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-
coca2olop,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
(mOIuR), particularly, mOIluR2. 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
neurotrangmitter 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 namaga few. See, e.g., Watkins & Evans, Annual Reviews in Pharmacology and Toxicology,

21:165 (1981); Mo %%Q ' WB %@W Toxicology,
29365 (1989); Vas,B r%ﬁ&%@%@n onore, anﬁééc | T ut{i:' cience, 11:25
(1990). Broadly, the EAA receptors aFBIEFadS¥HETh NIV THBIERERINotropie - 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 proasss has been suggested to mediate neuronal degeneration in a variety of conditions. Thus

there is a renewed interest in deveIoBMb}m OF THE INVENTION
Field of the Invention
The present invenfion relates to a seres of substituted dibydrm and tetrehydro
orazelopyrimidinones. More specificlly, the present invention relates to a seres of 2-
20 substituted-2 3-dihydro-oxezolo[3,2-a] pyrimidin-7-ones and 2.-substtuted-2,3,5,6-tetra-hydro-
oxezolo[l,2-a[pyrimidin-7-cnes.  This invention also relates 1o mefhods of making these
compounds. The compounds of this invention are allosteric modolators of metsbairopic
glulamale receptors (mGluR), particularly, mGIR2. Therefore, the compounds of this
inventicr are usefhl as pharmarentical agents, especially in the treztiment and/or prevention of
25  avanety of diseases incloding diseases aasociated with the centre! nervous system.

Description of the Art
Recenily, there has besn a considershle amount of research mvolving L-glutamate,

which is the most abundant nexroiransmitter in the cenirel nervous system (CNS). More

30 specificelly, L-ghrtamale mediates the major excitatory patirweys in mammals, and 1s therefore
referred 10 a3 an excitatory amino acid (EAA). Thus the recepiors that respond to ghatemele

are known as exciisfory emino ecid recepiors {EAA receplors). Based on the exiensive



ismolecule new drugs to alleviate these conditions. = The metabotropic glutamate receptors (mMGIluR)
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 negronal 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, psysisesels, rediountsl datelyaih etyhecepdiy sitnsmed) that & obimre | of pretis phatsirdcgivdl emesis.
The metabotrogig, guiamaesReenie s AIOUTL G A03iR, AR LN BifG dipnaR Based.on

receptor homology and signaling me’ch_ar]isms. Amongthem, recent pharmacological 25 and

histochemical SRTHEEH JORESETR Rt flfrins B, ERARYachifu R eRemae | 9R 97885 crucial
roles in the conjilaiefigptianahftlfespraiayamblta s oigatiiasale etivodg prapioi jult
antagonist, has been shown to exhihit. dose-dependent antidepressant-like effects.in some animal
models. S(s-:-e, e’.lalflel aWé\lAsgr:%%i,g'ét ﬁ%%tﬁsﬁ%&?ﬁ%" (gl): -4, e@rﬁ?fﬂ% also
been reported &latafui¥iardviensehemy| Bridgcpanmk Cglirnan adamed dyroiewviNn Biameasadoin girhter| in
schizophrenia. s, 1n9e69 YUY ik IaaRRANOI ! S0HTHILAE! RALAMRA TR blockers
to human volunteers is psychotomimelie 3 and administration to schizophrenia patients exacerbates
pre-existing syFHBTOREEG Rsnemd Zg 8k administration of group 11 mGlca agonises suppress

phencyclidine (PCP) Brdadigctipcindi oradpaith ets dindifled iniorees gypasg | U &inateopittix wiiels abso been
observed.that %ct'!va' K Il inGl OIHI!Z @lﬂpj giﬁ LS e ;ase from
5 presynelglic nervefer Ina ég ltsﬁ)lﬁ'.g;I estlﬁgﬁé aEttl%éllroup II'ra ul'\]’c%%}é%%es mgéiﬁie%g%fgﬂi%]il%ﬂhe
treatment of scimetarEmg Scwhishy ere Hapmolain sewuicd: FoopiarFe FETSRY T e rRreasDR, or

Nettiologiad Digffpesrdl Qfmuldibal2Bia recepliihoreais ihaiadsnal gleabigg aiidkaresandtaveloping
small molecule drH%s_thalg are active at the mOIyR sites, the =scowlers are_faced with a lack of potent

and selective R RS ERE e Wﬁﬁf’é‘r FREREFIES IR M meat

interest aroundltgeseatiotcntatitispopibunditanyetTheaher. i o Saichad mlanst Mcdhelo@ifemnabin. Ther.
Patents (2004)]; ; th eltevidRYRVEELRRIS,LS Still @ need to develop selective compounds
fix one subtype over another metabotropic glutamate xamatur site. One strategy that has recently

emerged involves 15 8rcReabeiveRy shnmeFrespia @t mEr adisbbrstmemew B eS binding
site. An silo steinaxmaduiatpteaivaebnld & agamite gbitmaionpenearatl the ambasiede binding

site; thus, an ql{ostedc odulator will gnly potentiete ar block eff cﬁ groguce the pnesence of an
agonist, but have no a nﬁl\ﬁlﬁy losr:l?tsmgév‘afaéll%% %ﬁ%@/ Téfﬁgﬁec{/?e 0 confg?’g%ﬁ?ss%ggﬁgity to
desired pharmsesibyiyaishicnturined aeld bo pluiprofte crdiatnor ALY bas kseiogioated avidaly of ke agonist.
In additiog, thegisnailllfsr ABsise ABle digkaRldn Aaxalonikg BRal-Malaalia HEcelient GROUNdS

that airlift improved potency and modulation of inGiuR2 as well as improved brain penetration. There

is also an juici¥eERT ok BT TR XS dit SReBIS, BRIBIBMERRL B exhibited
by typical and péyisaspaitivalahelieniéh deppasioa Snimdncapeta) shepriiptedesd sad yrandied symptoms
improved subtype seldSRRPLTEL SUlE toB S iR S SRS
believed that cbatsiéenvecentsahramslogy Asdgieraiing imsnhonismib it ampgbreresset rhy@marplegitelion in
schizophgenia gaafiemis:HeRreRYSRREOMING WREGRA MENEYY:;30g NOSIVE BATRIR G SoMaAIe
e S e ool ol . e bt 7 Amerunel shits: CRor axbgle, RGE004, a selective

group II mGluR anfegonisi, has been shown to exhibit dose-dependent antidepressani-like

effects in some emimel models. Bee, ep., Kawashima, et al, Newosei. Lett, 2005,

378(3):1314.

a0 Recently, it has also been reported that plutamele/N-methyl-D-asparigie ghrinmete
receptors (NMDAR) are implicated in schizophrenie. This was indeed supporied by the
observation that administretion of NMDAR. blockers to human volunteers is psychotomimelic



4 Accordingly, it is an object of this invention to provide a swim of substituted dthydro and totrahydm
oxazolopytimidinones which are potent modulators of mOIuR2. It is also an object of this invention to
provide pmcesses for the preparation of the substituted dilwdro and tetrahydro oxazolopyrimidinones
as disclosed herein. 50ther 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 |:

tOwherein: is a single

or a double boAPd RfmEnisration; do, Sehrapbrmisnpesisgis. cxacerbales, &%@FF%IFJF’BP’HRZlFWherem
Bat is hydrogeexam¢Q- ﬁlﬂt)ﬁiﬁuyladlﬁ}ﬁdﬁnﬁwmmmﬁﬁl agtii:&iﬂj@ﬂle

mdependently%gﬁgm%% Sﬁﬁ %rou nsistin g"% tral
chain (Cr-Cro)alkyi, mono- or di uorg?g%&aa y ﬁgﬁo ord%?J %?éa%ﬁ)féﬁ y re yI mono-

or di- f|IIOrD(C|1€H‘§§@RC9f$¥NK§/ﬂ1M@R@S mﬁm|mm@1®@almmmg@e@¢)mﬂﬁmno or

di:. quoro(§:1
(Cr-Cria)alky
difluoro(Ci-C.
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- Em%ém% ﬂ&@ﬁh&%@ MG
Lsulfinyl(Cao-C-ialltyl, (Cr-%O)alk Isulfon (Co C4)aI|cyI (Cr- 10%alkoxy mon%
gzaﬁfch%y ésf(f’ FSP(%E%FEIW
Neurological Disonders, 2002, 1, 261-281.

Although there is a preat deal of inferest in developing small molecule drugs that are
active at the mGluR sites, the researchers are faced with a lack of pofent and selective
maolecules. In spite of this, there are mnumereble reports highlighting the preat interest arpund
these polential therapentic tarpets. See, e, Sabbatini and Micheli, Expert Opin. Ther.
Patents (2004) [4(11):1593-1604,

However, there is still a need to develop selective compounds for one subtype over
enother metabotropic glhitamate receptor site. One stratepy that has recenily emerged involves
the discovery of allosteric madnlators that do not bind at the ghiamale binding site. An
allosteric modulator only works if the agonist (glttamats) is present af the orthosteric binding
site; thos, an allosteric modulator will only potentiete or block effects produced by the
presence of an agonist, bul heve no activity on its own.  Such a strategy is believed 1o confer
ereater specificity to desired pharmacological effects becauss they eifect the normal
physiological activity of the agonist.

In addition, there is still a considerable interest in developing small molecule “drug
like” compounds that exhibit improved potepcy and modulation of mGluR2 as well as
improved brain peneimtion. There is also an interest in developing modulators of mGIuR2
thet are devoid of typical side effects exhibited by itypical and atypical antipsychotic
compounds, such as for example extrapyramidal symptoms including tardive dyskinesia,
weight gam, etc. H is also expected that allosteric modulators that exhibit improved subtype
selectivity will feafure an improved pharmacological sefety profile. It is furiher believed that a
sclecttve modulator of mGIuR2? will alse exhibit efficacy on cogmitive dysfunction in
schizophrenia patienls thereby improving working memory and poesitive symptoms.

All of the references described berzin ere incorporated hersimn by reference in their
entirety,

and
branched

COolkYl,
or



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,l,Crc)aryloxy(CirC.4)alkyi, (Cr,,C,0)arylsulfanyl(Co-C-i)alkyl,
(C.6,C/Oarylsulfory1(C.0-C4)ajlty1, (C6,CiOarylsulfanyl(Ce-C4)uall, (C3-00cycloalkylcCe-C4alkyl,
MODL) or dffluouge3-es)cycioalkYRCOCOu1k91. (C3-00cYuloalkoKACo-COalkyl, mono- or
difluoro(C3-C)cycloalicyloxy(C0-C4)alkyl, (C]-Cs)cycloalkyl mono- or dilluoro 5(Craoalkyl,

(C3-C)cycloalkyf momwm@@mwm@mmmaw@mw dihytiro
(C3- C6)cycloalm§9ilﬁgyd§@ %@m&q&gﬂm@mch -COalkYI,
heterearyl(Ca-Calkyl, heteroaryl mono- or difluaro(CL- Coalk [, heteroar 0-C4)alk
heteroaryloxy mono- %Hﬂﬁ#ﬁoﬁ(@ﬁ)‘éﬁ@“ fb‘f‘?@%’fb Wﬁ%%ﬁ I,1]“’pﬁr‘al":"l)éf the
beteroarylsuItimhﬁwmmmmbwwmmmma saturated
heterocyclic mono- opgi-fl ﬂﬂi&ﬂu ﬂggaﬁdtﬁygtiﬁg%m 9 B prali RatHERTE drlt
heterocyclylwry mono- Org? aro?g‘agl) Cielleyl, saturated aterocyclylsulfanyI(Co C4a|Icy4

15heteroc3TIY bsormyReuTeiimm b daiisd el9BFa41. -CO2R22 or -CONR23Ft24 tin Eta
Rn and RA are the same or different ammer selected from hydrogen or

(Crer)alkyl; and whergj RI and R2 am gﬁéonall 't]her substi thS Ha ndﬁﬁﬁ e the same or
&Etied 3

different and indepen rom e group C nS|st|ng of ydrogen,
(Ct-C)alL71, (Ca- C)GYoIoaIkA and (CceCn)urYKCJ -CQulkYri; or R3 and ReT taken together with the
carbon atom to which they are attached ¥ag#i's gtigited or unsubstihrted C5-C.7 c.arbocyclic ring;
125, R6 and R7 are the same or different § ﬁtﬂ,g{ﬁjpe{@rf{albﬂgéiaselected from 25The group
consisting of hydrogen, (CrCOalkyl a eglkyl; RE is selected lion the group consisting of
substituted or uosubstituted phenyl, substitutg su’bstltuted naphthyl, substituted or =substituted
indarkyl, - substituted or unsubstituted tetralinyl, substituted or unsubstituted benzocycloheplanyl,
substituted or unsubstituted hexalaydrufluonmyl, 30substituted or unsubstitUfd (C3-Ce)cycloalkyi,
substitute@ or =substigagnfuranyl, substituted or unsubstituted beimotinartyl, substituted or

unsabsiituted thtopherryl, substituted or =substituted benzoihiopherod, substituted or
— isasigle or a dooble band;

pis0oarl;

nis an integer from 0 to 3;

X iz oxypen, sulfir or NRz), wherein Rz is hydropen or (C-Cg)alkyl;

15 Y is oxygen or sulfim

R, and R; ere the same or different and independently of each other selected fiom the
groun consisting of hydrogen, CFs, straight or branched chain (C;-Cro)alkyl,
mono- or di-fuoro(Cy-Cy)alyl, mono- or di-fluore(Ci-Cslalkony{Co-CqJalkyl,

) mono- of di-fluore{Cy-Cy)alkylsulfmyl{Co-Cy)alkyl, mono- or di-

20 fluora{C;-C.g)alkylsul inyl{C-Cs)alkyl, mono- or di-
fuora({C-Ca)alkylsulfonyKCo-Cy)alkyl, (Cr-Cio)atkoxy(Co-Cy)alkyl,
(Ci-Cro)elkylsulfnyl(Co-Cadalkyl, (Cr-Crojalkeylsul finyl(Co-CaJelkyl,
(C1-Cio)alkylsulfonyl(Co-Cq)alkyl, (Ci-Cho)alkoxy mono- or di-
fluoro{Cy-Ca)alkyl, {C1-Cig)alkylsulfanyl mone- or di-fluora(C-Cq)alkyl,

25 (C1-Cro)alkylsulfinyl mone- or di-flvoro(Cy-Calalkyl, (C1-Cjo)alkylsulfonyl
mone- or di-fuer(Ci-Coalkyl, (Cs,Cra)eryl(Co-Cs)alicyl, (Cs,Cin)eryl mono-
or diffuoro(Ci-Cy)alkyl, {Ce,Cip)aryl mono- or difluom({Cx-Cylalkyloxy,
(Cs,Cra)aryloxy(Co-Ca)alkyl, (Cs,Cio)arylsulfanyl(Co-Ca)alleyl,




6 =substituted indolyl, substituted or uo_substituted benzothiazolA substituted or unsubstituted
thiazoig, substituted or unsubstituted pyrrolyl, substituted or unsubstituted pyridyl, substituted or
=substituted tetrahydroisoquinolirryl, substituted or unsubstituted tetrahydrogninolinyl, substituted or
=substituted lisoquirtolinyl, substituted or =substitutéd 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)al F‘%&%ﬁﬁ M@M@d

(C3- ClO)cycIoaIkyI(CR4at0§Casw@wwwmufmmd(ﬁ%ﬁd@m {&bstituted or
=substituted (C6, CthryI(CEﬁgﬁ%ﬂ @‘%ﬁ’g‘%@ﬁﬂeﬁ heteroaryl(CRQRlO) substituted or
=substituted (C6, Cw)aryIpO CyC oaﬁcy ubstitute un iutcd f&a -Cp)bicyclic, subsUtuted or
15=substituted adamontyl; &MM@%I{%MWM@MHMHWI
substituteds or =substituted pERZERKSIO 1koxy substituted

or =substituted (Cr Cto)cyc ﬁ%ﬂﬁggsrtﬁged iEug;u@srtuthd S(?; s,Cto)arylcuty, substituted or
unsubstiMed heteroaryloxy, ﬁt’ %@Y@@’ @M@H‘@

=substituted plpenlzmyl(CR@&BﬂOMosUchtﬂﬁnmkﬁwmmﬁmdj@ﬂmmam substituted or

=substituted tetrahydrop)r H%ggﬂ ﬂﬁ!ﬂﬁ%ﬂ gﬁm}gﬁ ~Coalkyl,
tetralaydmfuranyl(CROR10),,a, substituted or unsubsfiMed 1,3-dioicanyl, substituted or unsubstihted
1,3-dioxolanyl, (Ct- C4)alko>3§ﬁﬁ??§—§;° %%mmgé@weﬁm@mthoxy,
25substitated or =substitutdetmHirhEai@yeHak, 2o ELPREI

diteront and indepencentsy Sp Rt e CHh & %‘_\‘/’5];’8 Wgﬂﬁ%ﬁ%’fé@%ﬁ%ﬁgﬁ%&?&%ﬁﬂ%.”
token together with the carbefregprlictmanhich dhv8ycmECaEalillon, fefmatel substituted or tmsubstituted
Cs-Cs carbcecYclic ring: 7 beterocyelyloxy(Co-Colalkyl, saturated heterocyelyloxy mono- or di-

Huare{Cy-CoJelkyl, seturated heterocyclylsulfanyl(Co-Ca)alkyl,

15 heterocyclylsulfnyCo-Coalkyl, heterneyelylsulfonyl(Co-Coalkyl, -CO:Rzz or
-CONRz3R34 wherein Ryz, Rzs and Ry ere the same or different and
indepepdently of each ather selecied from hydrogen or (C1-Calalkyl: and
wherein R; and R; are optionally further substituted;

Ra and Ry are the same or different and independently of each other selecied from the

20 group consisting of hydrogen, (C1-Coalkyl, (Ca-Ca)eycloalkyl, and
(CeCrp)aryl{C-Cy)alkyl; or

E; and B4 taken together with the carbon atom to which they are atteched form a
substituted or unsubstituted Cs-Cy carbocyclic rmg;
Bs, Rg and Ry are the same or different and independenlly of each other selected from
25 1he grovp consisting of hydrogen, (C1-Ce)alkyl end (Cs-Ca)eyeloalkyl;
Ry is selected from the group consisting of substituted or unsubstituted phenyl,
substitmied or unsubstituted naphihyl, substituted or unsubstibrted indenyl,
- substiirled or unsubstituted tetralinyl, substituied or unsubstitited
benzocycloheplanyl, substituted or onsubsiituted hexahydrofluorenyl,
a0 substifuted or unsubstituted (Ca-Cg)cyclualkyl, substitmied or mnsubstitated
furany], substituted or unsubstituted benzofimanyl, substitnted or unsubstituted
thiophenyl, substihried or unsubstituted benzothiophenyl, substitated or




and wherein said sub stituents are selected front the aforementioned subsiituents. ~ The compound
of faro:vale. | 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 ogygen, pis 1, nis 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, pis 1, nis 0 and Ra, R2, R3, Ri. Rs, 11. 6 R7 are hydrogen then
Its is not phenyl. More specmm@m@wmmmm esdthiorphilssiys :
242:methy ey ety ;G R Aol R WBAANRA oy, et o
5-mellay1-2-(2-methyl-phenoxymethyl)-2,3-chla dro -oxazolo[3,2-a]pyrimidin-7-one;
152-(phentegmetby!)-2, 3-dilfebin dyh sy RyagHhst "“’”]“i

5-mothyl-2-phenoxymethyl &&Eﬁcﬁf&hﬂmﬂaﬁmﬂm&p&mmﬂmﬁt@ﬂﬁﬂnd unsubstituted

2- phenoxyfraethyl -2,3"5,6- tetram\l/q]r%’?sgﬁe%]& “%t{‘ %7 onemn]\/ gﬁL%Marlous embodiments
cedtica composil

of this invention including phwﬂna Ions co rlsm arious compounds of this
invention as well as their useshgtituirdieteirimdibereemay) ermbizui spursyhstdagde conditions as
disclosed herein are also pahpfARiditRuantian.gl of which are descdbed in &tell below. DETAILED
DESCRIPTION OF THE INVENTION, The terms as used herein have the fqllowr gs: As used
e A fele

herein, the expression "(Ci. EeSER/EAEH fed or
branched propyl and butyl memgmgrm@atemmmrmh -PIDP371, isopropyl and

tert-butyl. §|mllarly, the exp Elléﬁﬁl@é?l,a [%f H.(&l @% Lﬂf?gﬁfﬁl d above
and further includes stralgh cha ed or branched Pettit haul MS, oetyf nonyl and decy groups
Further, the expression (lemimmmmd or branched alkyl
groups containing from 1 tou3Q:84eadan, ngmﬁﬁﬂa{m%mmd&hat any of the

feasible branched (ClI- COa%%%ﬁ% 1-C aJ ¥ prou known in the art is
encompassed by this expre %b")é’k rEssI0;0S s'ﬁ%ﬁ g%g%%ﬁﬂoﬁj "(Ci_CiOalkoxy,
"(Ct. a CallioalkYr or (Crammmmrmm@mmmﬁmmmmo)amyr

9aydroxy{gi.Ca)alkyr or "hygroykersGumlalin m{&h&;&g IreAsRem iRla{fE stoxladisarbon 1",
"(Cr- C4a1koxycarbonYkC| -C40.1KkYTr, "(CrEst)a korr e|rbonyP namthe(Cl }aIle

"(Ci.C.)alkylamino", "(Oalkyfesptieg) “‘-'“115'1 bstitnted benzocycloheptyl, streight
or branched chain {Cl—an)alkuxf, substituted or unsubstifuted {Ca-
Cig)cycloalkoxy, substitited or insubstitiied (Cg,Cra)aryloxy, substiuted or
unsubstituted heteroaryloxy, substituied or tnyubstituted pipenidmyl(CRoR10)m,
20 substituted or insubstituted pipemzinyl(CRyR1g)m, substituted or imsubstituted
(C4-Cy)lactem, substitoted or unsubstituted tetrahydropyranyl(CRsR) o),
substituted or unsubstituted tetrahydrofurenyl(CRgR1p)m, substitried or
mmsuhstitsited 1,3-diexanyl, substihned or mnsubstitiuted [3-dioxolanyl,
(Cy-Ca)alkoxyethoxy, substituted or unsubstituted {C5-Ca)eycloalkyloxyethoxy,
25 substitied or umsnbstibred {Cs.Crg)aryloxyethoxy end substihrted or
unsubstihried hetemaquoxyeihﬂx_'.r; wherein
ml is an imteger from 0 1o 1(k
Rs end Rig are the same or differeat and independently of esch other chosen
from hydrogen or (C)-Cy)alkyl; or
30 Ry and Ry taken fogether with the carbon alom io which Lhey are attached form
a substituted ar unsobstituied C3-Cy carbocyclic ring;




5"(Ci.C.Odialkylearbamoyl(Ci.C4)alkyl" "mono- or di4Cl_C4)alkylamino(C1-C4)ally4",
ramino(Cl_G)alkylearbonyr "cliphenyl(Ci.C4)alkyl™ "phenyl(Cl_COallcyr, "phenylcarboyker-Coalkyr,
"pherioxyri-GOalkyl" and "(Cr_C4)alkylsulforryl," 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(C| COaIkyI include fluorurnettryl,

2-fluoro-eth-l-yl or 1-fluoro-&M- FHFT=IL e SPhstitsmts ae relered fma Hie ghersmentionstt the like.
Representative examples oﬁrﬂi&timemCrCOalkyl include dlfluoro methyl, 24 difluoro-eth-1-yl,
|,2-difluotoeth-I-y1 or 4 1- ol lﬁ( ykq@&lfﬂ etEr- - clifluorg-prop-I-n, and
the As used herein, the expr SSIOI‘I cyc includes a ]1' ngi/s{/ﬂn yCli ((:EBS éa

Representatlve“%%wwmw FriNRES wmmwmaﬂmmclﬂb@ﬁw@dmm
cyclopeanscycMﬁIMyl cyclooetyl, and the like. Derived expressions such as "cycloalkoxy-

or "cycloatknoxf, cycﬁ) k¥l #%fgxf 20 "cycloallryialky1", "cycloalkylaryn acycloalkylearbonyt are to
be construed accordlng ted that the expression "(Crea)carbocyclic" shall have

the same meaning a%S-‘@Ocyﬁlgam mﬂcﬂiuﬁ@ﬁlf&&f&?ﬁ, gr%aé@rk] %! ﬁ%@ I}@II have
ally

the same meaning as "'(Cies)alkanoyr, W|ICh can also be represen ed structurally as 7 where R
isa 25 (Cl_C5)alkyl as deﬁ%{’ﬁﬂ’é’% st rdmgeramndidisa ReisptiPmean same as (C1_
CfjacyL Specifically, "(Ci_ Ca)ﬁﬁyﬁpﬁw mmn formyl acetyl or ethanoyl, propanoyl, nbutanoyl, etc.
Derived expressions such as "(C1-C6)acyloxr sod "(Ci-Crjacyloxyalkyl" are to be construed

accordind. udiemeren, igedenblelmd N nal YO0 axyars. misrbauin (zatl Bf, RacRarBwn

30(C4-07)cyclie amide. Reggeﬁr}@m%@ﬂlmﬁa(gﬂlﬂjﬁﬁﬁnt includes azetidia-2-one,
pyrrolldln -2-one, piper. d iri-2-o, nd azgﬂan -2-0ne. As used he:rein, the expression

"(Ci_C)perflilOrOalkylr A @M%W%placed with
fluorine atoma |IIustrétﬂsmthrhpﬁmqmw1}mmdﬂmﬁ&byhmhﬂmmﬁﬁmmmm@nd straight-chained

or branched heptaflu9 Wﬂ?gﬂk 9, exyl groups.
Derived expression, Nei. 5 6)perf|uoroa|kox 0 be coristrued ac s used herein, the
expressidfi 'mono- ordHkgeR mmy'f@mps are substlbated with one
or two fluorine atom&ﬁump[exgm%ﬁ cig_:, pizHypiamatbyld:fiaroethyl,

1-fluompropyl, 1,1- ot 1,2- dlfluo 2 or1,3- %}%n% &Erop 1 1 1 2-,1,3-or
1,4-difluorobidyl and’s Gu-Tne er|

di- fIuctro(Cre4aIIeox%@@@ﬂk%nmbcﬁ%o@tﬂmmmnﬂmwm or

di-fluoro(Ci-G) gligastBay 6easG W Iy iy IfM %gr gbgli he
construed accordingly. However in these situations, the placement of fluorlne atom 0es become
importer:f€ It |§ﬁﬁ§?§ﬂf/”pw nliserse Ao as disrlesed hserin askales met ekygen,

suit, 15 suLfmhiiiﬂfﬁﬂmﬁﬂﬂMmmaiﬁH&ﬁBﬁdm&Mn the generic group is mono- or
difluccoethoxymethyl, the prefe mﬁ%ﬁ% %Wethyl or 2,2-
difluomethoxymethyl, and the h|e S used heréiin mono- or difinom -COcycloalkyl shall mean
one or two of the hydfsgemaassshhervindiaveta fidiofing meapingys. Representative examples include
20fluaroeyelohexyl, heusedduRiin] Sl Sy ele0 ey AIRmAEOREMM ada%amt 2rdthd Bad

d|fluoroc¥jclopentyl _anhe Ei-ebranr.hai propyl and buty! groups.  Perticular alkyl groups are metiyl,
ethyl, n-propyl, isopropyl and tert-butyl. Similarly, the expression “(C1-Cip)elicyl™ includes all

of the (C;-Cq)alkyl as described above =nd further includes stmipht chained or branched

pentyl, hexyl, hepiyl, octyl, nonyl and decyl proups. Further, the expression “(Ci-Cao)alkyl”
includes all of the possible straight chained or branched alkyl groups eontaining from 1 to 20

30  carbon zioms. It should particularly be noted that any of the feasible branched (C-Cy)alkyl

group, (C-Cyp)alkyl group or {Ci-Caglalkyl group known in the art i3 encompessed by this

expression,  Derived expressions such as "(Cr.Cyalkoxy” or "(C.Cipalkoxy”, “(Ci.




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 ong 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)aryl as defined herein is Anther attached
to (C1-C4alkyl &Mﬂb&"hmeﬁCR@pMﬁve”@W@ﬂﬁhWbmﬁ%M
2-phenylpropyl h yl bﬁg]{g&g@pd}!&[@mlla H dor
expression (CéjjI *:)Iaryl(Cr .C.s. éﬁ%%i(i@shgfbe construed accordlng't?( Reﬂrﬁsentailve le;xamples
of said expressi&r any " EpCaalkaxyearbonyl(C

limitation phaV|WMhthychchycloW@ﬂ)WWﬂ and the
like. A use he expre efpand | mcludes all rzg%nht a ulalnlng
aromatic radlcai '@p%&%%g%ﬁﬁém ered heterceryl radlceﬁ1 .ﬁﬁe# unny|, E-EZ

thiophenyl, pyrferineteridislcpdantly|, imidazbsreniarbhliiazoly 1" |sdwwl§ﬁblfﬁédle
Representatlvenﬁhgﬁgmmﬁgjp@;ml @W@ermyﬂgymw|My{0pwamayl

triazinyl, and the hie radicals, Re resent t|v s of bIC clic beter ica ncI
benzofuranyi, SORFEEHiBsAENE %‘ﬁ b%ﬁ ﬁﬁ@a'%ﬂﬂﬁﬁggzo él%f%ma\ idyl,

thienopyridyl, ammmybmmmmmmmﬂyﬂmm@mmemoxy
shall be canstryed AGePIAING Mo of mé BydREHIIGHE Rp R PHREGRRIAR NEIGIaeH RS et aed
heterocyclic" includes all of the known reduced hebanatom contalnlng cycllc radlcals Representatlve

5-membered h&terelye( Caioalvi et Quempioh fdiprertdml o drrorriatotiiBsmeny!, 1
pynnlidinyl, itgrepvelrglitdznty]. ﬁﬂﬁa}asddﬁmmﬁzsmm ﬁJ’ﬂi-ﬂh&Mp@a;RBﬂ;&ﬁﬂﬂhaﬂm agajmm

heterocycle radials inclu %en?l_’ &:E'Ef or ﬁﬁﬁl’ 1,3:djo ]tﬁlomorphollnyl,
and the Bre. Vario othiekaajfgliI eterocyciraticals .nc%{HH"E’ t mitation, i};% >ih)i/]l')f!azepanyl
diezepanyl, dlaﬂﬂlwdo[ﬂﬂiﬂwm-ﬂﬁyl-ﬂmd.ﬂﬂéi@gmﬂm%m 234 luomdlFavdi-athel-
expressmﬂi "(C 1)5)_@3193 Hg,gllg_ a{hg;ghiﬂknown bicyclic radicals. Representatlve examples of

ny limi at

"bicyclic" |ncIu es without a ion bicyclo12.1.11hexane, blcyclo[2 heptim
bicyclo113.2-110ctan®? gﬁﬁ?ﬁzﬁ%ﬁﬁﬁ'ﬁﬁﬂﬂlc{&fi o’ﬂ‘g d‘i’?ﬂﬁ’& cyelic
bicyclor3.3_21gsticatine” Ew&eﬁﬁ,ﬂdemmﬂ@mfcl&bﬁ%ﬂl]ﬂad&chﬂa bidtteia Sady] |timiessne, and

e e e S U ol Sl DR e
Derived expressicns soch as “cycloalkoxy™ or “cycloalkyloxy”, “cycloalkyloxyethoxy™,
20 “cycloeikylaliyl”, “cycloalkylaryl”, "c}rcluﬂlkylmrbunyl" are 1o be construed accordingly. It
shonld firrther be noted thet the expression *{Cs-Cg)earbocyelic™ shall have the same meaning
as “(Cs-Caleycloalkyl™. '
As used herein the expression *(Cj-Cgacyl” shell bave the same meaning as
“(C;.Cs)elkenoyl”, which cen also be represented structmrelly ss “R-CO-," where R is a
25 (CrCs)alkyl as defined herein. Additiopally, “(Cy.Cslaliylearbonyl™ shall mean same as (C;-
Cgacyl. Specifically, “(CiCe)acyl” shall mean formyl, acetyl or ethancyl, propanoyl, o-
butanoyl, sic. Derived expressions such as “{C)-Ce)acyloxy™ end “(C:i-Cg)acyloxyalkyl” are to
be construed ecoordingly. '
As usal hersin, the expression “{Cy-Cpjlactem™ represents all of the Jmown
30 {Ce-Cyoyclic amide. Representative exemples of “{Cy-Cy)lactam™ includes ezefidin-2-one,
pyrrolidin-2-one, piperidin-2-one and azepan-2-one.



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 méans 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 pharmaceutlcal composition, La, a dos e form capable of administration to

the patient One exarI&%57 d5einathe, aqg'rgé Lepemrist Yt s hydmerar

parenteral admmHMemﬂﬂ@U@dhmmrmﬂmtmﬁyﬁﬁmpmbimsdmsm%eﬁh@l&mﬁlﬁaﬂs that the
salts of The 5!%355]98&? %sediln medicin rations. Other salt;
may, however, be use Sﬁ?l té‘é@%eparatlan %&’the compounds accor %%R%%%Wﬁ f their
pharmaceutlcmwﬂb'ﬁﬂﬁ?f@em@b mrrsefius léﬂsaﬂémtmlmd’@unds of

this invengon m:gji;gjﬂ@gﬂmggmm,ﬁgmwﬁﬂé@acample be formed by mixing a solution of

the compound accorgmn%ma] e jn 1E£I'[I0n with olutlon ﬁ{ a 16) ceutlcall acceptable acid
such as hydrochloric’ac %rom@éﬁat’% e i ke any of the

2- hydr0|ryethMmm@%Mm@MWﬂma@MﬂWWem acid,
malic acid, asGoieAGIHmS ﬁ&&!&eﬁ\? 1&’&5%&?@9&%&%&?%% ?Wﬁdﬂﬁlﬂmﬂﬂ%\?ﬂc 3od,

2- phenoxybenmlc acid, hydroxiienzmc acid, phe %acetlc acid, benzoic acid, oxali¢ acid, Titric acid,

tartaric acid, gRFcbf it b}ruh%‘&f:nh “@h@h@ﬂ%%ﬂ@%ﬂﬂéﬁﬂmlc acid_
The acidmetatmais-such ag sodium-ferpOyORdRRctieRAusHhate ap@haotassiugs hydrggen sulfate

can also be fo md ; ﬁlﬂel S%EtS resent either, r.di- s and cam
exist substantlaﬁmﬁﬁ%ig ous or ca %&Wﬁ rthe?rhngre ﬁ’e@%ﬁ'ﬁﬁﬂ' o%ﬁ}fﬂ'g inverdion
cany an aC|d|cmt%um%%mmwsmd&hmmmmﬂwk.metal

20mks, e.g. safiwRal ROIRSE wiR-SRlS; alk MEﬁEtBﬂ”ﬁﬁ&ﬁEﬁaa!ﬁﬁn%cﬁé&iH@iﬂprEeﬂ%n salts,
and salts formed wi swégble EI%anlc Ilgands e.g. quaternary ammonium salts. As used herein,
I

die term "prod Shetr-iR g %W&%@?H@%%@%Bﬁmmﬂncludes a
pharmactﬂogieﬂﬁnﬂaﬁm\ml&mmmntmhﬁafwhmﬂmﬁtahhhﬂaﬂ@rgd&em|gﬁihptﬁarmi&[-:me.ﬁ‘ by a

biological syst Iﬂ:%%%rﬂ mgllan em iS.23 GORY. rteuqI Ehaﬂo act
substance. T e expression *3hsreisomers’ 1s general ter us ora )Ig% ?X %e individual
molecules thafiirerahnnmetelomd hedds. of their akpms in space. Typically it includes mirror image

isomers that are usuglyutinerraideniena! IRaSHANS IEYDMSHIREFN BRI GRRTRBSS 1w bets:the

compounds g&g to the invention possess tWQ or more 3 asymmetric centers they may
additionally ejil 5“5% &ﬁoﬁ%rﬁ@?ﬁ% tric

isomers t@sﬂﬂhﬂne?cﬁlnhm mtammmmmmwmmﬂmﬂ m,m,mmwe niwo or

more stmaturgffy h rapid 12 equilibrium, commonly known as tautenners.
Representative examples of tautomers include keto-enol tautomers, phenol-keto tautomers,

nitroso-oxime tautordr ¥57hilgeih i nerprmign el «fu)amk esas, FrhstsRsd o ansibsfitaledsomers
and mixtures @eeDoiNRAPYHBN0 P SHitHE pbileOdM DR Wl oS aapehof thede senpinvention..

m-tolyl, 1,2-, 13-, 1,4-xylyl, 1-methylnephthyl, Z-methylnaphthy], etc. “Substitated phenyl™
25  or “substifuied naphthyl” also inclode any of the possible substitnents as farther defined herein
or one known in the art  Derived expressions “{Ce,Cro)aryloxy™ and “(Cs,Cro)aryloxyethoxy”

ahall be constroed aceondingly.
As used berein, the expression "(Ce,Cio)aryl(C1-Cq)elil” means that the (Cs,Cro)aryl
es defined herein is further attached to (C1-Cy)alkyl as defined hersin. Represenlative
30 exemples include benzyl, phenylethyl, 2-phenylpropyl, 1-naphthylmethyl, 2-naphthylmethyl
and the like. Similarly, snother derived expression "{(Ce,Cro)aryl{Ca.Cleycloalkyl" shall be
constroed accordingly. Representative examples of seid expression include without any




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. 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, OOZJJiii:;iaﬂuaster plicayivebopiCiy; 6) alHaoaphiidl=g2Rpripglky|, (fhinglGHekfimdroalkdxy,
-NEI2, CI, Br, I, F SES, -NH- Io I [, and -Mower alky02, unless otherwise noted However,
any of The othenag]llutgkrdsﬁ%‘?jftuents I%‘tcgwn to one skilled in the art can also be used 15in these
embodiments.  "Théfapedkunip.cthe erpeants  hetrraads Enladssall ol WrclEonTh SEBPHMR is

effective in tremm@maﬁm tisedaitaive Rdiimmrdd WRda iyl iialiRgnctaile fnoiy),

(hpreventing a e, diso r cond n from occurrin pafj atm posed

to the dlsegse %fg’fﬁdse‘fra %8' dﬁ%ﬁo g’ﬁ%ﬁj P%g@nrrﬁi glagngaszé] g [ﬁ%@’}iné' migbltmg the

disease, disordisothiagalmllitieh theeliker r8stiregeits el ety ctidodtagithlwdi poddmytisorder

or condition, i.€f EREERSRIAN AR 55355 isarale 1A Rr Gan Gl ARRIL S prgordance
vention

with the practice of thlS#‘l ere is provided a compound of the formula I; wherein: 13 =is a
single or a douBfet radicals include, benzofuranyl, benzothiophenyl, indolyl, qumolimyl,
isoguintolinyl, cinnolyl, benzimidazoelyl, indazolyl, fimopyridyl, thienopyridyl, and the like

18 radicals, Derived expressions “heteroaryloxy” and “heteroaryloxyethoxy™ shall be construed
anmrdingl}-r.

As vsed herein, the expression “heterccyele” or “saturaled heterocyelic™ inchuides ell of
the known reduced hetercatom conlaining cyclic radicals. Represeniative S-membered
beterocycle mdicals include tetrahydroforenyl, 1,3-dioxolanyl, tetzhydmothiophenyl,

15 pymolidinyl, 2-thiazolinyl, icirelydrothiazolyl, fetrahydrooxazolyl, and the like.
Representative 6-membered heterocyzle radicals include piperidingl, piperazinyl, morpholinyl,
pyranyl, 1,3-dioxemyl, thiomorphalinyl, and the like. Varous other betemcycle radicals
include, without limitation, aziridinyl, azepanyl, diezepanyl, dinzabicyclo[2.2.1]hept-2-y1, and
trinzocanyl, znd the Hke.

20 As used herein, the expression “{Cy-Cy3)bicyclic™ includes ell of the kngwn bicychic
radicals.  Represemiafive examples of “bicyclic™ includes without any [imitation
bicyclo[2.1.1Thexame, bicyclo[22.[Thepiane, bicyclof[3.2 [Joctzne, bicyclo[2.2 2]octene,
bicyclo[3.2%]nonane, bicyclo[3.3.1)nonene, bicyclo[3.3 2]decane, bicyclo[4.3,1]decane,
bicyclo[4.4.1Jundecane, bicyclofs.4.1]dodecane, and the like. Derived expressions such as

25 “bicyeloalkoxy™, “bicycloalkylalkyl”, “bicycloalkylaryl”, “hicycloalkylearbonyl” are 1o be
construed accordingly.

"Hulogen™ {or "halo™ means chlorine (chlor), fluorine {fluore), bromine (bromo), and
jodine Godo).

As used herein, "patient” means a warm blooded animal, such as for example rats,

30 mice, dogs, cals, gninea pips, and primates such as humans.

