd fiom 5{4{,1,3,3-lâ88úyl-btúyl>

plao<¡mahyla,S¿¡b¡t¡o-or¡zol-z-flsnine qloying tho ¡rocedures as søt brlh in Stc¡r 3

of Þ<m¡lc 1.

Cz¡Hz¡l'tzO C35621). LCMS (HtI)r 357.1s 0vf+Ð.
fu Nw.lcoct', 3æMIrz) s72q(d\2tÐ.7.n(urÍ1),6l9 (4 2Jr), 6.10 (4 1H),536 (n'

r0 1H\4-2:24.39 (ø,4Ð 1.70 G. 2IÐ, t34 (+ 6IÐ, 0,70 (s, 9Ð.

kaople 49

2{+Î¡icvclo[3.3.1.13,4dccau-2-yl-phøor¡mctbyl]2jdihydro-omzolo[3 )-r^þytuiÃll-7-

"a-¡--ffi"
15 Stp 1: 2{,1-Trioyrc.loB3.t,13,fldæ2-yl-phcnox¡mc

TLc title oom¡oud s¡as PrßPar€d ñom a+iu¡clo[3.3.1.I3,{derar-2-yl-phmot md

eAioUotoþitrin øplcying Ë.e prcceahrcs 85 sst fGù in Ste¡ I ofÞ<oople 2-

CreIIr.q C284.1 t), LOr'IS @SI): 32627 (Içf+H+ûI¡CN)-

's ru.n (ocl¡, 300r,Ítz), õ 727 (d, rr} 6,E7 (4 2rÐ, 4.16 (d4 tu),1s7 (d4 IÐ, 334

zo (n6 11I),2.s9(t, tH),214(ðð'tt{),2.o2-2-rt (n,3Ð, I'E5-l'91 (q6Ð. t1:2-t-79(ø.-6lr)-

Sc¡ 2: 5{+llicyclo[3,3.1.13,7]dera-2-ylabcuoqøethyl)+,S¡¡Mtooç¡zol-2-vl"'nine

Tle fitle conpouad Els PæPn€d tum ã4-tiryclo[3.3-1-13,4dcca-2-y'-

p¡eno:ryne{hytÞxiraæ eoployirg the gocedr¡¡es a¡ sct forth in Step 2 of Þonplo 1 -

C¿¡I{¡6N¿O¿ (3262), LC:]vIS (ESD: 327. I 9 Of{Ð'
2s \rxr,n puso{6 3ooMlrz), 67.25 (d,1rr¡. 6.t? (¡' 2IÐ, s.EE (h,, + 2ÉÐ, a.7a (n, 1Ð,

3.t94.os (m,3Ð,3.69 (d4 1Ð,204(bt, s,3Ð l'82 (h.. E, 6rù 1.72 (b¡-, q 6H)-

Sla 3: 2{4-Triqrolo[33.1.13,7]dccn-2.1-pbrooxynahy]2'¡dityU¡o-wznlol¡2-

al¡ryrioidir-7-onc

The title compound was prepared from 4-(1-methyi-l-pherryl-etbyD-phenol and epichlorohydrin
employing the procedurm as set forth in Step 1 of Example 2. C1H2002 (268.15), LCMS (ESD:
310.23 (M' +14-1-CF15CN). 15NIviR (CDC13, 3001v111z), 5 7 12-7.28 (n, 711), 6.82 (d, 214), 4;17
(dd, 111), 3.95 (dd, 111), 3.33 (n, IR), 2.88 (t, 111), 2.73 (dd, HA 1.66 0, 610. Step 2:
544--(1-Methyl-l-pbenyi-eilly0-phenoxymettry0-4,54laydro-oxazol-2-ylamine      The title compound
was prepared from 2-(4-(1-methyl-1-phenyl-ettry1)- plaenoxymethyl)-oxirane employing the
procedunas es set forth in Step 2 of Example I. 20Q9112214202 (310.17), LCMS311.14 (MtE11).
NMR (CDC13, 300M11z), a 7.21-724 (m, 411), 7.19 (dd, 311), 6.81 (dd, 211), 4.92 On, 114), 4.0 (v.
br., 211), 4.04 (AB-in, 2H), 3.90 (dd, 111), 339 (dd, 111), 1.66 (s, 6H). Step 3:
2-(4-(1-Ivretby1-1-phenyl-ethyl)-phenoxymethyl)-2,3-thirydro-oxazolo[3,2- a]pyrimidin-7-one      The
tide compound was prepared from 5-(9-(1-metby1-1-phenyl-ethyl)-
phenoxymethyl)-9,5-dihydro-wrazol-2-ylamine employing the procedures as set forth in Step 3 of
Example 1. C2211221i203 (362_16), LCMS (EST): 363.15 (M1-+H).      '14 NUR (CDC.13, 3001MA 8
7.19-725 (m, 81I), 6.78 (d, 211), 6.10 (d, 1I4), 5.26 (in, 111), ' 304.20-438 (in, 411), 1.66 (s, 61:1).  90
Example 51 2-(4-tert-Buty1-2-methyl-phenoicymettry0-2,3-dihydro-oxazoIo[3,2-alpyrimidin-7-one
Step 2-(4-tert-Buty1-2-me1hy1-phenoxymethy1)-oxitune 5The titre compound was prepared from
4-lert-buty1-2-methyi-phenol and epichlorohychin employing the procedures as set .forda in Step 1 of
Example 2. Cia2o02 (220.15), IXIMS (ES1):. 262_23 (M++1FECH3CN). 



89

Thc lille ras ppocd ñom 5{¡LtriqcloB.3.I.13,?ldeca+Zyt-
phcroJçtnsúylþ,5Al¡,rtecazol-Z.ytanine mploying &c pmc¡dues ¡s sd f¡rthin Slep 3

of Þ<ample t.

CesIIãNzO¡ (3?8.48), Le,lS (BSI): 3 79. t t 0,f+Ð.
5 h NMR (DÀ/rSo{6 3ooMrrzÌ õ 7-76 (4 lrr\721(4 2rù 6,E7 (4 2rÐ. s.82 (4 rÐ, s.32

(q 1Ð, 4.39 (1, tH) 4.?s (AB-n,T{),4-w (d4 lÐ, 204(hr * tE),r-tz (b,r+ @, 1.72

(h..E e[Ð,

B.rple50
2{+(l-Mahyl-f-¡úcuy'*lhy}phe,noamelþ1)-2jdih¡ùo-oxazoloBl.+þrrimidin-7oe

Step 1: 2{a{l-Mrhyl-lahenyl-crby}phaor¡máy1þxirme

. TbD titte trts prepårEd ûom ,t-(l-nethy'-t-¡úcayldb¡!-phøol ud
epichloroþfrin mplcyingrüe¡roceduns as st frdh in STÊp I ofExam¡te 2.

Q¿ùtnÙz Q68-tÐ,LcMs (BsI): 310.23 Gvf+H+CH¡CN}
fi hrs,n (c¡ct , 30otffiz\õ?-r21rS (q ?rÐ, 6-82(E2IÐ,4.1t (dllrù 3.9s (a4 rr¡,

3.33 (n, lff) zEE (t,18),2-73 (a4 Iu¡. I.66 (r' 6tI),

Sttp 2: 5{a{l-lvfethyl-1-phmyldry}phcoo@inc
Thc title cm¡ound wãs p¡cpard fro'm 2{+(l-ncthyl-1-phmykthy}

pbcaotryoahyllciranc eo¡loyÍng túe poocdr¡¡es as øñrlh in Step 2 ofBxample 1.

20' Cr¡Hd{zG (310.17), LClrfS (ESI): 311.t4 Gf+IÐ.
h w¡m. (c¡crr, 3 ooMrrz} ô 7 2t-1 2A. (ø, 4H),?. 14 (d4 3Ð, 6,s I (d4 2F), a92 @, tHL
4.0 (v.h.,2II), 4.04 (AB-m,zÐ, 3.90 (d4 tÐ,3-59 (dq lrt), 1.66 (s, 6[Ð.

Stc! 3: 2{4{1-Mstbl-l-¡!eayl+üyI}pfcooryøcrhy}2,3{ih¡rùo-oxazoloB,2-

alpyrinidin-7-onc

2:t Túp tiüe m.mpound wls preparcd tom 5{4{l-nethyIJ-pbeþykthyl}
påøq,$'EothyÐa,5diþdro+xazol-2.ylamine eøployiq lhc trocodu¡e¡ as s€t fo¡tå ¡r SE? 3

of Em¡lc 1,

C¿l{al.I¡O¡ 062 16} LClvlII @SI): 363. 15 (If+Ð.

'H Nrr,ß. (g¡ct, 3froMltz), 67-t+?25 (q 8Ð, 6,zs (4 2rÐ. 6.10 (4 trÐ,5.26 (q lÐ, .

30 42043E (n,4E), 1.66 (s,6E).

'11 NMR (CDC11, 300MHz), 5 7.11-7,18 (in, 2H), 6.74 (d, 111), 4.19 (dd, 111), 3.97 (de], 1H),
335(m,Z89 (t, 1H), 2.77 (dd, 1H), 225 (s, 31), 1.29(s 911). IDStep 2:
5-(4-tert-Buty1-2-methyl-phe:noxymet40-4,5-dihydro-oxazol-2-yiamine      The title compound was
prepared from 2-(4-tert-buty1-2-inethyl-pherioxymetby1)- oxirane employing the procedures as set
forth in Step 2 of Example 1. CisH22N202 (26217). LeMS (EST): 263.14 (?ve+H). H NMI (CDC's,
300MHz), 5 7.16 (s, 1H), 7.13 (d, 1H), 6.73 (dd, 111), 4.91 (in, 111), 4.04 15(AB-in, 211), 3.92 (dd, III),
3,7 (v. br., 211), 3.66 (dd, 111), 2_24 (s, 311), 1.29 (s, 911). Step 3:
2-(4-tert-Butyl-2-methyi-phenoxymethy1)-2,341thydro-oxazolop ,2-alpyrimidin-7-one The title
compound was prepared from 5-(4-tert-buty1-2-methyl-phenoxymethy0-1,5- dihydro-oxazoI-2-ylamine
employing the procedures as set forth in Step 3 of Example 1 CislinN2G3 (314.10, 1.CMS (EST):
315.14 (m++11). 28111 NMI (CDC13, 300MHz), 5 7.24 (d, 111), 7.13-7.19 (in, 2H), 6.71 (d, 110, 6.09
(d, 111), 529 (in, 111), 4A0 (t, 111), 427-435 (in, 211), 421 (dd, 11), 2.05(s, 311). 1.28 (s, 9H),
Example 52 2-(2,4-Di-tert-butyl-phetwxymerhyl)-2,3-dihydro-oxazolot3,2-a]pyrimidin-7-one  25Step 1:
2-(24-Di4ert-butyl-phenoitymethy0-oicirane      The title compound was prepared from
2,4-di-tert-buty1-phenol and epichlorohydria employing the procedures as set ftirth in Step 1 of
Example 2.  91 C17F126Ch (262.19), LCMS (ESE: 304.27 (1r4-4+Cli3C4), EH NMR (C)C13,
300MHz) 8733 (s, 111), 7J6 (cl, 111), 6.76 (d, 114), 4.21(dd, 111), 4.00 (dd, 111), 3.39 (in, 14), 2.91
(t, IH), 2.78 (dd, II1), 1.41 (s, 911), 1.30 (s, 91). Step 2:
5-(2,4-Di-td-butyl-phenoxymerhy1)-4,5-thlydro-oxazoI-2-ylamine 



t0

kam¡lo5t
2(+1e<t-Butyl-2.netþl-plcnox¡'múylp3dihydm+xazoloB,2aþyrioidim-7-olne

Sl¡¡ I r 2{#rert-Btyl-2-muthyl-pbmcyoelhylþxiraac

5 The tiile mryornd rras ¡rqtarcd Êoq +bt-br¡tyl-2-nethyl-phltol snd

qicålorohyùia em¡loyinglbc ptoocórcs as set frrth in Sla 1 ofhamplo 2.

ct&zñz Qzo.lÐ,IÂls (ESII 26223 G'f+Ir+GIrcN).
tn w¡,n (cocl¡,300MIIZ), ö 7.u-7.1E (ø"zrÐ,6xa (4 ur), 4.19 (dd, 1Ð, 3.9? (d4 lÐ,
335 (n, III),289 (t, IIII2.77 (d4 rtÐ,2:¿5 (s,3Ð, 129 (s, 9Ð.

t0 St€p 2: 5(+lctt-Butyl-2.ucthyl-phenorynethyila,5{iþdrooxnzol-z-lrmine

Tte title çzs prslttd too 2{4*atúrryL2arlhyl-¡heoot<¡malyi}

odrae dpltyílg the gocetfurcs as sct forth in Step 2 ofn*¡q'Ie I.

CrsI{¿NzQ C26jl.l4, IæMS (RSf): 263.14 G'f+Ð.
ts xr'n (cucl¡, 3mì4r{z), 6 7.16 (s, ts.),7-13 (4 lÐ 6,73 (d4 tt9, 4.91 (n, llr} 4.04

ts (AB-n,2II),392 (d4 IÐ,3,7 (v. k,2rÐ,3.66(d4 rE\22A(s.3Íl)' 129 (+ 9Ð.

Ste3: 2{+1qt-Bc}'i.-2-Eeûyl-Ph¡doxtmeùy}2'3dihyùD-otaulot3!-aþ¡inidio.Toe

The tille cm¡ornd was prtaotcd ûom 5{a-u-bt¡tyl-2.meùyl+heoryna[yf]4,5-

¿ib¡tocazol-Z.yt¡¡¡uc oo¡lolng the pmocdqes ¡¡ set folh il StcP 3 ofExmple 1.

C¡¡IIzl{zO¡ (31a,16)' LClvffi (EÐ: 315.14 G\f,+Ð,

2t tH ru,n- (cocls, 300MEz), õ 7 vt (d, t71), 7 -13-7 -Í9 (n, 2Ir), 6.71 (4 I Iû 6.09 (4 rÐ,

5 29 (ø, *r), a-ao (\ lIJ), a 27a -t5 (n" zfr} 1 21 (d4 1Ð, 2.05(s, 3II), I'2E G, 9Ð'

Exmple 52

2{2,+Di-ttrt-b¡ryl-pt$stcl'mdhy}4?¿ibø¡o-ox¡zotot¡p-aJpyrinidin-7<ne

25 Step l: 2Q,a-Di+øt-brttyl-phcoorryorthylþxiranc

Tbc tiüe was prEpared fom 4l-¿¡-1o,-¡tn.phcnol and epic'hlmhydrín

øploying tho pocedccs es set frlh in Stp 1 ofE<oo¡lo 2

5The title compound was prepared from 2-(2,4-di-tert-butyl-phenoxymethyl)-ortirane employing the
procedures as set forth in Step 2 of Example I. qui-1224202 (304_22), LCMS (ESE: 305.2 (M++1-1),
111 lits4R (CDCI3, 300MElz), 5 734 (s, 111), 7.17 (dd, 111), 6.77 (n, 111), 4.94 (m, 14), 3.87- 4.15
(m, 311), 3.8 (v, hr., 211), 3.68 (dd, 14), 1.38 (s., 91E. 130 (s, 94). 10Step 3:
2-(2,4-Di-tert-butylphenoxymethyl)-2,3-dihydro-wrazdoP2-a]pyrirsidin-7- one The title compound was
preparDI from 5-(2,4-di-turt-butyl-phenoxymethyl)-4,5- dihydro-oxazol-2-ylaraine employing the
procedures as set forth in Step 3 of Example I. C2/1-12$4203 (356_21), LCMS (BSI): 35739 (M'A-11),
14 NM11 (CDC.13, 30034112), 5 7.34 (d, 111), 722 (d, 111), 7.19 (d, 14), 6.78 (d, 111), 6.10 (d,
1514), 534 (m, I1),4.24-4.47 (m, 44), 130(s, 911), 1-27 (s, 91). Example 53
2-(3,4-Difluoro-phenoxymethy1)-2,3-dihydro-oxazolop,2-a]pyrimidin-7-one  Step 1:
2-(3,4-Difluoro-phenoxymethyl)-osirane 20The title compormd- was prepared from 3,4-difluoro-phenol
and epiclslorohydrin employing the procedures as set for-thin Step I ofExample C91-1472132
(186.04), LCM.S (ESE: 228.09 (M411-1-C113C4). '4 NMR (CDC13, 300MHz), 5 7.15-7.00 (n, Ili),
6.72-6.81 (in, 11), 6.594.67(m, 111). 421 (dd, 111), 3.88 (dd, 11E, 334 (m, 111), 2.92 (t, Ili), 175 (dd,
111). 25Step 2: 5-(3,4-Difluoro-phenoxymethyl)-4,5-dthydro-oxazo1-2-yhatine      The title compound
was prepared from 2-(3,4-difluom-phenoxymethyl)-oxirane employing the procedures as se! forthin
Step 2 of Example 1. CO1024202 (228.07), LCIVIS (ESE: 2293 (M*+11).  



9t

ctflztoz Qt2 -L9), LCifS (8sI): 3 04.2? Gf+H+CHrcN).
r¡rxtYlR.(ocl¡,300MH2), 

ô ?.33 (s, fII), 7.I6 (4 1III6.?6 (4 III),421(d4 1Iù4.00 (.r4

III),3.39 (n, uI),2,91 (t, tIÐ, 2.7t (d4 ltÐ, t,41 (s,9Iù 1.30 (s,9þ,
Step 2 5{2,4Di-hrt-butyl-!brodq.detlyf}4,51ùd¡o-oxazol-2-yl¡"'i""

5 Tle titlc oo4n¡"'d was prqrarett film 2 C,/Hi-rpdàtyl-Þ¡.ddj<'d.E{hylþdr¡pe
cmplcying lhe ¡toccdures ar sct forrh in Sep 2 of Ermplc 1 .

c¡üIzù{:ù (3f}4r2), Lqvls @sI): 305.2 G,f+Ð.
!Htù,ß. ¡ocfr, 3ooMlrz). 6?34 (a,tw),7.17 (d4 t:gi),677 (n, IIÐ, a,% (m, 1Ð, 3.s7-

4.15 (n,3rr),3.8 (v. b¡- 2rù 3.68 (d4 1Ð, i_:s (s, gÐ, 130 (+ 9Ð.
l0 SE¡l 3ì 2{2,+Di-tøt-bt¡d-phoaoxpcthyt}!3diþdreoxazolo[3,2-aþninidir7-onc

ThE lifle com¡rcund ìy-¿s ¡lrepør€d ûoa 5{14¿¡-61-brrylahenoxynahy!a,5-

dihydrooxazal-2-y.laoirc em¡Ioying the poccdqcs ¿¡ sgt frr6. in Srep 3 of Eranple t .

C¡¡II¿Ì.I¡Or (3 5621), IÆItfS (BSI)r 35?-1 9 Gf+Ð,
kru,,n lcoclr, 3ooMrrz), õ ?.34 (q tt{),7.2¿(q 1Ð, ?.r9 (4 tE), 6,?E (q trr), 6.10 (4

t5 1Ð,53a (u" rtÐ,42A4-47 (q4Ð, 130 (s, 9þ, 127 (q 9þ,
&qle53

2-p,a-Diflnoru¡hrooamethyl!2J -di$¡o-oxazolot3Jaþ¡inidin-7<uc

F

Slep 1: 2{3,4.Diûooopbøoxyn

zo The litle coo¡ornd rr'¡s pr€pded froø 3,¡l{if,uoro-phøot ad epicllorohy,ùia

coployirg úe pmceihrq as g, öthin Step f dExamplo 2
caIIlFp¿ (186.9), LGÁS (ESI)r 22S.0t G,f+H+CH3CN).

fi tu,n lcoctu, 30oMHz), õ 7.15-7.00 (m, tH),6-72{'31 (q 1Ð, 6.5$6,67(n, 1}l'),421
(dd, lÐ,3.88 Grá, 1H),334 (n, 11Ð,2.92(\ tÐ, z7s (d4 III).

E Sþ2: 5{3,4-Difluorc-phenorynelþlþJ{iL}&Þoxazol¿-ytmine

T¡e title compormd was pe¡ared &oo Zç,ç¿¡¡-.?høorJ,n€úy'þxüBoo
cmploying 6e pmcedqe¡ as sct ft,rlú, ia Ste¡r 2 of Enanple L

CroIIrüN¡Q (228.04, IÆIvfS (BSD: 229. I G,f+Ð.

92 IHNMR (CDC!), 300MHz), 8 71)7 (q. 1H), 6.75 (m, 113), 6.62 (xn, 1H), 4.89 (m, 111), 4.6 (v. hr.,
213), 4.00 (AB-m, 211), 3.92 (dd, 111), 3.59 (dd, 111). Step 3;
2-(3,4-Diflumm-phenoxymethyl)-2,3-dilryclro-oxazolo[3,2-alpyrimidin-7-one      The title compound was
prepared from 5-(3,4-dilluona-phenoxymettry1)-43-dihydrooxazol-2-ylaraine employing the procedures
as set forth. in Step 3 of Example L C131-116F7H2O3 (280.06), LCMS (EST), 281.09 (14+4-H). 111
NMR(DMSO-as, 300MHz), 8 7.76 (d, 111), 738 (q, 113), 7.13 On, 113), 6.80 (n, IH), 5.82(d, 111), 532
(in, 113), 426-4.44 (In, 311), 4.08 (dd, III). Example 54
ID2-(3,4-Dimethoxy-phenoxymethyl)-2,3-dthydro-oxazolo3,2-a)pyrimidin-7-one OMe    Step 1:
2-(3,4-Dimedraxy-phenoxymethyD-ozirace      The title compound was prepared from
3,4-dimedioxy-phenol and epichlorohyddn employing the procedures as set forth in Step 1 of Example
2. 15Ci1Ht404 (2101)8), Lelia (FM): 211.09 (11C-FH). 111NMR (a/C11, 300MHz), 86.7k (d, 111), 6.58
(s, 1H), 6.41 (d, 113), 4.19 (dd, 111), 3.93 111), 3.86 (s, 3H), 3.83 (s, 31-1), 3.35 (no, 113), 2.91 (t,
HD), 2.75 (dd, 111). Step 2: 5-(3,4--Dimethoxy-pheroxymethyl)-4,5-dihydro-mutzol-2-ylamine
The title compound was prepared from 2-(3,4-dimethory-phenoxymet11y1)-oxinme 20employing the
procedures as set forth in Step 2 of Example 1. C121116N201 (252.11), LCMS (ES), 253.1 (M1-1-11).
111 NMR (CDC12, 300MHz), 8 6.77 (d, 111), 636 (s, 113), 6.40 (d, 113), 4.89 (m, 11), 42 (v. br., 2H),
3.82-4.16 (n, 311), 3.85 (s, 3H), 3.84(s, 311), 3-62 (dd, 111). Step 3:
2-(3,4-Thmethoxy-phenoxymethyl)-2,3-dthydro-mcazoIo[3,2-ajpyrimidM-7-one 



ln

fsx¡,n (oct:, 3ooMIrz) 67.ú7 (qtrÐ.6'7s (n' lrr)' 6-62 (p' IÐ. a.t9 (n' tÐ' 4-6 (v-

br., 2IÐ, 4.00 (AFn, zÐ, 3'92 (.14 1IÐ, 3-59 (d4 lÐ.
SEp 3; 2{3,,1-Difluorcpieuo:r¡mcrhyl)-2¡-dù/ùûorszolo[33-a]ø¡imidi¡7'one

Tlctiüc lt"tPñ¡nrÞalûo'm5{3,#difluocphcaoxyøedry}ajdiryúo-

s orazol-}ylao.iae F''Tt.rj'irig tbc Fooedr¡e¡ ¡s g forthfu Sl€p 3 of Þ<ample f-

C¡¡IIrdÀIzQ @80.06), LOr{S (ESI): 2E1-Ot G'f+IÐ-
tg xl'n(p¡raso¡¡, 300MIIZ), õ 1-76 (d',lrÐ, 738 (ç lrr)' 7,13 (q 1Ð' 6.E0 (n' 1Ð'

5.8i¿(4 tÐ,5J2 (n' tH),4264-14(n'3Ð,4'08 (d4 fIÐ-

Exanple 54

ID 2{3,+Dinetborry-}hfoo¡Vrethy}43{frV&D'o@2olop'2algvrimidin-7<no

Strp 1: 2-(3,+Dinslho¡(y{b$olnedryI}od¡8ue

Tbc C¡rle *as gepared ûo'n 3'adi¡¡thox¡¡Èeool oud episålnrohydrin

cnploying the¡rrÞccdrles as ect ñrth ia Sæp 1 ofBnuple 2-

15 C¡rHr¡O¡ (210.0E) I,CMS (ESI):2t1-fÐ (¡'f+Ð-
ln¡n'n (ocl¡,300MIIZ),6 6.78 (4 Ur),6,58 (s, lIù 6-41 (4 llri!4-19 (d4 tfÐ.'-n

(d4 1Ð,3.86 (s,3II13.83 (r,3tI!3.3s (m, III),2-9f (t lH))'Lzs (d4 1Ð'

strp 2: 5-G,+DiE¡úo¡<y-!hcþ¡¡ç'metylÞ¡":¡il¡yaro<¡<¿zol-2-yl¡mi¡s

T¡c tilb nzs PrcPced ton Z.Q,@
2D cøplaying tho p¡ocethses as gforhin Sltep 2 of ÊtaryIÊ 1-

CrzHrol{zO¡ (¿t2. I l), L6{S¡ (ESD: 253. I (tvf+Ð'
¡HNÀ,fl. (cDcir.3mMIIz), õ6.77 (ô,1Ð,656 (+ lÐ,6-ao (4 lÐ a-es(m' lrl),42 (v'

tu-21{),!-s24.16 (u, 3I4 3.85 (¡' 3tÐ' 3-t4(s' 3Ð,3-62 (d4 1Ð'

Sæp 3: 2{3,+D¡ns6o,xy-pb€ûo)rJo€rhv}2.SlfrId¡o-o:dzoloþ,2'alpvrimidieT-one

2t Tbe tüe oom¡oud wzr pqaen fion 5-(3'aiioerho'q*h¡oo¡rpelhy}4'5-

ttÍby¿rucaæl-Zylsnine employing úe goooúrrs as ¡ct fo¡tb in Scp 3 of B:rmple 1'

ClslIr¡l.I¡O¡ (3Ot 11), LCvII¡ (eSD: 305-15 Gvf+IÐ'
!nm"n¡ovso{6 300MIIZ),67,76 (4 llrl6-86 (4 1Ð' 65t (4 1Ð'6-46(d4 lÐ,5'82

(4 lIT) 5.31 (n, 1IÐ, a39 (t lEI427 (AB-ø' 2Ð,4-f0 (d4 III)' 3'?3 (s' 3IÐ' 3'69 (+ 3Ð'

25The title compound wa.s prepared from 5 -(3,4-dimethoxy-phenoxymethyl)-43-
dThydro-oxazol-2-yiamine employing the procedures as set forth in Step 3 of Example 1.
C1513:61.1203 (304.11), LCMS (ESD: 305.15 (Mt+H). IHNMR (13100-ds, 300MHz), 87.76 (d, 111),
6.86 (d, 111), 6.58 (d, 111), 6.46 (dd, 111), 5.82 (d, 1H), 5.31 (m, 1H), 4.39 (t, 111), 427 (AB-m, all),
4.10 (dd, 113), 3.73 (s, 311), 3.69 (s, 3H).  93 Example 55
2-(4-Triflorpromethoxy-phenoxymethyl)-2,3-dilmiro-oxazoIof3,2-ajpyrimidin-7-one  Step I:
2-(4-Triaucrrometboxy-phenoxymetty1)-oximne 5The title compound was prepared from
4-tdfloommethoxy-phenol aid epichlorohydrin employing the procedures as set forth in Step 1 of
Example 2, C10119F303 (234.05), LCMS (MI): 276.1 (M++H+CH3CN). 11-1 NMEt (C:DCI3,
300MHz), 8 7.15 (d, 210, 6.91 (d, 21I), 4_23 (dd, 111), 3.94 (dd, 111), 3.35 (n, Ill), 2.92 (1, 11), 2.76
(dd, ID Step 2: 5-(4-Tifflumomethoxy-phenoxymeth)04,5-dihydro-oxazoI-2-ylamine      The title
compound was prepared from 244-tali' uoromethoxy-phenozymethyl)-oximne employing the
procedures es set forth in Step 2 of Example I, C11El11E3N20] (276.07), LCMS (PSI): 277.1
(M14-1-1).           111 NAIR (COOL 3001rAilz), 7.15 (4, 2H). 6.91 (8, 211), 4.91 (m, 111), 42 (vbz.,
211), 4.05 IS(AB-m, 214), 3.94 (dd, 1I-1), 3.61 (dd, 113). Step 3:
2-(4-Trinuctrumetboxy-phenoxymethyl)-Z3-dihydro-oxazolop,2-abyrimidth-7-one The title compound
was prepared from 5-(4-trifluonomethoxy-plenoxymettyl)-4,5- thlydna-oxazo1-2-yhanine employing the
procedures as set forth in Step 3 of Example L CranF3N204 (328.07), LCMS (ESI): 329.1 (341+R).
201H NMR (DM8046, 300MHz), 8 7.76 (d, 1H), 7.32 (d, 211), 7.05 (d, 2H), 5.82 (8, 111), 5.34 



It

E(tuple55
2-(+Tdfl@{ih¡¡drco<azolotrl-el¡yrimidi*7_onc

'ËÌi-*G*',
Ste¡ I: 2-(a-Tri[@irouc

5 The tide com¡oud wrs ¡'qrqed tom ¡r-ti.flooronctho:ry-¡tcool aad epichlomhyùir
trqllloying tho Foceducs os *t firrh in St4 t of Emple2.
Cr oIIrF3q CÆ4.0Ð, I¡MS (Ftu): 276.1 G,f+H+CIIsGI).
rHNr"ß.1cDcrr,3ogÀrtrrz), 

s 7.rs (4 2IÐ,6.91 (42Ã),423(d4 tHI3.94 (d4 rrù 3.3j
@, rw 2.e2 (E rrÐ 276 (d4 trÐ.

I0 Stcp 2: 5{4Ttifluomncfhoxyahenox¡,nøtLl)a,5{iMp<xazol_2_l¡ui¡e

The titlc cøpormd was paared Êø, 2{+triûuomnøuory-¡høørymaþrþxiøe
cqloying tha ¡uoc€dlles os set frdh in Step 2 of Exomple 1.

C¡ ¡Hr ¡FNzO¡ C276.0Ð, IÆÀíS (EÐ t 2n I (Nf +t¡-
'nru,n (cDcl¡, 3oovírrz),6 ?.1j (4 2Ð. 6-s1 (ü2lrr).a-91(a tr\,a2(v.br.,2H),4,05

15 (AB-q2Ð,3J+ (d4 lIÐ,3.61 (d4 ¡rÐ,

Stcp 3: 2{,1-Triûuonnøbo¡<y-ph'¡,xrsüyl}Z3dibyareorazoloBp<lpyrioiitia_7_one

The tidc oo4nmd wls ¡mparEd Ê!d 5{4_tiÂuûomdorry_lhfroxynefbyl)4J_
¿ny¡oq¡zot-Z-ytqÌoc --l'loy¡g tho eocedqcs as eet frrtL in SÈp 3 ofEom¡le l,
C¡¡II¡ rFNzOr (32t.0Ð, Lal,f S (Esr); 329.1 (},f+Ð.

20 lHrum. @vso¡o 3mÀ4rz), 67-?6(d, tm),?.32(d\zl),7-o5 (q7rr),5-82(4 tlr), 5.34
(n, lI!, a29a,4s (n, 3þ, a,lt(dd, 1I!.

Erøoplo 56

2{+M@dihyùaorazoloB2<lpJrimidin_7+ne

25 Sþ1: 2{+Methaaemlfonyl-¡bøoxynaþlþxirane

Ttc tirte mpouud rws ¡reparcd fom 4motbaarrurbryl-phraol md. epicùroaþdria
ern¡lnÈS rhe ¡rocêdqts as eet frrfh il SÞ¡ 1 of Bxamgle 2.

crüuOr S (2ã.fa), lÆhÁs @sr): 2zo, 1 (rtr+H+qtcN).

On, 111), 429-4.45 (in, 3H), 4.11(dd, IN). Example 56
2-(4-Methanesulfonyl-phernoxymethyl)-2,3-Mlydro-oxazolo[3,2-abyrimidin-7-one SO2CH3 N. NJ
25Step 1: 2-(4-hfethanesu1fonyl-phenoxymethyl)-oxirane      The title compound was prepared from
4-meLbancsulfonyl-phenoI and epictdorohydrin employing the procechaes as set forth in Step 1 of
Example 2. CIPH1204 S (228.04), LCMS (MD: 270.1 (M4H+CH3CN).  94 LH NMR (CDC13"
300MHz), 67 87 (d, 211), 7.05 (d, 211), 436 (dd, 111), 4.00 (drl, 1H), 338 (ro, 111). 3.03 (s, 3H), 194
(t, 111), 2.78 (dd, IH). Slop 5-(4-Mettanasulfonyl-phenoxyraethyl)-4,5-chlydro-corazol-2-ylamine
The tide compound was prepared from 2-(4-methanea-ulfanyl-phenoxymetby1)-rodrane 5employing
the procedures as set forth in Step 2 of Example 1. CIIII14N204S (270_061 LCMS (BSI): 271.1
(M++11). 'H NMR (CDCIJ, 300MI-14, 8 7.89 (d, 211), 7.05 (d, 211), 4.97 (in, IH), 4.14 (AB-m, 211).
3.97 (dd, 11-1), 3.65 (dd, 1H), 3.05 0, 3E-0, 1.7 (v. br., 2H). Step 3:
2-(4-MethanesuIfonyl-phenoxymethyl)-2,3-dthydru-oxazolo[3,2-alpyrimidin-7-one 10The title
compound was prepared from 5-(4-metbaumulfonyl-phenoxymethyl)4,5- chlydm-oxasol-2-ylamine
employing the pnoceclures as set forth in Slop 3 of Example 1. C141114N205S (322.06), LCMS
(EST): 323.11 (M++H). '1-1NMR (DMSO-ds, 300MHz), 5 7.86 (d, 211), 737 (d, 111). 7.18 (d, 211),
5.83 (d, 1H), 536 (n, III), 433-4.54 (m, 311), 4.11 (dd, 111), 3.16(s 311). 15Example 57 
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tHNr,ß.1cDc6 3ooMrlz), õ ?.s? (q 2rÐ, 7.o5 (ò,2r\.436 (d4 1Ð,4.00 (d4 tÐ,33I
(n, 1Ð,3.û3(8,3Ð,294(t, 1ÍÐ,218 (d4 IÐ.
Slcp 2r 5{+fvfeõ¡¡esulfo¡yl-¡hoo¡rynetbyl)45{ihyù+orazol-2-ylaíne

The fide com¡n'-.I *as pepaed fo'm 2{+melbaenlfonyl-phcaox¡nrúylþxiraac

s qloying the¡rocodures as set forlh in Stc.p 2 ofEmplo 1.

C¡¡IIrN¡O¡S @70-06), LC:Ir,fS (BÐ: 271,1 (Ivf+Ð.
¡HNl'ß. (cDcL, 3mMHz), ô 7.E9 (4 2rrt T-os (d,?x).4.97 (n, tÐ. 4.14 (AB-q 2Ð,

3.97 <ü, tÐ 3,65 (d4 lI4 3.05 (s,3H)' 1.7 (v.tr.,2II).

StaE 3: ,t{4 Mdhrn.s'ilfrnyl-lheoo¡ryEc@}2¡d¡byd¡qooz¡lof¡'2-aþyrinidin-7-one

lo Tlo litlc compormd wEs pr4nEd fiom 5{tl-mcóarsulfouyl¡hcao:<ymethylþ,5-

dihydraoxazn l-2-ylmine eoployíng the poceducs ¡s sct forlh itr Stcp 3 of Bxamplc 1,

Cr¡IIrN:O¡S (322,06), L6,fS GSD: 323.1 I 6.f+Ð.
rH Nr"m. pMsoi6,3ooMIIz), õ ?.t6 (4 zÐ, 7-?7 (d,.tH), ?.1s (4 2rÐ, 5,83 (4 lI{), 536

(o, IH),433-4,54 (p,3Ð,4.11 (d4 lÐ,3.16(s, 3Ð.

15 Btm¡1e57

2{3-Triflucunethoxy-phøox¡rocthyt}23{tyftooløzolo[3,2-alpy¡imidi¡.7-one

"lv_-*q
Step 1: 2{3-TrifluotuEfho¡Ry-phøoIçD€ttylþxira¡o

The title ooopouad wos pcpared ûom 3 -trifiuorudhoxy-phmol ed 4ichlûohyùil
2ß cm¡loying thc ¡roccúæs as set fortü in $tep I dË4le 2.

Cr oII¡F¡O¡ (23 {.0Ð, IÃ{S (F,Sf): 276. t (À,Í*+HICItGI).
tsxMa.(coch,30oMH2), õ727-7-13 (n, tII),6,77,6,S9 (ú,3H),425 (d4 1IÐ,3.94 (d4

LÐ,3J5 (n, IIÐ,232 (t,1IÐ2.76 (d4 1Ð,

Sbp 2: 5{3-Trifluotmcrhoxy-¡traorryusþlþ,sliþdrc-oxazol-2-lrmine

zt Thc titlo mnrpo ¡ vzs pepared fr'm 2-(3-üifluotoncthoxy-pbroc4n

eo¡loyilg rhe ¡rocedwes as set frrth in Step 2 ol[P*' m¡IF I .

C¡ üIr ¡I¡NzO¡ (276,07)' LCxr'f S (ESI): 27. I (¡,f+Ð.
rHr,¡À,R(c¡ctr,300MIIZ),672s(\ lIrI 6.26,90 (ø,3tt\+.n (n, 1þ,a.s(v.hr.2rÐ,

a,06 (A+n,21f),3.94 (dd, 1Ð,3.61(d4 1Ð.

30 Srp3: 2{3-Triffrrorøerthoxy-¡henoxpcthyl}ZJ¿M¡o-onzolo[3]-a]pyrinidin-7oe

2-(3-Trilluoromethoxy-phenoxymelhyl)-2,3-thlydro-oxasolo[3,2-ajpyrimidin.7.-one  Step 1:
2-(3-Trifluommethoxy-phenoxymethyl)-oximne           The title compound was prepared from 3
-trifluaromethoxy-phenol and epichlorohydrin 20employing the procedums es set forth in Step 1 of
Example 2. C10119F30) (234.05), LCMS (FSI): 276.1 (r4-H+CH3C14). 'HNMR(CDCla, 300ME1s), 5
727-7.33 (m, 111), 6.77-6.89 (m, 313), 4-25 (dd, 111), 3.94 (dd, IH), 335 (ro, 111), 2.92 (t, 1H) 2.76
(dd, 111). Step 2: 5-(3-Trifluoromethoxy-phenoxymethyl)-4,5-dihydro-rocazol-2-yiamine 25The tide
compound was prepared from 2-(3-trifluoromethoxy-phencocymethy0-oxirane employing the
procedures as set forth in Step 2 of Example 1. Cjall xEsN203 (276.07), LC:MS (EP: 2'77.1 (M++H).
'H &MR (CDCI3, 300M112), 6 729 (t, 111), 6.77-6.90 (cn, 35), 4.92 (m, 111), 4.5 (v.br., 211), 4.06
(AB-m, 211), 3.94 (dd, 1H), 3.61(dd, 110. 30Step 3:
2-(3-Trifthommethoxy-phenoxymethyl)-2,3-dihydro-oxasolo[3,2-a]pyrimidin-7-one  95 The tine
compound was prepared from 5-(3-trilluommethexy-pheaoxymethy1)-4,5- dihydro-oxaval-2-ylamine
eanploying the procedures as set forth in Step 3 of Example 1. C141103N204 (328.07), LCMS (ESI):
329.08 (M++11).         111 NMR (DMS0-136, 300MHz), 37.76 (d, /H), 7.44(t, 111), 6.95-7.05 (m, 31),
5.83 (d, 111), 55.34 (m, 111), 4_324.46 (n, 3H), 4.11 (dd, 1 II). Example 58
2-(111-Indo1-5-yloxymethyl)-2,3ardro-oxazoIo[3,2-alpyrimidin-7-oue   



95

Tte title was pepøeit ton t(3-tifluommeúory-phøo<¡máyfla,5-
diþdruoxazol-2-ylmine eryloying tåc procedures as set ñrü iD $Ep 3 of&mplo 1.

CrrIürF¡NzOr C32t 0Ð, LG,fS (ESD; 3æ.{E Grf+Ð.
In Ntw. ¡ousooc 3 ooMlrz), ö 7 -? 6 <4 tt{), 7.4 (E trr), 6.95-?.05 (n, 3Ð, 5.83 (4 tÐ,

5 534(n,11Ð,4i24-16(F,3Ð,4.11 (dù I Ð.
Ë\¡,"de 5t

2{lH-Indol-s-ylo><yoeúyt}t3lih¡¡dro<rzolo [3]-aþnímidin-?-oe

SCp l: sÐxinrylmctüoarlH-indole

l0 The litlc co4ound v¡as FrrgpsrEd Êon s-hydroxyindole and e,¡icülooþdrin

co¡Ioying lhe proco&rcs as sd forth ia St¡p I offuple 2.

CilHuNOr (It9.07), LGíS @S|; 190,I @tr+t¡.

'sru,n (cDCl- 300Mrrz), ð r.10 (br. + lÐ,7.1G731(m, 3Ð, 6.90 (d4 1Ð,6.4s G, ttÐ,
4.24(dð,lII),4,03 (dd, 1Ð,3.39 (rn, 1H),2-9r (t, ltÐ, z7E (d4 lÐ.

15 Stcp 2: 5{lH-Indol-$oxyr¡cthyl}4jdfryùo-axazol-2-ylaminc

Tte title wEt !¡Epsrcd from 5-<rxiraylmóory-IH-i¡dols cqloyi¡g tù€

goccducs ae rct folh in Stu¡ 2 of &<am¡Ic 1 .

cuErù{:oz c23 1.1), LCTVTS GSD : 232 1 Gf+Ð.
h¡nn (cncrr, 300Mrrz), ö 9.4 (v..r,r., lH)r 7.3t (4 üÐ,72O (4 tÐ, ?.r0 (4 1Ð, 6.84

20 (d4 1IÐ, 6-42 <41H),4,9s (o, 1þ, 4-6 (v--br.,2lÐ, 4,09 (t4a-o, 2IÐ, 3-n @ù 1Ð, 3.62

(d41Ð.

Sep 3; z{1H-Indol-5-ylorymøþ}2ftilrydtuorozoloBl.alpyrinidin-?-one

The titlo coqþlmd rvzs gepared ûoo 5{lH-indol-5-ylorq¿mrrhyl)4,5{úyd¡o-

oxazol-2-ylamine ÊEdoyirg lhr ¡rocêdues as st frrtì iu Strp 3 ofk¡ml e l.
E CrsIIrN¡O: (283,09I1ÆMS (EÐ:2t4.09 Gvf+Ð.

tn xm. @vso¡" 300MIIZ), 6 1096 (s, 1IÐ, 7.?? (4 1E),7 2+7 -32(n, 2IÐ, 7.08 (4 1Ð,

6.?1 (d4 1IÐ, 6.34 (s, tr!, s,E2 (4 rÐ, 534 (n, lr!, ai$ (r, lÐ,4,30 (A]n,2rù 4.14

(d41Ð.

Þ<am¡lc 59

30 2{l-hopopyl-3-oothyl-phcaoq/msthy')-lrdihydm-o<ezolot3,2.elp¡nimid¡r7<ne

Step 1: 5-oxiranylmethoxy-1H-indole 10The title aaropotmd was prepared from 5-hydrozyindole and
epichiorohydrin employing the procedures as set forth in Step 1 of Example 2. Cr iiinNO2 (189.07),
LCMS (ESI): 190.1 avit41-0.    NMR (C111C13, 300MElz), 8 8.10 (br. s, 1/1), 7.10-731(m, 311), 6.90
(dd, 1H), 6.48 (s, 1H), 4.24 (dd, 111), 4.03 (dd, 111), 3.39 (in, 111), 2.91 (t, 111), 2.78 (dd, 111).
15Step 2: 5(H-Indo1-5-yioxymethyl)-4,5-dilrydro-oxazol-2-ylamine       The title compound was
prepared from 5-oxiranylmethwcy-IH-indo1e employing the procedures as set forth in Step 2 of
Example I. C121113N302 (231.1), LCMS (ER: 232.1 (MH).    NMR (CDC% 300MHz), 39.4 (v..br.,
1H), 7.31 (d, 111), 7_20 (d, 111), 7.10 (d, 111), 6.84 20(dd, 111). 6.42 (d, 1/1), 4.95 (m, 1H), 4.6
(v..br., 2H), 4.09 (AB-m, 211), 3.92 (dd. 1H), 3.62 11-1)- Step 3:
2-(1H-Indo1-5-yloxymethyl)-2,3-thlydro-oxazolo[3,2-abytimidin-7-one      The title compound was
prepared from 5-(1H-indo1-5-yloxymerhyl)4,5-driychooxszol-2-ylamine employing the procedures as
set forth in Step 3 of Example 1. 25 CHHBN303 (283.09), ',CMS (HSI): 284.09 (Nr-41).   NMR
(DMSO-ds, 300MHz), 8 10.96 (s, 1H), 7.77 (d, 111), 724-7.32 (m, 2H), 7.08 (d, 1H), 6.71 (dd, 111),
6.34 (s, 111), 5.82 (d, IH), 5.34 (in, 111), 4.40 (1, 113), 4.30 (AB-m, 211), 4.14 (dcl, 111). Example 59
302-(4-1sopropyi-3-methyl-phenoxymethyl)-2,3-clihydro-corazoloP,2-a]pyrimidin-7-one  96  Step 1:
2-(4-Isopropyi-3-methyl-phenoxymethyl)-oxirane       The title compound was prepared from
4-isopropy1-3-melhyl-phenol and epichlorohydrin employing the procedures as set forth in Step 1 of
Example 2. 



Sup 1: 2-(+Isop¡opylJ-ncthylahmor¡ø*hylþxiræe

The tirle cqtoth.l w¡s p(qr¡¡cd fieq ¡Lis<rlroPyl-3-me{hyl-phøol od

cpicåIotoþdrin ca¡loybg 6e pocedues zs sd ñíh in Step I ofBræplo 2.

s CuHr¡oI(æ6,13),L.CùTSGSI):248.19GYf+H+CH3C{).
tn tu,n lcocts 300MIIZ), ô 7.14 (4 1lÐ, 6.74 (d, úr} 6:T2 (É, 1þ, a.l6 (dd, IÐ. 3J6

(dd, lIù 3.33 (n, 1IÐ. 3.07 (n, 1IÐ,2,E9 (\1llJ,2-74(ddr lÐ,231 (q 3Ð, 1.19 (4 6 Ð.
Step 2: 5{+IsoprnpylJ-núyl-pbruor¡ødylþJ¡ü¡to<x¡zol-Zytani¡c

Tbc titlo coE{rcr'.l was pIqpdûd from {+iro¡ropyl-3-ncttflatenoaæelþ}
l0 oxirane .'ryrlofng thc goccúrcs as sct fo¡ö ir SEp 2 ofE:<mple l.

ctdl2Nzq G48.15), LG'rs @sI): 249-14(Nf+H\

'H Nt'R (cDcla, 300MIrz), ô 7.14 (4 trÐ.6-74 (ú Lt+ 6i2 (s, lIù 4.90 (n, 1Ð, 4.01

(An-n,2þ,a.0 0.b'.,2E), Tn@à,1Ð,3,60 (d4 1Ð,3.Ø (ç lþ,230 (s' 3Ð, l.9o(4

6IÐ.

15 SÞp3: 2{+Isn'pro'pyl-3-mothyl4bøognetþ}2Jdhydm-oozolo[32.4]p¡¡¡imidi¡-7-o¡p

libc tillo oo4oud was prcpared fiom 5{,1-isogopyl-3-ncthyl-¡he¡ownefh/}a'5-

dihyclreoruol-z-lmine employing tbc proccdr¡cs ss s€t forrht¡ Sep 3 otrErople 1.

CrzIIz¡l.IzO¡ (3 fi 1.1 5), LOvfS @SI): 30 t, 13 Gvf+Ð.
rH rü,ß. (cl)cb, 300Mrrz} õ ?21 (4 1Ð. ?.15 (q 1Ð, 6.63{,z2 (q zlr), 6.10 (4 1Ð,

20 s2s (n" tIJ), 42o¡j8 þ, aÐ, 3.07 (m, 1Ð, 230 (s, 3Ð, 1,i9 (4 6IÐ.

Exo4plc 60

2€.+Dichlorlheao¡<ya¡{hyl}23¿iMrc-o:ozotot¡2.alpy¡imidia-7<¡o

Step 1; 2{3,+Dichloro-phøor<¡rmeúy)oxirauc

25 Ttc title compound rms gcparrd fiom 3,4dichla¡o¡¡h¡nol ald epichlorcþein

øployiag rhe¡aocod¡¡¡ts ¡s sct forthin StEp 1 ofham¡lo 2.

CrftClzo, C21?,99) LCMS @SI): %0.07 G,f+H+€I{rq{)'

5Einto2 (206.13), LOVES (EST): 248.19 (M++H+CF13CN). 'H ISMIR (CDC13, 300MHz), 6 7.14 (d,
111), 6.74 (d, 114), 6.72 (s, 111), 4.16 (dd, 1H), 336 (dd, 111), 3.33 (in, 1H), 3.07(m. 111), 2.89 (t,
111), 2.74 (dd, 1H), 231 (s, 3H), 1.19 (d, 6 H). Step 2:
5-(4-Isopropyl-3-metlayl-phertoxymethyl)-1,5-dthydro-oxazol-2-ylamine The title compoimd 'was
prepared from 2-(4isopropyl-3-mettyl-phenoxymethyl)- 1 aasinine employing the procedures as set
forth in Step 2 of Example 1. CHH20N202 (248.15), LCMS (EST): 249.14 (14,1414). '14 NMR (CDCb,
300MHz), 6 7.14 (d, 111), 6.74 (d, 114), 6.72 (s, 1H), 4.99 (m, 111), 4.01 (AH-m, 2.11), 4.0 (v. br.,
2F1), 3.92 (dd, 1H), 3.60 (dd, 111), 3.07 (q, 114), 2_30 (s, 3H), 1.90(d, 611). 15S tep 3:
2-(4-Isopropy1-3-methyl-phenoxymethyl)-2,3-dihydro-mcazoIoP,2-a]pyrimidin-7-one The title
compound was prepared from 5-(4-isopropy1-3-meth,y1-pheonsymetbri)-4,5-
dihydro-oxszol-2-yiamine employing the procedures as set forth in Step 3 of Example 1. C17%1)1%03
(300.15), LavIS (BSI): 301.13 (1(+14).               JH NMR (CDCb, 300Mliz), S 7_73 (d, 1E1), 7.15 (d,
1H), 6.63-6.72 (m, 211), 6.10 (d, HI), 205.25(m, 1H), 4.20-438 (m, 411), 3.07 (m, 114), 230 (s, 3H),
1.19(d, 611). Example 60 2- (3,4-Dichlom-phenoxyznethyl)-2,3-dihydro-oxazoloParalpyrimidin-7-one
Step 1: 2-(34-Diehloro-pbenoxymethyl)-mdrane 25The title compound was prepared from
3,4-rlichloro-phenol and epichlorobythin employing the procedures as set forth in Step 1 of Example 2.
Casel.202 (217.99), 1,CMS (BSI): 260.07 (Nr+H-FCH,3C19,  97 



,t

h Nl,n. (cDcL, 300MHz), õ ?s2 (d, r:g),7.v1(8, l¡r), 6.29 (4 rÐ, 4.z] (d4 tÐ, 3.89

(d4 1Ð, 3,33 (ú, 1II), zyz (L 1H), 2.? 5 Gd, llÐ-
Step 2: 5{3,+Dicåloo.ph6orqÆsrbyI}4,5dihgdm+xazo!2-ylominc

The title com¡ound vras gçard &om 2{3,4dic,hloro-¡rbenox¡m.ethyI)-oxirane

5 -'"Ft.l¡ìg ihe ¡rocedues as set forth in Step 2 ofExao¡lc 1.

CroIIroCINzQ (260.01), LCMS (BI¡I): 261.01 (I\,f++Ð.

Stp 3: 2{3,+Diúloro-pbøoxynefo}2,3lihydroocazolot32*]f¡¡¡imidin-?-one

Ihotille wsspçfed.Eon5{3,4-,¡i¡hloro-t'"".xrr'""+ty¡)+Jdibtúo-
oxazol-2-ylaoiac s'r,T'l.f"g Ée prcæd¡¡e¡ as *t.bth iq SEp 3 ofÞøúple l.

10 C¡fl¡oClNzQ (31201), tfÏ\ds (ESD:3t3 Qtr+IÐ.
hru,n-(c¡clr, 3ooMrlz), ô 7-i6<qlm),2.2] (4 1Ð,2.00 (4 trÐ,6.?s (d4 1rÐ, 6.u (d,

1II),528 (o, 1H),410-4.43 (n, aIÐ.

&<omlle 6I
Z(+(t-fnø/-eúy'lpbøoxymahy)2,r-dihydto+nmtoB,2-aþninidia-7ore

Stc¡ 1: 2{a{f -Phenfttþ}¡høorymøhylþxirne
Thc tillo co4lomd ms prqared ftm. a{t.pherykrhyl)-¡hæol md epichlorohydrin

qlcyirg thc procedr¡s as sst fttt in Sfep 1 ofExanple Z,

QzHr¡Oz (¿54,13), Lr6rfü (ESI): 296,16 (Þf+If}CH3O\¡).

20 hxlYfr.(cDclr,3ooMrrz), õ7-tr:7.1.s(ø,7F.),6.85(L2rÐ,4.w4.2t (o,zÐ.3.9a (d4

1Ð,333 (n, lþ, z.Ee (l lÐ,2.74 (d4 1IÐ, 1.61 (4 3Ð.
Step 2: 5{+(1-Phcoyt<thyl}phøor¡mcó¡,{}+,S¿õdroox¡zol-2-ylamine

The litle conpornd ww ¡r4ared ftom Z{¿{t-¡bcnykr¡yl)
eryIo¡ring the ¡roccdues as se{fortú. il.strp 2 ofExaryle 1.

E CdI2oN2qe96.l5),LCMII(ESI):æ7.43 0'f+Ð.
Step 3: 2{+{1.-Pbcqykthyl}phcno:ryoelhy}43d¡hyùÞoßzDlo[3]-e]p¡inidin-?+ne

Tïc title was ¡repaed ftom 5{a{t-pheayldyf}phenm¡moüyl)4,5-

dih¡dro-oxozol-2-1"-i'ç e,¡I¡loyíng fhe¡mcedures as sct forú in Step 3 ofçr¡rnlrle ¡,
Cu¡IIæl{zO¡ (3,1t.15), L6á.S (ESI): 349.14 (l,f+Ð.

l5

NMR (CDC13, 300MHz), a 732 (d, 111), 7.03 (s, 1E1), 6.79 (d, 111), 423 (dd, 111), 3.89 (dd, 111),
3.33 (in, la), 292 (t, 111), 2.75 (dd, Step 2:
5-(3,4-Dichloro-phenoxymethyl)-4,5-dihydm-oxazo1-2-yiamine          The title compound was prepared
trona 2-(3,4-dichloiu-phenoxymethyl}.oxirane 5employing the procedures as set forth in Step 2 of
Example 1. CicanCl2N202 (260.01), LCMS (BSI): 261.01 (M6+1-1). Step 3:
2-(3,4-Dieh1oro-phenoxymethyl)-2,3-d1ftydro-oxazo1o[3,2-ajpyrimidin-7-one      The title compound
was prepared from 5-(3,4-dichlora-phenoxymetityl)-4,5-dih3drocotazol-2-ylamine employing the
procedures as set forth in Step 3 of Example 1. 10Ci3FINC12N203 (312-01), LCMS (ES!): 313
(M*-111).   NMR (CDC13, 300MElz), a 7.36 (cl, 111), 723 (d, 111), 7.00 (d, 111), 6.75 (dd, 111), 6.11
(d, 111), 528 (at, 111), 420-4.43 (n, 4H). Example 61
2.-(4-(1-Phertyl-ethyl)-pbenoxymethyl)-2,3-dthydro-oxazoloP,2-abyrimidin-7-one 15   Step 1:
2-(4-(1-Phenyhethyl)-phenoxymothyl)-oxirane      The title compound was prepared from
4-(L-phenyl-ethyl)-phenol and epichiorohydrin employing the procedures as set forth in Step 1 of
Example 2. C371-1102 (254.13), WIVE (ESD: 296.16 (M++H+C.113CN). 20NMR (CDC13, 300MHz),
a 7.07-7.35 (m, 711), 6.85 (d, 2H), 4.04-4.21 (m, 211), 3.94 (dd, 111), 333 (n, IR), 2.89 (t, 111), 2.74
(dd, 111), 1.61 (d, 3H). Step 2: 5-(4-(1-Pheayi-ethyl)-phenoxymetty1)-4,5-atydro-orazol-2-ylamine
The title compound was prepared from 2-(4-(1-phenylethyl)-phenoxymethyl)-oxinme employing the
procedures as set forth in Step 2 of Example 1. 
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tH Nt"ß. (cDcl¡, 300MIIz), s 7-12-731 (m, sfr), 6.æ (d, 2EI 6.09 (4 lÐ, 525 (o, IÐ,
4.I943E<D,4H),4,I I (q, lÐ, 1.61 (4 3Ð.

. Þ<rylo 62

2-(,f-Indan-1-yt-pbaox¡ancthylz'3 d¡hyd¡qox¡æIo[3'2-a[¡ninidir?-one

Skp l: 2{'l-Inda-1-yl-phømymdåy}oxirøe

The title col4ortd w¡s PftPa¡!.1 ûoo +irdan-I-ylAhøot and éI''"I'Iüolyddtr

øploying thc poceù¡¡cs ¿¡ sot forfh in Step I ofEnm¡le 2.

Ctú¡utùz Q66-11), LCMS (ESD: 308.16 (tvf+H+CI{¡CN).

r0 \t m,n (cDcb, 3ooMIIz),õ?23-7-zo (q 1E), 7.oç7.2r (q aÐ, d.93 (q 1Ð,6.s6 (4

2tt),42t (q I Ð, 4.19 (d4 1Ð, 3.96 (d4 lIÐ, 3,34 (n, lÐ, 2,8G3.06 (n, 3Ð, 2.76 (d4

r ;"_2.49-2.6r (o, 1IÐ, lJ3-2.09(p, tÐ.
Step 2: S(+Indm-1-yl-phmoxynrùy[)4,5dihyd¡o<røzoL2-flsoi!Þ

The tiûE conpomd çzs !æ.?srcd Âom ?{#i¡.1"-l$.phcnox¡mefhy)-oxirme

15 eryloyi¡S fu proocòñs as sot fo¡tÞ. i¡ SEp 2 ofExmplc 1.

C¡gHzNzO¡ (3 0E.1 Ð IÆMS (ESÐ: 309.45 G'f+Ð.
Stop 3: 2.(4hda+l-yl-Fh@@qrmc'tb,tl|3{ihydrooxozolo[3,2.e]pyrinidìr-7-ooe

Tbciitlc, w¡srqfdfr@5{+iDds¡l-yt-phenoaøøhyl}aJ{ib^ùo-
oxazol-2-ylami n¡ employing úc proocdrcs as sct frrrh in SÞp 3 of Exmple 1 .

2D CzIIæl{zO¡ (360,IÐ,IÆMS (89,t):361.t5 G'f+Ð.

'Hr.nß-(oclr, 3ooMIIz), õ7-29 (4?rr),72A (d,TÐ,l.tt (4 2Ir), 6.91 (4 1Ð, 6.82 (4

2Ð, 6.09 (4 1þ, s2t (n, 1Ð, 4 224-4t(n' 5I Ð, 298(n, 2If), 2.55 (m, lIù1.99 (n, 1Ð.

Þ<ooplc 63

ãIndæs-yloqoetåylþdihyúo-oøzolDt3,2-aþ¡inídin-7<no

SE¡r 1: 2-@dan-5-y'-cynúylloxiræc

25Cual2oN202 (296.15), LCMS (EST): 297.43 (Mfr-EH). Step 3:
2-(4-(1-fheny1-cthy1)-phe:noxymethy1)-23-dihydm-oxazolo[3,2-ajpyrimidin-7-one       The title
compound was prepared from 5-(4-(1-phenyl-ethyp-phenoxymethyl)-4,5- dtlydro-oxezol-2-ylamine
employing the procedures as set forth in Step 3 of Example 1. CnH2014-203 (348.15), LCMS (HSI):
349.14  313 NME. (CDCb, 300MHz), S 7.12-731 (m, 811), 6.79 (d, 211), 6.09 (d, 1H), 525 (m,
4.19438 On, 4I-D, 4.11 14111), 1.61 (cl, 3H). Example 62
2-(4-Indan-1-yl-phenoxymelhyl)-2,3-dthydro-oxazolo[3,2-alpyrimidin-7-one  Step 1:
2-(4-Indan.-1-yl-phenoxymerhyl)-oxinne       The title compound was prepared from 4-indan-l-yl-phenol
and epichlarolaydrin employing the procedures as set forth in Step 1 of Example 2. Ci glitgo2 (26643),
1.0viS (ESL): 308.16 (11.14H+CH3C14). 101H MIR (CDC13, 300MHz), 8 723-730 (m, 1H), 7.06-7.21
(in, 411), 6.93 (d, 1H),. 6.86 (d, 211), 428 (t, 1 H), 4.19 (dd, 111), 196 (dcl, 111), 3.34 (in, 11-1),
2.86-3.06 (in, 311), 2.76 (dd, 111), 149-2.61 (m, 113), 1.93-2.09 (in, Step 2:
5-(4-Indan.-1-yl-phenoxymethyi)-4,5-dihydro-oxazol-2-ylnatine           The title compound was
prepared from 2-(4-indan-1-yEphenoxymethyl)-oxitane ISemploying the procedurea as set forth in
Step 2 of Example I. ci9H.N-,o2 (308.15),LCMS (ESE): 309.45 (M14-H). Step 3: 2-(4-Indan- 1
-yi-phenoxymethyl)-2,3-chaydro-oxazoloP2-alpyrimidin-7-one      The title compound was prepared
from 5-(4-indan-l-yi-phenoxymethyl)-4,5-dihydrooxazoI-2-ylamine employing the procedures as set
forth in Step 3 of Example 1. 20 C2211.2aN203 (360.151 LCMS (ESP: 361.15 (1E+H). 114 NMEt
(CDC.13, 300MHz), 6 729 (d, 211), 724 (d, 214), 7.11 (d, 2H), 6.91 (d, 111), E82 (d, 214), 6.09 (d,
1I1), 5.28 (in, 111), 422-4.41(m, 511), 198(rn, 211), 2.55 (n, 1H),1.99 (in, 1H). Example 63 
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The title coo¡ord was pepawd ftom S-i¡d¡¡ol aad epicåluoþfdrin e'"¡raying the

goccdurcs as set folh in Step I of &omplo 2.

cuIIsQ 0 90,09) Lq\ß (EsI): 232.12 (lr,f+¡¡+qlrgN).
rH NÀ,ß. (CDCb, 3oftMr{z) S ?,10 (d, 1Ð, 6.s0 (s, r}Ð, 6.70 (4 1IÐ, 4.17 (d4 fIù 3.95

5 (d4 IÐ 3J3 (m. 7]J),218a.93 @, rH),2.7a @, LrÐ,LtI (çt{)-
Sþ 2: t@dan-5-ylorymøkylþJdiþdrooxazot-2.ylamìne

Thctirle c.¡s¡lrqpø€dfrom2-(;nr{¡r¡-5-y'+xJ¡nthyl}oxir¡n¡

thc proccdrrrs as sel ftrtå in Sþ 2 of Bxanplo t.

C¡¡H¡ Nzù (232 IZ), L,ûvrS GsD: 233.I t G{ù+Ð.

ro \r mn 1crcr" 3ooMrrz), õ 7-r2 (d,1Ð, 6.81 (+ rrÐ, 6.70 (4 1Ð, 4.91 (n, 1r!. a-! (v.

br..2IÐ,4.04(A¡-n,2Ð,3.91 (d4 1Ð,3.62 (dd, 1H),2.8s (br. s,4 rÐ,2.o7 (n.2II).

Stç 3: 2{ndan-5-yhtcynelhy}2"3{ihydro<>ozoloB.2-al¡¡rrinidinT-onc

The tirlc or'.'pormd u¡as prqraed fiom 5{ind.*5-ylor<¡mcthylþ,5dihydro.oxazot-Z

ylamiæ co¡loyiag the pmoedure as setfodh i!. StÐ 3 ofExaple t.
15 crc[Iret{¿o] @t4.1 1), LCMI¡ (ESD= u5,t2 Gf+tã)-

hxtvR.(æct¡,30oMrrz), õ724(d,trÐ,7.72(4 1Ð,6.76 (s, UfI 6.6s (E lÐ,6.09 (4
IIÐ,5¿6 (n, 1t!,4.194.41(n, alf,2.8s (ç {I),2.08 (ç 2II).

Exrmple 64

2{+hidazol-l -yl-¡høox¡methy}2Jìi\¡drcoxazolot3,2-¿þytinídin-7oe

SET h l{4{}xfueylnc{.ho)V-lhctry}1H-imidâzÃ þ
TLe tille was proparcd from ,f-imidazol-1-tl-p¡Enol ald epicülorohy&i.u

¿ndoyi¡g the 1lrûce.l,nes ¿s sct fo¡th in Strp I ofBcmple 2
c¡tr¡iNo¿ @16.0r), LGrs @sr): 2t7.09 (rtr+H{€rl!cN).