As used herein, the expression "phemmecentically acceptable carrier” means a non-
1oxic solvent, dispersent, excipient, adjuvent, or other material which is mibted with the

fakep /Bl



pis Our I; n is aa integer from O to 3; Xis oxygen, sulfur or NR2L, wherein R21 is hydrogen or
(Cj-C.4)alkyl; 5Y is oxygen or sulfur, Rl 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(Cl-C4alkoxy(C0-C4)alicyl, mono- or
di-fluoro(Cj-C4)alkylsulfanyl(CirNalkyl, mono- or di- n,fluoro(Cayi(Co-COnikYI, mono- or di-
finoro(Ci-COSinullonYKCo-COnikY!I. (Ci-Cio)alkorY(Co-C)akY], (Q Clo)alkylsulfenyl(Co Calkyl,
(Ci-C10)alkylsHpRAEdcat) wwmmmmfmm@mm PRSRSIA| RS 2 e caytionl
difluoro(Ci-C. Gistiapdsition -£ 60 yodkiydgs ke, i {Beipickin (Ot doatkldDifliali mono-
or di- quoro(Cl 4alk 1]£C| Clo]a Isulfon omr- s C!E)ﬁurYIQCO-(éa KYI, C6 C10)nryl mono-
or diquorn(Ci |em aryl ffinn 0-COnikYI,
(Cs, Cu)arYlsuIfanyké&@ﬂk%@@@@%ﬁﬂﬁ%@@iﬁhﬂ@ﬁ@(@ﬁﬁd@ﬁ@%@%ﬁﬁﬂl
20(C3- OOcsycloaAszb%n@Q@I G RRUAHAE R SR RN (reRabbil! om

(C3-es)ertnikoxY dre4R 0120- or difiuorg(C3- C8)oyc|oa|ky|oxy$go C4aky| (C2 C2)cyc|nal|ry|
mono- or cliO Hﬁlfg WM&WM@Q&@% Jhssdpvertion or of their

(cs-CA)cycloaﬁmmﬁ&amwuﬁ @doepiapile( Gl O Bikbh kpltuiianydicty Gétapai}, salts of the
25(C3-Cr)cyc M% %g%q, &?%%dmﬁ)ﬁé&hCa wﬂle roar%cgglﬁ%ﬁ%&i}ete%f mono-

or difbauro(Ci-C4jalicyl, htleroary CorNalicy temarylory monao- or
lielernanisulfafSEiah- Néﬂ!‘ﬁ”ﬁe‘?@nﬂ?ﬁllﬁ?ﬁ@ﬂ@@) wslwaen@r’éarmmmwb @Gd!WHSIftLﬂfated
heterocyalic(Cgnhtaladusaty aleeh2BRalaroawlis: RRRe-hRei AU alRterkid,

hetemeyclyloxy(Go-Nalkyl,. satura eterocyclyl or. difluoro(C2- C4 Isaturated
heterocyclylsicﬁ%ﬁ'ﬁ%& %b’%ﬂ%z@éﬁlﬁﬁfﬁbk@wﬁﬁ& K‘m‘m“ arid,

beterocyclylsmmmmdmmwm \wineiminafd7 giREtcaiillR2diare the
same or differgpiyanfdpReRsndsnibypl SREY SIRLSAIEEIR A AREN.R 45d; GibligdRnd
wherein R1 and_R2 ale optionally further substituted;

acid, benzoic acid, oxalic acid, citric acid, tartaric acid, glycolic acid, lactic acid, pyruvic acid,

15  malonjc ecid, carbonic acid or phosphoric acid.” The acid metal szlts such as sedium
menchydrogen orthophosphate and potassiom hyidrogen sulfate ean also be formed, Also, the
selts so formed may present either s mono- or di- acid salis and can exist substantially
enhydrous or ¢can be hydmated. Ferthermore, where the compounds of the invention camy an
acidic moiety, suitable pharmaceutically accepteble salts therenf may nclude alkali metal

20  salts, eg. sodinm or potessium salts; alkaline earth metal selis, e.g. calcium or mapnesinm
salts, and salts formed with suitable organic Yigands, e.g. queternary ammorium salts.

As used herein, the term “prodrg™ shall have the generslly accepted meaning in the
arL. One such definition ingludes & phammacologically inactive chemical entity thal when
metabolized or chemically transformed by a biological system such as 2 mammalian system js

25  converted into & phamacologically active substance,

The expression "stereoisomers” is a general 1erm used for all isomers of the individual
molecules that differ only in the ofendation of their atoms in space. Typically It includes
mimor imege isomers ihat are uwsually formed due to at least one asymmetric center
{enentiomers). Where the compounds acconling o the invention possess two or more

30  asymmetric ceniers, they may additionally exist as diastersnisomers, also certain individual
molecules may exist 89 geometric isomers {cisftrans). Similerly, certain compounds of this
mvention may exist in a mixture of two or more strocturally distinet forms that are in rapid




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,CLO)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 sg@me 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 rquilibstivatedrimmiy kovbsatumimoess Repiterntdiet elimsplesuifdatinewns mehkigbstihtted

15benzocyclobgiunyl; SREHIIET kS URRTT R REY NYkAMIAkRAY SHaRNteg0F ~Sbatiuted

(C3-CiOcycloalkyl, substituted qr substltuted finzawl, substituted or unsubstitMed benzofuranyl,

substituted or ZEUBTRREM-thibARENDE, LriscHrok 21k St Fmems end e 3Rt AR fitked or
=substituted lnﬂﬂimmhﬁﬁtuiﬂﬂugimstmﬁiﬂhﬁbh@ammap&bhﬁubﬁﬁoﬁed 20or =substituted

thiazolyl, substitute [r %II Su [ —?‘ubsH Ibisubq tituted or
—substltutgd tetrahyglrr%fsoquur?ocs'llv%ﬁ sut‘)xgﬁ or sutt)g?ta%e e T”\Lﬁ'(ﬁ'goqumg%lpﬂi lé‘gtltuted or
=substituted is&F IRty wehEwaranoy selvass suglesnlss i fommlrts i Jndrade onesns Bl sabpte
tetrahydrodthe ggdpraidddehigibstieieshOn-astisiduies 25herahydrodibenzofuranyl, wherein said

subAi-tont are selected from oup consisti ~3. OCFE3, hal ge N SF5 strai

branched chain (Cl- W@%@ﬁﬁfy %ﬁ%%gﬁ'ﬁftﬁecﬂ @%
(C3-CuOcycloaiibsfitiRS Bappanis whsiimtads. omﬁmemﬁmmmmmwpdﬂmmwd or 30
=substiuigd (G GomERALN Qmybalinied Qhos be e ASiERNIIGRA Whslted or
uumbsiitated (C6,CIl0)aryl(C3- CecYcloolitY13 substituted or unsubstituted (03-Cp)bicyclie, substituted
or 15 =substitifem 3k #armyroRsisam b Ok ity (€ Gﬁﬁﬂé\wfbéuwéﬁwﬂed
tetrabUyi, subgijigring, ocemmmb@mmxdm@m@t(wmgﬁmmmw@alkoxy

substituted or = ) I tu uosu ar on ubstltuted
or 5=substituted te&}b %xy sUb%?toﬁ%or =su tfrt pendf%l:ngﬁ m su s?u or
=substituted pmwmmmmwwmmmﬁammt e A e

=substituigd teirqind mUBRMES RORI0)., substituted or =substituted tetruhydrofuranyl(CRoRio)Th
substituted or =substituted 1,3-dioxanyl, substituted or =substituted 1, 3 dloxolanyl

10(Cs-CoalkoxyethoxyPSefifHEy HFECEYmh SROTEH (BRRE %, RN, thfatrempomd which is
effective in treating the named disease, disorder or condition.

The term “treating™ refers to:
(i  preveniting a disease, disorder or condition from ocenming in & patient that mey
20  be predisposed to the disease, disorder and/or condition, binl has nol yet besn diagnosed es
having it;
(i)  inhibiling the discase, disarder or condition, i.e., mresting its developmenl; and
(i) relieving the disease, disorder or conditior, i.e, causing regressicn of the
disease, disorder andfor condition
25 Thus, in accordance with the practice of this invention there is provided a compound of
the formula I:

CH,(X)-{CRR7)R

wherein;



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 d#e 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 stercmmﬁ‘ermamﬁgletmfndbdﬂablmﬁ!:nlc mixture thereof All of these forms are part of
thisinvention. However: l.;p the proviso That when - is a double bond, X and Y are oxygen, pis 1, nis
0, It;, R7" 114, Rh% 6 R7 are hydrogen and R2 is either hydrogen or methyl, then Rs is not 2-
methylphenyi; when H%%‘Hﬁﬁﬁgﬂﬁm‘ﬂﬁend Y are airmen, pis 1, nis 0 and R2, Rs, R4, R,11/4 R7
are hydrogen, then gx is G SaMlir A0 HRYI Sihbrim R 51 RAPIRABE or{(@LichKligine oxygen, pis 1, nis O,
R3, R4. Rs Ro, 30ar h drogen and R2 is either hydrogen or methyl, then Rs is not phenyl_ More
spec:lflcally, the followmgox(gg%f)oun S dre excluded from this invention:

2-(2-methyl- pllenoxyﬁm@mmlﬁwmﬂmﬂmw&mm selected from the

5-methyl-2-(2-methyl- phenw&g@é c@ %%IWHQ'M(Q@WM
24hertoxymeihy1)-2,3- chaydro oxazo ,2-al r|m|d|a 7-onc;
5-methyl-2- phenoxymethyfI? O‘%ﬁg‘%lﬁ}@? %ﬁl‘rﬁl‘rﬂﬂﬁlﬁﬁmmml

2-plienoxymethyl-25,6- 1%me@&ﬂwm@wmmmds that are excluded
523827 D00D) ciscloses b Bl C A oo AR AL e”iiﬁre?‘iﬁ‘i'e"; oxoluded
compounds ere disclosed Mﬁiﬂﬁ@#&?ﬂflwm&ﬁ feindkeadCeta=tiod (1990). Both of
diem references are incorp@aigehdIeFainaa i hﬁjﬁg@ﬁyﬁm_gjmgted above,
-various sub stituents as d emed for formula 1) can further be
G Yalkyl, {Cy-Cip)elkoxy mono- or di-
ﬂunru{Cl-Cq)n[lqu, (C;-Cm)a]kylmﬂﬁnyl mano- or di-flaore{C)-Coalkyl,
15 {(C-Cip)alkylsulfinyl mono- ar di-fluono(Cy-Cy)alkyl, (Cy-Crolalkylsulfonyl
mono- or di-fluor{Cy-Cy)alkyl, (Cs,Cro)aryl{Co-Cealkyl, (Cs.Cro)aryl mone-
or difluoro(Cy-Cqlalkyl, {Cs,Cig)aryl mono- or difluoro(Cz-Cy)alkyloxy,
(Cs,Cro)aryloxy{Co-Ca)alkyl, (Cs,Cinlarylsul farmyl (Co-CoJelkyl,
(Ce,Cro)erylsulfiny{Co-Cy)alkyl, (Cs,Cro)aryisulfomyl{(Co-Cy)alkyl,
20 {Cs-Ca)oyeloalkyl(Co-Cy)alkyl, mone- or diflworo{Cz-Cy)eyeloalloyl{Co-
CaJalkyl, (Ca-Caeycloalkoxy(Co-Caulkyl, mone- or
difluoro{C3-Ca)cycloalkyloxy(Co-Cy)alkyl, (Ca-Cs)cycloalkyl mono- or difluoro
(Cr-Caelkyl, (Cs-Cy)eycloalkyl mono- or difluoro (Cr-Cylalkyloxy,
(Cs-Ca)eycloalkylsulfanyl{Co-Cy)elkyl, (Cr-Celoycloallrylsul Anyl(Co-Cq)elleyl,
25 {C5-Cr)eycloalkylsulfomyl(Co-Ca)alkyl, Irydroxy(Ci-Colalkyl,
heteroaryl(Cy-Ca)alkyl, heternaryl mone- or diffuore(C,-Cs)alkyl,
heleroaryloxy (Co-Cy)alkyl, heteroaryloxy mono- or difluoro(Cy-Cq)alkyi,
betervarylsulfanyl{(Co-Cq)alkyl, heteroarylsul fimyl{Co-Cy)alkyl,
heteroarylsulfonyl(Co-Caalkyl, safurated beterocyelic(Co-Ca)alkyl, saturated
a0 heterocyclic mono- or di-fluoro(Cy-Cy)alkyl, sahmrated
heleroeyclyloxy(Co-Cy)alkyl, saturated heterocyclyloxy meng- or di-
fluoro(Cz-Ca)alkyl, sahrated heterocyclylsulfamyl(Co-Cy)alkyl,




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 Rl and R2 as desgdbed herein can further be optionally substituted with one
or more substituents as descri.bed herein_ 15In angmbodiment of this invention the compound of
formula (1) of this invention has the following substituerds: is a double bond;  pis 1; nis 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 brtaretistrigtayi{fafjlylobreoeginlsdRayiicafatimoric S de or
di-ibloro(Cj-C4)alkoxy(Co-COaiL KRG 'tﬁn@éﬁi %mw&%&@ﬁ%m

(C6C30)aryl(CI-C,0Oalkyl 25(C3-Q2) %léh g% -C4)alk 3-Ncyclo éé;ﬁ ..4)alkyl,
hydroxy(Cr-C4)alkyl or CO‘?&“PF?%% [PE ﬁ%é %Fé e group
consisting of substituted orwmmﬂmmﬁmopﬁmﬂbsﬁmmmwtuted indanyi, substituted or
unsubstltuged tetralin Hqﬁﬁgéﬂ lmﬂ Rﬁg}g&&ﬁ@@g@g@gﬁéq%mm%ﬂr
imsobstitoted hexeh %jro uor enyt#tbe%rﬁéu stituted or unsubstihrted cgclobex& wherein 17 said

substitaents are selected frm@'@ﬁﬁ?ﬁﬁéhﬁw&mﬂb@i@ #&dchlorine, bmmine,
CK, straight or branched chap alpinsuhstibited or =substituted (C3-Cio)eyeloalkyl(CR9Rion,

substituted or tmsub |tat 3r 1 10),, substitute sulasutuEeg

5(Co,Cioary1(C3- Co%/ﬁ% %ﬂi?b %&%?%@r"ﬁﬁsﬁ%é?ﬁ%’ﬁl E%E%}L%E?'yﬂrfc su stf?nfle%l or

masubsiThatecl adamantyl el mdmwﬂsub@tuted or =substituted tetralinyl,

substituteg} or unsubsjifagech R ?%IMBM GG 2ihaloymsubstituted
a

or nambstibited (C3-Cio)cyclaalicoxy, substltuted or unsuhs |tuted Oégo Clo)aryloxy, substituted or
=substituted hetcroaryloxy, “Coeyoloalkyl
R;issslented&nmlhagmupmnmhngnfsuhshﬁﬂadmmubsﬁhﬁcﬂphenﬂ

substituted or unsubstituted naphlhyl, substitited or imsubstitited indanyl,
substituled or unsubstitited tetrelinyl, substituted or imsubstituted

15 benzocycloheptanyl, substitited or imsubstituted hexahydroflucrenyl,
substitufed or imsubstituted (Cx-Cg)cycloalkyl, substitoted or unsubstituted
furenyl, substitnted or uinsubstitnied benzofuranyl, substitufed ar umsnbstituled
thiophenyl, substituled or unsubstitufed benzothiophemyl, substihrted or
ensubstituted indolyl, substituted or unsubstitried benzothiazolyl, substitated

20 or umsnbstituted thiazolyl, substituted or unsubstituted pyrolyl, substituted or
unsubstituied pyridyl, substitoted or unsubstibred tetrahydroisoquinolimyl,
substihned or upsuhstihtied tetmhydroquinelmyl, substituled or unsubsiibrted
isoquinoliny], substitated or unsubstitwted quinolinyl, substituied or
unsubstituted tetraliydrodibenzofiranyl and substituted or unsohstitnted

25 hexahydrodibenzofuranyl:
wherein said substitvents are szlected from the gmup consisting of CFa, OCF3,
halogen, CN, SFs, stmight or branched chain {C;-Czpalkyd,
{C1-Calkylsulfomyl, substituted or umsubstituted (C-Cig)cycloalkyl{CRaR 10)m,
substituted or umsubstituted (Cg-Cie)spirocyclonlkyl, substinted or

30 umsubstitted (Cs,Cro)aryl(CRsRo), substituted or unsubstituted
hetercaryl{CRyR1q)x, substituted or unsubstiarted (Cs,Cio)aryiCs-
Cyleycloalkyl, substihnted or unsubstituled (Cs-C3)bicyclic, substituted or




=substituted tetrahydropyranyl(CRoRioNnl wherein nits =integer from Oth 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-Coring. As noted above, the substituents of Rolfnoiety 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 (1) in the salt fain as well as it 20can also present in any of
the stercoisannerie form in X ‘anemic

mixture thereof In another emﬁbﬁm&ﬂwﬂﬁmhmﬂmn&ﬂﬁmsulﬁhmbmmplﬁw by formula
R: On0 Rs -14 R2 25Wher%%&%%gﬁ%¢%gmw%%géﬂ&%@£§h%ﬁ%ﬁpr different a_md
independently of each other selected fromhydrogen, , Straight or branche tl-ClO)aIIeyl, mono-
or di- Cro)eyeloalkoxy, substitried or nosubstituled {(Cs,Cig)aryloxy, substihied or
5 wmsubstituted heteroaryloxy, substitrled or unsubstihuded piperidinyl{CRoR 10)m,
substituted or unsubstitoted piperazinyl{CRoR | g)m. substituted or imsubstituted
{Cs-LC7)lactam, substitiried or unsubstituted teirahydropyranyl(CRsR 10)m.
substitted or msubstituted tetrebydrofitranyl(CRoR 1o)m, substituled ar
wpsmbstitoied 1,3-dioxanyl, substituted or emsubstituted 1,3-dioxelany?,
10 (C1-Cylalknxyethoxy, substituted or unsubstitited (Cs-Ca)cycloalkyloxyethoxy,
substitited or imsuhsittafted (Ce, Cip)eryloxyethoxy and substituted or
unsubstituted heteroaryloxyethaxy; wherein
m iz an integer foom O o 10;
R and Ryq are the same or different and independently of each other chosen
15 from hydrogen o (C1-Cy)alkyl; or
Eg and R,y taken topether with the carbon atom ta which they are atteched form
a substtiutad or unsubstituéed C3-Cg carbocyclic ong;
and wherein said suhatiluents ere selected from the aforementioned
substiluents.
20 The compound of formula I csn be presenl es a sall It can also present as an
epantiomer, 4 sicrenisamer or a tarlomer or a recemie mixture thereof. All of these forms are
part of this invention.
However, with the proviso {het:
when — isa double bond, X and Y are axygen, pis 1, nis 0, Ry, Ry, Re, Rs. Re, Ry
25 ere bydropen and R; iz either hydrugen or methyl, then Ra is not 2-
methylphenyl;
when —  iszdouble bond, X end Y are oxypen, pis 1, nis 0 and By, Ry, Rz, Ry,
Rs, Rg, Ry are bydrogen, then Ry is not phenyl; and

when — is asinple band, X and Y are oxygen, pis 1, nis 0, Ry, B3, Ry, Bs, R, Ry
30 are hydrogen and R; is either hydropen or meshyl, then Ry is not phenyl.

More specifically, the following eompoimds are excleded from 1his invention:

2-(2-metiryl-phenoayrmethyl)-2,3-dihydro-oxazolo[3,2-a] pyrimidin-7-ons;



18 RUCECON-COalkyl, MOHO- or di-fluoro(C1-C4)alboxY(Co-C4aUcYL
(Ct-CuOalkoxY(Co-C4)alkY1l, (es.CiO)arY1, (C&Cto)arYl(Crealibi, PhenAsulfanYi(C0-C)81171,
PherOaKCo-COalkYl, phenyisalfonyi(Ca-COattcyi, (C3-Cs)cycloalicyl(Cs-C4a3cyi,
5(C3-COCYClaalkoXY(CO-C)alkY1lp hYdnucTACgOalkyi or -CO2C2115; R.11 and Itu are the
same or different and independently of each other selected from the group consisting of hydrogen,
CP3, OCF3, SPs, fluorine, chlorine, bromine, CN, straight or branched chain (Q-C20)alkyl, substituted
or unsubstituted (C3- mmmwm@m@ﬂwmmw-lm
to(C4"Clajaryl(CRIRH) 29 OLHNSHPSHILRA S ¢3ncCOcycloalleyi, substituted or
unsubstituted (Cs- Clag IC cEc substltuted or unsubstituted adamantyl, substituted or unsubstituted
indanyi, substituted o Hﬁé% phraoerrlids SFifE i aEr @Mﬁﬁgﬁaﬂ%t or
branched chain (C1- O&Eﬁdﬂﬁ%ﬁbﬁi@ﬁﬂ]@ﬁﬁﬂ&bﬁﬁ[ﬂ&é@ﬂmﬁﬂwmtawry, substituted or

unsubstituted tetrehydropyranyl Fil?athire) - u%%ti |R13t g;égﬁtltute&&C@gﬁg
w

substituted. or unsubstituied hetemaryloxy; an herein misoor R40 are the

same or dlﬁeremﬁﬁm& HF@EM%E#@H@&%W&M@WW@OGBQWP“W Again,
the substihuenig:andmaphings grwﬁmamreﬂmma&sm&émﬂm povg Uster for Ru

and R12 or anyof the suit &’e art recogni ﬁ'? sed as described hereln For
instance, said Bi #Fr’o ‘{b%qu] cohalst gﬁﬁﬁ%@%ﬁas?ﬁgl H&hched

chain (Ci-Cio)aHeytimiyemidremedmnihedmmaitimetglazolyl. The 25 compound of formula (I1) cat be present in
the faun gfpa salt Also,Jfiisd hirRIOR A CERRSSRRALED R ARG NPIBAISAS'CR Adfikaer o a

racemk mlxture of compound of formula As specific examples of compound of formula (11), the

following compeiifrmelbn subeitviad frarat ﬂbﬁ%ﬂ%ﬁ%ﬁgﬁ’@w some of which are generically
302-(4-isopropyikpRiieankyie i) =2 fé=d iTyteospuage afbsttal i didepies Byl 4wty f3pecific

-tetraniethy-buly L RCNGYMSv A NANIR, BT UO des UL, 0 YRiher be optionally

substitated with one or mare substituents as descrbed herein.

15 In an embodiment of this invention the compound of formula (T} of this inveniion has
ihe fallowing substituents:
— isadouble bond;
pis 1;
nisd;
20 X and Y are oxygEen;

R; end R; are the same or different end independently of each other selected from
hydrogen, CFs, straipht or branched (C)-Cyg)allcyl, mono- or di-
fiuoro(C1-Cylalkyl, mono- or di-fluoro{Cr-Caalkexy(Co-Cs)alkyl,
{C1-Clo)alkoxy{Co-Ca)alkyl, (Cs,Crn)aryl, (Cs,Cro)aryl{C1-Cy)alkyl
25 (Cs-Crleycloalkyl(Co-Cq)alkyi, (Cx-Ca)eycloalkony(Co-Cy)alkyl,
hydroxy(Cy-Ca)elkyl or -CO2CHs;
R, Ry and Ry are hydrogen;
Ry is selected from the group consisting of substihried or unsubstituted pheyl,
substitited or insubstituted indanyi, substitrted or unsubstitted tetralinyi,
an substituted or unsubstihded benzocycloheptanyl, substiheted or vmsnbstiboted
hexebydrofluoremyl znd substituted or unsubstitred cyclohexyl; wherem



19 2-(3-1lert-butyl-phe;noxymeihy1)-2,3-dihytho-oxazolo13,2-abyxfirlidin.7-one;
2-(4-teit-butyl-phenoxymethyl)-Z3-dihydro-oxazo io(3,2-ajpyrimidin-7-one;
240-(1,1-dimetlry1-propylFphenoxymethyqg-2lytho-oxtimlop,2-ajpyrimidin-7- on%
52-(3.4-dimetlky1-phenoxymethyD-2,3-aridro-oxazd¥op,2-abyrimidin-7-one;
2-0-isopropyl1-3-methyl-phenoxymettry1)-2,3-thlydro-axazolo13,2-abytimidin-7-one;

2-(4-tert-buty1-2-methyl-phengxymethyl)-2,3-thlydro-ocazoloP,2-alpyrimidin-7-one,
2-g,4-di-tert-butyl- phmo)ryrﬁ@ﬁﬂs’?@“ﬂﬁ- Wﬁﬁﬁmﬁcﬁﬁﬁﬁ&hyl 1

-phenyl-ethyl)- pheaoxymetmwmmmmmmﬁmm

214-(1-phenyl-ethy0-pheno 1{%@&@(&)( alggmmf‘z%@-}z
2-(2-c.bloro-4-(1,1-dimeih)4-propy1l B%]enoraet %@f@fi ra-onzo adepm%ﬂ&%o‘-? -one;
2-(4-bromo- phenorymelhyl)@%ﬂ&ﬂ%@z@#ﬂﬂ@%ﬁmﬂ@ﬁ@%&mﬂ
152-(4-th1ero-phinmrymethyd)eR,Rugifyd bggh{hi(crclﬂbmm

2-(4-fluoro-phisoxymethyl)-2,3-dihygw- oxagolp |3 Ipyrlmlcun -7-0ong;
2-(3,4-didiero- phenoxymethsy“ga-gt%g é'm“hﬂmmﬂ
243,4-difluoro- pheaoxymethylb);tﬁr&dlmmbsﬁmanfﬁaﬂﬁ]

2-chloro-4-(7-ox0-2,3- cIthy%&r@% W any nzon |fr|!
2-(4-tifhioromWild- phenoxymelhy_) 2,3 ro-omolop,2-a pyrln?ldln- ?%%e ited o

2-(3-tdfluoromethnxy- pben
2-(4-trifluasamethoxy- phonwmﬁww%mmmm mﬁmmw or

2-0,4-dimethoxy- phencpxymeth -dihydr. -oxségll@%jég)'ea yrimidin-7-on%
252-(4-cyclopenty1- phenoryme § %#R}é)ﬁﬂox [E)%Fﬁi‘llldla 7-one;
2-(4-cyclohexyl- pbenorSmEtWEIGE@ﬁymﬁ-@razmoB 2-a]pyrimidin-7-on%

2-(4-cyclabexyl-phenoxymethybs Bietind e i isimn D20 RlR 2Rl YU (1R Ghosen
2-(4-cycloheryl-phe:noxymethy)-5-ethyl-2A-daydro-oxazolo[3,2-alppimidin-7-one;

302-(4-cyclohexyl-phenoxymeth Wﬁ%ﬂﬁ%@ﬂﬂlﬁro oxezolo [3 .2- alpyrimidin-7-one; 20

15 RgﬂndRmtﬁkentnge&lﬂrwifhthﬂcaIbonﬂmmwhichﬂleyamaﬂmbbdfm
& substitted or imsubstituied Cy-Cg ring.

As noted ahove, the substituents of Ry moiety can be eny of the suitable art recognized
suhstituenfs including the specific moietics enumerated for Rz above, Further, this
embodiment of 1the invention inclndes compomd of formula () in the salt form g3 well as i

20 can also present in any of the stereoisomeric form including en enantiomer, sterecizpmer or a
tanlomer thereof or a racemic mixivre thereof

In enother embodiment, the compomd of this invention ean be represented by foxnula

] _@R“

2

I

()

— isasingle or e dooble bond;
R; end Rz are the same or different and independently of each other selecied from
hydrogen, CF, siraight or branched (C)-Ciglalkyl, mono- or di-



2-[4-(4,4-dimethy1-cyclohexyl)-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-(biphanyl1-4yloxyznathy1)-2,3-awdra-caazoloP.2:glpyrimidin-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- yhthenoncﬂﬁ@?ﬂﬁ)-@q@&ﬂydﬂa%mﬁ@@lpwﬂﬁqr@ﬁiﬂﬂm@r&m

2-(4-imiclaza-1-yl- phenoxy wggg&_ ) %@W&!ﬁ}

2-(4-(I-phenyl)- cycLoheryl nOXémﬁtSylg é@% dro- oxszolo[3 ﬁl’lmldln -7. 150ne; 244 -cya
ohexyl-pheno xymethyl)- 2 éﬂ

2-(4-tert-bulyi- phenoxymaltp prR Sy Hmatid :

(S)-244-cyglaberyl-phenoxyme -6~ rimidia-7-one;
20(8)-6- be%zenesulfouyl 24@w—%l§©%nox % ﬁg%‘ro -0 om(“%b‘e imidin-7-one;
6-benzenesuffiny1- 2@69%%%@&&%@ @@Qﬁﬁwﬂéﬂgxd‘iﬁﬁﬂsﬂlﬂaﬁp‘HﬂMa
M-2(4-cyclohexyl- phanoxyr@ﬁ&p/ efpRiQRY EB.Soiaty Br;, Abebisy olidtind BRAAIRHAIN -ane;

(S)-2-(4-cyclohexyl-phanoxyme %%%&? 'Iﬁ?é?i@ df@/d.rzfr xa%o?lg%}g%)yrimidin-%one;
(S)-2-(4-cychtexyi-phenoxymetnyl)-5- ¥ f’ -
a]pyrimidin-7-one; 30(8)-5-fenZenasiitioyRaliy)-2 sthatipdmheniyispbsiingsd methyl)-2,3-dihydpa-
oxazoloP ig-a]ppiraidin-7-ong;, @08aryI(CRoR 10}, substituted or unsubstituted (Cs,CioJaryl(Ca
Creycloalicyl, sbstinnted or unsubstituted (Cy-Cia)bicyclic, substituted or
unsubstituted adamantyl, sobstinded or unsubstituted indamyl, substituted or
unsubstituled 1traliny), substiteted or unsubstitmted benzocyeloheptyl, straight
or branched chain (Ci-Cao)alkoxy, substituted or unsubstituted (Cs-

15 Cro)cycloalkoxy, substituted or unsubsiituied tetrehydropyranyl{CRoR 1),
substituted or mosubstituted (Cg,Crodaryloxy and substituied or unsubstitted
heteroaryloxy; and wheremn
misDarl;

Ry and Ryg are the same or different.and independenily of each other chosen

20 from hydrogen oz (C1-Ca)alkyl;

Agmain, the substituents on some of the groups listed for Ry and Ry can be same as the
opes listed for Ry and Ry; or any of the suitable art recogmized substiuents can be nsed as
described herein.  For instance, seid substituents sre selecied from the group consisting of
halogen, straight or branched chain (Ci-Cig)alkyl, phenyl, indanyl end imidezolyl, The

25  compound of formula (II) can be preseni in the form of a salt Also, this invention

ENCOIRPAsSEs AN enantiomer, Siereolispmer of & (miomer of a racemic mixiure of compound of
formula {TI).

As specific examples of compoumd of formula (IT), the following componnds mey be
entmerated without any Iieitations.

30 2-(4-isopropyl-phenoxymetiyl)}-2,3-dihydro-oxazolo[3, 2-a]pyrimidin-7-one;

2-[4-(1,1,3,3-tetramethyl-butyl)-phenoxymethyl]-2,3-dihydro-oxazolo[3,2-a]-

pyomidin-7-one;




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 folfbowing compounds em enunciated as compounds
of fonaula aD: 244-(l,1-dim.ethyl-propy1)-pheuoxymethyll-2,3-chltydm-oxazoloP,2-a]pyrimidin-7- one;

102-(4-isopropy4-3- 'H I- enoxymethyl)-2 3-chaydro- mcazolo[3 2-a]pyrimidin-7-on%
244(1-methyl-| phenyl ﬁél#ﬁﬂeﬁ%?ﬁﬂﬁ#% Rl R IR i ARG 7-one:
2-(4-(1-phenyl- cfaylwmwmm@mmawwmmmm@m

2-(4-cyclopentyl- pheQ_ EYIE ré g%;j gmuﬂ%%ﬁw
152-(4-cyclohinyl- phetuncymedlgﬂ%- -met I)1Lyl 2,3-thitydm-oxazolo |3,2- alp%mlcm-?- Ki/i&

2-(4-cyclohe:xyl-phefiB%ymethyl)-5- ethyl -2,3- d|hydro -oxazolo13,2-alpyrimidin-7-one;
244-cyclolexyl-phenpxymatiyiing il RPRHRHHITER-7-0Re;

20214-(4.4- cllmetlay clohe he o) ; %ﬂ ]Zf'%y -cocazolgP %ﬁ_%ﬁw 7-one;
24144-tert-buty1- cyc p%*enoxy #% f0-0XaZolo (i},
2-(4-indan-I-yl- phen&j&@hﬁ)ﬂﬂ-@@ﬁﬁ;ﬂmm@hﬂ%&yﬁh@mw ,2-alpydmidin-7-one;

25(S)-2-(4-cyclolexy 3o AN aYRvsH RGNS -Z SaguRr a:allfs A9l JRxHAgH: 7-one;
2-P-methyl-443,3,5, ;Letramear 4eycloher 4 phgnotrymethyl] 2.3- a’gdroorazoIoli:%ﬁ%llpyrlmldm-%on

e; (8)-2-(4-cycloheryrphaturedeRbenv-rtolhapmprpmstiml Ao ol 2-ak

1¢ pyrimidin-7-one;
2-[4-(1-phenyl-ethyi)-phenoxymethyl]-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one;
2-[2-chloro-4-(1, i-dimethyl-propyl)}-phenoxymethyl]-2.3-dihydro-oxazolo
[3,2-alpyrmidin-7-one;
2-{4-bromo-phencxymethyl}-2 3-dibydro-oxazolo[3,2-a]pyrimidin-7-one;

I5 2-{(4chloro-phenoxymethyl 2 3-dilydro-orazola]3,2-a] pyrimidn-7-ons;
2-{4-{lvoro-phenoxymethyl}-2,3-dilyydra-oxazolo[3,2-a] pyrimidin-7-one;
2-(3,A-dichloro-phenoxymethyl)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one;
2-(3,4-difluoro-phenoxymethyl)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one;
2-chloro-4<(7-oxo-2,3-dihydro-7H-oxezolo[ 3 2-alpydmidin-2-ylmethoxy)-

20 benzonitrile;

. 2-(4-triffugromethyl-phenoxymethyl)-2,3-dibydro-oxzolo[3,2-aJpyrimidin-7-one;
2-(3-trifluoromethoxy-phencxymethyl)-2,3-dihydro-oxazoln[3,2-a]pyrimidin-7-one;
2-(4-trifluoromethoxy-phenoxymeityl)-2,3-diliydro-oxazolo]3,2-alpyrimidin-7-one;
2-(3,4-dimethoxy-phenoxymethyl)-2 3-dikydro-oxezalo[3,2-a]pyrimidin-7-one;

25 2-(4-cyclopentyl-phenoxymethyl}-2 3-dihydro-oxazole[3,2-alpyrimidin-7-one;
2-{(4-cyclohexyl-phenoxymethyl)-2 3-dilydro-oxazolo[3,2-a]pyrimidin-7-one;
2-(4-cyclohexyl-phenoxymethyl)-5-methyl-2,3-dihydro-oxezolo[3,2-&]pyrimidin-7-
one;

. 2-(4-cyclohexyl-phenoxymethyl)-5-ethyl-2, 3-dthydro-oxazolo[3,2-a]pyrimidin-7-one;

30 2-(4-cyclohexyl-phenoxymethyl)-5-trifluoromethyl.2,3 -dihydro-oxezolo[3,2-
alpyrimidin-7-ons;



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-pbonoxymeifyl)-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-dalfeihd-iubrlaipc Rl pheiviysety e sigMo-oyetola[3,2-a]pyrimidin-
oheryi-pbenamnethyl);_%&{g!-hydroxy-ethyl)-2.3-dihydro-oxazo| o P ,2- alPYrimi din-7-one; (8)-2

-(4'-propyl-bipheny1-4-yloxyznediy1)-2,3 -dihydro-oxazolo p,2-a]pyrimidin-7-one; o

b0 5ty o S RSO D A RS 2 e
(S)-2-(4'-tert-bulyi-biptheny:1-4-71 oxyznethy0-2,3-dihydro-oxazolo p ,2- eThyrimidin-7- one;
(S)-2-(4'-ethoxy-biphenyi-4-340 eth}/l -2,3:-dihydro-o I ng!-alp(}{rimid'n- e O%-Z- 2L ehrow-b
iphenyi-4-3¥|10 xymeth%%%ﬁédﬁo ai%i H)Bi,é-agﬁlml %]le%%f_%n X Mic'[;'ﬂ]e
202-0-cyclohexyl-phefr@imethyl)-5-elhyisrulfonylmelhyl-2,3-dihydro-oxazolop,2- alpyrimidin-7-0=
2-(4-tert-buty|-phenng;(m lg[ﬁ% HiNeHRneONe;

Eg;ggjgggﬁ[spg . 2E%n%%?ﬁ%§%w ih‘:él-z _C’;-alt%%c’)o_rai%)lf,z_-,a_ipﬁ igr%(ié(;jin-%one;
(8)-2-(4-tert-butyl-phemmexymethyl)-5-fluorometrayl-2,3-darydro-ootazolop,2- abyrimidin-7-one;

o 2-{4-nelan-1-yl-phenpxymethyl)-2, 3-dibydm-oxazalo[3,2-a]pyrimidin-7-one;
2-{4-trieyelo]3.3.1.13,7]decan-2-yl-phenoxymethyl)-2. 3-dihydro-oxazolo[ 3,2-a]-
pyrimidin-7-one;
2{4-imidnznl-1-yl-phenoxymethy]}-2,3-dihydrm-oxezolt[2,2-a]pyrimidin-7-one;
2-(4-(1-phenyl}-cyclohexyl}-phenoxymethryl)-2,3-ditydro-oxezolof3,2-alpyrimidin-7-

15 one;
2-(4-cyclohexyl-phenoxymeihyl}-2,3,5,6-1emhydro-oxezolof 3, 2-e]pyrimidin-7-one;
2-(4-leri-buivl-phenoxymethyl}-2,3,5 6~z irahydm-oxazolo]3,2-e] pyrimidin-7-one;
(8)-2-(4-cyclohexyl-phenoxymethyl)-6-methylsul fanyl-2,3-dilydro-oxezolo[3,2-
e]pyrimidin-7-one;

20 {8)-6-benzenesutfonyl-2-(4-cyclohexyl-pheaoxymetiyl)-2,3-dibydro-oxazolof3,2-
alpyrimidin-7-one;
a-benzenesul fimyl-2-{4-cyclohexyl-phenoxymethyl)-2,3-dihydro-oxazala[32-
e]pyrimidin-7-one;
(S)-2-{4-cyclohexyl-phenoxymethyl)-6-methanesulfonyl-2,3-dihydro-

25 oxazolo[1,2atpyrimidin-7-ane;
{8)-2-(4-cyclohexyl-phennxymethyl)-6-methanesul finyl-2,3-dilydro-oxazalo[3.2-
ajpyrimidin-7-one;
(S)-2-(4-cyclohexyl. phenoxymethyl)-5-phenylsul fanylmethy}-2,3-dihydro-oxazolo[3,2-
a]pyrmidin-7-one;

30 {8)-5-benzeneselfonylmethyl-2-{4-cyclohexyl-phennxymethyl}-2 3-dibydro-
oxazolo[3.2-a] pyoomdin-7-one; and



)-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; & 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,( y be enumerated:
2(S)-(4-bromo-phendk é Wﬁﬂw&%ﬂ%&f@ﬁ“&f&?ﬁ%mﬁ%@ﬂrﬁmﬁ%

2(S)44-0,1,3,3- retkmlammhmyﬁ)aphenoxymethyl) -9,34Athydro-oxazolo[3,2-a]- pyrimidin-7-one;

2(S)-(4-tert-butyl-phepg E"HE? %Egmgﬁl% ﬁ!% I[H!g i
la(S)-244-(4- trlfluoromet pheno'%/% erayloxyl- 3- I y ro-oxazolop, ZBZ%pyrlm“f|r |?1sﬂ%t35ngﬂ
2(8)-(4- cyclobé&é?l“ﬁﬁ'&mnﬁm-}ﬂ?@ﬁ B HIBR SARRFET EiE R Hisreof; all of which
(S)-2-(4-cyclohaxyaplhepaxianatng)-5-ethyl-2,3- dlhydro oxazolo[3 2-alpyrimidin-7- on%

15(S)-2-(4-cyclohexyl- -me#ﬁe X r]t]\eth‘li) raﬁgro -oxezolop,2-alpyrimidin-7-.gne;
(S)-244-(3methyl-cyclo eﬂ/J P BN GrJ(%m r?a f%/ H#ﬁ%fm"l
(S)-244-(4.4-dfl0om- cyclohexyptlnenoxymethyl] -2,3-dillydro- oxazolo[3 2- 20ajpr|m|d|rt -7-one;