25 tH Nrrm (gpclr, 300MEz), ö ?.?6 (E t1Ð,721.:r33 (n, ZÐ, 7-tg (42Ð, 7.01 (4 2IÐ,

429 (òd" 1Ð, 3-97 (dd, 1r!, 3.37 (n, ttÐ, 293 (g 1 ;,_2.77 (dd,. tH)-

St4 2: 5{4loidazol-1-yl-phmorymáyf}d5{ihydro+xazot-2-ylamìnc

Thetide ws8gcfsdAm'l-(4{xir¿äylnsthtry-lhcry}Ill-inid¡zolc
qloyi4 lhe¡uocÉdues as sct ftdh in S@ 2 ofExamplc 1.

30 Cr¡IIr¡lüQ (25t.t1), LCr,fS (Fif): 2s9.12 (Ivf+Ð,

2-(Indan-5-yl-oxymethyl)-2,3-dihydro-orazoloP,2-alpyrimidin-7-one  Step 1:
2-(Indan-5-71-oxymethyp-oximne  99       The title compound was prepared from 5-indanol and
epichlarohydrin employing the procolues as set forth in Step I of Example 2. C12111402 (190.09),
LCMS (ES!): 232.12 (1141-1-114-0H3CN).            111 NMR (CDC13, 300MHz), 5 7.10 (d, 1H), 6.80
(s, 1E1), 6.70 (a, 111), 4.17 (dck. 111), 3.95 5(chi, IH), 333 (m, 111), 2.78-2.93 (n, 511), 2.74 (in,
111), 107(t, 211). Step 2: 5-(Indan-5-yloxymethyl)-4,5-4ihydro-oxezol-2-ylamine      The title
compound was prepared from 2-(indan-5-yl-oxymethyD-redrane employing the procedures as set
forth in Step 2 of Example 1. CHIlisN202 (232.12), LCMS (PSI): 233.11 (11F+H). 10111 ?TMR
(CDC13, 300MHz), 5 7.12 (d, 111), 6,81 (s, 1H), 6.70 (d, 1E1), 4.91 (m, 111), 42 (v. br., 211), 4.04
(AB-in, 211), 3.91 (dd, 1H), 3.62 (dd, 1H), 2.85 (br. s, 4 ID, 2.07 (n, 211). Step 3:
2-(Indan-5-y!-corymethyl)-2,341thydru-oxazolo[3,2-abyrimidin-7-one       The title compound was
prepared from 5-(indan-5-yloxymethyl)-4,5-dihydro-oxazo1-2- ylamine employing the procedures as
set forth in Step 3 ofExample 1. 15C161116/4103 (284.11), LCMS (SD: 285.12 (Ivr+H). 111 NMR
(CDC13, 300MHz), 5 7.24 (d, lit), 712 (d, 111), 6.76 (s" 111), 6.65 (d, Ill), 6.09 (d, 111), 5_26 (in, 111),
4.194.41(m, 411), 2.85 (q, 411), 2.08 (q, 2H). Example 64
2-(4-Imidazol-1-y1-phanoxyznethyl)-2,3-dihydro-oxazoloP32-alpyrimidin-7-one 20  
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tum'q. (cpct, 3oor"trrz),67.76 (s,tw),7.3r (d,2gt 72Ã (4 2ÍÐ,2.01 (4 2Ð, a.9a (o,

IÐ a,to (AÞr¡,2H),3.96 (d4 lÐ, 3.65 (d4 lIÐ,2.5 (v. hr.,2II).

Step 3: 2{f-Inirtazol-1-yl-phrao>r¡m.cthyl)-2J-dihydrooxazolot3¿alpydlridin-7-@e

The üüe com¡ouail rrns gt' ared ûoø 5{+imidazol-f -/-phmq¡methylXj-

s dibydroorzol-2-ylominc employingrhe Froccdrres as søt fcrlh in Step 3 ofÞrom¡lo L

crdlrNrq C3 I 0. 1), LCMI¡ (EsI): 3 1 t. 1 (É+Ð.
hmn (oct¡,3ooMrrz), s7.76(,LH),zlr (\3t{),72o (4 ^Ð,69s (q rÐ,6.10 (4

1IÐ, s.33 (m, 1Ð,42&4,47 (n,4Ð,
Exøple 65

I0 2{;hlsl+(7<xtL3dihy&u7H-ox¡zoloBp-a@

Stt¡ l; ZCtlo¡u¡l-oxirsdylmsthoxyúeozmitile

TtE tide com¡nrnd was Þre¡lùed ftom 2+ìlqo+by¡¡qxfbe¡zo¡ihile md

ryic,hlomþùin mpþing fhe p'mcedwes as sct forù.ia SEp I of ExaryIe 2.

t5 CrcIIgcxl\IO2 C209.t2), Lqlrfi¡ (ESI):210,05 Gyf+Ð.
rrt Nr'n 1mo', 300MIIZ), ô ?.5s (4 rrÐ, z.06 (4 IIr), 6,9r (d4 rÐ, 1ss (dÅ, rlr), 3.t6

(d4 lÐ,3,36 (o, LlÐ,2-94(\ lIÐ,2.76 (d4 lIÐ.

Stgl 2: +(2-Anino-4,5-dih$rooxazol-5-ylmcltoxy|2+hlorobcozo¡ibile

The till¿ coqrctud v¡¡s IrcPårEd ÊDm 2øhluû'4-d'drÊnylmcrhoafTåc¡zo6jitd:le

2D eryloying úo ploocdurcs as sct frrü in Stef 2 sfRx¡rntle I.

C¡ ¡II¡oCIN¡Q (25 l,Ofl rchf S (ESD; 252.07 G,f+Ð.
U rù,ß. (cDcL, 300Mrrz; ô z.s9 (4 1Ð, 7.06 (d, rÐ, 6,90 (d4 1Ð, 4.92 (ú, tÐ, 4.11

(ABn, zIÐ,3.9s (dd, fþ,3.6 (v. tr., zE),3-63 (d4 1Ð,

Scp 3: 2{hloro4{<xol¡¡¡hy¿ro-ZHo¡razolot32-slpyraiain-Z-ytmeto<y)"

E bcomiuilo

Tto tido cupund wrs p're¡rurd fûm 4{2-snino4,5¿ibyd¡ooxnzol-5-yfnethoxy}

2+hlqctøo¡itile ""Tf^f.g the foc€ducú as set frrlh in Step 3 of Example 1.

Cr¡IIToCIN¡O¡ (303.MI IÆMS (ESD: 304.06 (À{++Ð.

k ¡næ. @¡¿so¡c 3ooMrrz), I 7 s2 (d, Ltt), 7 .76(d, trr), ?.41(4 lrr). ?. 13 (d4 tÐ, 5.82

30 (4 fÐ,536 (n, lÐ,4.354.57 (m,3I!, a.OLa.Iz (u, lþ,

Step 1: 1-(4-Chtimaylmelhory-pheny1)-1H-imidazole      The title compoimd was prepared from
4-imidazoI-1-yl-phenol and epiehlorohydrin employing the procedarr-s as set forth in Step 1 of
Example 2. Cj211j2N202 (216.08), LC:MS (ESI): 217.09 (Mt+H-FCH3CN). 25'11 NMR (CDC1.3,
300MHz), 5 7.76 (s, 111), 7-23-733 (in, 211), 7.19 (d, 211), 7.01 (d, 211), 429 (drl, 1H), 3.97 (dd, 111),
3.37 (n, 111), Z93 (t, 111), 2.77 (dd, 1H). Step 2:
5-(4-Imidazol-1-yl-phenoxymethy0-4,5-dthydro-oxazoI-2-ylamthe      The title compound was prepared
from 1-(4-oximnyinrethoxy-phenyl)-1H-imidavale employing the procedures as set forth in Step 2 of
Example I. 30 Claiii4N402 (258.111 LCMS (ES1); 259.n gear).  100 111 NMR (CDC13, 300MHz), a
7.76 (s, IN), 731 (d, 21!), 7.20 (d, 211), 7.01 (0, 211), 4.94 (m, HA 4.10 (A.13-m, al), 3.96 (dd, 111),
3.65 (dd, 114), 2.5 (v. br., 211). Step 3:
2-(4-Imidazol-1-yl-phenoxymethyl)-2,3-dihydro-rocazolop,2-abyuimidin-7-one           The title
compound was prepared from 5-(4-imidazol-1-yl-phenoxymethyl)-1,5- 5dthydro-oxazol-2-ylamine
employing the procedures es set faith in Step 3 of Example 1. C114-N401 (310.1), LCMS (EST),
311.1 (M#11). IH NUR (CDC13, 300MHz), 8 7.76 (s, Ili), 731 (t, 313), 720 (4211). 6.98 (0, 211),
6.10(d, 111), 5.33 On, 1111 428-4.47 (in, 411). Example 65
In2-Chloro-4-(7-oxo-2,3-dthydro-TH-oxawlop,2-alpyrimidin-2-yimethoxy)-henzonitrile CI CN 
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F*rrnlre 6f
2(R)-[+O.133-TÉndhyl-húy+pbøo)û'EcUryl]-23¡¡t¡¡trc-cxazolop,z-elp¡inidi¡.7-

YY"r-"
\--NJ

-o+
5 Stcp t: (R}.2-(+(1,133-feraedd=húrflpløo¡<yrclÐDq.i¡æc

The title wls ¡rEfed ftm +(1,13,3-tranethyl-bryllpbeaol aad I
epiúlorohydrin qlcyingthe poocdrrcs as set ftrfr í¡. Ste! 1 ofE;<an¡[e 1.

Cnll¿t}z Q6l,lÐ,rcÀíS @SI): 3 0423 Gvf+II+CHTCI{),
rn Nrc. 1ocç 3oor,rlrz; õ 7 2t (ú 2rÐ, 6.u (d,. 2H), 4.ts (d4 I Ð, 3.9s (d4 rrÐ, 3. 36

l0 (n, fII),2.90 (t, tlÐ,276(d4 IEI 1.?t (Ê,2Ð, 1.3r (s,6H),0.72 (n 9H).

Sæp 2: (R|5{a{1,13J-Tetaneóyl-büy}phraoxyme{hylþ,5{ihydm<nozol-Zylanine

Tte tiüe cm¡oud \+'¿s FEpn€al ûoo ßIZ(+Ct.1,33-tetraúethyl-h¡ty+
phmorymáhy'¡oxituo coploying thepocedræs as wtôrrh in Sttp 2 dp.¡""¡''lc l.
CrsIInN2Or (304^22), LOr'lS (BSI)r 3052 (Mt+Ð.

15'H xr"n (æc1¡, 3lr,Msz), õ ? 2s (4 2rÐ, 6,s3 (4 2rÐ, a-92 (a tH), a.M@B-n, Zr), 39
(v,ìr., zHI3.92 (d4 1E),3-62(dÅ,lH), L70 (s,2II), 13a (s,6H),0.71 (q 9Ð.

Stc¡ 3: 2(Rlta{t,133-Tetuadyl-húrl>ÉÆos,q'Ecúy!-2J{ih¡drocn¡zolo[33-

alpyrirnÍdin-7-oac

lle tiüe com¡ouod u¡âs ¡:rçfed fion (R>5{4{1,I,33-tet¡meûyl-bogl}

20 phøo:cymethy!4,5-dibyüooxtzol-2.y'amine eaploying tåe procerhlte as set fo¡th iD Strp 3

of Erom¡lo 1. ¡q;7¡É 4523 (c0,489, CHCL),

CzrHr¡l{zO¡ (35621), rcÀ'ls (ESD: 357. I I (!,f+IÐ,
tH Ntw. (@clt, 3wurrz]- 6 7 -2s (d, 2]Ð, 7 22 (s, rrr), 619 (d, 2rÐ,6. I 0 (4 Irù 526 (n,

rl[),42r'439 (aalÐ, 1.70 (6, 2rÐ, 13a (s, 6H), 0.20 (s, 9þ,
E E:ry1e6?

Z{nX+te¡tå¡yt-p¡eaoxf¡nety}ZJdihy&o-oxazolo[3,2-aJp¡imidia-7-mo

Str.p L (R)-2-(a-ert-butyl-ploo>ryuøþlþxíranc

Step 1: 2-Chloro-4-rociranylmethoxy-benzonihile      The tide compound was prepared from
2-ctdoro-4-hydtmcy-benzonitrile and epichloralrydrin employing the pmcedures as set forth in Step 1
of Example 2. 15C10118C1NO2 (209.02), LCIvIS (BSI): 210,05 oke+R). 114 NMR (mob, 300MHz),
7.58 (d, 114), 7.06 (d, 113), 6.91 (dd, 119, 4,35 (dd, 111), 3.96 (dd, MO, 3.36 (n, IN), 2.94 (1, 111),
2.76 (dd, 111). Step 2: 4-(2-Amino-4,5-dihydro-oxazo1-5-ylmethoxy)-2-chnro-benzonitrile           The
title compound wes prepared from 2-chloro-1-oxiranylmethoury-benzonitnle 20employing the
procedures as set forth in Step 2 of Example 1. al10ON302 (251.05), LCMS (ES1): 252.07
(1111-4-H). 1.11 MIR (C.DC13, 300MHz), a 7.59 (d, 111), 7.06 (d, 11!), 6.90 (dd, 114), 4.92 On, Hi),
4.11 210, 3.95 (04, Ill), 3.6 (v. hr., 2H), 3.63 (dd, 111).      Step 3:
2-Chloro-4-(7-oxo-2,3-darydro-7H-rocazolo[3,2-a]pyrimidin-2-ylmethoxy)- 25henzonitdle      The tide
compound was prepared from 4-(2-amino-4,5-dihydro-oxfizol-5-ylmethoxy)- 2-chloro-berrauthrile
employing the procedures as set forth in Step 3 of Example 1. Cilfl10C,INIO3 (303.04), LCMS (ESL):
304.06 (te+H). NMR (DMSO-d6, 300MHz), 87.92 (d, III), 7.76(d, /11), 7.41(0, 111), 7.13(dd, 111),
5.82 30(4 111), 5_36 (m, 114), 4.354.57 (n, 314), 4.044.12 (m, 111),  101 Example 66
2(R)44-(1,1,3,3-Tetramethy4-buty1)-phenorymethy1]-2,3-dihydro-oxazolor3,2-a]pyiimidin4- one
5Step 1: (R)-2-(4-(1,1,3,3-Teh-ametEry1-huiy1)-phenoxymethy1)-axirane 
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The Etle coryound vas gc¡arcd ùoo +tat-btyl¡høol rnd S-cpicflom\drin

c",TlqyiDg lhc ¡¡ocoú¡Es ¡s sctfo¡ó i¡ SÞ 1 of Ertample l.
Curllr¡oz (2f)6.13), LcMs @SI): 248.f s G,f+IficIIrclI).
rnxl'rn. (cpcb, 3ooMlrz), s 7.30 (4 zrÐ,6-s6 (d,zrÐ,4.ts (d4 tÐ, 3.97 (dd, tÐ, 334

5 (o, 1IÐ,2,90(t, 1Ð,27s(d4 IÐ t30G,9Ð.
Slep 2: @|5{+brt-Buyl-phmoxyoetlyDajlilydrooxozol-2.ylooirc

The title conpound wEs ¡nE1larcd fion (Rl2{+tat-hyl-phmo:rymeeylÞxiree

coployilg fhc prooeducs as sct fDrh iD Stsp 2 ofExaple 1.

Cr.IIzNzOz øt.15), IrMS (Ë¡I): 249.13 (tvf+Ð.

r0 h¡wn (cDcI!,300Mrrz). 6732(ò,2H),6,E6 (4*Ð,4.92 (n, 1I!,4.0s (AB-n,2rr).

3.92 (dE IIù 3.61 (dd, 1Ð, 196 (v. h.,2H), 1.30 G,9IÐ.

St p 3: 2(R){+rdt-Butl-pbeoo¡rynsthyt>2,3dihyùo-oxazolo[3f.4þrrimidin-7<no

Tb tiûe ompoùnd %s ¡lrpped fton (R>5{+trft-túyl+henorymáhyD45-

dihydroor<azol-2-yluinc co¡Ioyilg Ëc ¡toocúæs ¡s set firth in Slep 3 6f F*¡'n¡l¡ l.
r5 [c]Dã +5220 (c 0,5, cHcÐ,

C¡rIIzNû (3 ü1, t 4), IÆMS (ESD; 30 f .13 G"f+Ð.

'H l.h,R (cDct¡.300 MIrz) 6 7.3r (d,'rw),z.24 (q rIù 6.E2 (4 2IÐ, 6.09 (d, lþ, s2x (n,

L\{\4214.42@,4tÐ, 130 (s, 9IÐ.

b<anplc 68

2D ZßXq-Qrcnn¡¡<yl-¡nens¡¡rcftylFZ¡ifudpq<azolo[3,2-a]pyrimidin-7øe

Step t: @!2{aa)rchlo<yl-pheno>r¡'ncthylÞxi¡ouc

The tiùe conpound r*Es ptt!û¡d Âon 4-c¡¡cloh¡¡ryI-phøol ad Sqicbloro\úín

qlcyi¡g the poccdrws as set forth in $Ep I ofExønde 1.

zt CÈ12ñ2 Qsz.lÐ,rcMs (eS!: 274.1t G/r+H{{IËCN).
tu mm. (cDcL, 300ìÆrz), s 7.12 (d. tÐ, 6.t5 (ò,2ÍÐ. 4.t7 (a+ ug, 3-96 (.r't, llÐ. 3.34

(r" 1Ð,2,E9 (t, lIf\L14(dd,1r[),2-44 (rq lÐ, 1.78-1.t5 (n,5IÐ, 131-1,43 (n, 5IÐ.

Step 2: (R|5{<a:¡rclobcxyl-phøø¡tocftylþ,Sii$¡o-ot<¡æt-z-yl¡ninc

The litlc com¡nrmd ws ¡rcproil fum (RÞ2{4+lplohexyt-ehetoxfelty'}oxirspc

30 employilg úc gooethrs as sct forlb in Sle'p 2 ofExample 1.

The title compound was prepared from 4-(1,13,3-tehameihyl-hutyl)-phenol and 5- epichlorohydrin
employing the procedures as set forth in Step 1 of Example 1. C1442602 (262.1.9). LCMS (ES!):
304.23 (Mf-I-R+CEI3CN).      'H NMR (CDC13, 300MHz), 8 7.28 (cl, 211), 6.84 (d, 211), 419 (dd,
1E1), 3.98 (dd, 11), 336 10(in, 1H), 2.90 (t, 111), 2.76 (dd, 111), 1.71 (s, 2E1), 1.35 (s,.611), 0.72 (s,
91-1). Step 2: (R)-5-(4-(1 1 ,3,3-Tetramethyl-buty1)-phenoxymethyl}4,5-thilydro-wcazo1-2-ylmnine
The title compound was prepared from (R)-2-(4-(1,1,3,3-tetramethyl-hety1)- phenoxymethy1)-oxinthe
employing the procedures as set forth in Step 2 of Example 1. Cir3H2EN202 (30432), LCMS (EM),
3052 (N44414). 15111 NMR (CDC.13, 300MHz), 5 7_25 (d, 213), 6.83 (d, 2H), 4.92 (m, 1H), 4.04
(AB-m, 211), 3.9 (v.br., 211), 3.92 (dd. 1E1), 3.62 (dd., 111), 1.70 (s, 211), 1.34 (s, 611), 0.71 (s, 911).
Step 3: 2(R)44-(1,1,3,3-Tetramethy1-buty1)-phenoxymeda31i-2,3-thirydro-oxazolo[3,2-
a]pyrimidin-7-one         The title compound was prepared from (R)-5-(4-(1,I,33-tetramethyl-bntyl)-
20phenoxymeday1)-4,5-chlydro-oxazol-2-ylamine employing the procedures as set forth in Step 3 of
Example 1. [ctirlii -45.23 (c 0.489, CHC13). C211-12eN203 (35621), LCMS (EST); 357-1g
01/4(114-1).   NMR (CDC13, 3DOMHz), 7.28 (d, 211), 7_22 (s, 1E1), 659 (d, 211), 6.10 (d, MI 526 (m,
I II), 4.22439 (m, 4H), 1.70 (s, 211), 134 (s, 6R), 0.70 (s, 911). 25Example 67
2(R)-(4-tert-butyl-phenoxymethy1)-2,3-dihydro-oxamlot3,2-aIpyrimidin-7-one 0 Step 1:
(R)-2-(4-tert-hutyl-pbenoxymethyl)-mdrene  102 
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cr6E22ìËq (2,74.1Ð, rcrvfs (8sÐ: 2?5,16 0'f+Ð.
rnrüÆ.1cÐcle ruulrz), ô 7,13 (q 2IÐ, 6.si (d4 ãr), a,9t (n, trr),42 (v.6¡., rÐ,4.05

(AB-m,2S,3.91 (.1.r, IÐ,3.6I (d4 1Ð,2.a5 (h+ lII), 1.17-1.93 (n, !.ffi}
Step 3: 2(Rfi4-Cþlohexyl-pheno:rynelty']2J-dihyùoo:ozoloB,2<lpyrimidin-7-onc

The tide compounrl wus pepaed Eon @)S{a<Tcloheryl-¡ücaox¡'øclhylþ,5-
clihydro-orazol-2-ylmiae cn¡loyilg tåc goctùrts ¡s st fD¡tt i! Step 3 qf ÞøDlle 1.

ldlDã +5240 (o 0.5, cHcb).

CrgHzNzOì (326.10, IÆ1,ß (ESD: 327. I 6 G"f+Ð.
brum.1cocr" 300Mrrz¡ ô 7zl (4 frù ?.14(4 2tÐ, 6,10 (4 zEI 6.10 (4 lÐ, s.26 (n,

1E),42J2-1.3e (n, aII); 2,a5 @r.+ lII), 1.70-1.t8 (n,5I{), 1.32-I.43 (8, 5tÐ,

n*"-Fle 69

(.S)2{+Bicyc1oB,3, llm-9-yl-phøorymdy'}5-eÉyf-2,¡dúyd¡D{xszolotS2-

To ¿ solution of (.S!5{+bicyclo[3,3, ll¡m+yl*h¡ooxf¿mahylXj{ftJrùD-oxazoL
2-ylooiao (O2li E, 0-828 nnol), pepared in Eocodsroc wi& thc goccdure ss 6et ftrü in
Steps I tud 2 of Exam¡le I od surting from R-epicålomþdhin md +bîcycloþ3,lloo+9-yl

ù¡oot (eças¿ wi¡h úe s¡oe prDcdu¡c ss slt fo(& in sleps 1 and 2 of E:ønple Zl), ia

e,tbmol (5 nt ) rar added øþf z-pedynoøo (0,157 6 7,24 mmol). Tle ractionmi*rre wus

hÊdcd gt ¡o0q ñr 14 hE and d'e" coolsd 1o rooo EEpe¡EIrrE, Ito n¿¡tiø, mixt¡¡c w¡¡

cmreotaÞd ard losdcd úto a dlicâ gd collmn, md .Ltil with ¿Lfl. nrtbeaoVoclþlcoe

cålo¡ide b Bfiord læ ng of (,SI2{+ hicyuloB.3.llnon-9-/-pheuo<ynr6l}5<tþd-2,3-

dihyeûoøzolot3J^alpyriuidin-7-oaa [r,]DÚ -36.t9 (c 0.501, CHCh).

c'rTI¡qlI2O¡ (3%22), LCSif,S (SS!: 395, 1 9 (MII+).

\r m*n poo mra ocl¡): õ 7 2s (d, zfr), 6-s4 (4 ?rÐ, 5.t9 (+ tÐ, 52s (n, lrr), 423-

43t(m,4Ð,213 (hs' 1I),249 (9 2II),23E ftra 2II), 1-3+2.v1(n.128), 118 (ç 3Ð.

Ëraryle?0

(2S,6RI2<+g,Dlohexyl-phrûo$bdäyI)+Es{hyl-æ,5,Éemtyd¡qoøzolot3,2.

aþrrimidin-7<ne

'ûir-æ
)

aþ¡inidin-7-oe

The title ccmpotmd was prepared from 4-tert-butyl-phenol and S-epichlorahydrin employing the
procedures as set forth in Step 1 of Example 1. CD111802 (206.13), LCMS (ESD: 248.18
(Mt+H-FCH3CN).           IH NMR (CDCh, 300MHz), 57.30 (d, 211), 6.86 (d, 2E0, 418 (dd, 111), 3.97
(dd, 111), 3.34 5(M, 1H), 2.90 (t, 1H), 2_75 (dd, I H), 130 (s, 91). Step 2:
(R)-5-(4-tert-Butyl-phenoxymethyl)-4,5-datydro-oxawl-2-yhunine       The title compound was prepared
from (R)-2-(4-tert-hatyl-phenoxyanethyl)-oxirane employing the procedures us set forth in Step 2 of
Example 1. CL4112aN2Ct2 (248.15), LCMS (ESD: 249.13 (Mi+H). 10NMR (CDC13, 300MHz), 6 732
(d, 211), 6.86 (d, 210, 4.92 (n, 111), 4.05 (AB-m, 211), 3.92 (dd,111), 3.61 (dd, 111), 1.96 (v. hr...
211), 1.30 (s, 911). Step 3: 2(R)-(4-tert-Butyl-phenoxymethy0-43-chlydm-mcazol432-a]pyiimidin-7-one
The title compound was prepared from (R)-5-(4-tert-butyl-phenoxymethy1)-4,5-
dihydro-oxazol-2-ylamine employing the procedures es set forth in Step 3 of Example 1.
15[a]:125+5220 (c 0.5, CHC13). C171120N203 (300.14), LCMS (ESL); 301.13 (W+H). EH NMR
(CDC13.300 MHz)  7.31 (d, 211), 7.24 (d, 111), 6.82 (d, 211), 6.09 (d, IH), 5.28 (in, IH), 423442 (in,
411), 130 (s, 911). Example 68
202(R)-(4-Cyclohery1-phenoxyrneEhy0-2,3-dlitydro-oxazolo[3,2-alpytimidin-7-one  Slap I:
(R)-2-(4-Cyclohexyl-phenoxymethyl)-mdrane      The title conapound was prepared from
4-cyclohexyl-phenol and S-epichlorohydrin employing the procedures as set forth in Step I of Example
1. 23CzsH2002 (232.15), LCMS (EST): 274.18 (ME4H+Cli3CH). 111NMR (CDC13, 300MHz), 5 732
(d, 211), 6.85 (d, 2H), 4.17 (dd, 111), 3.96 (dd, 111), 3.34 



(2s,6s>2{4qd.*"*ffi;|J"a3 J,ficrabdm-orazolotsz-

A nixtue of (S)-5{a<,¡rclohexyl-¡hcaocymethyl)-4ådIryd¡o+x¡zl-2-y¡úiæ (0.E5

6 3.09 nnol), ¡lr€n8¡d íD ¡ccord¡nce with the ¡roccducs ¡s set frrth in Sþs 1 a¡d 2 of

Exro¡Io I @d sb¡ti¡g Âom R+pic.hlorohydda æd 4-cyclohexylphcuol' and m&yl

mclb¡o¡yl@ Q32 E 3? -15 'n'"ol) slabilizcd vit ty¿mç¡nmc Y,as brded at 90t ör 14

lus. Iúe ¡cagtiun mixtte \\'as cmcør'sed md loaded mto ¡ silic¡ ggl cohmn, eluted wilh

2{% i.sopropoVmclhylcoc chloúde ôo afu (2s,6R)r2{+c¡'cloho<yl-pbcaotryucfolþ-

nerùyf-2,3,5,6-ætrat¡úo-cxazolot¡2-a1py¡ioÍrti¡Z-one tud C2s,6$!2{4-cvclohãtl.

¡bøorvndyD+m.s'thyt-2,3,5,GtetubÉD-a,<azrlo[32+lø¡inidù-?'me (btal 0-?9g )-

(2S,6R>2{44IEIoho<yl-¡hc¡oxyncthv}Gnahyl¿3'5,6-tecabrd¡o+x¡zolo13'2-

aþrrimidin-7-ooc, [u,JDr +7t.,+0 (c 0.5, DÀtfSO),

C¿oIIr¡l'¡¡o¡ (34219), Lqlrs (ESI): 34320 (MII+)

H rum.1ræ rvtrz, DMSod6)r õ 7.tB (2r1 d), 6,E5 (2Ir, d). 5.16 (LH, n) azr QH, or¡'

4-1s (lH, dd),3.8s OII, dd). 359 (2II' o) 3.13 (1H, dd).?^50 (uI, ddq)' 242 (tII' m)' 1.65-

l,Ez (5II, n) 120- 1.4o (5H, m), 1.06 (3II, d).

(ZS,CSIZ(+CyulohoVl-¡h¡oo<¡¡nernylen¡üylr3,5'GÞtahyd¡oo¡ozoloF2'

aþyrinidir-?-oe, [a,]Dt +10229 (o 0503, D]lso).

caoE2N2q €42.l9LLcMs (ESD: 3a3.1E GrH"l.
rHruvß. (300 td{z, DMso{6): 6 ?.18 (2FI, O,6.ts (r¡L d),5.16 (lll m), a'26 01L dd),

4.1t (rll., dd), 3.90 OII dd), 3.59 (2Ét n), 3.13 (lll dtII250 ( 1rI, ddq)t 243 0I¡, m), 1.6s

- 1,E2(5[m), 120- 1.t10 (fI, n), 1.06 (3Il 4Ð.

BrmploTl

(S)-Z{¡¿)rctoh¡ovl-phenocynctyf}CneM-2J^dih¡¡úo+>øæloBp-aþ¡inidin-7+ne

Y\rt'¡*"\/NJ

On, 111), 2.89 (t, 111), 174 (dd, 111), 2.44 (n, 111), 1.78-1.85 On, 510, 131-1.43 (n, 511). Step 2:
(R)-5-(4-Cyc1ohexy1-phencrcymethy1)4"5-dihydro-oxazo1-2-y1amine           The title compound was
prepared from (R)-2-(4-cyclohexyl-phenoxymethy0-oxirane 30employing the procedures as set forth in
Step 2 of Example 1.  103 Cic,H22N202 (274.17), LCMS (SSD: 275.16 (M++H). ill NNW (CDC13,
3001vHz), 87.13 (d, 211), 6.85 (dd, 211), 4.91 (m, 111), 42 (v. hr., 211), 4.05 (AB-m, 2H), 3.91 (dd,
1H),3.61 (dd, 1H), 2.45 (hr-s, 111), 1.17-1.93 (ay 10B). Step 3:
2(R)-(4-Cyclohexyl-phenoxymethy)-2,3-asydro-oxatolop,2-abyriraidin-7-one  5 The title compaw3d
was prepared from (R)-5-(4 cyclohexyl-phenoxymelhy0-4,5- dihycho-oxazol-2-ylamine employing the
procedures as set forth in Step 3 of Example 1. D4325+5140 (a 0.5, CHC13). C1ag72N203 (326.16),
LCMS (ESD: 327.16 (1'e+11). (CDC13, 300MHz), 87.23 (d, 111), 7.14(d, 211), 6.80 (d, 211), 6.10 (d,
111), 5.26 (in, /0111), 4.224_38 (m, 411), 2.45 (br.s, 111), 1.70-1.88 (m, 511), 1.32-1.43 (r, 511).
Example 69 (S)-2-(4-Bicyclo[3.3.1]non-9-y1-phenoxymeday0-5-etbyl-2,3-dthydro-orazo1oP2-
a]pylimidin-7-one  15To a solution of
(S)-5-(4-hicyclo(3.3.1inon-9-yl-phenoxymethy1)-1,5-dflrydro-olcazol- 2-ylamine (0_26 g, 0.828 mmol),
prepared in accordance with the procedures as set forth in Steps 1 and 2 of Example 1 and starting
from R-epichlorohydria and 4- hicyclo[33.1juon-9-yl phenol (prepared with the same procedure as set
forth in steps 1 and 2 of Example 20), in ethanol (5 mL) was added ethyl 2-peatynorde (0.157 g, 1.24
mmol). The reaction mixture was 20  healed at reflux for 14 brs and then cooled to room temperature.
The reaction mixture was concentrated and loaded onto a silica gel column, and elated with 4-6A
methanol/methylene chloride to afford 120 mg of (S)-2-(4-
hic-yclo[3.3.1]non-9-yl-pherioxymethy0-5-ethyl-2,3- dnaydro-oxamlo13,2-a]primidin-7-one. [ajDzs
-36.89 (e 0.501, CHC13). C2411301,1203 (39412), LOAS (SSD: 395.19 (MH+). 251H NMR (300
MHz, CDCI3): 6 7.29 (d, 21), 6.84 (d, 211), 5.89(s. 1H), 5.25 (in, 1H), 4.23- 438 (in, 411), 2.73 (br_s,
111), 2.49 (q, 211), 238 (bra 211), 1.34-2.07 (m, 121), 1_28 (t, 311). 



To a solufim of (2S,0SlZ(+cyclonecr/-¡facamatyt)-Éneùyl-9,5,6-t*ab¡¡dro-

o<azoloþ1,<lpyrioidín-7one 88 '"g, O.ll t -'-'ol) io, toluæe (3 nl) wrs added 96 ng (1.1f

omol) of magoc*(IV) oxidc, Tbc ¡eactio miñEE wus hcs¡ed at 110.C ovdighL T¡c
re¡qio¡ mixt¡¡re r*¡s fiItsed md ûc ñlü¡lc cdcentrdod md loadotf oato a silica gel allmn,
and düod qith 2-7c/o ìsptopøtoJlmzlhylene cåloridc b añrd t ng of (S)-2{ac¡,clolaryl-

¡hcoox¡mchylþ-merh/-2J-alyeo-oxazotoB.2-aþyrinidin-7-one

CzoHzNzO¡ (3,10.14 LCMS (ßSÐ: 3a120 (MIt+).

H wl,n poo ì¡rna cDcr¡): õ 7.11 pJ\ dI z.rz çr4 s), 6.80 @[ d), sri (1rr, E\ 4zt
4-16(41\m\L4s 0II, n) 2,0I (3I4 s), 1.69- 1.88 (5I1, n), t.33 -t.,f4(5II, m}

Eoqlle72
(S!2{5,6,7,8,&,}Ho<al¡droaåIl-f,umen-Zph¡o4mc.thtD-5-e.thyl-43

To s solutio.tr of (S)-5{5,6,?,8,9s,9-1'"t"ba&o-AbI¡-nt'o¡"ñ-2-yì.t y'"Ê+t'yDaJ-

¿¡M¡o<nzol-Z-ylaine (16 ng 0,055 nmol). ¡'rqared in acco¡d¡¡cc with ûc pocedures

iD Sltps 7 ûÃ 2 of Þrmple I ald sù¡tirg fro'm R-epiúIomþrúin End 5,61S,Sa,9-

ht¡¡al'ydm-4bH-Âuolca-2ol (¡c¡se¡ ty tbe same ¡mccúrre ss ¡¡ Sbp 1 of F"¡-'Fle 19), in

elbtuol (2 'nr) was eddcd e6y' 2-!€rty¡æte (42 '"g, 0.065 nnol), Tbo rtaction mixtrre

was h!æd d ftfltx fü 14 brs B¡d ttä, oooled to room ltu!@fure, ltc ¡søion oi:dr¡re

çs!¡ oonccdaled ad tbeo loadod oab s síIics gel colm, ad elúld with 2-69É

aertaroVmeúlcoc cb¡odde b afu E ng of (SÞ5<üyl-45,6,28,ta,9-hrúhyùo4bH-

fluorcn-?-yloxymcthyl)-Z3di$rD{xazDlo[32-alpy¡imialin-7<¡e,

QzHz¡l'¡zO¡ (366. l9), I¿A,ÍS (ES|: 3 fl 2 f (MH{).
rnm'n ¡roomra cDCg:6 6,36(4 tÐ,6.02(s, 1Ð,6.r (4 trr),521 (s, ür),4,f2(n,
1E),3.5G3.6S (n, 4lf),234(n,rrÐ,2,12(ðd,IIÐ, 1.62-1.91 (n,4Ð 0.49-1.15 (q l1Ð.

E¡arylc73

onzolo[3,2.ø]pyrinidin-7oe

J\YYi¡-Ø
Yn"

Example 70 (28,611)-2-(4-Cyclohexyl-phenottymelily1)-6-rnethyl-2,3,5,6-tetratiyclro-oxazolo[32-
a]pyrimidin-7-one  104
(28,6S)-2-(4-Cyclohen4-phenoxymethyl)-6-metie-2,3,5,6-letrabydro-0xazo1o[3,2-- a]pyrimidin-7-one 5
A mixim-e of (.5)-5-(4-cyclohexyl-phanorcymethyl)-4,5-ditydro-oxazol-2-ylamine (0.85 g, 3.09 mmol),
prepared in accordance with the procedures as set forth in Steps 1 and 2o1 Example 1 end starting
from R-epichlorohydnin end 4-cyclohexylphenol, and methyl methacrylate (332 g, 37.15 mmol)
stabilized with hydroquinone was heated at 90C for 14 hrs. The reaction mixtre was concentrated and
loaded onto a silica gel column, eluted with 2-6% isopropanol/methylene chloride to afford
(2.516E)-2-(4-c)clohexyl-phenoxymettryl)-6- methyl-2,3,5,6-tetrahydro-orazolo[3,2-a]pyrimidin-7-one
and (23,63)-2-(4-cyclohex34-
phenoicymethyl)-6-methyl-2,3,5,6-tetrehydro-matzolop,2-alpyrimidin-7-one (total 0.79g).
15(28,6R)-2-(4-Cyclohexyl-phenoxyrnethyl)-6-methyl-2,3,5,6-tetrahydro-oxazolop,2-
alpyrimidin-7-one. rah? +78.40 (c 0.5, HMSO). G2oH26/4203 (342.19), LCMS (ESD: 34320 (ME14).
11-1 NMR (300 MHz, DMSO-d6): 57.18 (213, d), 6.85 (2H, d), 5.16ra), 4.23 (113, dd), 418 (111, dd),
3.85 (1H, dd), 359 (2H, m), 3.13 (111, dd), 230 (IR, ddq), 2A2 (IH, m), 1.65 - 201.82 (5H, m), 120 -
1.49 (513, m), 1.06 (313, d).
(28,68)-2-(4-Cyclohexyl-plaznoxymethyl)-6-rnethyl-Z3,5,6-tetnahydro-oicazolot3,2- alpyrimidin-7-one.
[alo2s +10229 (c 0303, DMS0). C.20H26N,03 (34239), LCMS (ESD: 343.18 (Mtn.      NMEt. (300
MHz, DMSO-4): 5 7.18 (211, d), 6.85 (213, d), 5.16 (111, m).. 4.26 (113, dd), 254.17 (IR, dd), 3.99
(111, dd), 3.59 (211, m), 333(113. CM), 230 ( 111, ddq), 2.43 (111, In), 1.65 
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@S,6R!2{+Cþloh*yl-phacymahyl}6-ethyl-2,3j,Étetrahydro{x¡zolo[32{]pt¡íûidín-
V-ota

YY>r"ff
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(2S,6Slz{+Cyclobocyl-pb€loryEeúy}6+hyl-2,3J,Étckahyùuoxazolo[3,2-aþainidin-

7-one

' oo.,N. -n ^--f1 7l
T Y\,;"\ ,J

-".\/N---l
I

A solurion of (S!5{t+c¡æIohocyl-¡lcaox¡mcthylX,Siüyd¡o-oxozol-2-y'¡'üne (O,E 5

g 3.(D .maol), pttps¡Ed i¡ aoco¡d¡¡pc wiü. fhe p'mcedces in Seps I and 2 of hmple 1 æd

sbrting fiom n-epicttorotya;n and' a-cyclohe*yl¡henol and elhtl elhylaaylale Q-O g" 7 57

mnol) in n-b¡t¡nol (2 ml) rna¡ h¡abd at 90t fú l8 h¡s. Thc ¡caolio¡ mixt¡¡o was

côncatÉted ed loodcd úto a sil¡co çl æ1uo4 a¡¡l olutcd wiù, 24V"

isoprcpanolhc{hyleac cüIo¡ide to dold (2s,6R)-2{4<yelohorylahenoxymethy'}6+hyl-

Z,¡J,Éctqþùo.oraaloBJ.eJpyrinidin-7-orc (O24 g) md @S,fit):2-(l+fUnc¡ryf

¡¡enotcymethy}6+thyl-23,5,Gtetrahydroomzolo[3.2^a]¡yrimidi*7-mo (034 g ),

(2S.0Ð-Z(¡¿lalotqryt-ohoooxf'acttyllO*yl-Z¡J,6lta1ydrD-ox,,olot¡2"¡lpÉnia;n-

7-oa+, ldloß +12.12 (c 0.50a, DMSO).

Crrltul.Izq G5620), LCMII (ESI): 35721 (MIÐ.

'H r.nß. (300 Mrz, DMSod6): s ?.1s C2II, d), 6.ss C2IL d), 5.16 (18 m) aza (tH, dd),

4.18 (lll dÐ, 3.86 (lII, dÐ, 3.58 (2Il n), 322 (lI4 dd\243 ( lH, o),231 0II, ø), 1,65 -
f.8i¿ (6II, n), 1.2t- 1.40 (rI, m). 1.21 (III, o),0.t9 (3II,tI

@S,6s!2-(aayc,lohcxyt-phanoxpctûy'!óahyl"\3),Éw2þdto<nzolo[32-¿Jpy¡imidin

7qs
qüIxNzO¡ (35620),IÆMS @S!: 35?23 (ÌvßF)-
tumvm.goorøra DMso<d6): ô 7.1s (2IL al), 6.E5 (2tt, d),5.td (tlt m) 4i6 (fE dd),

4.17 (1H, d ),390 (lH, dd}357 (2H, ø),322(LH,dÃ\2-43 (1rL,m),231QII, n)' l.6s -
1,Ez (6Ir, n), I2E - 1/6 (5I!n), 121 0I1m),0.t9 (3Il t).

Exanfle 7a

- 1.82 (5H, ru), 1.20 - 1.40 (513, za), 1.06 (3H, d). Example 71
(S)-2-(4-Cyclohcaryi-phenoxymethyl)-6-methyd-2,3-dihydro-orazolop,2-abyrimidin-7-one  105       To a
solution of
(2S,6M-2-(4-cyclohexyl-phenoxynaethyl)-6-methyl-Z3,5,6-tetrabydrooxazoio[3,2-a]pythnidin-7-one (38
mg, 0.111 mum!) in toluene (3 ml) was added 96 mg (1.11 mmol) of mang-anese(FV) oxide. The
reaction mixture was heated at 110C overnight The reaction mixture was filtered and the filtrate
concerdrated and loaded onto a silica gel adman, and eluted with 2-7h isopropanalimethylene chloride
to afford 8 mg of
(S)-2-(4-cyclobexylphenoxymethyl)-6-mee-2,3-caydro-oxazolo13,2-ajpyrimidin-7-one. C201124N203
(340.17), LCIIS (ES1): 34120 (M111). 1H NUR (300 MHz, CDC13): 6 7.13 (2H, ii), 7.12(111. s), 6.80
(211, d), 5.22 (111, m), 422- 104.36 (4H, m), /45 (11I, m), 2.01 (314. s), 1.69 - 1.88 (511, m), 1.33
-1.44 (511, m). Example 72
(S)-2-(5,6,7,8,8a,9-FIcicahydro-4bH-fluoren-2-phenoxymethyl)-5-ethyI-2,3-dihydre-
oxezoloP2-alpyrimidin-7-one  15To a solution of
(S)-5-(5,6,7,8,8a,9-heicahydro-4bH-fluoren-2-yloxymethyl)-4,5- dihydro-oxazol-2-ylamine (16 mg,
0.055 mmol), prepared in accordance with the procedures in Steps 1 and 2 of Example 1 and starting
from R-epichlorohydrin and 5,6,7,8,8a,9- 12exehydro-45H-lluorea-2-ol (prepared by the same
procedure as in Step 1 of Example 19), in ethanol (2 mL) was added ethyl 2-pentynoate (42 mg, 0.065
mmol). The 'cation mixture 20 was heated at reflux far 14 Ina and then cooled to roan temperahre.
The reaction mixture was concentrated and then loaded onto a silica gel column, and eluled with 2-6%
methanol/methylene chloride to afford 8 mg of (S)-5-ethy1-2-(5,6,7,8,8a,9-heicahyrim-41,11-
fhanen-2-yloxymethyl)-2,3-dihydro-inrazolo(3.2-14Yrinildin4-me- enHaN203 (36619), LC'MS (EM):
367.21 (MT-113 25IHNMR. (300 MHz, CDCW: 8 6.36(d, 1H), 6.07(s, 111), 6.97 (cc 1}I),521 (s, 111),
4.52 (m, 111), 150-3.68 (in, 411), 234(m, III), 2.12 (c/d,111), L62-1.91 (in, 411), 0.49-1.15 (in, 1111).
Example 73 



(slz-t+(3,3JJ-rc*úvrffifrffiffiøt.2J-dib¡d¡qoxszoto[32-

_v'ËY)"'-{f-q
Scp h a{rþ,5fTetancthy'+yclohexyl}¡r}øol

To l09l PayC (0.179) unde¡ Nz ras Eddcd t-tazylo>rya(3,3,5j-tctrEmethyl-

qæIohcx-l-øyllbeoae (1.7 e, 53 oool), gç<cd þ a sobsbntially similÃ prûc€dr€ to

rh¡t of St€p 1 of Exmple 18, in Md)I{ (t5 ral.) aril EÐá.o (15 mL). Tlís úixtr.EE rws

yircd u¡der H2 (l "t't') oyEfnight The n¿dio. mitue y¿s 6lh¡ed ltrough ocliÞ, Thc

filtrde rvas cocffied 1o give the title cø¡ouud as ¿ wh¡b solid (l . 1 9 g).

crllzo e3218), Irùrs (cf): z3z,Is(M),
rn Nlvn. (cucl¡" 3floMlrz): ?.10 (q 2H), 6-76 (d,z!Ð,455 (s, uÐ, 2,so (u, tÐ, ls4 (m,

2III t,lt-I.34(n,4Ð, 1.0E (s,6Iù 0.e?.G, ffi).
Sbps 2 o 4: (Slz-t+(3Jj,s-r@
oxøoloB,2-alpyriøidin-7-one

Thc title coo¡orud w¡¡ pæpdod ftm a{3,3,5J-te*øethyl-c¡rclohoq'I}phe¡ol o¡d

R+iùlqDtyüin øploying fheFoc.d¡Eca in Slc¡s 1 û"ouó 3 ¡tFr-.-Tle f.

C¿Iüo¡lr,Or (3 8223) LCMS (BSI): 3&t.21 (M-+Ð.

kmm.pusor6,3o0Mlrz) 7.76(ð,vÐ,7.t6(ð.u),6.r5 (q 2rÐ, 5.8¿ (4 lÐ. s.32

þs,rtt).4244-44 (n,3If,4.09 (AB-n, tH}z1VzE7 (6,1IÐ, 1.44 (4 2IÐ, LI0-130 (n,

aÐ, 1.06 (8, 6EI), 0.5{¡ (s, 6IÐ.

htam!ù.e ?5

(S}2{Ctqt-húy|tu a¡hiaml-2-tlsxyÃctþ}t3lthydrooxnzoloBl-alpyrimidin-7-om

o\-N-:-¡. o{iJ^lì J )"'/- t"-r\y'i--
\-ÑJ " : -Ñ

The title compound wls ¡nc¡arcd Ëon 5-lcfl-bufyt-bcozotliazol-2.o1 sûd R-

aichlomhyrhin rylc¡ing the pooedwes in Steps I lü¡ough 3 of Exao¡le 1, [d]Dã +6.0t (o

05f, CHCI¡).

clillrNrqs (3 57.12), I¡À4S (F.SD: 35s,02 (À,f+Ð.

105 (25,6R)-2-(4-Cyclohexyl-phenoxymethyl)-6-ethyL-2,3,5,6-tefrallydro-oxazoLop 2-ajpyrimidin-
7-one
(28,68)-2-(4-Cycloheicyl-phenoxymethyl)-6-ethyl-2,3,16-tetrahydro-oicazoloP,2-alpyrimidin57-one
A solution of (8)-5-(4-cyclohexyl-phenoxymelhyl)43-thlydro-oxezol-2-ylamine (0.85 g, 3.09 mmol)
prepared in accordance with. tibe pmcedures in Steps 1 and 2 of Example land starting from
R-epichlorohydrin and 4-cyclohearylphenol, and ethyl ethylacryIale (1.0 g, 737 10 mmol) in n-butanol
(2 ml) was heated at 90C for 18 hrs. The reaction mixture was concentrated and loaded onto a silica
gel column, and elided with 2-6% isopropanollmethylene chloride to afford
(2S,6R)-2-(4-cyclohexyl-phenoxymeth)l)-6-ethyl2,33,6-tetrahydni-oxazoloP,2-abyrimidin-7-one (0_24
g) and (25,6S)-2-(4-cyclohearyIphenoxymethyl)
6-ethyl-2,3,5,6-tetrahydro-oxazoIoP,2-alpyrimidin-7-one (034 g).
15(23,6R)-2-(4-Cyc1oheicy4-phenoxymethyl)-6-ethyl-2,3,5,6-tetrabydro-mono1o[3,2-abyrimidin-
7-one. (cthis +32.12 (c 0.504, DMSO). C211/2aN203 (35610), LCMS (EM): 35723 (M11+). 1H NME.
(300 MHz, DMSO-d6): 7.18 (211, d), 6.85 (211, d), 116 (111, m), 4.24 (1H, dd), 4.18 (111, dd), 3.86
(III, dd), 3.58 (211, m), 3_22 (111, dd), 2.43 ( 111, m), 231 (111, m), 1.65 - 201.82 (6R, m), 1.28 - 1.40
(511, m), 1.21 (111, ra), 029 (314,t).
(2S,68)-244-CYclohex34-PhenoxYmediY0-6-gth34'2,3,5,6-tetrahirdro-oxazoloI32-alPYrimidin7-one
021H2B11203 (35620), LCMS (ESI): 35723 (MILI).     tH NMR (300 MHz, DM80-d6): 6 7.18 (211, d),
6.85(21*, d), 5.16 (1H, in), 416 (Iii, dd), 254.17 (1H, dd), 330 (1H, dd), 337 (211, m), 322 (IR, d42.43
(1H, m), 231 (111, m), L65 - 1.82 (6H, in), 128 - 1.46 (511, m), 1.21 (1H, in), 0.89 (311, 0. Example 74



l0E

fnxr,n¡ousol6,3o0Mlrz), 714(n,?Ã),7-41 (4 2rÐ,5,Sl (4 rÐ,srJ (b.ú, 1IFÍ),4.2G

4.55 (n,3Ð.4.0t (AFø, 1Ð, 1.30 (s,9II),

P.r¡rn¡ì¡ l$
(SlZ{+Cþlohoryl-plcnu:r¡,nøhylþ-po¡yI-2,:an¡tdn-oxrzoto[3p^a]¡ryrímidin-7oe

YYt¡-æ\/N'-lJ
(.Sj.S{¿-C¡¡ulo¡o<yl-l¡¡aox¡¡ncûyl)4jiih¡leo-rlrøzrl-2-ylmiæ (037 8, 135

mnol), ¡repued ín ¡ocoda¡rce with the ¡mcedrres in Stepc 1 and 2 of Boo¡Ie 1 and smting

ftm. R*pic,hloroþdrh ¡¡d 4qnloh¡¡rylp¡cnol, ças di¡solYod i¡ cli¡¡ol (6 nL). Lferhyl 2-

bc.qÃostc (Osa g,2.7O ñDl) w¿s tÌ'¡n ¿ddcd aod the ¡ca¡tion mixtue s¿s hed¡d at ¡¡Eu<

for 24 hr ad tåe.n cooled 10 ¡ood Þûpcrdü€. Tte rcsuËing øyetalliac solid vøs isolabd þ
trlEdio, w¡shed witå üEFùne 3 tim€s, and ùied uÉdcr Yncur 10 dod 135 ng @7% yield)

of (.S!2{+cyclohesyl-phøox¡'mcthy'l5-pmpyl-2ldihyùo-oxazolo[32-¡Jpy¡imidi¡-7-qe

as ¿ çråile solid.

c,2HiN2or (368.4E), LSMS (RSD:36921 (MIl+)

hmn (¡oo mq DMsGd6):6 ?.14 Crr, O, 6.s4 (zlr, d) s.63 (rlt s), s29 (tII, m),4.11

- 4.4 (4n n), 2.4s (3H, n). 1.e1- 1.t0 (5II, n), l.ss - 1.ú+ (2Il m), t.16 - t '42 (5H, o),

0,96 CaH, Ð.

Eraryle77

(9-2{+Qploloryl-phe¡oxpet¡yl}5-Phcryl¿¡lilrdruoøzolo[3p.a]pyrimÌdia-7-oue

o*Yo'"''*æ
V*'- \--l \-/
a\s/

Tbe title m4nuad was ¡rcpæd fun (.Sl{4{ycloLoryt-pbc¡ot<ynelhylHj-

di$ro-<rx¡zol¿-fl¡miaa ond cfhyl pterylpo'piolæ coployilg Éc pmcedue deáûibcd ¡n

E:.¡'qple 76. [o]DÙ +10026 (c 0507, DMso).

C2¡II2úN2O¡ (4m50), LC/lvfS (FSD:'l()3.19 (MIÍ)

1437 (S)-244-(3,3,5,5-Tetramelhyl-cyclohexyl)-phenoxymethyll-2,3-aydro-oxezolo[3,2-
abyrimidin-7-one  Step 1: 4-(3,3,5,5-Tetramethy1cyc1ohexy0-pheno1 5To 10% Pd/C (0.17g) under
N2 was added 1-henzylcory-4-(3,3,5,5-tetramethyl- cyclohex-1-eny1)-henzene (1 7 g, 53 ramol),
prepared by a substantially similar procedure to that of Step 1 of Example 18, in WW1 (15 mL) and
Ett3Ac (15 rol). This mixture was stirred under 112 (1 eon) overnight The reaction mhdore was filtered
through celite. The filtrate was concentrated to give the title compound as awhile solid (1.19 g). ID
CmH240 (23118), LCMS (Cl): 232.15(r). EH NMR. (CDCI3, 300MHz): 7.10 (d, 211), 636 (d, 21), 4.55
(s, 1111 2.80 (m, 111), 134(m, 210, 1.11-1.34 (m, 4H), 1.08 (s, 6H), 0.92 (s, 613). Steps 2 to 4;
(S)-244-(3,3,5,5-Tetramethyl-cyclohexyl)-phenoxymerhyl]-2,3-dihydromurzoloP,2-alpyrioxidin-7-one
15The tide compoimd was prepared from 4-(3,3,5,5-tetramethyl-cyclohexy1)-pheno1 and
R-epicblorohydrin employing the procedures in Steps 1 through 3 of F.xample 1. CgsrisoN203
(38223), LCMS (ES1): 383.23 (M++11).   .111 NMR (DMSO-d6, 3001v1Hz), 7.76 (d, Ill), 7.16 (d" 211),
6.85 (d, 211), 5.82 (d, 111), 532 (b.s, 1H), 4.244.44 (In, 311), 4.09 (AB-m, 1R), 2307187 (m, 111),
1.44 (d, 211), 1.10-130 (ro, 2041), 1.06 (s, 6H), 0.90 (s, 611). Example 75
(S)-2-(6-tert-Butyl-benzothiazol-2-yloxymethy0-2,3-dthydro-oxozolop,2-alpyrirridin-7-one 0 N0-g s
The title compound was prepared front 5-lert-butyl-benzothiazol-2-ol and Repichlorohydrin employing
the procedures in Steps I through 3 of Example 1. [432-5 +608 (c 0_51, CHC13). C1g111914301S
(357.12), LCMS (FSI): 358.02 NI-4-H).  
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ruNl,n lroourz, Dtvlfio-d6)r ô 7J6 (5Il m), ?.1a ¡zH, d;6.84 (jH, al),5.s4 (LIt s),52s

QIf n), 1.21 - 13t (¡s, n), 3.97 (tf! n), 2.43 (u{, n) L65 - 1.t0 (5H, m\7-ls - 7-42

(54n)'
B:<anplo 78

(S|2.t+(+tat-ButyI-pheootry)-phmoametfutl-2,3{i\¡dro-oxazoloB,2.el¡ryriøidin-?-one

"Ët} '"-G"-ft
the title was preprcd Éo'm 4 (4 '.'t-b"ry1Fheæ)q,>phfdol (prepared in

acoo¡da¡ce yrilh úö p¡oocù¡rts of Yeager, el¡- el- Sy,r'ltJrs. 199I, 63{8) md R-

e¡;¡hlnrottdrin ç¡pls¡ri¡g lhe ¡rocedures set fufh iÃ Stelx 1 tb¡Þr¡gh 3 ofEøple f . [a]"4
-35.tx) (c 0.s7 f , CHCb),

CrùIrA{p{ (3t2.1Ð, r,Gifs (BSD: 393.15 G,f+Ð.
'¡HmvmloIrasod6 300MIIZ), õ7-76(d\LtÐ,73s(d"?fr).697 (s,4HI 6.s5 (4 2rÐ,5,Ea

(4 lÐ,s32 @-t'1E),42A4,4! (n,3Ð,a.11 (AÈn, 1Ð, 12?(E9IÐ.

Example 79

(S)-?-(+CÞloheoryl-pleúxt'EErhy}?-oxo-2,3{¡úyd¡uT,HoxazoloÞ2aþyrimidins-s-

To a sohúim of (Ð-S{+<ycfonaVhleno:rf'neütÞaJj¡tt&o@zol-2.y1¡ni¡e

(0.5 g 1.82 mmoD pqarcd in aocadanæ with the p'mcedues dæcrrtad io Ste¡s 1 aD.d 2 of
btmple t æd rtrting Eo'n R<¡ichlorcþdrin a¡d'a+:alobørylpìøol, in crhånol (10 ''r.l)
w¡s added diefh),I aElyle".dicarboryldo (039 g 2í29 rmol). Tbe rcaction mixturE wE¡

bcged C rc.ûlx fc 14 hou¡ æd +he'' stored in a teezer ovcmight Ito ¡caction miú¡e w¡s

s¿mod to mom lcopsd!¡¡a Ïbr rcst¡ltíng ø¡rstall¡ne slid wes ir.il'red by oc[tilü€ston

¡nd ùied uds rrasnm d 60cC 1o afu 427 mg of (S!2{a-cycloheryl-¡hao)qrøeüVl>?-

oxa2,3dihJdm-7ll+nzolol¡2-4prrlnidi¡e-5-o¡¡boxylic scid orhyl cder. [o]¡Ú -16.15 (c

0.52, CrrQ).

CzIIzA{zO5 P9S.l8), LCVIS (ESI); 399r, (ùl++Ð

caùorylic acid dyt cstcr"\Y),"ff
^oÅo

100 ill MAX (DMSO-d6, 300MHz), 7.74 (m, 21), 7.43 (d, 211), 5.81 (d, I11), 5.28 (Es, 114), 4.26435
(m, 311), 4.08 (AB-m, 1H), 1.30 (s, 91-1). Example 76
(S)-2-(4-Cycloheryl-phe:noxymethyl)-5-propyI-2,3-chlrydro-orazolo[3,2-alpyrimidin-7-one $
(5)-544-Cyclohexyl-phenoxymethy])-4,5-dilrydm-oxazol-2-ylamine (037 g, 135 mmoD, prepared in
accordance with the procedures in Steps 1 and 2 of Example 1 and starting from R-epichlomhydrin
and 4-cyclobexylphenol, was dissolved in ethanol (6 mL). Methyl 2- herynoete (034 g, 2.70 mum!) was
then added and the reaction mixture was heated at reflux 10  for 24 brs and then cooled to room
temperature. The resulting crystalline solid was isolated by filtration, washed with heptane 3 times,
and dried under vacuum to afford 135 mg (27% yield) of
(5)-2-(4-cyclohexyl-phenoxymeihyl)-5-pmpy1-2,3-dilaydro-oxazo1oP,2-alpyrimidin-7-one as a white
solid. C.22HaN2133 (368.44 LC/MS (BSI): 36921 (M11+) 15NMR (300 MHz, orvISO-d6): 37.14 (2H,
5), 6.84 (211, d), 5.63 (114, s), 5_29 (111, m), 4.11 - 4.44 (4H, m12.45 (3H, m), 1.64 - 1.89 (51-1, ral
135- 1.64- (21-1,1.16- 1.42 (51-1, m), 0.96 (3H, t). Example 77
(S)-2-(4-Cyclobexyl-phenoxymethyD-5-pheayl-2,3-dilrydro-ortzoioP,2-a]pyrimidin-7-one 20        The
title compotmd was prepared from (..9-5-(4-eyelohcxyl-phenoxymethyl)-1,5- dihydro-oxszol-2-yIaminc
and ethyl phenylmopiolate employing the procedure dnibed in Example 76. joia25 +10026 (c 0307,
Dmsc). C2511261t03 (40230), LC/MS (ESL): 403.19 (MIFF)  
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rn xt"n 1cucl" 30û.frz), s 7.13 (2II, d). 6.so (3fL m). 521 (fll m),4-flÁJ8 eE, m),

439QJt,q),42o-4.33 @lm),2.a5(hr.s, 1IÐ, 1.6'r-1.8t(a,5IÐ, 1.1t-1.43 (EII,n),

E:rample E0

(SlZ-tqçqJ'p1oüßrryf -phenoxy)9heno:r¡møhyll-23dibdm<tozolo[32-¿Ipy¡imitlin-7-oae

'Ëyi/-G"-GO
Tle title wrs ¡repacd f:om 4{4<yclohct<yl¡hcoory}¡ùcaol (pqarca in

ac€ordsnæ vlilh the goccdwe of Ycrgeç eL aI, .5JÐfr¿str, t991, 63{f, and R-

cpicüloroþdrin eo¡loying tle ¡noce¿¡¡es as set forth in StrF I lhþuCh 3 of Bxmple I.

ldlDÈ-33.76 (c 0.563, crlcb).

QsIIøl'¡uOr (418.1S), LGá^S (EÐr 41920 (¡,f+Ð,

h xl'n. (pr*so¿c 3ao:¡[rrz>, s 7 -76 (+ tg.), 7 -r7 (4 zrÐ, 6.9? (s, 4Ð, 6.&t (ú zrÐ, i, t2

(d. tÐ,5.34 (kc lEI 4234-44 (q rIÐ,4-t2(AB-n, LrÐ,L42 (q lÐ, 1.6G1'Ea (o'

5E), 1.1+1,a3 (o,5tÐ,

Examplc El

(SÞ2{+Cþlohexyf-pheoo:r¡metüyl)4ahyf-zldiþùo-<nnzolopJ-alpyrimidin-7<no

YY"y.,,r'ff
To a solúion of (2s,6R>2{4<yDlohsxyl-¡loo¡ryncth¡lI)+eúyt-2,3j,Clehahyd¿¡-

o:øzoloB!+lgyrinidirT-oo (108 '''g. 0.41 nnol) in úolucûo @ ol) vas addcd

rn¡ng¡ncsc(IÐ qr¡idc (360 mg, 4.1 mmol). The naction mixu¡¡c wzs Étaæal at ¡dq -brlkee

dsJs. Tht rcaclio¡ uixt¡re was fiI@d wilhoü coolbg sod fhc fitrde con¡#d and

lmded m a silica gd colsaD- Tbß oolumn was dú€d with 2-7lc iso¡m¡raaoVøothyleue

chlorid¿ 1o atrord t ng of (S)-2{a-cÊohet<ylohûoAmqúyt}ffiy'-2'3¡fuæ

oxazoloBl.aþ¡inidin-7-orc. Ío.;bß -22-4 (c 0.5, qICb),

C¡rIIæl{û (354, 1 9), rcMS @S!: 3ss21 (MII).

h Nr'x. (300 tfirã G)ct¡): õ 7-13 eE d). 7.04 (IIr, s), 6.81 @rr, d), 5.2, (tH, m), 4.19-

a39 @H, ø),2.atr2s3 (3II, n), 1.67 - t.E7 (rl m), t.l3 - 1.42 (8H' m).

Þ<amplo 82

(S)¡5-Ethyl-2-[a133.5,5-tct¡Eceyt+yclobcxy]phøox¡'nahylld¡¿úÉqsxszolot32-

alryrimidin-?-one

109 iHNMR. (300 MR; DMSO-d6); 8 736 (511, m), 7.14 (211, d), 6.84 (2H, d), 5.84 (1H, s), 525 (111,
m), 4.21- 4_38 (311, in), 3.97 (111, m), 2.43 (111, ra), 1.65 - 1.80 (511, m), 1.15 - 1.42 (51:1, m).
Example 78
5(S)-2-14-(4-tert-Butyl-phe:noxy)-phenoxymetind]-2,3-dihydro-oxazoloP2-akyrimidin.-7-one Kr,      The
title compound was prepared from 4-(4-test-borylphenoxy)-phennl (prepared in accordance with the
procedures of Yeager, at al_, Syn. thesis. 1991, 63-68) and Repichlonthydrin employing the
procedures set forth in Steps 1 through 3 of Example 1. [aiD15 -35.611(c 0.571, CHC15).
C231124N204 (392.17), LCMS (Ea): 39115 (1v1F+14). ill NAM (DMS0-4, 300MHz), 57.76 (d, IH), 735
(d, 211), 6.97 (s, 411), 6.85 (ii, 211), 5.82 (d, 11:1), 532 (bits, 111), 4244.43 (m, 314 4.11 (AB-m, 111),
127 (s, 911). Example 79
15(S)-244-Cycloheacyl-phenoxymethyl)-7--oxo-2,3-thlaydro-7H-oxazolop2-abytimidine-5- carboxylic
acid ethyl ester  0 Nyo  0 0      To a solution of
(S)-5-(4--cyclohery4-phe:noxymetiry1)-4,5411ydro-oxazoI-2-ylamine (0.5 g, 1.82 mmol), prepared in
accordance with the procedures described. in Steps 1 and 2 of 20 Example 1 and starting from
R-epichlorohydrin and -4-cyclohexyIphenol, in ethanol (10 roL) was added diethyl
acetylenedicarboxylate (039 g, 219 mond). The reaction mixture was heated at refiux for 14 hours and
then stored in a freezer overnight The reaction mixture was warmed to room tempera-tire. The
resulting crystalline solid was isolated by centrifugation and dried under vacuum at 61:1C to afford
427 mg of (S)-2-(4-cyclohe:xyl-pheaoxymetby1)-7-
oxo-2,3-d1xydro-711-orazolof3,2-a]pyrimidine-5-earboxylie acid ethyl ester. [a]a2-5 -16.15 (c 0.52,
CHC13). enH2614205 (398.18), LCMS (EST): 39920 (M++H)  110    NMR (CDC13, 31:10N11-14, S
7.13 (2H, d), 6.80 (311, zu), 5/1 (111, m), 4.62-4.78 (2H, m), 439 (211, q), 420 -4.33 (211, at), 2.45
(br.s, 111), 1.67-1.88 (m, 5H), 1.18 - 1.43 (81-1, 



r5

To a soh¡tim. of 5-[a{33,5t-ffiD€rttkdohay}¡høxymethyl]-4,5{ihyd¡o-
onzol-2-ylenilc (0,15 S, 0.454 ûmol), pepareil in acoordarco with the¡nocedurts dssr'hcd

in Slc¡s 1 od 2 ofÞ<¡mple f ald surtilg &m Rqic,hlomhld¡iD sDd 4{3,3,5,ftst8rÊeyl-

I (prclae¿ usi¡gAe sae proæått ¡¡ ¡¡ sto! 1 ofÞt¡'-Ille 74), fu ethanol

(5 '"r ) was added e@ 2-pcot¡noæ (0.086 g, 0.681 -'-,ol). Tho rcaolioami:<ture ìrÐE hEat¿d

d r€flux for 14 hrs a¡d the¡ aoolcd b rcø. tdl¡qdrre thc reactio¡ Eixtrrr! w¡s

mrc¿ú¿ts{ loadcd mto a 6ilic¿ gel cotmn, and eluþd wilh a % mctbarollmethylae

chl¡ride b aft¡d 21 mS of (S> 5-eüj¡l-Z[4{3Ä5.5-Þhaø.cÉhylqrtùohør¡}

l¡enoq¡mcUytl-4f dfrt&oñzolop2-¿Ipyi¡idir7<nc.
Cz¡H¡rl{zO: (4I 0.26), LCA{S (ESI): 41 1 5 (Mlfts).
lnru,n 6oomla cDcl¡):2.15 ((2rr), 6.11 (4 2rÐ,5.r9 (+ tÐ,5.22(b.s, trÐ,42o4-zl
(n, a$,2.1s (n, lIÐ 2.50 (ç 2IÐ, 1.5s (n,2IÐ 1.11-13s (n,1fI), l.os (s,6Ð,0,93 (s,6E)

Bxon¡úo 63

(Sl}(+CþIoho<yt-3-isopopyl-phão(ynúylÌ2,3iibt¡qoczotot¡ ),a.þryrimiÃit? -onc

"\)ö'"-q-o
r

Slc.ps 1 al.d 2; 1 <yulohxyl4-methoxy-2-isoplopyl-bcnzeoo

l.-Bruo-zisogopyl+neüox¡benzrne was pepared i¡ occo¡d¡¡oc wi6, tte
ofKnni¡hi ú^ EL, BulL CIem &c lpn- 7989,62- 591-593- To a soft¡tion of 1-

homo-2-iso¡xogyl4-møho:<y-fuzae (a,5 g 19,7 mmol) r*rs added BuLi (l.6lvf in lexsncr

t4.t ml 23 .7 nnol) ¿1 -?8oC fte Eartio¡ mixtuæ uas sti¡rcd 8t -78oC fiú ¿l{¡ nrin, follor¡æd

by adtlition qf B(G¡Prh dropwise. The rcsultirg Eûdu¡e ww stir¡Ed at -78'C for 2 hor¡r¡,

úco v¡aocd to roø. tqradrne avaigh. Ilc resrtio¡ Eixû¡¡E r Bs qlnohcd with IIq.
(1N) aod exftAtd with cEfhyl ethø thæ ti'"*. Ile orgatric pbsse wls vzstod wilh wd.r,

h¡ine ¡nd ùicd (NqSOd, Silioa gol ohooOgmhy Q()-30 ToEtOAclheptme) p'mvided 23 g

of 4-nclhoxy-2.irogopylTbeu¡lbor@iõ Eci¡t

Example 80
(S)-2[4-(4-Cyclohexyl-phenoxy)-phe:noxymethyl]-2,3-dihydre-oxazoloP,2-alpyrimidin-7-one 5Otto
The title compound was prepared from 4-(9-cyclalaexylphenoxy)-phertol (prepared in accordance with
the procedttre:s of Yeager, et. oL, Synthesis. 1991, 63-68) and Repichlorohydrin emplofrg the
procedures as set forth in Steps I through 3 of Example 1. [ccip25 -33.76 (c 0.563, CHC13).
10C261-12.614204 (418.18), LC1v/S (EM): 41920 )C-111). IH NMIR. (DMSO-d6, 300M1-1z), 87.76
(d, 114), 7.17 (d, 211), 6.97 (s, 411), 6.83 (d, 211), 5.82 (d, IH), 5.34 (13r.s, 11), 4234.46 (m, 31-1),
4.12 (A13-m, 111), 2.92 On, 11I), 1.66-1.84 (m, 511), 1.14-1.43 (m, 5H). Example 81
15(S)-2-(4-Cyclohearyl-phenoxymethyl)-6-ettyl-2,3-dihydro-oxazolo [3,2-alpyrimidin-7-one       To a
solution of
(28,6R)-2-(4-cyclohexyl-phenoxymedrjr1)-6-ethyl-2,33,6-tetrahydrooxazolof32-a]pyrimidin-7-one (108
mg, 0.41 mmol) in toluene (2 ml) -was added manganeseaV) oxide (360 mg, 4.1 mmol). The reaction
mixture was heated at eflux for three 20  days. The reaction mixture was filleted without cooling and
the filtrate concentrated and loaded on a silica gel column_ The column was eluted with 2-7%
isopropanollmetbylene chloride to afford 8 mg of
(S)-2-(4-cycloltexyl-phenoxymeth)l)-6-ettyl-2,3-dthydrooxazoIop,2-a]pyrimidin-7-one. [ctIoli -22.40 (c
(1.5, CHU)). C11112)T203 (354.19), LCMS (MI): 35521 (M114). 25NMR (300 METz, COC13): 5 7.13
(211, d), 7.04 (I11, a), 6.81 (214, d), 5.23 (IiI, m), 4.19- 4.39 (411, in), 2.40-233 (311, m), 1.67 - 1A7
(511, ra), 1.13 - 1.42 (8H, m). Example 82
(S)-5-E1hyl-244-(3,3,5,5-tetremethyl-cycloheacyl)-phenoxymethyll-2,3-dThydro-oxamlop,2-
alpyrimidin-7-one  II1   



ttz

Cþloloryl-4-nctåo<y-2-isopropyl-bozme wa6 pepa¡Ed fu tço ste¡s ty a Sua¡ki

ooqrli¡g Df +melhoxy-2-ilolrol¡yl-plerylboronio aoid æd cplobcxcool tifalc follawing the

prooealuts of CsrnÊn Et sI- Wett 2ù05, No. 10, pp 1601-1605, to oblain l<,¡æloho<-l-

øyl-2-ieo¡nopyl4-merho¡ry-beøcdq $ihicå rv¡s st¡bscqucalty hydrogcnstrd Güq Hr,

lvlcOII) 1o fto 1<lolohc*yl+møbor¡2.isopropyt-bozeæ.

CrClz¡O C23z ts), t4MS (BI): 232. I {M).
lrr ¡wn (crrcb, 3onMrrz), õ ?.rs (4 1Ð, 6.8r (q lrrl 6Jo (d4 rÐ, 3.t9 (\3lf,J,322

(qub, 1Ð,2.?2 (h. s 1Ð, 1.67- 1.92 (n,51Ð.12:I- l.aE (n, 5tÐ, t13 (d,6Ð.

$cp 3: a€þ.lobr*yl-3-isopcopyl-¡bnol

To l.c¡dohoryl^+mdo:ry-2-iso'papyl+enzene (À09 g 9.0 mmol) in qIrCL (20

r) e¡a¡ ¡dded BBr¡ (l MiD. CII¿CT¿ TL.5 mmol) d¡oprrise st 0oC, Ttis mitue was sined

al 0t for tço bou¡s. Tte ¡e¡c¡io¡ Eixû.r€ was tha quac.hod with M€OH (5 EL), aftsr

which aqr.rcour sodirm hyùogen caöoale (10 r¡r) rms sdde¿ Ïlp rc¡diou mi:cr¡e wss

stíæd at room EûIt€raû¡re for onr ho¡¡ ¿¡d qt¡¡tsd wiü CIIxCl, tk€c times. the cgaic
phasc was vzshed with brdne, &ied (NqsSOa) ånd conoeúaf€¿ Silica gpl chm¡log¡ryhy (0-

?9fÊÐltrlhegøne) provided 236 g of the title coryormÈ

C¡5II2O 121 3¡ q, I-IG{S @S!: 219.1 I (I\f,+IÐ.

'H r'nß. (oct!, 300Mrrz), 6 7-o9 (d,LH}6.71 (4 1IÐ, 6.62 (4 1lÐ, 4.47 (É, 1II), 320

(qui4 tÐ. 272 (br. s, lE), 1.63- 1.92 (n, 5tf), l-tL 1.48 (n, 5II} t.21 (d, 6þ.
Stcls 4 10 6: (SÞz(441i=lob*tt-3-isopopyl-phcntnrpelhyt)!3{ihycko<x¡zolo[3,2-

alpyrimidin-7-ore

TIe title con¡ound was prc¡aroil ñoo +cyclohÊxyl-3-isapopyl-¡henol and R-

aicùlomhyúiu !û¡IotiDg Èc ¡rocoùes as st ñ¡ù. ín Sle¡e I thrbush 3 of Brln![o 1.

tcIDã -54,00 (c0,5, cHclt.

%IInNrO¡ (36E,20), rch'rs (ESD: 36923 Gf+I+
¡Hxl"n 

1cDct , 3ooMr{z), õ 226(d, 1Ð. ?.1i (q uÐ, 6,76 (4 rrÐ, 6.67 (dd, rÐ, 6.10 (4

1IÐ, 52J (ø, llÐ, q.ßa.M (n, arII 322 (E¡í4 trÐ,214 (b¡. $ 1Ð, L67- 1.89 (n, slf),

t2G t.so (n, sI!, 12I (d, trÐ.

Bxaoplc 84

(s)-2{acyclohcr<yl€.ethíalcnoxymøt¡'¡¡2,3dhyeo+xazolo[3,2^¿]pyri¡idi¡-7-o¡p

To a solution of 544-(3,3,5,5-teiramethyl-cyclohexy1)-phenoxymethy1l4,5-d1hyclrooxamI-2-ylamine
(0.15 g, 0.459 mmol), prepared in accordsnce with the procedures described in Steps 1 and 2 of
Example 1 and starting from R-epiehlorohyddn and 943,3,5,5-tetra:methyl- 5 cyclobexyl)-pheaol
(prepared using the same procedure HS in step 1 of Example 74), in ethanol (5 mL) Was added ethyl
2-pentyrwate (0.086 g, (1.681 mmol). The reaction mixture was heated at reflux for 14 his and them
cooled to room temperature. The reaction mixture was concentrated, loaded onto a silica gel column,
and elated with 4 % methanollmethylene chloride to afford 23 mg of (S)-
5-ethyl-24443,3,5,5-tetramethy1-cyclohexyl)- to phenoxymethy1]-2,3 -thlrydra-oxamlo
,2-ajpyrimidin-7-one. C.251134N203 (410.26), LCIAS (EST): 41125 (MEP). 111 MAR (300 Milz,
CDC13): 7.15 (d, 2H), 6.81 (d, 211), 5.89 (s, 1R), 5.22 ).s, 111), 4204.38 (ra, 91E), 2.18 (m, 11-1),
2.50 (q, 2H), 1.55 (m, 21-1) 1.11-135 (m, no, Los 0, ao, 0.93 (s, 6Ff) Example 83
15(S)-244-Cycloheecyl-3-isopropyl-plianymetEry1)-2,3-dihydro-oxazoloP2-aktyrimidin-7-one  Steps 1
and 2: 1-cycIohexy1-4-methoxy-2-isopropyl-benzene         1-Brozoo-2-isopropy1-4-methoxy-bertzene
was prepared in accordance with the procedures of Korrishi et aL, Stilt Chen Soc. Jrpn, 1989, 62,
591-593. To a solution of I- 20 bromo-2-isopropy14-methoxy-benzene (4.5 g, 19.7 mmol) was added
BuLi (1.6M in LEXHIle, 14.8 mL, 23.7 mmol) al -78C. The reaction mixture was stirred at -78C for 40
min, followed by addition of 13(0-1Pr)3 dropwise. The resulting mixture was stirred at -78C for 2
hours, then warmed to room temperature overnight The reaction mixture was quenched with Ha (1N)
and extracted with diethyl ether three dram. The organic phase was washed with water, 25brine and
dried (Na2SO4). Silica gel chromatography (10-30 cYciEt0Actheptane) provided 23 g of
9-methmry-2-isapropyl-phenylboronic acid  112      Cyclohexy1-4-methoxy-2-isopropyl-benzene was
prepared in two steps by a Suzuki coupling of 4-methoxy-2-isopropyl-plaerrylhoronie acid and
cyclohexertol trade following the procedures of Carmen et al., Synlett 2005, No. 10, pp 1601-1605, to
obtain 1-cyclohex-1- enyl-2-isopropyl-4-methoxy-benzene, which was subsequently hydrogeoated
(Pd/C, 112, 5 Me0H) to form 1-cyclohcxy1-4-methoxy-2-isopropyl-henzene C1611240 (232_18),
LCMS (El): 232.17(M). .111 NMR ((DC13, 300MHz), 57.15 (d, 111), 6.81 (d, 111), 630 (dcl, 111), 3.79
(s, 311), 3-22 (quin, 111), 2.72 (hr. s, 1H)" 1.67-1.92 (in, 511), 1.27- 1.48 (n, 511), 1.23 (d, 611). 
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SEp 1:,1-CþIohoryl-3-ethyl-pbeaol

44)Dlùc¡<yl-3<fhyl-ph€ûol lvâs FEparEd þ eopþiag Éc pcoccrùras ìn rtcpl

thrqgh 3 of &cøplc &1.

s C¡¡IIzoO (2É.1Ð, LG\,ÍS (E¡il)r 205,17G¡f+Ð.

'H NNR (cDct, 3ooMHzI ô z.os (q lÐ, 6.6{ (n, 2þ, 4.s1 (s, tÐ, 262 (u, 3rr), 1,6E-

L90 (o,5E), 1,17- 150 (m, 5Ð, 1.19 (t,3Ð.

Sþ 2 to 4 : ($12{+Cþloleryt-3<eylph¡ao¡<ynethy}43¡it¡¡úo-opzolot32-

al¡yrinidin-7onc

Io Tte tirlc compomd *as ¡re¡rued Êon +cyclotexyl-3+@-¡bcaol aod R-

en¡loyilg thc ptoccdurcs as sÊt fodh h Sf+, 1 fusqgh 3 of Enample l.

lalDÚ -51.60 (c 05 (acJ¡).

CqII2N2OJ G54. t9), rcMI¡ (ES)r 355. I 9 Grf+IÐ,

\r mm. (cDct, 300MIIZ),6724 (q rÐ, z.r5 (d,trÐ,6.ffi.?3 (o" 2rÐ, 6.os (4 1Ð,

15 s27 (r, 1Ð. 4-ft4-43 (m.4Ð,2-sùL74 (n,3Ð 1.63- 1.93 (n, sÐ, t2G 150 (o, rr),
1.19 (t,3IÐ.

Example t5
(S|2{aa)pbhøcyf-3,sdinchyl?bÊnoxyoethy}2"3i¡hydro{x¡zolot32-aþy¡inidin-Z

Stcp t: 4{yclobo<yl-3Jdimerhyl-pheool

+CþIoboryl-3J{inrtþ1-pherol was grparcd iu ¡ooord¡ace with the pmcedun* of
Boisselet et al- FR 1315008.

25 Cr.II2oOC2ø.1Ð,IIMS (ßSIlr205-12¡lif++11¡,

rnru,n (os¡.3mMrrz),5 6.4s (E2rr),437 G, tÐ 2.N(m,rtt\L36(k+ 6rÐ, r,t5-

1.95 (n, f0Ð.

Step 3: 4-Cyclohoryi-3-isopropyl-phenol 10To 1-cyclohercy1-4-methoxy-2-isomopyi-benzene (109 g,
9.0 mmol) in CH2C12 (20 mL) was added BIlr3 (I MinCH2C12, 22.5 ramol) dropwise et 0C. This
mixture was stirred at 0C for two hours. The reaction mixture was then quenched with Me0H (5 mL),
after which aqueous sodium hydrogen carbonate (10 mL) was added. The reaction mixture was
stirred at room temperature for one hour and extracted with CH2Ch three times. The organic 15 phase
was washed with Mn; dried (Na2SO4) and concentrated_ Silica gel chromatography (0-
2%EttiAciheptarte) provided 2.36 g of the title compound_ Clan (218.161 LCMS (EST): 219.18
(M+-1-H). NMR. (CDC13, 300MHz), 8 7.09 0, 1111 6.73 (d, 111), 6.62 (d, 111), 4.47 (8, 1E1), 320
(quirt, Ill), 172 (hr. s, 111), 1.63-1.92 (in, 511), 1.12- 1.48 (n, 511), 1.21 (d, 611). 20Steps 4 to 6:
(S)-2-(4-Cyclohexy1-3-i-sopnrpy4-phe:noxymethyl)-2,3-dflaydro-oxazoloP,2- alpyrimidin-7-one      The
title compound was prepared from 4-eyelohexyl-3-isopropyl-phe:aol and Repichlarohythin employing
the procedures as set forth in Steps I through 3 of Example 1. [alois -54.00 (c. 0.5, pHaA.
25C22ri2iN203 P68.20), LC? S (EST): 36923 (M411).  H NMR (CDC13, 300M11z), 5 7.26(d, 111),
7.15 (d, 111), 6.76 (d, 111). 6.67 (dd, I11), 6.10 (d, 1H), 5.213 (tn, 1H), 4.12-4.44 (in, 411), 3_22 (quin,
111), 2.74 (hr. s, 1H), 1.67- 1.89 (m, 5H), 1_20- 1.50 (rn, 511), 1_21 (d, 611). Example 84
30(S)-2(4-Cyclohexy1-3-edayl-phenoxymethyl)-2,3-chlrydro-oxazoloP,2-abyrimidin-7-one  113  Step
1: 4Cyclohexy1-3-eihyl-pbenol      9-Cyclohexy1-3-ethyI-phenol was prepared by employing the
procedures in slepl througEt 3 of &temple 83. 5Cz4H200 (204.15), LCMS (F-S1); 705.17 (Ite4HE)- 1H
N1,411 (CDC13, 300MHz), a 7.08 (d, 111), 6.64 (in, 21-1), 4.51 (s, 111), 2.67 (n, 311). 1.68- 1.90 (m,
511), 1.17- 130 (m, 5H), 1.19 ( 3H). 
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Stp 2 to 4r (S>2{+gÞlobo{yL3J{iouby'-¡lenoxymøhy}2Jdihytko<tozolol3,2

aÌ,yrímídiÀ-7-oDc

Ihe ri[E cmpowd was ¡ne¡lrd froD 4{yu]ohexyl-3¡lindyt-Fhen¡l and R-

epicùloroþdrin cûdoyítrg fhc poædurcs as $ forû in Sþ¡:s f ùtouSh 3 of Exao¡le 1.

lclDÜ 4.40 (o 0,5, DMso).

OTIIxNzO: Q54.19), LCI!ñI @S!: 355.19 Of{Ð.
tll wl,m. ¡naso-n 6. 3ooMEz), E 7 .16 (4 t Ð, 6.50 (br. s, 2III 5.e¿ (4 1II), 5 2S¡ (n, lÐ,
a ß (\ IIJ), a-za @"uI), 4,0E (n, tþ, 2.86 (n, 1Ð. 232(k s, 6Iù 1.22. 1.t9 (s, t0IÐ.

B<am¡Ie t6

2-I3-Mdrlryl-4{3. j,55-lctaoolhykyolobcxylpleno<ynahy[-2,3{i$¡o-<vxazolo[3'z

alp¡imidirToe

"tv:'"-q
Step 1 : 3-Motþl-(3,r,SlmanAhyl-cycloboty)¡lcaol

fif,uom-mdsne$¡Ifüic'.i.I 3¡Jj-tctrB@eity{-cyDlohtr-1-€ry1 esiu was prc¡arcd

i¡ amo¡d¡¡ce with thc pocedurcs of ltroack et øL, J- Ileteroc¡tclíc Cløt- 1988. No. I0' pp

12i7-1211. +lv{øúøxy-?-øeúyl-t {3J,5,ftetrmcrhykyoloho<-l-coy}beoac was

prepacd in two sEps by a Søuki corryIing of 4-methox¡2.ncfhy1-pherylboronic acid ad
jc ¡airt lJJ,J-¡s¡¡msþkyclócx-lql estu bllowing the

poccilrcs d C-sdE eL 
^L, 

Synlen 2005, No, 10, pp 1601-1605, to obbb +øolhÐ<y-2-

20 EsùyL1€,3j.5-tettc'fhyk çlobcx-t-eny)õenzene, vhioh w¡s

\ntoged¡ld to forn t<yclohery{-4-meúoxy-2.mrt}yl-}cazuc.

To t-cycloùaryl4aelho><y-2-cltyl-bcozae (I.86 g 7.15 mnol) in CIIrCl" (20 EL)

was addett BBr¡ (I M in CIIPI¿ 17,8E mool) dmpwise d dC. this Eixt¡rt ças stined d
0E frr É¡ee hour. Ilc ¡t¿ctio¡ u.ixt¡re was thrn queoc'hed eriú MeOH (5 -'r ), añÈ which

25 aquørrs sodiu þúogø caóoøe (10 '"r) rtas addtd. Thc ¡casti@. mixtue ças stir¡d at

mûn tempãú¡re ovcmigbt md e<bctcd wifä CII¿Clz lb¡E€ tirnæ. The cgmio ¡laso was

wâshÞd wiú. kirc' d¡ioal OIa"SO{) and c¡¡ocústod. Silica gel c¡¡m¡togr4hy

@tOAc/ho¡ønc) pavided 1.76 g ofthc tillo co¡oud
q?H2óO (246.19),LCIr,fS @SDl 2a7J2 Qvf+fl).

Step 2 to 9: (S)-2-(4-Cyclohexy1-3-ethyl-phonoxymethyl)-2,3-dihydro-onzolo[3,2- abyrimidin-7-one
10The title compound vras prepaar.41 from 9-cyclohe:xy1-3-ethyl-phenol end R- epichlorotrydrin
employing the procedures as set forth in Steps 1 through 3 of Example 1. [a]n25 -51.60 (c OS, GRUA
C2a126N203 (354.19), LCMS (ES1): 355.19 (M1-+H). NMR (CDC.13, 300MHz), 5 729 (d, Iii), 7.15 (d,
111), 6.64-6.73 (n, 211). 6.08 (d, 111), 15527 (n, 111), 4.18-4.43 (in, 411), 2.58-174 (in, 311), 1.63-
1.93 (m, 511), 120- 130 (m, 511). 1.19 (t, 30). Example 85
(S)-2-(4-Cyclohexy1-3,5-dimelhyl-pbenoxyrnelhy0-2,3-dBaydro-oxazolop,2-alpyrimidin-7- one 20
Step 1: 4-Cyclohcary1-3,5-dimethyl-phenol      9-Cyclohexy1-3,5-dimethyl-phenol was prepared in
accordance with the procedunn of Boisselet et. at, FR 1315008. C14112s0 (204.15), LCMS (ES1):
205-17 (M+1-1-1). 111 NMR (CDC:13, 300MHz),  6.48 (s, 211), 4.37 (s, 111), 2,90 (n, 111), 2.36 (bra
61-), 1.15- 1.95 (in, 1011).  114 Step 2 to 4:
(S)-2-(4-Cyclohexy1-3,methyl-pbenoxymethyl)-2,3-dihydm-oxazolo[3,2- a]pyrimidin-7-one        The
title compound was prepared from 4-cyclobexy1-3,5-dimethyt-pheno1 and Repichlorohydrin
employing the procedurea as set forth in Steps 1 through 3 of Example 1. 5[a]? -4.40 (c 0.5,13MS0).
C2i1126N203 (354A9), LCMS (ES). 355.19 (M++11). 
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h¡u,n (cog¡,3ooMllz),s 7,07(4 lÐ, 6-64(n,28),4-43(Â, 1Ð,3,03 (u, tÐ,230 (s,

1IJ), r.tL 1.51 (m, 6II), 1.10 (s, ffi), 093 (n 6H).

Stsps 2 b 4: 2-P-Mûy1+(3,3,5J@-23 dihyùo-
onæIoBP-aþyrinidin-7-oæ

TbËtiile wasge1øedûom3-Detbl4{39,5j-tctøstlyl+frclohcxy}
phcnol and Rqicùlqobúin oploying the procrdues s€t foùth iB SÞs I ûroug! 3 of
Exam¡rle 1, [a,]DË -43.00 (c 05, CÍICls).

q1H;NzOr 096.24), LcMs (EsI) 
= 
3!t 24 (À¡f+$.

bNm-1cnel" 300MIz), ô 7.2s (4 lÐ, 7.f2 (q tIÐ 6,68 (n,2rÐ,6.08 (4 rrr), i.z6 (n,

1Ð, 42ft'4.41 (ø, aH).1-vi (m, 1Ð, 23f G, 3IÐ, lz{Þ 15I (n, 6IÐ, 1.11 (s. 6E), 033 (s,

ffi).
Ê<¡mple t7

$p(aalyuluheryl-phenox¡'ncfo)Gittopropyl-2,3diþrdr¡r-<nrazolo[3,2-aþyri.oidia-7<no

SÞpl: 2-Fonuyl-3-múyl-brú¡zic acid etl{d erer

A mldio¡ of düso¡ropylamine @.53 g' 25 nrnoD in TlIp (¿5 -t) s¡¡s æatcd with r
btüyllit]ü¡m (I.6N.f ù hsø!c, 16 E\ 25-6 mcl) at room t-"'¡eratue und€¡ N2, Tht

rcsuldag pole Jæ[ow solution w¿s coolsd b -7fC, A solrtim of 3-methylùut¡¡ic ecid eeyl

esta C2.9f g, " 3l møol) ia TIIF (/ nr) was addcl Sñ#"Ew¡s co¡tiouod for ¿ b¿If ho¡r

ú. -7toc" af,Er rrrùich cthtl fr@e €.5 g ?5 mmol) rpz¡ add¡d- The reaction rixtu¡e wus

allowtd to te"ú. to É@ fcapøare md stind ftf th¡rr bor¡r¡ uds Nr The reaaion

mixture was çcacåcd wiú. acetic acid (4.5 El) dilúrd wiü dirthyl ctlcr, rvashcd with wak,
b¡i¡e, aDd d¡icd (NseSO{). Silicâ eel c,hDnrogEÉy (ncthyl aoceÆÉr(sDÐ provided 32 g

dtte tide conpoud ¡s a mixtr¡e ofimc¡s
qlll1q (lst.09), l,q}ls (EsI): ls9. 1 IG,f+Ð.
Ste¡ 2: $)-2.(+CþIohor¡l-¡hcaoçtudhylGisopro'pyH,3dhyùooozolot3!-
alpyriuidin-Zoao

To a solutio¡ of (,S!5{+cplohc¡<yl-pbøoxyne{ht}a,Hihydrc-oxsæl-Z-ylaninc

(0.4t g 1.74 '-"lol) (p¡c?s¡Ed in ¡ccord¡n¡n with úe prooedrms deser'bcd in Sto¡s L old 2 of
Þ(mIIE 1 ad rùrting fiom R-cpic,hlorc@in a¡d 4r,yclohø<ylÈøol) fu. efhanol 06 "rI")

'H N1,411 (DMSO-D6, 300MHz), 8 7.76 (d, 111), 6.50 (br. s, 211), 182 (d, 111), 529 (in, 111), 4.73 (1,
Ill). 424 (m, 211), 4.08 (in, IF!), 2.86 (m, 111), 222(br. s, 611), 122- 1.89 On, 1011). Example 86 10243
-Methyl-4-(3 ,3,5,5-tetrame thyl-cycl oh exy1)-ph enoxym ethyl]-2,3-dihydro-oxazolo a]pyritnidin-7-one
Step 1: 3-Methy1-4-(3"3,5,5-tetramethyl-cyclohexyl)-phenol           Trifluoro-methanesulfonic acid
3,3,15-tetramethyL-cyclohex-1-enyl ester was prepared 15in accordance with the procedures of
Haack et. at, .f. Heterocyclic Ghent 1988, No. 10, pp 1237-1241.
4-Methoxy-2-methyl-1-(3,3,5,5-tetramethyl-cyclohex-1-enyl)-benzane was prepared in two steps by s
Suzuki coupling of 4-methoxy-2-methyl-pherrylhoronic acid and trilluoro-methanesulfonic acid
3,3,5,5-tetramethy1-cyc1ohex-1-eary1 ester following the procedures of Gamlen et_ aL, Synlett 2005,
No. 10, pp 1601-1605, to obtain 4-methoxy-2-
20methy1-1-(3,3,5,5-tetrernethyl-cyclohex-I-enyl)-benzene,whichWass-uhsequently hydrogenated to
form I-cyclohexyl-4-medioxy-2-met.hyl-benzene_      To 1-cyclohex34-4-methoxy-2-ethyl-bermme
(1.86 g, 7.15 mmol) in CH2C6 (20 rut) was added liBr3 (I M in CH2Cl2, 17.88 roraol) dropwise at 0C.
This mixture was sthxed at 0C for three hours. The reaction mixture WES then quenched with Me01-1
(5 mL). after which 25 aqueous sodiuna hydrogen carbonate (10 mL) was added. The reaction
mixture was stin-ed at mom temperature overnight and extracted with CH2C12 three firma. The
organic phase was washed with brine, dried (Na2SO4) and concentrated Silica gel chromatography
(Et0Aceheptane) provided 1.76 go! the title compound. C1711260 (246.19), LCMS (ES!); 247_22
(.M-1-11).  115   NMR (CDCI3, 300ME1z), 67.07 (d, Ill), 6.64 (in, 213), 4.43 (s, MI 3.03 (m, 11-1), 230
(s, 3H), 1.12- 1.51 (in, 6H), 1.10 (s, 613), 0.93 (s, 6H). Steps 2 to 4:
2-13-Methy1-4(3,3,5,5-tetnunetray1-cyc1ohexy0-phenoxymethy1]-23-thlydrooxazdoP,2-alpyrimidin-7-
one 5The tide compound was prepared from 3-methy1-4-(3,3,5,5-tchametlayI-eyclohcxyl)- phenol and
R-epichlonthydrinl employing the procedures set forth in Steps 1 through 3 of Example 1 [a]ois -43.00
(c OS, CHM), 
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wEs aild€d zforøyl-3-móyl-butyric acid e{hyl eslø (O.33 g, 2.1 ""noD. Thc rEac¡id.

mi$t¡e $as hcdod at refirx for 24 ho¡¡¡¡. It was then cøccat¡Ed O ¡e@oee solvrrt aDd

I¡rd€d or. silica gel mlumn- Chmmatogrq:hy wiú. (l-5 7o) 2-pcpæolfuetbylere c,hlcife

g¡!:l/e}.t*1,gollh'title compormè [a]DÉ -15.80 (c 0.5, CHCI').

s CzEzNzO¡ (36t.20), LO,fS @SD:369.24 Gvf+Ð.
ru¡u'n (cDct 300MIIZ), 6 7.13 (4 zn),7.oo (+ lrÐ, 6.8t <+7r\,szi (n, tþ, aã-
4.39 (ø, 4Ð, 3.07 (qui¡, 1H).2-45 (hr+ 1Ð, 1.69-1.93 (m,5ll), l2ß-1.46 (n, sI{), t.t8 (d,

3IÐ, r.r5(4 3tÐ.

kam¡lc EE

l0 (Slz{+qdohwl-p¡eoo@3dihyùo-oxuolol3,2-
alpyrimidin-7oe

YYoy.,"ff
"r'"I

Step I : 2-Fomyl4-møtäor<y-bu¡rric øcid ncüyl cstrr

Thc titlc corpouad was prc¡ttd ñoo ,{-ostbory-ht¡¡¡ic rcid m€úy' esler sú eúl
15 foroare emplolry tbc poooihe set forrh in Sbp 1 ofÞ<aryIc t7.

CzHnOr (160.07), LClvlS @t): 160.10 (M).

Slep 2: 2{44yclohexyl-pheno<¡'mcrhyÍ)-6?-ne¡ho¡cy+úy}2,3¡ibAo-o<ezotot¡2-

aþyrimidin-7one

the tide ooopourd wus ¡rtpard ton (^SlS{¿<rctoleryt-plaox¡tnÊlhy}4j-

20 d$dro<røzola-ykniæ end 2-fomyl4-ndboxy-br¡tyric acid Ec{hyl cstcr coPlotiDg ü&

poccdl[e dcsaibcd in Step2 ofw¡'nple t7. [c]DÙ -19.00 (o 05, CHC&),

C.,zH¿NzO¡ C3M20), LCù,íS GsD:38521 Gvf+Ð.
f n xt'n. 1cuc6, 300Mrrz), 6 7 2/+ (\ rtÐ, 7.13 (4 2Ð, 6.t1 (q 2Ð. 5.23 (m, 1Ð, 4.30 (m,

4Ð. 3.61 (t, 2H), 3,33 (u3Ð,26'7 (\2H),2-1s (b'.s' 1Ð 1.69-I.90 (m, 5IÐ, 1.t7-1.46 (n,

1s 5IÐ.

E:mplet9

GÌ2{a^ut-Butyl-¡høoxymenhÐ-6+lhyl-2,3dihld¡co¡<szolo[32-a]pf¡imidin-?-one

C2411nN20] (396.241 LCMS (EST): 39714 (11,4+4+),      NMR_ (CDC's, 300/4E44 7.25 (d, 1E1),
7.12 (d, 114), 6.68 (n, 2H), 6.08 (d, IH), 5.26 (in, 10114), 410-4.41 (in, 4H), 3.03 (n, 1E1), 231 (s, 311),
1.20-131 (m, 614), 1.11 (s, 6E), 0.93 (s, 6H). Example 87
(S)-2-(4-Cyclohexyl-pherarxymethy1)-6-isopropyI-2,3-dihydro-oxazolo[3,2-alpyrimidin-7-one  15Step!:
2-Fonny1-3-methyl-butyric acid ethyl ester      A solution of dilsopmpylemine (2.53 g, 25 mmol) in THE
(25 nit) was treated with rihutyllithiurn. (1.6M in hexane, 16 mL, 25.6 romol) at roon temperature under
It. The resulting pale yellow solution was cooled to -78C. A solution of 3-methyl-butyric acid ethyl ester
(2.91 g, 2231 mmol) in THF (7 mL) was added. Stithngwns continued for a half hour 20 at -78C, after
which ethyl fortnale (5.5 g, 75 mmol) was added_ The reaction mixture was allowed to warm. to room
temperature and stirred for three hours under N1 The reaction mixture was quenched with acetic acid
(43 ml), diluted with diethyl ether, washed with water, brine, and dried (Na2SO4). Silica gel
chromatography (methyl acetate/hexane) provided 12 g of the tide compound as a mixture of isomers.
25Cs1-11402 (158.09), LCMS (ESD: 159.11(Mil-11)- Step 2:
(8)-2-(4-Cyclohexyl-phenoxymethy1)-6-isopropy1-2,3-chlrydrc-oxazo1o3,2- a]pyrimidin-7-one To a
solution of (S)-5-(4-cycloheryi-phencorymethyl)-4,5-dihydro-oxazol-2-ylamine (0.48 g, 1.74 mud)
(prepared in accordance with the procedures described in Steps 1 and 2 of 30 Example 1 and starting
from R-epichlorohydrin and 4-cyclohexyIphenol) in ethanol (16 roL)  116 was added
2-fonny1-3-meThyl-butyric acid ethyl ester (0.33 g, 2.1 ramol). The reaction mixture was heated at
reflux for 24 hourz, It was then concentn3ted to remove solvent and loaded on silica gel column_
Chmmatography with (I-5 %) 2-pmpanollmethylene chloride gave 0.144g ofthe titk compomtd. [u]o2s
-15.80 @0.5. CHCI3)- C22H2s.N203 (368.20), LCMS (EST): 369.24 (M4+1). 1.11 NMR (CDC13,
30014Hz), 8 713 (d, 211), 7.00 (s, 111), 6.81 (d, 213), 523 (n, 111), 423- 4.39 (m, 411), 3.07 (quin,
1H), 2.45 (bra, 1H), 1.69-1.93 (n, 514), L26-l.46 (m, 513), 1.18(d, 311), 1.15(d, 311). Example 88 
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Slc¡l : 2-Fmyl-butyric scid cthyl cst€f

Tåe titlo c¡mpou¡ vas ¡ro¡arcd ftom hÍy¡ic asid @l{ ostt s¡d cfaì forla'la
cn¡tloyi4 tbc poccdn¡c set fuh fu. Sbp f of&<eqle t7.
qHuq (144,04, LeúS @S!: t+s.oS ¡tvf+rg.
Stc.p 2:2{+føt-Btyl¡henuymAhyl)5-ctfrld3-dihydro<xazolot32.alp/rinidi+T-øo

The title rpu¡ ¡lrepùEd fron (,S)5{+tcrt-buþlahau¡,mahyl)a,t

ainsoøzof-Zylanine æa Z-foøl-bririo scid etryl o¡¡.,"¡tol,o€ úc procodue

deeeikdir SEpz ofEr¡m.ple 8?. ¡a¡os -tt.ZO 1o O.t CHCt).

Cu[Ir¡l.lzO] (328. I 7), LalIS (ESI): 329.14 (tî+11\
rH Mvff. (CDCb 3oolvflrz), S 723 (ò,21I),?-O5 (s, u+ 6.s2 (d+2]il),5-24 (a, lII), 423-

439(a,4Ð,2-4s (ç È), 130 (s,9Ð, 1.17 (L 3IÐ.

p.,¡,çIe 90

(SlZ{-C)ætotexy{-¡braorymcttytþ,øliettylda{tsntrooxazoIo[31.-a] pyrinidis,T-onc

YY'>,*GO
Stepf : 2-&tyl-3<xepúoic ecid eúyl esEr

To a solutio¡ of 3<xepeúnoic acid éthyl cslcr (5. 19 & 36 mnol) in anhyùous EIOH

(ul0 'nT) vas added NaOEt (21 % v¿ in EOI! 11.? '''T,36 ¡¡rol). hc nactionnix,tue was

htsrotl lo E0eC. E6yt iodide (6.rE g 39.6 omol) was added ùoprvise et 8fC. StitriDg was

coúimed Et EdC ñ¡ 16 bo¡r¡. The ¡eaotion EildurD ç¡s conceúåtEd a¡d tosdod o¡lo a

silica gel cohmn and clüEdyrith 1-2% E0Á,c/heptue b givo 4.38 g ofthe ti{e mqn'-.1
callr6o¡ O 72.10), IÆMS (EsI): I?3. I I (Àd+þ,

bru,n 1cnct" 300MHz), 6 a.ú (ç 2rr), 336 (q IIÐ,2i4 (r,2rÐ, l.sB (î'i.,2s) 1.27

(r,3rr), 1.07 (t 3r+ o.n(\3fÐ-
Step2: 2{a-rCycloúexyl-phruox¡mcúy)-5,Édiøúyt-2J{úydro<røælo[3åo] py¡imidin-?-

mo

ID(S)-2-(4-Cyclohexyl-pbe,noxymethyl)-6-(2-methoxy-ethyl)-2,3-dihydro-mazoloP,2- alpyrimidin-7-one
Step 1: 2-Formy1-4-metboxy-butyric acid methyl ester           The title compound was prepared from
4-rnethoxy-buipic acid methyl ester and ethyl 15formate employing the procedure set forth in Step 1 of
Example 87. C7111204 (160.07), LCMS (El): 160.10 (M4). Step 2:
2-(4-Cyclohexyl-phenoxymethy2-methoxy-ethyl)-2,3-dihydro-oxazoloP,2- alpyiimidin-7-one        The
tide compound was prepared from (5)-5-(4-cyc1ohexyl-phenoxymethyl)-4,5-
indThydru-oxazal-211amine and 2-fonny1-4-methoxy-butyric acid methyl ester employing the
procedure described in Step2 of Example 87. [a][15 -19.00 (c 0.5, CFIC/.3). Cz21-12811204 (38420),
LCMS313521 (M++H). tH NMR (CDC13, 300MHz), 8 7.24 (s, 113), 7.13 (d, 2EI), 6.81 (d, 211), 5.23
(n, 1H), 4.30 (in, 411), 3.61 (t, 211), 3.33 (s, 311), 2-67 (t, 213), 2.45 (br.s, 111), 1.69-1.90 (n, 511),
117-1.46 (in, 511). Example 89
(8)-2-(4-tert-Butyl-phenorymethyl)-6-ethyI-2,3-dihydro-wcazoloP,2-tyrimidin-7-one  117 pz:TO N cj)
Step I: 2-Formyl-butyric acid ethyl ester       The title compound was prepared from butyric acid ethyl
ester and ethyl fornicate employing the procedure set forth in Step 1 of Example 87. 50,111201
(144.07), LC1VIS WSD: 14108 (1st-FR). 
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The tide co.nlro,'''d wal prep@d from (Dt(a<Flohoryl¡be'noatnetþIlaJ-

ai$ro<.xazoLZ-Vl¡n¡ne oûtl 2<lhyl-3-o).o-peutanoic acid úyl ele¡ itr arcorde¡¿ with thc

jtroc€dl[É do.-s. Adercà¡¡si, eL sL, Tenoh¿dron 61. QOOÐ, 4F,531{6,0. [c]D5 -1fr0 (c

0.5, CïICI!).

CzI{¡NzG (3S222), I,CMII (ES!: 3 t325 G,f+Ð.
fH Nlvfr. (cDcI!, 3ooMrlz), ô ?.13 (4 zu;, 6.Et (q 2JÐ,, 5.ts (n, tI!, +21a.a0 @, ag,
2j9L6(n sE).7-67-7-91(n, 

'fù 
l.I8-1.45 (n, 8IÐ, 1,t1(13Ð,

k¿mplo9l

(slz(s",6,2 3-ylo:<ymcthyl)'23{ihythoo¡¡azolo[3,2.

alpyrinidirT-me

Sc¡1: 7-lvGlhorry-1å3,4,4s,9bhEx¡hyd¡ûd¡bcozofi¡¡E¡

A solctior ofAuCI¡ (0.303 g, 1.0 nmol) @d Ag0m(0.?70 g 3.0 mmol) q¡s stirrcd

in an\drous CtIzCb (150 EL) fo¡ 2 hars. 3-nclhoxy-pbenol Q-48 g æ @ol) i¡ CILCIZ

(25 nL) vns oddc{ ñllosæd þ addition of q,rlohexadiac in CEzCh (ã EL) at 40t ovrr

two bous. The ¡eagtim mixlue \ a¡ ¡lfuEd at 40eC oveoìght Tte ¡eaction mi¡úue u¡as

pe.scd fhough a eilira gd plug. Thc ñlb¡o wEs ooa!frr'Eed- The ¡sidue was puiñed by

silia gel. c,bromatrography (5-30 % úTzCl{bzpø) to give 0.393 g of thc titlc ooopoud ald

0.67 g of 7-nøtbo:ry-tJ,3,+æuaþdro-dibeozoñun-

cullrror(204.11). Lavffl @sI): 205.1I Gvf+IÐ,

bN¡.n (cpct¡, 3oounz),6 7,02(4 11r),6.a2(n, ?Å).4-6s(qtÍÐ,3-n (s,3t!,3,t4(9

1II). 1 I È2-oz (n, 3Ð, I 2É1,60 (o, 5lÐ,

?-Methoxy-1,?.3,4-trtub¡drodibcozsfire.

Cr¡IIr{q (l}2,09} LCMS (Ct);203.11 Gtf+Ð.
rlrxpn (æct¡, ¡ooMrrz), õ ?26 (4 uÐ, 6.96 (4 1Ð,6.S2 (d4 rÐ,3.83 (s,3Ð,2.71 (8,

2IÐ, zsE (n, zÐ, 1.87@, aþ.

Stcp 2: 5s,6,7,8,9,9æHerdydrodbc¡zofi¡¡mJ<l

To 7-mrtborry-133l,ao,9Hcløbdro-dibenzofi¡ran (0.33 g 1.61 rmol) in

úhyd¡sus DMF (¡g r) çus addcd Ns"SEt (80 t6, 0.I9 B, l,7t nmol). Tle reaction mí:<ture

wus si¡¡ed ¡t ¡eûrx fnr 12 hour¡. The ractìo. mixtu¡t wns coohd fu shich *zfa (5 mr)

Step 2: 2-(4-tert-Butyl-phenox3methyD-6-elityl-2,3-dthydro-oxazoIoP,2-alpyrimidin-7-one      The title
compound was prepared from (5)-5-(4tert-buty1-phenoxymethy1)-45- dihydro-oxazol-2-ylamine and
2-foray4-butyric acid ethyl ester employing the procedure described in Step2 of Example 87. rct)D25
-3120 (o 0.5, CHC13). 10CnEDAN203 (328.17). LCMS (ES1): 329.14 (M++11). 311 NMR. (CDC13,
300M11z), 5 723 (d, 211), 7.05 (s, 11-1), 6.82 (d, 2E1), 5.24 (io, 111), 4.23- 439 (m, 4E), 2.45 (g,
2111130 (s, 9H), 1.17 (t, 311). Example 90
(5)-2-(4-Cyclohexyl-phenoxymethyl)-5,6-diethyl-2,3-dThrydro-oxiszolo[3,2-a] pyrimidin-7-one 15   Step
1; 2-Ethyl-3-oxo-pentzmoic acid ethyl ester      To a solution of 3-oxo-pentanoic acid ethyl ester
(5.19g. 36 mmol) in anhydrous Et011 (40 mL) was added Na0Et (21 % wt_ in EtO1I ill raL, 36 mmol),
he reactionmixture was healed lo 80C. Ethyl iodide (6./8 g, 39.6 romol) was added drupwise at 80C
Stirring was 20continued at 80C for 16 hours. The reaction mixture was concentrated and loaded onto
a silica gel column and eluted with 1-2Vo Et0Actheptane to give 4.3B g of the title compormd.
C9111601 (172.10), LCMS (BSI): 173.11(141+10, 111 KMR (CO03, 300M114, 34.19 (g, 211), 336 (t,
11), 2.54 (m, 21), 1.8B (guio, 211), 1.27 (t, 3H), 1.07 (t, 310, 0.92 (t, 3H). 25Step2:
2-(4-Cyclohexyl-phenoxymerhyl)-5,6-diethy4-2,3-thThydro-oxazolo [3,2-a] pyrimidin-7-  118      The
title compotmd was prepared from (5)-5-(4-cyc.lohexyl-phenoxymethyl)-4,5- dihydro-oxszol-2-ylamine
and 2-ethyl-3-oxo-pentanoic acid ethyl ester in accordance with the proceduns of 0.-S. Adetch=i, a a.
Tetrahedron, 61, (2005), 4453-4460. [a]D25 -1110 (c 0.5, CEIC13). 5C23113oN203 (382.22), LCMS
(HSI): 38315 (iti-11). iH NMR (CDC13, 300MHz), 6 7.13 (d, 214), 6.81 (d, 214), 5.18 (m, 114), 421440
(m, 411), 239-266 (n, 511), 1.67-1.91 (in, 5H), 1.18-1.45 (m, 811), 1.11(t314). 
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was added. lle nilr¡e was nerûalizl with HCI (2 lÐ 
""d 

EtOAc (I00 nL) was addat

The wtole nixt¡¡e was w¡.slcd wÍth cúr 6rcc fior+ hioo twicc aad drid (NASO{} Silic¿

grl cftoodogrqlhy (8-t4 % EIOAc/h+he) afrcdedrhe 036 gof the Crtle oø¡ormd"

CuIfuQ 090.0Ð, LrCMS (ESI):191.10 G,f+Ð.
i 1H NMR (oct, 300MIIZ) 6 6.96 (4 rrr) 633 (m,2r\, a.67 (ç tr!, a,61 (+ lÐ, 3.12 (ç

tþ, 122-2.03 (n,8þ.
SÞ3: (SÌ2{54,6?,8,9,9a-I{xahydro-ilibcozofuan-}.yloxynerbl}z.3-dúüa&Þ@razotot¡2-

alpyrioidi+7-oac

The title compouud wus ¡rcporcd fion 5¿,67,89,9¿-bex¿hy&o{ibeûÐfiEm-3ol ¡nd

¡0 R<piobloro\ùin employing the ¡rocodure *t ffi in SÞs 1 throrrgh 3 of Ê<ample 1.

[@]Dã -3?.80 (c 0.5, cHcL).

CrHzN¡o¡ C340. I 4) l,Gts G-qI): 1{1, t s gvf+r¡,
rnrwn (cuct¡, 300MEz), õ ?24 (G 1Ð, ?.01 (d, rrr), 6.36 (n,2þ,6.08 (4 lr!, 5.26 (n,

lEl4.6E (q, 1Ð,4.1t4.40 (m,4Ð,3.14(ç 1Ð, 13+13s (n, 8Ð.

Þtam¡le 92

(S!2{47,8,9-Tct¡hydro-dibe¡zoñ¡a-3-yl+¡<f'ncthy}2,3dihyù>q:¿zolo[33-

a]F ¡iuidio-7-oa€

'ËYi rA;P
Stept: (7,$9-letretyüoJftcozoÂnaå<1

2Ã The tirle conpsmd was F,rqls¡Ed Âoo 7-mdoxy-l.,Zp,A-tmtyúodibazofttou

in Þt¿ndc aL $sp f) øploying Îb€ ¡rocêdue øE ú ftrth in EEI 2 d B:<rmple

91.

CuErzQ(1tS.0Ð, LCÌrfil (U): 1S9.0t Gf+Ð.
\I tu,R(cDclr 3mMlIz), ô zz3 (4 rrÐ,6,90 (4 rrÐ,6,?2 (d4 rÐ, a.6a(s, rrr), 2,70 (n,

zs ztf), 2.5t (n, 2þ, t.t7 (n, aII).

Step 2: 2-(6,7,8,9-Tetalyùo.dibeozfuan-3-y1-oxynelfry)2J¡nyùo-orazototS2-

aþrrímídìr?onc

Tbo tüc oom¡ormd s¡s 14püÊd ftom 47,è9-ætobÉodíbcazofr¡¡m-3<l md R-

epicüIoroffiir employirg lhc poocùrrts sot ôrth in Ste¡s I thoryh 3 of &ooplc 1. [cþÈ
30 45.40 (o05. qrc:I¡).

Example 91 (S)-2-(50,7,8,9,9a-Herahydro-dibenzofuran-3-yl-oxymethyl)-2,3-dthydro-oxazolo[3,2-
10abyrimidin-7-one    Slept: 7-Methoxy-1,2,3,4,4 k9b-hexahydro-dibenzofuran      A solution of Auel3
(0.303 g, 1.0 mmol) and AgOTE (0.770 g, 3.0 mmol) was stirred in anhydrous CH2C12 (150 mL) for 2
hours. 3-rnethoxy-phenol (148 ga 20 mmol) in C112012 15 (25 mL) was added, followed by addition
of cyclohexadiene in CH2012 (25 mL) a 4(re over two hours. The reaction mixture was stirred at 40C
overnight. The reaction mixture was passed through a silica gel plug. The filtrate was concerdruted-
The residue was purified by silica gel chromatography (5-30 % C1-12agheptime) to give 0.393 g of
the fide compound and 0.67 g of 7-methoxy-1,2,3,4-tetrahydro-dihe.nzofuran. 20C13111602 (204.11),
LCMS205.11 (M11).   NMR (CDC13, 300MHz), 8 7.02 (d, 114), 6.42 (in, 211). 4.68 (q, 111), 3.77 (s,
311), 3.14 (q, 111). 1.70-2.03 (in, 311), 1.26-1.60 (to, SR). 7-Me thoxy-1,23,4-tetrahydro
-dibenzofirraa C13111402 (202.09), LCMS (Cl); 203.11 (Mtl-H). 25111NMIL (coCh, 300MHz), 57.26
(d, LH), 6.96 (1,114). 6.82 (cid, 114), 3.83 (s, 311), 2.71 (in, 2H), 2-58 (in, 211), 1.87(m, 411). Step 2:
52,6,7,8,9,9a-He:xahydro-dihen2ofuren-3-o1 To 7-metboxy-1,2,3,44a,9b-heicahydro-dibemnforan
(0.33 g, 1.61 mmol) in anhydrous DMF (10 inL) was added NaSEt (80 %, 0.19g. 1.78 mmoD. The
reaction mixture 30 was stirred at reflux far 12 hours. The reaction mixture was cooled after which
water (5 mL)  119 was added. The mixture was neutralized with HO (2 N) and Et0Ac (100 mL) was
added. The whole mixture was wasbed with water three times, brine twice and dried (Na2504). Silica
gel chromatography (8-14 %EOMIhepiane) afforded the 036 g of the tide compound. C:21-1z402
(190.09), LCMS (ES!): 19110 (144-141). 
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CrHrù.I¡O¡ (33S.12),LCMS (EÐ: 339.10 GYf+Ð,

\r ¡wn (cDcb, 3ooMgz) , õ 722J29 (q zIÐ, 6.94 (d. 1rÐ. 6.7s (dd, lIù 6.10 (4 IÐ,
5-29(ø,llÐ,4254,A@,alÐ,2-71(n,)E),2-58(nZH)l^-77-1.9?(n,4IÐ-

Ec4le93
(Slz-(a-Cycloboryl-lhøo<ymethyl){-pheoylsuLhryl¿3dibyüaoxnzolo[3p-a]pyrinidin-

To ¡ solution of (,5!5{+cydohcxyl-¡hcaorymethyl)4jdihy&o<xazol-2-yl-¡ni¡e

(0.92 g, 334 nDol) (gqared in zcco'dæ wilh lle goccdues sct fralh i¡ Sgts I uil 2 of

Eømplo I alil stuting fiom R-cpichlomhyùin md 4+¡¡olohc'¡<y1¡h¡¡ol) ir mluae (sl''-', 50

mL) ws added 3-o<o-2.¡heafsulùry1-¡rupioric Esid seyl ftb (092 ç 6.68 nmol)'

Frçprtd in ¡ccord¡¡oe wilt úe proceitnes of Lißs¿v€tzky. eL aI., Helæætrles. VoL 43' No.

11996 lp 77r78O- The ¡Eårti@ mix¡Àe \lls fi{ærl åt EdC fo¡ tt hous. The reaction

Eiúlre w¡¡ cocatrded and Ioadcd oulo silica get coû@tr and eh¡t¡d wllh l-2 % 2-

¡¡n'panollll¿Cl¡ø givc 0,36 g ofrüe title com¡nud- [c']D! +80,40 (o 0,5, qrut.
C2rHr¡l{2o¡S (434.10,LCMS (BSD: 435,17 (M++Ð.

\rN¡m. (cpcb, 3qrMrÞ) 6 7.51 (+'Ír),737 (ø,3H),?-12 (d,2H), 6.81 (+ lrÐ, 6.78 (4

zJt),sz\(ø"rH),4.16432 (n, a$,2.4a (n, 1Ð, 1.7{Þt.tE (ø' 5If) l.tel.so (n' sII).

Þ<aqlc94

(S)-2{+Eicyclot33.Uaon-9-yl-pheno<yøethy}5-fluomcthyl-2,3ìÌb¡drooxazolop,z

al¡ryrimidirToe

To ¿ solvtioa of (8!5{+bicyclot3.3.1þo+9-yl-¡hcooryethytþ'5-di\Èooozol-

z.yl-oitþ (t.t g, 3.5 '.'.ôD OrEpaed hom ¡l-bictclo[9.3.1þon-9-yl-phcool ad R-

cpicblomh¡drin employing lhc goccduts in Steps I fuortgh 2 of hamplc 1) i! tfunol (I3
mL) wae addcd 0.E2 g (0,63 nnol) of ,l-fluorclut-2-yloio ocid .thyl esta (IÍ€pared in

5111 NUEZ (CDCla, 300MHz), 36.96 (d, 1H), 633 (m, 2H), 4.67 (q, 11), 4.61 (s" 1H), 3.12 (q, 110,
1_22-2.03 (m, 811). Step3:
(S)-2-(5a,6,7,8,9,9a-Hexahydro-dibenzofaraa-3-yloxymetity0-2,3-dilydro-oxazolo(3,2-
a)pyrimidin-7-one         The title compound was prepared from
50,7,8,9,9a-hexahydro-dffienzofuran-3-cd and 30R-epiehlotohyddn employing the pa-ocedartz set
forth in Steps 1 through 3 of Example 1. [a]i? -37.80 (a 0.5, CHC.12). CisE120N204 (340.14), LCMS
(ES!): 341.15 (MF1-11). 11-INME. (CDC13, 300MHz), 5 724 (d, 110, 7.01 (d, 1H), 6.36 On, 2E11 6.08
(d, 110, 5.26 (m, 110, 4.68 (q, 110, 4.18-4.40 (rn, 4H), 3.14 (q,134-1_95 (m, 811). 15Example 92
(S)-2-(6,7,8,9-Tctrahydro-dthezzofuraa-3-yl-oxymethyl)-2,3-datydro-oxazolo[3,2- a]pyrimidin-7-one
Step!: 6,7,8,9-Tetrabydro-dibenzofuran-3-o1 20The title compound was prepared from
7-methoxy-1,4-ietrahydro-dibenzofuran (prepared in Example 91, Step 1) employing the procedure as
set forth in step 2 of Example 91. CuF11202 088.081 LCIvIS (Cl): 189.08 (!4++H).           11-1 NM11.
(CDC13, 300MHz), 8 7.23 (d, 1H), 6.90 (d, 110, 6.72 (dd, 1H), 4.64 (s, 111), 2.70(m. 2521), 2.58 On,
210, 1.87 (m, 410. Step 2:
2-(6,7,8,9-Tenahydro-dibenzofaran-3-yl-oxymeihyl)-2,3-chThydro-oxazolop,2- a]pyrimidin-7-one
The title compound was prepared from 6,7,8,9-tetrahydn-dthenzattran-3-ol and Repichlorohydrin
employing the procedures set forth in Steps 1 through 3 of Example 1. [ajo7-5 30-45A 0 (C. OS.
CHC13).  
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arÆGd¡nce wiü fhc pocedures as dcø'bed in Poultc, J Org Chøt 1981, 16, f532). Täc

ft¿oÈon "'i*t'¡'E was rdqed fo¡ 6 bo¡¡s afu which it rr¿s conceúøed md losdott oû silioa.

gel coftuu and duted wiü 1-6 % ElOtyCIlzClz to ffird 0.31g dftc title com¡ormd- [aJuö

-%.00 (c 0.s, GICI¡).

Crfl¡rEl{¿O: (39820), rcMS GSD: 39921(MIÐ.

\r¡wn (cocrr,3rxrMrrz),ô ?2s(d,2rrt 6-sJ(d,?rr),6,07(4 rrr),52s (n, 1Ð, sro(4
2H), a.az @, zH), 4.3 1 (AÈn, 2II), 2.ã (b.. + tþ, ær Qr. * 2rJ), 7 34 -2-o3 (q 12Ð.

E'lnnplc 95

(Ð-2{+1€rt-Butyl-phcaor¡¡nely}5-ncrtox¡¡mcftyi-4?{ihyd¡o-cxzolotJ2-s}rydmidfu-7-

To ¡ solulion of (Ð-5{+tøf-bttyl+tøorynedry}45dibydro<rxazol-2.¡È¡'ti.¡

@3 e,926 '.-'ol) G¡Dlsrcd aoood¡rg b the ¡roceduer eryloyed in Stsp I ftrough 2 of

ethyl Éslã (prAared in accordmce with the goocdws as dcsodbed in Laruck J Ory CIcn

zNZ 67,93IÐ. Ttiß mixtuE s¡as stired d rcûror ôr 6 ho¡¡¡s and cooled. Itrc ¡ectiø
;irú[E Bs mDccústrd "rl Iosded oú a silie, gel coh"'-- Cnrørbgsphy with 1-10 %

ETOIYCII¡CIz poyided'r 'r g of tlc ti c coqrcuad- ¡c]pã -18.00 ¡c 0.5, cICù)
CuEul{zO+ (3rt4.l?), LCDÍS @S!: 345,1S (MIlr).
¡Hrlrvß. (oct¡' 3ofrMrrz). õ 731 (4 2Ir! 6.8I (L2EÐ,s.97 (+ lrr),5ia 1o, 1Ð. a.1$

4.49 (n,6IÐ,339 (s,3Ð, 129 (s, 9þ.
E¡Bryle96

$12{+æA-Buryt-pheoo:<ynclhy}5-Auoonettyl-t3dihydm-<n<azolop,Z-alpyrimÌdia-7-

Tr,"-Ol
zs L,

o¡te

YYor,.,,,,oY'-
t_o

\

120 C19.H15N204 (338.12), LuvIS (EST): 339.10 (M1-+H). IH NMR (CDCb, 300MFlz), 87.22-719 (in,
211), 6.99 (d, 111), 6.78 (dd, Ill), 6.10 (d, 111), 529 (m, III), 4254,42 (in, 413), 2.71 On, 2E11 2.58 (in,
211) 137-1.97 (m, 411). Example 93
5(S)-2-(4-Cyclohexyl-phenoxymeday1)-6-phenylsulfauy1-2,3-dthydro-oxazolo[3,2-alpyrimidin- 7-one
To a solution of (S)-5-(4-cyclohexyl-phenoxymethyl)-1,5-dffiydro-oxazoI-2-yl-umine (0.92 g, 334 mmol)
(prepared. in accordance with the procedures set forth in Steps 1 arid 2 of Example I and starling from
R-epichlomhydrin end 4-cyclohexylphenol) in toluene (warn], 50 mL) was added
3-oxo-2-phenylsulfanyl-propionic acid ethyl ester (052 g, 6.68 mmol), prepared in accon:lance with the
procedures of Lisravelzky, et al., Heterocycles. Vol. 43, No. 4, 1996 pp 775-780. The reaction mixture
was heated at 80C for 18 hours. The reaction mixture was concentrated and loaded onto silica gel
column and eluted with 1-2 % 2- 15 propanol/CH2C12to give 0.36 g of the title compound_ [eV
+80.40 (6 0.5, CHC13)- C2.51126N203S (434.16), LCMS (ESC): 435.17 (M++11). IHNMIt (CDCb,
300ME-1z), 8 7.51 (d, 211), 737 (m, 3H), 7.12 (d, 213), 6.81 (s, 111), 6.78 (d, 211), 5.23 (rn, I H),
4.16-412 (in, 411), 2.94 (n, 111), 1.70-128 (ro, 511) 1.16-1.50 (in, 511). Example 94 20(S)-2-(4-Bicy
clop 3.1]non-9-yI-ph enoxym ethy1)-5-fluominethyl-2,3-diltydro -oxazolo [3,2- alpyiimidin-7-one NJ"
To a solution of (8)-544-bicycle P.3.13non-9-yl-phenootymethyl)-4,5-dihydro-oxszol-      2-yl-amine
(1.1 g, 3.5 mmol) (prepared from 4-bicyclo[3.3.11non-9-yl-phenol and R25epithdomhydrin employing
the Drool:dm-es in Steps 1 through 2 of Example 1) in t-butanol (13 mL) WU added 0.82 g (0.63
mmol) of 4-fluortrhut-2-ynoic athd ethyl ester (prepared in  
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Ite ride coryroud ì¡¡¿s prcpa¡Ed Ãoo (SÌt{+l¿rt-bufl-È¡no><f'nelül}a,5-

diþdrooxazol-2.1-¡Ei¡o lld 4f,uuo-tut-2-yroic acid ethyl cstct (¡¡€Pa¡€d in a¡cordaoe

wiË. tle prooedues ¿E de*ibcd in Por.rIEr, J Org Clsm 7981,16. 1512) aocording to ûc

¡rocedure eqloytd for thc ¡repaøion of Ée coryomd in E|<amplo 9t'

C¡ùIz¡ENzo¡ (332.tÐ, LCMI¡ (EsD:333.17 MI+), [c1nã-3l.Eo (c 0.5, CÍICI¡).

rlr xtvn (cpcl¡, 3ooMrlz). õ 7.12 (d, zH). 6-82 <ò,2¡Ð, 6.M (dt Lr¡), 52? (q tÐ, 520(4

2ÍI),4.204A9 (n,aþ, lzl (s,98).