(S)-2-(4- eyelohexylo I?Q 5 P Erimidin-7-
(5)-2-(4-phenoxy- phenoxymetbyl) ﬁ%tyclro oxazoloiggalpynmldlm7 -one;
(8)-241-bicyclo133.1f#6n-9-yl-phenoxymettry1)-2,3-dthydro-oxazolo[3,2-a]pyrimidin7-onm

(S)-2-(41litert-butyloxa-pHenmgyire iyl sheaibnicie Rz olaillydreayiaie|2 AR tinidin-7-one;
(S)-2-(4-bicyclo[33.1} -Hhen -5-elhyl- xazolor oyrimidin-7-one;
(25,6R)-2-(4- cyelohe%gmp %cr‘\%?q %ﬁ%@%ﬂ% G&%‘zﬁc‘:@ﬁ@ imidin-7-one;
-'?-nnn
1-[4-{l-phcnyl—ﬂ.’nﬁ)-phmox;@elhyl]—Lﬂ-dihydm-oxamlu[iE—a]mﬁmidin—?—om;
2-{4-cyclopentyl-phenoxymetiryl}-2,3 -dihydro-cxazolo[ 3, 2-a]pyrimidin-7-one;

15 2-(4-cyclohexyl-phenoxymethyl)-5-methyl-2,3-dilydr-oxazolo[3,2-a)pyrimidin-7-
one;
2-(4-cyclohexyl-phenoxymethyl)-5-ethyl-2,3-dihydro-oxazolo]3,2-afpyrimidin-7-one;
2-{4-cyclohexyl-phenoxymethyl)-5-mifluommettiyl-2,3-dihydro-oxezalo[3,2-
glpyrmidm-7-one;

20 2-[4-{4,4-dimethyl-cyclohexyl)-phenoxymethyl]-2,3-dibydro~oxazolo[3,2-alpyrimidin-
7-one;
2-{4{4-iert-buiyl-cyclohexyl)-phenoxymethyl)-2_3-dihydro-oxazolo[3,2-a]-pyrimidin-
7-ome;
2-(4-indan-1-yl-phenoxymethyl)-2.3-dilydro-oxazole[3,2-alpyrimidin-7-one;

25 (8)-2-(4-cyclohexyl-3,5-dime thyl-phenaxymethyl)-2,3-dihydro-oxazalo[3,2-

8] pyrmdin-7-one;
2-[3-methyl-4-{3,3,5,5-tetramethyl-cyclohexyl)-phenaxymetiyl]-2,3-dibydro-
oxzazolo[3,2-afpyrimidin-7-one;
{5)-2-(4-cyclohexyl-phenoxymethyl} §-isopropyl-2 3-dilydro-oxazalo[3,2-

a0 alpynimidin-T-one,
2-{4-cyclohexyl-phenoxymethyl)-6-(2-mefhoxy-ethyl)-2 3-dihydro-oxaznla]3,2-
a]pynmidin-7-one;




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-2,335,6-tetrahydro-oxazolo13,2- alpyrimidin-7-one;
(S)-244-(3,3,5,5-tetramethyl-cycloheryl)-phenoxymethyll-2,3-dihydm-apcazolo[3,2- a]pyrizaidin-7-one;
(S)-2-(4-cyclohexyl-phenoxyrnedyl)-5-propyi-2,3-chitydro-oxa7olo[3 one;
(6)-2-(4-cyclob.exyl-phéhaziymrathphemmmalyl> Boalethyl Sdhidmtroossalridial pydmisio-7-
(S)-244-(4tert-butyl- pgﬁnoxy) phenorimethyl] -2,3-thlydro-oxaz610P,2- eIpyIimidin7 one;

15(S)-2-0- cyclobexyl noxymethyl)-7-coco-2,3-thiydro-71-torszolg[3,2-ahapimidine- 5-carboxylic
acid ethyl es-leg (S)- "{W‘]ﬁ’)éﬁ%'h Wﬂw %?W oloP,2- .

alpyximidin-7-one;  a]pyriffdr2d4=eyclokexyl-phenoxymethyl)-6-ethyl-2,3-dihydro-oxazolo

[3,2-a]pytimidin-7- 2
(S)-5-ethyl-244-(3, 3,%% %ﬁ*ﬁetﬁaﬁéfﬁcﬁ?’ﬁﬁmﬁﬁ}éﬁoiﬁym”“e’tmtoeé'iyz% R AiTe
[3.2-4yrimidin-7-one; Apyrimddie freaginowsuifur-benzyloxyntethyl)-2,3

-dihydro-oltazolo[3, 2gipynigridiadi- 2R cyclohexyl-phenoxymethyl)-2,3-dihydro-oxazolo[3,2-
25(S)-5-eihyl-244- (3,%,5 ,2-tetraraethyl-cyclohexyl)-phenorynnethyli-2,3-dihydro- oxazoin[3,2-alpyrim.

idio-7-one; (S)-2-(4-C 3 propyl-phenoxymethyl)-2,3-thaydro-oxazoloP,2-

alpyrimidin-7-one; (Sis2X44epciohesyipBeatirytnphshi o) ztm-2 M@Mﬂi&f@l’@-—a]pynmldm 7-

300n% oxazolo[3,2-z]pyrimidin-7-ane;
{S)-2-{4-cyclohexyl-phenoxymethiyl)-5-(2-hydroxy-ethyl)-2,3-dibydro-oxazolo[3,2-
a]pyrimidin-7-omne; '
(S)-2-(4°-propyl-biphenyl-4-yloxymethyl)-2,3-dilydro-oxazolo[3,2-a]pyrimidin-7-one;
(S)}-2-(2",3'-dimethyi-biphenyl-4-yloxymethyl)-2,3-dihydm-oxezolo[ 3,2-a]pyrimidin-7-

15 one;

(8)-2-{4"-tert-butyl-biphenyl-4-yloxymethyi}-2,3-dihydro-oxazolo}3,2-a) pyrimidin-7-
one;
(S)-2-(4'-ethoxy-bipheny)-4-yloxymelhyl)-2,3-dilydro-oxazolof3,2-a]pyrimidin-7-one;
{5)-2-(2"-chloro-biphenyl4-yloxymethyl}-2 3-dihydro-oxazolo[3,2-a] pyrimidin-7-one;

20 2-(4-cyclohexyl-phenoxymethyl}-5-cthylsulfanylmeityl-2.3-dihydm-oxazolo[3,2-
a]pyrimidin-7-one;
2-(4-tert-butyl-phennxymethyl}-6-ethyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one;
(S)-2-(d-bicyrlo[3.3.1]non-9-yl-phencxymethyl)-5-fluoromethyl-2,3-dihydro-
oxazolo[ 3 2-zlpyamidin-7-one;

5 (8)-2-{4-tert-butyl-phenoxymellyl}-5-methoxymethyl-2,3-dibydre-oxazolo[3.2-
a]pyrimidin-7-0ns;
{8)-2-(4-tert-butyl-phenoxymethyl)}-5-luoromethyl-2,3-dihydro-axazolo[3,2-
a]pyrimidin-7-one;
(8)-2-(4-text-butyl-phenoxymethyl)-5-ethyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-

30 one; and
2-{4-cyclohexyl-phenaxymethyl)-2-methyl-2,3-dihydro-oxazolo[3,2-alpyrimidin-7-

QA0E.



(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-difry@ro-oxemio (3,2- abyrizaidia-
(E)-244-cyclohexyl-phenoxyrozthyl)-5-fluo rometbyl-Z3-darydro-oxazolo [3,2- nr.;
(S)-2-(4-cyclohexyi-phenoxymethyl)-5- mltho methyl-2,3 -dthydro-ocazoloP,2- 10ajp midin-7-one,-,
(S)-2-(4-cyclohmi-ph&idisrH hrys. a0y _of, <5‘¥f"fﬁ PW%H%%ME&G@E i'Pﬁi'E}Iin-?-one;
(S)-s-ﬂufammwwmmwmwwmww
[3,2-aipyrimi dif}-£-0 ‘% ) -2-(4-bicyc10[3.3
.1)non-9-34- phenoxyme 5-methoxymethyl-2,3-ctlydro- o x awl [3 ,2-ajpyrimi din-7-one; (S)-2-(4- b
ioycl o (33. linon-9 Mmﬁﬁwm@ﬁwmaﬁmlﬁhyﬁrmm@mermW
(S)-2-0- bleC]-QnBﬁaﬂ:ﬁﬂm:%ﬁiﬂH&I"&r hYH B WeRAQiR:lB, 2- alpyrimidin-g-on
e&iﬁ

(S)-2-(4bicycl Et [3 321(5_?43b mzl prilenoxkl/j -5- SyﬁloBentyl 213 |f|Ir droaxon P

,2-almnimidin-Tone;

(S)-5-mishyl-2+1-(l, 1Wwawm;wmmmﬁlwmmmmmwwnm -7-one;
(S)-5-ethyl-2-14-(1,1 Wyl butyl)-phenoxymetlayi)-23 -thlydro-oxazol o durimidin-7-one;

(S)-54 iuoromethyl-244 )_& tetTamethyl butyO phenox methy11-2,.3- d|hydro oxszolo
—d.l'.zydm-mmzulu {3, 2-a]pyrimidin-7-ome;

P.2-ajpyrimidin-7- oné®

(S)-5- meihoxymetlkyt@@[i(;l@lﬁ;ﬁu : e A
alpyrimidin-T-one; (S) 2né4 cyclohacyl-pheno xymethyl)-5- ethoxymayl -2,3- dllaydro oxazo lo [3,2-

alpyrimidia-7-one;
2(8){4cyclohexyl-phenoxymetiyl)-2 3-ditydro-oxezolo[3,2-a]pyrimidin-7-ane;

(8)-2-(4-cyclobexyl-phenoxymethyl)-5-ethyl-2. 3-dihydro-axazole[3,2-a] pyrimidin-7-
one; :

15 (5)-2-{4-cyclohexyl-3-methyl-phenoxymeihyl)-2 3-dihydro-oxezolo[3,2-ajpyrimidin-7-
gne;

{8)-2-[4-(3;3-dimethyl-cyclohexyl)-phenoxymethryl]-2,3-dihydro-oxazolo[3,2-
alpycimidin-7-one;
(8)-2-[4-(4,4-difluoro~cyclohexyl)-phenoxymethyl]-2.3-dihydro-oxazalo[3,2-

20 efpyrimidin-7-one;
(8)-2-(4-cyclohexyloxy-phenoxymethyl)-2,3-dihydro-nxazole[3,2-a]lpyrimidin-7-ons;
(S)-2-(4-phenoxy-phenoxymettiyl)-2,3-dihydro-oxezslof3,2-a]pyrimidin-7-one;
(3)-2-(4-bicyclo[3.3.1]non-9-yl-phenoxymeilryl)-2,3-dihydro-cxazalo[3.2-a}pydmidin-
7-one;

25 ’ (5)-2{4-tert-butyloxy-phenoxymethyl}-2 3-dilydro-oxazolo[3,2-a)pyrimidin-7-one;
{(5)-2-{4-bicyclo[3.3.1 Jnon-3-yl-phenoxymethyl)}-5-ethyl-2,3-dihydra-oxazolo]3,2-
a]pyrimidin-7-ome;
(28,6B)-2-(4-cyclohexyl-phenoxymethyl}-6-methyl-2,3,5,6-letmhydro-axazolo[3,2-
afpyrimidin-7-one;

30 (28.65)-2-(4-cyclohexyl-phenoxymethyly-6-meathyl-2 3,5, 6-etrahydro-oxazolo[3,2-
a]pyrimidin-7-ome;




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-dihydrooxazo103,2-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 24
(S)-2-(4-cyclohercyl-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 ofShisteastrhsavinheneamrbybisoasinht dibywotmeazsiabbialeyamidied of

stereaspecific isomergpathin the scope of the compound of formula (II) without any limitation am the

A K SRR e AR e

2(Rrt-butyl- phenoxynﬁpﬂyﬁ)@q@-@uﬁwdro oxazolo[3,2-alpyrimidia-7- one and

2(Rlohexygphenoxy % il 'ﬁ'z,'i) g compounds
can exist in a variety of d|f erent salt fomm as déscribed heréin and aII of such FaII orm part of this
invention_ 20In anot HAPsEmistiRiTrRDsE, the compound of this invention can be represented by formula

111: wherein: is a dqgipe[aqpd, 8 Rikisiiasih=loipeHaght Gy ianaigdrCaxatdskyl, (C'CiOaryi
or (Cs.ClO*Yl(Cl-CAéag%&meP_ohsé; attached to the aromatic ring, thee
(8)-2-(4-cyclohexyl-phenoxymethyl)-5-propyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-

10 one;

{5-24{4—<cyclohexyl-phenoxymetiyl)-5-phenyi-2, 3-dihydm-oxazole[2,2-a)pyrimidin-7-
one;

(5)-2-[4-{4tert-butyl-phenoxy)-phenoxymethyl]-2 3-dikydro-oxazolo[3,2-efpyrimidin-
7-one;

15 (8)-2-(4-cyclobexyl-phenoxymethyl)-7-axo-2,3-dihydro-7H-oxazole[3,2-a]pyrimidine-
5-carboxylic acid ethyl ester;
(8)-2-[4-(4-cyclohexyl-phenoxy)-phenexymethyl]-2,3-dihydro-oxezolo[3,2-
apyrimidin-7-one;
(8)-2-(4-cyclahexyi-phenoxymethyl)-6-ethyl-2,3-dihydro-oxazolo[3,2-alpyrimidin- 7-

20 one;

(8)-5-ethyl-2-[4-(3,3.5,5-tetramethyl-cyclohexyl)-phenoxymethyl]-2,3-dihydro-
oxazola[3,2-e) pyrimidin-7-one;

(8)-2(4-pentaflnorogulfur-benzyloxymethyl}-2 3-dilydro-oxazelo[3, 2alpydmidin-7-
ong;

L] {8)-5-ethyl-2-[4-(3,3.5,5-teframethyl-cyclohexyl)-phenoxymethyl]-2,3-dihydro-
oxazolo[3,2-a]pyrimidin-7-one;
(8)-2~(4-cyclohexyl-3-isopropyl-phenaxymethyl)-2,3-dihydro-oxazolo[3,2-
alpynmidin-7-one;

{8 2-{4cyclahexyl-3-cthyl-phenoxymethyl)-2, 3-dihydro-oxazol o 3,2-a]pyrimidin-7-

30 one;

(8)-2-(4-cyclohexyl-phenoxymethyl)-5-cyelopropyl-2,3-dihydro-oxazole[3,2-
e]pyrimidin-7-one;



27 R13 is hydrogen, CF3, OCF3, fluorine, chlorine, bromine, (CI-C4)ally4, (C3-C4c3cloalkyl or
(Ci-C)alkoxy; if R13 and Ri, are I'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 ¥ carbon atoms to which they are attached form a
substituted or unsubstituted Cs-Cs earbocyclic ring; and wherein mis 0 or 1; 10R.3 and R10 are the

55EUC or different agg}i depe %gé ly of each other chosen from hydrogen or (Cres)alkyl.  As
noted above, The su |$u%€#)f’§:’% E%ﬁﬁ%gﬁﬁﬂw@& fot Y AR HsloR T%@'ﬁ?é‘%ﬁ‘me as the
on lined for Ris. and ¥4depr any of the suitable art recognized substituents can be used as described
herein_ For instance,(gg\ﬂ_' Sﬁgagg%ﬂa aLe fra 32%%5_ sonsistingrokhalogen, straight
or hunched chain (C1-010)alkyl and phenyl."The c%—mp%!llj 0 %?n-&ﬁ?g MO can aqg% present in the fon
of a salt Additionally, tHEEBHBTRREof formula (Ill) can be present as a specific monomer, steno

isomer or a tantomer(g)-2¢ecraRhRie1PhsidignaAhs NCitohif-LeIRAR AL BiS e NS hyrimidinAS &
specific example of the compound of formula (TIl) without any limitation, the 20 following compound is

enumerated: 2-(mdan:gt-'§4oxymeityl)-2,3-df|rydro-oxazo|op,2-a|pyrimidia-7-one. The above compound
can present in the folf-éf{4-srobrrarbphensomuetieh-Silvevmaing 23-bhyinemeo{®d-a racernic

mixture. Inan - ypent of this invention, the compound of this invention can be

25represented by formula 1V: - rN3-/ R2
(3)-2-(4cyclohayl-phenoxymethyl)-5-methoxymethyl-2 3-dihydro-oxazoln[3,2-

in e]pyrimidin-7-one; _
(8)-2-{4-cyclohexyl-phenaxymethyl)-51-fluoro-1-metiryl-ethyl)-2,3-ditrydro-
oxaznln[3,2-alpyrimidin-7-one;
(8)-5-fluoromethyl-2-[4-(3,3,5,5-tetramethyl-cyclohexyl)-phenoxymethyl]-2,3-
dihydro-oxazolo[3,2-a]pyrimidin-7-one;

15 (5)-24-bicyclo[3.3.1]non-5-yl-phenaxymethyl)-5-methoxymethyl-2.3-dhydro-
oxazolo[3,2-ajpyrimidin-7-one; ;
{8)-2-(4-bicyclo[3 3. Jnon-9-yl-phenoxymetlyl}-S-methyl-2 3-dilydro-oxezolo[3,2-
a]pyrimidin-7-one;

(3)}-2-{4-bicyclo[3 3.1]non-9-yl-phenoxymethyl)-5-butyl-2.3-dihydro-oxazolo[3,2-

20 a]pyomidin-7-nne;
{8)-2-(4-bicycIn[3.3.1Jnon-9-y1-phencxymethyl)-5-cyclopentyl-2,3 -ditydro-
oxazala[3,2-a]pyromidin-Tone;
(5)-5-methyl-2-[41,1,3,3-tetramethyl-butyl}-phenoxymethyl]-2,3-dihydro-
oxazolo[3,2-alpyrimidin-7-one;

25 (8)-5-ethyl-2-[4-(1,1,3,3-tetramethyl- buty])}-phenoxymethyl]-2,3-dihydro-oxazolo[3,2-
a)pyrimidin-7-one;
(5)-5-Buoromethyl-2-[4-(L,1,3,3-tetramethyl-butyl)-phenoxymethyl]-2, 3-dihydro-
oxeazolo[3,2-a}pyrimidin-7T-one;
(8)-5-methoxymethyl-2-[4-(1,1,3,3-tetramethyl-butyl}-phenoxymethyl}-2,3-dibydro-

30 cxarpla[3.2-a]pyrimidin-7-one;
(5)-2-(4-cyclohexyl-phenoxymethyl}-5-ethoxymethyl-2,3-dilrpdre-oxazolo[3,2-
apyrimidin-7-cne;



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)cYcioalky4 or (Ci-Caalkoxy; if 1213 and
R14 am both attached to the saturated ring, then R} 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 6Btbdtyélisnmyybpienios:phenmig@ahl]R2 rent and
independently of eaca_gﬁp.er chosen, from hydmgen or (Ci-C. |)aIIryI

{S3-2-{4-hicyclo[3.3.1non-2-yl-phenoxymethyl)-S-cyclopropyl-2,3-dihydro-
oxezolo[3,2-a]pyrimidin-7-one;

5 (8)-2-(4-bicyclo{3.3.1]non-9-yl-phenoxymethyl} 5-isobutyl-2 3-dihydro-oxazolo[3,2-
a]pynmidin-7-one; and
{%)-2-(4-cyclohexyi-phenoxymethyl)-5-cthoxy-2, 3-dihydm-oxazalo[ 3,2-a] pyrimidin-7-

tll 1l

one;
Apain, all of the above emmerated Dumpulmdsma.};eﬁstinlhﬂﬁmnnfamltas
10 described herein, all of which are part of this invention.
In another 'hndm:lﬂnt, a few other specific examples of stereospecific isomers within
1he scope of the compound of formula () without any lmitation arc the following:
2(R)H{4-broma-phenaxymethyl)-2,3(R)-dihydro-oxazolo[3,2-alpyrimidin-7-ons;
2(R)14-(1,1,3,3-tetrametiryl-butyl}-phenoxymethyl]-2 3-ditrydro-oxazolo]3.2-a]-
15 pydoaidin-7-one;
2[R 4-tert-butyl-phenoxymethyl)}-2 3-dilydro-oxazolo[3,2-8] pyrimidin-7-cne; end
AR H4cyclohexyl-phenoxymethyl}-2, 3-dihydm-oxazolof 3,2-a)pyrimidin-7-one.
Apnin, all of these componnds can exist in a variety of different salt forms as described
herein ard all of such salts form part of this invention.
20 In another embodimend, the compound of this invention can be represented by frmula

I
RS
SN 8]

wherein:

— is adouble bond:
25 R; is hydrogen, CF;, straight or branched (C;-Cro)alkyl, (Cs,Ciolaryl or

(Cs.Crofayl(Cr-CyJalkyl;
if Ry3 is aftached to the aromatic ring, then,



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 comp@¥ind 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 ta ome E as a racemlc mlxture all such forms are part of this invention_ As a

specific example of t | T ﬁ:“ llowing compound is

enumerated: 2-(516,7,8- Ietl(ﬂawmaﬁmaaﬂdkmthyl) -2,3-dihydro-oxraolo[3,2-
25a3pyrimidin-7- onelgﬁle&gqyeﬁgwm% b‘% of a salt or as an enflame,
In yet

stereoisomer or a tautnmer or as a racemie mixture. er embodiment, the compound of

this invention is repr&@rﬁ&%ﬁﬁ%l%ﬁ@ﬂﬁéﬂmﬂ@%@u@wmwmgen
C173, strasght Or branchedn§@iofem )iyl ke Gy e Ri8; el 0)aryl(Cr-Cadltyl; if Rn is attached

to the aromatic ring, %@ﬁ |M%ogﬁav(}ﬂﬁ13mg)§£mﬂugg%&ulonne brorﬁ&eﬂégl Coalkyl, -

(C3-C6)cycloalkyi or EOXY-,
attached form a substituted or unsubstitmled £3-C4 carbocycelic ring; and

wheren
misQorl;
10 Rjp &md Ry are the seme or differeat and independently of each other chosen
from hydrogen or {Cy-Cy)alkyl
As noted above, the substifuents on some of the groups listed for By3 and Ry4 can be
thesa.measthﬂunf.s]islﬂifﬂrRmand&:manyufihzsrﬁtableaﬂmguimﬁsuhsﬁhm
can be used es deseribed herein.  For instance, said substifuents are selected from the group
15 consisting of halogen, straight or branched chain (C;-Ciodalkyi end phemyl. The compound of
formule (I} can also present in the form of a salt.  Additionelly, the compound of formule
(IIT) can be present as a specific enantiomer, sliereoisomer or e tantomer or as a racemnic
mixture; all such forms are part of this invention.
Aa a gpecific example of the compoimd of formula (I} without any limitetion, the
20  following compound is ennmerated:
2-{indan-5-yioxymethyl)-2,3-dihydro-oxazola[3,2-8] pyrimidin-7-one.
The above compound can present in the form of e self or g5 an enentiomer, stereoisomer or a
lautomer or as a racemic mixture.
In anather embodiment of this invention, the compound of fhis imvention cen be

25  represenied by formula JV;
R‘!
T~ 3




if Ru and R.11 am bath attached to the tannated ring, then t011.43 and R14 are the same or different
and independently of each other chosen from hydrogen, (Cr-C4)alltyl or phorayl(CRAntIn; 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 whereiggl5nrisflor 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 recognizédd isUiystitgen CEarimighiise reached (Caddakyibéet.Gadeil dFor instance, said
substituenb are selerAed fr(t@}, 19 @?mﬁtmg of halogen, straight or branched chain
(Cr-C10alkyl and phenyL The compound fommla (V) car also present in the form of a salt.
Additionally, the com ﬁdEGFWﬁﬁEHh TAGIBER as a specific enantiomer sterealsomer or a

tautomer or as B. ra%;mhwmgmwgaﬂ}mlﬂfﬁm dilerathedthise] [CeMinlky25In another
embodlment the compoun(t(g3 qﬁﬁpﬁ ented by formula VI: 3D (VI) wherein: -is a
e stra

double bond R2 iS hyding r br nched (Ci-CiD)alkyi, (C6,Clo)ary1 or
(C6,Cto)atYI(C1- e4)aﬁ%@%mmﬁmmﬂ@éﬂﬂl&ﬂ‘aﬁ%ﬁﬂﬂndependently of each other

sekcte:d from the Growp, GANRISUROHRY Gk BB ok pAIdRh 6 YRR 0 aaied 6=20)alky
substituted or unsubslituted,_( E%J%%%%ﬂﬁﬁl CR9R10)111, substltuted or =substituted

(C,6,C10aaryl(CRalt10)., s 8)'7cllc substituted or unsubstitutecl
adamarttyl, substitut&hpmdﬂitbﬁkmmgeﬁdammmmumh&ﬁmnﬁhmmmmmmbstltuted or

=substitu dbenzocyclohegmi@ﬁgpm Rshest Shaiifiea 22 L ksyevalP siithigg or =substituted
piperidinyl(CR9It10),,,, substial led or unsubstiluted e; es ﬁﬂ&"

wherein

misfdorl;
By and B3 umma-sumc or different and independently of each other chos=n
from hrydrogen or (Cr-Ca)allcyl.

15 The substituents on some of the groups listed for Ry3 and R4 can be the same es the
ones listed for Ryz and R4 or any of the suitable art recognized gubstituents can also be used
es Jescribed herein. For instance, said substituenls are selected from the group consisting of
halogen, straight or branched chain (C)-Cyg)alkyl and phenyi. The compound of formula (IV)
ean also present in the form of a sall  Additipnally, the compound of formula (IV) can be

20  present as a specific enantfomer, stereoisomer or a tmtomer or 45 a racemic mixture; sll such
forms ave part of this invention

As a specific example of the compound of formala (IV) wilhout any Limitation, the
following compound is enumerated:
2-(5,6,7,8-1etralydro-naphthelen-2-yloxymethyl)-2,3-dihydro-cxezolof3.2-

25 a}pyrimidin-7-one.

The above compound can present in the form of a salt or as an enantiomer, stercoisomer or &
tauniomer or as & recemic mixture.

In yet another embodiment, the compound of this invention is represemted by the
fommnla V: -



piperaztn' yl(CRORE)" substituted ox unsubsfitatedCio)aryioxy and 15substituted or
uusubstitutedheteroaryloxy; 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 #e 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
(Cl-Cio)alkyl and phenyl_ The compound of formula (VIyLaq.alsepresent in the Soon of a salt
Additionally, the compound of f Viigan be g fic enanlionthr, stereoisomer or a

tautomer or as a racemth mixture: il SU 2&2&% are ps reqtion_ As a specific
example of the compound of form N-without any limitation, tié following compound is

enumerated: 2-(4-tert-hutyl-cyclohexyloxymethyl)-2,3-dthydro-acazolor3,2-abyrimidia-7-one. 31 The
above compound an present in the fdfmn of a salt or as an manticoner, stefgoisomer or a tautorner or
as a racmdc mixture. In an embodiment, the compound of this invention is@gpresented by the
fommla.VIL 5whereifgdouble bond; 1t2 is hydmgen, C:F3, straight or brunched (Ci-CuS
(C'Cro)aryl or (CsairOarAC|-C %ﬂi@ﬂﬁ if. Ru is attached to the aromatic ring, then 10Itu is hydrogen,

CF3, OCF3, fluorine, chloring, Bromine. (Cr-Coaki, (C3-C6)cycloallcyl or (Cr-C.4)alkoxy; if 1343 is
attached to the saturBtéshidmpetneFs, streight or branched (Ci-Cio)alkyl, (Cs,Co)aryl or
5 (Cs,Cro)arsl{C1-Cy)alkyl;
if Ry3 is atiached to the aromatic ring, then
B3 is hydrogen, CFa, OCFs, flucrine, chlorine, bromine, (Cy-Cylalkyl, -
(Cx-Celoycloalkyl or (Cr-Csalkoxy: '
ifRya and By4 are bath attached to the mboated ring, then
10 Rya and R4 are the same or different £nd independently of each other chosen from
hydrogen, (C1-C4)alkyl or phenyl(CRsR10)m: or
Rys and Ry4 taken together with the carbon atom or carhon aloms to which they are
aftached form a substituted or unsubsiituted Cs-Cs carbocyelic ning; and
whersin
15 mis0aorI;
By and Ry are the seme or different and independently of each other chosen
from hydrogen or {C-Cy)alkyl.
The substitmenls on some of the groups listed for Ryy and Ry4 cen be the seme vs the
ones listed for By and Ry or aoy of the sudteble art recopnized substiments can also be wused
20 as described herein.  For instence, said substitnents ere selecied from the growp consistiog of
haloger, straight or branched chein (C1-Cyo)alkyl and phenyl. The compound of formula (V)
cen also present in the form of a salt.  Additiepally, the compound of formula (V) can be
present &8 a specific enanliomer, sterenisomer or 2 taulomer or 25 & racemic mixture; all swch
forms are part of thiz invention.
25 In another embodiment, the caompound of this invention is represenied by formula VI:




Ri3 is chosen from hydrogen, (Cr-CA)al4l or phenyl(CReltim).; and wherein inis 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) caggalso 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 compg®ignds are enumerated:
(8)-245,6,7, 8,88,9-hexahydro-4b14-fluoren-2-yloxymethyl) gihydro-oxazoioP,2- .
25ajpyrimidin-7-one; and 12 > NYD
(S)-2--(5,6,7,8,9a,9-bexahydro-4b11Buoren-2; OXymeH ®,3-thlydrooxazoloP,2-alpyrimi
din-7-one. The above compounds< ent 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 (1) is baying the fﬁﬂow-Mg substituents: - is a doubfgfyond; p is 1; nis 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)4ITHF (Crtgto)arYKCI-C4a1kY1; Rl is selected from the group consisting of
substituted or =substiteted {iNgiVike bond:
R; is hydrogen, CF;, straight or branched (C;-Cyp)alkyl, (Ce,Cio)aryl or
5 (CeCroaryl(C-Coalkyl; )
E.s emd R 5 are the =ame or different end independently of each other selected from the
group consisting of hydmgen, fluorine, straight er branched chain
(C1-Caq)alkyl, substinrted or unsubstitited {Ca-Cioyeycloallkyl(CReR o).
substinned or unsubstintad (Cs,CioleryI{CRsR 1o}y, substituted or imambstituted
10 (CeCas)bicyclic, substihried or unsubstituted adzmantyl, substituted or
unsubstituted indanyl, snbstitufed or unsubstitated tetralinyl, substibned or
unsubstitated benzocyeloheptyl, straight or brimched ¢ham (C-Caplalkoxcy,
substituted or unsubstituted piperidinyl{CRoR o), substituled or unsubstituted
piperazinyl{CRsR o), substituted or unsubstituted (Cg, Cyg)aryloxy and
15 substitwied or unsubstituted hetervaryloxy; emd wherein
mistorl;
Ry end By are the same or different and independently of each other chosen
friom hydrogen or (C;-Cy)alkyl.
The substihients on some of the groups [isted for B,5 and R4 can be the szme as the
20  ones lisled for Bys and Ry or any of the suitable art recognized substibents can also be used
as described bersin.  For ipstance, said substiuents are selectsd from the group consisting of
halopen, straighi or brancked chein (Cy-C,glalky] and phenyl. The compound of formula {VI)
can also present in the form of a salt  Additionally, the compound of formulz (VD) can be
present as a specific enentiomer, stersaisomer or 4 Lautomer or a5 A meemic mbxiure; all such
25  forms are part of this inventon
As a specific sxample of the compound of formula (VI) withont any limiafion, the
following compound is enmmerated;
2-(A-ext-butyl-cyclohexyloaxymethyl)-2,3-dthydro-oxazol o[ 3, 2-alpyomidin-7-one.




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 teitahydroisoquinolinyl, 20substituted or =substituted
tetrahydroquinolirryl, substituted or =substituted isoquinolinyl, substituted or tmsubstituted quinolinyl,
substituted or unsubstiintedtetrahydmapenzofuranyl and substituted or =substituted.
hexahydrodibeHEHBPXR SRR AR Reat L the ot ofa %ﬁ@&@ﬂﬁﬂ?@ﬁ%ﬁﬁﬁ%i%ﬂof CF3,
OCF3, fluorinetpizfnpidorins plmemiieeniiidestraight or branched chain (C1- CZO)aIkyI,

(C1-C4alkylsulfonyl, é}%g%}&e %@ﬁé@ﬁ%{ @,EM L%%Cgﬁéh ~substituted
(C6,Cio)oryl(CR9RI0).,, Su tutef%ﬂor =substitute QOaryl C% s)cycloal 1 su s%";'[fted or

—substltuted (Cern)blc ycllc substltuted or substltuted ada o stltuted or =substituted
tam Erbenzocycloheptyl straight
3ryloxy, substituted or

or branched abain (Ci-C2o0alkory, substituted or =8y
uns-ubstituted hetemaryloxg, 33 Nubstigyited oréusu 3 M RORI0)., substitatted or
unsubstituted PiPeraimyl(CRoRio), gnd sybstituted o : J ed tetrahydropyranylaoRlo) wherein
mis 0 or 1; 5R9 and Rio are the: t-different and mdependently of each other chosen from
hydrogen or (C1-Ci)alkyl; or RR ahd Rio taken together with the carbon atom to which they are
attached form a substituted or unBybstinded Ca -Co ring. The compou f formuht (1) of this
embodiment can also present in the form of a mil_ 10 Additionally, the compound of formula (I) of Ibis
embodimént can be phesant 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

(1) of this embodiment, withd# fktion, the following compounds are enumerated:
R; is hydmgen, CF, straight or branched (C;-Ciqg)alkyl, (Cq,Cro)aryl or
(Ce.Cro)aryl(Ci-Cs)alkyl;
ifRys iy attached 1o the aromatic xing, then
10 Ry3 is hydmgen, CF3, OCF;, Avarine, chlorine, bromine, (Cy-Cyjalkyl,

(Cs-Co)eycloalkyl or {Cr-Ca)alkoxy;
i Ry3 is attechad o the satureled ring, then
R.3 is chosen from hydrgen, (Ci-Cajalkyl or phenyl{CRyR10)m; and wherein
misforl;
15 R end Byq are the same or different and independently of each other ¢hosen
from Bydrogen or (Cy-Cy)aliyk; and
Ry7, Ry, Ry and Rap exe the same or different end independently selecied from
hydrogen or (Cy-Cy)alkyl.
The compound of formula (VII} can also present in the form of a salt.  Additionally,
20 the compound of formula (VII} can be present as e spevific epanfomer, sterecisomer ar a
tantomer or as 4 meemic mixtore; all such forms are pari of ihis invenfion.
As a specific example of 1he compound of formule (VIi} without eny limation, the
following compounds ere enumemted: -
(8)-2-(5,6,7,8,88,9-hexahydro-4bH-fluoren-2-yloxymethyl)}-2, 3-dihydro-oxazolo[3.2-
25 afpyomidin-7-one: and



152-(IH-indo1-5-yloxymethy1)-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-clihydig-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- Mﬂ%&%@@ﬁhﬁa%ammmlﬂwmm-?-one;
(S)-2- thermo[b]thiop inBalhydro-oxazolor3,2-abyrimidin-7-one;

2-(2-p-tolyl- hemoth}tbloph n-6- yorcymethyl) -2,3-catydro-oxazolo[3,2-ai - pyrimidta-7-one;

2-1244-ethyl-phenylkbh 2BAF (ARTIERIE H3BrRea, IR 2he J0mm, 858l $5[3523) SIRAHREAL? -one:
2-[2-(4- |sopropbe@@mmﬂﬂmlmm@n6a¢mmirmm54l -2,3-dihydro-corazolo

13,2-alpyrimidia-7-ong bodiment of this i the . of Form . .
2-(2-(4-propyl- henyl)y%enzo%- |opheﬁn6°yloxylr[{:|'re ;91']1 2,3??jlﬂ§dm-onzolo?§a,£paﬁ)ynm 'i?\??-one;
212-(4-tert-but %Wﬁ%‘?ﬁﬁfthlophert 6-yloxymethyi]-2,3-dthydro-oxezolo [3,2-a}pyrimidin-7-one;

52-[242-cialoro- pynduaﬁ;Sﬂ) ophert -6-yfoxymethyi]-2,3-thlydro-
oxamlo[3,2- a]pyr|m|d|n -7- one rea'ﬁéy noted above, where possible the above compounds can

present in the form of & dalt or as an enantiomer, stereocisomer or a tautomer or as a racemic mixture.
In another embodimepit g{ this invention, The compound of fommia (1) is having the
5] X and Y are oxygen;
Ry, Ry, Ry and Ry are hydrogen;
R: is hydrogen, CF,, strzight or bmanched (C;-Cip)alkyi, {CeCiglaryl or
(Cs.Cro)aryl{Cr-Ca)alkyl;
B3 15 selectsd from the group conststing of substituted or unsubstimted firranyl,

15 substituted or unsubstituied benzofuranyl, substituted or unsubstituted
thiophenyl, suhlsﬁmtad or unsubstituted benzothiopkenyl, substituted or
msubstituted indolyl, substituted or unsubstituted benzothiazolyl, substitufed
or unsubsfituted thiazalyl, substituted or unsubstitoted pymolyl, substiteted or

) unsubstiiuted pyridyl, substiteted or tnsubstituted tetrehydroisoquinolinyl,

20 substitted or unsubstitrted tetrahydroquinolimyl, substituted or unsubstinred
isoquinclinyl, substituled or unsubstituted quinolinyl, substituted or
unsubstituted 1etrahydrodibenzo furanyl and suhstituted or wsubstituted
hexahydrodibenzofuranyl; wherein
said substituents are selected from the group consisting of CF3, OCF;, fluorine,

25 chlorine, bromine, CN, siraight or branched chain (Cy-Cag)alkyl,
(C1-Cajalicylsulionyl, substitted or unsubstitiled (Cs-Co)oycloalky {CRsR o).
suhstifuted or insubstituted (Cs,Cio)aryl(CRoR10)m, substituted or tnsubstinred
(CsCro)aryHCs-Cr)cycloalkyl, substitted ar unsubstitited (Cs-Cis)bicyclic,
substituted or unsubstiluted adzmantyl, substitoled or unsubstitoted indanyl, .

30 substiiufed or unsvbsttuled 1eiralinyd, substitrted or tmsubstitoted
benzocycloheptyl, simight or branched chain (Cy-Cap)alkoxy, substitated or
unsubstituted {Cg,Ciglaryloxy, substituted or imsubstituted heteroaryloxy,



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)arYI(Cret)alkyl; R.s is selected from the group

consisting of subslituted or =substituted phenyl, 208tbstituted or =substituted indauyl, substituted or

unsubstihned tetralinyl, substituted or =substituted benwcycloheptanyi, substituted or =substituted

hexahydrofluatenyl and substituted or =substituted eyeloibix |; wherein said substituents are selected
e R Y ek

Rom the group consisting s pra ole bt posEbAEREd chain
(Ci-C20)alkyl, 25(Ci-C4alkygtyimtiyy 1 (EBa R et antiistabit uvirdb¢Eared3 0)eycloalkyl(CRORI

substituted or =substituted %ﬁ%@ﬁ&%{]ﬁﬁ tituted or =substituted.
(C-6,C10aryl(C3-Cs)cycloa tituted or ited (CrC13)bicyclic, substituted or
=substituted adamantyl, su%ﬁtﬁ@d:or =substituted indanyl, substituted Of unsubstitatedidralinyl,

substihrleg Or tmsubstituteg lae¢ arMeloBaRM dstkaiahiRiNaRaaaa1F DA diferl@lRlOXY
substituted or =substituted (C'Cto)ar subst %substltuted heteroarylonf, substituted or

=substituted piperidiny1(041;40)., li%8d 35 PiPerazin. CRsRuP)m and
substituted or unsubstilute&@nﬂ@dﬁwmﬂ&ﬁﬂﬂ@hﬁ:mhﬂmﬂn whishcthejdergtaéhodiéhio 3;

2 substitited or unsubstituted C3-Cs rnp.
The compound of formula (I} oi this embediment can alsa present in the fomm of a salt

10  Additionally, the compound of formula (I) of this emboediment can be present 85 a specific

enanfigmer, steTetisomer or a taomer of as A meemic mixivre; all such forms are part ofthis
invention.

As specific examples of the compound of formmle (T) of this embodiment, withowt any
limitation, the following compounds are enumerated:

15 2-{1H-indol-5-yloxymethyl}-2, 3-dihydro-axazola[3,2-alpyrimidin-7-one;
(8)-2-{6-cyelohexyl-pyridin-3-yloxymethyi)-2 3-dihydro-oxazalo[3.2-a]pyrimidin-7-
ong; .
(8)-2-(benzothiazol-2-yloxymethyl)-2,3-dihydro-oxazolof3, 2alpyrimidin-7-one; (S)-2-
(6-lert-butyl-benzothiazol-2-yloxymetiyl)-2.3-ditydro-oxazelo[3,2-a]pyimidin-7-one;

20 {5)-242,5-diphenyl-thiazol-4-yloxymethyl)-2,3-dihydm-oxezole[3,2-a)pyrimidin-7-
one;
2-(54,6,7,8,9,9a-hexahydro-dibenzofimran-3-yl-oxymethyl}-2,3-dihydro-oxazelof3,2-
alpyrimidin-7-one;
2+6,7.B 9-tcirshydro-dibenzofuren-3-yl-oxymethyl)-2 3-dihydro-oxazola]3,2-

25 £]pyrimidin-7-one;
(8)-2-(benzo[blihiophen-6-yloxymethyl)-2,3-dihydro-oxazolof3,2-alpyrimidin- 7-one;
2-(2-p-talyl-benzo[blthiophen-6-yloxymeihyl}-2,3-dibiydro-oxaxalo[ 3, 2-a] -
pyaimidin-7-one;
2-[24{4-ethyl-phenyi)-benzo[b] thiophen-6-ylaxymelhyl]-2, 3-dihydm-oxazalo

30 [3,2-a]pyrimidin-7-one;
2-[2-(4-isopropyl-phenyl)-benzo [blthicphen-6-yloxymethyl]-2,3-dihydro-oxazole
[3,2-a]pyrimidin-7-one;



R9 andRIO are the sane or different and independently of each other chosen 5from hydmgen or
(Ci-Chalkyl; 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 (l) of this

embodiment, wnhout%ﬁy(ﬁmmbhhﬂ@ﬁé)fbmmfhlfﬂmhﬂﬂcﬁj Byaretty el ralye-oxazole[3,2-0]-
2-heozyloxymethyl-2 Srehiliggre-gazolor3,2-4pyrimidin-7-one;

3-(11-tert-but34-ben \é meth 11) iBgF aydr -0xazplot3,2-a mdﬂ - oge
(S)-2-berayloxymeth§%v' 'ﬁ&ﬁ?}jﬂ%

2-[2-(4-cyclohexyl-phBcRAtmetbapiid - -thiéy dm- oxaxolo[3 2- a]pyrlmldln -7-one; and
244-cyclohexyl-pheaky QEMH dl:? -dt %iﬁél?%eﬁxﬁlmlm already noted
above, where pOSSIblet?he above compounds can pres nt e form g?a Salt r as an enerdianer,
stereoisomet or a tauRSizelekZalprdmitin{offe.  Finally, in another embodlment of this invention,

the Compound&mﬁﬂaﬁlmﬂl%ﬂﬁt@ﬁwm MW@M&&MM&Q@MS& Xis
sulfur, Y is oxy en Rh R| Re and Rs are ﬁeni Ita is hxdro%en 3, straight or branched
(Ci-Cio)alkyl, ( (i”fE@oSa Tn% e G Ed oM the group c.wisisting of
substituted or mnsubbtlmmmb@dlm&m of this invention, ihe compommd of formmla (J) is having the

10 following substitnenis:
— isadouble bond;
pisteorl;
niz0orl;
Y is oxygen or
15 X is oxygen or NRz(, wherein Rz is hydrogen;
Ry, Ba, Ry, Rs, Rg and Ry are bydrogen;
Rz is hydrogen, CF;, straight or branched (Cl-Cm)ﬁ-[k}’L {Cs,Cro)aryl or
(CeCrodaryl{C1-Co)alkyl;
Ry i3 selecied from the group consisting of substitoted or msnhsivhrted phenyl,

20 substifuted or unsubstitoted indamyl, substihsted or imsubstibred tetralimyl,
substituted or imsubstinuted benzocycloheptmyl, substitted or unsubstituted
hexahydrofiuarenyl and substituted or unsubstituted cyclobexyl; wherein
said substilnents are selected from the group consisting of CFi, OCF3, flnorine,
chlorine, bromine, CN, straight or branched chsin (C-Caglalkyl,

25 (C-Cy)alkylsulfonyl, substituied or unsubstituted (Cs-Cioloycloalkyl({CRsRio)m,
substitwled or unsubstitted {Cg,Cqp)arFl(CRoR  phx, substinded or mnsubstibred
{Cs,Cro)aryl(Ca-Ca)eyeloallyl, substituted or imsubstitated (CsCi3)bicyclic,
substituted or unsubstitled adamantyl, substituted or unsubstituied mdamyl,
substitnted or imsubstituted ietralinyd, substituted or unsubstitted

30 benzocycloheptyl, straight or branched chain (C;-Cap)alkoxy, substituted or
unsubstiitted (Cs,Ciolaryloxy, substinted or upsubstihried heterparyloxy,
substinded or ansubstituled piperidinyl{CRoR 19}, sehstituted or unsubstituted



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 bra#ched chain (erC20)allcyl, 5(Ci-C)alkylsulforryL,
substituted or unsubstihtted (C3-CiO)eycloaikyl(CRoR1on, substituted or unsubstibded
(Co,Cio)aryl(CRoRI0)., substituted or =substituted (Cs,Cro)erYIP-COnYcloulkyi, substituted or
=substituted (Cs-Cu)bicycli@ERRRatpanf gaprshsHEbstituted or =substituted
indaayl, substituted or msummdmmmmmdmr =substituted 10benzocycloheptyl, straight
or branched chain (Ci-C20)al @ﬁnﬁ%@? —substituted (C5,C10)aryloxy, substituted or
tmsubstittrted heteroaryloxy™” substituted or subétltuted piperidinykeRsRro)., substituted or
unsubstiluted piperazin yI(@%%ﬂ%%Méﬁ%ﬁ?ﬁ%ﬂ%ﬂ@mWﬂ@ﬁmm)m
wherein 15m is an integer from O fiam hizBogad UB{QI dg1same or diffemnt sod mdependently of each
other chasm from hydroge -COalkyl: o nglo taken to % ith the = tom to which
they are attached loan a Sl?%% Itute tgr&ns)éﬁ%hf‘r ﬂm?d% e{b\f/‘ﬁﬁ' () of this
embodiment can also present in memm@mwwmrmmmg compound of fommla (1) of this
embodiment can be RiRSRiRAA SPRAHACATFRIShE IOMeE aF ag ALgcemic

mixture; all such forms are part of this invention_ As a specmc mmmple of the compound of formula (1)

of this embodlmmwmlﬁtm%%m% BhBReReRh RS specific
2-(4-ted-haty|-phatigaar taayiieiivy b2 Bubiayesd 0 saEcdo8 iy il istich fofifie e patisfey noted

above, the abolggcg&mpound 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 syntheS|zed by any of the

procedures known ﬁt@%@ﬁ%ﬂﬁ?ﬁ&h@@m&ﬂeﬁ@m@v thishembxey Hgnysed in the

preparation of ghg AfiaRNuA. or are themselves commercially available.

HiSH A8k R 4
The compounds of ttﬁ |nv%nt|on gn[j S Vﬁrﬁl of the [fu&cu_;ior comﬁ)ounds may also be prepared by

15 3-(A-tert-lnstyl-benzyloxgymethyl)-2,3-dibydro-oxazolo[3,2-a]pyrimidin-7-one;
(5)-2-benzyloxymethyl-2,3-dihydro-oxarnlo[3, 2-alpyrimidin-7-one;
2-[2-(4-cyclohexyl-phenyl)-ethyi]-2,3-dihydro-oxazolo[3,2-alpyrimidin-7-one; and
2-[(4-cyclohexyl-phenylamina}-methyl}-2,3-dihydro-oxazolo[3,2-z]pyrimidin-7-one.

As already noled above, where possible the above uompuundsmprmntmﬂmﬁ:-mmfa salt

20 oOr s en enentiomet, stereoisomet or a taulomer or as a Tecermnic mixhre.

Finally, in another embodiment of this invention, the compound of formula (I) is
having the following substitvents:

~— is e double bond;
pis 1;
25 nis0;
X is sulfur;
Y is oxygen;
Ry, R, By and Rs are hydrogen;
Rgz is hydrogen, CF3, straight or branched (C-Cio)alkyl, (Cg,Cro)aryl or
30 (Ce.Crolaryl{Cy-Colalky?;
Ry is selected from the proup consisting of substihnled or pnsubstituted phenyl,
substituted or unsubstituted indanyl, sohstitited or unsubstituted 1etralinyl,



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, Rl, R2, RJ, Rill RS, R6, R7 and Its 5 are as
defined for Fmmula | unless otherwise indicated_ Sghemes G mid H illustrate other approaches to the
synthesis of compounds of fonmula | where for simplicity some of the substituents are shown as
hydrogen. Several of the intermediates used in the preparation of the compound of formula (1) are
known and eau be preparesbhstiviedmamsebstitinch eprogetiveptylombstiutadashzubgiintide art A few

other interatediates are noﬂ&?ﬁm&qgﬂ@g&@m&g@ﬂmr%m%%ﬁg&mcedures
described herein (Schemes D - F) or by any of the procedures Imown in the art Scheme A illustrates a

procedure for the preparatiSHITRIEMMAGAR ctseiest SRmtie st eonsiFioe o PO fgerne s a
double bond, and X and Y mmmﬂém;eﬁ@e&t&ﬁmmlmﬂo{mﬁ@mlm (VDT) is either
available ip the art or can b varje rdhe afe h.are
duscrthedglln detail below i |n %%Ws#&&ig Eé%é%iﬁ @éﬁ%‘ﬂ%ﬁ%m Vil is
reacted with eplchlorohydrlwmmm%@mdd F@Mﬂ@m@ﬁmﬁgeneral
the reaction can be affecte % lude
carbonate salts of alkaline metals such as Jithium C%rbonate odlum carbonate potassiym carbonate
and cesium carbonate as ) hydroxide,
potassium hydroxide and cmmmthg{df auﬁsamaimuhsammmbnate salts of alkaline

earth metgls such as barlu%@%ﬂ%ﬁg&ﬁg@t ?%ﬁm&? §£an he
25employed in this reaction. The reaction canbe carried out ina he organic solvents such 36

as acetone methyl ethyl keﬁﬂ@sﬂ%%@ﬂmm&‘%MM%&Me (DMSO),
dimethyl acetemide (DMA%MQWMWMWMMWMMCUM caa

also he canded out using -water as (n-:-.r{ét TQ 'Bguﬁtfoi: ge r%ﬁ&%lgdcarried out at ambient and/or
super-ambient temperaturél includi d or?‘émpera ure o lvent Generally, the reaction
is carried out in the temper@hﬁh’iamg@ﬂ@aﬁmhﬂuﬂ%mnt temperature to about 150C depending

upon the foiling point of th&%qg@%my@t mixture employed__ It should further be noted that
nucleophilic addition reactions as filustrated in Step Al, Scheme A can_mare conveniently be carried

out with an alcohol of comM@M%ﬁ“%ﬂmeﬂ*mgﬁ%ﬁﬁ%s are
hydrogen. However, one skilled ifiom kydmegen or (C1-Codalkyl; or

Ry and K taken fogether with ihe cexrbon alom to which they are atlached foom

a substituied or unsubsiituted C3-Cs ring.
20 The compound of formula (T) of this embodiment can alse present in the form of a saft.
Additionally, the compimd of frmula () of this embodiment can be present as a specific
enantiomer, sterenisomer or & tautomer or 88 & racemic mixture; all such forms are part of this

invention.
Aus a gpecific example of the compound of formula ([} of this embodiment, without any
25 limilaticn, the following compound is emmerated:
2-(4-tert-butyl-phenylsaianylmethyl)-2, 3-dihydro-cxezalo[3,2-2)pyrimidin-7-ons.
As already noted above, the above compound can present in the form of a salt or as an
epantiomer, sierenisomer or a frtomer or B8 A recemic mixiure.
The compounds of this imvention can be synthesized by any of the procedures kmown
30 fo one skilled in the art. Specifically, several of the starting meterials used in the preparafion
of the comipounds of this ikvention are Jnown ar are themsslves commercially available. The
compounds of this invention and several of the precursor compomds may also be prepared by



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 orazolyiamine of #rmula (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. Syitgble c%anamides fQr this purpose include without any limitation, sodium hydrogen

cyanamide, lit 1P PRI RIS SRURRYPHR AP TR S A BT, Wd%d:%h@anamide,

and the hie. Thizsaietidareran generally be carried out in alcoholic solvents such as methanol, ethanol,

isopropand and the li rg gilgé' ;hlltt;p mﬁ{tﬁ% e Eﬁ@%iﬂg is | rﬁ%gﬁ% itable
ten?pe?ature, for ean%, t abou ’aéﬁ%len to sEper-am ient te%%%gra ures. #r%@ﬁ%%e , Step A3,
the oxazolylaniPle v AmardusEofiSdheemy Acoetathanin w71 Z4F2BoReBaRp Bie Retad B formula
oublo bond. et 3 o e CUL U B e o o

ouble bond, an nd Ar are 0. This reaction can again rded out using any of the procedures
known to one Sgﬁreo&alh&?htg a%r?. %ﬁ%flf?%%a@dﬁﬁ%wgﬁﬁgh ﬁh%ﬁﬂ%&%ﬁ&ﬁs alcoholic
solvent such asuhstthenfohre thero| esrtinbpgepa Seraul afthetinerihatisw: Ssdhin deipopastatiofs can
also be carriedolIbi5ing s saliates AkYRRIGE SR AdoBM R ISRlRRARe Salyenl The

reaction is generally carded out at ambient to super-ambient temperature 30 conditions. More
generally, the FES FRORn &y ?ﬂﬁ%%ﬁerﬁp@%ﬂ%@%@% v aitieh 68 -ambient
temperatures ieilety bropiagma droMeordane tidathed s IBepafil {SohdmBi T e Y Byt a

temperature rmig%%&%%ﬁ%%mc. 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 c2ghs@h e plieticton prwedas rfessibe ranartiongf ecrempend of formum{y/I11).

Similarly a compound of fonnula (1), wherein-Y is sulf-ur can be prepared_by employing
thio-o.,l3-uns§t%?5‘é‘é’&ﬁ<§;%ids r. 5 SAhATRPRe etk o B SRETh S dehspecifie
compound of finmstaciinthélchim] ofi fomnbs (AR xitheSahdinhiz i thenmp orimashe ifadeahyia (ristyerein p is

L X and % areqpiieGiolpdoclihnd, KfidBe iR A4% WA AR ARYE Slg 98! apspecific reaction

conditions. First, the stemospecific wdrane of formula (Xa) is prepared starting om a stereospecific
shone of formula (1Xa). Again as illustrated, such®#fE®&pecific reactions can more 1D conveniently

be carried out usingalcohols of formula (VIII)@/herein n =0, and cotiragea offfprmula ('Xs). In Step B,
Scheme B, (S)-q8HIDEIGH Wiiraie 0 g; @Mtﬁi@ﬂ;ﬁgg@?ﬁm (Rjeedgntiomer of
ction by ti

oxirau.e of formula (D(a) In e stereospecifif suldstibrtion rea y re it with an alcohol of
formula (VII1). Generalfy#Buch stemosgggifin substitution reactions ggsult 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 aboufb@w. BJformed using a ggtadie solven etphie at a reaction
temperature in the r fromdrpry- AQS-te-abeut-50C The efflantiorris HERYRAeROMpounds
is measured by chira

literature methods. T (

h performan}g'é liquid chroungggraphy any other known

enantiomer of@mﬁ-ﬁ) can similarly be farmeld stading from 20 the
(S)-enerdiomer of formujg{IX). The stereospegiig (§)-mundiomeric wiyg? of the formula ()Ca) thus
obtained can then be converted to stereo specific (SJ-enantiomeric compound of form-ula (Ib)

following the proced&spsady Bisteche B ez Bl BEE 'VHIAshyiel (o bl 2obiek 06D AfiHiGl
Compound of EURh 8 (R By e P o BT e A . S Mormula

(XI1), whéininkls pesens of a Fniskiedase. g0y kesRyibdhinle carbonate salts of alkaline melals

such as lithium carbonate, sodinm carbonate, potassium carbonate and ccsium carbonate as

well as alkali metal hydrmoxides such as lithivm bydmoxide, sodum hydroxide, potessium

hydroxide and cesium hydroxide” However, other hases such g5 carbenate salis of slkaline

sarth metels stch as barium carbonate or any oiher suntable base or a mixiore of bases can he

25  employed in (bis reaction. Ths resction cen be camied out in any of the orgenic solvents, such

ok P e ¥
WLyl |h;-v K]

«Q



Step 51 R3-PR3RA-0/ HO 06) Step 132 Herscr-y0 19 0i | NSta EL3 Caastt.r. N Rz 112 Qa209C1111
0(Ib) Scheme C illustrairs a preparation of compound of fomaula (Ic) 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 ggl-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 descrlbed laereinabove in Scheme A. Step A3.
Again, as noteésaiseleas.t eyl gty deatomed ackbabitrilaoftmetivl rsmamids IR, dineind eittaride used

as a solvent S%ﬁ@.@fd&é@ﬁ%ﬁﬁ%@‘j QDHQ:BLI like, or a mixture of solvers as listed herein.

The reaction can also be camied ot nsing water as a selvent  The rezetion is generally carmied

aut gt embienl and/or super-ambient temperatures including the reffox temperatore of the

5  solvent. Genemally, the reaction is carried out in the temperature Tmge of from about ambient

texperature to about 150°C depending upon the boiling point af the solvenl and/or selvent

_ mixture employed. It should further be noted that nucleophilic addition reactions es Miustrated

in Step Al, Scheme A can more conveniently be camied out with an sleobol of formula {VTID)

and an oxirene of formula (IX) whersin B3, R4 and Bs are bydrogen, However, one skilled in

10 ihe artreadily appreciates that similar reactions with other substituents as disclosed herein can

be carried put using vardous modiffcations thal are available in the ert andfor using ctber

procedirss known in the art

In Scheme A, Step A2, the compound of formula (X) is reacted with a suilable

eyanamide compound 1o form #n oxazolylamine of formula (XI) in & suiteble solvent. Any of

15  the known cyanamide compounds that react with en epoxide to form oxezolylamines can be

employed in this reaction. Suitable cyanamides for this purpose include without eny

limitefion, sodium hydrogen cyanamide, lithium hydrogen cyanamide, potassium kydrogen

cyenamide, cesium hydrogen cyenamide, and the like. The reaction can generally be carried

out in alcoholic solvents such as methanol, ethanol, iscpropencl end the [ike or a mixture

20  thereof The reaction is firther carrier out at 2 suifeble temperature, for example, al about
ambient lo super-smbignt ternperatiures.

In Scheme A, Step A3, the oxezolylamine of formula (X} is finally reacied with an

o p-umsaturated elkynoic ester of formula (XI0), wherein R, is {C)-Cq)alkyl, to form the

compound of formula (fe) wherein p is I, Ry is hydrogen, — is 2 double bond, end X and
25§ Y are O, This resction can agamn be camied out using any of the procedures known to one
skiiled in the art. Typicelly, such an addition reaction is carried out in a suitable alcoholic
solvent such as methanol, ethanol or isopropanol or 2 mixture thereof Such addition reactions
cm also be camied out using o, P-onsaturated alkynorc esler of formula (XII) itself as the
solvent The reaction is generally carried out at ambient to super-ambient temperahme
30  conditions. More generally, the reaction is carried out at the reflux temperature of the solvent.
However, super-ambient {emperatures involving the microwave cven can also be emplayed to
carry oul this reaction at a temperzfure ranging from ebout 100°C o sbout 206°C. Various



R-ipap R2R3 (Ic) Finally, Schemes D through F illustrate preparation of a few of the starting
alcohols in which nis 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 formgila (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 reactlng W|th magnesium which

is then reacted™HhcamBRIRds of Spreogle; () Fm stnedy, R ng pEegals-or 2, to
form a compo mmw&uﬂﬁlefﬁmmm@aﬁﬁ!ﬂﬂ s geﬂﬂiﬂlbaﬁ Bratinpthageal

solvent, such Hﬁﬁ% ord t@ s@#ﬁ G&gﬂa% ent us: Ofor is then
reacted with a cycliC ketofie o rmﬁ‘%’é%’f?("{y;e IC &in"ANn 1CoN« ormu'f_ Scheme
D HO (XV)(Chdiro iy Sidp oo BePrepemil by mnplnrmg thio-ee, B-mmsaturated HJk:mmn acid ester.
5 Scheme B illustrates the preparetion of a stereospecific compound of fermula (Th).
Thus in accordance with Scheme B, compounds of formula (T) wherein p is 1, X and Y are
oxygen, Ry, B3, Ry and Rs are hydrogen are prepared using stereospecific reaction conditions.
First, the stereospecific oxirane of formula {Xa) is prepared starting from a steregspecific
oxirane of formula {IXa). Agrin ss tlustrated, such s-tmmspaciﬁc reactiang can more
10 cooveniently be carfied out using alcohels of formula (VII) wherein o = 0, and oxiranes of
formule (IXa). In Step BI, Scheme B, (S)-enentiomer of oxirane of formula (X2) can be
formed sterting fiom (R)-epamtiomer of oxirene of formuln (IXeg) in e sterenspecific
substitution reaction by reacting it with an alcobol of formula (VII). Gepemlly, such
stereospecific substitution reactions resnlt in en enantomeric mtio of from about 60:40 o
15 70:30. However, it has now been sirprisigly found that ensntiomerie ratio n excess of about
99:1 can be formed usmp a surable solvent such as, acelone at 4 resction temperature in the
mnge of firom eboul 40°C to about 50°C. The enantipmeric purity of the compounds is
measured by chiral high performance Hquid chromatography (HPLC) or by any other known
literature methods. The (K)-enantiomer of formula (X) can similarly be formed starting from
20 the (S)cpentiomer of formule (IX). The sterenspecific (S)-cpemtiomeric oxirane of the
formula (X&) ims obfrined can then be converted 1o stereospecific (S)-enantiomeric
compomd of formmle (b} following the procedures as outlined above i Scheme A by first
formaing the sterenspecific (S)-enantdomeric oxezolyleming of formule (XIa) in Step B2, which
is subsequently converted to compound of formule (Ib) in Step B3 by resction with a suitable
25 a,f-alkynoic acid esler or formula (XID), wherein R, is (C-Cydalkyl,
Schems B




Z=CI-12 or 0in =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 aeatalyst 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 co, nd of fegemwa X¥k)d |ected to egiRtive to cleavage
reaction to form the Slﬁﬁé%@'ﬂ&p enolicgd pounﬁ%f‘l’or%ﬁﬁﬂ%ﬁﬁﬁgeductive cleavage reactions
can be canded out using arfyiéf the knowmpxgrocedures in the art. Fgrainstance, such reductive
cleavage can be effected by employing hydrogenation catalyst such as palladium on activated carbon
in a hydrogen ahnos heme E illustrates ncgper prepa ;\ve.f,n od for the preparation of a
substituted 15 phenolic ¢ Mﬁﬁ;};ﬂ%-@ﬁ@%h can also b sef-@#8EA4t8iting alcohol in

the synthesis of compounds of formula (I). The phenoli®8ompd &afformula (VB/b)-is primarily
substituted with a nitrogen heterocycle, whicRican re ily be symthesized by an electrophilic
substitution of anisok under @&dic conditions as $¥ewn in Scheme fipy Scheme 13 20 42 hi Step
21, Scheme B., ardsok is subjected to an electrophilic substitution reaction with an oxQ-nitrogen

heterocycle of formaiS¢hemg, G Hmsrresseqimpandiry| o rampond eiipolsdlkhyimeddectrop i

substitution reagtimaAadifas SEaNAEARRRIPHEMHML (KD SRR i SupAmpishimaisksRagtad with
compoimd of formula (XVII) in the presence of hydrochlori¢ acid to obtajn compound of formula
(XVIIT), which-ifF i e e A IRIa AS IS O P RO SHREE B R A e 5RO RSB X) . For
instance, such asompciad eHiimmlsaRot Thisa:dg aalde ciuthiod tatybic athy afshegpatda dmamn=|lya:led

carbon in an hyd n gtmo here. Eingyy he c amml 12 i ﬁ;,:?l ;Eg 19 ed
demethylation )lr{%z[;l%gtlﬁ)n to to%‘r ree phenolic con%%%%oﬂ%n@nﬁaﬁ%%%% a O%?S <nown
dealltylation, phefsimbiyede SrhtmectioFiap Adti ckeaionel moked ebpyedhewBapeduated nlkeriip s5d,

such example Relusseans R rafkeLioimula iy with an acid such as hydrobromic acid to

fwm compound of formula (Mb).

Scheme C
P Ao
N O-(CRAR)R, OR,
RS R, R 0 R; R,
R, Ry
19 ) i) )

Finally, Schemes D} through F iliusirale preparation of a few of the starting alcohols in
which n is 0 and Ry is & subsitted phenyl. Thus, Schemes D through F describe syntheses of
avariety of phenols that can be wsed as starting aleohols of Tormule (VIII).

For instance, Scheme D illustrates prepamtion of phenols of formuls (VIMa) employing

15  4-benzyloxy-bromo-benzene as the sieriing material. I Step DI, Scheme D, 4-benzyloxy-
bromo-benzene is first converied to a Gripnard reagent by reacting with magnesium which is
then rezcled with a cyclic ketane of formula (XIV), where Z=CHz oroxypen and m =0, 1 or
2, to form 2 compound of formule (XV). The Grignard reaction is generally carried out In en
etherzal solvent, such a3 tetrehydrofirar (THF) or diethyl ether. The Grignard reageni thus

20  formed is then reacted with 2 cyelic ketone of formula (XTV), which results in an alcobal of
formula (XV).



Finally, Scheme F illustrates a preparation of a phenolic compound of formula (Vllic). 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 formlphenolic 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 unde pecific reaction conditions, ie., substantially
under enantiaselective react|on condléézThat is uruler conclifio Q allow the formation of the

cougpound of 5fOrlattle (I fghoetention of @dvfiguration of t t|c ﬁ ter. Scheme 0 OAr
co-0 H.AAR | In Sghe 61, compet{ldf fomuila (JUT i reficted witlt Sodlep Bgemamide 10
to lona a comp@ﬁ‘eormula QOM-whereinRg is a uusnbstitmed arylsuffanyl group,
such as substitufed or unsubstituted pHeR&ulfonyl, mtoryl group, and the hie. This reaction
am be carried out using any of the nZetféldsd@wn to one skilled in@¥art. I'ypically, such =actions
are carried out in alcoholic solvents sueld,akar2thanol at zoom temperature to obtain the
corresponding dthydrooxazolylamjge of formula (MR. 15 In Scheme G, step G2, compound of formula
MEM is =meted with an alkyl alk nofﬁﬁ ester of formula (XOM) to form compound of formula
(XXEV). Again, such =acti g any of the methods knovin to one skilled in the
art. Typically, su n be carrled_o%;eﬂux temperafurefof the solvent, but other
reaction condltl@?:also be employed depending upon the Fﬂﬂg}fcompounds (1701) and
(XV1) HO

(Vllla)
In Step D2, Scheme D, the compeund of fommula (XV) is subjected to a dehydration

reacfion under suitable reacstion conditions 10 form a compomnd of formula XVI). Suoch
5  dehydmtion reactions are generally camied out iz an alcohalic selvent such as efhenol in the
presence of an ecid catalyst such as kydrochlonic acid, This meaction can be camied out at a
reachion temperahure in the ranpe of from about sub-smbient o super-ambient lemperatures.
For instance, a temperature range of from sbout 30°C o about 60°C car be employed.
Finally, in Step D3, Scheme I, the compound of fommula (XVI) is subjected to reductive
10  cleavage reaction to form fhe substinned phenolic compound of foxmula (VIIfa). The
reductive cleavage reactions can be carried out vsing any of the known procedores in the art
For instance, soch reductive ¢lezvage can be effected by employing hydmgepation catalyst
as palladiom on activated carbon in a hydrogen atmosphere.

Scheme E illustrates another preparetive method for the preperation of a substituted
15 phenolic compound of formula {(VIIh), which can also be used es a starting slcohal in the
synthesis of compounds of formula (I). The phenolic compound of formula (VIIb) is
primerly subsiihred with a nitrogen Eeterocycle, which can remdily be synthesized by an

electrophilic substitation of enisole under acidic conditions &s shown in Scheme E.

Scheme E
20



44  Finally, in Scheme G, step, 03 the compound of formula (XXIV) is reacted with a suitable
hythoxy compound of formula ArOH, 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 unsgpstituted 5 benZahiOpbene. 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 sigoBEipound of formula (XXLV) ig an aprodc savant such as DMF
or acetonitrileidichlorome /DMSEcmbetreated with a nixtuke, of sodiurgiaygegde and 10 MOH or
HAROH in a SU'tab%SE%] u@%i:z%etrﬁltr §jD € ahmlemperaturtacan be
sub-ambient to ambient to super-a H.hut typﬁ ew[his carried out under ambient to
moderately higher temperatgg inthg r of 30 C Sch 15Scheme H illustrates another
method of making compounds of.]f'&r@ula (I) under stereo specific reaction conditions, Le..
substantially under enantioselective reaction conditions. That is under conditiogs which allow the
formation of the compound of fory R ﬁ) with high retethon of configuratienf'the optical center. In
QritBL (X X V) isHeBdedd first with WA dnd  pondensed with
‘ | InTformdi3e (XXV) and (XXVI).

Rh and RI are indepMﬂnt ‘ Iky!, preferably C1-C4allqiyfore :QH E’gnethyl ethyl, n-propyl or
n-butyl. This condensation reaction can be carded out using any of the rhethdds known in the art More

typically, such reactionsriRl|ischané Befile: sajaasphaiesatabilinthitnaimbieniiamey atures,
such as -78C to amblent reagtion te tur uitable no lar 250rganic.solvents, such as
hexane. THY afd The Tkee ™ %ﬁ%e@%mﬁtl’@coﬁp%ﬁg all%?rmglmﬁg&%) r}\‘“l:‘r'wekrll reacted
with dthydrausﬁml;ﬂmmmmm mﬂmmmgf%malw@)wﬁn@@gmﬁwnts as
shown in §che%ﬂblélmmﬁmg§.ﬁm with

this scheme, however, it is more preferred for compounds of ormula (I) 45Whe n R1 is alkyl, mono-

or di-fluontalkyPB kRN COmRTIRa i, e, g, i wmrg ApEFRRAAT
alkoxyalkyl Ar aadtidd\te am:reanpmmﬂahf mmr Bmindmstﬁui&ahawbghsgdmhﬂﬁedmn

unsubstlhrtedheterg‘h %ﬁeflneﬁe wrhaboved In_anather asg%:‘;ﬂi) hm&mbﬁdlmeﬂtqtﬁ%s inverrtion
also relates to a me 5'mo ng ne ortriore me%abotroplc glutamate receptor ftmctions in a
patient requirirgaerstiare Aitae s e chmperad i donver/ 9B mmbieelnd i dpmctisdatiensemation Bf o
compoung of f@sm it hrindliiamirelisaiAR YUIAINE SAIRR BRRR!IQARKIAISIC [RAISERRET O a
lantorner there&)f ora {aat::c%mrgnrtrlwtllﬁture Q‘?.L%O.Im mplom for this purpose. One such example
include reacting compennd of formule (XIX) with an acid such as hydrobromic acid to fonn
componmd of formala (VITR).
Finally, Scheme F illustrates a preparation of a phenolic compound of formula {VTIic).
15 In this illustration, in Step F1, Scheme F, a series of phenalic compounds of formula (VIIIc)
can be prepared by employing an alcohel of formula (XX, which is reacted with phenol in the
presence of a suiteble acid catalyst, such as p-toluenesulfonic acid to form phenolic compound
of farmulz (VIIIc). As illustraled hersin, the substituents Ry, R and By ere ey of the fezsible
substrtuents as described herein,
20 Scheme F




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 () of this invention_
Specific diseases that can he treated using the compounds of formula (1) of this invention include,
without any limitation, neurological or psychiatric disdrders_ 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") Ar?J rican Psychiatric Association, 1995, incorporated
herein by reference. The essential feature of brieffpsychotic disorder is a disturbance that involves the
sudden onset of at least one of the gollowing posttiye psychotic SyRptoms; delusions, hallucinations,
fequent erailmen oherence), orxsgsly disorganized or catatonic
g of the disturbagee lasts a/ lesgstgr

schizoeffective disorder, or by Schizophrenia and is not due to the giagt physiological effects of a
substance (e.g., hallucinogen) Mgeneral medical condition (e.g.., subdural hematorna) (Criterion C.
It should further be nSthenika dlhicitaescdtiather akgodl praring tdiirgeuade aftdonatiie(osfiakiclatures,

nosologies, angd classification s@@%@uﬁgﬂﬁc@gl%ﬁﬂﬁ%di 8?%@5859&@%3@'%9@“&” and
that these systems evolve with medical scientific progress.” [t Is also recognized that one skilled in
the art may affEactes pruAERNS; cAhat s 1eulor wmdiaoarwhirdy ailopr s Rmaedionatshe sregennd efflicted
with the digordessmalay) Withibigh btasHs dhedrEaliRtea Belie ahadiictagwith the disorders with an
effective amount of the compound of formula (I) of%i%in ention_ Thus, the terms ‘treatment” and
'strafing"” are intended to refer to alljggocesses WHEFE tltﬁx'éem may be a slowing, interrupting, arresting,
46 controlling, g iy of¥eRSHrograFs Y of the id®ogjca f

herein, bat does n cessaihiphdicaﬁ otalelimination,gf all §ymptomﬁnemdjﬁdﬁtended
to include prophylacigireatment of sucHneurologi psychirngic dysorders. 5In a further
embodiment of this invention, specific d&&Ases that €#be treated uging 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, pafhologigs and disease slates expressly staled

iatrig disofR8Edescribed

herein ere not intended to be limiting rather to illusfra ¥ efieaewakthe compounds of the present
invention. Thus it is to be understood that the com f this invention may be used to treat any

disease involving the effects of metabotropic glutanmte neceptor functions. That is the compounds of
the present invention are modulators of metahotropic gydamate receptors (rnGiuR), particularly,
mO010,2" and may be effectively administered to ameliorate any disease state which is mediated all or

in part by mGIuR2. 15 All of the varigys embodiin ﬁts oﬁt mpouug‘s < se%.in the methods of this

invention as disclose F%H#ee?r?g{e;ngg:g ﬁgé?fl the rﬁ]z od of trea !hsg varlogwsr%isease ?Iate_:s Elles

describedheréin famnseawsanpermedn of bmorap Lkl odetrin R mawlsinbed iavamsebstiiniedapable of

modulating th%ﬁ%ﬁ@ﬂﬁ?@&ﬁ@%ﬁ%&bﬂ@ﬁﬂ%ﬁﬁ?ﬁ&%@ﬁﬂﬂé@ﬂﬂﬁ%ﬁwd due to
o ) ;

the activity of inGluR2_ In ano'ther_ embaodiment of the_method_of 20 this invention, the_ compounds of

this invention A 18 1 TrsEAstio ke Semt g o ety methads knewn to opg sl
compounds of ilix suth v &gpiosiieasncheraachionsi ate remiriagd ota ini nltakmlis coulesnis sbeh tanechmuostal,

intratracheal, i @éﬁﬂeﬁgﬁ%r@gﬁ %gggggmﬁﬁg Hi'ﬁ H!@r“g%% o]} Eﬂf@i BHIE'GDEEJna”y’ in yet
another embogfkrgnent this mvedintionz,ﬂﬁ'lerei aso%rovi ed a grmacge?llk[{cal composition comprising
a phammieutically a@b@ﬁ%ﬁm%mm&ﬁﬁﬁhﬂlﬁ%ﬂim,mng
emmliomers, sigiPeiredPBnalE HRNIE)NS TehSaityrRaosReRRIRiRav agasticalidh asameiable salts,
solvates or derivatives therm& with said_ compound having the general styucture shown in forma:ll as
described here'ﬁ?%@@i%ﬁ,ﬁﬁﬁﬁ#ﬁ%@ﬁ%aﬁoﬁ%%@%ﬁ% ﬁtﬁﬂ% O feature
modulation of refiisR? @andhthoared cubetfithenrefhetitegpergiatis edshe cohwitiobubrethei sisrddannyolving

the effects of naGIHRY .2 BAEOLANRIL A3.4956 080 ARVE. aH Qg RSferet aaan and
20 (XX



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 aemosol 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 for&iBakkatie SerarcE. weakiote seammatial faamwiai SEETVhistaasid wHlee an
insoluble salt OM@ﬁqumwmimﬁt&ﬁm RaY Resackaates desmamidala depot
preptation for te i tramusc lar i in ctlon n=r dﬁﬂ'%a mer cpnt |n the activ. |ent may be
envisaged. For“ﬁgﬁgﬁhng 66&‘%?8%5“21% b%%?s |%%Erg JIEAER mixed
with a pharmaddsBcas caﬂlmtutecb momhﬁmﬂtdwbmglngmhlmwmﬂtm can stsmbitidastose,
sucrose, sgrbitglgificpRAC St SAMARRNTARAIP e dcalchiToRRes e 9 UgHiAe Rl er

phamoaceutioal diluents, e.g. -water, to fora a solid pmformuletion 15 composition containing a

homogeneous sV eswa %Gﬁ&%’l“ﬁ%%ﬂ ip berepreedtfandabls b ehat A leutieally
acceptable sal&hﬂmﬁsvﬁhemiei@lanﬁﬁxﬁhecﬂwwetﬂt 6RO BEO NSuds h@mhg:qlmﬁus. it is

meant that the gﬁtiv edlent is di eEsed eﬁgnﬁ{iu%hout the COmpos tl%lcﬁo th

composition may by readily su * Stbaivided ihto equally effective un| sage onns such as tabf“ts pills

and capsules. Tustordinleiilichinmfoetirnefidd ts mapobsitimrmielt math s s ¢ Mmt@é@d‘g@%mls of
the type dgscrigagiphpevaLR0E@INING fiatByk 1dfeho W B00:Mg Rl a TV Btaredigd Rl present

invention_ Flavored unit dosage forms_contain from | to 100 mg, for example 1 2 5 10, 25, 50 or 100

mg, of the actiVEPIREIRE RFTe HBRTbERLIRREPRIAY R REHH B’(‘EERIBW&&HDBJAYC AP erwise

compounded toapieVise mdtosadd=fo ronmierdihohibe-arrpatage-oin ts prplool fifdeédféh  For example,
the tablet or pill can comprise an inner dosage ar@cﬁé}ﬂgtﬁer 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 dlsmtegratlon;m:Hﬂe stomach and perffilt§x LTbe inner component to pass intact into the
duodenum or to beadelayed Hitlease. A variety of ma ree can bg us d for such enteric layers or

coatings, such Materdis so mduolmg a nurgbeg-Bf pon ~ofpelyraeric acids
with such materials as 4hellﬁtﬂé~,nw\yl alcoh q!cellulosqmmmte R e liquid forms in which

the novel compoéﬁ@ﬁs of the tinve \Jnay be inemepanded for &dministration orally or by
injection include aqueous solutlons suitab ed syrups, aqueous or 0| nsuspensmns and flavored

emulsiongowith e:diblg.QilS.SpChiRg cALSRRH AlaRAN? kGaRe MR G WhRkAG WS elixirs

and similar 5 pharmaceutical vehicles. Suitable dispersing or Suspending agents for aqueous

suspensions ifFIEPSSiFim ctratian eaRHLiogs m ktou CHRISRHAYY c INET o eamTE 0SS XEe, TRA RN,
sodium Carbowﬂwwﬁhupmtmﬂﬂmwmmwmﬂmmgﬁmm of Tii@ula

pharmaceutical.co itions oft entl nc nls}e lg%]anpé Jﬁ% tho k wn in the
art In general, p%a e |ca gonsiﬁlg'ﬁt@ INVEAtIon can %ﬁtere ;/}%ral
intramuscular, fsumdatﬁﬁﬁﬁ'mg rmtatﬂ ﬁmmm mlmmdnnmﬁmﬂlﬂnmm%ntncula
(kir) or togjcal Rt asEshac RS RiopeafiN e RALMAE %Htlﬁlnventlon

are by oral and intranasal muicr. An of the known methods to admlnlster amiareutical
compositions B ApfeReRdspiy 'iﬁ‘EF?rllégt T TG @Fqﬁﬁ Egﬁ?]rp‘i‘ig B This
invention_ 15iniiyE tThidmmdeneficariessisisende siated aﬂ dﬁﬁgﬁhpdhﬁmﬂammbh oothage level is

g.b005u:00.2001r:1092 gop%qﬁ&?;ﬁﬂ t%rﬁ‘%%ﬁrr\ Zlyfnzt;/oge% ﬁst%?ed%%%ﬁ?nen o% to4 n%eﬂs));)(?rb 3;;
This invention isbisahtemitiemhmaosushter- T8N karambizahmselion, onmreTps iuie gtable non-polar
35  amgmic solvents, such as hexane, THF and the like.
In Scheme H, step HZ, the compannd of formula (XXVII) is then reacted with
difiydrooxazolylamine of formula (XXVIIL) to farm compound of formrla (1) with substituents
a5 shown in Scheme H.  All of the substituents defined for R end Rz may be made in
accordance with this scheme, however, it is more prefemred for compounds of formule (1)




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 plates4with 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 sSfER SudsrlROREs Helsfiemelpd |%mm%éwm%%s values

are indicated inpdktBiypexatkiiljcnyipliat) witiksQyeigicnce tmicHAR ety hidpeeti¢Ely S)tagiinel internal

standard- The &%{%ﬁ ﬁ? m@%ﬁ%ﬁﬁ&&éﬁé lﬂg%]]m}pf examples and
preparations That follow, thé terms used therein shall have thé meanings indicated: "kg" refers to

alograms, "g" refers % dr%'ﬁ? Wréf—e@ft(ﬂﬁhﬂibmﬁ%halm Mﬂ%é‘?ﬂ% mgeetedbrs to

plcograms;_; tefmﬂm[ggggﬁjﬁ @tﬁgég,ﬁ]illlmoles
"proolt refers t mien: es, 'ni re erst anomoks "L fers to I|ter mL" or efers to
milliliters, "pL"%ézf"em 0 r(nbz'é'%i]”ga'ﬁ"er&e@férs b’?llons 6?@&%“‘8’& ““H]%rfrers in
retention factoatmp ) cap phefors-toticallitiacyqutibly Mﬁammdemosnmdmmmﬂmp refers
to boiling pointy, Mt of HartafersbaRigssHEe 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/mL2 @rikher smbodanent, SRS rAHAR slspipvolzre fsmstand elirrins s merben vp-

refers to mmewﬁaa,wmﬂtdmeae dﬁtﬁwlrﬂhgsﬂomﬁhalﬁﬁhﬂh ol/te&dn bﬁf@:@ﬂﬁrw umlcohol
"EtOAC" refers

et -prine” ref q}yﬂ@ﬂeﬂd ueous SOd'“ﬁF }t}]lg{P ution, "M"
refers to molar, 'm re er to mr“rmoier W Teters to micromorar. " L14" 1e ers E:J: anomolar.
"N" refers to néwremipL W@W@@QW|MQ¥@MWMWMMHS to high perfosce

liquid chromatographg(ﬂ ﬁéﬂfﬁé?éﬁt%ﬁéﬁﬂﬁé't&@ﬁaﬂﬂé?’ M‘H@e%@%ﬁ%ﬁé gthy%g@hydrous
ag = aqueous; min = |nu e:.m s mlnutes or hr harm it -= FSI ﬁ unds per sguayre ineh;

atm =- atmosp @IE’t‘dd&m&WﬁBII SN rSiible doublet
of doublets; br{b‘ﬂﬂdl—lm aﬁthmad]ﬂ?nhmmmgﬂlﬂmﬂ\ﬂﬁ Qﬁﬁaﬁeﬁpﬁaw&@m@h bE&tEe:mlactrﬂmoray

ionization; ClI m tlo R!ﬂﬁt {ronrtlme I}ﬁl 1@ alec r|n ical rotatio sI were
measured using a Perkin Elmer polg meter model 341 with a sogﬁ qr%‘r%‘,%llne 8 , path
length 100 m%ﬂ%@%%%r@%ﬂ%mﬁﬁmsaﬁrﬁ% Spshusines |hﬁtht$1Pé§ETef‘etlve

examples belofisodaExadRiaedh, frequent desmilment or incoherence), or grossly disorpanized or

(S)-244-tert-Butyl-phetto met 2 '3- gglggﬂc rnenol 2-a r|m|d|n 7-one %.21--)). Step 1:

2-(4-tert-Butyl- %[% lests at least one ﬁgs
20 ﬂlmlanemanth,audthamdnmdmlﬂvm?hﬂsaﬁﬂlmmmmlﬁﬂpmmmbidlﬁwlnf

functioning (Criterion B). The disturbence is not better accounted for by a mood disorder with

psychotic featires, by schizoaffictve disorder, or by schizophrenia and is nof due to the direct

physiological effects of a substance (e.g., hallucinogen) or a genersl medical condition (&.g,,

subdural hematoma) (Criterion C). It should further be noted that a skilled artisan recognizes

25  thal ihere ar¢ altemative pomenclatres nosolopies, and classificalion systems for

newrological and psychiatric disorders described bereln and that these systems evolve with
medical selegtific progress.