Êøoplc 97

(S!2{+tert-Butyl-phaoxyncthylÞ-eåy'-2jdih¡dto+røzolo[3p-r]pyrimidin-7<oe

Y\-r\ ¡-O<
Y-

T¡e title com¡ound çBs lrepq€d Ém. (S)5{+tca-t$yt-pheno:ryneùylþ.5-

di\dm+azol-2-yt-ooirc -d dy' 2-pertFo¡lc accordi-ug to the procedrrt* cryIoycd for

üc gcpoorion of tbe conpound inExam¡ù.o 95, [aJor -æ:o 1c 0.5. clcb)
CrgE¿rNzOt (328,t7), LCMI¡ @S|: 329.19 (MF|).
rH Ntrß. (cDcl¡, 3 ooMrlz) . õ 7 3t (d,, ?fr), 6-82 (4 2IÐ, 5.86 (s, LÐ, 525 (n, 1þ, 420-

a.ao (n, aIÐ, 2.a9(ç zrD, Ps (s, 9H), f 27 (l 3þ.
Bmple9t

(Ð-Z(+Cldohocyl-lteoo¡¡¡¡mettyl)+móús¡|fr¡yl-zj¡iny*o-ot¡ælot¡2-a]ffiuidin-

7-onc

ïY).
I

"ff
To ¿ solutio¡ o¡ (.SlS{+cydoloryt*h¡ooÐæebh#ajdihyd¡o{tøzol-2'vlanine

(O ,97 n 3-34 nnol) (paarcd in acoo¡d¡nce with lhe pocodues set ñrfh in S @s I md 2 of

Exmple 1 ad etrtiag ûoø R-cpicllomhydrin ma +cyulob*fiphøol) in lolueac (50 nL)

was addod 3-hydro<y-2.methflsulftryl-scnylb scid cityl cse¡ (1.08 g 6.6t m.ool) ¡¡e¡a¡ed i¡
accord¡¡ce witb thc pocedrres in Step I of &raople 8? Tbc ¡e¿c1ion mì:<ü¡o was hËled d

tOt for lE hows. The ¡actim oÍxt¡c wss conoatratcd md loadod oub a silie gel colmn

121 accordance with the procedures as &scribed in Footle, Org Chean 1981, 96, 1532). The reaction
mixture was reflused for 6 hours after which it was concentrated and loaded on silica gel column and
tied with 1-6 % E1011/CH2C12 to afford 1.1.31g of the title compmmd. [ce]oz5 -26.00 (c
C231:127FN,203 (398_20), LCMS (USD: 39921(MH4). 111NMR (CDC13, 30(IMHz), a 728 (d, 211),
6.85 (d, WA), 6.07 (d, Ill), 528 (m, 111), 520 (d, 211), 4.42 (to, 211), 4.31(AB-m, 213), 2.73 (br. s,
111), 238 (br, s,211), 134-103 (in, 1211). Example 95
(S)-2-(9-tert-Butyl-phenoxymethyl)-5-methoxymethyl-2,3-dihydro-axazolop,2-a]pyrimidin-7- 10       To
a solution of (S)-5-(9-tert-butyl-phenoxymetEry1)45-611ydro-oxazoI-2-yl-amine (23 g, 9.26 mmol)
(prepared according to the procedures employed in Step 1 ftu-ough. 2 of Example 1) in ethanol (35
raL) was added 1.7 g (12.09 mmol) of 4-methoxy-but-2-ynoic erld 15ethyl ester (prepared in
accordance with the procedures as described in Larock, J Org Chem 2002, 67, 9318). This mixture
was Mitred at reflux for 6 hours and cooled_ The reaction mixture was concentrated and loaded onto
a silica gel column. Chromatography with 1-10 % Et0H/C112C12 provided 2:2 g of the title compound.
[a]or -18.00 (c 0.5, CH03) C191124N204 (394.17), LCMS (ESL): 345.18 (MH+). 201H NMR. (CDC13,
3011MHz),  731 (i1, 211), 6.81 (d, 211), 5.97 (s, 111), 524 (m, 111). 4.19- 4.49 (in, 611), 339 (s, 311),
129 (s, 911). Example 96
(S)-2-(9-tert-Butyl-phenoxymethyl)-5-fluommethyl-1hydro-mcazolo(3,2-a)pyrimidin-7- one 25   172 
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a¡d elUod wiú O-5 lo 2-tf'Û/øollCfl,/c.lz b ñrd O,44 g of the tille coqn -.r [a]¡5
+lEr, (c0.532 ffiCl¡)
c¿orIrANAS (3721Ð, LcMs (ESI):3?3.17 (MII+).

hN¡,n (ocr¡,3ooMlrz) 6 7,r3 (4 zfrL?-ø2 (s, 1Ð, 6.sI (4 ôÐ, izz (n,tlr),a.n-
4-44(n,41Ð,1 44 (n, lIf,235 (s,3I{), lzo-132 (n, 10Ð.

B<aøple99

(s>2{4-q/Eht'.¡ryt@diþ¡drc-oxazoloB¡-ab¡ími¿in-Z

"y'"ff
To a sohion of (,$5{a<yolobo<yl-@uirc

(05 g l.t2 mmol), (see hun¡le 28), tÂ elb¡lol (5 nL) was addcd qlolopopyl-pop¡noie

acid c@I dÆ Qjn e! 2.7ì '.-'.D Gftp€x€d Âoo' cgpykyclopro¡me md e{hyl

ohlo¡ofo¡oøo in aooordæce çilh lhe p'moofues of G. ùi cr aL, TcÌah.ùon 2cfl6,5697-

5?0Ð. 1b€ reaction nixt¡e w¡s bsded ia ¿ mictrs¡ave ætn at l70qC fri 30 '''i'' Tte

eleeû¡ w¿s rEûoved r'nd¡r yac¡q s¡l 6e nsiduc puificd by flash colum. clrmalo¡mlfy
(s¡lÌoa ecl 2% 7N NIú in MsOHrc,HuClÐ b do¡d 0,635 g of (+Z(4{lclobnJt-
phqoÐmeúylÞ-ctç,loFopy'-2,3{iL5d¡o{xøùoB,2alpyrimidin-7-one ss a vråic so[Ìd"

¡o1¡È -13.40 1c O.t CHCI3)

(bHrNroJ (3 6620) I,CMS (EsI): 367. I7G,f+Ð.
'IINMR(300MIIZ,DMsGdQ: E 7.17 (d,2H),6.t1 (42rÐ.5-49 (8, 1Ð,532 (b.., c 1Ð,

452(t, lÍÐ. 4-374-18 (m. 3ÍÐ, L44 (n, lÐ I .89-t ,64 (n 6 Ð f .ilG l. I 1 (m, tI), 096 (d4

2IfI0,tÉo,72 (n,2IÐ.

Eoople 100

($-2{aQ6bh*yl-¡åeno:<ynaþ}rþtdrcrcynotbyl-2j{üyd¡o-or¡zolo[32+]pyrinidir

7-orr,

The title compound was prepared from (S)-5-(4-tert-butyl-phenoxymetby1)-4,5-
dihydro-oxazol-2-yl-amine am! 4-fluoro-but-2-ynoic acid ethyl ester (prepared in accordance with the
procedures as described in Pouher J arg Chem 1981, 46, 1532) according to the procedures
employed for the preparation of the compound in Example 98. 5 eitai21FN203 (332.151 LCMS33337
(M10). 1aJD25-34.80 (c 0.5, CHCb). TH NW. (CDC12, 300MHz), 5 7.32 (d, 2H), 6.82 (d, 213), 6.04
(d, Ill), 527 (m, IH), 520(d, 211), 4.20-4A9 (m, 414), 129 (s, 9H). Example 97
(S)-2-(4-tat-Butyl-phenoxymerhyl)-5-ethyl-2,3-dihydro-oxamlo[3,2-abyrimidin-7-one IS The title
compound was prepared horn (8)-5-(4-tcrt-butyl-phe:noxymerhy1)4,5- dihydro-oxazol-2-yleine and
ethyl 2-pentynoate according to the procedures employed for the preparation of the compound in
Example 95. MD' -29_20 (c 0.5, CHC13) e19n7AN203 (328.17), LCMS (ESI): 329.19 (Mli+). 15IH
NMR (CDCl2, 300MHz), 6 731 (ri, 211), 6.82 (d, 214), 5.86 (s, 111), 5.25 (in, 114), 420- 4.40 (m, 411),
2.49(q, 2.H), 1.29 (s, 914), 1.27 (t,3H). Example 98 7-one  20 20      To a solution of
(5)-5-(4-cyclohexyl-phenoxymethyl)-4,5-dthydro-oxam1-2.-)4amine (0.91 g,3.34 mmol) (pmpared in
accordance with the pror.cdures set forth in Steps 1 and 2 of Example 1 and starting from
R-epichlorephydrin and 4-cyclohexyiphenol) in toluene (50 mL) was added
3-hydroxy-2-methylsulfrmyl-acrylic acid ethyl ester (1.08 g, 6.68 romol) prepared in 23accordance with
the procedures in Step 1 of 13xample 87 The reaction mixture was heated at 80C for 18 hours. The
reaction mbrture was concentrated and loaded onto a silica gel column  123 
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Thc fide Eøpoìhd wls Fttpsred fiom (.S)5{4-oSolobex¡f'phcnor¡mahylþJ-

diþflm-oxøzol-2.ylaniac and +hydury''brü-2-yloio aoitl ethy' 6!er (G. C¡i el' aL'

Tet¡ah¿ùon 2tf0q 5697-570S) employirg the pmccdrte desaíbcd ia Þrmple 99- [o]pÈ

+5.t0 (o 0.5, DMSO)

5 CznI'IzNzO¡ (356.14. LQvÍS GSD: 35?.16 (À'f++Ð

lIINMR (300 MII.z, DMSGdQ: õ 7.14 (4 2rÐ, 6.86 (4 2Iù s.77 (s, 1Ð, 5.68 (t' UÐ' 5-32

(bc., + tÐ a,46¿.09 (n,6Iù 243 (br, s' 1Ð l.8s-I.66 (o,5H), t-42-1-tl (n' 5II)

Þcmple I0l
(S)"5-n-Buyl-2{4ayaohoryt-pheoox¡'oeúy}2Jdihydrooxazolo[3'2-a]pvrinidin-7oc

Tbe titlc compotmd wrs pepard f:o'm (.D5{4-cydohxyl-¡benox¡'oeúyl}4'5-

¿ty¡pæzol=Zytao¡¡e and }ept-}ynoic scid e{htl ester coployilg the poceduc

dseibcd in b<aople 99. [o]¡t +t.40 1c 0.5, DI!ß¡o)

(årIfuN¡O¡ (382.T,) LoríS Gf¡D: 3e]r2 Gvf+Ð-

7s \rmn goo mla cDcI¡): ô 7.t7 (d,28),6.80 (4 2IÐ, 5-87 (¡, 1Ð, 5-21 (hI, s, lH)' 430

(m, aIJ), 2.a4 @, 3Ð, t.93-1.1 7 6D, 1 4 II)t 095 (t, 3Ð'

F.xryIe 102

(S)2{+CYclohÞryl-plenox}øcfhylÞ-cyclopøtyl-2,3dibydreo:<azolot¡2.ab¡i¡i¡tin-Z-

The titlE cm¡nuud was pepøed ftom oü¡øyl-qæIo¡cooac ød ethy' c'hlcoformate

in ¡ccqdæ¡c wiô úe pocoduts of O' Csi e¡. aL, TeÍahÊdrottt 2lJfJ6,5697-57Ot.

CroIIyQ (I 66.10), rcMS (CT)r 167. l l G'f+Ð.
zs \rr.ntm.6oourz, cDcl:): ô 121 (ç2JT),27e@,1Ð,203-l'49 (n, 8fÐ, 130 (t' 3Ð'

YY"r.,,r"
Yn-

NÔ
Sfep 1: ClclopenÊyl-prop¡noio acid ethyl cster

and doted with 0-5 % 2-propanol/CH2C12 to afford 044 g of the title compotmd_ [a]on +1824 (c 0.537,
CEIC13) CaoliziN203S (372A5), LCMS (ES!): 37337 (MH+). '121 NMR (CDCI3, 300MHz), 8 7.13 (d,
211), 7.02 (s, 111), 6.81 (1, 211), 527 (m, 114), 4.21- 54.44 (33, 4H), 244 (m, 1111 135 (s, 311),
120-132 (33, 1011).                                Example 99
(S)-2-(4-Cyclohexyl-phenoxymethyl)-5-cyclopropyl-2,3-dihydro-onzoloP,2-a]pyrimidia-7-    IDTo a
solution of (5)-5-(4-cyclohexyl-phenoxymethyI)-4,5-dthydro-oxazol-2-ylamine (05 g, 1.82 mmol). (see
Example 28), in ethanol (5 mL) was added cyclopropyl-propynoic acid ethyl ester (0377 g, 2.73 mmol)
(prepared from etb)mi-cyclopropane and ethyl chloroformate in accordance with the pmcedares of G.
Cal et at, Tetrahedron, 2006, 5697- 5708). The reaction mixture was heated in a microwave oven at
170C far 30 mkt The IS solvent was removed under vacuum, and the residue purified by flash column
chromatography (silica gel, 2% 7N NH3 in Me0H/CH2C12) to afford 0.635 g of
(S)-2-(4-eyclolaexylphextoxymetb.y1)-5-cyclopropyl-2,3-dthydro-oxazoloP,2-alpyrimidin-7-one as a
white solid. Mr? -13.40 (c 0.5, Criela) Cza2s1\1203 (36620), TENS (EST: 367.17(M++11). 20NMR
(300 MHz, DMSO-d6): 7.17 (d, 211), 6.87 (d, 211), 149 (s, 113), 532 (hr., s, 114), 432(t, 111),
4.37-4.18 (m, 311), 144 (in, 111)1.89-1.64 (33, 511), 1.46-1.11 (in, 513), 036 (dd, 213), 0.86-0.72 (in,
211). Example 100 157-one 7-one ot(kro N OH   124 
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Stç 2r (S)-2{+Clrtùohoryl-pbeooryefu}5<yclop6þI-43

ox¡zolo[332þ¡¡¡iniiL¡-7-o¡c

Ihc ulle compoud was IIEIEEaI fom (SlS{¡-cntoberyl-phøo¡VnrúyÐ+,S

dihydo-onzol-2-ylaaino æd ûyrlo¡l€úyl-Impynoic acirt cthyl csler c4loyirg tåe ¡:mccdue

descrr'bcd io E@plc Ð- lølr" -16.1+(o O-'sl, CIICj¡)

OÄIIrùüOr (39421), LOI,S (ESI)r 395 24f!/f+,fÐ.
tnNlvfR.poolørz, DtvtsodQ: E7-11(d,T{),6.U (4 ZÐ,5.66(s, 1Ð,529 (br. + 1Ð,
4.45(t,18),4-3G4.12 (n,3II),2J0 (m, [Ð.z-aa@. tIÐ,2.0¿Lt.t I (se¡ics ofr, t8 Ð.

E<amllc 103

(S!5{ycloheryl-2{a-c1cb¡äcy¡-pbÉoorvneúÐ-2,3dihydro-cazolot32-sþninidi¡-7-

The title vss lltpdtd ñon (S)5{a-cycloüoryl-¡bc¡o¡pUùyÐaj-

díhydroo:ozol-2-ylanine and cyclohcrryl-gopynoic scid edrtl estrr (sec &<am¡lc I03)

.'"¡loyiryttc¡roccdue dæaibed inE:<rm¡le lüt. [c]pÈ +17.30 (c 0.5, DMSO)

c.ÄII;NzOr (4OE.2a), LCI{S (ËlÐ:a095 @f+I!.
ln xl,n goo mra Dlrso<d5): ô ?.r4 C2rr, Ð,6.u gJ\ d), 5.61 (tE Ð, 5.29 Grr, rÉ., Ð,

4.4s(\trl\4-3Þ4.14(n,3It),240 @H, n). 1.9s- I.61[0Iln), 1.16-1.12 (l0llo).
E:rm¡le lfi

(S!ã+A¡oboryl-¡nc¡o¡rmernylS-i¡oh¡tyl.29dfud¡o+røzolo[32-aÞ¡i¡idir7-one

Stcp l: 5-ùfohyl-!ø<-2.ynoic acid ethyl ster

The title oooporod was ¡neprod fom 4-nelfryl-¡cd-l-¡'ro a¡il ctþl chlotoñ,rmæ ín

accordøce with the pmcedurcs of G. Cai e¿ãI. Tetø|rcùon 2ú6,(5697-57OE),

CrHl4O¡ Cr54.1O), Lolffi (Ct): 155,U Gvf+Ð.

The title compound was prepared from (5)-5-(4-cyclobexyl-phenoxymethyl)-4,5-
dihydro-oxazol-2-ylamine and 4-hydroxy-but-2-yamic acid ethyl ester (G. Cal et al, Tetrahedron. 2006,
5697-5708) employing the procedure described in Example 99. [415 +5.80 (c 0.5, DMSO)
5C201124N204 (356.17), LCMS (ESL): 357.16 (11.44H) 111 NMR. (390 MHz, DNI80-d6): 67.14 (d,
211), 6.86 (d, 211), 5.77 (s, 111), 5.68 (t, 111), 5.32 s, 1B), 4.46-4.09 (La, 611), 2_43 (br, s, 111)
1.85-1.66 (m, 51:1), 1.42-1.11 (n, 511) Example 101
(S)-5-n-Buty1-2-(4-cyclohexyl-phenoxymethyl)-2,3-dihydro-oxazolo(3,2-a]pyrimidia-7-one 10        The
tide compound was prepared front (5)-544-cyclohexyl-pbenoxymethyl)-4,5- thaydnfroxaml-2-ylamine
and hept-2-ynoic acid ethyl ester employing the procedure described in Example 99. [a]o25 +8.40 (c
0.5, DMSO) C2.31-130N203 (38223), LCMS (EM): 38322 (M1--1-11). 15111 NMR (300 a CDC13):
67.17 (d, 211), 6.80 (d, 211), 5.87 (s, 1E1), 5_21 (hr., s, 113), 4.30 (m, 4H), 2-44 On, 314), 1.93-1.17
OD, 14 14), 0.96 (t, 311). Example 102
(S)-2-(4-Cyclohexyl-phenoxyzacthyl)-5-cyclopentyl-2,3-dthydm-mcazoloP,2-a]pyrimidin-7- one N Step
1: Cyclopeotyl-propynoic acid ethyl ester      The title compound was prepared from
ethynyl-cyclopentane and ethyl chloroformaie in accordance with the procedures. of G. Cai et al,
Tetrahedron, 2006,5697-5708. C10111402 (166.10), LCMS (Cl); 167.11 (M4H). NMR (300 MHz,
CDCI3): 64.21 (q,211), 2.74 (In, 111), 2_03-1.49 (in, 811), 130 (t, 311). 
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fxmrm-6oo mr', cDcl¡)r 5 422 (q, zH),223 (42r1),1s2 (m, IÐ, 131 (t,3tÐ, LD (4

@.
Scp 2: (S|2{+C}cloheryl-plenoaæøthy}5-isohr/-zJ¡iht¿¡o+x¡zolot¡,2

alpyrinidin-7-ona

Tlo title coEparnd was prepared Am (S>5{+cyclo¡oryl-pheno:rynethylHJ-

dih:¿d¡coxozol-2-ylmine md 5-nelhyl-ho<-2-¡rnoic aoiil elhyl ster (pepaed fron 4-mdbyl-

Fut-I-Fe md erhfl cåL¡rofm¡rc in ooco¡dmce ìxilh ù€ proceducs of G' Cai et aL,

Teeohdro4 zAOq 56n-flO8) the proccdco desq¡:bcd in Exryle 99. [c]pÚ

-13.93 (c 0sa6, GICI3)

OÆH3ù.Iuo¡ (3 8i¿.23)ç LCMS @SI); 3s3 
"*(l'f+II).!uxt'n 

1:oo lvrHz, DMso¿O: 6 ?.t4 (4 2IÐ, 6.M (d,2H), s.66 (s, IÐ, 5.27 (tr.. s, 1Ð,

4át(t, lÐ, 43s4-c, (n, 3Ð, 2.a3í¡" 1H),2.35(4 2H)' 1.90 (n, 1IÐ, t-83-r'62 (q slÐ,

1,Ç1,2(n,5r1\095 (4 6rÐ. 
Eremsle t's

(SlZ{+C)<,tc,üs<y1+hs¡xynet$-5-fluo¡omelùyl-2"3dihydm-onzolo[32.oþ¡¡¡imidi¡-7-

oY\Yo>.'r*æ
Y*"\F

To a ¡nl¡¡tion of ¡.S¡S-1+qç¡oforyry¡*o 
^*t*,5d\droouol-2-fernin¡

(0,r'6a g 1.69 mmol), (ieo Exaople 2¡) iD êrbÐol @5 nL) ras addcd 4-fluoro-brf-2poic

acid e{hyl áa (O22 g,, L69 --^Ð (scc Poullcr, J Ø3 CIEI lgtl, 46, 1532). Tho ¡c¡gion

mixfiEo wss bßsled st red¡¡( ft¡r 14 fus sld fuo graduully côolcd !o tÞon teope¡aturt ThE

solvcot wE s ruoved tmder v¿.,suo, ad rhc reidue puriñcd by flash cohmn chn¡lography

(silica sÊI, O-2% TN NIt in ìleDII /qrqÐ to ffild 0.3589 of (S)2-(+c5ololoc¡d-

pheoox¡dúyf!5-flucome{hyt-2.3diþdm-omzoloBþl-grinütin-7onc ' lc]ÞÉ 2820 (c

0.5, CHCI¡).

CzûII¿¡m{ro¡ (353.17), LGir'S GSI): 359.UGd+IÐ,

\r m'm. (¡oo mZ DMSod6): ô 7,13 (4 ztr), 6.86 (4 2rÐ, 5.e7 (d, 1Ð, 5.40 <+ 2w),s-12

(l¡r" s, rIÐ,4.4s(t, tIù 436',;4.t2 (q 3Ð,2-a3@,1i{),1.E5-I-63 (q sIÐ, l-43-1-09 (n'

$Ð,

125 Step 2:
(S)-2-(4-Cyclohexyl-phenoxymethyl)-5-cyclopentyI-2,3-dihydrooxazolor3,2alpyrimidin-7-one        The
title compound was prepared from (8)-5-(4-cyclohexyl-phenoxymethyl)-4,5- chlydru-wcand-2-ylarothe
and cyclopentyl-propynoic acid ethyl ester employing the procedure 5 described in Example 99. KG?
-16.14 (c 0551, CHC13) C241130N203 (39423), LCMS (BSI): 39524 (!e+H). tEl NMR (300 MHz.
DMSO-d6): S 7.14 (d, al), 6.84 (d, 21:), 5.66 (s, 111), 519 (br., S. 1H), 4.45(t, 110, 4.36-4.12 (m, 311),
2.90 (m, 111), 2.44(m, 11-1), 2.04-1J 1 (series of in, 18 11). Example 103
10(S)-5-CyclohexyI-2-(4-cyclohexyl-phenoxymethyl)-2,3-cithydro-oxazolo[3,2-a]pyrimidin-7- one
The title compound was prepared from (S)-5-(4-cyclattexyl-pheaoxymethyl)-4,5-
chlydro-oxazoI-2-ylamine and cyclohexyl-propynoic acid ethyl ester (see Example 103) 15 employing
theprocedure described in Example 100, [a]pr +17.80 (c 0.5, DMSO) C151-132N203 (408.24), LCMS
(ESI):409_25 (M++11). 1H NMR (300 MI-17, DMSO-d6): 6 7.14 (211, C 614(211, d), 5,61 (111, s),
5.29 (111, hr., s), 4.45(t, 111), 4.344.14 (in, 311), 140 (2H, m), 1.95 1.61 (10H, m), 1.46-1.12 (1011,
a). Example 104
20(S)-2-(4-Cyclohexyl-phenoxymethyl)-5-isobutyl.2,3-aydro-oxazolo[32-alpyrimidin-7-one  Step 1:
5-Mothyl-hex-2-ynoic acid ethyl Ester      The title compoand was prepared from 4-methyl-pent-l-yrie
and ethyl chloroformate in accordance with the procedures of G. Cal et a, rewahedron, 2006,
(5697-5708). 25G9-11402 (154.10), LCMS (CI): 155.11 (Ml+H). 
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p'_.,"de 106

(S)'Z{+CþIoho<yl-¡haoxyuefolþmolhox¡rcthy'-2J{ifr¡eo-onzolop/-¿Ipy¡i¡idin-

'I-o¡c

\li--Gc
Thc title vas ¡rc¡rarcd ftoÐ (+5{4+yclohÞryt^pbËoo)rynet!S,¡)4,t

dihJtdro-cxaÐl=2-ylaoi¡c ¡nd +mclhox¡trt-2-¡'noic Ed¡l ctty' <slta (t-ø:oc& J Org ClrÊn

20/.f2.67.9S1C) EmployitrE üp paoood¡¡rc dcsûrib€d in Exmple 105. [ø]¡ð -17,t0 (o 0.5,

GC.I¡).

QüLC{zOr (370.19), Lo\ÁS (FÐ: 371.19(t l++Ð,
rnwt'n goo uuz,DMsodO: õ 7.13 (d,2H), 6.tE (4 zÐ,5.t5 (q rrÐ,53f (h., + rrr),

4.4? 1 -O8 (m, 61\ 3 -32 (s, 3H), 2 -41 (a III). l.t É1.60 (m, 5Ð, 1.4I. I 1 (8, 5IÐ,

ny",''dc 107

(SlZ{C)rc,toto<ylahcooa¡neUyf}5{1-hyùoxy.t-nert¡kþ}2,3{ihydm+>ozolo[3,2-

Stcp I : 4,,1-Dimclhyl-5+imelhylsilaayloty-pø-2-ynoic acid elûyl estor

The tide ompould was trEl,etd Aom (22dinc¡hyl-htJ-¡myluyltinctty'-.fl onc

ood c{hyl c,llomfo.ø¡te in ¿ccmd¡¡ce wifh úo pr,oocdures of O. Cßid'tL, TetrdIEùvA 2006

(5697-rl08).

cullâûorsi(228.12) LCMS @s!): zl9.l4 G,f{Ð.
tnru,n6oo lrøa cDCl:): ü 4.24 (ç 2H), t,5a (s,6H), r.32 (Ç 3þ,022 (s,9rÐ.

Step 2: ,1-Hydroxy4-mcdryl-pot^2-¡'uoic acid clhyl csLf

To a ¡olúion of tl-nethyl4trioethylsilauylo<y-pm-2rynoic acid e{hyl esrer (5.4 g;

))!l t¡¡¡¡l) in Ahyl etha (50 '.r) was Bddcd tet'¿hryl¿Dnoliua ftroride (IBAF) (7.42 g,

28.4nool). Tho ¡eaotio¡ mig¡e ì,yas EtiEEd d m@. tempøatrrc for 2 hours, +'coched wifh

IIzQ ad e¡c¿aedwith srbl efbcr, Ttc orgnic plase was rvåshed wíú.kine, ihied (Nar,SOr)

alpyrímidin-?-one.çv:"-æ
4o,

126 IH NUR_ (300 MHz, CDC13): 6 422 (q, 2H), 223 (d, 2H), 1.92 (m, 1.11), 131 (t, 3H), 1.02 (d,
611). Step 2: (S)-2-(4-Cyclohexyl-phenoxymethy0-5-isobutyl-2,3 -dihydro-oxazoloP,2-
alpyrimidin-7-one. 5The tide compound was prepared from (S)-5-(4-cycloheacyl-phenoxymethy0-4,5-
chlydro-oxazol-2-yiamine and 5-methyl-hex-2-ynoic acid ethyl ester (prepared from 4-methylpent-l-yne
and ethyl chlomfaonale in accordance with the procedures of G. Cad et aL, Tetrahedron, 2006,
569'7-5708) employing the procedure described in Example 99. [1:11o25 -13.93 (c0346. CHC13)
10C.23113oN2C12 (382.23), LCMS383240e+13). IH NMR (300 Max, DMSO-d6): 8 7.14 (d, 213),
6.84 (d, 213), 5.66 (s, 114), 5.27 (hr., s, 113), 4A1(t, 113), 4354.09 On, 313), 2.43(m, 113), 2.35(d,
2H), 1.90 (in, 111), 1.83-1.62 (xn, 514), 1.44-1.12 (m, HD, 0.95 (d, 6 H). Example 105
15(S)-2-(4-Cyclohexyl-phenoxymethyD-5-fluoromethyl-2,3-caydro-onsoloP 2-a]pyrimidin-7- one  To a
solution of (5)-5-(4-cyclohcxyl-phenoxymethyl)-4,5-dthydro-oxasol-2-34amm. e 20 (0.464 g, 1.69
mmol), (iee Example 210 in ethanol (25 ml.,) was added 4-fluoro-but-2-ynoic acid ethyl ister (0.22 g,
1.69 mmoD (see Poulter, J Org Chem 1981, 46, 1532). The reaction mixture was healed at reflux for
14 his and then gradually cooled to room temperature. The solvent was removed under vacuum, and
the residue purified by flash column chromatography (silica gel, 0-2% 714 NH3 in Me0H /CH2C12) to
afford 0.358g of (S)-2-(4-cycloheacyl-
25pheztoxymethy0-5-fiuoromethyl-2,3-dihydro-oxazolo[3,2a]-otimidin-7-one. [4325 -2820 (c 0.5,
CHC13). C201123FN203 (358.17), LCM,S (EM): 359.17(M++11).    NMR. (300 MHz, DMSO-d6): 6
7.13 (d, 2.11), 6.86 (d, 2H), 1970, 1H), 5.40 (cl, 2E), 5.32 s, in), 4.45(t, HI), 436-4.12 On, no, 2.43(m,
113), 1.85-1.63 On, 513), 143-1.09 On, 305E0.  127 Example 106 



128

ad conceatrzEd b ffid 3,519 of +þ¡ùo:ry4-mcrhyl-peat-2.poic acid aþl esta as

yellow oil,

CsIIuOr (156.0Ð,IÆMS @SI): 157.09 Gf+Ð.
trrNI,,R 

Cs00 ì,f,ra cDct¡): õ 425 (q-2JT),229 (* tH), t.sz (s, 6[f), 132 (g 3Ð.

5 SÞ 3: (S|2{a-Qrclohe<yl-püe¡sryEctly+5{t-þiLo:ry-1-netùyl+{hy}2¡dûyd¡o

oxazolo[3,2-a]pryrinidin-7.one

The title ø'Tormd w¡s prcps¡Ed ûon (S!5{+crdo¡s<yt$¡no<ynahyl}a"5-

dihyùo-oxazol-2-ylminc ond +\drox¡+uøhyl-po.t2)nßic add et¡yI estor coplcying

thc procedurc dcscibcd ir Þ<rm¡lc 105.

lo CzIIzÀ{zO.(3S421),rcMS(ßS!:38520Gf+Ð

\r m,n 6oo rnr4 DMSode: 6 7.r3 (q æ0, 6,86 (4 
"Ð,5.78 G, 1Ð, 5.60 (s, 1Ð,5¿5

(b¡., s, 1Ð, a.6a @,Á)64-4'a22 (n, 3Ð 2.43(u, lII)' 1'E+1.62 (n' m)' 1.46 (d, 6II),

t.4GI.t5 (n,5If
E:mple 108

15 (SlZ{¡¿:¡¡slohÞrytThøotJtúethil}5{2.htdmùry+t¡V}z,r-¡¡bAo-opzotol¡2-

Scp l: 5{Ictslydro-pyran-2-ylory}pøt-2-¡aoic acid cthyl est¡r

Tbe tiûe cm¡ornd wus ¡rtaøed fiom 2-bot-3-¡nylo:ry-btahylop¡ua ard dyl

5708).

cdilt o. 826.12),LCIrls (EÉiI): 227.14 (If+Ð.
tuN¡,n (¡oo mra cDCt¡):6,t.65 (t ttÐ,422 (ç zrÐ,3,87 (n,21r13.62 (m,1Ð,3.35 (o,

IÐ,2,65 (t,2Ð, l.9f-1.46(n, 6IÐ, 1.31 (t 3Ð,

zs Step 2: 5-Ilydmxy-peat-2-yaoic acid aþl estr
. Tlc litlc coqnudwns pepared hm 5{tclahydtu¡yna-2yloxy}pe¡t-2-:m¡ic ¡cid

clþl estor co¡Ioyingpbluøsulfodc scid in eõ¡!DI.

OH¡oO: (142.00, LCMII (EsI): 143.01 Gf+Ð.
tntu,n 6ooIrnz, ocþ): ôa2+(ç2IÐ,3.81 (9,2Ã),2.61(t ?4Ð,22' Gr.,+ fÐ, 1.3I

30 (L3Ð.

aþyrimidin-7-orc

"tV¡',,--GO
Lo"

(S)-2-(4-Cyclohexyl-pheomcyraethy0-5-methoxymethyl-2,3-thlrydro-oxazolop,2-alpyrimidin- 7-one
5The title compormd was prepared from (S)-5-(4-cyc1ohexy1-phenoxymethy1)-4,5-
dihydro-oxazol-2-ylamine and 4-methoxy-but-2-yroic acid ethyl ester (Larock, Org Chem 2002, 67,
9318) employing the procedure described in Example 105. [a]o15 -17.80 (e 0.5, CHC13).
C211-125N204 (370.19), LCMS (ESI): 371.19(4111+1). 10'H NMR (300 Max, DMSO-d6): 8 7.13 (1,
211), 6.8B (d, 211), 5.85 (s, 1H), 5.31 (hr., s, 111), 4.47-4.08 On, 614 332 (s, 311), 2.43(m, Ill),
1.86-1.60 (m, mil 1.44-1.11 (En, Example 107 (S)-2-(4-Cyclohexyl-phenox)methyl)-5-(1-hydroxy.
-methyl-ethy1)-2,3 -thltydno-oxazoI o P ,2- ajpyiimi din-7-one 15 Step 1:
4,4-Dimethyl-5-trimethylsiLarryloxy-pent-2-ynoic acid ethyl wen-      The title compound was prepared
from (2,2-dimethyl-but-3-ynyloxy)-trimelhyl-silane and ethyl chlomformate in accordance with the
procedures of 0. Cai et al., Tetrahedrrm, 2006, (5697-5708). 20CHH200-3Si (228.12), LCMS (BSI):
229.14 (M+411).   NIvIR (300 MHz, CDC13): 4.24 (q, 2.11), 1.54 (s, 6H), 1.32 (t, 311), 0.22 (s, 9H).
Step 2: 4-Hydroxy-4-methyl-pertt-2-yr1oie acid ethyl ester To a solution of
4-methyl-4-tdmethylstlanylary-pent-2-ynoic acid ethyl ester (5,4 g, 23.7 mmol) in ethyl ether (50 raL)
was added tetrabutylammonium fluoride (TBAF) (7.42 g 25 28.4mmol). The reaction mixture was
stilled at man temperature for 2 hours, quenched with H20, and extracted with ethyl ether. The organic
phase was washed with brine, dried (Na2S00  128 



D9

9tp 3; (8}2{+Cþlobe*yl*høo$,meúylÞ{2-Mury<thyl)-¿3¡¡h}d¡þ{xâzolo[32-

aJryrÍmidin-?-one

Tho title oøpoud rws prEpa€it ûon (Sþ(+cyulohcxyl-pbenoxyncthylþ,5-

dihJrdr\o{DszDl-Z}'l¡Ei¡e ad 5-h5rrùorsy-pm1-2-ynoic acid aþl eslø co¡loyiag lbo

proccduc dmibed in Þranple t05, [cb'?5 +6.¡l{¡ (o 0.5, DMIJO).

C¡rIIzNzO+ CJ70.l9), LCltül (BSI): 371.lt G,f+IÐ.
rnrwn 

¡:oo rnra Drvrsiod6): ô z.r3 (4 n),6.t6 (d, ãÐ, s.zl G, lHt s27 (br- s, lÐ,
4.94.(t, lH), 1.45 (t, II{),4354.13 (m,3E),3.68 (*2lJ\2.62(\.t\,2.43(n, Ilf), r.E3-t.64

(n,5Ð, I.,¡1,{-1.10 (n, 5II).

Example 109

(S!2{aQiclohcxylahøox¡ødy'þ{t-fluom I -nelhyt-crhyl}13 dibdrc-ox¡mlo[3å

alpyrimidin-7-oue

S@ 1: tl-Elucro4-mc{hyl-penr2-yaoic acid @l estcr

Ttc ftle cø¡ouad was IrqdÞd finm +.t¡ùory4.urthy'-peut-?-yoßio acid cthyl

esEr (see kmple 107) øploying úe ¡noceduc o.tPoulb (J Ory CfEn 1981,, 46, 7f32),

qIIrrFO¿(158.08), L6tS (ESl)r 159,09 (I\,f+Ð
In Nì,ß. Boo llma ocÐ: õ 4.46 (q, xÐ, 1 -69 (4 61Ð. t 32 (L zH)

Sþ 2: (S)2-(aa)tcloherylahmor¡,netft¡lþ{l-fluorc-L-ne{tl+tbyt}2,3dhy¡Iro-

oxazolo[3,2.a]pyrinidin-7+nc

The titb coø¡nrmd ms gqorcd Am Sl5{a-cyclolørytabmoxynelh¡tþ,5-
di\dm-oxazol-2-yhnine a¡d ¡l-ft¡oro4móyl-peol-2.yloio acid ethyl esta s"¡.|-l'i.g the

¡roccduo dcsodbed in Þryle 105. Íø,.bE -21-61 (c 0.5Ç CHCQ.

CzzIIzÍNzO¡ (3t62)), IÆt'1S @SI): 3t?20 Gyf+Ð.
rn luvn goo MII4 DMsodo: ô ?.f3 (d, 2ft),6.u (4 2Ir),5.9t (s, Uù 52S (br" 3, 1Ð,

4s3 (ø,LH),429 (4,3E),2.a3(n, 1þ, 1.83-1.69 (n,5Ð, 1.67 (4 6II), La+1,10 (o,5fi),

E@!b1t0
(S)r5-fbormetþl-2-[+€,3J,5-trüEnct}yl<yclohoryl]ph¡ooxymelhtll-¿3{ihyùÞ

oxazoloB,2-alpyrimidia-7<no

and concentrated to afford 351g of 4-hydroxy-4-methyl-pent-2-ynoic acid ethyl ester as yellow oil.
Cala% (156.08), LCMS (EST): 157.09 (Mil-H). IRNUR_ (300 MHz, CDC1a): 54.25 (q, 2H), 229 (s,
111), 1.57(s, 611), 1_32 (t, 3H). 5Step 3:
(S)-2-(4-Cyclohexyl-phenoxymethyl)-5-(I-hydroxy-1-methybethyl)-2,3-Slro
oxazo/op,2-abyrimidin-7.-one      The title compound was prepared from
(S)-5-(4-cyclohexyl-phenoxymethy0-4,5- dihydru-oxazol-2-yhmaine and
4-hydroxy-4-methyl-pent-2-ynoie acid ethyl ester employing the procedure described in Example 105.
10 Ca2Hzsti204(38421), LCMS (ESD: 38520(le+11) 114 NMI( (300 MHz., DMSO-d6): 8 7.13 (d, 214),
626 (d, 211), 5.78 (s, 111), 5.60 (s, 111), 5.25 (br., s, 111), 4.64 (m, 114), 4.45-422 (m, 311), 2.43(m,
1H), 1.84-1.62 (m, 5H), 1.46 (d, 611), 1.40-1.15 (m, 511) Example 108
15(S)-2-(4-Cyclohexyl-pheommethyl)-5-(2-hydroxy-ethyl)-2,3-dtlydro-oxazolo13,2- alpyrimidin-7-one 0
N OH   Step 1: 5-(Tetrahydro-pyran-2-yloxy)-pent-2-ynoic acid ethyl ester        The title compound was
prepared from 2-hot-3-ynyloxy-tetahydro-pyraa and ethyl 20 chlomformate in accordance with the
pmeedums of G. Cal et al., Tetrahedron, 2006, (5697- 5708). C[2111104 (226.12), LCMS (EST):
227.14 (M+-i-H). tH NMR. (300 May CDC13): 5 4.65 (t, I11), 4_22 (q, 21-1), 3.87 (m, M), 3.62 (ro,1H)"
3.35 (In, III), 2.65 (t, 214), 1.91-1.46 (m, 611), 1.31 (t,3H). 25Step 2: 5-Hydroxy-pent-2-ynoic acid ethyl
ester      The title compound was prepared from 5-(tetrahydro-pyrau-2.-yloxy)-pent-2-ynoic acid ethyl
ester employing p-tolueumulfonic acid in ethanol. 



Step t: 4{3.3.5,5-Tetuancrhyklcloheory}phcaol

Tbe titJe compormd was prepred ftm 4-mdhox¡¡beoz¡acbom¡ic aoi¡l snd t'iã-."o-

mdbmesulfr'¡ic acid 33,5j-tckÐelhykyclolor-l*nyl ester in ncoo¡d¿nce with t¡e

proccdurc dcscribcd iD Stcp 1, &øm¡le 86.

Scp 2: (S!5-Fluo¡onelhyl-2-[a{33,5.5-tcruahyl<yclolc¡cy}phoo:ryms6y{-23-

diþùo<*azolot3J-aþyrimidin-7onc

The tiûe conpormd wss !¡Ef¡Þd Âon ¡-[a{33,5j-rcMncthyl+yclohcxy}

Èoo¡q4rtby[-#dibydrooxazol-2-yl"'"i.e (FÊ!ùd Aom +(3,3.t"'ffinehtL
cyctohsrylÞheool md (R) Eri¡hl¡r¡'t ld¡in accotdiry b the procedwes enployed in Step 1

tlEor¡gh 2 of Þ<mplc 1) ald åfluoreüc-2-yroic arid ethtl eetsr ( scû Þ<aa¡Ie l0l)

accodfug o rhe pocodures desaibed ìn Þrarplc 95. [a]DT -21.¡10 (c 0.5, olcb).
Or.Hâ rFN2Or (4 14 23I L0\,ÍI¡ (8Ð: 415.25 G"f+Ð.

'u xl"m. 6oo rr,cr', d)cù): õ 7.ra (4 2rÐ, 6,Ez (4 zIÐ, 6-09 (d, tlr), s.vt (q trÐ, sø (4
2ã,),4-s14-2o (n, +II)5 2,83(o, 11Ð, 1.s2 (n, 2II), f.3s-t.tl (q 4Ð, 1'0t (x 6þ' 0.92 (s,

6E).

Þ<uplc 11l

(S!2-(+Biuyclo[3.3.1]non-]yt-phcoox¡rooþl}lnclborc¡'netþla'3dihyùo<pzolo[3,2-

The tiüe coo¡oud Ea!¡ ¡uEpn€d f¡'m (.S)5{+biryoloB3'Ilnon-9-yl-

¡lmot<yoety)+.5dihyrtrc-<xazol-z-yhnine (see E<m¡Ie 20) and ,l-motbo:ryårr-2-yroic

acid eùyl esh (soo e<auple 10Q empþing rhe poce¿¡s drsoribcd in Éxample 95. [c]¡!
-14.55 (c0.495. QICI¡),

ClIIrol.IzOr (410 âr), IÆlvf S (ßÍiI): 4 1 1 2l Gif+Ð,

algyrimidin-7æ

"L:1 '" 04
Lo_-

C711100, (142.06), LCMS (ER): 143.01(M++H). '11 MIR (300 MHz, CDC): 84.24 (q, 211), 3.81 (q,
211), 2.61 (t, 2H), 2,23 (hr., s, III), 1.31 30 0,3M.  129 Step 3:
(S)-2-(4-Cyclohexyl-phenoxymedy1)-5-(2-hydmxy-ethyl)-2,3-thlydro-exanoloP/- alpyrimidin-7-one
The title compound was prepared from (S)-5-(4-cyclohexyl-phenoxymethyl)-1,5-
dihydro-axazol-2-ylamine and 5-hydroxy-pent-2-ynoic acid ethyl ester employing the 5procedure
described in Example 105. Ox3D25 +6,40 (c 05, DMS0). C21HrS204 (370.19), LCMS (HSI): 371.18
(MF-FH). 1H NMR (300 MHz, DMSO-d6): 67.13 (d, 211), 6.86 (irl, 211), 5.71 (s, 111), 5/7 (hr., s, 111),
4.94 (t, 111), 4.45 (t, 111), 435-4.13 (n, 311), 3.68 (q, 211), 2.62 (t, 211), 2.43(m, 111), 1.83-1.64 On,
5111 1.44-1.10 (in, 511). 10Example 109
(S)-2-(4-Cyclohcxyl-phenoxymeday1)-5-(1-1luoro-I-metbyl-ethyl)-2,3-dihydro-oxazoloP,2-
abyrimidin-7-one  Step 1: 4-Flnoro-4-methyl-pent-2-ynoic acid ethyl ester 15The title compound was
prepared from 4-hydroxy-4-methyl-pent-2-ynoic acid ethyl ester (see Example 107) employing the
procedure of Emitter (.1 Org Chem 1981, 46, 1532). CsIlliF02 (158.08), LCMS (ES1): 159.09 (2t+11)
tH NMR. (300 MHz, CDC12): 64.46 (q, 211), 1.69 (d, 613), 132 (t, 311)      Step 2:
(S)-2-(4-Cyclohexyl-phenoxymetEry1)-5-(1-fluoro-I-meihkethyl)-2,3-dihydro20oxszolo[3,2-a]pyrimidin-
7-one      The title compound was prepared from (S)-5-(4-cyclohexyl-phenoxymethyl)-4,5-
dihydro-mcazol-2-ylamine and 4-fluom-4-methyl-pent-2-ynoic acid ethyl ester employing the
procedure described in Example 105. FilD25 -21.61 (a 0.56, CHM), C22H2711N203 (38610), LCIvIS
(BSI): 387_20 (he-111). 251H NEAR (300 MHz, DMSO-d6): 37.13 (d, 211), 614 (d, 214), 191 (s, 114),
528 (hr., s, 111), 
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rxru,n goolvra clrcls): E 728(ú2'ø¡6.84 (4 ur),596 (s, lÐ s27 (rytll),4s2-
4.19 (n, @,3.,o (+ 3Ð,2.73(br., s. 1JJ),237 þr.z,2l{\2.or-r.13 (q t2Ð,

E:ranple 112

(S>2{+Bic},Elot33,Ilnon4yl-phno:r¡,u.etþ}s-ncftyl-2J-dibydro<xazolo[32-

5 qlPY¡i¡idiÈ7-me

\ì1-"o €
The title cmporud wes gepaed Eo'm (.Sf5{+icF1ot33,lloo+9-yl-

@ine (sæ E:raople æ) and but-21mic acid øhyl

sdã. .nr¡r.IËñg the proocduo dcsaibed in Exaqle 95. [d']D5 -33 . B0 (c 05, CHCb),

lo c¡IIaNzO¡ (38021),LG,fir @sI);3E122 Gf{Ð.
rn xm. ¡roo ttrtz, æclr): õ 7.28 (4 zrÐ, 6.16 (4 zlf) 5,E9 G, trÐ, s26 (m, trr\4.42-
421(a4l{),2-73(b¡.' + lÐ,2.39 (br..a2JJ),221(+ 3Ð, z0E-136(q I2F}

E(tuIIE 113

(S)-2-(+Bic¡lot3 3. l.lum-9-l-phcaox¡mahylfbntyl-2Jdibrúo-oxlzobp2-

15 alpni¡¡i¿in-Z+¡c

'\Xi"-o<
)

)
The lide sas FeF¡Ed from (S1,5{a.bicyrlop3, Llnou4yl-

¡heooxfmdb¡¡Da,5dihydm-oxazol-2-y'amiac (sæ ka4le 20) õd helt-2-ynoic acid eful
cstcr em¡loyiag thc gocedue descn'bcd in &ooplc 95. ¡o]pÚ -14.60 (c 0.5, CHCI¡).

20 Cz6WlIzOt(4Y¿27),rcMS @Sf: 423.2.Çtf+tÐ
f nxw.goo mr4 cDrcta): õ 727 (d,2f,+6.u(4 zlr), 5,?E G, 1Ð,5Jr (m, 1Ð, a.as (n,

IH),43E4.16 (n,38),2.7tþr., â, 1I!,2s9 (n, ar!,2.0&130 (D, 16IÐ, 0.95 (t,3Ð

Exqlell4
(S)2-(+Bio¡'tlot3.3.lþm-9-yl-¡herqæetþlþ+r,topeaSd¿.¡¿¡bdroorazotof¡2-

aJpyrinidin-7onc

433(c, Ill), 4.29 (n, 3H), 2.43(m, 111), 113-1.69 (to, 514), 147 (d, 633), 1.44-1.10 (n, 5F1). Example
110 (S)-5-Fluammethyl-2-(4-(3,35,5-tetramethyl-cyclohexyl)-phenoxymethyl]-2,3-dihydro-
oxazolop,2-a]pyrimidin-7-one  130    Step 1: 4-(3,3,5,5-TetramethyI-cyclohcary1)-phenol        The title
compound was prepared from 4-me1hoxy-benumeboronic acid and i:rifluommethmes-ulfonic acid
3,3,5-tetramelhy1-cycIohex-I-enyl ester in accoManee with the 5procedure described. in Step 1,
Example 86. Step 2: (S)-5-Flucromethy1-244-(3,3,5,5-tetramethyl-cyclohexyl)-phenoxymethy0-2,3-
dihydro-oxszoloP,2-alpyrimidin-7-one       The title compound was prepared from
544-(3,3,5,5-letramethyI-cyclohexyl)- phenoxymethyll-4,54llaydro-oxam1-2-ylamine (prepared from
4-(3,3,5,5-tetcamettryl- 10cyr.lohexy0-phenol and (10- epichlorolrydrin according to the procedures
employed in Step 1 through 2 of Example 1) and 4-fluoro-but-2-yrnic acid ethyl ester (sat Example
105) according to the procedures described in Example 95. [a]n25 -21.40 (c 0.5, CEIC13).
C241-raiR4203 (414.23), LCMS (BSI): 415.25 (1e+H). 15 `1-1 MIR (300 MHz, CDC13): 57.14 (d,
211), 6.82 (d, 210, 6.09 (d, 111), 211), 4.51-4.20 (in, 411), 2.83(rn, 11-0, 132 (in, 210, L35-1.11 (m,
411), 611). 517 (in, 111), 1.08 (s, 610, 520 (d, 0.92 (s, 



'tri-"Ð<
ò

The lillc was Pñeüd fiûm (S)5{+bicvdoB3-llnon-9-vl-

phm¡q'nstylaj¡ib¡aro<pzot-zy¡¡nine (see Þømplc 2Ð acl cyolopcary'-prgnoio

ooid ethyl csær (ree Þøple lÐ') e'nploying tÍc ¡roccihe deroríbcd in F.mIIE 95- [cþ5

4,t0 (c0.5, CHCI¡).

cübùtq (€42O, rcMs (EsD: 43527 ([,f+Ð.

hx¡tn (300 l\,trz, c)clÐ: ö 7n @,2rr),6.E6 (4 zÐ, 5.94 (s, lI{), 523 (n' llr)' 4'45-

a2l!,,41t\2.741 1Ð,2.77(br., s, 1IÐ,239 (br., s,2Ð.214-132 (ssies ofn"z0[Ð-

Errylc f15

(S!5-Methyl-z-t4{1,1,3¡-tstunethtl-bt¡ty}Pbcûor¡'nelhy!-2,3d&¡Lo-ox¡zolo13'2-

al¡¡rinidia-7-one

The litle s¡as !¡Elsftd ÊoE (+t(+(I,l¡¡-letrlnqLbtúvt>

¡hroo*¡møhylþ,5{ih¡¡dm-or¡zol¿-ylooine (scc Exu¡lo 27) æd lut-2-¡'noic rcid elhyl

e¡tu eryloyi¡e the¡rocedua ilcsøibcd in b<mplc 95, [û,]Dr -3620 (o 0J, CHCb)-

C2II3N2O3 (37041), LO!{S (BSD:3?120 G\d+IÐ

1Ir NMR (300 lvflr4 cÐcl¡): 6 7 2Å (d' 2Jr\ 6.E0 (4 2rD' 5-87 (s' 1IÐ' s24 (m' 1rÐ' 4'ar-

a22@,,aI{),22aß'3[Ð'L AeJJd),l.33(s,6H)0.71(s'9Ð
Erøople f 16

$!5-Erhyl-2-[+(t,13¡-tcFecúyl- -2JdihvúaonzoloB.?-

alpyddiditr-7-@e

'ËYi,Ð#
)

Example 111 (S)-2-(4-Bi cyclo P.3 .11non-9-yl-phenoxym e thy0-5-metho
xymethy1-2,3-dihydro-oxazol o 13,2- alpyrimi din-7-one  200--      The tide compound was prepared
from (S)-5-(4-bicyclo[3.3.I]non-9-ylphenoxymethyl)-4,5-dthydro-oxszol-2-ylamine (see Example 20)
and 4-melloxy-but-2-ynoic add ethyl ester (see Example 106) employing the procedure described in
Example 95. [cgo25 -14.55 (a 0.495, CHCb). 25C241130N204 (410.2/), LCMS (ES1): 411.21 (Mth11).
331 Ell NMR (300 MHz, CDC14: S 7.28 (d, 211), 6.84 (d, 211), 5_96 (s, 111), 127 (in, 11:1), 4524.19
(in, 611), 3.40 (s, 311), 273(br., s. 111), 237 (hr., s, 211), 2.09-1.33 (n, 12H). Example 112 (S)-2-(4-Bi
cyclo[3 3. 1 ]non-9-yl-phenoxyme thyl)-5-metbyl -2,3-dihydro-o NazoI o P ,2- oipyrimidin-7-one
The tale compound was prepared from
(5)-5-(4-bicyclo(3-3.1]non-9-ylphennicymethy1)-4,5-clihydni-oxazol-2-y1amine (see Example 20) and
birt-2-ynoic acid ethyl ester eraploying the proeethire &seated in Example 95. rale -33.80 (c05, ClIeb).
CzilinNz03 (380_21), LCMS (BSI): 38122 (Mt-FE). 111 NMR (300 MEix, C)C13): 3 7.28 (d, 211), 6.86
(d, 2H), 5.89 (s, 111), 526 (n, 111), 4.424.21 (in, 4E1), 2.73(br, s, 111), 2.39 (br., s, 211), 223 (s,
31-1), Z08-136(m, Example 113          (S)-2-(4-Bicyc1ol3
3.1]non-9-yl-phenoxymethyl)-5-butyl-2,3-dihydro-oxazolo [3,2- 15a]pyrimidfri-7-one       The title
compound was prepared from
(S)-5-(4-bicye1o[33.1]non-9-ylphenoxymeibyl)4,5-dihydro-oxazol-2-ylarnine (see Example 20) and
hept-2-ynoic acid ethyl ester employing the procedure described in Example 95. [a]Dis -1460 (e 0.5,
CHC13)- C261134N203 (42227), LCMS (381): 423.22 (1.4H) 



T33

Tbë ülc comlolmd wns FnpslEd trEm' (S>j{+(I,t33-æuneútt-brúy}
ptøo<ynctby¡Hj¡lritomæl-Zylmine (sæ Þ<am¡Io n) dnn ¡ø-Lqrúß acid ethJd

esb mployilg lhe¡nocedrre th5çrùcd in F.,r'.f'Ie 95. [d]DT -21.00 (c 05, Cf(fi),
O¿¡HrNzo¡ (384,24), IÆMS (EsD: 3E5,25 (À'l++Ð.
rn Nm. lroo lrra e)cl¡): õ 7 2s (d, 2rÐ,6. Eo (4 2Ð, 5.m (r, rlf) szz (ø, ts.), 43s-
420 (u, aH!2.50(q,2HI 1,70(s,2IÐ, Éa(a 6[I), t2Å (l3II),0.?0 (q 9þ,

koplcl17
(SltFtuoromøhyl-2-[+.(t,1,3,3-tctrmethyl+ut¡f¡Éroor¡møhy!-2,3dûrd¡o-

onzolo[3,2.aþ¡inidin-7-ous

'üi,-Ø<
")

The tidc oomporbd was pe¡arcd ñod (Slfqt,Ug-teUøcthyl-tr¡ty}
Èrûoù<ynßfhyl)4¡{útúD{Ezol-2-ylâdine (sce Bcample 27) md 4.Âuoro-but-2.ynoic

ssid erityt ester (see Emple 105) co¡loyiry rhc proocúrc described in Examplc 95, tcleÐ
-2¡.00 (c 0å GICI¡).

CøE rFlIrOr €EE 22). LG,íS (FlDr3S923 Gyf+Ð.
rnru,m. 

Boor"trIa srcl¡): 6 zis (q 2rr), 6.so (q 2rÐ, ro7 @,t Ð,52s(r, 1E), s21 (d,

2II),4514.20 (n,4Ð, 1,70(s,2IÐ, 13s (E 6H),0,20 (s,9IÐ.

FÞ¡,"Fle I l B

(SlS-Mst¡orymett¡¿-Z-[+(I,lJ3-tetrdetùJd-trrylÞ¡laorymatld]-å¡¡t¡¡*o-

TÉe ti¡le conpornd was ¡nqrued fion (S!5{+(1,1,3,3-krrdEthyl-húyl}

pheoox¡máyl)4,5dihydro-orøzol-2-ylamiae (eee Exarplc 27) md ,l-methoxy-bú-2^¡æoic

acid c,lhyl ester (sec bmple 106) mplcying thc poccdure desaibed ir Þ<anplo 95. [c]¡ã
-f4.80 (c 0.5, eICl¡).

CnEg N"O{ (400,2A} tC}fS (ESI):,Í}123 (Ivf+Ð

o<azolo[3,2-oþgimidin-7-one

'Ëì3,-Ø{
-oJ

IHNMR (31)0 MEI; CDC13): 8 7_27 (d, 214), 6.84 (d, 211), 5.78 (s, 114), 531 (m, 1H), 4.45 (m, 114),
4384.16 (n, 311), 2.71(br., s, 111), 239 (in, 411), 2.08-130 (n, 1611), (195 (t, 311) Example 114
(3)-2{4-Bicycle P .3 .11non-9 -yl-pheinurymethyl)-5 -cyclopenty1-2,3-clilwdro-oxazolo
25alpyrimidin-7one        The title compmmd was prepared from (5)-544-bicycle
Paljnon-9-ylphenoxymethyldihydro-oxazol-2-ylamine (see Example 20) and cyclopentyl-propynoic
acid ethyl ester (see Example 102) employing the procedure described. in Example 95. [a]D's 5-4.80
(c 03, CHC13). 027H34N203 (434.26), LCMS (ES1): 43527 (he4-11). IH MAR (300 MHz, CDCb):
57.27 (d, 211), 6.86 (d, 211), 5.94 (s, 1E), 5.23 (n, 1H), 4.45- 420 (ma, 4H), 2.78(1, 11-1), 2.77(br., s,
111), 2.39 (br., s, 2H), 2.14-1.32 (scrim; of m, 201.1). Example 115
10(S)-5-Methy1-249-(1,1,3,3-tetcamethy1-butyl)-phenoxymethy1]-2,3-chlydro-oxazolo13,2-
alpyrimidin-7-one       The title compound was prepared from (S)-5-(441,1,3,3-letramethyl-butyl)-
phenoxymethyl)-4,5-dibydro-oxaxol-2-ylamine (see Example 27) and but-2-ynoic acid ethyl 15ester
employing the procedure described in Example 95. (aVi -3620 (c 0.5, CHCI3). C22H3019,03 (37023),
LCMS (ESI): 371/0 (e+H) 111 NMI (300 MHz., CDC13): 5 7.28 (d, 211), 6.80 (d, 211), 187 (s, 111),
524 (n, 111), 4.41- 422 (m, 41-1), 2_24(s, 3H), 1,72(a, 2.11), 1.33 (s, 611),(s, 9H) Example 116
20(S)-5-Ethy1-214--(1,1,3,3-tetrainethyl-huty1)-phenoxymethy1]-2,3-dihydro-0xa7ol0P,2-
alpyrimidin-7-one 
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flt l.û,n poo lvllIa cDcb): 6 7 2s <4.2[rr, 619 (4 2lÐ, 5,98 (s, tþ, 524 (n, IÐ, 4,49-

422 (saies ofo,6II),3.40 (s,3IÐ, 1.70 (s,28), 13{ G,6Ð,0.?2 G.9Ð
Example 1f9

G!2{a-CþlobqÀ-ph¡oo¡rps'lty}5-e{horyûcóyl-2¡-dù¡dm-oxazoloB)-elpyriøtn-?-

Sq 1 : 2-(+Hhoxy-bu-2-yr-yloryltctrahyúo-pym

A¡ ow¡ dried 500 ml RBF rrzs ch¡¡gsd wiå NåH (60% i¡ ui¡eral oÐ (1-41 g 353

noot) and Eus¡leded ¡n DMF (100 nL). The mi:<i¡¡c ws cooled 1o dC 8Dd +(trtrahyùû

p¡'ran-2ylouçltrt-2-¡rn-f -ol (pepared i¡ acoordmc¿ with the prooofues of Tman¡ cf ¡1.'

BuIL tÐl Soa Jpn,1995, 16E9-170Ð (6.09 35.3 ømol) was adde¿ Th! rc¿.tio!' Eixttæ

wås ållowed 10 ttscb roon tr@Icút¡rt ed stir¡od for one hour. To Éc mixtrre rra¡ added

iodoclú¿¡c (20,E g 133 mnol). Tho nãction nidure vas sti¡rcd fr¡ 35 hour d ¡ou
lrmperlû¡¡E bcfore being qlt€nched wiû icê1IIrO Ãn.l exbcbd with M€OAc. the orgadc

pìøso was washcd vrith' 'n., &ied (NarSOl) æd conccutæd- Silica gd c'h¡qoatography 0-
2O% MeOAcJhæna) ¡xqvided 4.7I g of 1{¿Hhoxy-}"ur-2-ynylo)<y}fd¡bd'o-Pfrm as a

"l- oil.

CuEßOr (198,t3), LCI,ÍS @SI): 199,12(lf+II¡.
Inru,m.(¡oo mra cDCl¡): 6 4.81 (g uÐ, a32 (ç zIÐ,4.19 (s,2Ir), 3'83 (n, 1Ð,3-56 (m'

3Ð, 1.90'.t.47 (8,6I{),, I23 (t 3IÐ.

Slep 2: #Ethoxyåut-2^¡m-1-ol

To a solrrlio¡ of 2-(4<6oxy-bú-2-pyloxyltota\dm-p¡'ra (O-5 E 252 -'-nl) in

nsth¡¡Dl CtO '"r) wü addod¿ulr:enesultuíc acid monoþdrab (P-TSOÐ (0-086 g 0-454

nool). The Í¡c1ioa nixt¡¡e w8s lired ot roo bperúue for 3.5 hsu¡s- The t¿¡tìon

øirúrre rxas pourtd iato aqueous ¡odiuø c¡¡bo¡te snd o<tacicd wiÉ neúyt acÊtsæ. Tte

orgroic b¡,crs werc c.""bine4 ddcd (Nar¡SO{) snd cotrcldüsloal Sili* çl chooofogra¡hy

(l-107c McOAvfcaQ ¡novidod 02 g of 4-eütxy-lú-24¡rF l-o[ as a dcar oil
tHru,n 6oourz, cDcl¡): ô 4-32(q2f,\4.18 (u.'c2IÐ, 1-58(q,2*f),225 (t, 1Ð, Ir4
(q3Ð.

Stæ 3r ¡l-BÉo<y-bú-2-lmoic ¡cidncthtl esta

otc

oYYor,'ro
\-NJ

-,^,n)

/33      The title compound was prepared fon (S)-5-(4-(1.1,33-tetnunetEryl-haty0-
phenoxymelhyl)-4,5-dilrydro-oxazol-2-ylamine (see Example 27) and pent-2-ynoic acid ethyl ester
employing the procedure described in Example 95. jahis -21.00 (c 0_5, CHC13). C23HEN203
(38424), LCMS (ESD: 385.25 (M4-1-H). 51H NMR (300 MHz, CDC13): 6 7_28 (d, 211), 6,80 (d, 211),
5.90 (s, 111), 5.22 (n, 111), 4.35- 410 (m, 4H), 2.50(q, 211), 1.70(s, 211), 134(s, 6H), 128 (t, 311),
0.70 (s, 911). Example 117
(S)-5-Fluommethy1-2-(4-(1,1,3,3-1etrame1hyl-buty0-phenoxymethyD-2,3-dilrydro-
orcazoloP,2-abyrimidin-7-one 10        The title corapotmd was prepared from
(S)-5-(4-(1,1,3,3-letramethyl-butyl)- phenoxymetlry1)-4,5-chltydro-oxazoI-2-ylamine (see Example 27)
and 4--fluoro-but-2-ynoic arid ethyl ester (see Example 105) employing the procedure described in
Example 95. IcEin25 -28.00 (c 0,5, CHC13). 15 CenlI2FN203 (388_22). LCMS (EST); 38923 (Mi+H).
IH(300 MHz, CDC13): 5 728 (d, 211), 6.80 (di 2H), 6.07 (d, 111), 529 (m, 1B),511 (d, 211), 451-4.20
(in, 411), 1.70(s, 211), 135 (s, 613), 0.70 (a, 9H).                              Example 118
(S)-5-1Ylethoxymethyl-244-(I,1,3,3-tetramethyl-buty1)-phenoxymethyl]-2,3-dillydro2noxazo143,2-alpyr
imidin-7-one Ny/.1%. rikL. oJ      The title compound was prepared from
(S)-5-(4-(1,1,3,3-tetramethyl-buty1)- phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine (see Example 27)
end 4-methoxy-but-2-ynoic acid ethyl ester (see Example 106) employing the procedure described in
Example 95. [aln25 
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l3t

To a ¡tin¡d soluiou of ,l-etho¡<y-tut-2-]'n-l-ol (l g. 8.76 '"'"äl) i¡ B¡etolc @6 mL) at

0t was adiled dropwisc Jone* nagøf Tte rcaøiq ni¡A¡¡c was sti[Ed d.roo'm Eryaúrc
fo¡ 3 ho¡¡¡¡. Tl¡ ¡actio¡ Eixtro was dil¡úed wifh çaf¿r ad ertactsd vith Ecttryl acsfåE

The o¡g¡¡io ]oy¡r¡ wEE oombin€4 d¡id (NazSOl), æd øncakalcd. fhe resufti¡e a-{úo,SÉ

b,t¡t-2-)'¡aic acid ças ncthylæd (IMSCIINz @ M) M4lIltoluooq ¡ood tcq,qdùEr 3

hours) to aft'rd 0-66 g of 6c tflo co,'r'fro¡md as a deer oil
OIIToO¡ (142.06), LOvlSi (ESI): 143.ü, G,f+Ð.
lnrvm.Boo trørz, cucb): ö 42? (8,2Ð,3.29 (+ 3Ð, 1.60(ç?r\,aA(L3H)-
Sþ + (S)2{4-Cyclolocyl-phcooxync{hylþ-efhq'neüylr3¿iþ¡o<x¡zolo t¡2-
alpyrioiLdinl-me

The titlE was prcged fron (S)5{a-cyclohxyf-phøorymctüyl){f

d¡hydm-oxazoL-Z-yl¡nine md ¡Hho¡ry-b¡ú-2-,'troic ocid nøhyl cfer oployiag tc
pmcedue descibcd in ka4le 94.. [o]D5 -9.s0 (c 0,t CHC&).