It is also recogoized tha! one skilled in the ert may effect the neurological end

psychialric disorders by Weafing e pafieat presepily afflicted with the disorders or by

3 praophylactically treating a patient afificled with the disorders with an effestive amount of the

compound of formula () of this invention. Thus, the forms “treatment™ and “treating™ ams

intended to refer ko all pmoesses ﬁﬂmrdnﬁmmﬂyheaslwﬁng; imierrupting, arresting,



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 exjgacted 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

chloridetheptaneptmljine 9r18ognitg i) tlfﬂ(@eEr@:icterubtﬁyI:phmlnm?gmeﬂdybﬂmlﬁm dizorders
Cju,s02(20622) ] (el (i) 348 dded Mt ebeklCalt? Gl L 3 LAY Ry (e B SHOMHAom1431 (d

211), 6.86 (d, 211), 4.18 (dd 111) 3.97 (dd 111) 3734 (in, 111), 2,90 (1, 113), 2.75 (dd, 111), 127 (s,
911). Step 2: (SERtomB e, E&%Fﬂ%%ﬁ'&!ﬂetﬁnﬂﬁe zewrplogicaly 8Musly

stirred solutlonlﬁg»agﬁ_hm;b:)idﬁmen cyanamlde (2 92 g" 443 mato in methanol (40 nil.) was added
druprwise (S)-2-(4-te t butylphen irane (9.1 4.5 mmol). The reaction.mixture
was stirred at room temp%e overnlﬁ'hqt/ ‘i'é“?ilﬂ‘%e ac |o% miX urwemjwasqé%r[ﬂ{ct:”é'(]:r?‘fi ated to
remove methars mmu@d@mﬂhe@@f(m imiepippasinahaizd Mithert cwoy | g leldoie pRegiiRate was
filtered througl—h%ﬁﬁg I\Pmﬁ ted The residue was purified by flash
cluomalography (silica, 7N H3 in =6=01 methylene chloride) to give 433 g (41%), of
(S)-5-(4-tert-butyl-ph&5:8f: (BTl AR FisR - hal, 5 Frfhlogies 195, 2R %X LeMs
(BM): 249.17 (keprkdshy’ mﬁ&&mmwm&ﬂmmﬁ@aﬂﬂd 12 Tillystéafd tHene ety ual’dh@v br.

211), 4.04(ABm 2%&9&&9 !1HE 6 :(dd, Al 1) %&}9@
(S)-2-(4- tirt Butyl-phenoicyrac 15 raydro-oxazolo P%ea yrlmléﬁaﬂ oneD%S Toa solutlon of

(S)-5-(4-tert- b%%ﬁt@@%ﬁb%%r@(@%ﬂ%@hﬁ&f&%ﬁ% raL)
was added ethjdrpaRi faiRi¢ds32 That23; HBBGD: mﬂsf%QﬂQ@f&ﬁﬂfﬁMﬂﬁMﬂﬂﬂhﬁﬁm fefr 6 hours.

‘rl'ehse“rtl;lrlglérre;/;/;/as sélffed at 3§;C for a few mlnm@isﬁeﬁuﬁ %@ﬁ@ﬁﬁr.efﬁﬁgﬁ The

vacuum at 65CGdoridiSeeal isag@liveitonly FiSar¢ 5086 which is mediated all or in part by mGluR2.

(S)-2-(4-teyt-butyl-phepoxyragtinyhag S AVAX 2O frMIRNHINIANY S-OR8- Mot d4uifs 0-503,

CHCb), Ci71120N203 (30036), LCMS (EM): 301.15 (M*111). 51 ill NMR (CDC13, 300 MEIz) 8 731
(d, 2E). 7_24 (aventonsas flisgloser Bewin gag e mgecs itk e, of tteating warionfispase siates g
Example 2 described herein. As siated herein, the compounds used in the method of this invention are

capable of modulating the effects of mGluR2 and thereby alleviating the effects andf/or
conditions cansed due 1o 1he ectivity of mGIaR2 In another embodiment of the method of
20  this invention, the compommds of this invention ¢an be administered by any of the methods
Inown in the ert. Specifically, the compounds of this inventon can be administered by oral,
jmtramuscular,  subcutansous, rectel, inimtracheal, intrenasal,  inimEperitoneal,
intracerehroventricular (icy) or lopical momie.
Finally, in yet agother embodiment of this invention, there iz elso provided a
25  phemmecentical compesition comprsing a2 pharmaceutically acceptable camier and e
compound of formula (I} of this invention, including ensntiomers, stereoisomers, end
tantomers of said compound and pharmacentically acceptable salts, solvetes or derivatives
thereoi, with said compound having the general struchure shown in formula | as deseribed
herein.
30 As described herein, the pharmaceulical compositions of this nvention feature
modulation of mGIuR2 end thus are usefo! in treating any disease, condition or a disorder
involving the effects of mGluR2 in a palient. Again, as described sbove, ell of the preferred



2-(4-Flunro-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 hourg#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 STERSUBGUS 88 4he @lghipisyention s sedl horeig fan-briyeed S @Rperiog NVR
(CDCla, 300MHR)plRcinAastiaR (wmpsEtimBa: Beadikad Rardin. 421 (dd, 111), 3.92 (dd, 15113), 335-(m,

111), 2 92 (t, 111), 2519&-.!9'&:1 %le%;ﬁ[g %" gi - !HBEB'EESQO ethyl)-4.5-dihydra-orrazol-2-ylamine

To a vigorously stirred so utlg_n of'sodium. Ag?grog ncyanam_lge]('b. %n% Pnnrjnto i mehanol (10

EL) was added=8¢b saiaelels ailly srasplsamondea spnnica citrmils prregeml solaing erfsnetiisnshe

reaction mixturghwasdSiad] A IR ERRRCERIYE AYRSIE hdth e aactiRA4es i d¥as-coRpeutrated
diethyl ether

;] L :
to remove methanol. Anhydrou e 0 mL) was added after which the resulting white
precipitate Wasnfélmgi\'/%a%gfﬁ ratio I mgﬁtﬁe@f"m% was
purified by flasknbtrtinsetoinsyfiftatidsiliddiertinH e athatiinstiyle peenteditie) fogindddy g (373/0
of 5-(4-flu0ropwm})é4ﬁm&%m&@@ﬁﬁa@ 15 eOg kot G EMS

(ESD: 211.10 (M+4-11).  (CDC13, 300M1lz), 8 6.937.03 (m, 211) 6.82-6.91 (in, 210, 4.91 (m,
111), 4.2 (v. breompeynd, Fychngs fhe deaoato sally R pesedapiedjioguepyide a depot prepamation for
2-(4-Fluom-phénexiyasailay | Irfedickh 3dte-edamie | phbyzmai pyrimidig- hoNeibe ingrdd-atselution of
5-(4-fluora-phenoxymethyl)-4.5-dihychti-oxazol-2-ylamine (4 , 2.00.mmaql) in ethanal (8 roL) was
ad(ded ethyloprc‘li"p])q'l?)%%éial (g%%wgﬂémmr%%?ﬁﬁ%m r%e%gt%%%ﬁ'%é%%% wrézﬁqa tﬁgﬁl ngr)s. The
mixture was stitibghwibC: fphamfacesivalL cemiatt ey iovantiona cdbitioe dngredicempsinasreodine
resulting Cryﬁ%‘ﬁ%ﬁcﬁ@ﬁ,%ﬂs%@%r%%ﬁ\%@%ﬁmtﬂ:mﬁ'mom%%gpﬂﬂgﬁf high

ord 0.

vacuum at 65C for 18 hours to a 50%) of .
z-(4-f|uoropheﬁawm&myﬁ%é-mwjz&wﬁ%mirmHﬁﬁ difenct elid erefmaegiong 7).
LCMS (EE 2680bixhititdEdyntaining tribbidbiztadn6s bt Mtd 2pibpbaid (d faidold $Pof e Fidgnb.83 (in,
211), 6.09 (d, }chhiRe?S dMa 1 Qi bicdidiithy* 3cdluitde Lhatt thereof  When refemring to these
prefommulation compositions as homopensous, it i3 mesnt thst the ective ingredient is
dispexsadevenlyﬁmughummemmpusiﬁonsathatﬂmmmpnsiﬁmmaybﬁmdﬂy
subdivided into equelly effective unil dosage forms such as tablets, pills and capsules, This
20 solid preformulation composition is then subdivided into unit dosage forms of the type
described above containing from ¢.] 10 about 500 mg of the aclive inpredient of the present
invention. Flavored unit dosage forms confzm from 1 to 100 mg, for example 1, 2, 5, 10, 25,
50 or 100 mg, of the active ingredicnt. The tablets or pills of the novel composition can be
coated or olherwise compounded to provide e dosege form affording the advantage of
25  prolonged action. For example, the tablet or pill can comprise en incer dosage and an outer
dosage component, the Istier being in the form of en envelope over the former. The two
components cen be sepamted by an enteric layer which serves to resist disintegration in 1ihe
stomach end permits the inner component to pass intact into the duodemmm or te be delayed in
release. A variety of malerials can be used for such enteric layers or coatings, such materials
36 including a number of polymeric acids and mixtures of polymeric ecids with such materials as
shellac, catyl sleohol and cellulose acetate.



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 (g 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- cyclohmbmym&m}d)theiﬁmmgm&@Bﬁgpmmm be
tricaprylmetbylgmimoning £hlQare{alisiat 338y 00w MRtk RONRA dn.eyslCRRIRRS @RJmk)

4-tert-Butyleyclghexanol (4.34 g, 27.8 25 roma’) was added and the reaction ta|xbre was diluted with

an aqueous SoRRYIFPHFEuRT, PRI ! @erssinns, a9d Aevomd emyisinmy Wit slttle qils st &sheated to
90C under vigasstussiidiog, feesrho uwi, 'Ehﬁmmxmrequ&mh&uteﬂ, Vﬂshwtea's(aﬁﬁmwxﬂn&ﬁﬂﬂtacted

BRI o R e e
(6.10 g) which was@swwwmpammas Chyegacanting poazin ﬂfg;n@erﬂeﬂmsr—)@m-24
(M++H+CH3Chhhetonethydstiniast; B eXnlohe iy Eiifiasiayssarnxazol-2-ylamine
The phermacentical compositions of this invenlion can be edministered by any of (he
methods known in the art.  In penersl, the pharmaceutical compaosifions of this invention can
- 10 be administered by oral, iniramuscular, subcutEmecus, rectal, intratrachezl, intmmasal,
intreperitoneal, imtracerebroventricular fev) or topical rouie. The preferred adminisirations of
the pharmecewtical composition of [hig invenfion are by oml and intrenesal rowlea. Any of the
knvrwn meibods to administer phammareutical composifions by an cral o an infranasal mule
cen be used to edminisier the composition of this invention.
I5 In ihe treatment of various disease states as described herein, a snitable dosage level is
about 0.01 to 250 mp/kg per day, preferably about 0.05 1o 100 mp/ke per day, and especially
about 0.05 to 20 mg/kg per day. The compounds may be administered on a regimen of [ to 4
times per day.
This invention is firther illusirated by 1he following examples which are provided for
20  illustrafion purposes end in no way limit the scope of the present Ivention.

Bmmpl&s(ﬁﬂ:;eml)

Reaciions generally are nm urder a nitrogen atmosphere. Solvents are dried over
sotdium or magnesium sulfiate and are evaporsted under vacuum on a rotacy eveporator. TLC
25 malyses are performed with EM Science silica gel 60 F254 plates with vigualization by 1TV
irradiation wherever possible. Flash chromeatography is performed using Isco prepacked silica
gel cartridges. The 'H NMR spestra ere run at 300 MHz on a Gemini 300 or Verian VXR 300
speciromeler and are determined in a dentersted solvent, such as DMS0-ds or CIXCl; unless
otherwise noted. Chemical shifis values are indicated in parts per million (ppm) with
30  reference to tetramethylsilane (TMS) as the internel standard. The LC/MS ere mm on a

Micromess Platform LCZ.



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, 2114%.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-cyclohexyloxymethy1)-2,3- dlhydro -oxa7olo[3,2-a] yr|m|d|n -7- one The tide
compotmd was prep WSFFFWH: éﬂl 'ga trsvis ShelhBa¥e o ccording

to the procedutie: exgatoned italiditedp romar adfiomn mﬁddrmmmd*‘@'smﬂtﬁfﬁammﬁgl‘ febérd 741214203
(. 111), 4 1 TAREAS o T Mot S0 ey A St 0 e bl o o1 1
(n, 511), 0.86 (sl 1) Enesapladl” refers to moles, "mmol” refers 1o mJJ]LmnIE;, "umgle™ mfm 1a

244-(4,4-(Thragihions] oheki-RReRow ME L2 3 dilandm:P1az0 1 ans2-alovmiclingg -gne 20
t50--P Slap 1: 4 4- Dlmethlyl cyclohexanone  To 0.1 g of palladlum on activated carbon (10%) was

added a solutiBHlias "WimetkrigyeieRien- oRb EikEie gllsesrRorrresemEns Caiis . "fhis mixture
was stirred underfgtmpsaamiono Ry ouspr fer 2hhpursfidtas ilHiias et ghseatastthe golvent was

|22 ;ingﬁc)i tIJHder iod%ﬁd f,r(’aaz% Ii/l af;:’prd . wblt%'iﬂld 5. 7gt,, ﬂ’ﬁ/) 1%1 6'%%(126 10 LC.MS (TaSl):
1-(4-BenzyloxypHimsprsnd mirmah Jtot\wletsds aemtfmeters, Tl e napometizs febsdefasitonas
placed mpgnegiumarRgS (et AehderthiNeN Uhich WRlG ISR W aARK, Vasiapithgut Solvent
overnight To th&%ﬁm %FDMF™ refers to dimethylformamide, "NMP" refers fo l-methyl-d-
pyrulidinone, “EtOH™ refers (o ethyl alcohol, “MeOH™ refexs to methyl alechol, “EiDAc™
refers to ethyl acetate; "brine” refers to A sainrmted aqueous sodium chloride solulion, ™™
refers to maler, "mM”™ refers 10 millimolar, "pM" refers 0 micromolar, "nM" refers to
I5  nanomolar, “N” refers to nommal, "TLC" refers to thin layer chrometography, "HPLC™ refers to
high performamnes liquid chromalography, "Lp." refers fo infraperitoneally, "iv." refers o
infravenously, anhyd = anhydrous; aq = aqueous; mir = minnte; mics = minutes; h or hr =
haur; d = day; psi = pounds per square inch; atm = atmoesphere; sat. = sahmeied; s = singlet, d
= doublet; t = triplet: q = quartet; m = mmltiplet: dd = doublet of doublets; br = broad; L.C =
20  liquid clometograph; MS = mess speciropreph; ESI = electrospray lonization:; €1 = chemical
ippizatian; RT = refenticn Gme; M = molecolar ion, Optical rotations [tr.]l:.25 were measured
uzing & Perkin Elmer polarimeler model 341 with a sodiun lamp, ID Iine (589 nm), path lengih
100 mm at 25°C temperature at a coneentration rnd selvent as specified in the respective
exzmmples below.
25 Example 1
(8)-2(4-tert-Butyl-phenoxymethyl)-2 3-dihydro-oxazolo]3.2-alpyrimidin-7-one

v o

Step 1: 2-Herl-Butyl-phenoxymethy]}oxirane



54 added anhydrous THF (10 mL) and 4-henzyloxyluomoberizene (10.0 g, 38.0 iihnol) in aochydarns
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-cyclohexacone (336 g,
26.6 mmol) in THF (15 mL). The reaction mixture wss 5 stirred for 1 hour at MOM temperature after
which the solvent was removed under reduced pressure. The residue was partitioned between
EtOAcisatorated NH4CL The mixture was extracted twice with EtOAc. The organic phases were

combined, dried (NaZBoa pexuresh Bhapicblerimbinddit €vidd smoibadidieaimdrbershif®yraphy
on silica gel (elgtipglanithdiPid 32a &b i eat aiginaGaRHtmue @i A:00¢33%) 64,8 mmol). The

1-(4-henzyloxy-phen 1Qdim clohexano| C211- 12502 31 O 19) LCMS (ES 93.18
(MF-1-1-1- Hzoj“’xﬁﬁ%ﬁzz%tﬁ’&% ggf‘%ég 15’6“‘ E“ﬁ‘?%?& 1), 5.06

(s, 239 (hr. s, Zﬂu):,nfb Sodfibne. ST EyidhetBak ﬁﬁiﬂmpﬂlb}ﬁ&@@(&hﬁlﬂm@w and extracted
1-lienzylo -4- - X gg}f!!-{ﬁ%ggg and washed with water, brine
Isl-(4-Ber|zon enyl) -4 4-dimethyl-cyclohexanol (4.14 g, 133 mmol) was dlssolved in ethanol (80
mL) by stirring %@rwﬁéﬁd&wﬁé&l%ﬁea WGFBEﬁES’r*&“ﬁEd’”@"% Whsrse mRsrAsRrHEfiture was

heated to 50C g lludh BGESatIghapER Hitich, ideridediepaeuo gl T sy BTMDRE (Bskite was
hanWed with amn]onlﬁgi h¥droxﬁ xtracted three t|m with EtOAc and the organic extracts combined
and concentrated ene%oxy- -(4 4- 20dimethykyclohex-1-enyl)-henzene as a white

solid (3.98 g, 9@@@%@2121@%1@@@11@“31@@7%% 1-H). 1.11 NMR (CDC11, 300MHz),
57.28-7.4f (intef Npp %Mfﬂa (:hjii 136, 50Gd; kh@@,(mﬁéb)s ) AKiR).324L),

1.48-1.55 (in, 211) 11). Ste (4,4- Dlmethylcyclo ccryl)-phenol (Scheme 4) 25To0 020 g
e i s L e
benzyloxy-4-(4seplinepiqiaehBuipRivrpacnen e, B4d8y ¢o-beaZkbiniteethanol (80 roLYTEIF (40
mLywater (96 mL). The mixture rqgenated at 50 at room ter rre rni tThe
mixture was filtered tﬁ'reouvﬁ cell \%% 01?ﬁrate(iarco("?gllcen S aeol g %g %éeﬂm% 30Ciao()
(204.15), LCM@WWl@@MlMMMI@MH&W@@W@M}W (218)e.4 .61 (s,
111), 2.356(M, 2R, rdefbf: FHO ik DhiredOshed Libied % o WnfrB il k8ot Wn@buiep 5:

244 (A4 DMty O R e Y XN AN fhamol. Amitydrous diethyd etber (150 mL)
was added, The resultng while precipitate wes fillered through celite end the filtrete was
concenfrated. The residue was purified by flash chromalography (silica, 7N NWHi in
methanolmethylens chloride) to give 4.53 g (41%) of (S)-5-{4-tert-butyl-phenoxymethyl)-

20 (4,5-dihydro-oxazol-2-yl)amine.
C14HagNz0; (248.33), LCMS (EST): 249.17 (M+H).
YH NMR (CDCls, 300MEHz), § 7.31 {d, 2H), 6.86 (d, 210, 4.91 (m, 1H), 4.0 (v. br,, ZH), 4.04
{AB-m, 2H), 3.52 (dd, 1H), 3.61 (dd, 1H), 1.29(s, 5H).
Step 3: (8)-2-{4-tert-Buiyl-phenoxymathyl)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one
Lt To & soludon of (5)-5-(4-tert-butyl-phenoxymethyi)4,S-dihydro-oxezol-2-ylamine
(4.53 g, 18.3 mmol) in ethznol (35 mL) wes added ethyi propiolste (232 g, 23.7 mmol). The
reaction mixture was stimed at refhi for 6 hours. The mixture was stirred at 30°C for a few
minutes and subsequently cooled to room temperatre.  The resulting crystals were collected
and washed twice with hexane. The solid was dried umder high vecuum =t 65°C for 18 hours
1 o afford 2.8 g (50% of (S)}2-{4tert-trtyl-phenaxymethyl}-2,3-difpdry-oxazolo[3.2-
alpyrimidin-7-cne. [alp® -54.04 (c 0.503, CHCIa).
Cr7HaolN:05 (100.36), LCMS (BSD): 301.15 (M"™+H).




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. $
Cnl12402 (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, Z0O0 (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-Dimetl}ra/l-c clohexylk henoximethyll-4,5-dih dro-oxazoI-Z;gamine 10 The title compound
was prepared f Hl@l@g{ﬁm ?&éﬁéﬁr@#&a%%éﬁ%— #Han 8. HHE BB T frogen
cyanamide accrHglingistidiegrarpoliregearployed for the preparation of the compound in Step 2 of
Example 1. Clair$202 (302.19), LOWE (BSI): 30%&%1} 1H NMR. (CDC13, 300MHz), 6 7.15
(d, 211), 6.86 (d, 211), 4.92 (n, 111), 4.04 (AB-m, 1 332 (dd, 1H), 3.61 (dd, 111), 2.36 (n, IH),
1.9 (v. br., 211), L43-L72-{@&Fleare)phemusyagityh:23-diheheotez4d[H2 alpFieidde TmStep 7:
244-(4,4-(DimethyD-cyclohexyl)-phenoxymetTayl], 3-gthydro-oxazoloP2- alpyrimidin-7-one The
title compound was prepared from 54444,4ethyl- %20
phenoxymethyll-4,5-dfilydro-mtazol-2-ylaraine according to/the procedures employed in Step 3 of
Example 1. C/61125N0O (354.19), LCMS (ESY); SWHS). NMR (DMSO-d4, 300MET?2), B.

7.76 (d, 1E1), 7.17 (d, 111), 6.85 (d, 211), 182 (d, | 2 (i33, 111), 438 (t, 111), 429 (AB-m, 211),
4.09 (dd, f£11), 2.35 (m, |IE), 121-1.60 (in, 81), 0.96 25(s, 311), 0.93 (s, 311), Example 6
244-(ietrahydr&pagr&n -2 (-Flyoke iasopnyeibihl Rokitlit dea-oxazolo[3,2-a]pyrimidin-7-one 0 Step 1:

*-(etranycropyran 4 S0 phines L HARRIT B8 g 106 AT RN SN R 2000 e
preparation of BEabimaeirritHes@oml) Jras Redded eesive bopats (69412021 ramel). (Ehe)mbsgre 5
(MF-FNa). SNMi feiidtut 300 it62)3 otk (the ZBDetReBfkehuré Ikds il o). iftfd Lk (100 211),
10 mL) and exfracied twice with EfQAc. The orgenic pheses were combined and washed with
water, brine, dried (Ne;5Q4), concenfrated end dried under high vesnwm ovemnipht to give the
product as en oil {3.44¢g, 96%).
CyHyFO, (168.05), LCMS (ESD): 210.10{M"+HHE+CH:CN)
'H NMR (CDCls, 300MHz), & 6.93-7.02(m, 2H), 6.83-6,91 (m, ZH), 421 (dd, 1H), 3.92 (d4d,
15 1H),3.35 (m, 1H), 2.92 (¢, 1H), 2.75 (dd, 1H).
Step 2: 5-(4-Flucro-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
To a vigorously stimed solution of sodium hydropen cyzmamide (9,64 g, 10.0 mmol} in
methanol {10 mL) was added dropwise 2-{d-flnoro-phenoxymethyl)-oxirane (1.68 g, 10 mmol)
after which the reaction mixture was stirred at room tempersture ovemight The reaction
20 miviore was concentrated 1o remove methenol. Anhydrous diethyl ether (50 mL) wes edded
afier which the resulting white precipitete was removed by filtration throngh celile and the
filtrate concenfraied. The restdne was purified by flash chromatapraphy (silica, 7N NH; in
methanol/methylene chloride) to give 0.77 g (37%) of 5-(4-fluorophenoxymethyl)-(4,5-
dihydro-oxazol-2-y])amine. '
25 CroHpFNzD2 (210.08), LCMS (ESI): 211.10 (M+H).
'H NMR. (CDCh, 300MHz), § 6.93-7.03 (m, 2H), 6.82-6.91 (m, 2H), 4.91 (m, 1H), 4.2 {v. br,,
2H), 4.02 (AB-m, 2H), 3.93 {dd, 1H), 3.61 (dd, 1E).
Step 3: 2-(4-Fluoro-phenoxymetiyi}-2,3-dihydro-oxazelo[3,2-a]pyrimidin-7-one



3.96 (dd, 1H), 3.45-3.60 On, 211), 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)-phenoxymeslay4]-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 far the perepandion of the compound int 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 ©seluion 106G-{48B1¢m iR y@ehyh-4.5-dihydro-oxazol-2-ylamine (420 g,

244- (Tetrghyd@@arﬁﬁl&iéx%&mg AL M—k&é Qﬂzy ) ﬁrﬁemeE,Zzaémyiarﬁ RAGion The title
compound was prepare rpm ctr ydropyran-4-yi)-phenoxyme

4,5-dihydro-onZB1&% Th %5 Fﬂ%“ﬁr*b %%W;é‘&?é%kg Sy A ST FEFE ample |

in Shop 3 ofExmprnhmaﬁlbemﬂD&(W (EIBd Ye826ng Frystel ywérkl ANARSOHE 3,
300Milz), §7.24, (dh, LIk i (@82 (‘ih@'a;}mﬁﬁag (el mda hf% é!?&::é &%%381651- fElidad 87 (,

211), 3.52 (n, 211), 2.71 (m, 1H), 1.69-1.85 4H). xampe
2- Beazyloxyméﬁirﬁzo@%\ﬁcﬁﬂ &E(ﬂdﬁ'@lﬁﬁmw%z sdilytkp-axazoinbh2amidng-oxirane A
mixture of 50 %ga/w aqueous potassium hydroxide (30 mL), epichlorohydrin (157 mmol, 20 ralL) and

cooted i an O BITRER Ak AN BT 2o mcded 30cropwise, while mataining
the reaction teEFNMRAEDE 5 BOUMIRL &Y. 200l nE e ias ’ED, 6.83 (m, 21, 6.09 (d, 1H), 5.28 (m,
10 1H), 4.19-4.43 (m, 4H)
Example 3
2-{4-tert-Buiyl-phenylsulfanylmetiryl}-2_ 3-dthydre-oxaznlo[3,2-ajpyrimidin-7-one

Jon
O,

The title compound wes prepared from 4-lerf-butyl-benzenethiol and epichlorohydrm
15  eccording 1o the methed employed for the synthesis of Bxample 2.
CrrHzgN, 058 (316.12), LCMS (EST): 317.15 (M +H).
'H NMR (DMSO-dg, 300 MEz) & 7.70 {d, 1H), 7.37 (s, 4H), 5.79 (d, 1H), 5.07 (m, 1H), 4.35
(&, 1H, 3.99 (ad, 1H), 3.46 (AB-m, 2H), 1.28 (s, 9H).
Example 4
20 2-(#-tert-Butyl-cyclohexyloxymethyl}-2,3-dihydro-oxazela[3,2-2] pyrimidin-7-one

Step 1: 2<(4-1er-Buiyl-cyclohexyloxymethyl)-oxirane
Epichlombydrin (10.60 g, 111 mmol} and tricaprylmethylemmonium chloride (afiqual
336, 0.5 g) were dissalved in cyclohexane (45 mL). 4ert-Butylcyclohexancl (4.34 g, 27.8
25  mmol) was added and the reaction mixture was diluled with an aqneous solution of sodium
hydroxide (50% in HO, 7.5 mL). The two phase syst=m was heated to 90°C under vigorous
stiming for 5 hours. The mixture wes diluted with water (300mL) and extracied {wice with



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 (Na2S0O4 The solution
was concentrated under reduced press-ure. The reBidue 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 (%/l&;f- ). 111 %CDC ), SOOMHz) 8 726-7.38 (m, 511), 439 (q 211} 3.77
%Q‘E@H?P‘l}‘ #petpe. ThO canghined praam axfracis

(dd, 111), 3.45
5- 13enzyloxynmth)iﬂﬂt6m¢ummwm condaairithd cogheayetlomdsh piﬂraaﬁadﬁ‘m

2-benzyloxym iR ARGAR @Mﬁ%%twnamlde according to the procedures employed
for the preparation of the compound in Step 2 of Example 1. C111114N207 (206.10). LC:MS (ES1):
207.08 (M+1-1G 5 s 3p(A 3. LEEEN ) A6 SHCIBENAO (in, 5H), 4.74 (n2, 111),
479-4.66211), e 2{ 5(4-AH-ERRB<YERER 13 ER)eiBsR) 05 iy A bueBUED-Biemine

2-Benzyloxymethyl- 3 dro -oxaz Iwg:;, 2-a %%7 one The tj Ie om oogénﬁ was Erepared
from 5-benzyloxyme ayI o oxXazof-2-"*mine é%cord?l"éﬂ gﬁﬁm for Step
3 of Example WM%MMWQWH)MENWH)
300MH2), 5 7 & TE4R6, @%ﬂg?,]lﬁﬂﬁ(kk@ﬁ%w 5.07 (in, 111), 4.59 (q, 211), 420 (AB-in,

211), 3.78 (AByin, 211), Exam
2-(drert Bty OO POMELENR 4S- G0 Foho P36 AV PN RGAL 3FDp 362 (0, 1H),

244-tert- mtylaher(mﬁmmpmw)f@(mma.uﬁ (bhezHtje1 T RO URY WRs- NI Rl SHI OIS (s, 9H)
S A A s
The title c.umpl:rmd was pmparead from 5-{4-tert-butyl-cyclobhexylorymethyl)-4,5-
dilydm-o0xazol-2-ylamine eccording to the procedure employed for the preparation of
compound in Step 3 of Example 1.
15 CryHyN20; (306.13), LCMS (ESI): 307.19 (M'+ID).
IH NMR (CDCls, I00MELZ), § 7.20 (d, 1H), 6.05(d, [F), 5.04 (m, 1H), 4.19 (AB-m, 2H), 3.78
(AB-m, 2H), 3.23 (m, 1H), 1.99 (m, ZH), 1.78 (m, 2, 0.51-1.18 (m, 5H), 0.86 (s, 9.
Example 5
2-[4H3. A Dimethy])-cyzlohexyl)}-phenoxymetlryl]-2,3-dihyidro-oxezolo[3,2-a]pyrimidin-7-one

Step 1: 4,4-Dimethyl-cyclohexanone
To 0.1 g of palladiom on activaled carbon {10%) was added a soluion of 44
dimethylevcloher-2-cnone (629 g 50 mmol) in petrolenm ether.  This micture was stimmed
mnger 1 aimosphere of hydmgen for 20 hours. Afier filtwtion through celite, the solvent was
25  removed under reduced pressore to afford a white solid (5.7 g, 92%). )
CsH140 (126.10), LCMS (ESD): 127.11(M +1).
'HNMR (CDCls, 300MHz), &2,35 (t, 4H), 1.68 (1, 411, 1.16 (s, 610,
Step2: 1-{4-Benzyloxyphenyl)}-4,4-dimethyl-cyclohexancl
In a 250 mL mound-bottomed flask was placed magresinm mmings (1.85g, 76.1
30  mmol), which were stimed under vacium without solvent ovemight. To the tumings was




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-ylamine 5The title
compound was prepared from 2-(4-tert-butyl-henzyigxymethyl)-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, 25jled 2ahpdsous] THR 02 6:L.) and b Reyidomplpnase (A0.9-m, 3814 )ymitd) (td, 114),

3.1 (v.br,, 211)&&1% Pird) (DR ver 15 min, Afier th r&aﬂuunmscomletu, resulti
2-(4-tert-Butyi- benzyloxymetla 1) 3 dihydro- oxazolo[3 2-alpytimidin-7-cne  The tiit;llggc%rr?rpound

was prepared fHYAY - Hired yrhe s s g lRb BN e vek hit WRRadrgD the
procedures enﬂbﬁﬂwﬁh&&oﬁf&eﬁﬁ@eﬁ f(?nﬁhﬂ]]&'ﬂ(!malé 1. | CThé Sedoteh): Mibdbude/ whail-H).
iIsNIvia (CI;Cl E {38 8 (d, 21 1 23 v}m 7. 18‘gm 214 6 0] E&dmdlaﬂ,b‘?mé(m 111),

4.56 (q, 2I-1), 418 m, 2H 3.82 111 B0 By
244-(1,2,2,6,6 FERERne Wﬁo?ﬁ&w%ﬂ Mot’lﬁsm@wmw 7-one
Cyrg NN- 20  eximacted twice wilh EtQAc. The organic p]:mses were combined, dried (NepS0Os) end

concenfraled. The residue was purified via column chromatography on silice pel (eluting with

10-40% ethyl acelale/hexanes) to give 4.14 g (50%) of 1-{+benzyloxy-phenyl)-4.4-
10 dimethylcyclohexanol.

CaHz0: (310.19), LCMS (ESY): 293,18 (M +H-Hz0).

'H NMR {CDCl;, 300MHz), 3 7.28-7.46 (m, 7H), 6.92 (d, 2H), 5.57 (br. s, 1H), 5.06 (s, 2E1),

2.39 (br. s, 2H), 1.97 (br. S, 2H), 1.48-1.55 (m, 2H) 0.95 (s, 6.

Step 3: 1-Benzyloxy-4-{4.4-dimethyleyclchex-1-enyl} benzene

15 1<4-Benzyloxyphenyl}4,4-dimethyl-cyclohexanol (4.14 g, 133 mmol} wes dissolved
in ethanol (80 mL) by stiming after which concentrated hydrochloric acid (8 ml) wes added.
This stired mixture was heated 1a 50°C for 1.5 hows. The solvenf wes remaved under
reducesd pressire, The residne was basified with ammonium hydroxide, extracted three times
wilh EtQAc and the ongmic extracts cambined zand eomeentrated to afford [-benzyloxy-4-{4.4-

20  dmethyleyelohex-1-enyl)}-benzene as a white solid (3.98 g, 99%4).

CziH20 (292.42), LCMS (ESI): 293.21(M"+H).

'H NMR {CDCls, 300MHz), § 7.28-7.46 (m, 7H), 6.52 (d, 2H), 5.97 (be. s, 1H), 5.06 (s, ZH),
2 39 (m, 2H), 1.97 (m, 2H), 1.48-1.55 {m, 2H), 0.95 (s, 61).

Step 4: 4-(4,4-Dimethylcyclohexyl}-phenal (Scheme 4)

25 To 020 g of palladium on ectivaled carben (10%) was edded e solution of 1-
benzyloxy-4-{4,4-dimethylcyclohex-1-eoyl)benzene (3.98 g, 13.3 mmol} in ethanol (80
mLYTHF {40 ml)/water (96 mE). The mixture was hydrogenafed at 50 psi at room
femperahire ovemight. The mixhure was fltered through celite and the filtraie concentraled to
a solid {2.71 g, 99%4).

30 CigHap0 (204.15), LCMS (CD): 204.11(M™).

'"H NMR (CDCls, 300MHz), 5 7.09 (d, 2H), 6.67 (d, 21, 4.61 (s, 1D, 2.35 (m, 1H), 1.42-
1.70 {m, 6H), 1.29-1.37 (m, 2H), 0.96 (5, 3H), 0.95 (5, 3H).



Step 1: 4-0,2,2,6,6-13entamethyl-1,2,3,6-tetrahydn3-pyridin-4-y1)-phenol
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 ralL round bottomed flask after which 133 mL of concentrated
hydrochloric acid was added dropwise. The yellow%olution 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 EtOAc five times. The organic phases

were combine B LR SoRimstiykerteharh A arrmeddiie iiaRe purified by chromatography on a
e N S A s

- ,L,2,0, -peg, - rﬁ =4 - -
(24537), LOWS (WI): 22620(M*+H): [H ( , 2), [ ° . 211)), 6. 211), 173 (s,
1H), 3.45 (s, 18tp befExgmler. 51-1), /.20 (s, 6H), 1.15 (s, 6H). Step 2:
4-(1,262d6f-Pmmggmmip%r?_éyéﬂ-mhepgﬁ %‘,ﬁ?gg%g of pﬁllgdium pdn aztiviltedhcart;og 2(%O%)
was added a splutjon o : ,6- pentemethy1- -tetrahydro-pyridin-4-y1)-pheno g,
15 3mrool) in LRSI TOMRRD oG R A B P ) for 2
hours. The catéy iy a0l (e rHd),mebttiel, flER 2 36ons d B, 13 -1 TH e 61, & Malk39 i e H)D .57
chromatograprﬁx %ﬂgﬁéﬁgf_luting with 7N NH3 in methanol/diablommethane) to give 441,2,2,6,6-

ipéridin-E1-0)-

10perrinmethyl-p phenol (2 g 60%) es a while foam_ C:611,75NO (2473B), LCMS (PSI):

248.21(MtE11 Stemv R (BB EDimebghrsiohexyl) phepoxymethylizt @dilydio-oxaeplrylamize 2 30 (s, 311),

1-242L669 6m,|411),h1-ﬁé 611313 L%@ﬂﬂ)ﬁﬁpw dﬁ'nm 26[4-(4,4-aimemyi<:y(lﬂohmd}- .
1,2,246-Penlamethy1-444-mdranylmethoxy- -piperidine 15The title compumul w. repare
from 4-(1. 2 AR ER o R IR BPa, CSBTH SHIBHRE i P R T
procedures enspipipeeiifon thepprpayetion ofityf ¢heprondio Sitep RASRBigatplé Example 2, Ci9H29NO2

(30321), 304.28, Mlift bl ksaz 1 3 ARYYHAS7-16 (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 fs. 311), 1.504.68 (no, 411), 1.16 (s,
611), 1.10 (a, 0B MBLEDCE, 300MHz), 8 7.15 (9 26, 6.96 (d, 2D, 4.92 (ca, 1H), 4.04 (AB-m, 2H),

544-(1,2,26,6-Fentaaatiny Bpaiid ity 3k phe rxeqih - A8y chiadiorppazeiry 1\ amassm,
2H), 0.97 (s, 3H), 0.95 (s, IH).
Step 7t 2-[4(4.4-(Dimethyl}-cyclohexyl)}-phenoxymethyl]-2,3-diltydro-oxazalo[3,2-
e]pyrimidin-¥-one
The titte compmmd was prepared Fom  5-J4-(4,4-dimethyl-cyclohexyl)-
20  phenoxymethyl]-f,5-dihydro-oxezal-2-ylamine according to the procedures employed in Step
3 of Exemple 1.
cmﬁzsﬂn (354,19, LCMS (BSI): 355.18 (M "£H).
'H NMR (DMSO-dg, 300MHz), § 7.76 (4, 1H), 7.17 (d, 1H), 6.85 (d, 2H], 5.62 (d, 1H), 5.32
(m, 1ED), 4.38 {t, 11D, 429 (AB-m, 28), 4.09 (&, 1H), 2.35 (m, 1H), 1.21-1.60 (m, 8H), 0.96
25 (531,093 (s 3H)

Exemple @
2-[4-{Tet=hydropyran-4-y1}»-phenoxymethyl}-2, 3-dihydm-oxazelof3,2-a] pyrimidin-7-one

Siep 1: 4-{4-Oxiramylmethoxy-phenyl Hetmhydropyran



The title compound was prepared from 1,26,6-pentamethyl-4-(4-oximuyiniethoryphenyl)-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, 14gl), 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-Pentudtthyiiflip exoipeund 4 pph e psepagede dity 1 4B oibpravpreaoitishenel pgpitnidin-7-o
ne 60  The e o bl e SPIRERHARAIBY bRIRe ettt in

phenoxymethyll-4,5-chlydro-mrazol-2-ylamine employing the procedure of Step 3, Example 1.
C.23H3a4303 Eierbsf. fES!): 39826 (.44-1-H). 5IH NMR (CDC13, 300MHz), 8714 (d, 111),

718 (d, 211), 6@ EOMEBA9),HCMSIESP 2501 5INNE30-9.41 (n, 411), 2.89 (in, 111), 2.30 (s, 311)
1.52-1.609 (jii, 4 1 (s, LExam
2 ta (Lo At (OB nbeidhis.Pic b1 SOOI 19 oip, 420 (a1, 00413 o 2,

4-(1'-(Phenyec§@oadr 1) Bhehéi-3 6 (midEDe 34 [ 280, Roll, dH)-BHS . 11 1By &1df demaldbl, 5.35 ¢
(56.8 mrool) ofphenek@Rds?H0 Mg (132 mmol) of tolumesulfonic acid monohydrate WES stirred at

85C under nitrogen almosphere for el hours, The materjal was allowed 10 CO01 10 MOM Is
thilperalliel dnﬁgm%ﬂtmwﬂ&mﬁ%%%&m%ﬁmﬂer and brine.
The resulting solutiormheaild iediddaiSed prifiaeddramciqdrodmndterhors phinid)setmhydmpianas heated
under higy vacyy, SdighAReDERe DRGSO R b BaRN of
chromatography on ?lhﬂcga e ,%L’ﬁutgg wﬁ#met an I?ﬁichlgﬁmelhane to%s‘}iovide .64 g (22.?1 mum!) of
4-(1'-(phenyl)c¥& Hefiem 2 b Bxample A2 15), LCMS (Cl); 25122 (141). 111 MAR. (CDC13,
300MHz), 8 7_gnrpizh ke 76153, (ima@Htsh: A fiog dheh55 (s, 111), 2.29 (m, 411), 135 (hr s, 611).

'H NMR (CD:Cls, 300MHz), § 7.15 (3, 2H), 6.88 (d, 2H), 4.81 (m, 1H), 3.97-4.13 (m, 4H),
3.92 (dd, 1), 3.7 (v. br, 2H), 3.45-3.64 (m, 3H), 2.70 (m, 15D, 1.66-1.86 (m, 4H).
15  Siep 3: 2-[4<(Tetrahydropyren-d-yI)-phenoxymethyi]-2 3-dihydro-oxazelof3.2-a]-pyrimidin-

T-one

The title compound was prepaved from 5-[4<{ietrahydropyran—4-y) phenoxymethyl]-
4 5-dihydro-oxazol-2-ylemine according io the procedures employed for the preperation of
Example 1 in Step 3 of Example 1.
20 CrgHzglNz04 (328.14), LOMS (ESD: 32917 Q4 H).
1H NMR {CDCly, 300MHz), 5 7.24 (d, [H), 7.15 (d, 2H), 6.83 (d, 26D, 6.10 (d, 1H), 527 (m,
1HD, 4.22-4.20 {m, 4H), 4.07 (d, 2H), 3.52 (m, ZH), 2.71 (m, 1H), 1.69-1.85 (m, 4H).
Example 7

2-Benzyloxymethyl-2 3-dihydm-oxazolo[3,2-alpyrimidin-V-one
o

. JJ“@

Step 1: 2-Benzyloxymethyl-oxirane
A mixtime of 50 % w/w aqueous patassinm Eydrmoxide (30 ml), epichlorohydrn (157
mmol, 20 mlL) and tetrabutylacnronivm bromide (2.35 mmeol, 0.75 p) was vigorously stimed
at room temperature and cooled in an ice bath. Benzyl alcohol (96.0 mmal, 10 ml) was added
30  dropwise, while meinnining the reaction temperature et about 19°C by cooling the reaction



Step 2: 2-(4-(1-Pherryl)-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 (g. 113), 2.17-2.28 (br s, 411), 1.38- 1_50 Oar s,
6F1). Example 11

52-(4-CycloheXJREEAR BhiE -5 The frortems mimyeReshsn girved i dfiong dempretste 1.
2-(4-Cyclohexydwaquhighbaften athizh)ioxwaarpeured Sie fitidwai) padnhk\igacpte phies dkattted with

éﬁ{TSZSSiZ'ﬁLCMS%T@W ) SR RS R o 1,

6.85 (d, 211), @émi@a]) Fioeseron vy Foucgimied rEggedioed perured A e residaeraan, 111),
1.78-1.85 §n, Spikitied bylfidsh (RrobkiderfeP (Slica, 2-10 % etfryl acetate/ heptane) to give [4.8 g (94 %)
5-(4-Cyclohexyl-pheno melf‘)ﬁF 4 5-dthydro-oxazol-2-ylamine The fide compound was
prepared from 2-(4-cy SHes exyl:p W%'r{'ec%/methyl) -oxirane 5 employing the manure in Step 2 of

Example 1. CA&F!MMI—I}MK{E@ (ERFSHS. (M++H) EH NMR (CDC13, 300MHz), 7.13 (d

112 oDt A 4 e

2-(4--Cyclohc: Sfﬁ%ﬂ@rérﬂ@ Jﬁ{gmtﬁ%i@ +dihydro-oxazoloP,2-alpyiimidin-7- 20 one Toa
solution ab5(4 Sypmhsari-phepaimet i Eoditudio-oxasat-2-ylamine (300 mg, 1.095 mmol) in

i pr et T
removed tradehmmﬂe peuiiting briffer procedures employed for the preparation of fhe
compomnd in Step 2 of Example 1.
CriH1 N0, (206.10), LCMS (ESD): 207.08 (M*+H),
15 HNMR (CDCly), 300MEZ), 5 726-7.40 (m, SH), 4.74 (m, 1H), 4.49-4.66 (=, 2H), 3.81 (m,
1H), 3.35-1.63 (m, 3H), 3.5 (v. br., 2H)
Step 3; 2-Benzyloxymethyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one
The title compound was prepared from 5-benzyloxymethyl-4,5-dihydro-oxazol-2-
ylamine according to the procedure czaployed for Step 3 of Example 1.
20 CaHiNz05 (258.20), LCMS (BST): 259,08 (M*£H).
'"H NME. (CDCly), 300MHz), & 7.25-7.40 (m, SH), 7.18 (d, 1H), 6.04 (4, 1H), 5.07 (m, 1H),
4.59 (g, 2H), 420 (AB-m, 2H), 3.78 (AB-m, 2H),
Example 8
2-(4-tert-Buityl-benzyloxymethyl)-2,3-dhydro-oxazolo]3 2-a]pyrimidin-7-cne

I,“Dﬁz%r

Step 10 2-{4-tert-Buiyl-benzylaxymethyl)-oxirane

The tifle compound wes pepared from 4-(tert-butyl}-benzyl aleohol and
epichiorohydrin according to the procedures employed for the prepamation of the compound in
Step 1 of Example 2.



25 it flash column chromatography (silica gel, 1-18% EtOH/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.
C201124N203 (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- 4844 (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- M -2,3- chaydro -corazolo[3,2-alpyrimidin-7-one To a solution of
5-(4- cyclohexyl‘:'pﬂéﬁgi(é%@ﬂ% Hr@%&g Tﬁﬂaﬁ@{soo 5 mg, 1.095 mmol) in ethanol (6

nal) was addedeeimii: mﬁamnmmﬁﬂ &G msg ammx.ﬂm reagLing mﬁuﬁmgﬁ?aﬁgd (Ij na
paciiod via Tachk BN QPO D bt )R RS 8502) o atford 163 mg of

2-(4- cyclabexylsmmwmmw&w@ymm -7-one as a slightly yellow

solid. 10 C211-126N293 (364,45hokia M&@ﬁ 6): 7.14
(211, d), 6.85 C2H, 45.63 (111, S), 5,28 (|| m), 4 10 4.4 (4H ﬁﬁ%‘ 3 m) 65 - 180 0 (511, m),
120 - 1.40 (5H S hxdrogen sypmamide poopsding 1o the procedires employed

(S)-2-(4Cyclohexyppbel i Bepeat kf Exbniibyl-2,3-thaydro- oxazolo[3,2-a]pyr|m|d|n-7-one 15 Toa
solution of (S)-5; -4,5-thlydro-oxe.zol-2-ylamine (1.0 g, 164 mmol),
prepared in acéa" $%§fﬁﬁ¥th%rlpmced *ureS ds set forth in Steps 1 end 2 of Example 1 and starting
from R- cplchlormtﬁmmmyﬁ)wﬁkmwm#ﬂﬁ)(wds!ﬁdb@li‘leﬁhﬁhz%tynoate
(0.92 g, 7,8 mimal}ed R M% YU []%qtﬁjj 2§ il A9 ford4.lapp and then gradually coded

to room temperature. he resul crystalllne sofid was isolatéd by filtration, washed with heptane 3

times, and dneﬁ'@rﬂe?'@%ﬁ%‘hﬁi‘w -dihydro-oxazola[3,2-alpyrimidin-7-one
(S)-2-(4-cyclohexyl-piuenipbeyen & it ‘»...-..-; 6] 1HEGxat-blafB Ryt Y 4ohdinaa-white
solid_ [m][121- 27 9§ 5619.:.1“19 CFlaciugsf}: %2&203@?4@&%?&%315% 23 (M1-14).
CisHzN;0; (314.16), LCMS (ESI): 315.17 (M*+H).
15 'HNMR (CDCh), 300MHz), 3 7.38 (d, 2H), 7.23 (d, 1), 7.18 (d, 210, 6.06 (d, 1H), 5.05 (m,
1H), 4.56 (g, 2H}, 4.18 (m, 2H), 3.82 (dd, 1H), 3.72 (dd, 1H), 1.30 (3, 7H)
Example 9
2-[4-(1,2,2,6,6-Penlamethy]-piperidin-4-yl}-phenoxymethyl] -2, 3-dihydro-
oxazola[3,2-a]pyrimidin-7-one

Step 1: 4-(1,2,2,6,6 Pentamethyl-1,2,3,6-tetrahydro-pyridin-4-yl)-phenol
1,2,2 6,6-Pentzmethyl-piperidin-4-one (8.64 g 50.00 mmol) and phenol (4.98 g, 53.00
mmmol) were melted together at 60°C in a 100 mL round botlomed flesk after which 13.5 mL of
concentreied Eydrochloric acid wes edded dropwise. The yellow solution was stirred at 70°C
25 for 24 hours. The mixture was poured inlo a beaker containing ice. Ammonium hydroxide
was added carefully while stirring until the pH reached 7~8. The mixture was extracted with
EtOAc five times. The organic phases were combined, dried (NazS0s) and concentrated. The
residue wes purified by chromatography on a silica gel column, ehting with 7N NH;
methanal/dichloromethane o give 4-(1,2,2,6,6-pentamethyl-1,2,3,6~tetrahydropyridin-4-y1)-

30  phenol (4.11 g, 34%).




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, Ic 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)-495-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 h d.ina microwave gven at 170C fQr 30 rains. Solvent was removed under vacuum,
and the rcsidu%a é)d(%?‘ SR AN R gMQg hy (silica gel, 1404 EtOHICHIC12) to afford 60

mg of 2-(4- cydﬂfml{maﬂgﬁmﬂm - (] (2 129G 12 PR F.0h Ik IBF) S50 (IR 2 HyriAfdia- 7-one
as an off- Whlt 9‘@? gf 40), LCMS (EM): 395.16 (M11+). NMR (300 iffiz,
DIVISO-4): 8 %‘e f 1 45(114, s), 5.40 (111, m), 4.14 -4.51 (414, m), 2.43 (1il, in),

1.65 - 1.80 (51312311# 11-05221 E@W@S@Wﬂ%ﬂ)?ﬁﬂﬂﬂl

o 5 ey Slohey D 228 ol (6 mL)
0 -cyclohexyl-phenoxyme ihydro 0 ine mg, mmol) in ethanol (6 m
was added et@gggﬁﬁﬁi %%m‘g"%@%i&%?oﬁ it 2 O d?’ﬂlcrowave
oven at 150C fok) (histrfijiars slue stivéd Stneom bespertlee \!ﬁ):tﬁtﬂﬂih’lﬂﬁﬂnﬂ)tﬁf Iémidue‘]pum&mﬁsna flash
coln chromgigaiialy sl il EAZ2AEIE o220 N, gl oo

a small amount of methylene chloride and to which was then addéd
precipitated tosiferd@d 1 (Flpipgs with 7N NH; in methanol/dichloromethene) to give 4-(1,2,2,6,6-

2-(4-cyclghexyepheieti)-pitidin G-Ity Q-esernal alefbap imidin-7-one.
C1eHasNO (247.38), LCMS (ESD: 248 21(M"+10).
IH NMR. (CDCls, 300MHz), § 7.11 (d, 2H), 6.77 {d, 2H), 2.88 (m, 1H), 2.30 (s, IH), 154
.69 (m, 4H), 1.17 {5, 6H), 1.1{} (s, 6H).
Step 3: 1,2,2,6,6-Pentamethy)-4-(4-oximnylmethoxy-phenyl)-piperidine
15 The tile compommd wes prepared from 4-(1,2,2,6,6-pentamethyl-piperidin-4-yI)-
phenol and epichlorokydrin according 1o the procedires employed for the preparation of the
compomd i Step } of Example 2.
CisilaNO; (303.21), 304.23 (M'+10),
'H NMR (CDCl;, 300MHz), 5 7.16 (d, 2H), 6.86 (d, 2H), 4.18 (dd, 1K), 3.96 {dd, 1K), 3.34
20 (m, 1H), 2.90 (m, 2H), 2.75 (dd, 1H), 2.30 (5, 3H), 1.50-1.68 (m, 4H), 1.16 (s, 6H), 1.10 (s,
6H). .
Step4: 5-[4<(1,2,2.6.6-Pentamethyl-piperidin-4-yI)-phenoxymethyl]-4,5-dihydro-oxazol-2-
ylamirze
The ile compound wes prepared from 1,2,2.6,6-pentamethyl-4-(4-oximnyimethexy-
25 phenyl}-piperiding and sodium hydrogen cyanamide sccording bo the procedures exployed fox
" the preperation of the compomd in Step 2 of Example 1.
CogHn a0y (345.24), 346,27 (M.
'H NMR. (CDCL, 300MEz), & 7.16 (d, 2H), 6.87 (d, 21D, 4.91 (m, 1H), 4.2 (v. br., 2H), 4.04
(AR-m, 2H), 3.93 (dd, 1H), 3.60 (dd, 1H), 2.89 (m, 15, 2.30 (s, 3H), [.53-1.68 (m, 40D, 1.17
30 (s 6H), 1.10 (s, 6H).
Step 3: 2-[4-(1,2,2,6,6-Pentamsthbyl-piperidin-4-yi}-phenoxymethyl}-2,3-dihydro-
oxazolo]3. 2-a|pyrimidin-7-one



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 (511, Example 16
52-(4-tert-Butyl-phenoxymethyl)-2,3,5,6-tetrahydro-exazolo[3,2-a]pyrimidin-7-one Steps 1 and 2:
5-(4-tert-Thdyl-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-phenoxyme ¥ ) titls. sogmpotmth v rovesredofoma hitithidiho Somtamethylpimrdiod-sh-

S-(4-lert-buty!ipReyymalg ) S GooHiy Shes0K 050l U 2R oAt g Rl 0 2u.)

was added ethyl acrylate (273.3 mg, 173 mmol). The reaction mixture was heated in a microwave

OVC11 at 130Cfor 10 min, then at 140C %r 10 min, and finally at 150C for 30 min_ Solvent was
removed underGsaButi0:aAer 2, BSMA gESHIAEM geftekwith small amount of MOH to afford 195 mg

of 2-(4-tertzbutyl= thyl): -tetrah = - rigpidin-7- ite solid.
e o v

. , d), 5 A ) AL, Hahigtr > SRS 3 1y ) ,
s). 20Example gm)(S)-2-(4-Piperldin-1-yl-phenoxymethyl)-2,3-dfiwdro-oxazolo[3,2-alpyrinridin-7-one 0

N2 _ Example 10
2-{4-(1-Phenyl)-cyclohexyl)-phenoxymethyl)-2.3-dihydro-oxazolo[3,2-a] pyrimidin-7-one

()
°I'i“£:'>4

Step 1: 4-{1’~(PhenyDcyelobexyl)phenol
A mixture of 5 g (284 mmol) of 1-phenyl-1-cyclohexancl, 535 g (56.8 mmol) of

phenol and 250 mg (1.32 mmol} of toluenesulfonic acid monohydrate was stimed at B5°C
under nittopen atmosphere for 4 hours.  The material was allowed 10 cool 1o room

Ils tempersture, dilnted with ethyl acetate, washed with sahmreied sodivm bicarbonate, water and
brine. The resulting solution was dried {(NexS0,), filtered and concentrated 1o a white solid
which was heated vnder high vecuum to remove residual phenol. The resulting residue was
purified by fash chromatopraphy on silica gel, eluting with methanel/dichloromethans 1o
provide 5.64 g (22.4 mmol) of 4-{1"(phenyl)cyclohexyl}phencl.

20 CusllnO (252.15), LCMS (CI): 252.22 (M").
'H NMR (CDCla, 300MHz), 8 725 (m, SH), 7.13 (ou, 2K, 6.73 (m, ZH), 4.55 (s, 1H), 224
(m, 4H), 1.55 (br s, 6H).
Step 2 2-(4-(1-Phenyl}-cyclohexyl)-phenoxymethyl)-2, 3-dihydro-oxazolo[3,2-alpyrimidin-7-
one

25 The title compound was prepared from 4<{1"-(phenyl}cyclohexyl)phenol employing the
thres step procadures used to prepare Example 2.
CasELgN2 5 (402.50), LCMS (EST): 403.21 (M),

ID



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. C11I-h5NO (177.1181LCMS (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-Pj erldla ertox methyl)-2,3- da ro-orazolo[3,2-alpyrimirlin-7- one  The tie
compound W&S% RUM%&(Y A i[J)JII'B efh ﬂﬂ@ﬁ%é@&ﬁ@gfﬁ §¥Bp§311through 3

of Example 1. [@LJIB)@GM(@, QrH02,3CHAR); 4094 3H3d, NBY.31.B2E, 15), L CMS e E) 4833 .34-(ft-FH).
NMR (CDCI3, §9%W§f‘é7 24 (d, 1H), 6.90 (d, 211), 6.79 (d, 211), 6.10 (d, 1E1), 5.25 (n, 1),
420-4_38 (m, 411 44), 1.71 en, 41-0, 157(in, 2B). Example 18
(S)-244-(3,3-Dimethyl-cycloheary1)- phenoxymetﬁﬂmlsldiIydro-oxazolop,z-ajpyrimidin-7 150ne

0.ycyck. OsStep 123 AdyiNatayl-puialoxenons mehis, SaReivGQEIRCXE pIRGMAS Rmpared in

accordance with the procedures of Ergeasons et alL, Era 1 Med Chem 35 (2000) 555-565. Then,
3-melhyl-cyclohexenone 20 was reads ethyl na o@ @o in the presence of cupmus
chloride in diethyl ether to obtain the titl co Ste

1-(4-Benzyloxy-pheny1)-3,3-dimethyl- cy

Step 1: 2+4-Cyclohexyl-phenoxymethyl)-oxirane
The tile compound was prepared from 4-cyclchexylphenol and epichlorohydrin
employing the procedure in Step 1 of Example 2.
10 CisHyO; (232.15), LCMS (BST): 274.18 (M +H+CHCN)
*H NMR (CDCls, 300MHZ), 712 (d, 2H), 6.85 (d, 2H), 4.17 (dd, 1H), 3.96 (dd, 1H), .34 (m,
1H), 2.89 (¢, 1H), 2.74 (dd, 1H), 2.44 (m, 1H), 1.78-1.85 (m, SH), 1.31-1.43 (m, SH).
Step 2: 5-{4-Cyclohexyl-phenoxymethyl)-4,5-dihydro-oxezol-2-ylamine
The title compound was prepared from 2-(4-cyclohexyl-phenoxymethyl)-oxirane
15 employing the procedure in Step 2 of Example 1.
CeblzNo0; (274.17), LOCMS (ESD: 275.16 (M1
'"H NMR (CDCly, 300MHz), 7.13 (d, 2H), 6.85 (dd, 2ED), 4.91 (m, 1H), 4.2 (v. br., 2H), 4.05
(AB-m, 2HD, 3.91 (dd, IH), 3.61 (dd, 1H), 2.45 (br.s, 15, 1.17-1.93 (m, 10H).
Step 3: 2-(4-Cyclohexyl-phenoxymethyl)-5-methyl-2,3dihydro-oxazolo[3,2-alpyrimidin-7-
20 ané
To a solution of 5-(4-cyclohexyl-phenoxymethyl)-4, 5-dihydro-oxazol-2-ylamine {360
mg, 1.095 mmol} in ethanol {6 mL) was added eihyl 2-btynoate (246 mg, 2.19 mmol}. The
reaction mixhare was heated in & microwave oven al 150°C for 30 min, then at 160°C for 20
min, and =l 170°C for 30 min. Solvent was removed under vacuum, znd the residue purified
25 vig Aash column chromatography (stlica gel, 1-18% BtOH/CH>Cly) o afford 190 mg of 2-{4-
cyclohexyl-phenoxymethyi)-5-metiryl-2,3-dihydm-oxazalo[3,2-a]pyrimidin-7-onc a5 a whife
solid.
CanHlaaNa0s (340,43), LCMS (ESD: 341.2 (MEH™).
'H NMR (300 Mz, DMSOQ-dg): 6 7.15 (2HL d), 6.86 (21, ), 5.68 (LH, 5), 5.28 (1H, m}, 4.11
30 —4.44 (4H, m), 2.43 (1H, m), 2.19 (3H, 5}, 1.65—1.80 {(5EL, m), 1.16 — 1.40 (SEL, m).



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 g0 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 mixtuﬁxmmeslated at mom temperantre for one hour. The

solvent was removg%g@g’q e-%ﬁesw Wﬁgﬁg tween-EtOAct aqueous

N1l4Cl. The aqueous phase Was extracted t |c phase was combined
sad 5dried (Na2S04). Silica gel chgpmaig %gp&y (EtOAct ded 5,08 g of 1-(4-
awttile & ¢

he:nzyloxy-pheny0-3,3-dimethyl-cycl

293.17(ht+H-1120). Step 3: 1-E enzyl

1-(4-Benzyloxy-phanyl)-3,3-dimethyl-cy¢lohexanor (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 aqU€otgdvHrmopfia-dfavelehanteberremmaiub-tarlibydmeoxerl-gudariesdlide was
dried acid s:onqeg,t[aimﬁﬂuﬂrph&ld&ﬁhﬁ @ Ww@wﬁmﬁwméﬁﬁggmmmrmf isomers.

15C2111240 (292 .’1.8) L M %E{% 22 %++142'ES Al‘{]a(%tgrnﬂ? § fﬁ(%r%gnol To

1.- henzyloxyl “dime y cyc cﬁoenzene mmo and

EtOAc (50 mL)W&@G@@W@M@m@nﬁ@I ﬁmmWMm\mmmhmﬂﬂmm (1 Edm)
overnight The reastip @it ASHigiss thsay Wi %ﬁ[ﬁ?; teglgghi9give the
tide compound gs awhile solid (3 A3 g). C14H200 204 15 LCMS (CD: 204.15 \%% NMR (CDC13,
300MH4, 8 70“73’(38?“2?% Ieviigidnginee 53 pshasdn¥rlewsplitoo - 1.88 (m, 811), 0.99 (s, 311),
0.94(; 311). ({BRMAAIS{IF2LCNE msm)mamlmg heacyl)-phenoxyna ethy1]-2,3-chaydro-o
xazolo [3.2- 1y xR (300 MEz, DMSO-dg): 5 7.14 (2H, ), 6.85 (2H, ), 5.63 (1K, 5), 5.28 (1H, m), 4.10

—4.44 (4H, m), 2.46 (3H, m), 1.65 — 1.80 (5, m), 120 —1.40 (5H, m), 1.14 (3H, ).

Example 13

{8)-2(4-Cyclohexyl-phenoxymethyl)-5-ethiyl-2 3-dihydro-oxazelo[3,2-a]pyrimidin-7-one

gL |

i3
To & solution of (S}5(4-cyclohexyl-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine

{1.0 g, 3.64 mmol), prepared in accordance with the procedures as set forth in Steps 1 end 2 of
Example 1 and starting from R-epichlorohydrin and 4-cyclohexylphenol, in ethanol (18,2 ml.)
was added ethyl 2-pentynoate (0.92 g, 728 mmol). The reaction mixture was heated at relfux

20 for 14 hrs and ihen pradually cocled 10 room iemperature, The resulting crystelline solid was
isolmed by filtration, washed with heptane 3 times, and dried under vacuum lo afford 560 mg
of (S}-2-(4-cyclohexyl-phenoxymethyl)-5-cthyl-2,3-dihydro-oxazolo[3.2-a]pyrimidin-7-one &s
a white solid. [a]p™ -27.96 (c 0,526, CHCL).
CaHasN205 (354.45), LCMB (BST): 355.23 (MH™).

25 'HNMR (300 MHz, DMSO-dg): 5 7.14 (ZH, d), 6.85 (2EL d), 5.63 (LH, s), 529 {LH, m), 4.10
—4.44 (4H, m), 2.46 (3H, m), 1.65 — 1.80 (SH, m), 1.20 — 1.40 (51, m), 1.14 (3HL ).



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),68.08 (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-Hexahydr@é'mlﬂl'f’f!aaren-z-ol 5241de ne]-cyclohexanone was

Preparedin accorgruselolitkylpadasinaeinyn-stiimibinrihala, Sty daldBbapankiiampical Society
(1955), 77, 624-8, which was subsequently hydrogenated. (Pd/C, EtOH, H2 latm) ID form 2-(3-

matboxy-benzyl)-cyeloheaanone. 2-(3-Metho%'ﬁbenzyl)-cyclohexanone was converted to

7-methoxy-2,3,43-1etrahydro- 101H;fluoggne in accorcedure of U. S. Patent No.
3,743,663, followed by hydrogenation d?ﬁf;, ZzOHL@( @ a btain
7-methoxy-2,3,4,49,9,9a-hexahydro- 1'% - K e. To
7-methoxy-2,3,443,9,9a-hexahydro4H-fljarenc (135 g" 9.65 nano in CEI2C12 (20 mi) was added

BBra (111 in CH202, 24 mmol) dmpwise~it 0C. This mixture was stirred 15 at OC for one hour. The

reaction mixture washen S’HEHE'&? it EI'S] mb), AQH%?H%%@?Hm h¥9§flﬂ-9ﬂ carbenate (10 mL)
was added. The reaction mixture was stifred at’ mom tempera ure ovérnight_ The react%:)% mixture
was extracted Rh0R emelriscetimahi® gnbkvayadded stisdl dvi-Bifveraaumeatedd) meqd
concentrated. patiEaaehchinseiesa Rk RATRaR-PRa Rifaag b8 & ¥F0°C for 30 mins.

(5C6D7C§38%8£$<?_T£%%r%Hltuor g“%% C13,1-.11261%8(11§% 1%%\/@1{%?%6%8 .’ 4 (Muflu-':-nl_lll)' 'H NMR

clromatography (silica pel, 1-10% EOH/CH,CL) o afford 60 mg of 2-(4-cyclohexyl-

it  phenoxymethyl)-5-trifluoromethyl-2, 3-dihydro-oxazole[3,2-a]pyrimidin-7-one es an off-white
solid.
CaoHa FsN,04 (394.40), LCMS (EST): 395.16 (MHT).
TH NMR (300 MHz, DMSG-dg): 8 7.15 (2H, d), 6.85 (211, d), 6.46 (1H, s), 5.40 (1H, m), 4.14
—4.51 (4H, m), 2.43 (1H, m), 1.65— 1.80 (53H, m), 1.16 — 1.42 (5E, m).

15 Example 15 _

9-(4-Cyclohexyl-phenoxymethyl}-2,3,5,6-tetrahydro-oxaznlo]3,2-alpyrimidin-7-one

OO

To a solution of 5—{4—cynluhexy1~phxymeihyl)-4,5-dih}rdm-oxazul-2-}rlamjnﬂ (350
mg, 1.28 mmol} in ethanol (6 mL) was added ethyl acrylele (255.6 mg, 2.56 mmol). The
20  reaction mixture wes healed in 2 microwave oven at 150°C for 40 min  The solvent was
removed under vecuum, and the residue purified vig flash cofumn chromatography {silica pel,
{.5-12% EHOH/CH:Cla) to affiord en oil, which was dissolved In a small amount of methylene
chlerids and to which wes then added heptene, A white solid precipitated to afford 110 myg of
2-(4-cyclohexyl-phenoxymethiyl)-2,3,5,6-tetrabydro-oxezolo[3,2-alpyrimidin-7-one.
25 ClothNa0; (328.41), LCMS (ESD): 329.17 (MH™).



1H), 2.79 (AB-m, Ill), 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-ElIbH-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 Stegg 1 through 3 of aample 1. (a)di -48.40 (c 0.5,
CFICla). 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
(g, 111), 2.82 (dE], MBR(INQ TRy BMSTBAE)), 2744 (BH, ).19,89. (24 66 1116 ELHL Jul ¥em L 2a14),

o2 (- Eloye 1Rt b aso Rl A RO pRAinMon: Carpgeten 1

944-Benzyroxy-plienyl)-bicyOlot nonane 9-(4-13602Y10xy-PhenyiJ-bitycl0133.1Tnohan-9-0l
(4.7 g, 1457 mrﬂ'&l) (prepared in accordance with the procedures set forth in Step 2 of Example 18)
was dissolved in DOH to (150 mL) after which corgasplatesl hydrochloric acid (15 mL) was added.

This mix-Lyre was stir vernight The_solvent removed =der reduced.pressure. Water
(50 nit) Wags{ added. ‘?F{E‘ﬁ%‘?ﬁ%@%’ﬂ%ﬁ%ﬁh ag'lﬁ%h(\?éja@%on?rﬁ%ﬁ?g[%gﬁﬁgﬁ%i%g&ﬁﬂ?ge times with
EtOAc. The organic phase was dried and concentrated to prgweie the fitle compound (5.5 g). 1H
NMER (CACI), 300MHz), 5 7.28-7.0215;:?;1'@,6.95 (d,@ N —s42711), 2.74 (br.s, 111), 15238
(b.s, 211), 1.36-2.08 (in, 1211). Step 2} 4-Bi¢yclop33-21n0On-Y

n

To
9-(4henzyloxy-pheny1)-hicyclop.3.1] -4 g, 14.6 mmol) in MeOH (100 mL) and EtOAc (100

mL) (warmed to 40C to facilitate dissolution, then cooled to mom temperatme) was added 10%

PdIC (0.5g) un8tspnbamiss riffitercbmas Evneamales-4s -t oxamleslignine The reaction mixture
was then filtered thrommlwﬂﬂﬁdiu@tmmmm&%mﬁgmm a&solid( 3.1

g). C13litcO (216.15 ?lag Cl): 216.17 (Mt). 111 NME. (DIviSO-d6. 300MHz), 59.11 (s, 111), 7.14
(d, 211), 6.72 2%%%& %&#’”ﬁlﬁs ©%.13

10 Step 3: 2-{d-tert-butyl-phenoxymethyl}-2.3,5,6-tetrabydro-oxazolo[3,2-a)pyrimidin-7-one
To a solution of 5-(d-leri-butyl-phenoxymethyl}-4, 5-dihydro-oxazol-2-ylamine (520 me.
2.10 mmol} in ethanol {10 mlL) was added ethyl acrylale (273.3 mg, 2.73 mmol). The reaction
mixture was hezted in & microwave oven gt 130°C for 10 min, ther at 140°C for 10 min, end
finally at 150°C for 30 min. Solvent was removed imder vacuom, =nd the resideal solid
15  wushed with small amount of EtOH to afford 195 mg of 2-{4-tert-butyl-phenaxymethyl)}-

2.3,5,6-tetrabydro-oxezolo[3,2-a]pyrimidin-7-0ne as & whits solid.
Cy7HzN205 (302.38), LCMS (ESD): 303.17 (ME).

'H NMR (300 MHz, DMSO-dg): 8 7.2 (2H, d), 6.90 {2H, d), 5.17 (1L, m), 423 (I, m),
3.87 (1H, 1), 3.45 — 3.58 (31, m), 2.45 (2H, 1), 1.25 (9L, 5).

20 Example [7
{5)-2-(4-Pipeddin-[-yvl-phenoxymelhyl)-2 3-dihydro-oxazola[3,2-a]pyrimidin-7-one

0. _N. p
e
/
g
§
Step 1 4-Piperidin-I-vl-phenal

The tile compound waes prepared o accordance with the procedures described in 5.
25  Urpaonksr, et al,, Adv. Synth. Catal. 2004, 348, 611-616, and employing 4-bmmopheno] and




(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[3.3.11non3ylphenol 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 (COC13, 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), 4.1 (AB-m, 111)168 (hr-s, 111), 237 (Las,
211), 126-2.06’{3@%)?&‘3 Freting materigls in (he presence of palladbom aecefefe and Lithinm
5(S)-246-CyciGigXaitmyLilim2ndexyMethy0-2,3-dthydnl-Ox02010P, 2-alpyriMidia-7-0Ste Step 1:

6-(1-Hydroxy- C C}?OM dgg{ﬁ P T. ign of 6-bromo-pyridin-3-ol. (5.0 g, 28.7 mmol) in
anhydrous ITI %ﬁ%@gnd ail ythun u@rﬁeﬁ%&% at -78C was added n-hutyllithium (25 M in
hexane, 28.73"H WyHS (TG, AISMIEMS6.8i(ic2hi6 76 (AidHA $80GotDf 36t foytHihidih(. 4 M in

cyclohesape, %mﬁcﬁ&h\%ﬁ added dropwise and the mixture stirred at -78C for | hour. To the
mixture was added cyclo

cgh exanone (4.23 g, 43.1 muto/) in THE (25 rat) at -78C and the mixture stirred
at -78C for 1 h&i§Ps3 ﬁa%wm%m&%%mwm&am the
mixture then wasned to room temperature. Water (300 raL) was added. is The reaction nurture was
neutralized with hydrachlaric acid §2N), and the mixtuge extracted three times with EitOAe. The organic
layer was washed Wi?f%"brslargg and trie (Kl"észé’(?fr‘). |Ii(§f‘§ef¥3ﬁfomato%¥la W&s‘%‘ﬁ%tgﬁe)
provided 2.63 presethessieStampdurh e Esanpled MBTHE S10:47 G030 SHIOH). Step 2:

6-Cyclohgx-1- ] E'tg_,j 370 ﬂ&ﬁm&gmqw 1-hydroxy-cycloheayl)-pythdin-3-of (25 g,
12.9 minol) in joluene 1?;0 rnL) was added p-ioluenesuifonic acid monohydmie (8.1i§ 42.7 mmol).
The mixture ngm&% pft ey I8 dh 25D 118 ks 2 4GSt fBwas

cooled to roontgpameraie ¢RIy 3ltagE ) KELeg Wl atiE, 2yl mciracted three times with EtOAC.
The organic phase was washed with brine, driedﬁ( NaZE 4), passed through a silica gel 25pad and

concentrated to provide the title compotmd as a 'soli g). CHHI3NO (175.09), LCMS (MO: 176.07
(M++Ff). (S)-2-[4-(3,3-Dimethyl-cyclohexyl)-phenoxymethyl]-2,3-dihydm-oxszolo[3,2-a] pyrimidin-7-

ﬂm-?