CiII¿N2O. (3842 t ), LCIIS (HII): 3 85.1 ? g,f+II).
¡H ¡wn G00 À.trr,, cucl¡): õ ?.ls (4 2Ð, 6.sr (4 2I+ 6.00 (s, trÐ, s22 (m, t:r) 4-4t-

4.17 (6EiEs of n, 6IfI 3.56 (ç 2II), 2.44 (br-, s,llf), 1.93-1.69 (n, 5IÐ, L51-131 (n, 5EÀ

r.22(t 3Ð.

booplc I20
(SlZ{+Cþloho<y1-¡høoqtm€lhÈÞaløylsultr¡/nefoldf iihyd¡o+xazotot¡+

alp¡inidin-7oe

Slry 1: tlPherylsulfrryl-but-2-Faic arid erhyl eeta

The title mnp nd was pqarcd fiom pru¡2-¡uylsulfruyl-be. eoc Brd €thyl

cllo¡ofomale in accordace wiú. the procedurcs sf G. Ca¡ ct al., Tet¿tniþm, 2006, 66n-
2s 5708),

CuIIuOr,S (2?-0,06)' LCMS (ESD: 221.06 (l,f+Ð.
tumvm.l:oomra cDCl¡):6 7At(d,?E),7-33(n,3]I),421(ç 2rr),3.70 (E2I{), 1.30(t,

3Ð.

25-14.80 (c 03, CHC13). Cr3H32N204 (400.24X LCM.5 (ESO: 40123 (be+11)  134 111 NIvIR (300
MHz, CDC13): 8 728 (d, 211), 6.79 (d, 211), 5.98 (s, Ill), 5-24 (In, 111), 449412 (serie.s of m, 611),
140 (s, 314), 1.70 (s, 214), 134 (s, 614), 0.72 (5, 911)                                Example 119
(S)-2-(4-Cyclobetryi-pherrorymethyl)-5-elhoxymethyI-2,3-thlaydro-oxazolop,2-ajorimidin-7- SAC Step
1: 2-(4-Ethmry-but-2-yn-ylmty)-tetrahydro-pyran      An oven dried 500 ml RBF was charged with NaH
(60% in mineral oil) (1A1 go 353 mmol) and suspended in DNB (100 mL). The mixture was cooled to
0C and 4(tetrakydro- to pyran-2-yloxy)-bui-2-yn-1-ol (prepared in accordance with the procedares of
Tamaru et al., Bon Chem Soc_ Jpn, 1995, 1689-1705) (6.0g, 353 namol) was added. The reaction
mixture was allowed to reach mom tempemerre and stirred for one hour. To the mixture was added
iodoethane (20.8 g, 133 mine!). The reaction mixture was stirred for 35 hours at mom temperature
before being quenched with ice/1420 and extracted with Me0Ac. The organic 15 AMC VMS washed
with brine, dried (Na2SO4) and concentrated. Silica gel chromatography (1- 20% Me0Adhetrane)
provided 4.71 g of 2-(4-ethoxy-but-2-ynyloxy)-Mtrahydro-pyran as a char oiL CjiHnOs (198.13), LCMS
(ESI): 199.12(1V11411).              II-1 NMI& (300 MHz, CDC13): 84.81 (t, 111), 432 (q, 211), 4.19 (s,
211), 3.83 (m, 111), 3.56 (in, 20314), 1.90-1.47 (m, 611), 133 (t, 31I). Step 2: 4-Elhoxy-but-2-yn-1-eI
To a solution of 2-(4-ethoxy-hut-2-ynyloxy)-tetrabydro-pyran (0.5 g, 252 mmol) in methanol (10 mL)
was addexlp-toluenesulfaoic acid monohydrate (p-TSOH) (0.086 g,, 0.454 mmol). The reaction
mixture was stirred at mom Mroperahue for 3.5 hours. The reaction 25mixture was poured into
aqueous sodium carbonate and extracted with meth.y1 acetate. The organic layers were combined,
dried (Na2804) and concentrated. Silica gel chromatography (1-10% Me0AcihexEme) provided 02 g
of 4--etboxy-but-2-yrt-1-ol as a clear oil_ 114 NMR. (300 MHz, CDC13): 8 4.32 (q, 211), 4.18 (hr., s,
211), 3.58 (q, 21-I), 2.25 (t, 111), 124 31-0- 30Step 3: 4-Edatory-but-2-ynoic acid methyl ester  135 



136

Step 2r (Ð-2(+CþlohÞd-phmoq,nelhylÞ-phruylsultuyhe{hyt-23{Íhyd¡o-

oxazoloB,2-rlpyrimidin-7-one

the tille cn4ound was ¡re¡aad hom (S)-5{+cycloheryl-¡benot$mc6}'{)4)-

dihyrlro+xøzol-2.ylsm¡!& sod tl-phenyhulfuyl-but-2-¡noic acid ethyl crfcr em¡loying fhe

¡xoccdrrc dcsør'bed in Êxanple 94. [c]oÚ -1 9,,10 (c 0.5, CHCI').

Gz¡II¿NÐ:S (,+a8,IS), LCMÍ¡ (EÐ: 449.19 ¡tvf++þ-
¡xN¡'m(¡ooltr¿ cDcb): ô 7Jz (n, srÐ,7-t2(ð,?Ã),6 83 (42Jr), 5.52 (s, lIÐ,5'26 (¡r,

t.l3 (n,5IÐ.

ÞøplcI2l
(S)-2.t+(+Iso¡ropyL¡fenoxylpleno<yms6y{-zp-dihydm+azoloB/-alpvrinidin-?-one

'x):rG._fr
The title com¡ound ws ppared fon a{+isopropyl-¡høoxy}phrool (It&PerEd in

aocordeæ wilh üp of Yeaga, et øL, Syût:/s 1991, 63{8) ad R-

epicåloroþdrir eryloying the gocdrucs ilcsibod in SÞPs I ü¡sug!3 dEmplo 1-

C;H¡¿NIO1(378.f O. LCMS (8SÐ;379.1? GYf+Ð

H ru,n Boowrz, DMsodO. õ 7 16 (d" *r\ 7 21 (4 2IÐ, 6.9E (s, 4Ð, 6.86 (4 2IÐ, 5.E3

(41Ð,533 (û,rÊI}4.47.426'(m,3II),4'1I (o' lÐ,2t7 (E¡¡¡, 1IÐ, 1,18 (4 d{)

B<eo¡Ie 122

(S!2.(l'-kopyl-bi¡heayl+y'orymethy!|3¡i$¡qo<¡zolot¡ 2.ahffitit-7 -oæ

A nixtue of (S)2{+brooo-phmo:rynefhyl}B'z-aJpyrinidin-7oc (E:rample

2q(0. I & 0.3 1 -'-ol), 4-p'rapylpberylbotodc acid (0- I & O'Q, mnol)'

lrFakis(tip¡tutbhosPhioe)Fslådim(0) (O.15 E" 0'62 mmol) ad ¡otassitu carborde (0-0t6

g, 0,62 ol) m,25 øl of ¡¡hyùous tctrahydroÂrmn w-as h¡afcd udq ¡eflur fc 18 hot¡¡s.

lbo nixt¡¡e tf,as flt æd lhrough celic ¡nd the 6lhsb lral ev¡porúe¿ Tbe resich¡e was

puinø þ fusl c,üronrrogr¿phy oa rilica gcl Esi¡g 9:1 nclhylae chloridc¡elbmol a¡d lheo

6:1 mclþlene chloúde'mclh¡nol' f¡¡ eryGded po&ct fiacios rtuo ooobined ad

To a slimed solution of 4-ethoxy-1ut-2-yn-1-01 (1 g, 8.76 mmol) in acetone (26 mL) at 0C was added
dropwise Jones reagent. The reaction mixture was stirred at. room temperature for 3 hours. The
reaction mixture was diluted with water and extracted with methyl. acetate. The organic layers were
combined, dried (Na2SO4 and concentrated. The resulting 4-ethoxy- 5 but-2-ynoic acid was
methylated (TMSCHN2 (2 Id), 1V1e0111toluene, room temparahae. 3 hours) to afford 066 got the title
compound as a clear oil. C7111003 (142.06), LCMS (ES1): 143.07 (1414-11). (3110 Mliz, CD C13): 5
427 (s, 2E1), 3.79 (s, 314), 3.60 (q, 2H), 124 (F, 311).     Step 4:
(S)-2-(4-Cyclobexyl-phenoxymethyl)-5-ethoxymethyl-2,3-dthydro-oxazolo [3,2- 10a]pyrizaidia-7-one
The title compound was prepared from (S)-5-(4-cyc1oharyi-phenoxymethyl)-4,5-
ditydro-oxazoI-2-ylamine and 4-ethoxy-but-2-ynoic acid methyl ester employing the procedure
described in Example 94. jaB2-1 -9.80 (c 0.5, CH03). Cull2EN204 (38421), LCMS (11S1): 385.17
(M1-1-14). 15qi MAR (300 MHz, CDC13): 5 7.15 (d, 2E1), 6.81 (d, 214), 6.00 (s, Ill), 522 (m, 111)
4.4S- 4.17 (series of ni, 611), 3.56 (q, 211), 2.44 (bit, s, 113), 1.93-1.69 (in, 511), 1.51-131 (m, 5B),
1.22 (t, 3E1).                              Example 120
(S)-2-(4-Cyclohexyl-phenrooymethy1)-5-phenylsulfanyimethyl-2,3-thlridro-oxamloP,2-
20Opyrimidin-7-one 0 ..i., ........0_,    Step 1: 4-Phenyisulfenyl-bat-2-ynok acid ethyl ester        The title
compound was prepared from prop-2-yrry1sullinyl-benzere and ethyl chloroformate in accordance
with the procedures of G. Cal et al., Tetrahedron, 2006, (5697- 255708). CL2111202S (220.06),
LCMS (HSI): 221.06 114 NMR (300 MHz, CDC13): 5 748 (d, 2H), 7.33 (m, 311), 421 (q, 211), 3.70 (s,
2.11), 1.30 (t, 311).  136 Step 2:
(S)-2-(4-Cyclohmtyi-phenoxymethyl)-5-phenyisulfanyinethyl-2,3-dthydrooxazolo[3,2-a]pyrimidin-7-one 
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e apor¿ted lo ¡rovidc tbo fiüc coqomd ¿s a solid (0,013 g 72Vù- løloß +2.lo (c 05,

DMSO).

czllzN2or (3 6t.41) I¡MS (Es!: 363. 17 e&I
Urwn. çolræoa6 :oouuz) d.7-79 (d,1Ð, ?,6r (q zr), ?-ss (4 2tÐ, 723 (d,?rÐ,l.u
(4 2Ð, 5.t2 (4 1$, 536 (n, lfÐ,4354-¿r4(n,3H),a-l2a.7s (atlJ)}ss (t,2H),157
(ç2lII0,8E (t 3Ð.

ÞtaryIE1æ

(Slz(2,þ'-Dinolhyl-þhøyl-1-ylmyncfol!23lihyùoox¡zoloBp-alpyrinidin-7-oæ

A nixtl(e of (sp-(tl-bmo-pbroox¡'me*yllt¡,z.ah¡in¡,¿irzone (o-4 g 123

m.ool), 2,3dine{hthleaylborooio ooid pn g 4-9 nnol), ctrakidtiphcrylpbosphinc}

palladim(Q (03 nuol) a¡d sodium cãbon¿¡E (4.9 nmol) i¡ 30 Dl of æhy&ou ethylae

glycol dímrùy' ethc was tstcd ¡ndcr nfi¡x ftt 6 horrs. Túe nixt¡to v¡Ds ditt¡tcd with 10

ml of m¡fúøol ad t¡c ni¡du¡c çEs flked úrougË. celitë, The filtrgæ was cv¡lorabd and

the rcsiùc wzs ¡orified by fl¡sh chDn@E¡apfoz orr silica gcl rrqìng 100% meth¡dmc c.hlorido

md thÊq 9;1 ucÉy,leoc cùlciderdalrl Tnc cva¡oratcd Foduct ftsidüe was ffi@Þd
wifh hcptunc ad ho i¡solublc rn¡tcrizl was collead b govido fho t'Ute cmpouad a¡ ¡ sofül

(o-tl s,17%)- [oJDö 4ó,48 (o0.54% qrcb).

C2rII2ol{û C34t-40), LeìÃ¡ (ESD:349.13 (MÌÐ.
tnx¡,n 

@naso¡c 300MIrzI õ-/.zs (4 z+I),72(L2FI ?.13 [a lr!,7.{n (n,3þ,5.s3
(4 IIÐ,53¡ (n, 1Í{),4364-42(n,3Ð,a-ß417 (ø.,1H),332 (+ ffi}

EttaryIel2,d

(S>2{4'-rErt^Búyl-biphoûyl4-yloq4rrhy}2J{ft/ùD-orazolol3,z-dprinidi¡-7-one

À mimqe of þ!2{4komo-¡hcnoaøøhy}[3,2-aþyiuidia-7-o502 g 0-6í¿

mmoD, ¡l-tÈt-.brrylÈeaylbqouic ooid (ï-tA g" 2.5 mnol), tekakis(hi¡høyþhoc¡hi.e!

FaXEdiru(O) (0,1t g 0.16 """oI) and sodirq c¿¡åo¡¡lo (026 E" 25 mmol) ín 30 EI of
aþbao glyDol cli.ocfhyl clh¡r vn¡ å¡øed u¡dc¡ ruflpr fr¡ 3 bows. Th¡ mixü¡re

*¡¡ c¡oled ¡¡rl ¡ 6esþi¡¿¡is¡ of tl-ted-lrutylphcuylbormic asid (O22 6 l,?5 ømol),

"ËYi -"

The title compound was prepared from (S)-5-(4-cyclohexy1-p1enoxymethyl)4,5-
chlydro-oxazoI-2-ylemine aod 4-phenyLsulfanyl-but-2-ynoic acid ethyl cater employing the 5procedure
described in Eacample 94. Mr? -19.40 (c 0.5, CHC13). C2eHnN203S (448.18), LCMS (EST): 449.19
(14/411). IFINME1 (300 MHz, CDC13): 6 732 (m, 511), 7.12 (d, 211), 6.83 (d, 211), 5.52(s, IH), 5.26
(m, 113), 4.51 (d, 211), 427 (AB-m, 211), 3.76 (s, 211), 2.46 (hr., s, 111), 1.93-1.65 (in, 511), 130-
1.13 (m, SH). Example 121
(S)-244-(4-lsopropyl-phenoxy)-phenoxymethyl]-2,3-dihydnroxamlop,2-a]pyrimidin-7-one N a The Ede
compound was prepared from 4-(4-isopropyl-phenoxy)-phenol (prepared in accordance with the
procedures of Yeager, et. al., Synthesis 1991, 63-68) and R- 15epichlorohydrin employing the
procedures described in Steps 1 through3 of Example 1. Calin>1204 (378.16), LCMS (ESL): 379.17
(1%414-11) 111NMR (300MHz, DMSO-d6), 67.76 (d, 111), 7.21 (d, 211), 6.98 (s, 41), 6.86 (d, 211),
183 (d, MI 533 (m,4.47-4_26 (m, 3H), 4.11 On, 111), 2-87 (quin, 1111 1,18 (d, 61:1) Example 122
20(S)-2-(4'-Propyl-bipheny1-4-yloxp oetby0-23-dihydro-oxazolo[3,2-alpyrimaidin-7-one    A mixture of
(S)-2-(4-bromo-phenoxyme1hy1)-(3,2-a)pyrimidin-7-one (Example 26)(01 g, 0.31 mmol),
4-propylphenylhoronic acid (0.1 g, 0.62 mmol), tetraids(triplaerrylphosphine)palladiam(0) (0.15 g, 0.62
mind) and potassium carbonate (0.986 25 g, 0.62 mmol) in 25 ml of anhydrous tetrahydrofuran was
healed under rearm for 18 hours. The mixture was filtered through celite and the filtrate was
evaporated. The nesidue was 
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tctrakis(uipløylphos¡hineþåIladit¡ú(0) (0.090 rg (0.08 '"'""1) tud sodiua oarbonaÞ (0-13

g; f .25 Emol) lese rdrl€d ia ono portim- TLe mí:<turt ç¡s .8fin b¡areil ñr an ¡dd¡tiooÂl 2

bou¡s. The ni:<fiue wzs dilutd wilh I0 rl of netb¡nol ¿nd r¡¡¿s fi,llerrd tlmugh celifê' The

filh¡þ ytrs et/q¡o¡d úd thc ¡Esialse was prrífird by fosh chmnúogr4hy o¡ ailica gol

using 100% cþl aoaæ a¡d ths,9:1 mcthyleac chloridcuelåå¡nl The goduct rcsidue was

fufur prified ¡y revuse pbarc IIPLC using f Gl fXÌ% (acetonitile:0. 1% tif,unoacztic acid)

ovs 20 minutes to give fbc tille co'm¡oud (O'O3 g l37o)- [c']D! -5.40 (c O,t

DMSO).

c.¡E¡ÀI-or (376.4Ð LCÀrs @sI): 377.17 Qvf$.
rg Nlvß. (DVSO¡6, 300 MIIZI 87.7t (d,lË1\7-52-7-57 (n,4IJ),7.43:1-46 (n,2II), 7.01-

7.u(n,2JI\5.t3 (4 1IÐ,53E (ø.,11{),4jG4.41(û.3ÍI\4'1?A'ts (n, 1I). 1-31 (+9tÐ'

Þ<mpb rz5

$)2{a -Eúcy-hþheayl+yloryne{hv}l3dilrjdro-oxazolol32-a]pv¡imidin-7oc

/-o
A mixu¡¡e of (S|2{a-hromu¡hcao{@ábf}[32¿]p¡¡¡inidicT-one (O-4 g' l2l

oo.ol), a^clhoa¡¡høylbormio oûid (0.82 g 4.95 BDol), cqaH¡(tbn¡nyþbosPliur}

psllådim(0) (0.34 g OJ mmot) and sodir¡m c¡¡to¡sÞ (OS2 g' 4-95 mmol) ir 30 nl of

atrhJrdrot¡¡ ahylcoc gbpol dimeeJtl eths w¡s bcûd r¡nder ref,ux for 3 hou¡s. The miú¡¡e

rv¿¡ coolod o¡d a omhi¡¡tiotr of ¡Ldho)ryTåeôylbom¡ic aoid (02 g 1-1 Emol),

tetEki¡(tripbøytphosphine)plladiru(0) (0'085 e; 0.7 nmol) ¡¡d sodiu' cabonde (0-12 6
1.1 mmol) was dded in mc pottim. Tbe milu¡e w¡s hcæd fo¡ sn' additi@al t horr' Tbe

Eixtrne ìr¡¡s dí[ú!d wilt ?I] mI of ndå¡nol ¡od ç¡s filE¡ed úlouÈ cclila Tüe er'ryøbd

r*ictue ças pui&d þ flash cfuon¡logra¡ly on silice gel uiag lOtrlo n¡{ùryleoe cblo¡itlc

rhco 95:5 náhy'ene úlsidcnctà¡¡ol md finally 9:1 máløe cülmidemelbøol Tbc

cva¡oraæd podurt residue *¡s dissofYêd in üe míni"'un anoml of hot m(áa¡ol anil rvss

QrHzNzO¡ (364./+0),I,CMS (ßSI)r 365.17 $,flf.

'ËYi"r

purified by flesh chromatography on silica gel using 9:1 methylene chlorideonethenoI and that 6:1
methylene chloridennethanol. The evaporated product fractions were combined and  137 evaporated
to provide the title compound as a solid (0.013 g, 12%). Ws +2.40 (a 0.5, DIv1S0). C22.11z2N203
(362A 1), LCMS (ESI): 363.17 (M+11). ill NMR (13MSO4,5, 300 Wiz) d 7.79 (d, 1H), 7.61 (d, 211),
758 (d, 211), 7_23 (d, 2F1), 7.04 5(d, 211), 5.82 (d, 111), 536 (in, 111), 435-4.44(m, 311), 4.12-4.15
(m, 1H), 2.55 (t, 211), 137 (q,211), 0.88 (t. 311)- Example 123
(S)-2-(2',3`-Dimethyl-hiphenyl-4-yloxymethyl)-2,3-cblaydro-oxazolo[3,2--alpyrimidin-7-one  10A
mixture of (S)-2-(4-bromo-phenmcymethy0[3,2-alpyrimidin-7-one (0.4 g, 123 mmol),
2.3-dimefiry1phe,nyiboronie acid (033 g, 4.9 mraol), tetrakis(triphenylphosphine)- palladium(0) (03
mixtol) and sodium carbonate (4.9 mmol) in 30 ml of anhydrous ethylene glycol dimethyl ether was
he:ated under reflux far 6 hours. The mixture was diluted with 10 ml of methanol and the mixture was
filtered through =lite. The filtrate was evaporated and 15 the residue was purified by flash
chromatography on silica gel using 100% methylene chloride and then 9:1 methylene
chleaidenelhanirL The evaporated product residue was triturated with heptane and the insoluble
material was collected to provide the title compound as a solid (0.07g. 17%). fair? -46.48 Cc 0.549,
CHCI3). C.24120N202 (348-40) LCMS (ES1): 349.13 (M411). 2DrH NMR (DMSO-c16, 300 MHz),
87.78 (d, 214), 7.22 (d, 211), 7.13 (m, 111), 7.02 (m, 3H), 5.83 (d, 1H), 5.34 (to, 111), 436-4.42 (in,
311), 4.13-447 (m, 111), 332 (s, 611). Example 124
(S)-2-(4'-tert-Butyl-biphenyl-4-yloxymethyl)-2,3-dibdro-oxazoloc3,2-a]pyrimid in-7-one 0 
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rx mrm, pusol6 300 MIrz! 6 7 I 6 (d, rtt\ 7 -îL7 -s7 (ø, 4Ð, 6.9G7.o2 (n, 4þ, 5.s I
(4 IÐ, 5-3+539 (ø, lIJ), 43 44-44 (n 3tI\ {mlLs (n, 3Ð, I 32 (g 3Ð.

Eonr¡lc 126

(S)"2-(2 €hlom-hþheryl-+ylo¡Wslhy}23-dihldro-o<øolo[32-¿lur¡inidin-7-oe

"Ëvi-"ÐÇ
ct

A mixtue of (+2{+hq¡o-phoûoxJmdhy}l32-aþyrimidirT-one (O.4 g 123

nuol), 2.chloro¡hcoylbomnic acid. (0.77 g, 4.95 EEol), trtakls(tipheoyl¡hosphiæ)

(0) (034 g, 0,3 Drol) ørrr sodium caùo¡æ (O-52 E, 4-95 mmol) in 25 ml of
eôloao gl¡'ool dimethyl ú¡r wzs heæd udq rtûar fu 5 hor¡s. Thc mixt¡re

wrs filc<cd rhough celiG afr¡r dilutim. yrilh 10 El of nú¡¡ol Tbe ñltæ was ev¡pøæd

and tbe rcsid¡e wns purÍû.ed by fl¡¡h ç¡6r1ogr4hy on sili¡. gel using I00% actty'coc

obloridc ttrea 95:5 ns{htlc¡e cl¡lo¡idsoctt¡¡ol ¡¡ tn¡lL' 9:1 nethyløe cùloridemst¡ånol

The godrct fra¡tio¡s wqe combfocd ald cqoratat llp ¡esidue w¡s tÉzled $ri¡h ethy'

¡cei¡Þ aa¡J lhe ¡nìid which ñmcd yøs oollccted to givÞ the tÍtJe cmpouad (0. 15 g 35%).

qeIIrsCINzq G54.79), IÆII{S @SI): 355.12 QvfI!.
hN¡m.(plæo¿e 300 MIIZ) ô 7.79 (4 rrÐ, ?54 (4 1rÐ,7-4s (r¡, 5EI7.06 (4 2Ð,5.Sa

(4 1IÐ.538 (n, lH),4.384.42 (l:,3I{),4,114,17 (o, 1IÐ.

n*¡del?
Z{+Cþfoho<yl-p}cooxfme,thy}2-náhJd-Z3dihydrucxazolo[32.a]Hrinidir-7ec

lÐ(-o_o
Scp f r 2{a-cyrlobocyl-pbæopcúyf}2.nclhyl+xiraæ

A ¡olution of 2-c,hcone,fþl-2^me{hyl-oxinæ (5,32 g 50 nmol), in 50 ml of

aoctouitilei w¡s addod b a refluríng miüre of a-c¡rclohøcylphenol (4,11 E 25 *-ot) ald

ocsiua errtonaæ (9.7 g, 30 mnol) in 50 ml of únitile The mixtue w¡s hcaæd at ¡€flu(

fo¡ 4 bou¡s, coolcd 1o rc@, @,€Dt¡¡E, æd cmc¡#¿d in vacuo. lte residue w¡s

patitimed betwæn ethyl ac€ùb 8!d wn¡er, the I¿Jrcs wrtr sqrar@d and the organic pbase

w¡5 o<bacted *ib. brin€, The orgedo phnso was d¡iotl over 4 A aolcor¡I¡r sieve+ filte¡ed,

N   25A mixture of (S)-2-(4-hromo-phanorymethyl)43,2-ajpyrimidin-7-one(02 g, 0.62 mmol),
4-tert-butylphenylboronic acid (0.44 g, 2.5 mmol), tetralds(hiphenylphosphine)- palladium(0) (0.18 g,
0.16 mmoD and sodium carbonate (0_26 g, 25 mmoD in 30 ml of anhydrous ethylene glycol dimethyl
ether was heated under reflux for 3 hours. The mixture was coded and a combination of
4-tert-hutylphenylhomnic acid (Q22 g, 125 mmol),  13 tetrekis(triphenylphos-phthe)pa1ladium(0)
(0.090 mg (0.08 mraol) and sodium carbonate (0.13 g, 1.25 mmol) was added in one portion. The
mixture was again heated for an additional 2 hours. The mixture was diluted with 10 nil of methanol
and was filtere1 through write. The filtrate was evaporated and the residue was purified by flash
ehroroarogray on silica gel 5 using 100% ethyl acetate and then 9:1 methyle:ne ehloride:meihanal.
The product DS due was farther purified by reverse phase II:PLC using 10-100% (acetonitrile:0.1%
trifltuomaretic acid) over 20 minutes to give the lyophilized title compound (0.03 g, 13%). [alt? -5.40 (c
0.5, DMSO). C23n24N203 (376.45), LCMS (ES!): 377.17 (M+11). toEH MIR (DMS0-4, 300 MHz), 8
7.78 (d, 111), 7.52-7.57 (in, 411), 7.43-7.46 On, MN 7.01- 7.04 (m,211), 5.&3 (d, 1H), 5_38 (m, 1H),
436-4A1 (rn, 311), 4.12-4.15 (m, 1H), 1.31 (s, 9H). Example 125
(S)-2-(4'-Elhoxy-hipheny1-4-ylotcymethyl)-2,3-chllydro-oxazolo[3,2-a]pyrimidin-7-one  r-C} 15A
mixture of (S)-2-(4-hrom0-phenotcyinethyl)-[3,2-alpyrimidin-7-one (0.4 g, 123 mind),
4-ethoxyphenylboronic acid (0.82 g, 4.95 mmol), tetridds(triphenylphosphiae)- palladium(0) (0.34 g, 03
'mop and sodium carbonate (052 g, 4.95 mmol) in 30 ml of anhydrous ethylene glycol dimedryi ether
was heated under reflux for 3 hours. The mixture was cooled and a combination of
4-ethoxyphenyiboronic acid (02 g, 1.1 nimol), 29  tetrekis(tripherylphosphine)palladium(0) (0.085 g,
0.7 mmol) end sodiura carbonate (0.12 g, 1.1 mmol) was added in one portion. The mixture was
heated for an additional 1 how. The mixture was diluted with 20 nil of methanol end was filtered
through calk.. The evaporated residue was purified by flash chromatography on silica gel using 100%
methylene chloride then 955 methylene chlmide:methanol and finally 91 methylene chlmide:methanol
The 25 evaporated product residue was dissolved in the minimum amount of hot methanol and was
filtered_ The Introit was diluted with ether to precipitate the title compound (0.06 g, 13%).
C21112eN204 (364.40), LCMS (ESP: 365.17 (Mil).  
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aad oo¡peotrded in vacuo fo y'eftf 6,t5 g da ctløless oil vlhich slowty eolilitred to provide

úo title com¡nrmd ¿¡ a whito solid.

rHNt'rR 
1cDclt,3ooMuz), ô ?.13 (ò,2rÐ,6.t2(+2f{),3.95 (d4xr),z.85 (4 1rù 2.70 (4

lÐ,2.38-2.5 (m, IÐ, 1,6!1.92 (n, ffÐ, 1.45 (s,3lI)l.ls-1.ss (m, fI)'
Stc¡ 2: 5{+Cþhføryl-ph¡ao¡çøclüylÞ-me{þkxozolidia-2-y'idEnEdin¿

ÙfulLøol (250 -l) md sodiu hSdrogc¡ syEnaide C1.92 g 30 mmol) v*ae addcd 1o

a flask cooining Z{¿qict¿c¡<yl-¡br¡orynethyl}2.mcúV1-@drarc (6-15 g 25 EEoÐ- The

resrtion midùe uzs $incal ovemigh a! room rcopafue ad lbel conoä.trshd in vaouo.

lTe r¡síduo w¡s dissolved in mc6lae cblodde md t{as!€d vilh \aJïf€r. rh'n st¡¡Ered

pota.esirm oa¡boode. The mc6lae chlcide lÂyÉt vas d¡icd over 4 A molcculoLt sieveq

fiI&rcd srd conc€û¿ted in wcuo to yield 5.46 g of a wàite solid- Tls rräiþ solid wa¡

¡EcrysblizEd frûm ethfr to yidd 1.11 g of lhc tide compornd 8s rihÍÞ rysblE- A 6€cdd

øop yicldcd 0,6{ g ofvhite cqi¡bls.
tnNmçcoc¡. 3ooMlrz),6 2.13 (4 rÐ. 6.82 (4 2ÍÐ,4-42(v- s,2rÐ,3-92 (dd' 2rr)' 3-75

(4 II+3.s0 (4 1Iùæe2.5(n, 1Ð, 1.6s-l'92(o,5Ð. 1-50G,3Ð, 1-t5-1.48 (n' 5fÐ'

Sæp3: 2-(acþlolrryl+hsaxfmethylF2-nethyl-þ{ihydro{:ozolot3l+þSinidin-7-

one

A suspeosion of 5{+ldoferyt-ptrocyor*hflþ-mclhykxøzolidi*zylidøcamine

(l,ll e; 3.S5 nmol) ia t5 EI of t-butsDol vøs hdd to 8dC. All of fte $¡Ðto.sioD

di.sofye¿ Ethg ¡¡¡piol¡re (0.51 nl,5.0 n¡oD wss add¿d follqwDal bv 5 nl cvf crb¡aol- Iüc

Eaction mir.t[c a|gs hesfed d rc.fl¡D( fo¡ 8 hrs A¡ off-uibÌe geci¡itæe grÊdtt¿[y came orf of

úe ¡olstioD- The ¡ea¡tion rms coolcd to roø tco¡rrúIrE ¡nrl tbr solid isolmed by filttztiou

a¡dwss¡Ed ìrith eårrro ¡mvide the tiùe cæpound a.e a whib sli<L Yteld 0-75 g

caoEilNrq CJ40.43), LG{I¡ (EsI): 341.17 (If+Ð.

lg ru,n (cnor, 3 00 MIrz) s 7 22 (d, rrÐ, 7 -r4 (ð, 2Ð, 6n (4 zÐ, 6'05 (4 lrÐ. 4.37 (4

III),4.14 (4 IÐ,4.m (4 1Ð,3'98 (dtt]J,),235-zn (o' lIÐ' 1-72.1J0 (u' 5rÐ' 1-71 G,

3Ð, 1.15-1,45(n,5Ð.
p*.m¡lc l2E

(S)-218e¡'-¡þþiçheu+ylo:r¡roeüyl)-¿3Jihtdûo:<azoloBp-aJpvrinidirT-mo
osj-:-¡.
çl,J--.ff/

ScpI: (S)-5{toluøe4srftuic acid nctþlfiaJdhyùooxazol'2-vl)minc

139 In NMR. (UMSO-d6, 300 MHz), 37.76 (d, 11), 7.52-757 (in, 411). 6.96-7.02 (in, 411), 5.81 (d,
1E1), 534-539 (in, 111), 434-4.94 (m, 311), 4.02445 (in, 311), 132(t, 311), Example 126
(S)-2-(T-Chloup-hipheny1-4-yloxymethyl)-2,3-dihydro-oxazoloP,2-alpyrimidin-7-one    5Cr  A mixture
of (S)-2-(4-bromo-phenoxymethy1)[3,2-alpyrimidin-7-one (0.4 g, 123 mmol), 2-chlorophenylbovanie
acid (0.77 g, 4.95 rano!), tetralds(triphenylphosphine)- palladium (0) (034 g, 0.3 mmol) and sodium
carbonate (0.52 g, 4.95 mmol) in 25 to] of anhydrous ethylene glycol dimethyl ether was hosted trader
reflux for 5 hours. The mixture 10 was altered trough celite after dilution with 10 ml of methanol. The
filtrate was evaporated and the residue was purified by flash chromatography on silica gel using
10036 methylene chloride then 95:5 methylene chloridr...methanol and finally 9:1 methylene
chlorideanethartol. The product fractions were combined and evaporated. The residue was treated
with ethyl acetate and the solid which formed was collected to give the title compound (0.15g. 35%).
15C1sH15erNis03 (354.79), LCMS (EST): 35112 (M4E1). IH NMR (DMS0-4, 300 MHz) 8 7.79 (d,
111), 7.54 (d, 111),, 7A 0 (m, 511), 7.06 (d, 2E1), 5.84 (d, 111), 538 (m, 111), 4.38-4.42 (m, 311),
4.11-4.17 (m, 111). Example 127 2-(4-Cycloheayl-plienoxymethy1)-2-meth34-2,3-dihydro-oxazolo
[3,2-a]pyrimidin-7-one 20   Step II 2-(4-cycluhexyl-phenoxymethyl)-2-methyl-oxirane A solution of
2-choromethyl-2-methyl-oxirane (5.32 g, 50 mmoI), in 50 ml of acetonitrile, was added to a tefluxng
mixture of 4-cyclohexylphenol (441 g, 25 m.mol) and 
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To a vígomusly stircd solutio of sodim. þitogo qûõide (Ztl g 43.t nmol) i¡
nrftaol (aC nr) wus ¡dded drqpwiae @Sþþidyl tosylate (l0 g 43.8 '"'".1) i¡ Eß{b8ûoL

Tbc rcactim, mixtl.Ee y,¿s stircd d room ttuIrsatuE waigbt ¿f,¡r which tbe l€adion

mixtue wÂe conocahalcd to ¡usve nettå¡ol Efttl aæt¿Þ ças added (150 '.r) aløg wilh
50 ml of wafs. The co¡næ vrc¡e ha¡*.lred to a se¡aratory fuoacl 6c o,rg!¡io l4ia was

¡wovod, d¡icil ovu NazSO+ ¡nd ooncqtsstcd ¡md€r våc¡nm. b gN' 5,74 g (4 E%) of (Ð-5-

(toluøe4-srilfouic a¡id n€tåyfx45{iffirooxazol-2.yI)e'"i'e tg N¡vn (æCl,
300MIIZ), ô 7.m ¡4 cÐ, 739 (d\2IJ).4-to41o (n, lI!, a.Is4,lo (m, 1IÐ, 3.83 (dd, 1Iù
3.o*2 -w (m, 2]I), 246 (s, 3H),

Slç 2: Sl2-Toluøe.{-snlfraic acid oc{hyl-}3dihydmcezolop,2-¿Jpyin¡din-7-one

To a solrrion of (S!5{úol¡¡¡¡-4-$Ilotric ¡drl nEthylx4,5dihyúo-ooml-2-y)aine

(í@ g ZL-L nnol) in t-boaol O50 E[,) aDd elbtuot (50nL) was addcd cttryl ¡o¡iolde
Q.l4 ßL,21.1 uool), Tle ¡sction müoe s¡as gti¡¡cd al rell¡x Ër 25 haus. Tte ni:aur
was coolcd fo room tmpcraûricr ælccafÉ&d uuder vasuuq ald puiñod by colm.
cftoatogra¡hy on silica g"I (æ09 coluo!, 45 úIløfu,4=l eftyl, acctaÞúcptancs 1o ltrlc
ac1bæol in a[chlsmn€thee). This ofiordod 2-1,5 g Q2/o) of (S]2-toluroo4+ulbnic acid

nelþl-2,3dfudrocazoloB l-alpyrinidir.Z-øc
CrãúNzOsS (322.06), LCIliff¡ GSI) 

= 
329 -vI (ù(+Ã.¡,

fsNr'n (cnrlso.300 MHz) 6 ?.Bo (4 ztÐ,2.69 (4 lÐ, 7.jt (.t,2H), s.79 (q ttt),s2+

Sep 3: To ¡ ¡olution of (S|2-toluene4su[fonic acid ncthyl-2J-di\nlro-oxnzolopp-

elpyrimidin-7-onc (100 mg 031 "'-'ol) in dioefulfmanide (3 '"r) r¿s dded

beoä[b]û,inlhe'!6:ol (r2 mg O-34 û.iol) õIowEd by 
".siuo o([q!æ (112 ñg, 03

mmol). The reactim nixt¡¡e w¡s stir¡Ed at roø. tempeatue fr¡ I I horrs, Thc mixU¡r rva¡

c¡ry*¡lrsÞd rmrle' wænu aod prifcd by HPIÆ wilh r, CI| - 10 ¡rm SqFi¡c coIuDD ud.g

! gr¡dicûl Ìa¡girg frrm ,m%Cf{3G.¡Æ84 ú0fl,EaOffEA sú. e"di.g wilh ÍOOlóCIfrCMff¡-
Ttis dotdcd 56 ng (602c) oftbe title compound OR [cþ = 112d.

CljIIdNzOrS (3qt.0Ðt0t^S (EÐ:301.05 Qvf+þ. [cbu -ItZ (o0.5, D¡íSO}
lnr.Irfi.(cD¡)sQ 30oMIIz): 67-t2-7.?6(n,2$),7-62(d,vt),7.56(d,IIÐ, 7.36 (4 1Iù
7.01d4 tII), s-t? (d,[Ð,5.42-s-37 (n l$4-4743s (n,3Ð, a.t6 (d4 tÐ.

Ex¡m¡Ie Ll9

cesium carbonate (937 g, 30 mum!) in 50 ml of acetonitdle. The mixture was honed at reflux 25 for 4
hours, cooled to room temperature, and concentrated in vacua The residue was partitioned between
ethyl acetate and water, the layers were separated and the organic phase was extracted with brine.
The organic phase was dried over 4 A molecular sieves, filtered,  140 and concentrated in vacuo to
yield 6.I g of a colorless oil winch slowly solidified to provide The dtle compound as a white solid.-
11-1NMR (CDC13, 300METz), 5 7.13 (d, 211), 6.82 (d, 211), 3.95 (dd, 211), 2.85 (d, 111), 230 (El,
111), 2.38-15 (in, Ill), 1.65-1.92 (in, 511), 1.45 (s, 314)1.15-1.55 (in, 511). 5Step 2:
5-(4-Cyclohexyl-phenoxymethyl)-5-methyi-oxazolidin-2-ylideneamine      Methanol (250 ml) and
sodium hydrogen cyanamide (1.92 g, 30 mmol) were added to a flask containing
2-(4-eyeloheryl-phenoxymethyT)-2-methyl-oichrane (6.15 g, 25 mmol). The reaction mixture was
s1irred overnight at room temperature and then concentrated in yam. The residue was dissolved in
methylene chloride and washed with water, then statunited  to potassium carbonate. The methylene
chloride layer was dried over 4 A molecular sieves, filtered and concentrated in vacuo to yierd 546 g
of a white solid_ The while solid was recrystallized from ether to yield 1.11 g of the tide compound as
white czystaLs. A ser.nnd crop yielded 0.64 g of white crystals. 111 MIR (CDC13, 300ME1z), 5 7.13
(d, 211), 6.82 (d, 21-1), 4.42 (hr. s, 211), 3.92 (dd, 211), 3.75  15 (d, Ill), 3.50 (d, 111), 238-2.5 (in,
111), 1.65-1.92 (m, 511), 1.50 (s, 311), 1.15-1A8 (in, 511). Step 3:
2-(4Cyclokiexyl-phenoxymethyl)-2-methyl-2,3-dffiydro-oxazolofl,2-alpyrimidin-7- one      A suspension
of 5-(4-cycloheicyl-phenoxymethy0-5-methyl-oxazolidin-2-ylideneamine (1.11 g, 3.85 mmol) in 15 ml
of t-butanol was heated to 80C. All of the suspension 20 dissolved. Ethyl propiolate (0.51 ml, Si)
mmol) was added followed by 5 ml of ethanol. The reaction mixture was heated at reflux for Slits. An
off-white precipitate gradually came out of the solution- The reaction was cooled to room temperature
and the solid isolated by filtration and washed with ether to provide the title compound as a white
solid_ Yield (175 g. 020H24'1203 (340.43), LCMS (EST): 341.17 (Mtl-H). 25NMR309 MHz) 8 7.22 01,
111), 7.14 (d, 2H), 6.77 (d, 214), 6.05 (d, 1H), 4.37 (d, 1H), 4.14 (d, 111), 4.02 (d, 111), 3.98 (d, 111),
235-2.52 (n, 111), 1.72-1.90 (n, 511), 1.71 (s, 311), 1.15-1.45 (rn, 511).                  Example 1243
(S)-2-(HenzeNtbiophert-6-yloxymethyl)-2,3-dihydro-oxazolop,2-a]pyrimidin-7-one C-4-110 30 StepI:
(S)-5-(toluene-4-sulfonic acid methyl)-(4,5-claydre-oxazol-2-yDamine 
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(S!2{+Eicycloþ3,Unon-9-yl-ph¡noryocrhylÞ-cyclopropyl-2,3dih5drooxoza,lþI32-

aJpyrinidir?-one

To ¡ ¡olution of (S)5{a-hic¡Iot3.3.1Jnoa+yf-pheno:rymøhylþJJúyúo-cxazol-

?-ylzmine (O-1 9,223 mool) (Example 20) in ebaol (40 nL) was added 0.462 g Q.35

mnol) of cyoìoptopylarop¡noic acid clhyl csr< (Example 99). Tfu ¡c¡ctiø mixtu¡e wz¡

sli¡red c 82'C for 30 úin¡ß, TÉe ¡eaction mixü¡ú w¡s ooucertrsled ad ptuíftd þ
cåromdogrophy on si:lic¿ gel elrting qrith lvlcOtVCHzGlz b Efu 0.145 g of fbc titlc

[a']Dã -10.51 (c 0.5, CXICI¡),

CðùI3õÌ,IrOr (406ø), rcMS GSI): a07.25$rrl+H)-

fH Nt'ß. (CDcIr, 300MIIZ), 6 729 (ð,2ID 6.85 (d,zJJ) 5.67 (s, uÐ, 52? (br.s, lrl), 453-

4.27 (sedes of n,4II), 274 (s, 1I!, 238 (tr., s' 2IÐ, 1.99-1.34.(o, 13Ð, 1-0? (4 2IÐ, 0-Ej

(4 2rr).

Bxuplo 130

(S>2{4-BictElot3.3.ll¡m-}yl-¡henrrq/merhylÞ-isobuy{-ãlih¡tdm-o>øzolot3Ø

Stcp 1: lìlalyI-hex-?ynoìc aoitl aùyt esla

The tille coqromd was prAared fim, 4-oethy'-pøt-1-yne ¡ncl ctbyl c;blomhmde in

ac¡¡¡d¡orco wiü Ée p'rocedrrer of G. C¿i otal', TetrøleÅ¡o4 2006' ç6n-57Ñ)-

CrIIuq (I54-IO)LCMÍI (C!: 155-U (¡,f++Ð-

hmn Booì,lr4cDcI¡): ôar2(ç 2:r),22 (42Ð, L92(n, llr;131 (t,3IÐ, l'Y¿(4

6IÐ,

Srep 2: S)-2{+Bìcyolo[3J.tJnon4-yl-ph¡ao¡q¡meü¡]5-ieobutyl-2Jdilryd¡o+xøolo-

[3P-aþninidin-7-onc'

alpyrímidin-7-oac

YYi¡-æ
\*

/41       To a vigomosly stirred solution of soffit= hydmgen cyanamide (181 g, 43.8 mmol) iu methanol
(44 mL) was added dropaise (28)4yr:idyl tosylate (10 g, 43.8 mmol) in methanol The reaction mixture
was stirred at room temperature overnight after which the reaction mixture was concentrated to
remove methanol Ethyl acatate was added (150 mL) along with 50 m1 of water. The contents were
transfetred to a separatoxy funnel, the organic layer was removed, dried over Na2SO4 and
concentrated under vacuum to give 5.74 g (48%) of (8)4- (toluene-4-sulfonk acid
methyi)-(4,5-dihydro-oxazol-2-y1)amine. 11-1 NIVIR (CD C15, 309MHz). 8 7.83 (d, 211), 739 (d, 2H),
4.80-4.70 (m, 111), 4.15-4.10 (m, 111), 3.83 (dd, 111), 3.09-2.99 (m,211), 2.46 (s, 3H) 10Step 2:
(S)-2-Toluene-4-suffonic acid methyl-2,3-clihydro-oxazolo[3,2-aipyrimidin-7-one      To a solution of
(S)-5-(toluene-4-sdfonic acid methyl)-(4,5-chlydro-oxazol-2-yl)amine (5.69 g, 2L1 mmol) in t-huiatiol
(159 mL) and ethanol (50mL) was added ethyl propiolate (2.14 mI., 21.1 romol). The reaction mixture
was stirred at reflux. for /5 hours. The mixture was cooled to MOM temperature, cancentuded under
vacuum and purified by column 15 chromatography on silica gel (200g column, 45 mlArmin" 4:1 ethyl
ocetate:beptanes to 10% methanol in dichlommethane). This afforded 2.15 g (32%) of
(S)-2-toluene-4-sulfonic acid methy1-2,3-thlydro-oxazoIoi3,2-a]pyrimidin-7-one. CDatahOsS (322.06),
LCMS (ESI): 323.07 (14411),      FINMR aCD3)250. 300 MHz) a 7.80 (d, 2111 7.69 (d, 111), 7.51 0,
211), 5.79 (d, 111), 5.24205.15 (m, 113), 4.43-426 (rn, 214), 427(t, 1H), 3.90 (dd, 1H), 205 (s, 311).
Step 3: To a solution of (S)-2-toluene-4-sulfonic acid methy1-2,3-dihydro-oxazolo13,2-
alpyrimidin-7-one (100 mg, 0_31 mmol) in dimethylformarnixie (3 mL) was added
ben7o[h]thiophan-6-ol (52 mg, 0.34 mmol) followed by cesium carbonate (112 mg, 034 mine 1). The
reaction mixture was Mitred at room temperature fur 18 hours. The mixture was 25 concentrated
under vacmm, and purified by HPLC with a. C18-10  fun Satre column using a gradient ranging from
40%C143CN1ITA.:60%H20/TFA and ending with 100%Clitig/TFA_ This afforded 56 mg (60%) of the
title compound. OR Ho = 11200 . C15111.7A03S (300.05), LCMS (ESJ): 301.05 (M4--1-14 [alo25
-1120 (c 0.5, DM50). EH NMR. ((01)280, 300MHz): a 7.82-7.76 (in, 211), 7.62(4 1H), 7.56 (d, 111),
7.36 (d, 111), so7.01 dd, Ill), 5.87 (d, 111), 5.42-5.37 (in, 1H), 4.47-435 (in, 311), 4.16 (dd, 111).
Example 129  142
(S)-2-(4-BicycIo(33.I]rum-9-A-phenoxymethyl)-5-eyclopropyl-2,3-dihydro-oxezolo13,2-
a)pyrimidin-7-one  To a solution of (S)-5-(4-hicycloP.3.1)non-9-yl-phenoxymethyl)-4,5-dthydm-oxazol-
S 2-ylamine (0.7 g, 2_23 mmol) (Example 20) in ethanol (40 ral.) was added 0.462 g (3.35 mmol) of
cyclopropyl-propynoie acid ethyl ester (Example 99). The reaction mixture was stirred at 82C for 30
minutes. The reaction mixtvre was concentrated and purified by chromatography on silica gel, eluting
with MeOHJC112C12 to afford 0.145 g of the title compound. (a]o25 -10.51 (c 0.5, CHC13). 
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To a solúion of (S)5{a-bicydoþ3.Ilam-}yl-¡haorynø@þJJftf,ro+xazol-

Zylamine (0.600g; 1.9r nuol) in clbmot (5 '"I ) y¿s Bddod 029f4 g (2.86 mol) of gnelhyl-

hnr-?-ynoia aoid cfhyl csftr, thc rcaction mì:ú¡e was }eaed in a micrwwe swn ¡t 16fC
frr 20 liiñrlcs, Tlæ ¡tacion mixt¡æ vss .ûlcetr¡ted and pwified þ cbrwatogrryhy on

silica çl elutrïg with lvleOH/ffi2q2 b afrord 02$lg of the title oompornd- [tr]Dã -1l.lz (c

0.537, CïrCt).
qáIIeNrq (42226), LCMI¡ (EsÐ=4ztzl pt++tt}

'n x¡vm (cucr¡, 300Mrrz; ô 72s (4 z[Ð, 6.s3 (d. 2tÐ, s.86 (s, rIÐ, s22 (h+ lrù 429

(n, 4Ã\ 2.7 4 (s, 1IÐ, 239 (h, * lJI\ L13 (4 2H), 2 -o3-r sz (a t 3H), 1.03 (4 6IÐ.

Þ<arlplc l3l
(S>2{4-CycloheryI-p¡mox¡¡neúylÞ-eùtlsutfrryheúyl-Zjdúydro<xazolo t3,2-

SEp 1: zl-Elhylsultuyl-bú-2.],Doic scid crh/ Esl€r

Ihe title ws plcgri fo 3-øbyfsulfruyl-progyDr and athyl

chlo¡oforo¡tc in ¡¡¡ordace wiú. üo goædurcs of G. C¿i et a.L, Tehzhúo+ 2006 Ç$7-

'/08),CùIrzQ S (l ?2,06), IrcÌás (EÐ: 173.f )4.9,f+tf),
fnru,n 

l:oo lara cDcl¡);6 a.26 (ç2Iù 3.s3 (e,,2tf),2.73 (çzr), t.3t (ro,6[r).

Sæp 2; (S|2{44ycloúe,xyl7beoo4¡octtV}S+ùyls¡lguylnetlyt^Z,S-dif,ydroo<azoloB.2.

aþnimidil.T'oo

To a so}úim of (5)5{a+¡¡clohoryl-¡heaqruóyf)+.S¡¡ty¿m-oxi-Z-fl¡nine

(0.5 g 1.82 "".o1) in t-ffi¡ol (5 nL) was addcd 4{åflEultuy'-bú-2.),Doio acid crtryl esbr

(0.411 g" 239 mnol). lle resdi,o¡ mixlrto was h¡¿þd in ¡ miErûqrave ovrn d 77O"C for 2O

.nin Jþ soþøt was removed. ¡:adcr r¡cu¡¡o, dd thc rgsidue prune¿ Uy fl.ssl¡ oolumn

chondogrsphy (silica e4 ltfeOll/CH¿CÐ to afro,rd 0.416 g ofthe title compornd-

CrztfuN¡OrS (400, I S), LC1ÁS (Ë¡D:,O1.1 ? Qvf+rr¡,

a]pyrimidin-7-onc

\-Y),'-o-o
t
\

toC2sEl3oN203 (40623), LCMS (ESQ.. 407.25(Mt414). tH NMR. (COM, 300MHz), 6 7.29 (d, 2R),
6.85 (d, 211) 5.67 (s, 111), 527 (br.s, 111). 433- 4.27 (series elm, 411), 174 (s, 111), 2.38 (br., s, 211),
1.99-1.34 (m, 1311), 1.07 (d, 211), 0.85 211)- Example 130
15(S)-2-(4-Dicyci0[3.3.1]ficiII-9-yi-pfunoxymethyl)-5-isobutyl-2,3-dihydnroxazolo[3,2- abyrinaidin-7-one
Step 1: 5-Methyl-hex-2-ynoic acid ethyl ester           The title compotmd was prepared from
4-methyi-pent-1-yne and ethyl obloroformate in 20accordance with the procedures of Pa Cal et al.,
Tetrahedron, 2006, (56974708). C9H1402 (154.10), LCMS (CI): 155.11 (M14-1f). NMR. (300 Maz,
CDC13): 6 422 (q, 211), 2.23 (d, 2H), 1.92 (m, 1111 131 (t, 311), 1.02 (d, 611). S tep 2:
(S)-2-(4-Ricyclot3 3 .11non-9-yl-phenoxymettry1)-5-isobutyI-2,3 -dthydro-o xazolo-
25[3,2-a]pyrimidin-7-one.  143      To a solution of
(S)-5-(4-bicyclo[33.I]non-9-yl-phenoicymediy1)-4,5-dilydro-oxazol2-ylamine (0.600g, 1.91 mmol) in
ethanol (5 mL) VMS added 0294 g (2.86 mmol) of 5-methylhex-2-ynoic acid ethyl leiter. The reaction
mixture was heated in a microwave oven at 160C for 20 minutes. The reaction mixture was
concentrated and purified by chromatography on 5silica gel eluting with IVI,e0H/CF1202 to afford
0_283g of the title compound_ Noe -11.17 (c (1.537, CHC13). C26H341203 (42226), LCM,S (EST):
42327 (14411). 
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hN},ß. poo lr4r+ cDcl¡): 67-14(42tr\6-78 (d"2r{),5.84 (+ 1Ð, 5.25 þr's, tÐ' 4-5É

+áA @, zJt), 4.13 4 20 (o, zrf 
' 

3.a5 @, 2H), 2 53 (q 2J1\ 2 -a5 Gr" c IÐ' 1 -8$1 -69 (m'

5IÐ, 1.4+1,30(o,5Ð, 15 (t,3Ð,

ÞrylcI32
(S){-Bcoz.."s,' I r¡'.1-2{4-cyclohoryl-¡hmoqfmeúylP-3{ihyùo<xazolo p,2-

a]¡ryrimidin-7<ne

(S¡68€ûzooesulfirtl-2{4-cyclohoryl-¡lea¡¡<ymeAyl}¿¡{ih$ooxazoloB}alpvrimidín-

?-onc (Díasetma f)

--XY)"ff
Òl0

(S>GBpn?-'l.arilfi]lJ'l-z{4-G]clo}ì€.<J¡l-DhßostcynAh¡d}23{ihydm-oxazolopz-aþ¡inidin-

7-onc(IlhsffiøZ)

_Y)",'

To ¿ solution of 44-qc'loåexyl-pheoo¡qncthv}6phøylsffrrvl-4?dihJd¡o-

onzoloB.2.alpyrimidin-7+no (0313 g 0.675 EDoÐ (Pre¡ra¡cd i¡ aocudmce with úe

p'roccùrres set ftrrlh in fxanptc 93), in HOAc (6 rnT ì w¡s added ¡odiw' ¡erborafe

ffiElrydrúe (0Z17 g 1,80 -."n1). Thc readim' míxt¡rt slas stfu€d !t tooø hryeraû'rc

ovEmighl Thc ¡cactim '"i'tr¡rc ws lhea neûtÉlizcd withNaOH (211I) b IH4. Tle mi:tuo

was frû8ctld $rith EtoAc thlcc ri",es. The orguic pbase t*¡s v8sbed with brine ¿¡d dried

(l{a¿soÐ, Silica eel choEdo srahy (o4 %?-gspny cll2cl2) pavided 0-ø16 g of (s}É

@ethyry23dihyd¡eoxszolot¡,2.¿lfnini¡in-Z-

111 NM12. (CDCI3, 300MHz), 8 7.28 (d, 211), 6.83 (d, 211), 5.86 (s, 18), 522 (bra 111), 4.29 (n, 411),
2.74 (s, 111), 2_39 (br. s, 2.H), 2.33 (d, 211), 2.03-132 (xil, 1311), 1.03 (d, 611). 10Example 131
(S)-2-(4-Cyclohexyl-phenoxymethyl)-5-ethylsulfanylmethyl-2,3-dlydro-corazoIa [3,2- alpyrinfidin-7-one
Step 1: 4Ethylsulfimyl-but-2-ynoie acid ethyl ester 15The title compound was prepared from
3-ethyisalfitnyl-propyne and ethyl chlorokm:oate in accordance with the procedures of G. Cai et at,
Tetrahedron, 2006, (5697- 5708). Calln02 S (172.06), LCMS (EM): 173.0441E+1V. ill MR (300 MHz,
CDC13): 84.26 (q,211), 3.83 (s, 211), 2.73 (q,211), 1.31 (m, 611). 20Step 2:
(S)-2-(4-Cyclohexyl-pluatoxymethyl)-5-ethylsulfanylmethyl-2,3-dihydro-orazolo[3,2- a]pyrimidiu-7-one
To a solution of (S)-5-(4-cycloheacy1-phenoxymethyl)-45-dihydro-oxazo1-2-y1amine (0.5 g, 1.82
mmol) in t-butanol (5 mL) was added 4-ethyLsulfimyl-but-2-ynoic acid ethyl. ester (0.411 g, 239
mmol). The reaction mixture was heated in a microwave oven at 170C for 20 25 num The solvent was
removed under vacuum, and the residue purified by flash column chromatography (silica gel,
Me0H/CH2C13) to afford 0.416 g of the title compound. C22.112a14203S (400.18), LCMS (ER:
401.17 (M++11).  144 11-INMR. (300 TvInz, CDC131: 8 7.14 (d, 214), 6.78 (d, 2H), 5.84 (s, 1H), 5.25
(br.s, 111), 4364.40 (in, 214), 4.33-420 (m, 2H), 3.45 (s, 211), 253 (q, 214), 2.45 (br, s, 114),
1.89-1.69 (in, 514), 1.44-1.30 (m, 514), 125 (t, 31-1). Example 132 5(S)-6-B
enzenesulfonyi-244-cyclohexyl-phenoxymethyl)-2,3-draydro-o x awl o (3,2- ajpyrimidin-7-one
(5)-6-Benzenesulfury1-2-(4-cyclohexyl-pheammethyl)-2,3-chlydro-oxazolo132-alpyrimidin7-one
(Dia.stereomer 



l5

t45

(her O-W| g of (Sþ-tøz!æsr¡Ifiryf-2{4-cyDtohroryt-phøorymeüyl}2,3{¡hyeù

oxazolo[32-a]gyrimidin-7-one @axte.reone l) aDd 0.0t6 g of (Sþ-bc¡uûlsultrtryl-2{A

clætoboVt-¡hc¡o5rmethyl!3-düyüo<xazolot32olgrinidie?-one (dizsttreomer Z).

(S!6Bezaesolforyl-4a+yclohecryl-plcoox¡meåytlZ,f Jihydro< :ro*ololS 2-
alpyrinidia-7<rc

C4rHr;NrOlS (466.1Ð, rcù/rs @S|: a67.17@rHf.
rH NÀ,ß. (cDcb, 3rnMuz) ô s.36 (s, lÐ, 8.13 (L 2xt,7.4+7,ú (o, 3rr), 7.lr (d, zH),

6.78(d,TÐ,5.34(n, lIÐ, 4.7æ-58@,aH),2-44(n,lÐ, 1.6?-1.90 (r,5IÐ l.lÉI.j0(n,
5IÐ.

(SlGBen-nFq' lfryl-2{4qplohe¡cyl-ph0ooùq/û{hy}2,3düyd¡}o)ozoloB2-slprimidir-

7<e @rsteæoacr 1). [c]oã +Z.gO (c 0.5, dICt¡).
(%H'N2O4S (450.16) rcMs @s[: asl.l{Mlfi).
rnNr"n (c¡ct¡, 3qIMIIz), ¡HtIÀfi-(@q¡,3oftMIIz), 

ô 2.90 (o,3g), ?-4? (m,3H\7.14
(4 2IÐ. 6.t0 (ù 2ft), 52ri @, IIJ\ a-az (4 ?I\, -a2s (Aùn, z\I), z.4s (r, llf, 1.62-t .90

(n, fI) t20-1.s3 (n,5t!.
(5)r-6-8coae*ultrrylZ{4<,¡lohøryl-phenoxymetLy}!3dþùo-o:razoloB}aþ¡inidin-

7æ (Dirstaomer 2)- ld,b,5 -21.@(a05, GICI¡).

cz,.Ilzól.l.Oô (450.1 6), LCMI¡ (8SÐ I as 1.1 6(MIÐ.
rHtü,ß.1cDct3,3ooMuz), 

ô 790 (n, tþ, zaE (n,3rr), 7-ot(d,xt),6l1 (4 rù j.3l (n,
ttÐ,4-344s1(n,2IÐ,.a26(A.Bn,2ÊÐ,2-:41(b¡+, tÐ, I.65-1,96 (m, lIÐ r.l3-r.sa þ,
5Ð.

F-","¡fc t33 .

(S)2{+Cþloho<yl-¡hem¡cynethtlþ-Eelbmcsult'ryl-2"¡-d¡hydoox¡mlot3lålFyduidÌn-

7+¡e

(S)-2<+q/Ehüqr¡¡l-pne¡¡Ð'me,thyD-6 Ect¡¡Dcsulftyl43dihydm-orazoloB,2.

alpyrimidin-7-oe (Oi¡sæ¡mer f)

,1

rt

I

h

"3jlY)'

10   (S)-6-11enzenesuldny1-2-(4-cyclohearyl-phenoxymethyl)-2,3-drbdro-oxazolo [32-a3pyrimidin-
7-one (Diastereoraer 2)  To a solution of
2-(4-cyc1olnexy1-phenoxymethy1)-6-phe,nyls1lfanyl-2,3-dihyd10- 15 oxazolo[32-a]pycimidin-7-one
(0313 g, 0.675 mmol) (prepared in accordance with the procedures set forth in Example 93), in
HO.A.c (6 rol) was added sod inn pabomie tetrahydrate (0277 g, 1.80 mum!). The reaction mixture
was stirred at room temperature overnight The reaction mixture vias then neutralized with NaOH (2N)
to PH-9. The mixture was extracted with Et0Ac three times. The organic phase was washed with brine
and. dried 20(Na2S0.1). Silica gel chromatography (0-6 % 2-propanoll CH2C12) provided 0.026 g of
(8)-6- benzenesulfony1-2-(4-cyclohexyl-phenoxymethyl)-23-ohydro-orazoloP,2-abycimidin-7-  145
one, 0.022 g of
(S)-6--benzenesulfne-2-(4-cycloheryl-phenoxymethyl)-2,3-Whydrooxezoiot32-abyiimidin-7-one
(Diasterectmer 1) and 0.086 g of (S)-6-benzenesulfiny1-2-(4-
cyclabexyl-phenoxymethyl)-2,3-awdm-oxazo12432-alpyrimidlia-7-one (diastemomer 2).
(S)-6-Benzenesolfony/-2-(4-cyclohexyl-pbenoxymeday0-2,3-dilaydro-oxazoIo [3,2- 5a]pyrimidin-7-one
C.251126N2058 (466.15), LCMS (BSI): 467.17(MEn.  '11 NMR (CDCla, 300MHz), 6 8.36 (s, III), 8.13
(d, 211), 7.46-7.64 (n, 311), 7.11 (d, 211), 6.78 (d, 211). 5.34 (n, 114), 4.164.58 (in, 411), 2.44 (n,
111), 1.67-1.90 (in, 511) 1.16-1.50 (m, 511).
10(S)-6-Benzenesulfiny1-2-(4-cyclofaexyl-phenoxymethyl)-2,3-dilaydru-oxazoloP2-abrimidin- 7-one
(Dinstereomer 1). [alb' +28,80 (c 0.5, CHC1.4. e25lizt3N204S (450.16), LCMS (ES!): 451.17(M11). III
NUR (CDC1a, 300MHz), 'H NMEL (CDC1a, 300MHz), 87.90 (m, 311), 7.47 (n, 311), 7.14 
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(Slz(+€Yclohexyl*høoryndhy}6oelta¡esulfitryt-ædihydro<x¡zolo[3,2-

alPYrioidirT-one @iastøeonet 2)

"Y"Yi"'*ffi

ll

To a solutio¡ ff 'r{4<yclo¡qvl-PeaoÐ¡¡9}Url}áv'r¿}r¡l¡¡rlf*nyì-23dÛ¡*o-

o¡øzo1ot3/-slpyrinidin-?oe (O2U g 0.763 --.Ð, preged in scc¡deÆ€ q,i6 the

pmcedxe set ft,rth in Þrarplo 9E, in HOAc (6 -,r ) was addcd sodiuo pcróøle letrahydratc

(0.313 g, 2.04 oool), Tåc rcartim. nildrre lv28 stin€d ú ro@ En!@tEe oræigb. The

¡caction mixt¡¡e was ths. ¡ctüralizod Yrith NoOII (2t9 b PIÐ sflEr which it wus ç<t¡cted

wiú EIOAc fu€e tim¡s. Tlo orgadc ob¡se w¿s rv¿çh¡d wiü bri¡o a¡d ddÐd (Ì'I8¡¡SO1)-

Silic¿ SÊI chrooalogrsphy (tr8% EOII/CTITCId) Provi&d 0.03 g of G)-2(+cfololoryl-

pbao@¡ny¡¡o-q<azotot¡2alp¡ninid¡n-7<¡c, O'042 E of

(slz{+cyclohktt-phm¡stnqyl)'énat¡nesr¡l¡nyl¿Slihydto<tøzolopp-aþ¡iridin-

7<ne @a.stcrromcr I) ard 0.011 g of (S>2.(4-cyclohryl-Pleno¡<''DlftytlG

nelba&sulñry1-2,3dfoiLa<mzolo[32.4þyinidi¡-7oæ @izstaeomer 2).

(SlZ{+Cyclohexyl-Éeno¡rynetly}0aoth¡¡en¡l¡unyt-4f di}5túo-otozolo[3]å]Ð¡inidin-

7<oa

Cz¡,Hxl{zO¡S ('it{X.14), Levfi¡ (ESI): 405.14 (MIIþ.
fH rlr,fi. (crrcb, 3ooMlrz), 5 822 (s, trr.),7-14 (4 zrù 6.80 (4 2E), 5,39 (n, lþ, a.r9-

4.57 (n,4Ð,330 (s,3tll2.a6 (m, 1Ð, 1.17-132 (n' l0Ð.

(S}.Z{¡-CIrcto¡oryl-@-dfryd¡D{tøzolop 2-

algyrimidin-7øe @øsraroma t). [aìD5 +t1.65 (c 0.aE5, CHCL)

CrolI2NzOó (3S8.t4), LCT1IS @SI)r 3S9.15 QflIl).
rHr.h,n 1oo.. 3ooMgz), E 7,78 (+ tIrI7.1a (4 2Ir),6.80 (4 2lr), 536 (n, lÐ,4.47 (n,

2tT),4.32(AÈm,2II),2.9s ( ,3I{),2.46 (8, 1Ð 1.t7-192 (n, 1üÐ.

(SÞ2{a4icloh¡rryl-phao@lo[3'2-
alpytioidin-7-ons (Dia*eæmcr Z)

(d, 211), 6.80 (d, 214), 5.26 (n, 111), 4.42 (d, 211), .4.29 (AB-in, 211), 2.45 (in, 111), 1.67-1.90 15(m,
5H) 120-1.53 (m, 511).
(S)-6-Benzenesulfinyl-2-(4-cyclohe2tyl-phe:noxymethyl)-2,3-dihydm-ozazolop2-abylimidin7-one
(Diastereomer 2). [ale -21.60 (c 05, CHC13). C.23112jN2048 (450.16), LCMS (BSI); 451.16(MH+).   'II
MAR (CDCla, 3001'411z), 87.90 (in, 311), 7.48 (n, 311), 7.06 (d, 211), 6.71 (d, 211), 5.31 (in, 20111),
4.34-431 On, 2111 .426 (AB-in, 213), 2.43 (ra, 111), 1.65-1.96 (m, 5-11) 1.13-1.54 (2n, 511). Example
133 (S)-2-(4-Cyclohoxyl-phenoxy=140-6-inelhanesulfony1-2,3-thlydre-ozazoloP,2abyrimidin- 7-one
(S)-2-(4-Cycloitexyl-phenoxymethyl)-6-methancsulfmyl-2,3-dihydro-oxazolo[3,2- ajprimidin-7-one
(Diestereomer 1)  146  (S)-2clohexyl-phenoxymethyl)-6-methanesallinyi-2,3-dliwaro-mcazolo[3,2-
apyrimidin-7-one (Diastereomer 2)  5To a szdmion of
2-(4-cyclohexyl-phenoxymeday0-6-methyls-ulfanyl-2,3-dthydro- oxszolo(3,2-abyrimidin-7-one (0284 g,
0.763 mmol), prepared in accordance with the procedures set forth in Example 98, in HOAc (6 mL)
was added sodium perborate tetrahydrate (0.313 g, 2.04 mmoD. The reaction mixture was stirred at
mom temperature overnight The reaction mixture was then neutralized with NaOH (2N) to PH--9 after
which it was extracted 
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C¿oE2.N2Oó (3 8 8. t4), IÆvrS @SI): 3 89. 15 (MIrf .

uNr'ß. (cDct 3fxrMrrz), 5 7.78 (s, rÍt),7.14 (4 2E), 6.30 (4 2rÐ, 534 (n,tK),a-aT (4
2*\,a32(AB-a'ts),2-93 (s,3tÐ,2 46 (D, lI! 1.17-1.92(n, tog.

ExamIúE 134

(S)-5-Be¡zenesuForylnethyl-Z{a-c5,Elohrxyl-pbnorc¡mAhy}?,3{ih¡eo-<lrazolopl-

alpyrimidin-7+ac

Step l: (S)-Z{+C¡olohexyt-phø¡txymethtlÞ-phorylsulftnylmclhyt-23dihyùÞ

o<azolo[3],-aJpyrinidin-7<nc

To¿soltrtionæ(SlS-tc".cûcfsttlftT,I'n€4hy'-2{a-c}lel¡'t'Ðry1-Ðhe!ñtnctàyl}¿:-

dih¡iLo-oozoloBØslpfimi¿in-Zoe (0.5 g l.tl nuo), ¡repolcd in accordance with tbc

pocedlres dcscrftcd in Str" I md 2 of hple 120, i¡ HOAc (20 'ñr) was added ¡odim
(0.4{6 g 2.90 mnol). The ¡eactiou mixtrrc çss stftrÊd al rcm

tc4czaûue fo 9 hor¡c. Tte ¡sotioD Eixütrc \fl¡s neüúIized with NaOH @N) b IH-7 sDÃ

f¡¡lher to pH-10 $dth N¡0Cq. Tüe EixIrrD Ezs r8hact€d eith EtOAc rbrcc timcs. Thc

org¿Dio pl¡sþ ç¿s Hrhed r*ilh brirc åDd drioal (Nar,SO1). Silic¿ gÊI clmnáogralhy (2-S%

merì¡¡oV CIIzCIÐ FDyided 0-425 g of (SÞ2{+cyoloho<y1-¡heoq¡møh¡d}f

¡lcoytsr¡ltuylñ€rh/¿3¡it¡dro-ox¡zolot:2.alprimi¡¡n-Z<¡e. [o'lD5 -3.S0 (c 0.5,

CHCI¡).

9¡IIzrl{zOsS (4E0. 1 A LOrÁ¡ (ESI): 4 tI. t 2 qìd+Ð,
tltwÀ,n poo ìiflra cDc!): õ 7.s3 (.m, zF.),?33 (n, rþ, 7,60 (ø,,2t1).7-13 (4 2IÐ,6.M

(4 2fÐ, 533 (s, f H), s2t (D, lÐ, 4.65 (t 1F), asa @, flÐ, 42s (Aeø, 2IÐ, a. 17 (s, 2Iù
2.43 (h., s, lIù L94.1.69 (n, 5IÐ, 15f11.14 (n,5Ð.

Bømple 135

(S)2-(+CþIohxyl-¡leno:qø¡úryt}.S<Aa¡csr¡lørytnetyt-Z,f dihyùo-o<azloB,2-

aþrrimidil-7-ouo

YYor..,,ro
VN-,/

V-o

to with Et0Ac three times. The organic phase was washed with brine and dried (Ne2SO4)- Silica gel
chromatography (0-83/4 Et0H/CH2C12) provided 0.03 g of
(S)-2-(4-cyclohearylphenoxymethyl)-6-methantemlfonyl-2,3-chlaydro-oxazolop,2alpyrimidin-7-one,
0.042 g of (5)-2- (4-cyclohexyl-phenofrymethyl)-6-nt ethimcsulfiny1-2,3-thlydro-oxazol o (3
,2-a]pyrimidin1-one (Diestezrcomer I) and. 0.011 g of (S)-2-(4rcyclohexyl-pItenoxymethyl)-6- I
5'methanesulfuw1-2,341ilaydro-oxazoloP,2-abytimidin-7-one (Diastereomer 2). (3)-2cl
ohexyl-pheamaymethyl)-6-methanesulfonyi-2,3 -dihydro -onto o (3,2a)pyrimi din- 7-one
Cao1124N2OsS (404.14), LCMS (F_SD: 405.14 (METE). H NMR (CDC13, 300MHz), 8 822 (z, 111),
7.14 (cl, 211), 6.80 (d, 211), 5.39 (in, I1-1), 4.19- 204.57 (m, 411), 330 (5, 3E1),2.46 (in, 111),
1.17-1.92 (in, 1011). (S)-2-(4-Cycloheicyl-phenoxymethyl)-6-methanasulayl-2,3-dilydro-oxazolop,2-
a]pyrimidin-7-one (Diestereomer 1). [ale +81.65 (c 0.485, CFIC12) C20.14.24N204S (388.14), LCMS
(EST): 389.15 (MITE). 111NMR (CDC13, 300MHz), 8 7.78 (s, 111), 7.14 (d, 211), 6.80 (d, 211), 536
(in, 111), 4.47 (m, 25211), 4.32 (All-m, 2H), 2.95 (s, 311), 2.4-6 (iii, 111) L17-1.92 (n, 1011).
(S)-2-(4-Cyclohexyl-phenoxymethyl)-6-metbanesulfanyl-2,3-dihydnfroxazolop,2- alpyrimirli-7-one
(Diastereomer 2)  147 C201124N204S (388.14), LCMS (F-81): 389.15 (MH4).   NMR (CDC13,
300MHz), 6 7.78 (s, 111), 7.14 (di 2H), 6.80 (d, 211), 5.34 (in, 114), 447 (d, 2H), 432 (AB-m, 2E),2.93
(s, 311), 246 (in, 111) 1.17-1.92 (in, 1011). Example 134
5(S)-5-Benzenesulfonylmethy1-2-(4-cyclohexyl-phenoxymethyl)-2,3-chlrydro-otrazolop,2-
a]pyriraidin-7-one t(t..  



To a solúiou of '{+crd.ç-.yl*høonmteyl}5süylsuEnyhelhyl-Z3dl5dto-
oxazolo[3p-aJpyrimidirToe (0.3 g 0,75 nmol) in HOAc (20 mL) was addcd sodium

pËåûÉ fcrahyùate (0.3 g 1.95 !¡eol), lte reaction mixü¡¡e çBs sti¡red d m<,m

tmpentr¡e oy¿'rn¡ghL The ¡eactio¡ øixtne was ner¡taliz¡d wiü sodiuo hyùoxide @!) to

¡H-7 and frrtha 1o ptL-IO wilh aqucors ædium co¡bøce' The m¡ú¡e w'¿s extacæd wiú

EOAc thee timcs. Tbc orgoaio ¡larc wss was¡sd with t'dne æ.d d¡icd (N¡zSOr)' SiIiø gel

ch¡oo¡roe¡Wly (lyfeOH/CHzCfÐ p'mvided 0254 g oflho tfle compound- [d']D! +5.45 (o 0,1

cHCl¡).

C¿HzNuOsS (432.1Ð, LCIúS (BSDi,f33,l5 O/+Ð.
ruxÀ/lR.(¡oo ltr¿ cDc!): ð z,13 (E 2rr),6.83 (4 2E),6.01 (s, lrf, s.27 (hrs, 1Ð,4.t0-

420 (m,4þ,4.09 (s,2IÐ,3,t7 (ç2rù 2.47 (brs, tIÐ,2,0ùl'67 (n' sÐ, 1.65-1.07 (n, EI{).

Þønplc 136

(S|2{2-plolyl-bpn-"þJthio¡rbca+florrymøthyl}f3{ihydrooxozoloþ,z-al

pyrimidin-?onc

Y\,ç.L/_.ffÞo_
Tlc täo oom¡ormd was gqpøed ftom (S!2-tofmo-a-sulhia øsìÀ nùil-þ'

¿qø¡çoxazolot¡p-dp¡imidin-7+ne and ?-pdyl-teozoþllhio¡heo-6<I acoordi¡g ro úe

proocdure dcscibed inÞt4le 128, SEP 3,

(tHrNzo¡S (390. l0), Lc[,f s (ESD: 391. 13 G,f+Ð.
tII uÌvlR. (ovso+ 300MÉIz) ô:7-7*7-71 (m,1H).7.61-7.14 (q 3rÐ, 7-13-72Íi (ø,?:f{),

6-96(d,t,lÐ. s.&l (4 lÐ, 539-537 (m,1H),4-494-12 (n' 3Ð,4.t5 (d4 1Ð,3.32 (* 3Ð-

kaøplc t37

(S}2-t2-(GEthyl-pb¡nylbc¡æ[blüio¡ha+ylo¡rym¡ùyl]-2,3Ji\fto-oxøolo

[¡2-s]pÉni¡in-Z+¡o
o\zN..t-o'

\Å)--o.ì|.)P

Step 1:
(S)-2-(4-Cyclohexyl-phenOxymethyl)-5-phenyisuLfanylmethyl-23-dihydrooxazolo[3,2-abyrimidin-7-ene
laTo a solution of (S)-5-benzenesu1fonylme2hyl-2-(4-cyclaboxyl-phenoxymethyl)-2,3-
dilrydro-oxazolop,2-a]pyrimidin-7-one (03 g, 1.11 mmol), prepared in accordance with the mocedurr_s
described in Step 1 and 2 of Example 120, in HOAG (20 mL) was added sodium perborate
tetrahydraie (0.446 g, 2.90 mmol). The reaction mixture was stirred at room temperature for 9 hours.
The notion mixture was neutralized with NaOH (2N) to pH-7 and 15 further to p11-10 with Na2CO3.
The mixture was extracted with Etako three times. The organic phase was washed with brine and
dried (Na2SO4). Silica gel cinematography (2-8% methanol/ CH2C12) provided 0.425 g of
(S)-244-cyclohexyl-phenoxymelltY1)-5-
phenyLsulfanylmethyl-2,3-dihydro-oxazoloP,2-alpyrimidin-7-one. [ales -3.80 (c 0.5, CHC13).
20CasH2aN205S (480.17), LCMS (EST): 481.12 (M'+11). %MIR (300 Maz, CDC13): 67.83 (in, 211),
7_73 (n, 111), 7.60 (in, 2H), 7.13 (d, 211). 6.84 (d, 211), 5.33 (s, 111), 5_28 (in, 111), 4.65 (t Hi), 4_54
(in, 111), 4.25 (AB-m, 211), 4.17 (s, 211), 2.43 (hr., s, 1.94-149 On, 5111 150-1.14 (in, 511). Example
135 25(S)-2-(4-CycloheryI-phenoxymethyl)-5-eiltamssulfonylmethyl-2,3-dihydro-otrazolo(3,2-
alpyrimidin-7-one  148 Oy:Tipo ?). em        To a solution of
2-(4--cyclohexyl-phenoxymethyl)-5-ettcyLsulfanylmethyl-23adrooxazolor3,2-alpyrimidin-7-one (0.3 g"
0.75 mmol) in 140Ac (20 mL) was added sodium perborate ietrahydrate (0.3 g, 1.95 romp, The
reaction mixture was stirred at room 5temperature overnight The reaction mixture was neutralized with
sodium hydroxide (EN) to pH-7 and further to pH-10 with aqueous sodium carhorune. The mixture
was extracted with Et0Ae three times. The organic phase was washed with brine and dried (Na2SO4).
Silica gel chromatography (Me01-110112C12) provided 0.254g of the title compound_ raiD25+5A5 (c
CHC13). 
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Tto titlc coqnund \+ras ¡nqn€d Ém. (S)2-blume-4-culfmic Erid, múyy',-?.'3-

clihydrooxazoloB2-¿lp¡¡¡inidin-7one æd' äffiy'-playÐ-bcozolb]ftiofrhró{l
aøordiag to lbegÞocdu¡ê dcsaibcd in Exrm¡le I28, Sbp 3,

olJIl¡or.lzqs (404-1 1), LCÀ{s (ESI)1 4 05.1 5 Gf+I+
5 lE NMR (DÀrSOd6 3fXìMIIzi 6:7.Ec_7.7t (þ,1r1L7.65=7-54 (ø,311\731-7-2S (q 2Ð,

7.01 (d4 1Ð, s.84(4 1Ð,539-s3E (õ, lH),4.494.36 (m,3EI4.13 (d4 1E),2.66 (ç zÐ,

120 (t,3Ð,

kaople 13E

(S!2.p{+hogn'pyt-p}my}bøo[bJ *i.ohen+yloq/Ec{hfJ-2,3iihyd¡qox¡zolo

10 t¡p-¿lø¡imi¡in-Zoe

Tb ti[e com¡nund vøs prEFú¡Ed Êom $pOlucoo-+sfftaíc acid netlryl-23-

dihydm+xazoloB.?-alp¡imidin-7-øe aud 2(+isogopyl-phøyl)-b6zotblüiophttr4ol

s.co¡ding to úc proced¡¡¡e d¡áEibed in E:mlle I2J, Step 3.

1s C2.lI;NrqS (4ls,l3), L6{r¡ GSD:4t9.16 Gf,+Ð. '

h mn 1oMsoa6 , 3ooMrrz) E= Ttra-7sa (a, 6Ír), 732 (4 TtrL 6s7 (dq rrrl 5,r3 (4

6Ð.

F-¡,.I,le 139

xÃ (8|z{z{+fopyl-¡úmyl)-bcozoþllhiopbca+yto<ymerhy!-2-?{i$¡oæzolot32<l-

lle title wss ¡l¡€ps¡Ed fion (S!2.tofucao4autfu¡io ¡cial nrlbl-2,3-
dihyùo+xazoloB 2+lpryrimiÀit?ae md 2{+a-propyl-pheuyf}benzoþþiopheo-Éol

25 accadi¡g to the Foc€dræ descibod in Exanple 128, StÊp 3 .

C¿üI¿N2O¡S (41S.13), LCMI¡ (ESD: 419.16 (ì,f+IÐ.
rutn"n ¡moar 3o0luíEz)s:,7-79-7-59 (q 6IÐ. 7-29 (d"2rr\ 2.01 (d4 1Ð, 5.s3 (4 1Ð,

539-5.3E (o, 1Ð, 4.lft-r.¡fl) (m,?E),4.174.O7 (n, 2III2.59 (Ç 2I{), 1.65-1.5t (n, 2lÐ, 0.91

Gll4.

¡yrioidia-7oo
o*\--o.
çl,J",-..W

10C22H22142058 (432.17), LCMS MS07433,15 (MI-1-H). HNMR (300 MHz, CDC13): 87.13 (d, 211),
6.83 (d, 2E), 6.01 (s, 1H), 5.27 (hrs, 111), 4.!O- 4.20 (n, 4H), 4.09 (s, 211), 3.17 (q,211), 2.47 (br.s,
1H), 2.00-1.67 (in, 511), 1.65-1.07 (n, 8H). Example 136
(S)-2-(2-p-ToIyl-henzo[bithiophert-6-yloroimethyl)-2,3-thlydro-oxezolo(3,2-a] 15pyrimidin-7-one
The title compound was prepared from (S)-2-toluene-4-sulfonic acid mettry1-2,3-
darydru-oxozolo[3,2-a]pyrimidin-7-one and 2-p-talyd-henzo[b]thiophen-6-oI according to the
procedure desaiheii in Example 128, Step 3. 20CatlifiNaOsS (390.10), LCMS (HSI): 391.13 (M+-FH).
311 NMR (DMSO-d6 30016111z) 8: 7.79-7.71 (in, 311), 7.63-7.54 (n, 3H), 7.33-7.26 (m, 2H), 6.96
(dd. 1H), 5.83 (d, Ill), 539-5.37 (m,4.494.32 (in, 314), 4.15 (dd, 111), 3.32 (s, 311). Example 137
(S)-212-(4-Ethyl-pheny1)-benzo[b]triophen-6-yloxymethyl]-2,3-dihydro-oramolo
25[3,2-a]pyrimidin-7-one Ott,   149      The title compound was prepared fon (S)-2-toluene-4-sulfonic
acid methyl-2,3- dllaydro-oxazolop,2-4pyrimidin-7-one and 2-(4-eday1-pbeny0-benzo[hithiophen-6-01
according to die procedure described in Exam* 128, SteP 3. C231420N20]S (40411), LCMS (PSI):
405.15 (Mt+H). 5'FE NAIR (DMSO-d6 300MHz) 8: 7.80-7.71 (n, 314), 7.65-7.54 (m, 311), 731-718 (m,
2E1), 7.01 (del, 111), 5.84(d, 114), 539-538 (n, III), 4.49-436 (n, 314), 413 (dd, 111), 2.66 (q, 2H), 120
(t, 314). 
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Þ<qlc14{1

(S|2-p{+tcrt-EuþI-phøy}bsn"o[b] lhioPhcú-ylqyûctyll-2,3{ihydm+xøolo

[32-a]prímidin-7o¡c
oS,JY--,--o.

ÇrJ=-.ct)_Q(
Ihc ti c wå8 ¡rtpsrcd fiom (S).2-blueno4<ulfuic ¿sid mcthyl-2'3-

d¡hy¿¡o-onzotot¡2-alpyrinidin-?-oap End ã+t-húyL¡hffylbtuzo[blt¡iophen-6-ol

according t tbc gooedure dlescribetl in E<æplc lZE, Step 3.

C¡¡Hz,rl{zOrS (43215), LCltfS (BSf: a33.IE 6f+}I).
rn¡nn (¡vso+ 3ffiMrlz) 6: 7-?9-7¡2(m,6fl),7.4t (¿-2IJ,),7-o1(d4 rÐ,5.E4 (4 IIr)'

539-53E (n, rrf),4-484.33 (n,3II),1.1a(d( 1Ð, 1.31 (+ 9Ð.

Þ.aDdc 141

(SÌ2?{2{Noro-py¡idin-a-yl)-bcozoþlúiopbcn+ylox¡aoc@l]-2idhyùo<xazolo[32-

Thc ti c ooEpound yras ¡r€fod ûo@ (S>2-tolsed!+sr¡lfruic åcid merhyt-2J-

dihydroorøolo[3],-r]pyrinidirToe @d 2-(2{ùlom-pyridir4vt¡tozotblthìopteo-6-ot

aocotdiag 1o úe p'moedue drrcribcd in Þ<am¡Ie 128, Step 3.

CaoIII¡CIN¡O¡S (4 1 1.04) LCIvlS (ESD: 4 12-0? G'f{Ð'
h Nr'm. (pmo+ 3tloMgz) ô: t.44 (4 rÐ, 822 (s, lÐ, 7.E5-7 -69 (n, 5Ír\ 7'o7 (d4 1lÐ'

5.t4 (4 1Ð,5,4I-539 (q IÐ,4.51-439 (u,3Ð' 4.1s (d4 1Ð'

Exmplc 142

(S)'2{H-Butyldinúyl+ilany'o:r¡mcåyl)-2,3dú¡¡drooxøolo[3,2^aþ¡'rimirtín-?+ne
o-:,\.-o 

Iu-}"ë
Stepl (S)-5{tert-Bútldinerhg-silalylor¡methylþ.S¿M¡çox¡ml-Zyl¡¡ine

To a gdly ¡tized sohnion of sodiua hydæço' cyanmíd¿ (3-1 g 18-4 mnol) in

mámol C/0 nL) y¿s addd ùopwiso (2slte¡t-húyldinefhyl{xilsrylms{hffiJrsilauc (8-9

g 4?.3 .mnol) in mcttæol 1hc rcaotiou mbdu¡e rrìBs SirrEd st room tem¡oøtrre ovmigút

ancr which the reastion,rixtr¡o w¡s cmcøtr¿l¡d to rt¡tove ne6aol Dierhy' súF tYss

alpyrimidin-7<lc

'Û-}--"cr2C

Example 138 (S)-242-(4-1sopropyl-pheny1)-benz4h]thiophe:n4-ylozymeth30-2,3-alydro-oxezo10
to[3,2-alpyrinaidin-7-one       The titre compound was prepared from (S)-2-tducnc.-4-sulforde acid
methy1-2,3- dthydro-oxazoloP,2-alpyrimidin-7-one and 2-(4-isopropy1-phenyI)-benzonhiophen-6-o1
according to the procedure dmcrled in Example 128, Step 3. isC241-122,14203S (41813), LCMS
(ES!): 41936 (he+H). '11 NMR (DMSO-d6, 300Ivillz) 8: 7.78-738 (m, 614), 732 (d, 211), 6.97 (dd,
114), 5.83 (d, 111), 538-536 On, a 4.45-4_38 (n, 28), 4.16-4,07 (m, 211), 2.93-2.88 (n, 114), 121 (d,
611). Example 139
20(S)-2-(2-(4-Propyl-phenylkbenzoThilhiophen-6-yloxymethyn-2,3-ifihydro-oxazdop,2-*
pyrimidin-7-one 11.1/41-?         The title compound was prepared from (S)-2-toluene-4-sulfonic acid
methyl-2,3- dthydro-mcazoloP2-alpyrimidin-7-one and 2-(4-n-propyl-phenyl)-benzorbithiophen-6-01
25according to the procedure described in Example 128, Step 3, C2,11122N203S (418.13), LOMB
(ER): 419.16 (friti-H). 114NMR (DMSO-da 3001v1F1z) 8: 7.79-7.59 (in, 6H), 7.28 (d, 214), 7.01 (dcl,
111), 5.83 (d, 111), 539-5.38 (m, 11), 4.48-4.40 (m, 2E), 4.17-4.07 (ro, 21), 2.59 (t, 213), 1.65-1.58 (in,
211), 0.91 314)-  150 Example 140 (S)-242-(4-tert-13n tyl-pheny1)-h enzo [h]
thiophen-6-yloxymetly1]-7,3-daydm-oxezolo [3,2-ajpyrimidin-7-one  5The title compound was FLvexed
from (S)-2-toluene-4-sulfonic acid methyl-2,3- dthydro-orazolop,2-a]pyolmidin-7-oneand
2-(4-t-butyl-pheny1)-henzo[bithiophen-6-ol 



trl

added G50 '-f ) sloqg with 50 ml of r-¡s. Tbc mDtrûts tre¡e k¡osË-ed to I sslrs¡dcy

flmnel lüe orya¡ic la¡ra was rtmcved d¡icd ovcr Na¡SO¡ ¿nd coDpëol¡¡cd rdcr y¡cuum lo
gjve 7.4 E Qúq of (5|5{øt-butylainc(yl+ilmyto:<ymetlyf+,Stihyùo<xazol-Z

ylso.i¡Â

CroII¿l.LOrSi C2303Ð, I,cTr,lS (ESD: l\I/A. Gf+Ð, rnrUm.ICOCç 300MIIz): 6 4,5 (m,

III),3593,7t (m,3Ð,3.3+3.44 (n,3Ð,0.E2 (+ 9Ð,0.00 (+ 6IÐ.

$.pAr (Ð-2{tqtButy,iio&t*i¡oytocynetyt}2,¡{ihyd¡oqøo¡otjl,-aþrinidin-Z-
o¡e

To ¡ solutio. of (S)-5{ært-tutyldinøhyl-ailmyloryneóylþ,5jihyd¡o+xazol-2-

ylõine (6.65 e, 283 EEoI) in etbeol (150 '"r) wes øddcd c{hyl pcpioløte (2-92,-T ,28,9
mnol). The ¡eactioa mixü¡rc wzs stfurtd st rsllux for 2 hour. Tte mixtue sßs coolcd to

ñom r''''tr'súrrc, @¡cû!Þd ¡mder vas..'\ sod pufÍfied by colmn c.hmaognpþ ø
silica gcl (0-10% methaol in dicúlo¡onelbaÐ. TLis aftded 2,45 g, (10%) of the title

coqto {
CEE¡¿N2o:Si (2E242), I-CMS (ESI): 2lll0 0'f+Ð.
tH Ntvfi . 1cod" 3fl MIrz): Ð ?. f o-2. t3 (4 tW 5.9 +5 s7 (4 lÐ, 4-gz4s3 (n, I Ð, 4,09-

4.1s (m,2ff),r$ (d4 IÐ, 3.72 (d4 III) 0.74 G, 9II), o.ln (s, 3H), {.03 (s 3þ.
F-.-çlr 143

glZnøzytorync{hyl-2,3{I¡rdro-oxazolo[3],-r]pyrirnidir?oc

'{P'^-"--o
Sþ 1: (Slr{beoryfo¡Voerhylxajdibdn-oxazol-2-y')¡m¡no

1o a vigorously stiltd soludon of eodim. þ¡Arogcu cla!¿Eido (135 g 304 '"'".1) in

mctü¡¡ol 80.5 '',r) was oddlat d¡Dpwisc (Ð-2-bozyloxrmcthtl-odrlm (5 g 30.4 m'nnl) in

oothool. Ihe reacli@ mi¡dre wu¡ sti¡red at roø, leryrø¡t',rc owrnight afor which tàe

¡eactio¡ E¡xttlt wls cecdfrded io rtdovc mclb¡nol E'thyl arøe was addoil (150 mr)

almg wift.50 mI of çaær. TLe cn"hs vE(E tr¡Dsfrdcd to ¿ s¿1rætuy ñM4 the orgadc

lapr was rdovE4 dricd we Na¡SOa æd concahalcd r¡dtr ylcuun to give 6-0l g, (96%)

ofthe title compoud.

(n, IÐ,3.t2 (d4 lIÐ,3.61-3.40 (n,2IÐ.

SCp Z: $12-Bcazyloamethyl-2,3{i.bydro-oxazolo[3J-¡b¡inidin-7-o¡e

according to the procedure described in Example 128, Step 3. C25H2414703S (432.15), LC:MS (EP:
433.18 (le+11).      HNIvIR (DM50-c14 300MHz) 6: 7.79-7.52 (m, 611), 7.48 (d, 211), 7.01 (dd, 111),
5.84 (d, I11), 10539-538 (n, 111), 4.484.33 (m, 3H), 4.14 (ld, 1H), 1.31 (s, 914). Example 141
(S)-2-12-(2-Chloro-pyndin-4-y1)-hcnzo[bjthiophen-6-yloxymethylj-2,3-dffiydro-cucazolo(3,2-
alpyrimidia-7-one Cyr1/4.r.0 15The title compound was prepared from (S)-2-toluene4-sulfonic acid
meth.y1.-2,3- daydro-curazoloP,2-alpyrimidia-7-one and 2-(2-chlom-pyridin-4-y1)-benzo[b]
lhiophen-6-ol according to the procedure descaihed in Example 128, Step 3. C20.14mC/N1303S
(411.04), LCMS (ES1): 412.07 (M+-FH).        NMR (DMSO-c16 300MHz) a: 8.44 (d, 1H), 8_22 (s,
114), 735-7.69 (in, 511), 7.07 (dd, 111), 205.84 (d, 111), 5.41-539 (in, IH), 4.51-439 (n, 311), 4.15 (dd,
111). Example 142
(S)-2-(text-Butyl-dimethyl-silanyloxymethyl)-2,3-dthydro-oxazolopa-alpyrimidin-7-one tc5 Step 1:
(S)-5-(tert-Butyl-rlimethyl-silanyloxymethyl)-4,5-catydro-wcazol-2-ylamine 25 To a gently stiaed
solution of sodium hydrogea cyanamide (3.1 g, 484 no!) in methanol (70 mL) was added dropwise
(23)-tert-hutyl-dimethyl-mcirany1melboxy-sD0ac (8.9 g, 47.3 mmol) in methanol The reaction mixture
was stirred at room temperature overnight after which the reaction, mixture was concentrated to rein
ow methanol Diethyl ether was  151  added (150 mL) along with 50 nil of water. The content were
transferred to a separatory funnel, the organic layer was removed, dried over Na2SO4 and
concentrated under vacuum to give 7.62 g (70%) of
(S)-5-(trt-butyhdirnelhyl-silamyloxymethyl)-4,5-dihydro-oxazol-2- ylaraine. 



752

To a solüion of (S!5-(beozyloxtne'lh/XaÞ¡tytooxazol-Z-yt) øøtuc. 6-m e, 29-4

EEoI) í! ethanol (210 '"r ) was added elhyl propiolrÚr" Q,n '''r , 29.4 mol). Ihe rc¿ctio¡r

mixture rvâs stiæd at rcf,¡x fq 2.5 bours, Thc nixtue \r¡¿s cool€d 1o ¡DoE @PeEhrE,

con¡entolcd undcr wcwm and pnrificd by oohmn chonúgrçþ ¡¡ s i¡'q gel (a:1 elhtl

BoctcEùopbDcs b 10% oett¡nDl in dicblorufhme) to provide 2.O9 e QSVo) of lbc titlc

mDponn.r ¡c.¡¡È -30.09 ¡c 0.545, CHCI'),

Cr¡IIrN¡O¡ (258.10), LClr'lS @SI): ã9, I0 0f+IÐ.
f n mtn ¡otræo-aa 300 MIrz) 6 7 -7 3 (d, tr^), 7.394 % (q 5H\ s -7 9 (d, 1E), 52G5, 12 (n,

1Ð, a.ss (s,2IÐ, a28 (g 1Ð.4.m (4 1I!,3.E1-3.68 (n,2I{).

&Enple 144

(SÌã+Cloloheryl-ph¡qoxymdy').5+tå¡xy-2,3dihytl¡ooxszolot¡2^alpl¡ioi¡in-Zoe

To a solution of (.S)5{a-cyoloÉ¡xy1+bcuovnetbyl}ajdhydrooxazol-2.y1*uine

(0.9t g 3.58 EmoD (prelsrcd i¡ Boco¡danc€ wilhthe gocedurcs dcscibcd in Sþs I ad2 of

Blr¡m¡ù¡ t surtiug Ê@ n-Epicbloñh¡d¡in and 4+yclob¡crytplÉûol) in 50 ml of clb¡¡ol was

oddod ftshly pe,pod 3+thory-¡ro¡¡m.oio BGid sùyl esfrr (0.65 g 4.5E EEol), pçrca mn
6 ml of 5f)7o erhoxyacetyleae oncl3,3 ol of aþl cåløofn""atc (SJzlæsis, ¡9t9, f234). fte
mixtr¡re sas sti¡¡ed ftr 15 øi¡ gt ¡oo@ rqaaülre of,er wlicû it w¡s li¡¡ed al 6'0'65 dcgrccs

C Èr 6h- The ¡eaqim mixtùe wBs cúcerrcd b a yellow mli4 dissoÌçcd i¿

dìc,hlorooeó¡¡e En¡l fle qh ¡¡r siliø gcl ùttl"g wilh

to ¡rwide 0.544 g oflhe tillo oøpoud as a¡úiÞ soli¡l

tc]# -Loo (c 0.5, CrICli).

C¿rII¿NzO¡ (3?0. 1 9), lÆMS (BSI): 371. f 9 (Àif ++Ð.

rH Ntrfi. (qrcL,300MrIz), ö ?.t3 (4 2n¡,6.82 (4 2rr), 531 (e, 1r!, 5,1ús2t (n, IIt¡,

a.o9a3a./¡"68Í),23çzss (hs, uù 15+1.91 (n'5fÐ, l.l3-151 (m,88).

Þ<am¡Ie 145

2t2<4¿:'cloltryt-phenylF{hylJ-23¿ih¡¡ùo-o<azolot32+þy¡ioidin-?'oæ

5 Ci0linN202Si (23039), LCMS (ER): N/A (te-E-11). "H NMR (CDC13, 300)01-1z): S45 (in, Ill),
3.55-3.71 (m, 3H)" 3.34-3.44 (in, 31-0, 0.82 (s" 911), 0.00 (s, 611). Step2:
(S)-2-(tertautyl-dimette-silanyloxymethyl)-2,3-caydro-recazoloP,2-a]pyriaddin-7- one To a solution of
(S)-5-(tert-butyi-dimethyl-silanyloxymeday1)-4,5-cthydro-oxazoI-2- 10 ylamine (6.65 g, 23.9 mmol) in
ethanol (150 mL) was ridded ethyl propiolate (2.92 mL, 23.9 mmol). The reaction mixture was stirred
at reflux for 2 hems. The mixture was cooled to mom temperature, concentrated under vacuum and
purified by column chromatography on silica gel (0-10% methanol in dichlorometiame). This afforded
2.45 g (30%) of the title compomd_ 15C1311221%/203Si (232.42). LCMS (ES1): 23310 (11C-FH).
NME1 (CDC13, 300MElz): 5 7.10-7.13 (d, Ill), 5.94-5.97 (d, 111), 4.92-4.93 (in, 111), 4.09- 4.15 (m,
211), 3.93 (drl, 1H), 3.72 (dd, 111), 034 (s, 911), 0.00 (s, 311), -0.03 (s311). Farample 143
(S)-2-11enzyloxymetly1-2,3-chlrydto-oxazolo[3,2-a]p3rirnidin-7-one 20   Step 1:
(S)-5-(benzyloxyanethyl)-(4,5-dihydro-oxazol-2-y0amm. e      To a vigorously stirred solution of
sodium hydrogen cyanamide (1.95 g, 30.4 mmol) in methanol (30.5 mL) was added dropwise
(S)-2-benzyloxymethyl-oxirane (5 g, 3(14 namol) in methanol. The reaction mixture was stirred at
room temperature overnight alter which the 25 reaction mixture was concentrated to remove
meEhanoL Ethyl acetate was added (150 raL) along with 50 ml of water. The contents were
transferred to a scparatory fumed, the organic layer was removed, dried over NaiSac and
concentrated under vacuum to give 6.01 g (96%) of the title compound.            111 NMR (CDC13,
300M11z), 5 7.41-735 (re, 5H)" 435 (s, 2E0, 4.82432 (m, 111), 4.17-3.90 30(in, III), 3.82 (dd, 1H)
3.61-3.40 (in, 211). Step 2: (S)-2-Benzyloxymetliy1-2,3-dihydro-oxazoIo[3,2-a]pytimidin-7-one  152
To a solution of (S)-5-(benzyloxyrnethy1)-(45-d1hydro-orazol-2-yDernine (6.02 g, 29.4 raw]) in ethanol
(210 mL) was aided ethyl propiolate (2.97 mL, 29.4 mmol). The reaction mixture was stirred at reflux
for 25 hours. The mixture was cooled to room tempera lure, concentrated under vacuum and purified
by column chromatography on silica gel (4:1 ethyl 5acetate:heptanes to 10% methanol in
dichloromethane) to provide 209 g (28%) of the title compound. [a]r? -30.09 (c 0.545, CHC10. 



l5

153

Stepl: Dipheny'-phos¡hiuio ¡cid +qclohøryf-bøzyl estq

To ¡. stitrEd solr¡tion of ,L¿yr.loÉp<ylbcozyl alcohot (l g 526."'"Dl) in 45 nI of dry

dic,hlcondtr¿¡c, 5 ml of friefhylmine md 4l mg of dimd.y'¡'¡tncpy¡ídi.¡ rrr¿s added L05

EI O25 g) 6f .h:¡.lcrryl¡Íospli¡iç ohlo'dde. The '" .'re was stired ai mom tcopaatue ñr
3 h åf,a v,füch it was concatcabd 10 appodn@ly 10 mL The rni*re tr¿s dilubd with

dir.hlormetbanq rnshcd v¡ith ootÀ l09i6 eodiu hicrboræ, yder, .l¡ied (sodirm erdfrte),

filbrEd @d cmcatrded t appvrdoaæly 10 oI Ttre rcsulting solrtiou vr¡s

okof¡dogr¿phed on silica gcl eluting ìyith etly' acsfiúeitÊpt8ue lo prsuide 152 g of the title

cdlþlm¿
C¿sII??QP G90.17), LCÀ,fS (ESD:391.15 (M++üù

lHxlyfr.(cno¡, 3o0Mlrz), 67117-97 (n,4If.),73Ç757 (qr, 6rÐ, 72g (it,2),1.tt (ò,2),

s-a@,2),z,49ftr + 1Ð. 1.70-1.96 (n,5tÐ, Lt5-L50 (o, lIÐ.
SEp2: 1-BtÍ-3-øy'^,1-cycl

To ¡ stised mixt¡¡c of ¿ipnmyl*lo+¡i¡ic add 4<yclofufiyt+@zyt exllÆ (1 g,256

Emol) tud 122 ûl (/-69 mool) of allylhinråylxilsnl in- 72 nl ddry diacùo<y+tlane at

0"C w¡¡ ¿dded 0.46 ml ofrinethylsilylt-flu r-. fle Düútre vras stirted Ãt OcC for lb, ¡orred
iuto s¡tu¡¡æd bic¡tbo¡¡te, etused yrit¡ dlJn aoctstq w¡¡hcd with $¡dE, ùicd (sodiuo

sulfde) fiIE¡cd Ed concsd@d. the nøerial wus puifcd by ohonatogra¡hy on silica gcl
elúing wfth €rhyl "çctrLoft'.f 

i""¡ to pravide 0.45 g of tho titlo m¡nmcl
hNl'n.(ocr¡,3o0Mltz), ô 7.lz (s,4H), 5.80-5J6 (m, 1rù s,@,5,09 (d4 tLt),4s3,4ss
(d4 1IÐ, 2-64-2.72(ø,2H),2.48 (br s, tIù 2.33-2.42 (q,2IÐ, I.7L1J4 (o, 5Ð, 1.t7-152

(qss).
Sønq: 2[2-(4-C]çlohc*yhh€ty]erhyÐ-t3li\¡drooxazoloF,Zaþy¡in¡din-7-one

To 0303 g (1.32 EDol) of {+cyclohcryt-bazy}orinne (pe¡arcd fiom 0,45 g of
1ùu!-3ayt-{ayplohexyl-bcozene a¡d 0.97 g of 3{¡Iûop€rb€ozoic acid) ir I ml of
Dctta¡ol was sdded a eolutioq of 85 Eg ofNslIHCN io. 15 nI ofmctùaol The mixtqc yas

stirrcd at roø. leryaúue frr 20\ aÊa sihioh it wu¡ co¡pcohded to a suryøsion whicå was

ütrra&d wíú, elhq ñltÈEd md óc fiItr¡lc c¡Dcc¡ha¡.d aad prriEcd sn' silia gel Elrting

wiü ertyl b pvvide 0,134 g (0,42Í1 mmoD of 5-[2{4ayç¡6¡ory¡-

pbøyl)<thyllafiih¡¡úcoøzol-2-ylaminc.

To ¡ stinrd solúion of tfi4<yclohexyl-phmyl)+lhyll4,5dihyùo-o:czol-2-

y.l^mine (0,134 & 0.493 mmoD in 5 ml of etü¡¡ol was ¡ddod 50 FL (0 494 mmol) of ethyl

CHHAN203 (258.10), LCMS (ES* 259.10 (ve+H). iHNMR. (DMSO-cla, 300 MHz) 5 7.73 (d, 111),
7.38-7.24 (m, 511), 5.79 (d, 111), 520-5.12 (m, 114), 455 (s, 214), 4.28 (OH), 4.02 (d, 1H), 3.81-3.68
(m, 214). 19Example 144
(S)-2-(4-Cyclohexyl-phenoxymetliy0-5-edioxy-2,3-dilaydro-oxazolo[3,2-a]pyrimidin-7-one      To a
solution of (5)-5-(4-cyclohexyl-phenoxymethyl)-4,5-drhydro-oxezo1-2-yharcine (0.98g. 3.5B mmoD
(prepaed in accordance with the procedures described in Steps 1 and 2 of 15 Example 1 starting from
R-epichlomhydrin and 4-cyclohcxylphe:nol) in 50 nil of ethanol was added freshly prepared
3-ethoxy-propynoic acid ethyl ester (0.65 g, 4.58 mmol), prepared from 6 nil of 50% ethoxyacetylene
and 3.3 ml of ethyl chlaroformate (Synthesis, 1989, 1234). The mixture was dined for 15 min at now
temperature after which it was stifled at 60-65 degrees C for 613. The reaction mixture was
concentrated to a yellow solid, dissolved in 20 dichloromethane and flash chromatographed on silica
gel eliding with diehlommethanetammonia/methanol to provide 0.544 g of the title compound as a
white soli& [au? -1.00 (c 0.5, CHC13)- C202614204 (370.191 LCMS (EST): 371.19 (M+-FE).      'H
NMR(CDC13, 300MElz), 5 7.13 (d, 21:1), 6.82 (d, 214), 531 (s, 1H), 5.16-528 (m, 111),
254.09-434(m, 611), 236-255 (bra, 111), 154-1.91 (m, 51), 1.13-151 (m, 8E1). Example 145
2-(2-(4--Cycloheicyl-phenyD-ethy11-2,3-aydro-ograzolop,2-a]pyrimidin-Fune 0 Nyo Als.   153 Step 1:
Dipherryl-phosphinic acid 4-cyclohexyl-benzyl ester       To a stirred solution of 4-cycloftexylbenzy1
alcohol (1 g, 526 nunol) in 45 ml of dry dichloromethane, 5 ml of triethylamine and 41 mg of
dimethylaminopyridine was added 1.05 nil (1.25 g) of diphe:nylphosphinic chloride. The mixture was
stired at mom temperature for 5 3 h after which it was concentrated to approximately 10 ml. The
mixture was diluted with dfrhloromethane, washed with cold 10% sodium bicarborurte, water, dried
(sodium sulfate), filtered. and concentrated to approximately 10 nil_ The resulting solution was
thornatographed on silica gel, eluting with ethyl aretateAreptane to provide 1.92 g of the title
compound_ 10C25H2702P (390.17), LCMS (ES1); 391.15 (M-1-1-1).   NMR. (CDC13, 300MHz),
7.75-7.91 (in, 411), 7.36-7.57 (m, 611). 729 (d, 2), 7.18 (d, 2), 5.02 (4 2), 2.49 (br s, 1H), 1.70-1.96 (in,
5B), 1.15-1.50 On, 5H). 
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FFioIåle. ITe mi:<ûre r¡¡¡¡ stid€d a¡ 80'C for 6h ¡nd ¡ilc$Ed to côol to mom t?rnler¡lr¡t,

Tle mixtu¡c w¡s oo¡ccutrded b a solid råich ç¡s ptrifird þ rùuordogra¡hy on silica gel

eluiry with elhyl acchfe follord þ
oftlc titìe coopouril

1o providc 70 ng

Oz;ÍIt \lz}z (324 -18), Lo\{S (ESI): 325.19 (Mf+Ð.

kN¡n (cnq¡, sosuøz),s7.14(ø,5r{),6,06(q tÐ,4Jf (n, 1Ð,a.lE (t, IÐ
3-74 (1. tJJ\213-29s (m, zH),219 (br c IIT), 221234 (n, III), 2.01-2.15 (n, lþ, t.7G

1.97 (m,58), Ll3-L52 (o,5IÐ,

Þ<aøple 146

2¡(4-Cyclohø<yl-ohcnyl¡øioolocrblJ-2,3¡ny¡¡o-o¡azolot¡2-al¡yrimídia-7.oe

'ËY-,t^*t-
SÞ l: (¿Cycloh¡¡<yl-¡¡æ4y'þxittrylrú¡d-snins

To ¡ sti¡¡Ed sohúio¡ sf ,l¿ydohqyl¡nilíne (5 g ?3.6 EEot) i¡ 75 ml of ùy TIIF d
-70 1o -75"C rvas ¡ddcd slowly þ syringe ¡ ¡olüioo of 17.7 ml of L6 M nåüyllithium. 'Whro

addifon was ooryIstE the nsulting úbú¡¡! vras Siou¿ 
"r 

-70 fo -?5"C ftr 05 b- To üe

sti¡red mixttte lr¡r th¡d add€d3.61 nl (28,5 usol) of chlomhinethylsilnr d -70 t0 "75'q

IÍe mis:¡c y¿s th¡o sllosrcd to w¡-. 1o RT md ¡tfuid 8t RT fot 1.75 b- The mí¡<t¡e q¿¡

thco ag¡i¡ oooled o -7O 6 -75"C ¡fl¡r which was sfowly Edded 17.5 nl of 1.6 M r
bcyllithirm in høcne. The mixû¡¡r wu¡ sllowcd b stir at -70 to -75'C ô¡ 0'5 h úEr v¡ticå

w¡¡ added 245 úl QE,6 mol) of çiblmoþtùb- Ihc mixme was allorrtd to rvED to

room temlr¡sür¡E and rirtd fûr 2 h at mom EûPerúrE Tbe mixtu¡e *l¡¡ th¡a ¡ourcd ilO

ã0 mI of cold stursed aqueou sodiun bicatbø¡E odra¡1ed with eüyl ac€ùler wBshcd

with brine, &irn (¡odíun sulfte) mtl ønocæded b pûvide aa oralgp oil Yrüich wzs lh""

prriEed þ chrøalogÉphy m silic¿ E4 etúing with cfhyl sc¿talc/hePErc b Frvide 3.06 g

of tbc títle cnqnuod-
rHNr"ß.lcDcl', 3ooMIIz), 6 7.04 (4 2rÐ, 6.60 (d, zIÐ,3.76 (h e 1Ð, 3,a+3,56 (r, 1Ð,

t-r+327 (n,2II),2.80 (n, 1Ð,2.68s (n, 1Ã}237 (br', 1Ð, I-6É196 (n, sIÐ, t'0+1-66

(a'5Ð'
St¡p 2: 2{+Cþlohcn<yl-ph¡ry1¡oi¡o}ncr$-4¡¡;ny¿ro-o¡<¡zotot32"alg¡¡¡imidínt-me

To (a-cyuloho<yl-p!øyloxinnyln¡ùÈminc Q.06 g, 133 nnot) ad0.8E1 g (13'7

nnol) øfNaNHCl.I wås Edde¡t Ð ml ofnÊrbdol. Iho nixt¡¡e was stired uadct düogra ôr

Step2: 1-But-3-eary1-4-cyclohexyl-benzene To a stir' red. mixture of diphenyl-phosphinic acid
4-cyclohexyl-bezayl ester (1 g, 236 15 romol) and 122 ml (7.69 mmol) of allyltrimethyLsilane in 12 ml
of city dimethoxy-ethane at 0C was added 0.46 ml of trimethyLsilyltdflate. The mixture was stirred at
0C for 11' poured into satunund bicarbonate, extracted with ethyl acetate, washed with water, dried
(sodium sulfate) filtered and concentrated. The material was purified by clutmatography on silica gel,
eluting with ethyl acetaletheptane to provide 045 g of the title compound_ 20NMR (CDC13,
3001.012), S 7.12 (s, 4H), 5.80-5.96 (in, 111), 5.02, 5.09 (dd, 114), 4.93, 439 (dd, 1H), 2.64-212 (n,
211), 2.48 (br s, 111), 2.33-2.42 (q, 211), 1.70-1.94 (n, 5H), 1.17-152 (113, 511). Siep3:
212-(4-Cyclohexyl-pheny1)-ethyl]-2,.3-dihydro-oxazolo[3,2-elpyrimidin-7-one           To 0303 g (1.32
=not) of 2-(4-cyclohexyl-benzyl)-osirane (prepared from 0.45 g of
251-but-3-e3ay1-4-cyclohe:x-)4-henzene and 0.97 g of 3-chloroperbe:nzoie acid) in i ml of methanol
was added a solution of 85 erg of NeNHCN in 15 ml of methanol The mixture was stirred at mom
temperature for 20h, after which it was concentrated to a suspension which was triinrated with ether,
filtered and the filtrate c.oncentraled and purified on silica gel eluting     with ethyl
ar-etalefammonia/methanol to provide 0.134 g (0.423 mmol) of 542-(4-cyclohexyl-
30phenyl)-ethy11-45-drludco-oxaml-2-ylamine.      To a stirred solution of
542-(4-cyclohexyl-pheny1)-ethy1]4,5-dihydro-orazol-2- Amine (0.134 g, 0.493 mmoI) in 5 ml of
ethanol was added 50 pL (0494 mmol) of ethyl  154 propiolate. The mixture was stirred at 80C for 611
and allowed to cool to room temperature. The mixture was concentrated to a solid which was purified
by chromatography on silica gel eluting with ethyl acetate followed by
methenoltarnmoniddichloromethane to provide 70 mg of the title compound. 5 C-20Rz4N202
(324.18), LCMS (EM): 325.19 (M++H). III NAIR (CDC13" 300MHz), 87.14 (m, 5R), 6,06 (d, 111), 4.91
(m, 111), 4.18 (t, 1-1), 3.74 (t, Ill), 2.73-295 (m, 211), 2.49 (br s, IR), 2.21-2_34 (m, 111), 2.01-2.15 (in,
IR), 1.701.97 (in, 5111 1.13-152 (m, 531). Example 146 
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15 h añef q,hicù it wss cnn -,rf'ale¿ I-hc lfl¡r.riÂl qr¿s üitrûdlvrith cthrr, ÊllqEd md aga¡n

coap€úde¿ TtË ftsulliÃg E¡lrdal \vzs prrificd by ff¡sh chsndoga!frJr o. eilie, gel

eltbg wilh G50]6 6¡¡l eæmJootb¡¡ol¡nmo¡i¡-dirùlo¡omsú¡¡c lô pmyid€ 1.13 g of 5-

(¿+¡rc.tolqyt1lh¡uylminolnetlyll4t-dftyil¡o{xazol-2.yluiaa

To ¿ solution of5-t(+cyclohxyt-phmylminolnáy!

(t.B g, a.la nnol) in 50 ol of úanol wEs added 0.42 ml (0.415 "-"oI) of dþl ¡ro¡nolúe
The mi:rt¡¡e was ¡tined d reûu< fo¡ 6h udor nitrogrû ¿for v¡hicü it çzs alhwod b cool to

roon tûpcfltu¡E ï!c ¡es.lti'lg whiÞ cfyrtal¡ rme i¡olaled þ filtrdio, rr¿shed wit¡
eóeo[ dd ùied Ef rcom t@p€raEe u¡dcr bjgh ylolr¡Er 10 1uoyído 0294 g of tho ti s

mfþ¡mÀ Th¿ filhafe fom the filtation qas m¡cæded b t0 El Brd ãllowd 1o sb¡d fo¡

6 ¡- Tte Esultfug vÄiæ cr¡'sols wt<e isol¡&d þ flhafioa and d¡icd undor Lig}r rzcur¡m to

¡rovide æ.additional0.059 g of úe tidc oonpou¡d-

C¡¡II¡N¡OI (325.41), LOß (mD: 32622 $rr+p.
H ¡¡¡,n ¡DtvßoJ6, 300Mrrz), 6 7 .71 (dE 1), 6.s4 (q 2] 6.60 (4 2E), s.69-s.r6 (m, 2E),

5.0#s,1E (n, 1Ð,43t (t 1Ð,3-96 (l rII),33s-3s2 (n,2Å),2-32(bsr III), 1.6G1.t7 (n,

stÐ, 1.0?-1,43 (r,5tÐ.

BiologiøI E:cm¡les

Þ<amIIE f47

A oalcium im (C¿1 Eohilízrti@. a¡sry ças usÊd b idøtiry md de{mine tbs

a"tivity fs Aiost¡¡ mod¡¡lo¡s sf Lh! rat or.h¡Es¡ m0luR2 rocplor. TÞo fr¡n¡E u¡¡c

nsdl (l) emine üe ability of gfunæ O dcct 6o potocy of üo Eodulstot, by looking at

a conrabliær-upose curve d ¡l dift¡sl sub,måxirat

cmceût!¡ioDs, md @) Iook d lhe ahility of lhe nodulåfor to a&ct th€ pohcy of gtutsûde

þ lootirg at a coaoa&atÍon-rcr¡nnsc cr¡næ of gtr¡tmæ st a mqim¡l modul¡tor

co,lleúElioD.

To no¡itt fi¡dio¡l recçlor response rÄing qlcium mobilidiø, e cell line sblly

o<gessing tho mt o¡ h¡¡¡¡¡n mGluR2 receplor (nom¿Ily oou¡led b its ints¿cellula e&cb

'"oleculcs through a, inhitib'ry GT'rcÉeiq Goi) 
""d 

Gc¡¡, in ¿ ÞhacycJin+inducible vector

çzs ct&¿ Gcl6 ca¡ prøisororsly conplc Gs aad Gi<ouplcd rEr€ploß to t¡c ¡nosibl

pfosphoh'pid s,þ¡ling púncy by actiwtiug ¡bos¡loli¡aso CB ñsultiry in a C# +g."1

(nornelly etq-ndiatgQ, 'h't ø¡ be mo¡ito¡cd wilh fluqesceopc pldo rcadas srch as

FIIPR (MolEd¡IEr Dwice+ Fluqesoarc fñ¡giñg Pl^rte Rpedtr), FDSS600O (gm¡n*q

102-[(4-Cyclohexyl-phcnylamino)-methy0-2,3-dihydro-oxazoIo[3,2-alpyrimidin-7-one N 0  Step 1:
(4-Cyclohexy1-phea)1)-oximnylmethyl-amine      To a stirred solution of 4-cyclohexylanilioe (5 g, 28.6
munol) in 75 ml of dry THF at -7010 -75C was added slowly by sytinge a solution of 17.7 int of 1,6
Mn-butyllithium When 15  addition was complete, the siting mixture was stinced at -70 to -75C for 0.5
h_ To the stirred mixture was then added 3.61 ml (28.5 routol) of chlorotrimethylalane at -70 to .75C.
The mixture was then allowed to wntIoRT and stirred at RT for 135 13, The mixture was then again
cooled to -70 to -75C after which was slowly added 17.5 ml of 1.6 M  ii- butyllithiwn in hexancs. The
mixture was allowed to stir at -70 to -75C for 0.5 h after which 20 was added 145 ml (28,6 =Imo!) of
epibromohydria The mixture was allowed to wann to room temperature and stirred for 2 hat room
temperature. The mixture was then poured into 250 ml of add suurated aqueous sodium bicarbonate,
extracted with ethyl acetate, washed with brine, dried (sodium sulfide) and concentrated to provide an
orange oil which was then purified by chromatography on silica gel, eluting with ethyl acetateihepiane
to provide 3.06 g of the title compound.   NMR (coch, 300MHz), 87.04 (d, 211), 6.60(4 211), 3.76 (hr
s, 1H), 3.44-3.56 (n, 111), 114-327 (in, 211), 2.80 (in, 111), 2.68s (in, 11), 237 (br s, 111), L66-1.96
(m, 510, 1.09-1.66 (1:13, 51),   S tep 2:
2-[(4-Cyclohexyl-phenylamino)-methyil-2,3-dihydro-oxazolo(3,2-abyrimidin-7-one 30To
(4-cyclohexyl-plieny1)-oxiraayimethyi-amine (3.06g. 13.2 mmol) and 0.881 g (13.7 mmol) of NaNHCN
Was added 20 ml of methanol. The mixture WEIS stirred under nitrogen for  155  15 h after which it
was concentrated The material was triturated with ether, filtered and again concentrated. The resulting
material was purified by flash chromatography on silica gel eliding with 0-50% ethyl
ecetrate/melhanol/arnmonia -dirldommettane to provide 1.13 g of 5- [(4
cycloheryi-phenylamtho)-methyl]-4,5-dilrydro-oxazol-2-ylamine.       To a solution of
544-cyclohexylrpherrylamino)-metbyfj-4,5-dihydro-oxazol-2-ylarrine (1.13 g, 4.14 mmol) in 50 nil of
ethanol was added 042 nil (0415 nimol) of ethyl propciolate. The mixture was stirred at reflux for 6b
under nitrogen after which it was allowed to cool to mom temperature. The resulting white crystals
were isolated by filtration, washed with ethanol, and dried at mom temperature under high vacuum lo
provide 0294 g of the title compound. The filtrate from the filtration vas concentrated to 10 ml and
allowed to stand for 6 h. The resulting white crystals were isolated by filtration and dried under high
vacuum to provide an additioruil 0.059 g of the title compound. C191173N302 (32141), LCMS (1181):
32622 (M++1-1).   '13 Nivel (AMSO-c, 300MHz), 8 751 (d, 1), 634 (d, 2), 6.60 (di 2H), 5.69-5.86 (rn,
2P4, 15104-5.18 (m, 111), 431 (t, lE), 3_96 (t, 111), 335-332 (in, 211), 2.32 ( br s, 1E1), 1.60-1.87 (m,
514), 1.07-143 (m, 5H). Biological Examples 
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Fluoe¡cence DrW Sc¡ælirg SyÊh), or FlqShtion (Molcoulor Dwices)- Tto Cfr

mobilizltioD ¡ssry ìrâá hsrd ou tbe tl€tEcti@ of bts¡ce[ulsr qþi¡6 ¡h+¡8os ttsrïg a

sclcctivE calcirm+ùclariry d¡'e: Fluo-3, FIuo4, o¡ Calcirn3- A Iarge fluorcscenre i''te¡síbt

fuqeúÊ tr¡¡¡ obseflrtd upon calci¡¡o ".socislion with tbc dye. TÉc tlye was dclivetd eÍúcr

wilh lto'acerory-melhyl estr, aad washed oE 6 usinS a ¡o-çash kit (À[olcculÄ Devices)-

Fluorçsæ ¡igDÁls stin¡rlãÞd by ghÉ8od wErE recolded æd used b 3Éûrdc tùc

funowing pla¡Elcrrlogical ¡t¡ûeLß: (t) tle potency (8C50) ofthe compound(Ð of iltertst

st ry¡uox. EC10 ftr glrüaoae ar fhe rat rn¡l hrn¡¡ mGhrR2 receptøs md @) a

fold-eüif, ofthc gtrlamæ EC50 þ nodnrl coneotralion of æopomd(s) ofinlacs-

Ttc ooopormdr of frduls (I) d thiE idYulion æstEd in aæo'rda¡oe wilh this

¡rocedue. erhibiEd the poæacy @C50) in tho ralge of fom ¡bout 3 mic¡omolã Ú.tM) to

obcut 0.5 ranomolar (nlvf),

Ihc effic¡cy of the compounds of ñmula @ of this itrYølion itr ttdi¡g ¿ vzriety d
dis¡asos as disclosed hsÊín cs¡ bc co.ç-"d by ¡ry of tbe ne{hods kno\Yn to oue skilled in

tbc a¡t For i¡sbûcÊ, ÉD çffi.'".] in tftalirg apricty øn be coúo.ctl þ "ïg Vogel codict

cst Sec, ftr aron¡le' TãbrEJrDBl<a ct al,' psJrchopbæ¡.olo5l (Bal)- 200t q,158(t)9+9

i¡cn'rpooroil he¡un þ re.fttaco in ie edüÉy. sp€oiñc8lþ 1.arø¡.rslo ci oI. disclose the

'ñrieÞìdet¡rlr'I(ê eEects of?ñrçgnñiEtú oflfþt4 I a¡d agonils ofgrqup tr aod Itr nctabotsopic

glUmate reccpbrs.

ftc gecli¡ical adiÉy ¡"¡l ps5rcåosis nodels also indude stEss inÀrcsd h'Ilcrúerø4

ftr poteotiared swde atd PC?-ilduced nype¿¡cæotio¡- See Roric&-Keüu el ¡L' L

PÉanacol fu. Thcr. 2ü16 Feb;316@)905-13, BPub 2005 Oct t3- Also seq Jobm ct ¡L'

Psllhopbünamtog/ (Bdl). æ05 AElæ(l)271-83. Fæ¡¡b 2005 Feb 17- Fear-poatidetl

sl¡¡{lc a¡d doratrd plus 'n¡'. modols lave teen txd bt H€lbn' d at. I Ph¡ø¿cot Êrp Tb¡t

l99t Fob;2E4(2):651-660 itr ordc¡ ro demo¡tæ Ée mxiolytic ¡¡ct sideeE# poElc of

LY354740: a potm! higÈIy sclFtivE o.¡lly activo rgotrist for p¡4 U nctabotopic glutroete

ñoc?tols.

Vaiorrs aoriofy model¡ to show vfficacy in rrrnì¡ñe e¡e also knovn i¡ üe ¡¡t See

KeII¡s et ¡L, ]syr,hop¡tnnåcoloú (Bcrl)' æ05 4P,r,179(1)31G5- EPub 200{ Sep 30' vhue

thr cfüols of a mchlotmpic El¡¡@ú()|/3) rectator 8g@is1 o' paaio ¡Ddsty indrcd by

oboleryslokfufu tetæcptido in healùy hnau brs tm repoted"

Example 147 A calcium ion (Ca2i) mobilization assay was used to identify and determine the 20
activity for allosteric modulators of the rat or human meluR2 receptor. Two formals were used: (1)
examine the ability of glutamate to affect the potency of the modulator, by looking a a
concentration-napo:nse curve of compound at different submaximat glutamate concentrations, and (2)
look at the ability of the modulator to affect the potency of glutamate by looking at a
concentration-response curve of glutamate at a maximal modulator 25concentration.      To monitor
functional receptor response using calcium mobilization, a cell line stably expressing the rat or human
meduR2 receptor (normally coupled to its intracellular effector molecules through an. inhibitory
G-protein, Gai) and Ga/6, in a tetracycline-inducible vector was created. 0a16 WM promiscuously
couple Gs and Gi-coupled receptors to the inositol 30 phospholipid signaling pathway by activa
phospholipase CP resulting in a Ca2+ signal (normally Gag-mediated), that oau he monitored with
fluorescence plate readers such as FLPR (Molecular Devices, Fluorescence Imagkg Plate Reader),
PDS S6000 (Hamamatsu,  1% Fhauescence Drug Screening System), or FlexS Wien (Molecular
Devices). The Ca2 mobilization assay Was based on the detection of intracellular calcium changes
using a selective, calcitma-chelating dye: Fluo-3, Flue-4, or Calchm1-3. A large fluorescence intensity
increase was observed upon calcium association with the dye. The dye was delivered either  5 with
the -aceimcy-methyl ester, and washed offi or using a no-wash kit (Molecular Devices). Fluorescence
signals stimulated by glutamate were recorded and used to generate the following pharmacological
parameters: (1) the potency (EC50) of the compound(s) of interest at approx. EC10 for glutamate at
the rat and human metal receptors respectively, and (2) a fold-shift of the glutamate EC50 by maximal
concentration of compound(s) of interest  10 The compounds of formula (1) of this invention tested in
accordance -with this procedure. exhibited the potency (EC50) in the range of from about 3
micromolar (pM) to about 0.5 nanomolar (nM).      The efficacy of the compounds of formula (I) of this
invention in tenting a variety of diseases as disclosed herein can be conformed by any of tbe methods
known to one skilled in  15 the art For instance, the efficacy in treating anxiety can be confirmed by
using Vogel cordlict test_ See, for example, Tatartaynska et al, Psychophamiscology (Berl). 2001 Oct;
158(1):94-9 incorporated herein by reference in its entirety. Specifically, Tamrczynska ei al. disclose;
the sada:ode-hie effects of antagonists of group I and agonists of group IL wad lEE metabotropic
glutamate receptors. 20The preclinical anxiety and psychosis models also include stress induced
hyperthennia, fen potentiated startle and PCP-induced hypedocomotion. See Rorick-Kehn at al, I.
Pbarmacol. Exp. Ther. 2006 Feb;316(2)905-13. Epub 2005 Oct 13. Also seeriolmson et al.,
Psychopbannacology (Berl). 2005 Apr179(1)271-83. Epub 2005 Feb 17. Fear-potentiated startle and
elevated plus maze models ban been used by Helton et al, J Maniacal Exp Ther.  25 1998 Feb;
284(2):651-660 in order to demonstrate the anxioIytic and side-effect profile of LY354740: a potent,
highly selective, mally active agonist for group It metthotrapcie glutamate receptors.       Various
anxiety models to show efficacy in humans are also known in the art See Kellner et al,
Psychopharmacology (Bed). 2005 Apr.179(1)310-5. Epub 2004 Sep 50, where 30the effects of a
metabotropic glutarnafe(213) receptor agonist on panic anxiety induced by cholecystokinin
tetrapeptide in healthy humans has been reported.  357 



10

tîr

In ¡dditio¡, tho ctrcacy of {he c.""pouuds of bdulÂ (Ð of this im¡utim iD tEatirg
*Áizo¡h¡cai¡may al¡o be asocrüi¡od þ vaiols lorurnnodols i¡ Ér a¡t Fc inrtuncq PCp-

induced h¡'pcdooomotíoa PcP.disnryæd p,rçrùse inhihitio, s¡csi¡duced hy¡€rthdig,
¡!d clqvìaæd plrrs maze Eodc¡s bave been us€d 10 dc''ro'nsk¡lc tåc eficacy of ¡llostsic

modulúcs of EGIDR L See, cslici et sL, J Pì"'n¿col E:ç ÎTer. 2006 ¡ù 3tt(1):f73-85.