Step 1 3.3-Dimethyl-cyclobexanone
First, 3-methyl-cyclohexenone was prepared I accordance with the procedures of
Tispensons et al, Ewro. L Med Chem 35 (2000} 555-565. Then, 3-melhyl-cyclohsxenone
20  was reacted with methyl magnesium jodide in the presence of coprous chloride in diethy] ether
to obtain the Hfle compound.
Step 2: 1-{4-Benzyloxy-phenyi)-3,3-dimethyl-cyclohexanel
In a2 RB flask {250 mL) was placed magnesium turnings (2.08 g, 85.9 mmol), which
were stired under vacunm without solvent overnight To the stimed magnesium tornings was
25 added anhydrous THF (10 mL). Te the resulfing mixture at 50°C was added several drops of
dibromoethane, followed by 4-benzyloxybromobenzene (11.8 g, 42.9 mmol) in 40 ml of THE.
Afier eddition was complete, ihe reaction mixture was heated st §0°C for 3 hours until a
brownish-grey shiry was formed. The reaction mixture was cooled in an ice-beth and 3,3-



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
(Ive-1-10. 111INMR. (CDC13, 300M1-12), 6 8.17 ((f 1H), 7_23 (dd, ), 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-Cyclo y i i ?o*g i’ dffpRrise Thatitle
compound Waisﬁpéé%g%@om 6- cyrﬁfﬁﬁexylgpﬁ?d%el and Erﬁ;%zlch orohydrin employing the
procedures as BaetERFLRSrYES SRR &P ERarmiER o5 AR RREx JHS BTV B R TESRATSY the

reaction teTp%aaw%aﬁée GreiBtRer MRTeMRNeLS Qi oG berhiarBDAR/ Emmmplmmqaltms) 00 (c
0.5, CHCI3). sH2iN3133 (327.15), LC E: 3 5H 1 CDC 2), 6
821(4, 111), 7. WP SA E’%‘ﬁ#ﬁﬁgmgﬁﬁ’%ﬁ%% 4%1 2‘%’1‘”%%&%11)

1.19-1.95 §in, m).{ﬁ%ﬁﬂ@le Sflica ge.l chmmﬂiug;mphy {EiOAc.l"hepIHnﬂ) pmﬂde.d 5.08 g of 1-{4-

(S)-2-(4- Cyclo Mﬁ%@mms,z-a)pyiimidin-?-one 20Step 1:
4-Cyclohexyl-3- methyl- henol ycloh 1 4- ethox -2-methyl-benzene was prepared in two
steps by a Suzﬁ?é @9 H} M -bomnic acid end cyclohexenol triflaie

following The m@gadummﬁﬁmmmmﬁsmmmuwbﬁmp 1601-1605,10 obtain
1-cyclohexenyl-4- mg -2:methyl- h ?—'&Eﬁ}!ﬁw&%ﬂﬁg b@&,t%ﬁyﬂmﬂfﬂ AgEdafaEm
OoXYy- -r”ﬁyeﬂwX%enzene

1-cyclohex31-4- 25 m 1-cyclohexyl-4-méttoncy-2-methyl-he02elle
(2.09 g, 18.0 rnnﬁj@]h{&ﬂ]_@hbgﬁy_zm)l concentrated hydrochloric ecid (8 ml)) was added, This mixhme

wes stirred at 50°C for 1.5 hours, The solvent was removed under reduced pressure.  Water
(15 mE) was added. The mixture was bastfied with agueous ammemnia and extracted thres
times with EiQAc. The organic phase was dried and concentrated to provide the title
compound as a yellow solid 4.43 g as a mixture of isomers.
15 CuHx0 (292.18), LCMS (BSD: 293.22 (M™+H).
Step 4+ 4-(3,3-Dimethyl-cyclohexyl}-phenol
. To 1-benzyloxy-4-(3,3-dimethyl-cyclohex-1-enyl) -benzene (43 g, 164 mmoi} in
MeOH (50 mL} and E1OAc (50 mL) was added 10% PA/C (0.67g) under Nz. This mixture
was stirred under H; (1 atm) ovemight The reaction mixture wes fillered through celite. The
20  flimsts was concentratad to pive the title compounnd a5 a whits solid (3.43 g).
C1Hz0 (204.15), LOMS (CI): 204.15(M ).
'H NMR {CDCL, 300MHz), 5 7.07 (4, Z2H), 6.75 (d, 2H), 4.60 (s, 1H), 2.63 {(m, 1H), 1.09-
1.8% (m, 8ET), 0.99 (5, 3H), 0.94 (5, IH).
Steps 5to 7: (8)-2-[4-(3,3-Dimethyl-cyclahexyl)-phenoxymethyi]-2,3-dihydro-oxazolo[3,2-
25  alpyrimidin-7-one
The title compotmd was prepared from 4-(3,3~dimethyl-cyclohexyl)-phenol and R-
epichlorohydrin employing the procedures in Steps 1 through 3 of Example 1. [a]n™ 48.48 {c
0.503, CHCL).
CarHaeN205 (354.18), LCMS (EST): 35523 (M +H).
30 "H NMR (CDCla, 300MHz), & 7.24 (d, 1H), 7.13 (d, 2H), 6.80 (d, 2H), 6.08 (4, 1H), 5.27 {m,
1H), 4.20-4.41 (m, 4H), 2.66 (m, 1H), 1.11-1,90 (m, 8H), 0.99 (s, 3H), .95 (5, 3H).
Fxample 19



was added Rat] (1 M in CH2C12, 25 mmol) dropwise at OC. 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 C112CI2 three times. Thg,organic phase was washed with bnn. e, dried
(Na2S04) and concentrated. Silica gel chromatography 5(EIOActheptane) 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)(S-B25(E7 BREN-HGEHEIrd UL} RoRAr-yldciheln?Ba(s didoleddAAI0H).  Steps
2 to 4: (S)-2-(4-Cyclohexyl1-3-methyl-phenoxyaiptawidh3-dneyclro-orazolo[3,2- 10alpyrimidin-7-one
The title compound was prepared from 4-eyclohexyl.3-methyl-phenol and Repichlorohydrin
employing the procedures as set forth in Steps 1 thgQug bf Example 1. [0325 -51.00 (c 0.5,
CHC13). 23112414203 (340.17), LCMS (BSI): 3 ﬂ'ﬁ ti-H). 1511-1 NMR (CDC13, 3001MHz), 8
7.23 (d, 11.1), 7.13 (d, 11-1), 6.68 (d, 1H). E67 ¥5, 6.09 (d, | la 526 (m, 111), 4204.38 (in, 411),
2.63 (br.s, 111), 2.30 (s,1241.91 (m, 1011). Ex
(S)-2-(4-Cyclohexyloxy-phenoxymethyl)-2,3-thlay@mkox 0I013 2-a]pyrimidia-7-one 20Step 1:
4-Cyclohexyfoxy-phenol To 1-cyclohexyloxy-4-me hoxy benzeue (2.06 g, 10 lomat). prepared in

accordance witsing: mﬁmwwmmm Saa, 2005, 127, 6966, in DMP (20 mL) was

added sodjum ethart‘e_thl%am g{ |xture was stirred at reflux for two
hours. The reaction mixture WBSthen 'cﬁcerafure Watew% mtfRas 25 affded after

which the mlxtmmmﬁﬁrﬁm&@ aﬂmwwamm@(w Wizthen added
and the organigl pSmsE7VGahes kiR tAaS : ‘ Egﬂg p@l mﬁ}tﬁ% %a gal

chromatograp%tOWquded 0. Sgof thetltle comound 72
2-(3-Methoxy-benzyl}-cyclobexanone was converled to 7-methoxy-2.3.4,9-ctralydro-
10 1H-fluorene in accordance with the procedure of U. S. Patent No, 3,743,663, followed by
hydrogenstion (Pd/C, MeOH/ELOH, Hy, 1atm) to obtain 7-methoxy-2.3,4,42,9 92-hexahydro-
1H-flugrene.
To 7-methoxy-2.3,4,4a,9,%a-bexahydro-1H-fluorene (1.95 g, 9.65 mmol) in CELCL,
(20 mE.) was added BBr3 (IM in CH,Cly, 24 mmol) dropwise at 0°C. ‘This mixture wes gtired
15 at 0°C for one hous, The reaction mixtre was then quenched with MeOH (5 ml). Aqueous
sodivm hydrogen carbonate (10 mL) was added. The reaction mixture was stirred at rom
temperatore overnigh!.  The reaction mixture was extracted with CHyCl. The organic phase
was washed with brine, dred (Na;SO;) and concenfrated. .Silica gel chromatogrephy
(EtOAc/eplane) pravided 1,48 g of 5,6,7,8,8a,9-hexshydro-4bH-Buoren-2-gl,
20 CpaHisO (188.12), LCMS (ESD): 189.14 (M*+H).
"H NMR (CDCly, 300MH2), & 7.00 (d, 1H), 6.72 (s, 1H), 6.62 (d, 15D, 4.50 (s, 1H), 3.02 (q,
1H), 2.79 (AB-m, 1H), 2.52 (AB-m, 1H), 2.42 (m, 14), 1.77 (m, 2H), 1.16-1.62 (m, 6H)
Steps 2 1o 4: (S)}-2+5.6.7.8,8a,9-Hexahydro-4bH-flucren2-yloxymethyl)-2, 3-dihydro-
oxazola[3,2-g]pyrimidin-7-one
%5 The tifle compound was prepared from 5,6,7,8.84,2-hexahydro-4bH-fluoren-2-o01 and
R-epichlorohydrin employing the procedures in Steps 1 through 3 of Example 1. [z)p™ -48.40
(c 0.5, CHCla).
CopHN;05 (338.16), LCMS (BSD): 339.18 (M*H).




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-phenoxymetbyl)-2,3-dihydro-oxezolop,2-a]pyrimidin- 57-one  The title
compound was prepared from 4-cyclohexyloxy-phgnol 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 6.08 6
(S)-244-(4,4-Diflyeray gﬁ%ﬂﬂgrmxm@dmm&hymn%a@n%,@ﬂl%r}rﬁi‘dln'};Z—Mne N
cl-kte--% Step 1: 4-(4, -Thiluoro-cycé eXyha é tign-gf), 2.54 (1H, AB-m), 2.
4-(4-hydroxy-piBn g L e il Tk 4 ¥' :? %Qr%%’éivg%%%gigd £
bis(2-methoxyghyproire)skéi@nb¥Buride (29.1 Ig. 131 mmol) under nitrogen in a plastic bottle. The
reaction mixture was stirred at room temperaturgzfangs Bours. EtOH (14 drops) was added, sad the

reaction mixture allowed to stir for an additjonal 24 E%g_ : Iﬁﬁ{@@gﬁg&mﬂﬁﬁm@ﬂuminto water
(140 roL) and teR-2dddteskle aemtE P iR %?c oromethane. The organic phase was

washed with brine and dthed (Na2S04). Mal gel chrom aphy afforded the title compound (2.8 Q).
C12,11020 (212.10), LCMS (CI): 212.09 (ML. 'lIN ), 300MHz), 57.09 (d, 211), 6.77 (d, 211),

4.57 (s, 111), 2,54 (in, 1 11), 2.18 (in, 211), 1.67;3QF(rat, 611), 25Steps 2 to 4:
(5)-21444,4-Dif|uoro-cyclohexyl)-phenoxymethy‘ll<-2“S-ﬁ\lhydro-OxezoIO(B,Z- alpyrimidin-7-one
o—le o

: oxv-phenyl)-bicyclo[33.1]nonane

e jiigzzojihmiibicyuhﬁj.l]mm-hl @7 g 1457 mmol) (prcpami in

ancﬂrdanrawithﬂmpm:edmﬁsetfuﬂhinswpzuf&mpla lﬂ}wﬁsdiss?lwc-lmEtDH
10 {150 mL) after which coneentrated hydrochloric acid (15 ml) was added. This mixiure was

otirred st 50°C ovemight The solverd wes removed under reduced pressure, Watsf (50 m-l.}

was edded. The mixture was basified with squeons ammopie and extracted three limes with

FtOAc. The organic phese was dried and conceatrated to provide the tidle compeund (5.5 g)-

'H NME (CDCly, 300MHz), § 7.28-7.49 (5, T8, 6.95 (d, 2H), 5.06 (s, 2H), 2.74 (br.s, 1H),

15 238 (b.s, 2H), 1.36-2.08 {m, 12H).
i -9-yl- L
Step 2: 4-Bicyclo[3.3.1]non 9-yl-pheno |
To 9{4—benzaf10xy—phm1yl}-hicynlu[3.3.]]nﬂnm (44 g 14.6 mmel) In MeOH (100
ml) and EtOAc (100 mi} (warmed to 40°C to facilitate dissolution, -1]1311 cooled tulr::
tﬂmpﬁntm}wﬁsaddadlﬂ%PdfC{ﬂ.Sg]mdﬁrﬂg. This mixture was stizred under Bz { 1]
20 oavemipht Thamﬁunmixtmmsﬂmnﬁllemithmughwlﬂe. The filiratc was
concentraied 1o give the {ile compownd as & solid.(3.1 £).
C,sHmO (216.15), LCMS (CR): 216.17 .
7 NMR (DMS0-dg, 300MHz), & 9,11 (s, 1H), 7.14 (d, 2H), 6.72 (d, 28, 2.62 {5, 1H), 2.13
(b, 2H), 1.24-2.06 (m, 12H). .
25  Steps2iod: (S}-I-(d.-Bic]rclu['ElJ.Ihnn-g-)d-pheuoxymemyl}-ﬂ-dlhydm-nxuzﬂluﬁ,}
a]pyrimidin-7-ong
The title campomd wes prepard fom 4-bicyelof3.3.1]non-9-yl-phenol and R-
epichlorohydrin employing the procedures in Steps 1 through 3 of Example 1. [a]p® 43.56 (¢
0.5, CHCL).



The title compound was prepared nom 4-(4,4-difluoro-cyclohexyl)-phenol 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 (I11-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, 3#1), 4.09 (AB-m, 111), 168 (b.s, 111), 135-115 (n,

811). Example 25
5(S)-2-0-1,3-Digrpingy; [AC‘EB r -2,3:thiydin-ontz0IOP,2-abylilnidia-7-One ar) Step 1;
4-1,3-Dioxinan-%:f‘r he?lgg [;‘?E&mdﬁgbﬁﬁyﬁé’gﬁpared in accordance with the procedures as
described in Go L3 00T TZqAA 10/ 7 584258 B.9b Q7). LCMS

. ; o - (m,
(ESD: 181.09 (Mg,nm_aj@mgg 4@@%?@?%&?%32‘%3 , %ﬁﬁiﬁ%ﬁ 1), 425

(in, 211), 3.98 (t, 211), 3.73 (g, 111) 2.2
(S)-2-(4-1,3-Dioxinan-2-34-phenoxymethy0-2, 3-dtxhple@iezoloP,2- alpyrimidin-7-one 15The title

compoundiwas p@émm%&w%%t%%ﬁ drin employing the
. [dJon -57- g@?‘”@lﬂ [oni:yd

procedmes as set forth in Steps 1 through 3 of Example
Cnll1gN205 (331134), LCMS (ES!): 331.08 (M++11). AMR (1)MSO-d6, 300MHz), 7.76 (d, ill), 732

(d, 211), 6.91(4, 211), 53.2 (d, 111), 5.44 20(5, 11}
311), 3.91 (m, 211), 1.89-2.06 On, HD 1.42 (d, 111),
2(S)-(4-Emmo-phenotcymethy0-2,3(3)ydro-oxeZoms

o, " ,1
DJ%N o

Step 1: G{I-Hydmxy-cycluhuyl}p}'ﬂdiud-nl
To & solution of &-bromo-pyridin-3-ol (5.0 £ 28.7 mmol) in enhydrous THE (75 mL})
and anhydrons toluene (40 ml) at -783°C was added o-butyllithivm (2.5 M in hexane, 28.73
10 mmol). The mixture was stimed for 20 min, A solofion of sec-butyllithjum (1.4 M‘ in
cyclohexane, 43,1 mmol) was added dropwise aud the mixture stired at —78°C for I hour. To
1.h-e mixiure wes edded cyclohexancpe (4.23 g, 43.1 mmol) in THF (25 mL) et -78°C BIlﬂ the
miture stirred 2t ~78°C for 1 houc. Satvrated Nak,PO, sofution (10 mL) was slowly added 1o
themimaudthambcmmmwmedmmumtempemmm Water (300 mL) was added,

15 The reaction mixture way neufralized wilh hydrmchloric acid (2N), and the mixture extractad
three times with BiDAc. The organic layer was washed with brine and dried (Naz80;). Silica
gel chromatography (BtOAc/heptane) providad 2.63 g of the title compoumd.

CuH NG, (193.11), LCMS (EST): 194.09 (M*+1).
Step 2: 6-Cyclohex-1-emyl-pyridin-3-o]

20 Te a suspension of G{I—hydroxy-cyclohexyl}—p}rddh-B—nl (25 g, 12.9 mmol) in
tn?uma (130 mL) was added p-toluenesulforic acid monohydrate (812 g, 42.7 mmol). The
forxture was refluxed with azeotropic remaval of water for 2 hours, The reaction minture was
cooled to room temperature, newtralized with agneous NaHCO, end extracted three times wilh
EtOAc. The orgenic phase was washed with bring, dred (Naz50,), passed through a silica gel

25 pad and concenfrated to provide the title compound as a solid (2.2 g).

CuHENO (175.09), LCMS (ESD: 176.07 (M '+H).
Step 3: 6-Cyclohexyl-pyridin-3-ol

HF—I‘ LA

L

Pt

P



0) 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. CroHNEEN2RRLRADE s@mﬁs%@%ﬂmm (A0 4B (a TEABOOMMT), 37.39

SWF 3 2(5) Tt TR AR L e S T s St bdeuiobe i Lo
compound wai:pmha@rbﬁmmﬁﬁ):&(ﬂﬁmﬁltpt@ﬁbwyﬁhe@% ATheqBlRiEGwRa s R =playing
(11.010), 11200 5% ﬁéﬁgmmﬁ%‘@@% (4,260,748 0, 111) 6.9 (@, 211), 551 (6 10,
532 (m, 151), FarHH @ﬁ?éila Example 27
2(8)4441,43 3@qumvt9mmm®memnmwmmw@om 2ByGmidih-¥5800ne
1.97 (mn, 5H}, 1.15-1.56 {m, 5H).
S1zps 4 to 62 (S}-Z-(6-Cyuluhexyl—pyridin—ﬁ-onxymeihyl]—E,E—dihyﬂm—oxnmlu[S,Z—
ajpyrimidin-7-one
10 The tile compoond was prepared from 6-cyclehexyl-pyridin-3-ol ané R-
epichlorohydrin employing the procedures as sel forth in Steps 1 1hrough 3 of Example 1, with
the exception of meintining the resction iemperature al 50°C, rather than ethanel reflux as
used in Step 3, Example 1. [a]p” -28.00 (c 0.5, CHCL).
CyiHa N3 05 (327.15), LCMS (ESD: 328.17 (M"+H).
15 YH NMR(CDCl, 300MEHz), § 8.21(d, 1H), 7.04-7.24 (m, 3H), 6.10 (d, 1H), 5.30 (m, [H),
424-4.42 (m, 4D, 2.65 (br.s, 1H), 1.19-1.95 (m, 1GH).
Example 22
{S)—Z—(d—C)fclnhﬂxjrl-E-meth]rl-phuxgmethy]]—Z,S—dihjrdm-oxuznln[B 2-a)pyrimidin-7-one

D
{
0L
D_-JiMN o

20  Step 1: 4Cyclohexyl-3-methyl-phenol
(8)-Cyclohexyl-4-methoxy-2-methyl-benzene Wes prepared in two steps by a Suzuld
coupling of 2-methyl-4-methoxypbenyl-1-borenic acid end cyclohexenol triflaie following the
procedures of Carmen et. al., Synletl 2005, No. 10, pp 1601-1605, 10 obtain 1-cyclohexenyl-4-
methoxy-2-methyl-benzene, which was subsequently hydrogenated to form l-cyrlobexyl-4-

25  methoxy-2-melhyl-benzene.

To 1-cyclohexyl-4-methoxy-2-methyl-benzene 2.04 p. 10.0 mmol) in CHzClz (20 mL}
was added BBry (1 M in CHzCly, 25 mmof) dropwise at 0°C. This mixtiure was stirmed at 0°C



Step 1: (S)-2-(4-(1,1,33-Tetramethyl-butyl)-phertoxymethyl)-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-Tetrametbyl-butyl)-phenoxymethyl)-4,5-drirydro-oxazol-2-yhmine The title
compound wastPr &P o ntiesTeacian mixgs: rew st gyl with MpDEr(atyiefligmeddpne
employing the mwaﬁa&mmmm%@ﬁm%g ﬁ%ﬁ%%%&éng (ES)):
3052 (M++11).i%§4%g&(ﬁ) 13 3%9%4%522%18 725 (d, 211) 6.86 (d, 211), 4.92 %4.04 AB-m, 211),
3.92 (cid, 1H), 182 (G0 i‘,%i“’lfﬁ’(v.  HOSE, fhop Fih Rt rse g, Thy prgamisphase
2(S)44-(1,1,3,3vFetreathath pieirydnep isied x(aeRDy) | 8- chhyeitored a7 GiE: 2pcb plrdmidiprisRpe  The
title compqundmgwlgmﬁh@kg-éﬁ(ﬂl&&ﬁ@& e hyI-but)(/jl)- )
phertoxymethyl)-43-dihydro-oxazol-2-ylamine empjoying the procedures 59 set forth in Step 3 Of
Example 1. 14?’2@1%2 é%‘sé%é%%)l%éﬁﬁlzébos (356.21), LCMS (BM): 357.18 pe-i-ro. lo111
NIYIR (CRC13HAMMRIEDLTS, ToaB(H 251,06 @ 1), 614 (8 1% (.3 4D 1 1046 <L 1), 525 ¢ 1H).
422439 (m’41]1)i;;‘\}}Z$ﬂ(r§s’ %ﬁl %ﬁ?%éﬂl{ﬁ .70 (s, 913(). Example 28

2(S)-(4-Cyclohe Igﬁ%ﬁg}(@bﬁg y1)-2,3- P o-oxamalo[3,2-a)£érimidin-7-one 15Step 1:
(S)-2(4-Cyclohsys : t/clphirsyl < -methipleplitmearatheipt s Eepaieth
4-cyclobaxyl-phppehsad-RResapichlorohydrin employing the procedures as set forth Iiﬁzsntep 1 of
Example 1.

The ftitle compound wes prepared from d4-cyclohexyl-3-methyl-phenol and R-
epichlomohyddn employing the procedures as set forth in Sieps 1 through 3 of Example 1.
[e]n® -51.00 (= 0.5, CHCL).

CaoH>4Nz03 (340.17), LCMS (ESI): 341.16 (M*+H).
15 'HNMR (CDCl, 300MHz), 5 7.23 (d, 1H), 7.13 (d, 1H), 6.68 (d, 1K), 6.67 (s, 1H), 6.09 (4,
1H), 526 (m, 1H), 420-4.33 (m, 4H), 2.63 (brs, 1H), 2.30 (s, 3H), 1.24-1.91 (m, 10H).
Example 23
(8)-2-(4-Cyclohexyloxy-phenoxymethyl)-2,3-dhydm-oxazolo[3,2-z]pyrimidin-7-one

0

o0
DJ*“N o
20 Step I: 4-Cyclohexylnxy-phenal

To 1-cyclohexyloxy-4-methoxy-benzene (2.06 g, 10 mmol), prepared in accordance
with the procedwre of He, et. al, [ 4m. Chem. Soc, 2005, 127, 6966, in DMF {20 mL) was
added sodium ethanethiolate (1.15 g, [1 mmol}., The reaction mixture was siirred at reflux for
two hours. The reaction mixiure weas then cooled o oom temperature.  Waler (5 ml) was

25  added afler which the mixture was neutralized with hydrochloric scid (2N). Ethyl acetate (200
mL} was then added and ihe organic phase washed wilh water three times, brine twice, and
dried (N2;504). Silica gel chromatepraphy (EiOAcheplane) provided (.8Bg of the fitle
compound.



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-cyclohexyl-pitenoxymethyl)-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

(1d112)1%)4g£(3b5 @glﬂlg{tﬂz)ﬂg%ﬂg;&m;gl{ggﬂ}%@ a2, 4.05 (AB-m, 211), 3.91 (dd, 111), 3.61 (d!,

, 2- r m te

2(S)-(4-Cyc|ah§r§\m€)? ?ﬁW@BE)&%@&b"E‘Paﬁﬁbﬁ'é @Hﬁn]&m{wb%g} (mT%g[’EIJe compound
was prepared {2y )1 234-6% GaleERy|-phenoxymethyl)-4,5- thilydro- oxazol 2- ykunlne employing the

(526.16), LoM SR R e S St 210 6.0

(d, 211), 6310 (Gem$), 526 (rn, 111), 422-4.38 (m, 411), 2.45r.s, 111) 1.70-1.88 (m, 511), 132-1.43 (in,
S511). Example 29 The title compound was prepared from 4-cyclohexyloxy- -phenol and R-epichlorohydrin

5(S)-2-(4- Trlfluoromethyl phenoxy- heno thyl)-2 3 d dro- qxamlo 3 py i3
The title compSRRPHRE éfiﬁ’f@h“% %”[Fﬁ R earoxiyi%“p.lﬁgzla# e?%ﬁ??ohydnn

employing the me3gedHEs)as set forth in Steps 1 through 3 of Example 1. 10[ale -31.20 (c 05,
CHC13). C2cTA0RNR00, (49-140) LY ™33 4P P+ 11).
10 Example 24
(S)-2-[4-{4,4-Difluoro-cyclohexyl)-phenoxymethyi]-2,3-dilrydro-oxaznlo]3,2-a]pyrimidin-7-
one

AN
Lol

Step 1: 4-(4,4-Difluoro-cyclohexyi}-pherol
15 To = solution of 4-(4-hydroxy-phenyl)<yclohexenone (5 g, 26.3 mmol) was edded ‘
bis(2-methaxyethylYammo)sulfirtriflouride (29.1 g, 131 mmol) under pitrogen in & plastic
bottle. The resction mixtiure was stired at room termperature for 48 haurs. EtOH (14 drops})
was added, aod the reaction mixture allowed to stir for an additionsl 24 hours. The reaction
mixture was powred into water ([0 mL) and the equeous layer extracted twice with
20  dichloromethene, ‘The orgenic phase was washed with brite and dried (N2;804). Silica gel
chromatography afforded the Gtle compound (2.8 g).
CiHoFz0 (212.10), LCMS (CD: 212.09 (M)
'H NMR (CDCl, 300MEz), § 7.09 {d, 2H), 6.77 (8, 2H), 4.57 (s, 1H), 2.5¢ (n, 1 H), 2.18 (m,
2H}, 1.67-1.97 (ra, GH). :
25 Steps 2to 4: (8)-2-1444, 4—D1ﬂunm-n5~cluhmql}-phmxymeﬂ1yl]—2,3-dihyﬂm—uxﬂzulu[3 2~
a]pyrimidm-7-one
The title compound was prepared from 4-{4,4-difluoro-cyclohexyl)-phenol and R-
epichlorohydrin employing the procedures as set forth in Steps 1 through 3 of Bxample 1.



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 argl 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, Shahla'Rb (362.14) SEMBES63 25 M5, 311), 4.12 (A.13-nr, 111). Example 31

(8) 2 3enzathmatx omsoal b gl B ol GRS BT SN0 45, 77

The title compog%ndm%{é% ed from henzothlazo -0l and R-épichloro
procedures as S&tf aﬁ% P e S BB b e &8 @élmgdéémfﬂMSO)
CHEI11N303S (301 05) LCMS (ESE): 302,06 a@xktplddsll N:MR (DMSO-d6, 30011114, 67.74 (d,

1H), 7.69 ¢, 1 f‘mﬁ%ﬁ &]ﬁ%ﬁ&y&_{? .80 8?3.%_&]1@21@30 (;)r .S, 111), 430-4.58
p

(m, 3H), 4.08 ( 1). Exam
(S)-244-(2-0xo-pyrralld|n -l-y1)-phenoxymethyl]-23-dihy@i~rpcazolop,2-alpyrimidin-7-one 10The title

compound was prepared from 4-(2-oxo-pyrrolidin-11)4hehol and R- epichlorohydrin employing the
procedures as set forth in Steps 1 through 3 of Example 1. KELP -9,47 (c 0.507, DMSO).

- 1“" ﬂ
Step 1: 4-1,3-Dioxinan-2-yl-phenal

The title compound was prepared in eccordence with the procedures as deseribed in
Gopinath et al., J. Org. Chem, 2002, 67, 5842-5845.
10 CpHy0q (180.07), LCMS (ESD): 181.09 (M'+H).
*H NMR (CDCls, 300MEz), § 7.34 (d, 2H), 6.77(d, 2H), 5.45 (s, LH}, 4.25 (m, 2H), 3.98 {t,
2H), 3.73 (q, [H), 2,21 (m, 1H), 1.92(m, 1H).
Steps 2 to 4: (5)-2-(4-1,3-Dioxinan-2-yl-phenoxymethiyl)-2, 3-dihydro-oxezolof32-
afpyrimidin-7-one i
15 The tidle compound Was prepared fom 4-1,3-dioxinan-2-yl-phenol and Re |
epichlorohydrin emplaying the procedures as set forth in Sieps 1 through 3 of Example 1,
[aln”™ -57.00 (c 0.553, CHCL).
CipHigNa20s (330.34), LCMS (ESI): 331.08 (M™411).
'H NMR (DMSO-ds, 300MHz), § 7.76 (d, 1H), 7.32 (d, 2ED, 6.91(d, 2H), 5.82 (4, 1H), 5.44
20 (s, 1H), 533 (br.s, 1H), 426-4.43 (m, 3H), 4.07-4.15 (m, 3H), 3.91 (m, 2H), 1.55-2.06 (m,
1) 1.42 (&, 1H), '
Example 26
2(S){4-Bromo-phenoxymethyl}-2,3(5)-dikydro-oxazole[3,2-a]pyrimidin-7-one

Dt\l;\n} .....;’D@Br

25 Step 1: {8)-2-(4-Bromo-phencxymethyl)-oximne



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, 111), 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 tifle 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). 1111 D Maipotibit 30Mptedad” S5rmi-BbldophetdN kil ) ehibloiihyBdd ), 7.32

(m, 211), 725 (d, 1H), 5.86 d 1), 5. 46 s, 2}1) 4.46 (t, 111), 427 (AB-rn, 111).
25Example 3478 Aer- ydro-oxazolo(3,2-ajpyrimidin-7-one
The title compmémmﬁmﬂﬁﬁé’ﬁm R- eplchlonphydrla employing the
(516.14), LOMS (R (PEES e @fﬂ"ﬁ%@‘%’é‘*’.‘%&ﬂ e s .
411), 5.82%d, 1o 11, 3Pttt dM1%5766d. AFR (in 3H), 4.11(A13-m, 111), 1.23 (s, 914). Example 35
10(S)-2- (4-Pertaftiom)-sumahe praxsriaibying P diysleosuat @ -faida]pyrimidin-7-oae FF O ...
2.4 The tifle compomnd was prepared from (8)-2-{4-bromo-phenoxymethyl)-oxirene
employing the procedures as set forth in Step 2 of Example 1.
CrHBrN2Os (270), LCMS (EST): 271.03 (M'+H).
10 ‘HNMR (CDCls, 300MHz), 5 7.39 (d, 2H), 6.81 (d, 2H), 4.91 (m, 1H), 4.2 (v. br,, 2H), 4.03
(AB-m, ZH), 3.94 (dd, 1H), 3.61 (dd, 1EH).
Stzp 3: 2{8)-{(4-Bromo-phenmogymetiyl}-2,3(5)-dihydro-oxazolo[3,2-a]pyrimidm-7-one
The tifle compound was prepared from (5)-5-(4-bromo-phenoxymeibyl)-4,5-dihydro-
oxezol-2-ylemine employing the procedures as sct forth in Step 3 of Example 1,
15 CuHyPrNaOs (321.99), LCMS (ESI): 323.01 (M +H).
' NMR (DM50-dg, 300MHz), & 7.75 (d, 2H), 7.48 (d, 1H), 6.93 (4, 21D, 5.81 (d, 1H), 5.32
(m, LED, 4.24-4.44 (ra, 3H), 4.10 (dd, [ED),
Example 27
2(S}[4-(1,1,3,3-Tetramethyl-butyl)}-phenoxymethyl]-2,3-dihydro-oxazolof3,2-a]pyrimidin-7-

20 one

Utl,}{o@_pz\

Step 1; (S)-2-{d—(1,1,3,3-Tetramethyl-butyl)- -oxirane
The title compound wes prepared from 4-{1,1,3,3- teiramcﬂlyl-buty[)-pheml and R-
epichlorobydrin employing the procedores as set forth in Step 1 of Example 1.
25 Cp7Has0z (262.19), LCMS (EST): 30423 (M“HEHCH;CN).
'H NMR (CDCls, 100MHz), § 7.28 (d, 2H), 6.84 (d, 2H), 4.19 (dd, 1K), 3.98 (dd, 1H), 3.36
(m, [ED), 2.50 (¢, 1H), 2.76 (dd, 1H), 1.71 (s, 2H), 135 (5, 6H), 0.72 (5, IH).
Step 2: (8)-5-(4-(1,1,3,3-Tetramethyl-butyl)-phenoxymethyl}-4,5-dilrydro-oxazol-2-ylamine
The tile compound wes prepamd from  (8)-2-{4-(1,1,3 3-tetrametlryl-Iastyl)-
30 phenoxymethyl)-oxirane employing the procedures as set forth in Step 2 of Example 1,



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, 31301e0lz), 5 7.85 (d,
211), 7.77(d, 111), 7.13 (d, 2H), 5.83 (d, 111), 537 @r.s, lll), 4.39-4.49 (in, 3H), 4.12 (re, 1H). Example
36 244-(4-tert-Butyl-cycloheayl)-phenoxymethyli-2,3-dihyrim-oxazolo [32-a] pyrimidin-7-one oti1/40-/,
20Step 1: [4-(4-tert-Buty4-cycioheiryl)-phenoxymethyll-oicirane-  The title compound was prepared
as s 65:35 mixtmeeid (3BhdIsISE 8 (5T A0512 @H+0tyl-cyclohexyl-phenol and epichlorohydrin

loying th insSiop P 8 CMS(ES)):
P s 28 AR SR A
544-(4-tert-Buty? Bﬁ%ﬁ%ﬁliﬂ;%dr@&%-@%m 074 (s, %Be due compound

was prepared diep 36 3884118, 3 TaadMHANGH P fhenoxymellyl]-2,3-dihydro-oxezolo[3,2-
[4-(4-terthgtyl-%ﬁ%puherroxymethyll-oxinme employing the procedm-es as set forth in Step 2 of
Example 1, Cao-H30-Na02 @30.23), LCMS (ES1): 331.25 (M'i-H). 5Step 3:

2-[4-(4-tert-Butyl-cyciBhexiitiep heavepapd t s 2 Sriied d rimox a £} T4ehd 3,3 Themitteybbondpund was
|tohr§ %?12%% gt? rrgso? set Pflg r{h E&&%%W%@W@ )@%g? g :Soylng
(te-PH) D™ 3. » CHCL).

CoHaat¥>05 (356.21), LCMS (BSD): 357,18 (M™+H).

10 'HNMR (CDCl;, 300MHz), § 7.28(d, 2H), 722 (s, 1H), 6.79 (d, 2H), 6.10 (d, 1H), 5.26 (m,
1H), 422-4.39 (m, 4H), 1.70 (s, 2H), 1.34 (3, 6H), 0.70 (s, 9H).
Example 28
2(8)-(4-Cyclohexyl-phenoxymeityl)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one

15 Step1: (S)}-2-{4-Cyclohexyl-phenoxymethyl}-axirane
The title coropotnd was prepared from 4-cyclohexyl-phenol and R-epichlorohydsin
employing the procedures as sct forth in Step 1 of Example 1.
CisHa0; (232.15), LCMS (BSI): 274.19 Q' +H+CELCN).
'HNMR (CDCh, 300MHz), 5 7.12 (d, ZH), 6.85 (d, 2H), 4.17 (ad, LH), 3.96 (dd, 11), 3.34
20 {m, 1K), 2,89 (t, 1H), 2.74 (dd, 1H), 2.4 {m, 1H), 1,78-1.85 (m, 5H), 1.31-1.43 {m, SH);
Step 2: (8)-5-(4-Cyclokexyl-phencxymethyl}-4,5-dihydro-oxazol-2-ylamine
The tifle compound was prepared from (8)-2-{4-cyclohexyl-phenaxymethyl)-oxirane
employing the procedures as set forth in Step 2 of Exemple 1. _
C1HzN,0; (274.17), LCMS (BSI): 275.16 (M*+H).
25 'HNMR {CDCl, 300MHz), 5 7.13 (d, 2H), 6.85 (dd, 2H), 4.51 (m, 1€), 4.2 (v. br., 2H), 4.05
(AB-m, 2H), 3.91 (dd, 1H), 3.61 (dd, 1H), 2.45 (br.s, 1H), 1,17-1.93 (m, 10H).
Step 3: 2(SH{4-Cyclohexyl-phennxymeihyl)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-ne
The title compound was prepared fiom (S)-5{4-cyclohexyl-phencxymeihyl}-4,5-
dihydro-oxazol-2-ylamine employing the procedures as set forth in Step 3 of Example 1.
30 (&) -56.40 (c 0.5, CHCL).



to111 NMI (CDC13, 300M11z), 5 724 (d, 1H), 7.15 (d, 2H), 6.81 (d, 11i), 6.10 (d, Ill), 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-Dimethyl-phenoxymethyl)-oximne  The title.compotmd was prepared from
3,4-dimethyl-phenol and epichlorobydrin employing the procedures as set forth in Step | of Example 2.
C1111:402 (178.09), LOVIS (ES!): 220.14 (Mt1-111-CH3CN), 111 MAR (CDC13. 30(1MHz), 8

7.03 (ci, 111), @yAdsh0ixa memmﬁhﬁqg(ﬂﬁpﬁ:a 95 20(dd, 111), 334 (m, 1114, 2.89 (t,

111)), 2.74 (dd, 11), 2.23 (s, 311). 2,19(s, 311). Step
o D -mﬁwﬁ o A S T i 2D, S A D SIS e

from 2-(3,4- d|memwmam@memylﬂmmnmemmmymméﬂ}mmmmsﬁ& forth in Step 2 of
Fautmple 1. C1211161,1202 (220.12), LCMS (E%gn%gglz;o (Mt+13). NMR (CDC13. 300MHz), 87.03
(d, 111), 6.74 (s, 111), 6.66 (d, 111), 4.90 (in, 111), 42 (v. hr., 211), 4.03 (AB-m, 214) 392 (dil, 111),
3.60 (dd, F11), 2@, Bifluoromsthy]-pheppxyghsmpxymethyl)-2 3-dih3'dr°-ﬂx of2,2-g]pyrmi

2-(3,4-Dimelhyl-phe:noxymethyl)-23-dihydro-oxazolgfg,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 @j%ﬁ% Qﬁ (272 11), LCMS (ESL): 273.13

(W+11). SO 111 NIAR (DMS0-4 300ME 1B (d %114 7. o 11), 6.75 (s, 114), 6.66 (d, 114),
5.82 (d, Ill), 531 (iii, D), 4.38 (t, 114), m, 2H), 4.09 (dd .18 (s, 314), 2.14 (s, 3H).
Example 38 CF

The title compound wes prepared from 4-(4-trifluoromethyl-phenoxy)-phenol end R-

epichlorobydrin employing the procedures es set forth in Steps 1 through 3 of Example 1.
10 [l -31.20 {05, CHCL).

ConH1sFaNa0y (404.10), LCMS (EST): 405.08 (M'+H).

'H NMR (CDCl;, 300MHz), & 7.55 (d, ZH), 7:26 (d, 1H), 7.00 (m, 4H), 6.90 (d, 2H), 6.11 (4,

1H), 529 (br.s, 1H), 4.24-4.44 (m, 4H).

Exampls 10

15 (S)-2-(4-Phenoxy-phenaxymethyl)-2,3-diltydro-oxazolo[3,2-a]pyrimidin-7-one

Dt“‘g’j.....xﬂ_@_'fj@

The title compound wes prepared from 4-phenoxy-phenol and R-gpichlorohydrin
employing the procedures as set forth in Steps 1 through 3 of Exemple 1. [a]p™ -0.60 (¢
0.503, DMSO).

20 CoHeNaO4, LCMS (ESD: 337.11 (M'H).
H NMR. (DMSO-dg, 300MHz), § 7.76 {d, 1H), 7.35 (d, 2H), 7.07 (i, 1H), 6.99 (s, 4H}, 6.52
(&, ZH), 5.82 (d, 1H), 5.34 (br.s, IH), 4.25-4.45 (m, 3H), 4.12 (AB-m, [H).
Example 31
(8)}-2-(Benzothiazol-2-yloxymethyl)-2,3-diliydro-oxazolo[3,2alpyrimidin-7-one

Dt\gj...../ﬂ_{:@



2-(4-hopmpyl-phenoxymethyl)-2,3-thirydro-oxazolo [3,2-alpyrimidin-7-one 5 ot.t)-/ Step 1;
2-(4-Isopmpyl-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 (CD#.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-Isopropyl-phenoxymelhyl)4,5-dihydro-oxazol-2-ylamiue  The title compound was prepared from

2-(4-isopropyl-phenodiadify 1soometmt waspiospagd hioprosedoitdszels2selt fndRirfdsiprahpdfxample 1.
15Cull1oN202 R HEMSIESP; (M&GE-H). . C13, 300MELZ). (d, 214),
6.86 (d, 211). 4%%%%%, 4.2 (v. bﬁ%ﬁ%&%ﬁ%&%ﬁ%ﬁ% f‘l%%b.é@(@dz‘l . 2.86 (q,

111). 1.22 (d, i tep 3: 244-1sopropyl-phenoxymethyl)-2.3-chltydru-oxazoloP,2-alpyrimidin-7-orte
The title compaDH,YWhexs eEres), TomS (s speapyivrhernoxymethyl)-4,5-arydro-

200xazol-2-ylami ing t r forth in Step.3.of Example 1. CNIIHN203
(286.13), ECMSE%%@Q%&%&W?#?&A?@(%E §3dds 130, (A0 G 1 7844, 214),
6.81(4, 211), 64L,0XQ, 180 §L5IH. F301(bay, VHR 130-4158i (m/BED), 4208 6AR-ni| LEY.21 (d, 611). Example 39
2-(3-tert-Butyl-phenoxymethy0-2,3-dihydro-oxaz%ﬁﬁyriroidixt-?-one

(5}2-[4-(2-Dxu-py]:mlidin-l-ylj-phﬂnuxymﬂmyi]-z,}dih}rdm—umzn]u[lz-alpyﬁmidi_m?hmﬂ

Dt“\hr\o)....,f—@b

10 The Gile compound was prepared from 4-{2-oxo-pymolidin-1-yI}-phenol end R-
epichlorohydrin employing the procedures es set forth in Steps 1 through 3 of Examyple 1.
[als™ -9.47 (¢ 0.507, DMSO),

Ca7HyN05 (327.12), LCMS (EST): 328.16 (M ™).
"H NMR. (DMSO-ds, 300MHz), 8 7.76 (d, 1H), 7.57 (d, 2H), 6.95 (d, 2H), 5.82 (d, IH), 5.33

15 (brs, 1H), 424444 (m, 3H), 4.11 (AB-m, 1H), 3.79 (¢, 2H), 2.46 (t, 2HD), 2.04 (m, ZH).