E¡ub 2ffi6 Ag t t , rryüc¡e it È sbowD tbaf bþìæayl-indrn(mF À ¡ lositiyo stbsfqic

ooó¡l¡lo¡ oflhe mGluR2, brs onli¡syc,hotic- ad anxiof¡io-likc efrcrts in mice.

Iïe frcacy of thc conpouds of fûmul¿ @ of rhis i¡veøion ia ìngmvhg the

wuúing '."'"ory in h¡mms cæ. be ascqoi¡cd by a vaiety ofnethods hosrn in thc üt Fc
i¡st¡¡ce, Kl¡stui a al.' Psrçh¡Eb"'"¿c{rlory (Be¡f). 2fI05 Ä¡r,179(l)303-9. Epb 20ft4 Aug

10, re,¡orted rlr"t &c d€ruation of rt€ di.stÐliy€ e&cf¡ d the NI,IDA gtutøOe rece¡tor

elågotrisß o!. woÈing møirry by !æüEatd6t *i1h 1üe group tr EcEöotopic
gd¡e!Þ ¡eceph agonist, LY354740, in hølùy x"."r subjod& IÀ úolh6 *""¡le, Þat]

¿t aL, NúrE Mealici¡c, T07 Segl3(9):l tLL7,E¡prtb æ0? Sep 2. rEported rtt thc gro¡¡p tr
mcùbohopÈ ¡Eçplor rgñnitL LY2l4t@3, ùoncd sùfi¡ticalty s;g¡ffierut

inlrûvtuú fu bqth positire ancl ncgrtive synpro-'s of sohizo¡hraia conpared to placobo.

The cøporrds of ôrøul¿ (I) of lhis invedim. ¡¡e ¡lso r¡¡¡ñ¡l in t€áling EIEEp

dÈodqs aad dcpresaion Feinberg et al- Pbeû¡ht Biochem Fr,lrw.2Ot2. Tl(I) 6t-74,
hrve reporæd thd fhc selediw gmup EGluR2ft rcce¡lfrr Egonist, LY!7næ, sr¡lp¡Ess€s

rryid e¡æ movuø (REM) skq' ard 6rtEEci¡thrú. Gcc¡i¡¿ et aL, Pì¡m¡col Biocüßa

Behsv. 2002 Sep;n@)il7-2ß, bsve c*miúd the eGgb of ¡rGIuR2¡3 agorisLs oD BDNF

-RNA w¡rcssion i¡. modiât F¡EfroûI oo¡Er ¡Dduced þ 6e ballucinogeu o¡d 5tlTz¡¿¡¿c

BgonisL AJso, sco Soh¡chfer et aI, NeuoRr<, 2005 OcÇ2(4):59G61I. Review, vñcre
ín ¡nv¿livp rypl¡¡¿fi6 ñr fhc dcrælo¡meot of auridegesslt drugs arc rcflisq¡cd.

the activity of allosÞdo.oodr¡Iabß ofmGIuR2 ia p,;n.6q{¿þ bas also bea reputed

iu tbo lits¡û¡e, See, Joncs ct al., Ncr¡¡spb¡m¡mlog¿ zWS; 49 Sr¡ppl 12061& r¡rbsre

¡n¡lgesic efÊrtr of thc scl¡ctive goup II (nGlrûl]) mctabohopic gtuhmate ræcplor ogonisls

a¡e iliscloscd

ïhe eEcacy of coopouads offøda (I) of fhis i¡r¡cotim iu tatíng epitepsy can also

bo ssoqtsilcd ty vzricus nsrtods uscd in fhe at For a<ample, srÊ, Alsxa¡drr ct aI,

Þils?sy Rca. ?006 71(l), l-2lvhør DeEbohúFic gluøaC rcce4ton ss e ct¡¡cgic tüget

fu tbc trEsboûl of cpilelsy ir disms¿ Also scq Ktodzi¡¡k¿ el aL, Pol J Pb¡¡o¡ool 1999,

In addition, the efficacy of the compounds of formula (I) of this invention in treating subizoplu-enia may
also be ascertained by various known models in the art For instance, PCP-induced hyperlocomotion,
PCP.disrupted prepulse inhibition, stre-ss-induced hyperthermia, and elevated plus maze models
have been used to demonstrate the efficacy of alloshzic 5 modulators of mCduR2. See, Galici et al., J
PharmacoI Exp Tin. 2006 Jul; 31S(1):173-85. Epub 2006 Apr 11, when it is shown that
biphenyl-indannue A, a positive allostede modulator of the mGluR2, has antipsychotic- and
arudolytie-like effect; in mice.      The efficacy of the compounds of formu/a (1) of this invention in
improving the working memory in humans am be ascertained by a variety of methods known in the art
For 10 instance, Krystal et al, Psychopharmacology (Bed). 2005 Ape 79(1)303-9. Epnb 2004 Aug 10,
reported that the attenuation of the disruptive effects of the NMDA glutamate receptor antagonist
ketamine, on working memory by pretreatment with the group II metabotropie glutamate receptor
agonist, LY354740, in healthy Inman subjects. In another example, Pahl et aL, Nature Medicine. 2007
Sep13(9):1102-7. Epub 2007 Sep 2. reported that the group II 35metabotropic gin Inmate receptor
agonist L112140023, showed statistically significant improvements in both positive and negative
symptoms of schizophrenia compared to placebo.      The compounds of formula (I) of this invention
are also useful in treating sleep disorders and depression_ Feinberg et al., Mama:col Mechem Bebav.
2002, 73(2) 467-74, have reported that the selective gniup melult2/3 receptor agonist, L1379262,
suppress 20 rapid eye movement (REM) sleep and fast EEG in the rat fiewirtz et a., Pharmacol
Mechem Behav. 2002 Sep;73(2):317-26, have examined the effects of naGluR2/3 agonists on BDNE
mRNA expression in medial prefrontal cortex induced by the hallucinogen and 5HTzvane agonist
Also, see Schechter et al, Nearollx. 2005 0ct,2(4):590-611. Review, where innovative approaches for
the development of antidepressant drugs are reviewed. 25  The activity of gloated modulators of
runiult2 in pain models has also been reported in the literature. See, Jones et al, Neurophamacology.
2005; 49 Suppl 1206-13, where analgesic effects of the selective group U (mG1u2/3) metabotrupic
glutamate receptor agonists are disclosed. The efficacy of compounds of fommla (I) of this invention in
treating epilepsy can also 39  be ascertained by various methods used in the art For example, see,
Alexander et al, Epilepsy Res. 2006, 71(1), 1-22, where metabotropic glutamate receptors as a
strategic target for the treatment of epilepsy is discussed. Also see, Alodziuska et aL, Pol I
PharmacoL 1999,  158 51(6), 543-5. which discloses selective group II glutamate metabotropic
receptor agonist LY3 54740 attenualts pentylemetetrezole- and picrotininrinduced seizures_ Roles of
metabo tropic glutamate receptor subtypes in modulation of partylenetetrazole-induced seizure activity
in mice is disclosed by Thomsen et al, Neurnphamtacology. 1998, 37(12), 1465-73.  5 Finally,
Thomsen et al, J Neurochem. 1994, 62(6), 2492-5, disclose that (S)-4-carboxy-3-
hydmxypheirylglycine, an antagonist of metal/0E10pin glutamate receptor (mGluR) la and an agonist
ofmGluR2, protects against snub genie seizures in DBA/2 mice.       AM of the references described
herein are incorporated herein by reference in their entirety. 10Example 143 Stress Induced
Hyperthemda (Anxiety Mode])       Stress-induced hyperthermia (SIB) reflects the elevation in core
body temperature experienced by mammals following a stressful experience. Clinically active
amdolytics prevent Ma indicating that this model may be useful in identifying novel ainialylic agents  Is
(See, Olivier et al_ Eur JPhamavoL 2003, 463, 117-32). SIR was messured in mice using the rectal
test procedure adaptation of the classic S111 paradigm described by Borsini et al,
Psychopharmacology (Berl). 1989, 98(2), 207-11. Individually housed mice were subjected to two
sequential rectal temperabre measurements, separated by a 10-minute interval The first
measurement (*prated the animal's basal eore body temperahne (Ti), while the second  20
temperature (12) captured body temperature following the mild stress imposed by the first
temperature measuremenL The difference between the first and second temperature (12-T1 or AT) is
the Slii. Temperature measurements were made to the neatest 0.1C with a lubricated thermistor probe
inserted 2 cm into the rectum of each subject. Test compotmds were adosthistered 60 minutes before
the first temperature measurement to allow for any stress 
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51(O, 543-5, whicù disclæcs sclective goùp tr gltûEdë mdaboto¡ric recryÉor agøist

LYï5é74l) aftetruaæs ldyle¡etehzolÞ and picmtonin-induc¿d scia¡rcs Roles of

mäbohopio glulamdo rEceplor subtylres in noduldiol of¡rcrtylenetetazDle.indttqd sciz¡o

activity in micc is ilisclosed þ Thmwn ct al- Naro¡tanacolon¡. 1998, 37(72> lÆ5-73-

Fiully, Thonsen et aI- J Nerrrochrû- 1994,62(6\ 2492.5, disclosc O* (Sp-car6oxy-f-

hydro<¡abe.rylgl1nine, ao sûg@ist of nâbotopic SluEÐs¡o rcce'ptc (nclttR) la ¡acl ¡n

agonil ofnCrluR| ¡¡olccß ¡EFinct Exdiogø.ic sciz¡rcs i¡ DBA./2 mioe.

All of fbe reftffiÐDes deaibed herci¡ o¡t inoor¡oralcd haein by rtfrt¡¡¡e in theh

eDtirety.

hrom¡lc I4E

Stre* InùrccdHypcrthemia (AÐtfuty Model)

St¡t¡einducod h¡pathemia (Str! reflccE úe clcv¡tion in cce body teoPenùue

øç€rirr¡cd by m"m"'of< ftllowing ¡ süEsúrl Clinically active am<iotflics

p,rst¡cd SIÍL ildicúirg th¡t thfu oodd aey be usefirl in identi$ing ¡ove'l ¡n<ioMic æal¡
(SeE, Olivia et ¿L E\¡r I Phso¡ool 2003, Á3,117-32)' SIH wzs mes¡¡d inmic¿ us¡'g rho

¡€úl bst poce¿r¡¡e adryEtion d the cl¡ssio SIH parodip dcsribod by Búsfui d 4
Psycho'pbarmnoolory @øl), I 989, 98(2), 2fn-I I . Iadiviiluelty hor¡¡ed micc wo srrtjecÞd b

tço scCuErtiEl rEÈl f.rnpcraürE Dc¡sqEdEnE, Eqørd by a lGminte idEl¡¡L Th¡ E¡sf

mcasu¡emmf c4Uncd Ée pnirn¡fts tn¡¡l cma body cmperatue $I), whilc {he sccond

tenpq¿tre (IZ) crpUed body 4rÈaül following lhe mild shess inPosod by the fi¡et

t€mlrcrau¡¡E Eeasrremcar The dificrs¡e betwEa the ftst ¡nd socord tr@pErúle (I2-T1 or

^T) 
is ùe SIII Teo¡crerc ocaglueEú wEre.d¡dc b ltE DEar€st 0.1oC with ¿ luhicted

tkoigor pmbe ineeded 2 cû i¡b the rectum of e¿ßå subjsd- led com¡unds wue

adeinisfrrEd 60 minücs befo¡e rhe fiEt 1rúleraù¡¡e Ecsstramt to allow for auy stes

c&ct created þ tho iojoaion ro disipatc co.opletety.

Alúqugh the fuvbtioa h¡s tq illustal€d by ccrfaia of thc ¡¡eceding csrylcs' it i5

Do t tD be co¡¡'tu€d s.s bci!8 li'.i Þd berEbf bf ¡dlcr, thp invdion eacoqrasses the eaÈic

a¡ea as hcreinbe.foæ dbcl6€¿ Va¡ior¡¡ modific¿¡ioos aDd embodi.drûb c¡¡ tc p¡de ìtitåout

depa¡ting Ao.m ùt ¡pirit aad sccpe lheraf,

25effect created by the injection to dissipate completely.       Although the invention has been
illustrated by certain of the preceding examples, it is not to he construed as being Brand thereby; but
rather, the invention encompasses the generic area as hereinbefore disclosed. Various modifications
and embodiments cm be made without 30departing from the spirit and scope thereof  159 CLAIMS
What is claimed is: 1.A compound of-die formula I: Y N  Cliz(X)p-(CRGRA-Ra R4 5R2R3 wher 'era: -
is a single or a double bond; p is 0 or 1; n is an integer from O1 3; 10X is oxygen, sulfur or Nit21,
wherein R2i is hydrogen or (Cr-COalltyl; Y is oxygen or sulfur, El and B.2 are the same or different
and independently of each other selected from the group consisting of hydrogen, CF3, straight or
branched chain (Cr-C13)alkyl, mono- or di-fluoro(Cr-COalkyl, mono- or
di-11uoro(Ci-COallcoxy(C3-C1)a1lcy1, 15mono- or di-fluoro(Cr-COaal(CrrCA)elkyi, mono- or di- 
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CI-t{ItYfi¡

Wbr is olai¡sl i¡:

1. A oorpcund ofrte brmula I:

whwfu:
....

- 
is esingþ c s douhle botr{

pÈ0o¡l;
n is an ilrcga ûoo 0 to 3;

X is o¡<yga, s¡Ifi¡ orNRer, vácrei¡ R¿l is hyd¡ogn or (q-Caþkyl;

Y is orrygco r sulfia;

Rr '4.1 R¿ EE lhr ste or diftrd and indepcadeutþ ofqå ofha sole@d fto'm thc

guup consisirg of M¡ogcü, CF3' süsi¡b.q¡ þ6ç[¡¡t ¡rrain (CrCddkJd,

m6o- G di-f,uom(ACrÞllcyl, no¡o- or di-lluoro(C1{¡)alkoxy(C¡Ca)atþt

.D@c ú di-fluom(ACdaltyl¡UAfl(CaCr)altyl oo¡e or di-

fluo¡o(CrQ)¡lkyls¡lñ¡y{Co{<Þkyl, m(bo. or di.

ffuom(C¡-C¡)alþlsulñry(a.AÞÐl (Crcþ)¡nûxr(Co4þüqd,

(CrCro)¿rrbunry(q4)¡lkyl (Cr{rdon<yln¡lfry(CrC¡Þk¡d'

(Cr4ro)alkylsulftry(Crqþ$1, (C¡Cpþkoxyrlor¡rF or tli-

fluo¡o(CrCd¡lkyl (Cr{rdqlkJd¡ulftryl no¡o- or di-fnqo(Cr{-{Þ¡kyl,

(Cr4ro)ally'¡¡16ry1 r¡nDÞ or d¡-flrmro(CrC{)ålry], (C¡C1¡)alfylsrlfool

mmo- c di-f,uorc(Cr4þllvl, (CeCrq)a¡y(Cû{.{ÞIkyl (ÇC¡6þrytmono-

c d¡fluoro(q-C{)åIkj/I, (Cú,CrgÞryl mono- or difl uo¡o(CrQ)slky1ory,

(Ccao)rytaxr(CoCqþltyt (C+C¡ùrrf sulfû¡y'(Cû-q)sftyl

(CcCro)¡ryln¡Ifry(Q4ÞXryt (C6Crc)arflrulfr¡yrcqq)slkyl

(ClCÐcyoloslky(Cûq)alkyl, rnn'rô- or

dif,uoro(C¡.C¡)oyoloolky(C¡Q)¡IBl, (C¡Q)cydoalkory(C¡Q)alþt nono-

o difluo¡o(CrC¡)crJoslMq¡cy(Co&)8!ry1, (C¡Q)cf'rloalkyl m(ho- or

fluoro(CI-Ci)olkylsuffinyl(Crei)allryl, mono- or di. Iluom(Cr-C4)alltylinIfonyl(Co-C4)alkyl,
(Cr-Cujalkoxy(Co-C-)allryl, (Ci-Cro)a1kY1snFfnnyKC0-Qoalk3t (Ci-CiOaBiSsarmY1(GrC4)(dbdi
(Ci-CrdalkYlwifonArtreofl (Cr-C1s)acurY mono- or di- 20fluom(Cr-C4)alkyl, (Ci-CiOalkylsulfanyi mono-
or di-finoro(C3-C4)alltyl, (er-Cro)ellrylsulfinyl mono- or di-fluom(Cre4)alkyl, (CrCup)alkylsulfony/ mono-
or di-fluoro(CI-COalkYl, (C6,Cr)arYKCa-Cpa1kA (CsgrOarYlmonoor difluoron-CtIalkyl, (C6,Cio)aryl
mono- or dilluoro(C2-C4alkYloxy, (C&Cio)arYlori(C0-e4)a1k31, (Csierc)orYisuWarTi(C0-C4)0134,
(C6,Cap)arylsulftny1(C.0-C4)a1ky1, (C6,CrOary4sulfortygeo-C4)alkY1,
(C3-CH)cycloalkyl(Co-COalkyl, mono- or difinoro(Ci-C)oPloalk'YKCire-i)clkYl,
(Ci-Cs)cYcloalkoxy(Co-COsihyl, mono-or difluom(C3--C3)cycloalkyloxy(CoCs)33V1, (C3-00cYcloalkYI
mono- or  160 difluom (Ci-C4)alkYI, (Ca-Cs)cycloalloil mono- or difluoro (CrealkYlorl,
(C3-Ca)cyc1oalky1sulfanybro-C4alky4, (C.2-Q0cyc1oalky1su1flnyl(Corei)alky1,
(Ca-C)cYcloalloilsalfonYMCo-C4alkYl, hYdraxAC)-COakrt, heteroaryhro-COalkyl, heteroaryi mono- a
difluoro(Ci-C4)alkyl, 5heteroaryloxy(Co-C4)alkyl, heteroaryIoxy mono- or difluoroPz-COalkyl,
hetomarAsulganYgGrCOalicYl. beirroWisuinnYgeo-COalkYl, heteroarylsulfonylips-COalkyl, saturated
heCcycliapres)alkyl, saturated heterocyclic mono- or di-fluoro(Ci-C4)alkyl, saturated
hetarecYclYioxY(CtreaalkYl, saturated heterocyclyloxy mono- or di- 10fluoron-cOalkyl, saturated
hereneyabdsumuyiprcaryl, heterocyclylsulfmACo-CalkYL haterocYclYlsolfonYKCo-Coalt0, -032Etzz
or -CONR231k4 wherein Raz, Rzi and R24 are the same or different and independently of each other
selected front hydrogen or (Ci-COallcyl; and wherein RI and R2 are optionally further substituted;
15R3 and R4 are the ce or different and independently of each other selected from the group
consisting of hydrogen, (Ci-C4)alkyl, (Cs-r-s)cycloalkyi and (C6,C10)aryI(C1-C4)alkyl; or Its and RI
taken together with the =bon Mom to whichthey are attached fonn substituted or =substituted C5-C7
carbo cyclic 20Rs, Bz and R.7 are the same or different and independently of each other selected
from the group consisting of hydrogen, (Ci-C4)alkyl and (C3-CB)cycloalkyl; R8 is selected from the
group consisting of substituted or =substituted phenyl, substituted or =substituted naphthyl,
substituted or =substituted inclanyl, substituted or umsubstitded tetralinyl, substituted or =substituted
25benzocycloheptanyi, substituted or =substituted laexahydrofluorcnyl, substituted or =substituted
(C2-00cycloalkyl, substituted or =substituted furairyl, substituted or =substituted benzofuranyl,
substituted or =substituted thiophenyl, substituted or masubstibited benzothlopheirA substituted or
=substituted indolyl, substituted or =substituted benzothiazolyl, substituted 
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difuoro (CrQþIIryI, (C¡-C¡)qoloalkyl mo¡o. c difluco (C{¿)¿tylo¡V,

(C¡-Cùc],clo¡Ikykdeay(Co-Ca)atls4 (ACcÞctoaltyls¡nny(C<<þlt¡¡1,

(C¡Cùcyct¿f*umn/(Caa)alkyl hydto¡<y(C¡{+)alk¡4

hæ¡o¡¡y(CaC,rþlkyl, hctc¡oa¡yl nono- or difuom(CrC¡)¡lkyl,

ta¡oa¡yloxy(Co-c<)dk¡il, hetuoayloxy ú¡ùx> or di.quoro(Cz-Apfy¡

leEtm'¡tsulEafl(CsC.r)¡lkÈ hcuo¡rylsul¡¡y(CoC<)¡Bl,

tetrmøylsulønyt(C-qÞXrtl, sahrded hetemcyrlic(CoûþlJryl, sdtEåbd

ìel¿¡o<lolic uo¡e c di-fluco(Cr{.rÞùkyl s¡ùuúd

heqocyctgory(CaaÞIkyl, s¡u¡¡ued heenc¡rclylo<y møo- r c!i-

ft¡so(Q{qÞlkyl, ø¡ræd herc¡ocyc$snÈ¡y{Co{¡)¡lk¡4

hctrrocyclylsultrnyl(GAd¿fvL ¡etsorycfyUuløny(Q4¡Þlb,l COzR¡z or

4ONRz¡Rz* whsein Rz¿ Rø a¡dR¿¡ o¡t rfe smc sr diftfÉdt and

indepø.denüy of cach otba seleded fiûmh5dtogcû r (CrQþlkJr4 snd

r',ù¡rei¡ Rr md fu re optionally ñ¡¡tbcr suhittte4

& a¡d R r ae tbs súe d diftftøt sld indz2codeúIy of eacå ûlhrr $lectsd fo-m he

grorry coÉbtiÃg ofhyd¡oe.q (CrC{)alryl, (C¡CdcJrJosfq¿ and

(Cccn)¡ryl(CrQ)alh¡t or

& a¡d & t"ttû togsfhet withlhe calon alom !o vticblhq' Ere úched ft,rm I
s¡bstitled or Esubdtiü¡æd C¡O¡ oarüocplic r;g;

R¡, R¿ qd Rz ae lhe Eame ot tliEcft[t mil inde¡odently ofeacù oúcr solected fom

rhe gortrl oonsioing ofhydmge¡, (cr4þlbl ¡¡d (crc¡)cyctoaltyL

Rq i¡ sclcdod ûom tlc grot¡! c@sistiDg of subslih¡led or uzuìstitlcd pbø¡'l'

ssbstihúed or uúsuMÍtuÞd DEPhùyI sulrtiü¡tÊd r u¡sr¡bsthred i''L"yI'

srb¡tituÞd r tEcub$imed Þtr¡lidyl, substiu¡lcd o¡ EsubstihlDd

beøcr¡cloho?tanyt subdii¡ted o¡ ¡¡¡sr¡bsûTúed hãåhydrott¡¡o¡cryl

sr¡bstituEl orrmsubstiûÍsd (Clq)cyclool\rl' srthstiruæd ú rmsubstiûúed

fu¡ryL substihrlÊd m r¡¡sukiU&d beozoErauyt sulstit¡lcd orrssubstihúed

Éiophmy! nrbctitrûd o¡ qsr:bstit¡þd beozothiophccyt srbstitutrd or

msuktit¡lcd indolyl, srtstitried or u¡¡uUaiu¡ctl beøotiezlyt s¡bstiü¡Ed

c rusr¡bstitrert t[iszolyl, sr¡Hi[rtcd o¡ u¡sr¡bsitrted pynoþt s¡bgtilt4erl or

unsubrftr¿dlyrídy! substiurte<I or rnsutsti!¡{cd @shydrisoqui¡oliryI

ssbstihrted c uúsuh8tifiúedtmt¡d¡oqui¡oU¡y¡, substíudcd orust¡Ißtit¡lad

30or =substituted thiazolyl, substituted or =substituted pprolyl, substituted or =substituted pyridyl,
substituted or =substituted tctrahydroisoquinolirryl, substituted or =substituted tatrabythapl000linyl,
substituted or =substituted  161 isoquinolinyl, substituted or unsubstituad quinoliayl, substituted or
unsubstituted tamhydrodiberizofuranyl mid substituted or unsubstituled bexattydrodibenzofaaayi;
wherein said substitueas are selected from the group consisting of CF3, OCh, 5halogen, CIS S175,
straight or branched cbabi (Cr-Ciu)sikYL (Cres)alkylsulfonyl, substituted or unsuhstitated
(Cs-Cio)eyeloalkyi(C:RsRio/n, substituted or unsubstitutcd (C6-CrOspinicycloalkyl, substituted or
unsubstituted (C6,CWary4(CR912.10)., substituted or unsubstitated heteroaryl(CR9R40)1, substituted
a unsubstitsted (C6Q0)aryl(C3- 10CrOcycloalkyl, substituted or unsubstitated (Cren)bicyclic,
substituted or unsubsti brad adasnantyl, substituted or unsuhstitated indanyl, substituted or
unsubstitute:dtetrelinyl, substituted or uusabstituted bonmcycloheptyl, straight or branched chain
(Creut)alkoxy, substituted or onsubstituted (Cr CrOcycloalkoxy, substituted or imsuisstifuted
(C6,Cru)aryloxy, substituted OT ISunsubstitutedheteroaryloxy, substituted or imsabstiluted
pipaidinykeRsRioNa, substituted or unsubstitutedpiperazinyl(CRAion, substituted or unsubstituted
n-Galactam, substinaerl or unsubstituted 1etrahydropyrany1(CR9124, substituted or
unsubstiatediennhydrofuranyl(CR9R10., substituted or unsubstiluted 1,3-dioxanyl, substituted or
unsubstitated 1,3-dioxolanyl, 20(Q-COalkoxyethoxy, substituted or unsubstituted
(C3-COeycloalkyloxyedioxy, substituted or unsubstitaled (C'Ca)aryloxyethoxY and substituted or
unsubstinded heteroaryloxyethoxy; wherein is an integer from. 0 to 10;                 Rs and Rio ere the
same or different and indeperulendy of each other chosen 25from hydrogen or (Cr-C)alkyl; or R9 and
Rio taken together with the carbon atom to which they are attached form a substituted or unsubstitted
C3-C8 carbocyclic ring; and wherein said substitaents are selected from the aforernerdioned
subs-dam:Os; 30or a salt thereof or an enantiomer, stereo isomer or e auto= thereof or a raeemic
mixture themot and 



l0

l6t

isoquiuoliryl, subsliü¡led c lnsuhstibrbil quinoli¡yt, srbdiU!ßd or

uosuhstihúÊd @bdrodibeozofu¡q¡l ad sob{iIúed or rmsubditled

bcxuhydtodibcozoñrayl;

r¡yheefu. s¡;il substitu€ñ ã¡E sclcûtcd fro.m the g¡Dr¡p cotrsistitrg of CF¡, OCF¡,

balogoo, G.I, SF5, sbigh or hmnr.hed.l¡iu (C¡rCæ)skyL

(C¡-q)slktlrlilftryl ¡rrhstibed c lmsllbstitded (q-Cþ)cdoalkyl(Gr&oL
¡ub¡titr¡cd o¡ ¡¡¡substi¡ulcd (Cc4¡¡)æi¡osycloallryl s¡bstiûlod or

unsibstibted (C6Ao)aryt(&nro)* substiü¡led ø lmstúsliH€d

hrtoros¡yf(CT¡&0h, ¡r¡bstibled c usubstituted (CeC¡o)sy(Cr

q)þyctmlryl, substiffi or ¡¡rsr¡h¡ü¡ild (C¡C¡)hic¡dic, srbstintod or

lmsibsti U¡tcd ¡d¡q¡¡ntyl, *nbstibed c rnsrbstitutotl itd'ryt, sdhrtiü¡l¡d or

msubsftfedtetal.inyl substit¡bd orusqbstitred bazocryclohcptyl, sEEight

c b¡mc5cd clain (CrOvùÉo¡V, s¡bstiüú¡d orrms¡b¡titut¡d (C¡-

Cro)cycloalkoù<y, sribsti¡¡led c wruhstitted (C6CroÞ¡ylq,ry, suhiU¡ lcd d
r5 unsibstitUal ìøeroøyloary, ¡ubstih.úed or usubstitUd pi¡midiny(CTaR¡q)6,

substiEÞd oruûsubstiöttod¡n'¡oaziny(CReRloþ substiEtal or¡¡rsubstitued

(C4ÇIå!bD, subdit'4rd orr¡n¡bSit¡ted lctrahyùop¡tnry(CRgR¡qþ

sr¡bstih¡t¿d or usubstfur¿d1frhyd¡ofu¡¡try(R4P.{¡)6 cubetih&d or

uDsubsftúcd lSdicayl, s¡bcrítrncd c u¡sr¡bstifrEl lSiioxoløyl
2D Gr-q)alkagËlho¡ry, suhiû¡lcd d rmsuhrlit¡tcd (C¡C{)qploålkyl@qrëthry,

sub¡titúed c un¡¡bstiHed ((hCro)a¡ylor¡¡cthoV ¡nd sr¡bdiû¡þd or

unsubstituæd høamryloxyelbony; vùerein

m is u iateger from 0 !o 10;

Fe aqd Rro ¡rc fbt ssmc d diff€re atd índepeodaüy of -""h oü€r cüffc!,

2s froo \ùogcnor(CrQÞIkyl or

R, ånd &o Èkfl togethÊ( v¡ilh th¡ cqbou dm to which they ae atbched öm
¿ substi¡¡led irr t¡osùbñtitÍed Ca{ crrbocyclic riag;

and vÄ¡æi¡ said subslih¡eú ee sÊlccled fu.the abrcoeøio¡¡d

sbstihrøb;

30 or a sall lhs€ôfc an eDsntionr¡, stÊrtois@o¡ or I b¡¡bmã fhaeofc ¿r¿caic

aíxü¡¡e lh¡¡eoc atrd

oad wifr the exc*pîion of òc õUowing ooqouDdsr

and with the exception of the following compounds;  162
2-(2-methyl-pheraxymethyl)-2,3-diludni-oxazo1op,2-alpyrimidin-7-one;
5-methyl-2-(2-methyl-phcnoxymethy0-2,3 -thlaydro-racazo1o[3,2-a]pyrimidin-7-one;
2-(phenoxymethyl)-2,3-thlydro-oxazo10 [3,2-a]pyrimidin-7-one;
5-methy1-2-phenoxymethyl-2,3,5,6-1etrahydro-oxazoIop,2-a)Pytimidin-7-onc; and
52-phenoxymethy1-2,3,5,6-tetralaydro-oxazolo[3,2-alpyrimidin-7-o11e. 2.The compound as set forth
in claim 1, wherein - is a double bond; pis 1; 10is 0; X and Yam oxygen; RI and Ra are the sante CU
different and independently of each other selected from hydrogen, CF3, straight or branched
(C1-C10)alkyl, mono- or difluoro(Q-C4)alkyl, mono- or di-fluoro(Ci-C4)a1koxy(Co-C4)allry1,
15(C1-C10)allcoxy(C0-C4alkyl, (C6,Cli)aryl, (C6,C30)orykei-C4)a1kyl (C3-CacycloalkyI(Cc-C.4)alkyl,
(C3-Cskycloalkoxy(CirC4)alkyl, ilYdroxY(Ci-Cal or -0O2021-15; R3, R4 audits are hydrogen; Rs is
selected from the group consisting of substituted or =substituted phenyl, 20substituted or
misubstitute:d induayl, substituted or =substituted tetralirryl, substituted or unsubstiluted
benzocycloheptarryl, substibded or unsubstittted hexuhydrofluorenyl and substituted or =substituted
eyelohexyl; wherein said substituents are selected front the group consisting of CF3, OCF3, SFs,
fluorin; ehlotia; bromine, CN, straight or branched chain (Ci-Car)a11rY1, 25substituted or =substituted
(C3-C30)cycloalkyXCR9Ris), substituted or =substituted (Cs,C16)aryl(CR9R10)., substituted or
=substituted (C6,COaryl(C3-C3)cyc1oalkyl, substituted or =substituted (Cs-C33)hicyclic, substituted
or =substituted adamantyl, substituted or =substituted indanyl, substituted or tmsubstibitedtetralinyl,
substituted or =substituted 30benzocycloheptyl, straight or branched chain (Ci-Cs)allroxy, substituted
or =substituted (C3-CQcycloalkoxy, substituted or =substituted 
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212-me{hy1-¡heuo:r¡m.aty}Zj dfo¿ro-oøzolol37-¿Jpv¡inidirT-one;

5-mortyl-2Q-nøhylahcoo<¡ødy!-2,3dhyd¡oox¡zoloB'?-alpyrirnidin-7-one;

2{ph¡nuyoelhyl}2,3-dihydroct<azolo þ2-slPydmidin-7-orq

5-merhyl-2ahmcxynetþd-2,3j,Gtctahyüo-o*¡zolo[3,2"aJpyrinidin-7oq æd

2.phcoouçøaþla3,5,6-Þhatydro-oxazoloB,2-oþ¡iøidin-?-onc.

The com¡oud as sÉ ñfh in cl¡im 1, sñsein

:::: ir 
" 

do¡¡blc bon4

pis 1;

nis0;

X and Y arc ø<ygeq

& ønd R¿ a¡o Éc ss@E or rlifi€rEût 8!d i¡dcpe¡datly of cach olhs ¡elco{cd Âoo

hdmea, CF¡. sba¡ght ctra¡råcd (C¡{¡oþLbl' nono- ødi-

Âuoro(Cr{¡Þkyl, mo¡o- or di-fluoro(C¡{<)alkocíCrA)onvt,

(Cr4þ)alkoxlCoq)an(yL (C6Cn)aryL (CcAoþryl(G4Þltvl

(C¡{Ðcrcloaltyl(Cù-C{)dfyl (C¡C¡)E çloalkoxt(Cû-C.{)slkyt'

ny¿ruv(aQ)otyl or .CO¿QII+

&, R< ¡nd Rc a¡¡ bdmgeo;

fu i¡ ¡electrd Âoo lhe grorp consistiDe of srbctiñüed or rnsrbcetûd Pfuryl

substiubd or Esubstiured irdmyt arbstiüúcd or usrrbstiulrd tecaliry!

subñtitúd d u¡substiure¿ teozooyrlobr¡mrrl s¡Hí!¡lcd o¡ u¡sr¡bstihúld

bexøhydrof,uoryl md sr¡bstiEtrd or EsúEtitut€d cyclotqyL wàsrcì¡

esid substiq¡eú aE sel€rlcd ûoE tbs g¡ol¡P cusisting of G¡' OS¡, SFs,

fluo¡i¡e, cùlo'dnß' b¡¡ai¡e' CN, st¡igþ orbrmcbcd cùaÌn (Cr4rD)aIkÈ

substit¡ted or u¡s¡bgtitúEd (Cr4ro)cyclo6lryl(mtRlo)p., srhstih¡ted ø
rnsubstitrted (C5,Crc)at(G'tF.tqL' s¡bstittü?d duusubstit:trd

((hC¡o)aryl(C¡C¡)cycloallryl' suhstitr¡Þd r usibstihÍed (CrC¡¡)bicvcJic'

gllbstitsþd or ùsl¡Hitüod a¿ÄnantyI, st¡hrifiúEd c unsubstituÞd indmyt

$¡lbsti@d or ¡m.ubtiu¡edt*aliryl, substiursd or ur.8l¡bstiütël

tx¡iælt;lnh4¡fll staiEhl' sr hrúcbtd cüain (CrCz¡)allo¡ry, suhstiû¡Ed or

rrstúúinúEd (C:4ro)cycloolko¡ry, s¡bstib¡led oru¡substihled

163 (C6,Cra)ary1orcy, substituted or un.substhutedheteroarylorry and substituted or unsubstituted
tetrahydropyrany1(CR3R20).; wherein m is an integer front 0 to 2;               14 and Rio are the same
or different and independently of each other chosen 5from hydrogen or (C3-COalkyl; or 14 and RIP
taken together with the carbon atom to which they are attached fin B substituted or =substituted
C3-Cgiing and wherein said substituents are selected from the aforementioned substituents; or a salt
thereof or an enantiomer" sbereoisomer or a tautomer thereof or a meanie mixture thereof. 3.The
compound as set forth in claim 1, which is having the formula IL 15wherein: is a single or a. double
bond; R4 and Ra are the same or different and independently of each other selected from hydrogen,
GE 1 straight or branched (Cr-Cro)aBtyl, mono- or diihroro(er-COallcyl, mono- or
di-fluoron-COalkoxy(Co-Calkyl, 20(Q-CIOslitcx3(Co-Coalbl, (CagrOarYl. (C6,Crr)stYgq-C4e1kY1,
phenyisulfanyl(GrCOalkyl, phenylsulfmyl(C.o-Cr)alkyl, PheresaifonYr0-C4alicYl,
(C3-Ca)crioalitY1(Co-C4EdkYl, n-CrpcYclea1JkoKAC0-Coakii hYdrexACI-C4)ldhY1 or -COaCaRs;
RH and It12 are the same or different and independently of each other selected from the 25group
consisting of hydrogen, CF3, OCF3, SFs, fluorine, chlorine, bromine, CN, straight or branched chain
(Ci-C2)alit31. substituted or unsobs-tituled (C3-CrOcyclealkY4(cRaR1o)11, substituted or
unsubstinntd (C6,Cict)ary1(CR9R10),," substituted or unsubstiluied (C6,Cio)arylr2-  164 
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(qcro)aryloV, sbstiû¡ied c rnsubstitúut hcuwylory and subgittcd or

lmsuhrtiüûd tetr¡h¡¡ùoD rtry(G' &¡)-; wlaeia
m is a¡ inÞgcr .&!'D. 0 lo 2;

Rp md Rlo are thc samc o¡ dift¡em ""'l bdçødcatly ofach otf,s choscd

5 fioE hyd¡ogø. or (G-e)qII(tI; o¡

R¡ td Rro t"krû foge{b€f witù the csó@ abú b rrüich hcy are ¡t¡ecfrcd f¡"-'
¡ st¡h¡tiHed or rsubstitrüod C34¡ 'i^g

and y¡iËeb sa¡al sr¡htit¡mb ue seleded fi¡m Èe ¿fuemc¡tio¡eal

subñtitumb;

Io or a sü ûc¡cof or an """púionq, stæoi.meror ¡E¡baer lhaeofø a raceaic

nixfi¡re thseof.

3 . The oompormd ar set ñ¡th in cl¡io 1 , whi¡ù iß bãying the broula tr:

YY'P"-G;iq/Y*-
t5 whcfcín:

- 
isasingÞøadoublc boad;

& end R¿ s¡E tho sadc 6¡ diftre:n¿ sld i'vllpnadeñtty d-"rr q6F sclocEd from

hyùogEo, tr3, st¡a¡g[t or h-ncÍed (Crûolalkyl, noni or di-

f¡¡oro(CrarÞXryl, mo¡o. o¡ di-fl¡¡om(44ÞeqA(CùC{)alkyl

20 (Cr{r0)albr<y(qqÞXry1, (C6,C,0)eyI ((hCn)Eyl(C¡{.)alktt,

phøyl¡ultry(CoCqÞIkyt pløylsuEryKCû{-+ÞIkld,

ptcuytsulfory(a-C{)alb/L (qq)þycloqIky(Crc{)¿Ikyl

(Caq)þyclo¡1ko¡ry(CûqHM brd¡@q(C¡4ÞBI or {O¿C¿H¡;

Rr r md Rlz ae ûp sdc or. di ñrg¡t rnd inde,pcodoatly of cacih otås ¡elested ûDm tht
zs grou¡r consisting ofhd¡ogco, G¡, OCF3, SF5, fluminq cåIodnc, brmine, G{,

staight m tr¡¡ohod .h,i" (q{¿oÞktl, sr¡lxtit¡l¿d or u¡substit¡cd

(q4r0)cydoaejd(G.rR10L ¡ubctitúcd G ¡mfl¡bstiù.üÞil

(a,Cro)aryl(ft&eþ substihrtcd c ulsubstÍU¡tcd (Cú,C10Þy{C¡-

& (tr)

Cracychialkyl, substituted or unsubstituted (Cg-Cu)bicyclic, substituted or unsubstituted adamantyl,
substituted or unsubstituted indanyl, substituted or unsabstiated letnliayl, substituted or unsubstiterted
benzocycloheptyl, straight or blanched chain (Ci-C20)allcoxy, substituted or unsubstiated (Cr
5ClOcycloalkoxy, substituted or unsubstituted tetrahydropyrany1(CR94, substituted or unsubstituted
(C6,Cio)aryloxy and substituted or unsubstituied heteavaryhury; and wherein m is G or 1;                R9
and Rio are the same or different and independently of each other chosen 10from hydrogen or
(Ci-COalkyl; and wherein said stilastiaents ae selected from the group consisting of balogen, stroig,ht
a branched chain CrCroalkyl, phenyl, indanyl ond imidazolyl; or a salt thereof or an enentiomer,
stereoisomer or a tautomer thereof or a racemic mixture thereof. 15 4.The compound as set forth in
claim 3, which is selected from the group consisting of:
2-(4-isopropyl-phenoxymethyl)-2,3-dihydro-oxazolop,2-a)pyrimidin-7-one;
244-(1,1,3,3-tetramethyl-butyp-pbenoxyznethy11-2,3allydro-oxazo1o[3,24- pyrimidin-7-one;
202-(3-1ert-buty1-phenmgmethyl)-2,3-dihydro-oxazo1op,2-alpyrimidin-7-one;
2(4-tert-buty1-phenoxymethy1)-2,3-clihydro-oxazolo[3,2-a1pyrimidin-7-one;
24441,1-dimethyi-propylkpbenoxymethyl)-2,3 -dihydro-oxazol o one;
243,4-dimethyl-phencooimethyl)-2,3-dihydro-oxaz01o[3,2-abyrimidin-7-one;
252-(4-isopropy1-3-inethyl-phenoxymethyl)-2,3-dthydro-orrazolop,2-alpyrimidin-7-one;
2-(4-tert-butyl-2-metbyi-phenoxymethyl)-2,3-chaydro-oxazolop,2-o]pyrimidin-7-one;
2-(2,4-di-tert-butyl-phenoxymethy1)-7,3-dikydro-axazoIop,2-a)pyrimidin-7-onq
244(1-inethy1-l-phenyl-cthy1)-phtmoxymethyll-2,3-arydro-oxazolo[32-3]- pyrimidin-7-one;
3024441-phenyl-ethylyphe:noxymethyll-2,3-dThydro-oxazoloP,2-alpyrimidin-7-one;
242-chloro-4-(I,1-dimerhy1-propyl)-phenoxymethyll-2,3-d1hydro-orcaz0l0 [3,2-ajpyrimidin-7-one;  



let

C¡þycloalþl subúih¡led c r¡¡substit¡¡sd (CrCu)ticyclici subsliüted G

lEsuHituÞd 8dsDetyl, subs.titúsd or l¡lsl¡bstiüfcd bdanyl sutEtitûted or

usubstitrad tfalinyl sr¡bstiü¡trd or u¡suhlided bazoclclobc¡tyt steighf

or Ì''""chêd c'b¡¡À (Cr4zoÞ1ko:ry, substi!¡led c u¡sübstitrEd (Cr

Cro)cflo¡Ikoxy, sibstitr¡ttd c rnarbotiûrfcd moþdrapyruy(CR¡R¡q)8,

s'r¡bstÍt¡led or r¡suhlihÈd (c6'cl oþryl¡xy ad sìústiù¡Þd or r¡nsubstihled

hrtaoaryloxy; æd whcrcin

mis0orl:
Ro ad Rro ¡¡e lbe sme c difiecot aod iodÊP€nddly of cacù othr cbæm

fo'm bq/drogpo r (cFC{)ElktL

md wåerci¡ sai¡l obsti¡¿olb ãE sclettcd üoE lhe gtorry cd¡istiqg of Þalogo'

süaiglt or b'Eú'hed cå¡¡¡ Cr-Croslryl pbmyl, i¡d¡ayl ond iiìiá'?nlyl;

or a slf thcreof m a¡ cûsrtiouß!, strreoi¡offi c ¿ ta¡¡tøa ¡h¡reof or ¡ ¡aocrlio

mixt¡e thereof.

Ihe cø¡ounil as sst 6rth in clsio 3, wtich is ¡decæd ûoa fhe grory conrieting oÊ

2(4-Èopmpyl-¡hcoo:çm.cryt>¿3{ih/&o{x¡zoloB,z-aJpyrinidin-7oc;

2-t4{1.1,33-1ctsneth},1-húy}råøo¡<t'Ecthyll-zl'dihvùo-oxsøÃlot12-gil-

py¡ioidi¡-7-o¡e;

2{3-1ert-butyl-pheúr<Jmclbl)"2Jlibtúo-oxazoloB,z-alpyrinidin-7<rc;

2{a-tøt+utyl-¡hcoorprtþ}2,S{¡h¡d¡o-o¡rszolo[32¿løzimìcti¡-7<¡e;

Zt¿{t,t@-2J dihydrc+>øzolol32's]pvrimidin-7-

frrl;

2.(J,+dinethylrheoo¡<p4yl)-2Jdihydro<xazoloþp-alpyrinidin-?<ng

2{#isogopyl-3-mahyl-pheoevnerhy}23¡¡nyd¡qqrazpøt¡2.¿þy¡inidt¡-Z-onc;

2{+ert-butyf-2.ncdry'-phøoçmahy}2.3-dih$o<xazolot3,2-alp¡imidin-7-one;

2{"4{i-lc¡t-br¡ty1-pheno:<fme{hy}2'3{ihydm<xøolo[3'2.a]pvrinidin-7<nq

2.[+(l aeful-1-phenyl-cfhy]pbøoxynethyll-2.3{úy¿¡oox¡zoto t¡2-ol-

pFiEidirT-û¡c;

2-t+(1ahøyktly|¡henorynahyll-2,3dibydm-oxazoloB,2-aþnimidin-7<nc;

2-[2<!Ioro4(I,I -dinetåyl-gopy[pheoox¡nelLyl]-2,3ifttd¡awzolo

[32+Þy¡inidiu-7-one;

165  2-(4-12mmo-phenoxymeily1)-2.3-dihydro-mcniololpyrimidice4-one;
2-(4-ohlora-phenoxymethyl)-2,3-thliydro-oxazolo[3,2-alpyrimidin-7-one;
2-0-11noro-phenoxymethyl)-2,3-dihydro-oxazolop,2-alpyrimidin-7-one;
2-(3,4-dichloro-plienoxymethy0-2,3-dihydro-orazo1op,2-a}pyrimidin-7-one;
2-(3,4-difluoro-phemoxymuthy0-2,3-dihydro-oxazolo[3,2-a]pginxidin-7-one;
2-chlona-4-(7-oxo-2,3ydro-711-oxezolop,2-abytimidin4ybnalioxy)- benzoninile;
2-(4-tifInoromethy1-phenoxymethy1)-2,3-thlaydro-oxazdo3a-alpyrimidin-7-onq.
2-(3-trifluoromethoxy-phenoxymethyl)-2,3-dthydn-oxazolop,2-abyrimidin-7-one;
ID2-(4-trifluoromethoxy-phenoxyrnethy1)-2,3-thlrydro-oxazolor3,2-elpyrimidin4-one;
2-(3,mettiory-phenoxymethy1)-2,3-difrydro-oxezolop,2-ajppinfidin-7-one-,
2-(4-cope!-phenoxymethyl)-2,3-arydro-oxazoloP,2-abyrimidin-7-one;
2-(4-cyclabeacyl-phenoxymethy1)-2,3-dihydm-oxazolo[3,2-e]pyrinidin-7-one;
2-(4-cyc1ohexyl-phenoxymethy1)-5-rnetby1-2,3-thaydro-oxazo1o[3,2-a]pyrimidin-7- ISone;
2-(4-cyclohexyipbenoxymethyl)-5-ethyl-2,3-thlydro-oxezolo[3.2-alogimidin-7-one;
2-(4-c)clohexyl-phenoxymethy0-5-triguoromethyl-7,3-ditrydn:Haxozolo[3.2- a)pyrimidin-7-one;
244-(4,4-dimethyl-eyelehexyl)-phenoxyzadiv1)-2,3-chlydro-oxazolo[3,2-a]pyriroiclin- 207-one;
244-(3,3-dimuthyl-eynlohexyl)-ptienoxymethyli-2,3-clihydnr-onzolo[3,2-elpyrimidin7-one;
2-14-(4-tert-butyl-eyelohexyl)-phenoxyznatily2)-2,3-arydro-oxazoin[3,2-a]pyrinaidin7-one;
252-(bipheny1-4-yloxyznethyl)-2,3-thlaydro-oxazoIon,2-alpyrirniclia-7-one;
244-(tetrahydro-pyran-4-y1)-phenoxymethy1l-2,3-dihydro-olazo1o3,2-q-pyrimidin-7- onq
2-(4-indan-l-yl-phenoxymethyl)-2,3-dihydro-oxs.zo1op,2-alpyrimidin-7-one;
2-(4-tricyclo[3.3.1_13.7]clean-2-yi-phenomnethy0-2,3-dthydro-onzolo13,2-4- 3 Upyrimidin-7-one;
2-(4-imidnzolThyiphenoxymetray1)-2,3-thlydra-orazolor3,2-abyrimidin-7-one;  166
2-(4-(I-pheny1)-cyclohexyl)-phenoxymethyl)-2,3-dihydrtroxazolop,2-alpyrimidin-7- one;
241-cyclohexyl-phenoxymethyl)-2,3,5,6-tetrahydro-oxazoloP,2-a]pyrimidin-7-one;
2-(4-tert-butylrphenoxymethy1)-2,3,5,6-tetrahydm-oximolo13,2-abyrimidin-7-one;
5(S)-2-(4-eycioheryi-phenoxymethyl)-6-melhylsulfanyl-2,3-chaydro-oxamloP,2- 



r65

2{+homoahaotr¡nrûyl}z.3diþdm-oxazolo[3p.eb¡imidieT-one;

2{+cåIoophcoorymethy}2¡d¡hyùÞorozotD[3.2-afu¡inidin-7-ooc;

2{+fiuoroahcnox¡tmcthyl}2Jdibydruoxazolo[3J.+þ¡inidin-7orc;

213,adic,hlmo-plcoot<ynr¡!yt}2,3{i$ro-onzoloB,Z-oþnimídin-7<ner,

2{3,4Jifuca¡bcnox¡¡naùy}2"3Jiþdro-oramloBl,-algyriuidin Z<æ;

)a\ls¡sfr -oxe\3{i\¡úo-?IloxozoloBp-alpyrinidin-2-ylndhory}

b€ûztuihilq

2{,1-triAoorwclþlahenoaq¡methy'}2,3dSdroo<azolo[3 !-a]pyrinidia-Z<rç
2{3tifuconáoxy-phenox¡melhy}2,3¡ityd¡oo¡ozolot¡/,<l¡¡,rinidinZ-onc;

2{atifl@<tih¡¡rfrc-oxazolo[3,Z-ø]griøidin-7+ne;
2{3,4-dinetbory-¡hcooxyoethy}2,3lih¡úoox¡zolo[32-aþ¡ínidin-7<rq,

2{a^cyclo¡cutyt-pLeaot<¡nethyl}2J¿ly¿¡o<xaz¡lot¡ ),<.þryimiÃi*? -onc;

2{+cydo¡E ryL!åcootq'Eßt¡yt)-2Jd\¡dm-onzolol32-oþy¡imidin-7<¡c;
2{4c¡,r,loboryl-pheno*¡tmø,lhylþ-oclbl-2Jlihyd¡ocx¡zoloF2^Ãlpt¡iqidi¡-7-

one;

2{Acycloheryl-pbcoox¡metþtI}5+þd-29¡ihyd¡o-or¡zolol3 )aþry'' dtuA-ons;

2{+cdo}€*yl-phøoqmcútlÞ-tifuoronclhyl-13¡ilry¿ao¡ozolot¡l-
eþyrinidin-7one;

2-r4{4@-23{Mm-ox¡zoloB,Z-alpyrinidin-
7æ;
2-t+(3,3-dindyl-cyclohoç[¡hcaox¡m.clhylf-23{ifrreo{xazoloF2-¡þ:¡¡ínídin-

Taq'
2-t4{+art-buykyctohr*y}phøorynaby}2,3{ihyrlro<xazotot3,2-al-pyrioidir-

?<¡r;

2{hþhrnyH-ylosÆ@ 2¡dihy&o+xazolo[3,2-r]p¡inidin-7-oao;

2-t+(@3di\droæzolop,2,al-p¡ioidia-7-
mq

2{êirdarl-y1-¡hcnoxymø,lhy}2,3dihyd¡o<x¡ælo[32-a]p¡inidin-7-one;

2{+nicyolo[33.1-13,7]decm-2-1l-phenoxyocthy']2J{¡hyd¡o-<yrozolo132-¡I-

¡yrinidin-?-onc;

2{4-ímidazcl. l-y'.phao,cynÉftyl}2-3dftytuaxazo loBl,-rlp¡rimÌdia-7-oac;

abyricoidin-7-one: (S)-6-benzenesullnyi-Z-(4-cyclohexyl-phenoxymethyl)-7,3-dthydro-cocazolo [3,2-
alpyrimidin-7-one; 6rbenzimesulfinyl-2-(4-cyc1oheityi-phenoxymethy1)-2,3-dihydro-oxEczolo[32-
10alpyrinThidin-7-one;
(S)-2-(4-cyclohexyl-phenoxymethyl)-6-metbanesunny1-2,3-dihydrooxazolo[3,2alpyrimidin-7-one; .
(8)-2-(4-cycloheryi-pbenoxymethyl)-6-methanesuffinyl-2,3-fflaydro-oxazoIo13,2- a]pyrimidin-7-one;
35(S)-2-(4-cyclohexyl-pbenoxymelhyl)-5-pherrylsulfanylmetityl-2,3-dihydro-mcazoloP,2-
alpytimidin-7-one;
(S)-5-benzenesulfonylmethyl-2-(4-cyclohexyl-phenoxymethyl)-2,3-dilydroorazolor3,2-alpytimidin-7-one
; and 241-cyclohexyl-phenoxymethyp-s-ethanagulfonylmethyl-2,3-dilydro-mutzoIoP,2-
20alpyrimidin-7-one; or a salt thereof or an enantiomer, stereoisomer or a tautomer themof or a
racemic mixture tiaamot 5.The compatmd as set forth in claim 3, which is selected from the group
consisting of 25244-(1,I-dimethyl-propy1)-phenoxymethyI)-2,3-dihydro-oxa2olop,2-alpyrimidin4 one;
2-(4-isopropy1-3-methyl-phermyrnethyl)-2,3-dihydro-oxazolo[3,2-alpyrimidin-7-one;
24441-melltyI-I-phe:nyhethyl}phenoxymelhyl]-2,3-datydro-oxazolo[3,2-a]- pytimidin-7-one;
302-[4-(1-phenyl-ettry1)-phenoxymethyl]-2,3-dthydro-oxazolo[3,2-alpyrimidin-7-one;
214-cyclopentyl-phenoxymetbyl)-2,3-dihydro-onzolop,2-a]pyrimidin-7-one;  167
2-(4-cyclohexyl-phenoxymettLy0-5-melhyl-2,3-dihydra-axazolon,2-alpyritaidin-7- one;
2-(4-cyclohexyl-phenoxymethyl)-5-ethyl-2,3-dihydin-onzofop,2-ajpyrimidin-7-on%
2-(4-cyclohexyl-phenoxymeaty0-5-trifluoromethyl-2,3-dihydro-oxazoloP,2- 



7ø6

2{a{f -phmy}o1tùoho<y}¡troo<¡metþ}2,¡¿itl¡to+xazolot32-dpydnidir?-

on¿;

z{4^c¡,clohxyl-phmox¡mcþ}2,3J,Ccraþdro-o<azolot32+lø¡¡i¡ialirT-one;

2{+te*-tnrtyl-phrooxperby'>2,3,5,GffiåhtùD{x¡zoloB,2-al¡yrimidin-7-oe;

s (Slz{@th/sunn/¿å¡tyAro-onzolot¡2-
alpyrimidhT-onq

(S)-Gboozoesufñuy'-2{4-cyclohoryl-phøorym.c1hy}2,3dhydm-oxazolo 8.2-

aþyrinidin-7-one;

Gborænesulfnyf-2-(4-cyclotovl-pbenax¡,methy}2,3diþdmoxøolo[32-

lo rþ5aimidin-7-onc;

(S)-Z{+cyclolsryt*lmoq¡neth9>ÉÐltbslesulfrnyl-2Jli\{ro-

oxzolo[33a]g¡ímidin-7oc;

(slz(+cyctohcryl-pleoo¡rymelhylGú{b¡Dcst¡Ifi¡yl¿":{üv¿m-orazolot¡2-

alPYrimidin-7'oE

¡5 (S)2{a-cycloho<yl-¡baoxyncþfls-phmylsrtlhyfncthyl-z,3Jihydm-oxazolo[3,2-

aþtrimidin-7-mq

(SÞ5-bcozaesr¡hnylnøhyl-2{4+yolo}o<yl-pheao<ymetht}23dfrydc

oxazolop l,-alpyrinidin-?<oc; æd

Z{¿-cÈoh¡t<yt-pbûoFtnetbùtclh¡oesulft'nylmertryl-2,3JiL¡do<xazolo[3,2-

2Ã aþ¡ímidin-7<no;

o¡ ¡ sal! lhocof qr ån .ñ.n ÉDmE, sbÊo¡sþEa or a b¡úmer thstof or a ¡accu¡ic

mixtre Éseof.

5. The coqnrnd as set forth in dÂim 3, Y¡hic'h is solectcd fiom tùe grou¡r cmsisiDs oû

2s z-t+G,tdiøe'lh¡d-lmpylPh¡dd,qæctbvll-z'¡¡it¡¡¡¡uc¡¡otot32-€Ïuinidin-?-

orei

2{4-isogopyl-3-máhyl-¡hcaoryEetby}2,3dih¡dro<xazolo[3,z-aJpyrimidin-7<rc;

2^[a{-nahyl-I-p}cøyl-clty}påeomcymelhyU-ZJ¿h¡¡¡o-axazoloB'2+]-

pltrioiAiæZoq

30 Zt+(l-pt¡ol*trytlpt¡noxyo¡ltyll-Z-Z¿Wo-oxzmlol33-¿þy¡imidin-7-oe;

2^(4sl¡clopo9l+henoxymúyD2'3li\rúeoxøzolo[3,2-aþv¡inidin-7-oe

5alpyrimidin-7-one;
2-[4-(4,4-dimethyl-cyclobev0-phenoxymethyl]-2,3-dihydro-incazolo[3,2-elpyrimidin7-ong
24444-text-butyl-eyclohexy1)-phenoxyzaethyl)-2,3-daydnroxazolo(3,2-*pyrimidin7-one;
10244-inflaa-1-frphencpxymethy1)-2,3-dibydro-oxazo1o[3.2-a]pyrimidin4-one;
(S)-2-(4-eye1thexy1-3,5-dimethyl-phenarymethyl)-2,3-dihydro-oxazelo[3,2- a]pyrimidin-7-ene;
243-methyi-4-(3,3,5,5-tetramethyl-cyclohexyl)-phenoxymetTayl]-2,3-clihydrooxezoloP.2-abyrimidin.-7-
one; 15(S)-2-(4-cycloheryl-phenoxymethyl)-6-isopropyl-2,3-thaydro-oxazolo[3,2- alpyricaidin-7-one;
2-(4-cycloheacyl-plienoxymethyl)-6-(2-methinry-eih)1)-2,3-caydre-oxazole[3,2- abyrimidin-7-one;
2-(4-eyelohexyl-phenoryinethyi)-5,6-diethyl-2,3-thlydru-oxazolo(3,2-a] pyrimidin-7- 20one;
2-(4-cyclohexyl-phenoxymetlaya-6-phenylsulfanyl-2,3-dthydro-oxazoloP32- alpyrimidia-7-one;
(S)-2-(4-eyeloheryl-phenorymethy)-5-hydroxymethyl-23-dihydro-oxazolor3,2- a)pyrimidin-7-o=
250)-5-cycloheicyl-2-(4-cyclohexyl-phenoxyzaelhyl)-2,3-thlydro-oxazolo[3,2- alpyrimidin-7-one;
(S)-2elohexyl-phenoxymethyl)-5-(1-hydmxy-1-methybediy1)-2,3-thlydrooxazoloP,2-alpyrimidin-7-oue;
(S)-2-(4-cyclohexyl-phinarymethyl)-542-hydroxy-ethyl)-2.3-thaydre-oxazoloP 30alpyrimicria-7-one;
(S)-2-(4'propyl-biphenyl-4-ykersymetly1)-2,3-daydre-oxazolo[3,2-elpyrimidin-7-one;  las
(8)-2mettryl-biphenyl-4-yloxymethyl)-2,3-dihydro-oxazolop,2-ajpyrimidin-7- one; 



167

{4cyclohexylahøorymáylþ-rstbyl-23dhydm-orazolo[3],-r]gyriuidia-Z-
otr'ç

2{+cycloho<yl-p}eno¡rynelhy}S<¡hy1-2,¡dihydm-ofåzolo[3,2*þ¡inidi+7oq

2{4-<¡,cloùc*yl-phøorymúyl}5-titucoocthyl-23-di}O¡lro-spzolo[32-

algydridin-?+nc;

2-ta{afdinøhyl-cyclobery}¡h¡oo<¡¡mcAyl-[3di\rdm-oxazolo[3,2-o]py¡inidin-

7'øq
2-ta{a-ut-butyt-c¡rc,lohory}phcoox¡¡nahyl) J<futo-mælo[:l-a]-n¡iøi¿¡n-
7øs;
2{+indauJ-yl-¡hcaoamethy}13¿ibd¡o<¡r¡zolot¡,2.aþ¡imidin-?-one;

(SÌ2{4{toloborJl-3,5{ineñ¡d4broolq4rhyl>2,3dihyùo-o<azobtr,Z-

alp¡¡¡iøídi¡-7-oe;

2-t3-nsüyl-(1,3,5,5-EÉ@slhyl-cJdobor¡l}.¡høoryurûy!-2,3dilryrho-

oxozoloB.2alpyrinidin-7-one;

(Sl2(+cyclobct<yl-phøorynúflGisop¡ofryl-23dihyùoaløzolo[33-

alpyrinidin-?rne;

2{a<¡tclohoryl-¡truox¡mcþ}6{2-nabo:ry-c@}2.3{ihydtooxazoloB.2-

aþ¿inidi*7-orc;

Z(4<Jittohørtl-phcnorryÀ€rüyl>5,6{iah9-23{ihyùo-orazolo[32*] pnimidin-7-

@Ei

Z{¿-c¡tcto¡eryl-@,3{@ruoøzoloB,2-
aþ¡inidin-7-onc;

(S!z{a+5rclohexylahmorynøúy'þ-hydrox¡'nelhyl-ZJdihydrooøzolo[3,2-

alpyriEidiÀ-7o€i

(S)"5-cyc,loharyt-Z(q-cfchnecyt*heno¡ryosüryD2¡{ihydmæzoloB,2-

aþnimidin-7-one;

(S)-Z(<yctolarytahcrorynethylþ{-\dmry-1-netþl-cúy}Z,r{frydrD-

cazolo B.2-aþ¡inidin-7-og
(S>2{4<tclohnJl-phaoxymerþ)-S{¿-bto¡V+tyt}Z,3dihyùuoøzolo[3,2-

alpyrinidin-7'ono;

S)-2{4-popyl-bi¡heoy'+ylcymeAy}2J+Ayaro-oxrzoloÞZ-oþyrinidin-Z<¡ei

(S)-2-(41-tert-butyl-bipbenyl-4-71uxymethyl)-2,3-drlydro-asazoIop"2-a]pyrimiciin-7- one;
(S)-2-(4)-ethoxy-biphenyl-4-yloxymethy0-2,3-dilaydro-oxazolo[3,2-a]pyrisoidin-7-one;
(S)-2-(2'-chloro-bipheul-4-yloxymethy1)-2,3-dtlaydro-oxazol013,2-alpyriaddin-7-one;
2-(4-cyclohexyl-phenoxymethyl)-5-ethylsulfanylmethyI-2,34Thydro-oxazuloll,2- a]pyrimidin-7-one;
2-(4-tert-buty1-phenoxymethy1) 6 ethyl-2,34.1ydro-unzoIopa-a]pyrimidin-7-one;
2-(4-bicyclo[3.3.11non-9-yl-phenoxypnethyl)-5-fluoromethyl-7,3-dihydro-oxazolop,2-
alpyrimidin-7-one; 2-(4-tert-butyl-phenoxyrnethyl)-5-melhoxymethyl-2,3-dihydro-oxazolo[3,2-
alpyrimidia-7-one; 7-one; one
(S)-2-(4-tert-butyl-phenoxymetly1)-5-etbyr-2,3-dihydro-mcazolo(3,2-alpyrimidin-7- one; and
2+1-cyclohexyl-phenoxymethyl)-2-methyl-2,3-dihydm-oxazolo[3,2-alPyrimidin-7- one; or a salt thereof
or an enandomer, stereoisamer or a taulomer thereof or a racemic mixture thereof 6.The compound
as set forth in claim 3, which is selected from the group consisting of
2(3)-(4-bromo-phenoxymethy1)-2,3 (S)-dihydm-oxszoI43,2-alpyrimidin-7-one;
2(S)-(441,43,3-tetramelhyl-huty1)-phenoxymethy11-2,3-thlydro-oxazoIo13,2-a]- pyrimidin-7-one;
2(S)-(4-tert-butyl-phenoxymethyl)-2,3-thlydro-oxazolo[3,2-a]pyrimidin-7-one;
(S)-214-(4-trifluoromethyl-phenoxy)-benzyloxy]-2,3-dilydro-oxazolop,2a]pyrimidin7-one;
2(S)-(4-cydohexyl-phenoxymethyl)-2,3 -chlydru-oxazolo [3,2- alpyrimi din-7-one; (S)-2-
(4-cyclohexyl-pbenoxymethyD-5-ethyl-2,3-arydro-oxazolo[3,2-alpyrimidin-7- one;  169
(S)-2-(4-cyclohexyl-3-mayi-phenoxymethyl)-2,3-dihydro-oxszolop,2-ajmnimidin-7- on
(S)-244-(3,3-dinrsethyl-cycloheryl)-phenoxymetivii-2,3-cblydro-oxiszolop,2- abyrimidin-7-one; 5(5)-2-
[4- (4.4-diThoro-cycloktexyl)-phenoxym ethy11-2,3 -chly dithapcazolo 13 ,2- ajpyrimidin-7-one;
(S)-2-(4-cyclohexy1oxy-phenoxymethy1)-2,3 -dihydro-oxazol o [3,2-akpyrimidin-7-one;
(S)-2-(4-phenoxy-phenoxymethyl)-2,3 -dihydro-oxazolo ,2- alpyrimidin=7-one; (S)-2- (41-bi cyclo [3
.3.1inen- 9-yl-phenoxymethyl)-2,3 -dthydro-o xraolo P ,2-ahrpimi 107-one; 



l6E

(S)-Z{Zþ'@{iþdrc-oxazoloBp-aJpvrimidin-7-
o¡r¿;

(S>2{4'-ttrt-buttt-Upler¡l-1-ylo:r¡mcahyl}2"3dihrd¡o-¡¡razolo[3,2.4]gvdnidtu-Z

otc;

gfz{a'+hoxy-bi¡beuyl+ylcxyneü¡f}!3öydtuorøzolot¡2-alp¡trioidi¡-7-one;

(SÌ2{2'dlo¡o-bþb¡¡y'a./or¡øenh9}2,3d¡by¿ro-wzoloB !-alpytioidin-7-orq

2{a+yclohoryl-¡üøo)cyneüyl)-5+lhylsulÊrytncúyl-2,3dihylrooxazloB l-
alpyrimidin-7-og

2{l-tc<t-hrtyl-plcaoxymebylþ<thyl-2,¡diü¡¡*o-ox¡zoIo[3.2.eþyrinidir?-onei

2{+bic¡,c1op.3.1þon-Fy1-phcooxynreúyt}5-flummcúy'-2,3{iþùo+xazoloB'z-

aþnimidirT<ne;

2{a+rt-brryl-¡hrnax¡'nelhyl)-5-mclhou<pethyl-2,3diåyd¡ooxszobF2-

aþyrimidieT-one;

2{+øt-brtyl-phrno>r¡mclty'}s-flumuneeyl-2,3iiþd¡o-opzolot3'2-¡þv¡inidin-

7øq
(Sp(+lcrt-brtyl-¡heno*ynethy)5-€lbyl-43diþdroo¡<¡zolot32-alpv¡imidin-7-

o¡oi a¡d

2{a<yclohø<yl-¡hcaox¡.mahy}2-mrlty'd3di$rD<t¡@zoloB.2-alp¡inidin-7-

o.Þ.c;

o¡ ¿ sslt fbc{Eof or m Ê-ntítiorneû', sÈ¡toisomg ú a ts¡¡lonq fbe¡eof o¡ ¡ mmic

nixtue ¡he¡eof,

The comporntt as sct fcth in cl¡im 3, vÀietr is selected from fhc grorp consistiag, oÊ

2(s)(+hooo-phnoqrmøhy$?"1 (Sþiþram+xazolol3'z-¡JfvdniditT+¡c

2(S>[4{1,IJ3.tehtofhyl-brryt}phrnoamrfhyl]-2,3'dih¡dro+xazolo132-sl-

Fydnidir?ûr;
2GX+ert-brtyl-phøo<fmelhylÌ2J{ih¡ùo+xrzoloBp-olpvrinidirToq

(S)-2-t+(+tif,uomeúyl-¡broory|bøzyloxyl-l3J@ro-oxazolopJalpvrinidin-

7<¡c',

2(SX+cyctohsyl-phcoo¡çmethv[I43 ¡ny¿¡o<xszolot32-alpfimidin-7-onc;

(.S|2{a<yclohø<yl-pbe¡orynefyÐ-S<thyl-Z¡{ihtdrûol<azolD[32-s]p¡¡¡inidia-7-

@E;

(S)-2-(4- tert-b utyloxy-phenoxymethyl)-2,3 -dihydro-oxazolo [3,2-alpyrimime; 65)-244-bicycle [3
.3.1]non-9-y1-phenoxymethy1)-5-eih34-2A-clihyditp-orazo1or3,2- abyrimidia-7-ono;
(2S,61t)-2-(4-cycinhexyi-phen oxymethy1)-6-methyl -2,3,5,6 -tenhydru-orazolo [3,2-
15alpyrimidiu-7-one; (28,6 S )-2-(4-cyckpliexyl-phenoxymetlaya-6-methyl-2,3,5,6-tetrabydra -oxazolo
,2- abylimi dim 7-one;
(S)-2-(4-cyclultaxyl-pheaoxymetlay1)-6-meki-2,34thydro-oxazoIo13,2-alpyximidin-7- one;
20(28,6R)-2-(4-cyclohexyl-phenoxymethyl)-6-ethyl-2,3,5,6-tetrehydm-coutzolof3,2- alpylimidia-7-one;
(2S,65)-2-(4-cyclohexyl-phenoxymethyl)-6-ethyl-2,3,5,6-tztnhydro-oxazolop,2- abyrizoidin-7-cmc
(S)-244-(3,3,55-teframehyi-cycl ohexyl)-pbenoxymethyll -2,3 -calrydro-oxazolo [3,2- 25alpyzimidirt-7-o
ne; (S)-2-(4-cyclohcayi-phenoxynethyl)-5-propyi-2,3-dflaydra- oxamloj3,2-ajpyrimidini -7- one (0-2-
(4-cyclohexyi-phenoxymethyl)-5 -phenyl-2,3 -dthydro-onup lo ,2-abyrimidirs-7- one;
30(S)-214-(4-tert-butyl-phenoxyHthenoxymethyl]-2,3-dihydrcp-oxazo lop ,2- alpyrimidin-  170
(S)-2-(4-cyelohexyl-phenoxymethy1)-7-exo-2,3-daydro-7H-oxawlop,2-a]pyrimidine5-eathoxylic acid
ethyl ester, (S)-244-(4-cycloheryI-phenoxy)-phenoxyznethyli-2,3-dEydro-onzolop,2- alpyrimidin-7-one;
5(S)-2-(4-oyeloheicyl-pbenoxymethy1)-6-ethy1-2,3-dilydro-oxazo1op one;
(S)-5-ethyl-244-(3,3,5,5-tetramethyl-cyclohexyl)-phenoxymethyll-2,3-thlythu- oxazolo [3
.2-a]pyrimidin-7-one; 



l@

$!2(cryolohexyl-3-návl-ploooxynahy}23.dibûo-oxnzolop+alryrtnidhf-
o¡q
(S>2-[+{3J@3Jfryúo+xazo{r,z-
alpyrimidin-7one;

(S}.2.[+(a.,Hifluoro-cyolohexylþhøoxymethy{-\3{ihyùuorazolopp-

aJpyrimidirT-onq

(SlZ{-c¡,clotn<ylory-plaorynAlyfp3di\rdm-o<azolot¡"Z.qb¡iml¿in-Z-o¡q

(SlZ{+pløoxyalaorçmaúy}ff -ailyamorrzoloBJ-aþyrinidin-7-orc;

(S)2-(4tic¡'oloB.3.llno+9-yl-¡!caox¡¡mer\¡I!2Jjih]úo{xøolotJ2-øIrydnidi!-

7<¡e;

(S!2.(+trrt-tuttlôrry"herorq/ñdty}43-rti\¡ùo-oxazolot3l+þrrimirlin-7-onc;

(.S¡2{+bicFo[3.3.1]nor-9-yl-¡]eoor<¡'nethyl)-sáy'-2,:l¡b¡tm-o:ozotots'2,

aþ¡inidin-7+as;

(2S'ql2(4+yclohqrl-!Ëåorqmelhy}óndf -ZiJ,C-ælyUrçmzoloF,z-
aþyini<lirTonc;

e-S,6sÞ2{aq,ch}F Ð¡t-¡hcno¡qmeel,}6:ngftl¡l-2,f J,ó.tota\dro-oxzolot3,2-
alpyrimidfu.T-oq

g!2{ <.yclubryl-¡úruoameùyl)+rrñrl-Z}dihyùoæzolot3 2-aþrriÅi¡-7-
oDc;

(2S,6R!ãa<frnretlt-¡hwrryncthyl)6+tü:d-2,3J,Étr¡þd¡oq¡æloI¡2-

alpyrimidi+7oæ;

(25,65|2-(+cyr,lolo<yl-phøoxymøbyi)-éet¡yl-2,3,5,CeUh¡¡dn-oxazoloB,2-

aJ¡yrimidin-7oq,

(Slz-ta{3,3J,s-tetmeftrl,cycloho<y}phøoarneúyfl-2,3Jihyd¡o+¡ozoto[33-

al¡¿nimidia-7<nc;

(8}.2{4-ctcloh€oryl-phøo¡<tnE htlÞgopy'-2jlihyùooozob[r,Z-aþyriuidin-7-
org

¡8/-2-(a<1aloüøryI-plxaotryaahy)5ahø¡l-Z,rJilydro-orazoloBp-alpyrinidi+7-

or¡ri

(S)-Z-[+(+tut-buyt-pløory]¡høox¡'netytl-2]dib¡dm-oxazoloIJ"2-¿þy¡inidin-

?¡nel

(S)-2-(4-pentalluorosulfar-bc:nzylo xymelhyl)-2,3-dihydro-oxazoIo[3,2alpyrimidin-7- 10one;
(S)-5-ethyl-244-(3,3,5,54etramethyl-cyclohexyl)-phenoxymethyl]-2,3
-dihydrooxazolo[3,2-alprimidin-7-one;
(S)-2-(4-cyclohexy1-3-isopropyl-phenoxymethy1)-7,3-dthydn-oicazolo [3,2- a]pyrinildin-7-one;
15(S)-244-cycloaxy1-3-ethy1-phenoxymethyl)-2,3-dillydni-oxazelo [3,2-a]pyrimi din-l- one;
(S)-2-(4-cycloheryl-phenoxymettly0-5-cyclorropyl-2,3 -ditydru-oicazolo[3,2- alpyrimidin-7-one;
(S)-5-n-buty6-2-(4-eyelthexyl-phenoxymethyl)-2,3-dihydro-oxazolo13,2-alpyrimidin- 207-one;
(S)-2-(4-cyclohexyl-phenoxymethyl)-5-cyclopeatyl-2,3-dihydro-orazoloP,2- alpyriznidin-7-one;
(S)-244-cyclohexyl-phenoxymethyl)-5-isobutyl-2,3-dihydro-o:KazoloP,2-abyrinidin7-one;
25(51-2-(4-cyclohexyl-phezto2cymetliy0-5-fluotomethyl-2.3-dThydro-oxazoloPa- abynimidin-7-one;
(S)-2-(4-eyelohexyhphenoxymethyl)-5-methoxymethyl-2,3-dihydro-oxazolop,2- Opyrimidin-7-one;-
(S)-2-(4-cyclohexyl-phe:noxymethyl)-5-(1-11uoro-1-methyl-eth)l)-2,3 -dihydm-
1Doxazolor3,2-alpyrimidin-7-one;
(S)-5-11uoromethy1-244-(3,3,5,5-tetramethyl-cyclohexyl)-phenoxymethyll-2,3-
dihydro-oxazolo13,2-alpyrimidin-7-one;  171
(S)-2-(4-bicyclop3.11non-9-34-phenoxymethy1)-5-methorymethy1-2,3-chlridrooxazo1oP,2-abyrimidia-
7-one; (5)-244-hicyc1or3.3.1inan-9-y1-phertrozymeday1)-5-methy1-2,3-darydro-onzo1o13,2-
abyrimidin-7-one; 5(S)-2-(4bicyclo[33.1]non-9-y1-pbenoxymeihyl)-5-buryl-2,3-dihydro-mtazoloP,2- 
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(8!Z{+c¡clohocyl-pheno><¡mcúy}7-co-!3{ihf,m-7ll-cazoloþ2,.ri-lryioidinþ'

S+aboxylic acid clhyl ostr,

(S>2{4{-cyctohãyl-pløoxy)-plcaoxprelty[-2,3{ihydm-ox¡zolo[3,2-

aþ¡inidin-7<.u.c;

5 (+X+cyDlohexyl-ptrno:cymelþ)6+rhyL2,3{4dm<ç¡zolop'2'alpyrimidin-Z

ODE

(S>5{thJd-2-t4<3,3.5J-æuaoøþl'cycloher¡f}pherox¡nctùy[""?{üyùD-

oszolo [3,2.4]fy¡ioidi¡-7-o¡c,

$!2{+pø.hf,uomsulfirbøylox¡mcthy}2,aJiþùo-oxzolot32alpyrinidin-?-
l0 one;

$)-5+thyl-2-[+Q3JJ@]-2'3 dibtdm-

oxezolo[3],+.þ¡inidia-?oc;

(S¡2{44tclo}p<yl-3-isopropyl-¡høorynøþ}l¡¿l¡¡tooøzolo F2-
aþ¡imidin-7-ooe;

15 (sÞ2{4<tEloúEql-3-ahfl-¡hcooam@}2p¡¡t¡¡¿m-oozoloF3--¿lpyri¡idin-z-

one;

(S)2{a-c1ælohexyl-phoaorynethylþ-qdopopyt-23 dihyùcoøzolol32-

alpyrioidirT-onc;

(+5-!-büyt-2{4-cFlohetvl-Ph6oùqmcúy}2¡{ibtdm-orazolot32-¿Ip¡trÍnidin-

20 Tqne;

(slz{¿+yc,roøvl-¡høc¡¡netbr}s+rælopcayl¿¡¡i¡va¡o-mirtot¡2-

eJpyriridù-7-one;

(SÞ2{+cycloåe¡cyl-pheno:rymúyf}5-isobrtyl-2Jdihy¡frcoozolot¡¡^a]pyËøiAi*

7-oe;

15 (SlZ(C<''Elohöryt-Ph€oovngtlyt>5-fluommc&y1-2,¡{Mrcox¡zotot¡2-

alpyrioidirToc;
(S}}(+cyclobp<yl-phmonrnelhy}5-o¡lùoryEethy'-29dhyùaoxazolo[32-

alpyrinidin-7-oe;

(SlZ{¡-c¡ct¿¡¡<yþn¡oo¡cfoøhyl)'S(1-flumo-1-methyk&y'}2J dibtdm-

30 o:ozolop,2.alpyrinitlinT-one;

' (SÞ5-fr¡o¡oo.ottl-2-[4{,3j.54crrtcrhykyclobory}phmo4¡mctåyfl-2J-

dih:d¡ao<¡zolo[32-ab¡initlieToe;

alpyrimidin-7-one; (S)-2-(4-hicycloP.3.1]non-9-yl-phenorymedryl)-5-cyclopentyl-2,3-thlydro- oxazolo [3
ar alpyrimidin-7onq (S)-5-methy1-244-(1,1,3,3-tetramethyl-buty1)-phoroxymethyi]-2,34arydro-
10osazo1o[3,2-ajpyrimidin-7-on%
(6)-5-dhyl-244-(1,1,3,3-tetramethyl-buty1)-phenoxymelhy11-2,341thydro-oxazolo13,2-
rapyrimidin-7-one;
(S)-5-flouromdhyl-2-[4-(1,1,3,3-tctramethyl-butyl)-phenoxymethyl]-2,3-driydramtazoloP,2-alppimidia-7-
one; 15(S)-5-methoxymethy1-2-[4-(14,3,3-tetramethyl-butyl)-pbenoxymethy]J-2,3-thlydro-
mozoIo[3,2-a]pyrimidth-7-one;
(S)-2-(4-cycloheiryl-phenmrymelhyl)-5-ethoxymethyl-2,3-dihydru-oxazolo[3,2- alpyrimidin-7-one;
(S)-2-[4-(4-isopropyl-phenory)-phenoumethyl)-2,3-thlxydro-wmzoto[3,2-alpyriculdin- 2117-one;
(S)-2-(4-b lapin
(33.Ijnon-9-yl-phenoxymethyl)-5-eyclopropyl-2,3-dihydrooxazolo13,2-a]pyrimidia-7-one;
(S)-2-(4-bicyclo[3.3.1]non-9Lyl-phenoxymethyl)-5-isobutyl-2,3-thlydro-onzolo13,2- alpyrimidM-7-one;
and 25(S)-2-(4-cyclohexyl-phenoxymethyl)-5-ethoxy-2,3-thlryilm-orazolo[3,2-a]pyrimidirt-7- one; or a
salt thereof 7.The compound as set forth in claim 3, which is seleo:ed frorn the group 001360fing of
30 ARM4-hromo-phenoxymethyl)-2,3111}dilrydro-oxazoIol3,2-alpyrimidin-7-one; 2[234441,1,3,3
-te1ramethy1-buty1)-phenoxymet1iy11-2,3-dihydro-oxazo10 [3,2-a] pyrimi din-7-one;  172
2[R]-(4-tert-hutyI-phenoxymethyl)-2,3-daydro-oxarolor3,2-a1pyrimidia-7-one; and
2[R1-(4-cyclobexyl-phenoxymethyl)-2,3-dihydro-oxazolop,2-ajoritaidin-7-one; or a salt thereof
wherein: 



t7I

(SlZ{+ticyclo[33. tþon4-yl-phmo:r¡'nclþ[5-nctbo:r¡'ocUryl-2,¡¡f¡Jdrc-

oxøoloBftlp¡rinidir-7-oac;

(Ð-Z(¡+icyclo13.3.llnarlyl-¡haogÆEtüyl)-5-Dsthyl-2¡dihyd¡qo¡ozolo[3J-

aþyrimidin-7+rc;

5 (S>2{+bic¡lo[33.1]nm-9-y'-pbøoxymot¡yl]5-brúyl-23{¡hydro4tÃhtþVl2-

alpyrinidin-7-one;

(SlZ{+bicyoloB,3. 1þø9-yl-phøc¡metftylþ-c¡,lopoty1-Z,l-dfodro-

o>ozolo B l-aþnimidin-7onq
(SÞtnctbyl-Zta{,1,3,3-temeùyl-hy}p}eooryuc@l-2,3-d¡hyd¡È

to oxzolo[3],-*Jpyrinidil-7<nq,

(S}sdyl-2.t+(1,1JJ-teraetþl-trtylple,noxynot¡Vü-2,¡d@¡o-ox¡zoloI¡?-

a]py¡i¡idi¡-?¡q,
(S)"s-floonndyl-2.t+(1,t33-@-43ìùrdro-
ot¡zolo[32-alør¡inidin-7-one;

15 (S!5-me.tbon1m.uþl-2ta{t,t,rJ-ctmuþ1-Ut¡t}plcoo¡qmctbyll-2,3dihyùÞ-

oxazolo[3J+Þ¡¡rinidin-7-o¿;

$!2{a-cyclohoryl-pboaox¡'mcthy}s<thoxynahyL2JdihyùroxazoloBl-

alpyimidirT-onc;

(9}.2.[+(+isrgopylahøaxy]phøor¡mcúy'J-2,3{ihJrd¡o-ox¡zoto[3,2.oþyrimidin-

2Ã 7-ouc;

(Slz{+bicyclo þ3. llnm+y'-¡bnox¡mcþI}5qplogqryl-23{ihydú-
onznloB)-{pynmtttr-7-ooe;

(S)2-(+biqalot3.3.llno+9.y1-pb¡q@S@ct¡y'!5-Èohúyl-2.3-dihy&!-o¡<szolo[3r-

alry¡iEiditr-funr; úd
7s (3l2(a+yolohcxyl-plenoxyoethy!5+tho:ryaJdifryeo-onzolo[r,Z-a]pyrinidiæ7-

mE

ú a salt thrreof

7. Tte compoud ¡s 6et fríh itr.l¡in 3, s¡tich is selededtom tlc grou¡ consisti4 oÊ

30 2ß]{+homo-ph¡aoxfnerhy}¿3[nl¡8am-or¡zoIo[3p-a]pyrinidin-7-onc;

2ßl-[+(1, IJJ -tetansüyl=butyÐ-phaot<pethyt]-l3dihyùo+xazolo [3,2-a]-

pyrimidia-7-one;

- is a double bond;               R2 is hydrogen, CF3, straight or brandied (ci-CiOalkyl, (C.6"Cto)aryl or
to(Cs,CidariCt-Ci)alkyk if Rai is attached to the aromatic ring, then R 13 is hydrogen, CF, , 0CP3,
fluorine, chlorine, bromine, (Ci-C4)alkyl, (C3-00cycloalkyl or (Ci-C4)a1koxy; if 1113 and Rn are both
reached lo the saturated ring, then 15R13 and R14 are the same or different and independently of
each other chosen from hydrogen, n-coakyi or phenyl(CRatto)m; or R13 and R14 taken together with
the Gabon atom or carbon atoms to which they are attached form a substituted or uusnhstituted
C3-C.5 Garbocyclic ring and wherein 20m is an integer from 0 to 3; R9 end Et10 are the same or
different mid independently of each other chosen from hydrogen or (Ci-COalkyl; and wherein said
substituents are selected from the group consisting of halogen, straight or branched chain CrCioalkyl
and phenyl; 25or a salt thereof or an enaatiomen stemoisomer or a tantomer thereof or a racemic
mirture thereof 9.The compound as set forth in claim 8, which is:  173
2-(indaa-5-yloxymethyl)-2,3-dihydrn-orazolo(3,2-aipyrimidin4-one; or a salt thereof or an enartiomer,
stemolsomer or a tautomer thereof or a racemie mixture thereof 510.The compound as set forth in
claim 1, which is having the formula IV: 



8.

tzr

2tRl{it-m-Lutyl-pbcao¡q¡Esrhyîp-3õyd¡cor¡zolol¡l-a]pvrimidi*7-ooc; anil

Ztnl{<yUoforyt-plmor¡mønyt}Z':{iþdm-oxazolo[3!-aþ¡'rimidin-?-onc; ora

selt the¡mf

Ihe oøpouod as set fõEth in' ¡Iti'r 1, vÀicå is lavilg he f¡ mttl'a III:

*tLo-..-^
y\ro__-''--t)-lV

li--- -ñ.-,- 
-\7- - -R,.

\;/
IR. (m)

whseín:

- i. rdouble boo4

Rz i¡ hydmge¡, C.F¡, süaigþ or branc.hod (qCþþtVL (C6,CroÞyl or
' 

(CcCrcÞryf (cr{dzlkyl;

if R¡¡ is athclcd to thc armaric ring úen

Rl¡ i¡ hqdrcged, G3, OCF3, fluoring c'hlcinc' b¡uiæ, (CrqÞlkyl

(Crq)tdoalkyl or (Cr{<ÞIkorY;

if R¡3 ald R¡ sre boú tiftÊltcd lo ttp stræd -¡g llrcû

R¡¡ a[d Rr¡ a¡e t¡e ¡am¡ or diftr¿ú md indepeadcdly of each oth¡r ctrosco Êom

þlrüogeú, (Cr-C<)sllryl or plmy(CR¡Rro)"; o¡

Rr¡ td Ru trbo bgethc( with lb! c&üotr ún or Brùûn al@s to vrbic'h tàry are

øched ñm a sr¡bstiû¡trd or u¡sutstih¡d C¡-q osóocyslic dÃ& 8¡d

wåEeil

n ís an i¡Egp¡ ñom 0 to 3;

R¡ o¡d R¡o a¡e lhe ¡amc o¡ cli.ffqem md inde¡endca{y of ør.h oth¡r chosco

Eo'm hydrogen or (Cr¡<)alkyl;

snd y¿ùûeiû ssid substituøl¡ ae ¡electcd ûom lhe eroqp odsistiÃg of¡¡Iogco'

sbaigbt or b,rmcåoil clnin Cr-Croalkyl a¡d pbcoÈ

o¡ a slt ùseof r a! e¡eplioÍñ pr, slefeoiso¡Der or e híûr¡ef tlc¡cof or a racoíc

nixtre lh¡¡eof

lbc cupo.ud a.s sct forth i¡ cl¡in 8, whicå' i.e:

R13 0 wherein: - is a double bond; R2 is hydnigen, CF3, straight or branched (Ci-Cio)ancyl,
(Cs,Cto)aryl or 10(C6Cle)arYitC1-C4al1cY4; if R13 is attached to the aromatic ring, then Ri3 is
hydrogen, CF3. OCF3, fluorin; chlorine, bromine., (C1-C.4)a1ky1, (C3-Cs)cyeloalicyI or
(Ci-COallcoxy; if Rj3 and R.14 am both attached to the saturated ring, Then /5R13 and Rj4 are the
same or different and independently of each other chosen from hydrogen, (Ci-C4)alltyl or
phenyl(CRoRto)m; or Ri3 and R14 taken together with the =bon atom or carbon atoms to which they
are attached form substituted or unsubstituted C3-C6 carbocyclic rinx end wherein misOorl; Ito and
Rio are the same or different and independently of each other chosen from hydrogen or (Cres)alkyl;
anti tin said subs tiluents are selected from the group consisting of halogen, straight or brunched chain
Ci-Cualltyi and Phenyl; or a salt thereof or an ermitiomes, stereoisomer or a tautomer thereof or a
racemic mixture thereof 11.The compound as set forth in claim. 10, which is:  174 



10.

tTt

2{dou-fyloxymetåy)-43-dibrdn-ox8zolof32.elp¡¡imidin-7oq or

¿ salt lh¡reof s a cî¡rrr,i6q', stefEoisomã û a tatúomc¡ thecof o¡ a moøio
mixmcÉaroE

The coo¡ouod as sst futh in claim 1, srtich b b¿vitg lhe frmI¡ IV:

&r

l5

&.

Gv)
whrreir:

rs a oor¡¡ue Doûrl

R¿ i¡ hytlmg¿o, G¡, staight r haac,hcd (q4ro)z&yl (CúCr¡þ¡yl or

(C6C¡s)aty(C¡{a)alkl;

if R¡¡ is süached to the dondic dle üetr

Rs is hyúogto, CT¡, OCF¡, f,uori¡e, chlod!€, brcEí!., (Cr{.{)slkyt

(G4)cyDlo¡lkyl ø (CrC<Þlko¡<r

ifRl¡ ard R¡r a¡c both dtaohed ôo t¡e ¡attród dnÉ 4'.[
R¡¡ md Rll arethe.soe or di.EerÉût úd indepødøfy of -""1' othc¡ cåose¡ tom

hy<hoe6, (Cr{a)alþl c ptay(CReR¡o}"; or

R6 and R1a talm, logcûcr wilh lhe erbon @u or c¡¡to¡ aloms úo rvüich thcy æ
¡+t--hed ñu ¿ substi!¡tcd o¡ ¡msul¡tiüfod C¡-Q csóoc¡¡clic ùg ¡Dd

wh€rEitr

mi¡0or1;

& æd &o ae the sme o¡ ilift¡eat s4d idc¡codotly of eøh olher cbosa.

Âø hydrocø. or (Cr-Q)¡lkyt

z¡d qlhc¡ei¡ sairl subs ¡i¡¡eofr æ ¡el¡cted .&om the grvnp øosistiry of hdopo,

ehigËt c bnloüßd cå¡in Cr-qdkyl md nbeuyl or

a ¡¡lt th¡¡cof o¡ an en¡ntirrrner, sterooisonq 6 a ta¡¡tmc( úereaf or ¡ r¡oenic

mi:úue Éqrof,

Ihe cmpomd as set frrth i¡ olåim 10. qhichis:lI.

2-(5,6,7"8-tetrabydro-naphthalen-2-yluxymethyl)-2,3-dthydro-oxazoloP,2- a]pyrinsidin-7-one; or a fah
thereof or art enanliomer, stessoisomer or a tautomer thereof or a racemic mixture thereof. I 12.The
compound as set forth in claim 1, which is having the formula V: Hzoo wherein: - is a double bond;
10R2 is hydrogen, CF3, straight or brEuachecl(C6"C10)aryl or (ethen)ary1(Ci-C4)alky1; if 1173.is
attached to the aromatic ring, then R13 is hydrogen, CF3, CFA, fluorine, chlorine, Famine,
(Ci-CaolhYl, (C3- 05)cycloalkyl or (CpC4)alkoxy; 15if Ris and R121 are both =ached to the saturated
ring, then R13 and R14 are the same or different and independently of each other chosen from
hydrogen, (Ci-Co)alkyl or phenyl(CRoRio).; or R13 and Rao MIcen together with the =bon atom or
carbon atoms to which they are attached fonn a substituted or =substituted C3-C6 carbocyclic ring;
and wherein misOorl; R9 and Rio are the same or different and independently of each other chosen
from hydrogen or (Ci-C4alkyi;                and whexcisa said suhstituents are selected from the group
consisting of halogen, 25straight or branched chain C1-Cioalkyl and phenyl; or a salt thereof or Em
enantiomer, stereoisomer or a tautomer thereof or a racemic mixture thereof:  175 13. The compound
as set forth in claim I, which is having the formula la 
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r74

2{5,6,28-tcEsbyüo ¡zphthatco-2.ylo¡r¡¡nefhy}2SaStdtawzotoB'Z

alpyrinidin-7-one; or

a slt thereof o¡ aq en¡n liñmÂr, stcrDoisome¡ or a tauloraar thstof or a r¡ocnic

mi:<tl¡e Ëc¡tof

Ihc coqrormd as s€t frrth irfti''' 1, wlic'h is hrving tbc fmul¡ V:

.y3-'bGn.
'z (Ð

YthÊ¡Ein:

ß a oou¡rle u{tDo;

Rz i¡ üyd¡oeeo, CF'¡, rlniglt or brancled (Cr-Cr o)sl¡gl (Cr,Cro)a¡yl q

(ÇC¡q)EyI(C¡{.)slktL

if R¡¡ È dtached to ûr sroEúic'in& freû

R¡3 is þrùogco, B:, OG¡, flucilc5 chlmine' hûßi¡cr (Cr4þfy1
(CrC<)c¡tcImlkYl c (Cr 4þkø<Y;

if R¡3 ard R¡a üc loü "n".h"d b t¡" *¡t6sd;"9" th€o

Rr¡ md Ru ¡¡c the sme c difeæol ad indepadcoüy of eac'b' olha c,hosa ûm'

tydme€o, (Crq)a&yl o¡ phmyl(CR¡Rro).¡ o¡

Rr md Rrn reL"" togeú.r withlüE øöd' sb,E G ceÙonatmr to which ùey arc

srô¡.led forú ¿ subsÉhled c rmsubstitúEd CrQ c¿¡tocyclic d!8; a¡d

eårrein

mis0cl;
R¡ aod Rlo ue the s¿mo or dift¡st æd indcpmdently ofcrch oths cåoscn

f om hydro gen c (CrQ)¡lh¡l;

md ¡¡c se,leded ftom út gror+ comísting, ofh¡loprd'

srraþht c bmochcd ¡h¡i¡ Ç¡Q¡¡slktl md Ècoyl q
a salt thcæofor ø en¡ntiormq', 5¡qç¡isoms o ¿ tartos thaæf m a moemic

mixfi¡re lhatof.

R2(v1) whereirc - is a double bond; 5R2 is hydrogen, CF3, straight or branched (Crers)Edigl,
(C6,Cio)arY1 or (C6,CrOarYl(re4)albil R49 and 11.16 are the same or different and independently of
each other selected from the group consisting ofhydrogen, fluorine, straight or branched chain
(Cr-C20)a1kyl, substituted or =substituted (C9-Cro)cyc1oa1ky1aaRiam I 0substiinted or =substituted
(C6CI0)ary1(C1:19Ri0)11, substilleod or unsubstitutod (C9-CObicyclic, substituted or =substituted
adamantyl, substituted or unsubstitahed indazyl, substituted or cutsubstinted tetralinyl, substituted or
=substituted benzocycloheptyl, straight or branched chain (Cr-Cz0)alkoxy, substituted or =substituted
piperidinyl(CR9Raa, substhuted or =substituted 15piperazinyi(CR9Ria)., substituted or unsubslituted
(Cs CrOaryloxy and substituted or unsubstituted heteroaryloxy; and wherein 0135  0 or 1; R9 and Ria
are the same or different and independently of each other chosen from hydrogen or (CI-Cd)alkyi;
20and wherein said subs tituents are selected from the group consisting of halogen, straight or
branched chain C1-Cwalkyl and phenyl; or a salt thereof or an enantiomer, stereo isomer or a
tautomer thereof or a zucemie mixture thereof 2514. The compound as set forth in daim 13, which is:
2-(4-tert-butyl-cycloheayloxymethyl)-2,3-dihydro-oxazoloP,2-43yrimidin-7-one; or a salt thereof or an
eaantiomer, stereoisomer or a taiatomer Aroma' or a meezmic mixture thereof.  176 
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Tbc com¡n 'qtl as sct f&tàh ¡lÃi"u I, s,äichfu bst itrg the fr@¡ils \1É

(w)
whÊrci¡:

:::: .
r¡ a {rûrDlc ùotrl:

Rz is hJ'drogen, CF¡, staighr or brac,bed (Crcrc)alkyl, (C6,Crùayl or

(G,C¡q)¡¡y(CrC{)alrtl;

Rrs ød R¡c a¡o the same G difrr-ñt¡¡d in@ødøtty of -""h olher ¡rl¡cled tam ttre

glou¡ consistíng ofhydmgen, fluorine, sÞígÞf o¡ bracåed ¡l¡in
(CrCæ)aIkyI, ssb€tittrEd ruosr¡bstiû¡ed (Ca4roþclc¡slky(CR.eRroL

suhstitut d or lbsubstihtÞal (C6Crdta¡y(CT,rRrcL suhsriù¡tcd r l¡ûst¡bstiù¡red

(Cr4u)ticyoliq ¡¡¡bstih¡ted orEsubstitutsd sd''"zntyl subdiq¡tcd ol
¡¡¡suhstilsbd itrd¡ryt suhstiñ¡ted ûÌ E5utsrirúod tEblinyl, sub¡tihfed or

¡osubstiütÞd bcozûq¡clolsptyl sUigþ c O**u¿.¡¡i'' (C¡4¡o)alkory,

sibsüúed or ùbsubstiftúEd lripeidiny(CReR¡qL substihrcd u ¡¡.n¡bstiü¡bd

pi¡l€razj¡yl(CTe&ù* substiMc(l or rrlsubstiü¡ted (C{, C¡6þrylory aod

¡ub¡¡ihted q ¡¡¡sobstiUrud hetuoarfory; aDd $ü€rEin

mis0cl;
& ¡¡d &o æ Èe ¡a¡p or dift¡¡ot ¡¡d inde2eodcudy of e¡ct olher c.hosd

Êoo hydrogø or (CrqÞkyl;
and wieæb ssid substituøb ae selefrd fiom fho goup consisting ofb¡log,e¡,

staight or \-."h"d cb¡in C¡4¡Olkyl and phenyl; or

a slr lbe,rcof c o ør¡¡ linrn¡:., stcrtoisomcr o¡ ¿ tautoms thswf or a rrcemic

nixtr¡qüe¡æf

Ihe con¡n.".| ss stforlh in cldn¡ 13, çticå is:

2{+Et-brúyl-cyc,loboxylo4¿me.ltryl}t3li\úo<n<azolo[3J+þyrimídin?-ore; or a

s¡lt tho¡eof c an a¡¡rio"'rcr, skrroi.Bomq or a laotooe¡ lüc¡cof or c mæoic nixtue
fùqed.

t4-

15.The compound es set forth in claim 1, which is having the formula VII: R17Ria    wherein: 5- is a
double bond; R2 is hydrogen, ern, stmight or branched (CI-CicaalkYl, (Cs,CiOaryl or
(C6,C10)3191(Cre4)alkYl; if R33 is attached to the aromatic Ding, then                K13 is hydrogen,
CF3, OCF3, fluorine, chlorine. bromine, (Cr-COalk'yl, 10(C3-C6)cycloalkyl or (C1-C)allcoxy; if RD is
attached to the saturated ring, then RID is chosen from hydrogen, (Ci-COalkyi or phenyl(CR9R10).;
and wherein misOorl;                R9 and Rio are the same or different and independently of each other
chosen 15from hydrogen or (Ci-C4alkyl; and Ri-f, Rig, R19 and R2D me the same or different and
independently selected front hydrogen or (Ci-C)ellryi; or a salt thereof or an enantiomer, stereoisomer
or a tantomer thereof or a racemic mixture thereof 20 16.The compoimd as set forth in claim. 15,
which is: (S)-2-(5,6,7,8,8a,9-hexahydro-415H-flumen-2-yloxymedryl)-Z3-cithydro-oxazoloP,2-
a]pyrimidin-7-one; or
(S)-2-(5,6,7,8,8a,9-hexahydra-4h1-1-fluoren-2-phenoxymethyl)-5-ettwi-2,3-dihydro- 
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15. Tbc coøpouad as s€t fGú in daím 1, which is lzviry Ée fo¡n¡¡l¿YII:

.I 
CVÐ

Ythqefu-

!s a oouDlc tþIu¡;

Ra is þf,rogea CF3, xtaigþ orbraaoücd (craro)alBl, (ccC¡¡)øvl or

(CGCro)8¡y(C¡{¡ÞXryl;

if R¡¡ is ecbed b rbc aomdic 'in& fbco

Rr¡ is \dmcm, G¡, OG3, Âuorine, cåIorine' brmiaqr (Cr{<Þky!

(C¡Q)cfæloalkfl or (Crf+)alkoxy

ifRu is ¿üac.hcd !o 6o ,"¡o6sd 'i.& lhcd

Ru is cùoscu &o'm (Cr&)süyl or phmy(CReRto)'; ¡¡d qlbEleitr

mis0orl;
1¡" "..1 Rqs te the s¡oc or diftæ6t anit indçcodcuily of gãcà ot¡ff c;boseu

Aom þ¡drogen or (Cra)alryl; md

&7, R¡ r, Rre md R2o ae üre s¿¡o or difutnl æd indcpe¡dcdy seleclod fim'
h¡dmgac(C¡{)allyl; or

a s¡lt ftømf o¡ an oosúi@€r, staeûimmc( o¡ ¡ túoma thøcof or a ¡soelnig

mlúr¡re lhc¡coÊ

Thc cæ¡n'-¡¡ ¡5 sctñfh ¡À ol,a¡D, 11 rr,hich i¡r

$|2{5,6,?,s,taFh¡:rnhytkeahll-fluoren-2.ylox¡rmethy}2,3{il¡úooxazolo[3'2-

alp¡rimidin-7-mc¡ or

(S)2{5.6,?'8,S0,9-lc.ïãbdrcabH-fluorÞ2.¡rheaorynefty)-5<tty'-z'r{ihvùo-

ol(szolo[32-{pyrimidin-?<ac;

o¡ a sah tbqeof

l5

2t

16.

2-5oxezolo[3,2-a]pyrimidin-7-one; or a salt thereof  177 17. The compound as set forth in claim 1,
wherein is a double bond; pis 1; 5n is II; X and Y are oxygen; RI, R32 R4 and R5 are hydrogen; R2 is
hydrogen, CF3, straight or branched (CI-Cialallryl, (Cs,CrOtayl or (C6,Q0)ary1(Cr-C4alkYi; 10Rs is
selected from the group consisting of substituted or unsubstitated funanyl,  substituted or
unsobstituted bemnfuranyl, substituted or unsubstituted thiophenyl, substituted or uosubstituted
benzothiophenyl, substituted or misubstituted indolyl, sobstitated or unsubstituted benzathiazolyi,
substituted or mrsubstitateLlthiazolyI, substituted or uusubstiluted pyroolyl, substituted or
15unsubstitoted pyridyl, substituted or ausabstilute:d tettshydroisoquinolinyl, substituted or
unsubstituted tetrahydrorminolinyl, substituted or unsubstituted isoquinolirryl, substituted or
unsubstituterl quinolinyt substituted or uusubstituled tetmhydrodibenwfuranyl and substiluted Of
unsubstituted bexahydrodThenzofuranyi; -wherein 20said substituents are selected from the group
consisting of CF3. OCF3. fluorin; chlorine, bromine, CN straight or brunched chain (CI-C-20)atity1,
(Ci-COalkylsulfonyl, substituted or unsubstitured (C3-C1Ocycloalky4(CRaw)ro, substituted or
unsubstittded (C4,CiOaryl(Cl41110)., substituted or unsubstituted (C6,ClOaryl(C3-C)cycIoalkyi,
substituted or unsubstituted (C8-Cu)Mcyclic, 25substituted or unsubstituted adamtmtyl, substituted or
unsubstituted indanyi, substituted or unsubstitoted tetralinyl, substituted or unsubstituted
henzocycloheplyl, straight or branched chain (C1-C20)alkoxy, substituted or unsobstituted
(C6"C10)aryloxy, substituted or unsubstituted hetemarylorry, substituted or -unsubstituted
piperidinyl(C.R9Rto)ab substituted or unsubstamed 30PiPenzinYICC1I9110., and substituted or
uosubsiituted terrahYrbulUranYgeRaliOm; wherein 
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ITT

The com¡nmd as ig fodh in.l¡i'" 1, srhseitr

i¡ ¡ double bqft
pis l;
Disq

X rtd Y arE o)q'Ð;
Rt, &, R. @d & are hydrogÊ¡;

R¡ í¡ h¡ùoceA C,F3, Saiglú or branched (Crcrc)oIIVL (C6Cro)øyl ur

(Ce Cro)a¡y(CrA)"kyl;

R¡ ix selccdl tom úc grûr4 amsisti¡g ofsubøtiürfed c rrsuhstitmetl furoly',

subslit¡bd or EsubstiU¡lcd bcdrDñ.Eryt, st¡bstfu¡ltrl ú ¡EEl¡hstih¡ted

thioßhtutl, substitúed c uasubctihrtcd tazrthiqtruyl, suhstittrd or

usibstiUræd indoþl subgiu¡tcd c r¡n¡bsti!¡ted beozrhiazoþ sr:botiUrtcd

or usubstiuúcd thiazoþI, subdihrred orrnsrrbsiûrül pyrmlyl nrbsrituÞd or

usulstitæil gddy! substihrtod orusubstitfed teGhyùoisoquinolinyl,

sr¡b¡thred o¡ u¡¡ubslÍüüd tetr¡brdmquinolìuyl, substíhfãt or ùsubstibleal

isoquínoliry! suhstitUed orusubstib¡Þd $inoliArt sùbstitUcd m

uusubstiUUd AUh¡rdmdibeozofirrmyl md sr¡bstib¡bd o¡ rnsubftüed
bocffiodibæzoñ¡¡ey} $rüqeitr

said sulstih¡coß ¡¡o sclcctrd from fte grorry consisthg of CT3" OCF¡, fluori¡er
¿hlndn¡, komine, CN, süaigbt c þ'm¡h¡d "h,i" (Ct4-2¡Þlkyl,

(CrQÞkylsr¡Ibryt n¡hstitrtsd or msubstihüsd (Ca-qo)cïDIoalþt(RaR¡q)E

substiüfod or u¡¡bstimed (CoGoÞ¡y(CRoRto)a, substitrted or usutstitr¡sd

(C6,Cro)aryl(C-C€)cyDlork¡tl, subetib¡þd c u¡subdit¡lc¡l (C¡4r¡)biqclic!

$¡bñtiftlëd o¡ u¡subrtitr¡Ul ^¿r"nrntyl s¡bstittd q u¡sr¡hstiü¡frd i¡dmyI,

substihrÞd or lbsubstit''fetl efalinyl, ¡r¡!¡tihbd o¡ us¡bstitrÍed

benzocyoloheplyl, staiglt c brachtd cf in (Cl-C20)alkorry, subtiñfed q
unstbsliuûd (Cú,C¡6)aryloxy, suh*imcd o¡ u¡sr¡klitùtrd he{marylorry,

suHihúEd on¡Dsr¡bstÍtutd pi¡aidiry(CReR¡oþ substiü¡ül or rmsub8titôd

pípaaziry(CRr$qh aDd sutfb¡Ed d tmßubtififed

tctzùgdrspyr¿trf (CReR¡qþ çlcrein

Dis0or1l

¡5

misOorl;  178 RI) and RIG are the same or different and independently of each other chosen from
hydmgen or (Cj-C4)elkyl; or R9 and Rio taken together with the carbon atom to which they are
attached form a substituted or mrsabstituted Cres ring; 5and wherein said substituents are selected
from the group consisting of halogen, straight or branched chain Ci-Cualkyl and phenyl; or a salt
thereof or on enantiomer, stereoisomer or a tautomer thereof or a raccroie mixture. thereof 18. The
compound as set forth in claim 17, which is selected from the group consisting oE
2-(1H-indol-5-yloxymethyl)-2,3-thlydro-ontrolop,2-alpyrimidin-7-one;
(8)-2-(6-cyclohexyl-pyridin-3-yloxymethyl)-2,3-dritydm-cocazoloP,2-alpyrimidin-7- one;
(8)-2-(benzothiazol-2-yloxymethyl)-2,3-dlydro-oxavalor3.2alpyrimidin-7-one; (S)-2-
Is(6-tert-butyl-benzothiazoi-2-yloxyrnetEry1)-2,3-awdro-oxazolop,2-alpyiimidin-7-one;
(S)-2-(2,5-diphenyl-thiazol-4--ylasymethyl)-2,3-daydro-usazoloP,2-alpytimidin-7- one;
2-(5a,6,7,8,9,9a-hexahydro-dibenzofuran-3-)l-oxymethyl)-2,3-daydro-cocazolop,2- alpyrimidin-7-one;
20246,7,8,9-tetrahydro-dibenzofuran-3-yl-oxymetity4-2,3-dihydro-oxar.olo(3,2- elpyrimidin-7-one;
(S)-2-(benzo [b] thiophen-6-yloxymetiry1)-2,3-draydro-oxazolo[3,2-alpyrimidin-7-one;
2-(2-p-tolyl-benzo[b]thiophen-6-y1oxymethyl)-2"3-diltydro-oxazolo[3,2-a] pyrimidin-7-one;
25242-(4-ethyl-phenyi)-benrollittulophen-6-yloxymethy11-2,3-daydro-orezolo [3,2-alpyrimidin-7-one;
242-(4-isopropyl-pheny1)-benzoibithiophen-6-yloxymetbyll-2,3-dihydro-mtazolo [3,2-abyrimidin-7-one; 
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R¡ a¡d R¡o ¡¡e Ée sEme or rlíft€ú! ûrd fudcpcoderly d each olb€r ohoscq

fiom hydrogen or (CrC.¡)s[ryt; or

R¡ a¡d Rro laken togeths with the cabon sbm lo viäich they æ altacåed foru

¿ substiûÍeil or Essb¡tiû¡trd C¡{¡ ¡i¡e;

a¡d wbp¡ein ""i.r substiü¡enE a¡¡ sclectoal fnm the gou¡ coosisbg ofhaloea,

staight or hrmcbcd cåai¡ CrCro¡Xcyl ed pbcûyl;

G s salt thacof or s¡

mixt¡¡ethssE

or a h¡toms tbseof or a Ìsc€@ie

l0 18. The cøpould as set fr¡th in cl¡im 1Z Ytüic.h i5 sdecl€d fom lhc grorrp mnsisting oÊ

2-(IH-i¡rdol-5-ylorymelhy}2,3dihvdro-oxzoloB,2-alpyrimidir-7-one;

(S}2{6<yclohqyl-fyriali*3-ylocyncrhy}2Sdhydreorcazolo[3'2+]¡ginirtí+z

o!5
(SÌ2-(bøthiszol-2-yloryøclhyll2Sdihydro-oxazolop2þ¡¡rioidin-7'on5, (S|2-

l5 (éEt-Hy1+€ozolhiazol-2.y'o¡rymetfryl>2'3d¡hytI¡Goøzolo[3f-a]pyrimidin-7<uc;

(S|2{2,5dþhcoyl-thiazoH-ytoxpahy}2¡düyd¡o-otazolot32¿lpytiøi¿in-7-

sú;

ã58 6?,S,99a-hschyMibcozofiEar-3-yIo¡<yaahyl!2'3ãihvdmtx¡zolol3?-

alpyrioidin-?<ne;

xÃ z{6,7,8,9-tctraùydrodibeozfran-3-y[<t<yøoúvl\2}dhydmoxozrlo[3,2-

alpyrinidin-7oe;

(Ð-2.(tcazottlttiopnc¿.eyn¡VoøhylZ,¡¿y¿¡o-oxazoloþl+'lpytimidin-7<*;

?,Q-yølyl-tuzoþlthio¡hco4yloxynetlylÞ23¿ib¡d¡qoøzotot¡2.a1

¡yrimidin-?-onc;

E Z{Z{¿+tyl-¡bry}be¡zolt]t¡iophca-Éylo¡rvne'fhy[-23{ùyd¡o-omlo

t32-¡Ig¡inidi¡-7-one
2-p{+isogopyl-phcoy}beszoÞlúiopheoS-yloxyuer$l-23dihtd¡Þorszolo

Bp-alpyrinidin-?+nq

2-fi+po'gyl-phcoylbcøo þlw¡pr¡n+ylsxy-'erM-23dihyl¡ooxøol"l3 2'41-

Jo gydnidirT-o!.c;

2-t2-(+Lrt-húyl=Fh€ry1>brdzotblúr¡o¡næCylo:<yoetlryll-2'tdihvdmtxazolo

[33.e]F¡'riÐidirkur:

242-(4-propyl-phenyl)-berao [h]thiophen-6-yloxymethy1N,3-cblydro-oxazolo[3,2-a]- 30pyrimidin-7-one;
242-(4-terl-hutyl-phe:nylkbenzo[bithiophen-6-yloxymethyl]-2,3-daydro-oxazolo [3;2-a]pyrimidirt-7-one;
179
242-(2-claloro-pylidin-4-y1)-benza[bithinphea-ti-yloxymethyli-2,3-dihydrooxazo1o[3,2-alpyrimidin-7-on
e; or a salt thereof or am enflame; stemoisomer or a tautona- thereof or a racemic mixture thereof 5
19.The compound as set forth in claim 1, wherein is a double bond; p is 0 or 1; nisOcul; 10IC is
oxygen or Xis oxygen Or Wm, wherein R21 is iliChlagen; R13 R33 R41 RS, RA 1311d R7 are
hydrogen; R2 is hydrogen. CF3, straight or branched (C1-010)alkyl, (C6,C/Oaryl or
(C6,C1s)afyl(Ci-CalkYl; 15Rs is selected from The group con.sisting of substituted or ausubstituted
phenyl, substituted or unsubstinited indanyl, substituted or misubstituted tetralinyl, substituted or
unsubstihrtedbermocycloheptanyl, substituted or asabstituted hexuhydrofLuarenyl and substituted or
unsubsdtuted eyclohexyl; wherein sEd subsdluenis are selected from the group consisting of CF3,
OM, fluorine, 20chlorine, bromine, CN. straight or branched chain (Ci-Cn)alkyl, (C1-C4alkylsulfonyl,
substituted or unsubstituted (C3-Ciu)cycIoalkyl(CR9R40)., substituted or uusubslitated
(Cr,,CuOttryl(CR9R10)., substituted or uasubstiluted (C6,C1a)aryl(C3-C.8)cycloallay4, substituted or
unsubslituted TA-Cnpicyclic, substituted or onsubstiLutedadamantyl, substituted or unsubstituted
indanyl, 
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2-þ@+àIorc-p¡idia+ylteozo þlúiophca5-yloq/Ectly[A¡dihydrD-
orazoloþPaþnimidin-?oq

m a ¡alt thswf or on comtiørr, steæoisoEcr or ¿ ta¡lo.ùer thqsf o¡ a mccuio

Eixt¡¡Þ thqEoE

Tbc com¡nrmd as sct fo¡th in cl¡im 1, s,hsËi¡

I¡ I dor¡Dlo öoûg

¡is0orl;
o¡s0d1;
Y is oçrgco or

Xis o:rygen or NR2¡, wh€rrinRtr i.e hyùoga;

&, &, R+ R5,Rá audRTae\¡úogø;

fu is þdtogco, G¡, staigtt or b¡elcücd (Cr{roþIkyl (qp¡sÞryl or

(CcCro)a'ry{(C¡QÞlkyl

& i¡ sdected Em tùo goup consísting ofsuhstiræd or qsutstiUted pbøyl
¡¡¡bstit¡td or uns¡bstÍt¡ tcd induyl substittfed or osrrbstitrfcd tctaliuy!

substiüd or rmsubstit"r"d bazoo:¡olohcphÈ ¡r¡bstihúed o¡ rsubstiEted

he¡¡shyd¡ÞA¡¡drûyl md sqbdihúEd or uDsribstittúrd cyc¡ohtrtt côErci!

sid substiurctrE üt sclcrted fom thc grvç ootsifing ofCT3, OCF¡, fluod¡c,

c¡loË¡c, bmdi!€, CN, staight or hrnched cbai¡ (Cr4æÞlkyt

(CrClalkyl¡ulfr'nyl substitutrd o¡ì¡ß¡bßtiü¡red (Ca+0)cyclmlky(CRr&o)6,

substiU¡ lcd c ùsubsti@d (C6c¡q)¡¡yl(e.¡&ùo nrbditrned q usr¡bstit¡pd
(CeGoþyl(C¡{¡)oytl¡alk¡d substiffietl or rmsu}stiürtsd (C¡Cr¡)bicFlic,

¡t¡ìstih¡ted or qsubstiuúed adamatyl substihúed o¡ @substitrtrd iñ 'l-.È
sub¡tib¿d or msubstit¡El tchatinyl sr¡trtit¡l¿d o¡ u¡¡ubditúcd

boûzocyûloheptJl sbaigËt c br@ebcd cå¡¡n (Crc¿a)¿[<cy, ¡ublitrúcd o¡

msùbstitrúcd (C6,Ao)ryto:ry, srtstittsd orrDsrbstiu¡t€d hetEûdylory¡

sr¡bstiEql o¡ufi$¡brtitt¡bd pip€ddùy(RrRro)¡, substitrled or Esubstitúed

pipø¡iuyt(C&&eþ and eubetitrted orüosubstittc.i

trrhydmpynry(CReR¡oþ¡ $¡tf(dÀ

o i^r aaï*e8e".Em.0 U 3;

7n

I

2.5substituted or unsubstiCated tetralinyl, substituted Of ursubsfihrted benzacycloheptyl, slraight or
brunched chain (C1-C20)aflmxy, substituted or imsubstituted (Co,Cio)aryloxy, substituted or
unsabstibited heternaryloxy, substituted or unsubstituted piperidinyl(CRaRio)g, substituted or
unsubslitnted FilmutzinaRtoNa and substituted or uosubstituted 30letrahydropyranyl(CR9R1o).;
wherein ads an. integer Run 0 to 3;  ISO 14 and Rio are the same or different and independently of
each other chosen from hydrogen or (Ci-Ci)allc)l; or Ro and Rio taken together with the e:arbon atom
to which they are attached form a substituted or unsubstituted C3-Co ring Sand wherein said
substituents are selected froni the group consisting of halogen. straight or branched chain Ca-Croalkyl
and phenyl; or a salt thereof or an eaautiomer, stemoisomer or a tautomer thereof 20. The compound
as set forth in claim 19, which is selected am the group consisting of7
102-be:n2y1oxymethy1-2,3-a3dm-oxazoloP,2-a1pyrirnidin-7-one;
3-(4-tert-butyl-berrzyloxymethyl)-2,3-dtlaydro-oxazolo[3,2-alpyrimidin-7-one;
(S)-2-benzy1oxymethyl-2,3-dihydn3-oxazolop,2-alpyrimidin-7-one;
242-(4-cyclohexyl-phenyl)-ethylk2thydro-oxazolor3,2-alpyrimiclin-7-one; and
2-[(4-cycloheryi-phenylamino)-medayi)-2,3-enydro-oxazolop,2-ajpyrimidin-7-one; 15or a salt thereof or
an enantiomer, steaeoisomer or a tautomer thereof or a remade mixture thereof. 21. The compound
as set forth in claim 1, wherein is a double bond; p is 1; nis 0; X is sulfut; Yisoxygen; R3, R4 and R5
are hydrogen; R2 
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R¡ md Rro ¡¡o lbe ssme or diEe(eût aÌrd iadc¡codeatly of r^t' olher ohoso¡

ûnm þdmça or (C¡4laIIgt; or

Ra Rro talcca logether with the caåon atom to vrüich thcy a¡e aftacihed fqm

e sutstituted c u¡r¡bs,titutcd C¡{¡ ¡i¡e;

a¡d såcreín sid substittoûls sre sclected Em' th¡ gratP oolsisting oflalogro,

sbaight or bnnched ch¡in Cr4¡øIkyl æd ph¡ryt;

or a ¡alt thexcûfo¡ aD c¡uúiomEr, staeoi¡omcr or s lrúDmE tùEeof

20- Thc coryo."'.I ar sel ñdh i¡ clain 19, Yrhich fu selected ûom tle goup co.eisting of,

lo 2-bæz1løymrÃyl-Z){ihydm+xazoloB)-e,lpytìøônl.7-onei

3{+tcrt-búyl-tæyloxyme{hÐ-2,3 {¡tyd¡ûonzolo[39-a]øtimidi¡-7-onq

(SlZ-¡szytooqfmslhl¿3Ji$o-o<øolo[3,2-¡]ørimidin-7'oe;

Z-f¡(¿-cycloUoqrl-¡hctryt)€'lhy!-2,3dihyd¡copzotot¡?.oþytioi¿¡o-Z-ons ma

2-t(t++yclohexyl-pherylminjncttytl-2,3dihvdm-oxszolo[3,2-s]rvrimidin-7oc;

t5 o¡ a salt thsæf o¡ ¡o, crsutioEÊ¡, slErEo.i6om€r ú a b¡rloEër tb€reof or a rEmío

ni:úue th¡¡eof.

21. The coopouud as se{ ffi in ds¡m 1, rúqein
:- i" r do¡hlelon4

2Ð pisl;
nis0;

X¡ssu¡fu

YÈor¡æm;

&, R¡, & aod& a¡e

25 Rz i¡ hyùogco, CF¡, sraight c brmcibcd (CFCrc)aIkyI, (C6,Cro)sryl or

(Cc,C¡ o)syl(Cr{qþlkyl;

R¡ is selccbri fuÐ the group cosisting dsr¡bstiükd o¡ u¡suhliufcd pìryL

sub¡tihúcd qusgtrtifibd i.J^ryI su¡stihúed c lDsl¡bstihÍcd trtuüryL

substihúed or @srubßti¡¡te¿ ¡enzogicloúcpùtry!, n¡bstitrúcd or u¡suhslituted

30 br:<aì¡drcûnorw¡l ø.il sutstitúed or rnrribstiUtrd cJ¡GlohëJcyt $åcrein

s¡iil sr¡hlib¡.'*¡ ae solcøed Êom tbc grorp c¡asili¡g of CF¡, OCT¡, fluorinc,

.hlñ'iïê, hûmfu& Ç}.I, slaight c træc,htd çb"i. (Cr{20)alkyl,

is hydrogen, CF3, straight or branched (Cr-Cao)alkyI, (Cs,CIOaryl or (CoiCio)aryi(Cr-Coalkyl; Ra is
selected from the group consisting of substituted. or unsubstituted phenyl, substituted or onsubstituted
indarryl, substituted or unsubstittited substituted or unsubstiluted benzoeycloheptanyl, substituted or
unsuhstituted hexahydrofinorenyl and substituted or unsubstituted cyclohexyl; wlaerein said
substituenis are selected frum the group consisting of CF3. OCF3, fluorine, chlorine, bromine, CN,
straight or branched chain (Ci-Ca)alkyl,  181 (Cr-C4)alkylsulfonyl, substituted or =substituted
(C3-C10)cycIoa1Jcy1(CR0R10)., substituted or =substituted (C6,C10)ary1(CR9124, substituted or
=substituted (C6,CH)ary4(C3-C)cycIoallty1, substituted or =substituted (CrC]3)bieyclic, substituted or
unsubstituted adamtantyl, substituted or =substituted indanyl, 5substituted or =substituted tebalinyl,
substituted or unsubstitutied benzocycloheptyl, straight or branched chain. (Cr-C20)alkoxy, substituted
or =substituted (C6,C10)aryloxy, substituted or =substituted heteroexyloxy, substituted or
unsubstituted piperidiny/(CRAten, substituted or ttosubstiluted PiPurazioyi(CR0Rio). and substituted
or =substituted tetrahydrop)ranyl(CR9RI0).; wherein m is an integer from 0 to 3; R9 and R10 are the
same or different and independently of each other chosen from hydrogen or (Cr-C.Oallcyl; or
R9 and R10 taken together with the carbon atom to which they are attached than 15a substituted or
unsubstiMted Ca-Cg tin& and wherein said substituents me selected from the group consisting of
halogen, straight or branched chain CI-Cinalkyl andphenyl; or a silt thereof or an ensmtiomer,
stereoisamer or a lautomer thereof or amnia mbrhre thereof 22. The compound as set forth in claim
21, which is: 2-(4-tert-butyl-phenylsulfanylmethyl)-2,3-dileydro-oxazolop,2-alpyrimidin-7-one;      or a
salt thereof or an enantiomer, stereoisomer or a tautomer therf or al-amnia mixture thereof 23. A
pharmaceutical composition comprising one or more compounds of any of 'ham s I to 22 or a
pharmaceutically acceptable salt, an eared:ham; a stereoisonaer or a tautomer thereof or a racernie
mixture thereof in combination with one or more pharmaceutically acceptable carders, diluents or
excipients. 
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Iu

(CrQÞkylsr¡lbryl $ibstiftúed o¡ u¡suhih¡bd (Crq0)cyclos¡k(CRÐF.rohù

substit¡ed m u¡sr¡hstiüf¿d (Ca.C¡¡)r¡(CR9R;qL subsit¡tcd o r¡suhstireal

(CçCro)ry1(C¡4)cyuloalkyl, n¡bstittrted orrrsbCiüEd (C¡C¡¡)biqiclic!

subgti[¡led ø r¡¡ubtitrfed ¡¿¡øu¡y'¡ subsliûrlcd or msuh*imed iaila¡yl
¡ubstitrúed o¡ u¡sr¡hstit¡¡H ffiliryr, Eubstiüüod o¡ u¡s¡bstit¡Þd

bazocyclofuptyl, staigiJ G brmcåEd "hd" (q4¿¡)slkdry. n¡bstitfrd or

usubøtmea (C6Cro)arylory, sribrtiUrtcd or rnsubsti@d bcerooryloxy.

substitúed qr¡¡¡snbstitned pipaidiry(CReR¡¡L substittÊd ot rbsubrtitrrcd

¡¡peraza{Cn¡nrf- and substitutcd c msr¡hstiffieal

Ètú\rd¡!f,/¡DyI(CRrR{61; sibadr
m ir a inttger froE 0 to 3;

¡, ¡ntl Fq6 are lhe sme or dìffqed ad indepadmtly of -".h othor cåos¡o

ñom hyùogen or (Crq)dly'; or

R¡ md R¡s bl<etr togctbsr with lhe cãüG. afom to vihÌch úcy src aü¡cùßd fûm
a suhs|¡tutrd o¡ ¡r¡sutstiûrted C14¡ 'i.E

and çfe¡ein s¡Íil súbstit¡¡eols ae æIeded fion ûe grorp oosiling of'hzlngq

staight ú ksrf,hed clei. Cr-Croaüryl @d¡rÉrûyl

or ¡ gh thcrcof or aa cdetiomer, Etaeoiaonlr ot a | "rrtoûrcf fh¡ftof sr a lzcemic

mít<ùe fhaeol

22, Tbc mm¡rcuail as Betfrú itr.lÃin 21, vllrich is:

2{'l-e,rt-húy1-phcoybultuylneeyry2"3¡ly¡¡o-o¡ozoloF2-alp¡inidin-7-one;

o¡ ¡, salt È¡æof orú eoõliom€f,,slefeoístue¡ o¡ a'¡ t o -'er lhe¡eofor Iracenic

miÉue the¡eof,

23, A¡bauaccUical cûnposition c¡n¡risi¡g o¡rô cr rrr¡Íc oomlrolmdc ol'ary of .foi'''s I
b 22 or a pbarøeccrúicall¡r ûrÉÉ?l¿ble HIt, a aatiomer, a støreoisoEEr or a

fuutomer th¡¡cof o¡ s ¡a¡tuic mixtùE thseofin combi¡øion wílh one o¡ mGE

pb¿målcrfic¡[y aæclfshle cæia¡, diluab c excipieus,

U, Use ofa coqrrmd of arl' ofclaims I lo Zl or a pbamzedically acoe¡øble sall m,

.'rr¡ntiom€r, t slefeoi.glDEr q a &¡lomor th¡reof or a ¡¡c¡mic mí:rtne thcraf fo¡ ttre

t5

30  182 preparation of a pbarmaceulical composition, which compound is capable of modulating one
or more metahotropie glutamate receptor functions for treating neurological or psychiatric disorders.
525.Use of a compotmd of any of claims I to 22 or a pharmaccutically acceptable salt, en coaritiomer,
a stemoisonaer or a tautomer thereof or a racemic mixture thereof for the preparation of a
pharmaceutical composition, which compound is capable of modulating one or mom metabotropic
glutamate receptor functions for treatMg anxiety, migraine, schizophrenia, epilepsy and palm 10 
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prrparãtion of a lù¡¡msoouticrt cmpoeitioo, vÄich com¡oud is capablc of

moddaling onc c rnore EEIåbotûItic glutnac receplor frrucfions for tcatíng

neurological or¡syc'hiatic di¡o¡dc¡s.

Use of a coqnrmd of any of cl"i'ns I to 22 or a pb¡'maccutic¡lly ¡ccep,t¿ble sat! ¡¡
coartiomer, a stueoisøcr or å hí¡mE thacof or a rarmic Ei¡úrç fbaeofñr the

prtpardio of a pbronocrrical cmpositÍoa' wlich cûmpouDd is qp¿ble of

modrfaliag one ormoæ mcbboEoPic glutuale rereptor fmctionr fc hating anxizty'

nierairc, scùiz¡'pheoi+ opilepsy and paia-