Example 33
(8)-22.5-Diphenyl-ihiezal-4-yloxymetiry])-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one

N 4
TS

The title compound was prepared from  2,5-diphenyl-thiazoldol and R-
20 epichlorchydrin employing the procedures as set forth in Steps 1 through 3 of Example 1.
[l +39.93 (c 0.503, DMSO).
CaaH17N:018 (403.10), LCMS (EST): 404.08 (M*+H).
"H NMR (DMSO-g, 300MHz), 5 7.95 (m, 26D, 7.78 (d, 1), 7.52 (m, SH), 7.32 (o, 2H),
725 (d, 1H), 5.86 (d, 1H), 5.46 (br.s, 1H), 4.83 (b.s, 2H), 4.46 (t, 1H), 4.27 (AB-m, 1H).
25 . Example 34



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 | of Example 2.
C13li1s02 (206.13), LCMS (EM): 24B.17 (MN-H+CH3CN). NMR. (COCL1.3, 300MHz), .5 7.22 (d,
111), 6.97-7.03 (n, 211), 6.72 (dd, 111), 4.21 (dd, 11}, 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 X gf FpampRdo Pl 3-diydtd MGl 6V} AgRikldps7Rae 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.,
). Step 3:

idi

2171), 4.06 (AB-m, 211), 3.94 (dd, 1 111y

2-(3-tert-Hutyl-phenoxymethyl)-0,3- t% @Qpﬁ-ajp '%&ne The title compound was
prepared film 5-(3-teit-butyl-phenoxyme dihydroomazol-2-ylatnine employing the procedures
as set forth in. Step 3 ofExample 1. 15C17112aN203 (286.13), LavlS (E?P 301.15 §M++11; 111

NAIR (CDC13,, 300Mﬁ2)‘1¥}‘=2@w/"‘%ﬁ v prepases o e Biopy-Rheas] sagoRgr: d, 1E1),
529 (n, 111), 42341dAdHThd Arbredi88s(8: R4 forienplel 4ktongh 3 of Fxample L. [e]p® 45.05 (¢ 0.5,
2-(4-Chloro- ph ethyl)-2,3-clihydnroxazolo(3,2-a]p3rimidin-7-one 20 Step 1:
2-(4- -Chlor3- phz%g(%ﬁethyl) -oximue

Cy7HagN204 (316.14), LCMS (ESI): 317.11 (M™H).

TH NME. (DMS0-dg, 300MHz), 3 7.76 (d, 1H), 6.87 {m, 4ED, 5.82 (d, 1H), 5.31 (br.s, 1H),
4721-4.43 (m, 3H), 4.11(AB-m, 1H), 1.23 (5, 9H).
Example 35
10 (8)-2-{4-Pentafluprosulfur-phenoxymethyl)-2, 3-dihydro-oxazolo[3,2a] pyrimidin-7-cne

il’}f@j

The ftitlc compound was prepared from 4-penmfluoresnlfir-phenol and R-
epichlorohydrin emplaying the procadures a9 set forth in Steps 1 through 3 of Exemple 1.
C1aHuFsNz08 (370.04), LCMS (EST): 371.02 (M'+H).

15 'HNMR (DMSO-ds, 300MHz), 5 7.85 (d, 2H), 7.77 (d, 1H), 7.13 (d, 2D, 5.83 (d, 1H), 5.37
(brs, LH), 4.39-4.49 (m, 3H), 4.12 (m, 1H).
Example 36
2-]4-(4-tert-Butyl-cyclohexyl)}-phenoxymethyl]-2,3-dihydro-oxazelo[3,2-a] pyvimidin-7-one

Dt\{j_/o@_o_é

20 Step 1: [4(4-lec-Butyl-cyclohexyl}-phenoxymethyl[-oxirene
The iitle compound was prepared as & 65:35 mixtmre of two isomers starting from 4-
{eri-butyl-cyclohexyl-phenol and epichlorohydrin employing the procedures as set farth in
Step 1 of Example 2.
CsHz0;2 (288.20), LCMS (ESI): 33028 (M"+IL+CHACN).
35  Step2: 5-[4-(d-tert-Butyl-cyclohexyl)-phenoxymethyl}-4,5-dihydro-oxazol-2-ylamice



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. IED, 3.92 (dd, 111), 335 1H).
2-91 (1, 11-17). 2-78 (dcl, 111)- Step 2: 5-(4-Cholorg-phenoxyinethy1)-4,5-dlydro-oxazol-2-ylamine
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!), 300MHE= Sitkpqopapornd yoss ecpered s ja £3G0 (mixiinte] 9F 22 frother2fetmt [B34EB-m, 211),

3.93 (dd, 111%@1@-&5’&@%@%@&}&]@3 employing the procedures as sef forth in Step 2 of
2-(4-Chloro-pbgnox fﬁ%thyl)-Z_,3-th|ydro-oxazolor3,2-a p3rimidin-7-one The title compound was

prepared from. 5- ro-phenoxymetbyl)-4,5-dihydro- 5oxazol-2-ylamine employing the procedures
as set forth in SeH:FROF@EANHE LOMSBESNIB 1203 @N8.05), LCMS (HSI): 279.06 (144--1-1-).

NMR (CDG13, 300 5] tg&g_%? (3l 9%81 (g, %l O%S%' 1112215 nﬂlﬂH 20-4.44 (n,
413). Example?41 102-]{?&%romo-p égoxyrn {1% -2,3-dI cﬁ%)%gxa olo[3; -af) ré’n“ -7-one
-0ne

The title compound was prepered from 5-[4-(4-tert-butyl-cyclohexyl}-phenoxymethyl]-
4,5-dihydro-oxazol-2-ylamine employing the procecures as set forth in Step 3 of Example 1.
CaaHaoNz05 (382.22), LCMS (ESI): 383.25 (M'+H)

10 'HNMR (CDCL, I00MHzZ), & 724 (d, 1H), 7.15 (d, 2H), 6.81 (d, 1H), 6.10 (d, [H), 5.26 (m,
1H), 4.214.41 (m, 4H), 2.86 (g, 1H), 121 (d, 6H).
Example 37

2-(3,4-Dimethyl-phenoxymethyl}-2 3-dihydm-oxazole[3,2-alpyrimidin-7-cne

aeeoars

15 Siep 1: 2-(3,4Dimethyl-phenoxymethyl)-oxirane
The title compound was prepared fom 3,4-dimetfryl-phenal and epichlorohydrin
emplaying the procedires as set forth in Step 1 of Example 2.
CyHy40z (178.09), LOMS (ESI): 220.14 (M*+H+CH;CN).
"H NMR (CDCly, 300MHz), & 7.03 (4, 1H), 6.74 (d, IH), 6.66 (dd, [H), 4.17 (dd, 1H), 3.95
20 (dd, 1), 3.34 (m, 1H), 2.89 (1, 1H)), 2.74 (dd, 110, 2.23 (s, TH), 2.19(s, 3H).
Step 2: 53,4 Dimethyl-phenoxymethry]}-4, 5-dibydro-oxazol-2-yleming
The fitle compound was prepared from 2-(3.4-dimethyl-phenoxymethyl)-oxirane
employing the procedores as set forth in Step 2 of Exemple L.
CizHiNz05 (220.12), LCMS (ESI): 22110 (M*+).
25 'H NMR (CDCly, 300MHz), 5 7.03 (d, 1H), 6.74 (s, 1H), 6.66 (d, 1H), 490 (m, 1H}, 4.2 {v.
br., 2H), 4.03 (AB-m, 2H), 3.92 (dd, LH), 3.60 (dd, 1H), 2.23 (s, 3E0), 2.19 (s, 3H),
Step 3: 2-(3,4-Dimethyl-phenoxymethyl)-2,3-dihydro-oxazolof3,2-a]pyrimidin-7-one
The title compound was prepared fiom 5-(3.4-dimethyl-phenoxymethyl)}-4,5-dilrydro-
ox2z0l-2-ylamine employing the procedures as set forth iz Step 3 of Example 1.
30 CisHieNz0s (272.11), LCMS (ESI): 273.13 (M*+H).



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 | of Example 2.
35C91413rea (227.97), LCMS (EST): 270.03 (M+414-C113CH). NMR (CDO03, 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

oD ot ﬁéﬁé‘?ﬁﬁﬁ%@?&‘fﬁ% I AT S E R AR TN
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compound was prepared from 5- (4bromo phenom;ﬂglr;ms dihydro- oxazol-2ilamine employing the
procedures as set forthyip, Ste QC lg‘_%aq Mﬁé@y@]&%ﬁ_ 3‘%& Je323.01
(I11e-i-F1). 114 NMR (CDC13,300M11z), 87.40 (d,211), 725 (d 1 d 211) 6 09 (d, IH), 5.28

(D, 1lI), 4.204.44 (n, 411). 30Example

2-(4-Trilinoromethyl-phenoxymearyl)- 61/ j@o yr| ldin-7-one Step 1:
2-(4-Trifluoromethyl-pharoxymethyp-oxir The title compound was prepared from

4- h|IIurom€thyI -phenol and epicitiorohydrin 5 employing the procedures as set fords in Step 1 of
Example 2. 2HR ik &Hcxrprpgbricnyametipdrexinng 6.68 (d, 2.14), 4.22 (dd, 1E1), 3.91 (dd, 1111

3.35 (m, 111), 2.91 (tThe1#Ne?chhfdthd | WraSieRpdied from 4-isopropyl-phenol and epichlorohydrin
5-(4- Trlfluoromee]}]k'},\{ ﬁﬂfﬂgm -4,5- unrl%dro oxalzgtl%ﬁlge
CroH1502 (192.11), LCMS (ESY): 234.16 (M +HACH;CN).
10 'HNMR (CDCl, 300MHz), 6 7.15 (3, 7H), 6.86 (d, 2H), 4.19 (dd, 1H), 3.97 (dd, 1H), 3.35
(m, 1H), 2.83-2.94 (m, 2H)), 2.78 (dd, 1H), 1.24 (d, 6H).
Step 2:  S+(4-Isopropyl-phencxymethyl-,5-dihydro-oxazol-2-ylamine
The tille compound wes prepared from 2-(4-isopropyl-phencxymethyl}-oximne
employing the procadures a5 set forth in Step 2 of Example 1. :
15 Cp3H;Nz0z (234.13), LCMS (ESI): 235.16 (M'+H).
'H NMR. (CDCls, 300MEIZ), & 7.15 (d, 2H), 6.86 {d, 2, 4.93 (m, 16), 4.2 (v. br, 2H), 4.04
(AB-m, ZH), 3.92 (dd, 1¥D), 3.60 (dd, 1K), 2.86 {q. 1H), 1.22 (d, 6H).
Step 3; 2-(4-Isopropyl-phenoxymethyl)-2,3-dihydro-oxezolo[3,2-a]myrimidin-7-one
The title compound wes prepsred from 5-{4-isopropyl-phenoxymethyl)-4,5-dilydre-
20  oxazal-2-ylamine employing the procedures as set forth in Siep 3 of Exemple 1.
CrgHeN:20s (286,13), LOMS (EST): 287.14 (M +H).
"H NMR (CDCls, 300MEz), § 724 (d, 1H), 7.15 (d, 2F), 6.81(d, 2H), 6.10 (d, 1H), 5.26 (m,
1H), 4.21-4.41 (m, 4H), 2.86 (g, [H), 1.21 (d, 6H).
Example 39
25 2-(3-tert-Butyl-phenoxymethryl}-2, 3-dihydro-oxazolof3 . 2-e[pyrimidin-7-one

Ut\]hr \D)_/ o

Step I: 2-(3-tert-Buiyl-phenoxymelhyl}-oxirane



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: g
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 proccdthtdtifls semterundnvBee pepsfee ximm|S-taGhuilaiea 288l (sfishbwphiEi S (ESI):
313.07 (M++H)enldiodNMER: @%ﬁﬁg@} {%Mg@ (d, 111), 6.96 (d, 211), 6.10 (d, IN).
5.33 (in, 111), %4&% OExample 43
242-Chloon-4- ?f of x%ﬁ M%Wo -oxazolo[3,2-abyrimidia-7- One Step
;L 2-(2- Chrlllonolﬂmmh(ﬂmmh | iBOpWHh 8 iy GLeTHy) s o7 HRNERE THS, bl @m,n]%g,um]vy@(? prepared
rom 2-chloro y oying the procedures as set
forth in Stéqp 1%%&%?% hgﬁlv@g%é@j ze%iﬁé & f@g@q (M++H-FCH3C/i). B4 'H NIVIR
(CDC13, 300MHED 28 5‘@1%3!%1 mmlmmmm@aﬂmmm) 4.05 (dd, 1H) 3.38 (m,
111), 2.91 (¢, 111), Zﬂ;e(cm;elaam GRd M3 1 (Bnﬁnl ewie] %ﬂmﬂs&zﬁ#

-ylamine The tltle compound

\?va(é pc):rzlp?;?ef:rl %@%}st %ear ZiEliey 5%%§}3)r;a§tﬂyl) mcirane e.mploying the
procedures asGatiorHON(HBR1R WBMM}EQNZOZ (296.13), LCMS (ES!): 29742
(M111-Hly ey NMR (CDCh, 300MHz),  7.22 (3, 1H), 7.02 (d, 15), 6.98 (s, 1H), 6.72 (d, 1H), 4.93 (m,
1H), 42 (v. br., 2H), 4.06 (AB-m, 2H), 3.94 (dd, 1H), 3.62 {dd, 1H), 1.35 (s, 9E).
Step 3: 2-(3-tert-Buiyl-phenoxymethyl)-2 3-dihydro-oxaxoele[3,2-z]pyrimidin-7-one
The title compound was prepared from 5-(3-tert-butyl-phenoxymethyl)-4,5-difydro-
oxazol-2-ylamine employing Lhe procedures as set forth in Step 3 of Example 1.
15 CyHgNyO5 (286.13), LCMS (EST): 301.15 (M*+H).
'H NMR (CDCls, 300MHz), & 7.20-7.27 (m, 2H), 7.06 (d, 1EH), 6.50 (s, IH), 6.69 (d, 1H),
6.10 (d, 1H), 5.29 (m, 1H), 4.23-4.42 {m, 4H), 1.30 (s, 9H).
Example 40
2-(4-Chlora-phenoxymethyl)-2,3-dihydro-oxezolo(3,2-a)pyrimidin-7-one

Dt‘\lgl\'}_/ 0 —@—Cl

Step 1: 2-(4-Chloro-phenoxymethyl)-oxirmne
The 6He compound was prepared from 4-chlorophenol and e;:-lchlumhyﬂnn employing
the procedures as sot forth in Step 1 of Example 2. |
CoHClO2 {184.02), LCMS (ESI): 226.07 (M HHCH;CN).
25 'HNMR (CDCh, 300MHz), 5 725 (d, 2H), 6.86 (d, 2H), 4.22 (dd, 1H), 3.92 (dd, 1H), 3.35
{m, 1H), 2.91 (3, 1H), 2.78 {dd, LED.
Step 2: 544-Choloro-phenoxymethyl)}-4, S-dibydro-oxazol-2-ylarmine
The itle compound weas prepared from 2-{4-chloro-phenoxymethyD-oximme
employing the procedures as set forth in Siep 2 of Example 1.
30 CygHnCIN:O: (226.05), LCMS (ESI): 227.06 (M"+H).



Step 3: 2-(2-Chloro-4-(1,1-climethy1-propyl)-phenoxymethyl)-7,3dihydro-oximolop,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-y12m11le 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, 2Mm, 7.16 (d, 1H), 6.87 (d, 11-1), 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). tSExample 44

2-(1lipheny1-Agrymiet e 30Ny, @ze (@ 2P Inssmidineg; A5 Qe D, 4.2 (v. br. 2H) 403
2-(Bipherryl-4-o meth N-qxir ound was prepared from 4-biphenol and
eplehIorohydr|r’lf‘@%'[i‘ﬁ\’t?&}ﬁi'g5 %b ]p'}&gé%iﬁg é@get forth in Step 1 ofExample 2. Cr5H1402 (226.09),
LCMS (EST): 28825 (WWH&@@N#W-@@@M@@ME&E}DMT—WW 311), 7.42 (t,

2H), 7.26-734 (m, 21§, 7%(%&£%d W%&B) 2.79
(di, 111). Step 2: 5-(Bipheny1-4-oxymethyl)-4,5- dlhydro -oxazol-2-ylarnjne 25The title compormd was
prepared ffom S%Piﬁﬂﬂﬁjﬁedm i irdadispotetiirennle ket forth in Step 2 of

E;(gn;pgg I(.i frgﬁ%mmﬁ@?tbb}mzi&(ﬁsﬁ ﬂ@é&%@v{w{jl H). 111(NMR (CDC):13 30?M4i)1 16‘3 .
(d, IR). BOStep%IEEf% %&hﬂ e%hﬁ%’é%é%’é%}z éﬂz -ajpyn %1#’157539[@ dﬂ{'
4.20-2.44 (m, M),
Exemple 41

10 2~{4-Bromo-phenoxymethyl)-2 3-dihydro-oxazalof3,2-g] pyrimidin-7-ane

Dj\::\h[l’j}_/{j@_m

Siep 1: 2-(4-Bromo-phenoxymethyl}-oximne
The title compound was prepared from 4-tromophenol and epichlorohydrin employing
the pmocedures es set forth in Step 1 of Example 2.
15 CoHeRr0s (227.97), LOMS (ESD): 270,03 (M +FH+CHCN).
TH NMR (CDCls, 300MHzZ), & 7.25 (d, 2, 6.85 (4, 2H), 422 (dd, IH), 3.92 (dd, 1H), 3.35
{m, [F), 2.91 (t, 1H), 2.76 (dd, 1H).
Step 2: 5-(4-Bromo-phenoxymetity]}-4.5-dilydro-oxazol-2-ylamine
The tille compound was prepared fom 2-(4-bromuo-phenoxymethyl)-oxirene
20  employing the procedures as set forth in Step 2 of Example 1.
CroH BiN;05 (270}, LCMS (ESI): 271,02 (M'+H).
H NMR. {CECls, 300MHz), & 7.39 (4, 2H), 6.81 {d, 2H), 4.91 {m, 1H), 4.2 (v. br., 2H]), 4.03
(AB-m, 2H}, 3.94 (dd, 1H}), 3.61 {dd, 1H).
Siep 3: 2-{4-Bromo-phenoxymethyl)-2,3-dihydmo-oxazolo[3,2-afpyrinidin-7-one
25 The tile compound was prepared from 5-(4-bromo-phenoxymethyl)-4,5-dihydro-
oxazol-2-ylamine employing the procedures as set forih in Step 3 of Exemple 1.
| CysHuBRNL0; (321.99), LCMS (ESI): 323.01 (M'+H).
'H NMR (CDCl3, 300MEE), & 7.40 (d, 2H), 7.25 (d, 1H), 6.77 {d, 2H), 6.0 {d, [H}, 5.28 {m,
[H), 4.204.44 (m, 4H).
n ) Example 42



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. C191116N203 (320.11) LCMS (E81):
321.15 (M+-1-11). 11-1 NMR (DMSO-d5, 3901414 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), 4326347 (m, 311), 4.13 ('ld, 11). Example 45
2-(5,6,7,8-Tetrahydro-naphthalen-2-yloxymethy1)-2,3-dffiydro-axazolQOjpyrimidin-7-one C;) Step 1:
2-(5,6,7,8-Tetrahydro-naphthelen-2- yloxymettryl) oxmme 10The title compound was prepared fiom *
5,6,7,8-tetrattydro-n&gil afiepmmatahihen Erydtoyragolbls Prdowimidis-dsmet forth in Step
| of Example 2. C)3111602 (294.11), LCMS (MI) 246.1 (M -ECH3C1) 111 11MR (cra, 300MHz),
8 6.97 (d, 1l-), 6.69 (d, 1H), 6.62(s, 1E ‘ 2t 4F,3.33 (m, 111), 2.89 (i, 111), 2.64
-2.76 On, 5E11 1.76 (hr. s, 411). 158tep
5-(5,6"7,8-Tetrahydro-naphthalen-2- onxy y

~4,5-dillydro-oxazol-2-yiemirte The title compound

was prepared e B-b@-Telinigtsaiue sidpxymethy0-oxinme employing the
procedures as set fo%ﬂrﬁg é‘)i'z of E am lel. C 4 18N202 (246 131 LOvI FM) 247.13 (M4H) 'H
NIV1R (CDC13, 300 meyl-phegol hgdtinop .,

211), 4. ooqABmpErmxmﬂﬁc(dduﬂas s&ﬁﬂtﬁahlﬁfbﬂn)l, &E&aﬁmem 1.78 (hr. s 4H) Step 3:
2-(547,8- Tetmh rGy. xgazal I -0 The
tile compound was reﬁred from 95-(5,6 ?‘?t%%‘r&ﬁ?/ﬁdg B@Dg{ﬁaﬁaéngﬁ %Lﬁ%yﬁmﬂ IZD 935
yloxymethyl)- 4@@@5 b%iﬁﬁ:@?ﬁ%ﬂ@bmploymg the procedures as set forth in Step 3 of 25
Example 1. Culiiel NMMCB 390METz), 8 7.24
(d, 111), 6.98 (d 11 |d 1E1 6 58 (s, 111, Eg 082_&d 1H) 5.25 (m 111) 4.18-4.49 (in, 411),
2.71 (in, 4H), 1. 77(m trifitoromethtyl-phenoxymethyl-mcirane

10 pluymgﬂ:cprmedmasﬂssatforﬂlmswpinfﬂmmplnl.

CHy FsN20; (260.07), LCMS (FSE: 261,08 (M'+H).
'H NMR (CDCl, 300MHz), 3 7.56 (d, 2H), 6.99 (d, 2H), 4.94 (m, LH), 4.2 (v. br., 2H), 4.11
(AB-m, 2H), 3.96 (&d, 1H}, 3.64 (dd, 1H).
Step 3: 2-(4-Triflnoromethyl-phenoxymethyl)-2.3-dilrpdro-oxazolo[3,2-a]pyrimidin-7-one

15 The tile compound was prepared from 5-(4-triffuoromethyl-phenoxymethyl)-4,5-
dihydro-oxazol-2-ylamime employing the procedures as set forth in Step 3 of Example 2
CrH FaNx0s (312.07), LCMS (ESD): 313,07 (M™+H).
"H NMR (CDCly, 300MHz), § 7.57 (d, 2H), 7.26 (d, 1H), 6.9 (d, 2H), 6.10 (d, [H), 5.33 (m,
1H), 4.27-4.46 (m, 4H).

20 Example 43
2-(2-Chlora-4-(1,1-dimethyl-propyl}-phenoxymethyl)-2, 3-dikydro-oxezole[3,2-a]pyrimidm-7-

s 7

Step 13 2-(2-Chlora-4-(1,1-dimethyl-propyl}-phenoxymethyloxirme

25 The title compound was prepared from 2-chlarp-4-(1,1-dimethyl-propyl)-pheno) and
epichlorohydrin employing the procedures as se! forih in Step 1 of Example 2,
CrefeCl0; (254.11), LCMS (ESD): 296.13 (M'+H+CH;CN).



302-(4-(1,1-Dimelhyl-propyr-phenoxymeihyl)-2,3-dihydro-oxazolo[3,2-alpytimidin-7-one 136 Step 1:
244-(1,1 -Dimedayl-propyl)-phenoxymetbyi)-oxirture  The title compound was prepared from 4
-(1.1-dimethyl-propyl)-phenor and epichlorohydrin employing the procedures as set forth io Step 1 of
Example 2. 5 CHH2002 (220.15), LCMS (EST), 26423 (14411+CH3CN). H NAIR (CDC13, 300MHz).
7.23 (d, 21-1), 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-Dimetyyigoe h):ghgnm@emyl}mﬁ oy it Gk alid); 392 Gniti®, 426 (dindéHkd-8dmpound

2 <ot fori fé%”&é}é? iy 5"%%%%%%@%@%@%% et R,

(CDCI3, 3oommnmwmmmahﬂmmlb@wqﬁ§h *111), 3.61
(di, 111). 3.0 (v. hr., 344), da1 O]ﬁﬁt:ﬁ@.&hﬁmﬁiﬁmﬁmxl-pmpﬂ}-
2-(4-(1,1-Dimethyl1-propyl)- pheno cymethyl) 2 3- thI dro-oxa2ol |d|n [150ne The
title comp&undPheRg Eﬁﬂﬁﬁé"ﬁoﬁﬁ enory @‘

4,540:tydro- ommh&n@mm&mﬂmmtﬁslbnm%ﬁﬁ set forth in Step 3 of Example I.
C1211uN203 (314. 15.15.( @QMl 12), 5
725(d, 211). 7%%]4 Jﬁ l%mg%gﬁﬁfﬁl ? t2']”11) 4”22-4A0 (|n 411), 155-1.65
(in, 211), 125 (ap@irhidio- ‘@@(nn 311) Example 47

2-(4-Cyclopentyl-pheppxy gifth b adpausin ey -Qragata] 3 Sofdpy5i(Richint-d {2, | Sheyetiyl-propyl)-
244-Cyclopentyl-phenox znethyli oi-lsane 215T e tifle com poun&ﬂwpmsg%@@mlmmp 3

4- cyclope'ﬁtyl-
of Bxample 1.
CiaHz CIN;O; (348.12), LCMS (ESI): 349.12 (M"+H).
I NMR (CDCls, 300MHz), & 7.28 (d, 2H), 7.16 (4, 1E), 6.87 (d, 1H), 6.08 (&, 1H), 5.25 (m,
1H), 4.34-4.47 (m, 3H), 4.26 (3d, 1H), 1.53-1.65 (m, 2H), 124 (s, 6H), 0.66 {1, 3H).
is Example 44
2-(Biphenyi-4-oxymethyl)}-23 -dihydro-oxazolo[3,2-a)pyrimidin-7-cne

RSV Ay

Step 1: 2-(Biphenyl-4-oxymethyl)-oxireme
The title compound was prepared from 4-biphenol and epichlorohydrin employing the
20  procedures as set forth in Step 1 of Example 2.
CysH1:0z (226.09), LCMS (ESD: 268.15 (M HI+CH;CN).
I NMR (CDCls, J00MEIZ), § 7.49-7.58 (m, 3H), 7.42 (t, 2H), 7.26-7.34 (m, 2H), 7.01 {4,
7H), 4.26 (dd, 1H), 4.02 (dd, 1ED), 339 {m, 1H), 2.93 (&, 1H), 2.79 (dd, 1H).
Siep 2: 5-(Blphau}‘l-4-oxj'EEﬂ]}'ﬁ-4,5-d]hjfﬂm—OXBZDI-2 -ylamine
25 The title compound was prepared from 2-(biphenyl-4-oxymetiryl}-oxirne emplaying
the procedures as set forth in Step 2 of Example 1.
CcHiaN2 05 (268.12), LCMS (EST): 269.10 (M'+H).
' NMR (CDCL, 300MELZ), § 7.26-7.56 (m, 7H), 6.99 (d, 2H), 4.95 (m, 1H), 4.2 (v. br., 2H),
4.10 (AB-m, 2H), 3.95 (dd, 1H), 3.64 (dd, 1H).
0 Step3: Z{Bipheuyl-d-omrmethyl}iﬂ-dihydm—ummluﬁ,z-alpyﬁmidin-?m



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-Cyclopentyl-phenoxymethyl)-9,5-dihydva-oxiszed-2-ylamine The title compound was
prepared from 2-(9-cyclopentyl-phenoxymethyl)-wdrane 5employing the procedures as set forth in
Step 2 of Example 1. %‘f DN202 (260.15), LCMS (ESI): 261.6 (M1-1-11). NMR (MCC 300MHz), 5
7.17 (d, 211), 6.85 (d, %Pﬂ%@? R0 PR RrRpaTed Boms, Sz&rsgh@gﬂm)maﬂ@mw (v. br.,
211), 293 (n, 113yylat8e Bt &) idQIRIED & Exarnp

2-(4-Cyclopentyk @,@% ZS%Q alpyrimidin-7- one The title compound

was prepared fror%i K % yC openty f}i% ggthdrooxazol 2-yiamine employing the

procedures as s@tm ﬂ?@‘i@bﬁl& éﬂ@fiHﬁ)pfe?ﬂt{d, TENZOG, (@R 24) (L CSHESK 138 37A0@ (WC. H

NMEL (DMS0-44,388)Mt#a)eb 1£85s(8s ]i)H% gy mwﬁ‘%j%ﬂif %@ﬁn , 182 (d, I11), 531 15(m, 111),

439 (t, 111), 429 (AE-m, 211), 4,09 (di, 111 231§ , L38-1.79 61-1)- Example 48

2-(441,1A3-Tetrarnethyl-buty(- phenotcymethyl) Bledkd-oxazolo[3,2- alpyrlmldln -7-one 0--( 7NO-I
2-(3.6.7, E‘Tﬁtahl'dfﬂ'mhﬂlﬂlﬂﬂ'z-ﬂm@mﬁhﬂ}-zﬂ-ﬁlhfdm-oxazuln[lz-a]pmdm.?_gm

s

Siep 1; 2-(5,6,7,8-Tetrahydro-naphthslen-2 vloxymethyl)-oximane

10 The file compound was prepared from 3,6,7.B-tetrahydro-nephthalen-2-ol  and
epichlorohydrin employing the procedures as set forth in Siep 1 of Example 2.
CrzH1£02 (204.11), LCMS (EST): 246.1 (M HHCH,CN).
'H NMR (CDCL, 300MEEz), 8 6.97 (d, 1H), 6.69 (d, IH), 6.62 (5, 1H), 4.16 dd, 1H), 3.95
(dd, 1H), 3.33 (m, 1H), 2.89 (t, 1H), 2.64 -2.76 (m, 5H), 1.76 {br. s, 4H).

15  Step2: 5-(5,6,?,&Tctahydm—n@h]halen—lylnxymﬂhylH,ﬁdiﬁ}'ﬂmoml—Z—ﬂ&min&

: The tille compomnd was prepared fiom 2-(3,6,7,8-tetrahydro-nephthalen-2-
yloxymetiryl)}-oxirane employing the procedures as sel forth in Step 2 of Exemple 1.
CraH1sMN202 (246.13), LCMS (EST): 247.13 (M1,

"H NMR (CDCls, 300MHz), 5 6.97 (4, 1H), 6.68 (d, 1H), 6.63 (s, 1H), 4.92 {m, 1H}, 42 (v.
2 br, 2H), 4.00 (AB-m, 2H), 3.92 (dd, 1H), 3.60 (dd, 1H), 2.71 (m, 4H), 1.78 (br. 5, 4H).
Step 3: 2-(3.6,7,8-Tetrahyrirm-naphthaleg-2-yloxymethyl)-2. ~dihydro-oxazole[3,2-
E]pyrimidm-7-gne
The fitle compound was prepared  from  5<{5,6,7,3-ictrahydre-naphifialen-2-
Yloxymethyl)-4,5-dihydre-oxazol-2-ylemine employing the procedures s set forth in Step 3 of
25  Bxample 1.
Ci7H;eN204 (208.13), LCMS (ESD): 299.13 (M),
"H NMR (CDCly, 300MHz), & 7.24 (d, 15), 6.98 (d, 1H), 6.62 (d, 1H), 6.58 (s, 1H), 6.08 (4,
1H), 5.25 (m, 1H), 4.18-4.40 {m, 4H), 2.71 {m, 4H), 1.77 (m, 4H).
Example 46
0 2-{4-(1,1-Dime(hyl-prapyl-phenoxymethyl)-2,3-dihydro-oxazalo[3 ,2-8] pyoimidin-7-one




20Step 1: 2-(9-(1,1,3,3-Tetramethyl-butyl)-phenoxymettryl)-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), ¢¢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-Tetramethyl-butyl)-phenoxymethyl)-4,5-dihydoo-oxantl-2-ylamine  The title
compound was prepared from 2-(4-(1,1,33- tetramethyl b ph oxymethyl) -oldrane employing the
‘ &4:22), LCMS (ESD: 3012 (Mt-141).

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- T%%MM%@WW@ZMOBZ alpyrimidin-7-one 5The title
compound was prepared fram 5-(4-(1,1 3,3-ictrameth
phenoxymethyl)-1.5-di ydPgleox'éczS%\]- -y arr‘%se gfnc%%ng e %eaimmhgsp "é‘%’%ﬁﬁ“ﬁ? Step 3 of
Example 1. czm@gmmm@m@mm@mﬁrp 1 ofiFyemwle@p CI13, 300MHz), 3
728(d, 211), 7.2 (Berd b 18t 281iny D111). 422-4.39 (m, 411), L70 (s,
211), 134 (s, 6}13‘& 911). Example 49
2-(4-Tricyclo[3. ﬁﬁ@ﬂé@é&n-ﬁ%eﬁg@ﬁ@'{%é B0 { AR IR L0 30 218 il 7 8ne
15Step 1: 2-(4{hijayD|aR i, ¥80] Iieread; 25); i ltd Tex PHE t36)@6GrDNR67 (t, 3H).

Step 2: 5-{4-(L,[-Dimethyl-propyl)-phenoxymethyl}-4,5-dihydro-oxazol-2-ylamine

The title compound was prepared from 2-(4-(1,1-dimethyl-propyl)-phenmxymethyl}-
10 oximoe employing the procedures as set forth in Step 2 of Example 1.

CsHzN;0; (262.17), LCMS (ESD): 263.15 (M +H).

'H NMR (CDCls, 300MHz), § 723 (4, 2H), 6.86 (d, 2H), 4.92 (m, 1H), 4.05 (AB-m, 2H),

3.92 (dd, 1H), 3.61 (dd, 1H), 3.0 (v. br,, 2H), 1.61 (dd, 2H), 1.25 (s, 6H), 0.67 {t, 3H).

Step 1: 2-(4-(1,1-Dimethyl-propyl)-phenoxymethyl}-2,3-dihydro-oxazolo[3,2-2]pyrimidin-7-

15 ope

The tifle compound was prepared from 5-{4-(1,1-dimethyl-propy])-phenoxymethyl)-
4 5-dihydro-oxezol-2-ylamine employing the procedures as set forth in Step 3 of Example 1.
C1aHaN203 (314.16), LCMS (ESI): 315,15 (M'+H).
H NMR (CDCls, 300MELZ), 5 7.25(d, 2H), 7.23 (5, LED, 6.81 (d, 2H), 6.08 (4, 1H), 527 (m,
20 1), 4.22-4.40 (m, 4H), 1.55-1.65 (m, 2H), 125 (s, 6H), 0-66 (t, IH).
Example 47
H*C}ﬂﬂpmwl-th?mcﬁﬁd}udihYdmﬂmlﬂBQ-ﬂlwﬁnﬁﬁ&T-ﬂﬂﬂ

Ot\[:}_/ﬂ_Q—O

Step 1: 2-{4-Cyclopentyi-phenoxymethyl}-oxuene

35 The fitle compound was prepared from 4-cyclopentyl-phenol and epichlorohydrin
employing the procesdtres as set forth in Step 1 of Fxampls 2.
Ci14Hig0: (218.13), LCMS (EST): 260 (M HH+-CHCN)-



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, 1g), 2.02-2.11 (in, 311), 1.85-1.91 (m, 611),
1.72-139 (19, 611). Step 2:

5-(9- Trlcyclo(33 1.13,7]cleam-2-yl-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine The title compound

was prepared frlﬂﬂ%‘éﬁﬁl%lcﬁ@wﬂﬁsﬂdéé@ﬁiﬂ :\a-80 1id. A3 HIStIKd) -HDr 895 etdplenijripthe
procedures as gﬁt i@ﬁfn@sgtg@ %1@29;&@!}@%@66@%%@ : 327.19 (M14-11).

ZINMR (DMSO Hz) 8 25 (d (d. 214), 5.B8 ., s,211) (in, 1H), 3.89405 (m,

314), 3.69 (dd, §'ﬁ3 heoaymetyl45 diyire ogezn)-2syisgyine
2-(4- Trleyelo(33 1. 13mdmwwmﬁwwlywwmwe

from

The title cgm
5-(4- trlcyclot3 3. 1i1°3\‘ 7%ec n- 2 -y p enoxyraetﬂlﬁg chayg%-orrazol 2-ylaminz employing the

procedures as Setthfen WM1E6N20 3(378.98), LCMS (EM): 379.18
111, 439 (1, Lig) o0 A “2525?}%‘%75? b i S35 5 B 1%8@92%&%%% o 614).
Example 50 2-4° e I?éh&‘ﬁﬂ %ﬁf&ﬁeﬂm@%ﬁ%éﬁ ) d}ﬁ?r‘%dln 7-one
I0 Step 1: 2-(4#H)-Methyl-1-phenyheEhyl)-phervaxymettyl)-oximne
10 Siep 3: 2-(4-Cyclopentyl-phenoxymethyl)-2,3-dihydro-oxazola[3,2-afpyrimidin-7-one
The title compound wes prepated fiom 5-(4-cyclopentyl-phenoxymethyl)4,5~dilydro-
oxazol-2-ylamine employing ihe procedures as set forth in Step 3 of Example 1.
C1eHzoNz05 (312.14), LCMS (BSI): 313.17 (M*H).
"H NMR (DMSO-dg, 300MHz), & 7.75 (4, 1H), 7.16 (d, 2ED), 6.85 (d, 2H), 5.82 (d, [H), 531
15 (m, 1H), 439 (t, 1H), 429 (AB-m, 2H), 4.09 (dd, 1H), 2.91(m, 1), 1.97 (m, 25, 1.98-1.79
(m, GH). _
Example 48
2-(4(1,1,3 3-Tetramethyl-butyl}-phenoxymethyI)}-2.3-dihydm-oxezolo[3,2-a]pyrimidin-7-one

OIEE}_/DW

20  Step 1: 2-{4(1.1,3,3-Tetramethyl-butyf}-phencxymetbyl - oxirane
The title compound was prepared from 4-(1,1,3,3-tetramethyl-butyl)}-phenol and
epichlarchydrin employing the procedures a3 set forth in Step 1 of Example 2.
CisHaeQ7 {262.19), LCMS (ESI): 304.3 (M TH-CH,CN).
'H NMR. (CDCl, 300MHZ), 5 7.28 (d, 2H), 6.84 {d, 2H}, 4.19 (dd, 11D, 3.98 (dd, 1H), 3.36
25 {m, 1H), 2.90{, 1H), 2.76 {dd, 1H), 1.71 (g, 2H), 1.35 (3, 6H}, 0.72 (s, 9H).
Step 20 3-(4-(1.1,3.3-Tetramethryl-adyl)-phenoxymethyl)-2, 5-dihydro-oxarpl-2-ylamine
The ttle compound wes prepmred from 2-(4<(1,1,3,3-tetramethyl-buiyl)-
Phenoxymettryl)-oxirene employing the procedures as set forth in Step 2 of Example 1.
CisHosN2Cz (304.22), LCMS (ESD): 305.2 (M™HH).



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), 57 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),4¢.73 (dd, HA 1.66 0, 610. Step 2:
544--(1-Methyl-I-pbenyi-eilly0-phenoxymettry0-4,54laydro-oxazol-2-ylamine  The title compound
was prepared from 2-(4-(1-methyl-1-phenyl-ettryl)- plaenoxymethyl)-oxirane employing the
procedunas es'seifariicoSiepooMARxampiad, D083 QL PHR CR0HE). 1H), LOMSBIi, ZEYISIEELL).

o 212, .04 O Sy SRE fhy G it A Gt i on 29 0T

sedidin-7-one  The

tide compound.} SRatgHLfrom 5-(9-(1- metbyl 1- phenyl ethyl)
phenoxymethyl) 5-dihydrg-wrazol-2-ylamine employing the procedures as_set forth i 3 of
Example 15 C22112218803t8%2 pBpTEd S YRS TH! 5 AR+ LLA& Eﬂ“ﬁﬁbﬁg’ 001MA 8

7.19-725 (m, 8%%&&&@3%5&&@%}25%@&%%%&#@%%%@ B1:1). 90
Example 51 Zé&ﬁ-rt Pt){l -2-methyl-phenoicymettry0-2,3-dihydro-oxazolo[3,2-alpyrimidin-7-one
Step 2-(4-tert-Butyl- -melhyl -phenoxymethyl)-oxitune 5The titre compound was prepared from

4-lert-buty1-2-RetiNePeBsb ik BEMBIGFER AR BBdng the procedures as set .forda in Step 1 of
Example 2. CiappQRuie@Sth), 100MEAES1Ys@ 0212 3.0 ik 6:715E@NH), 6.10 (d, 1H), 5.26 (m,
16 1H), 4.22-4.39 (m, 4H), 1.70 (s, 2H), 1.34 (s, 6ED), 0,70 (s, 9H).
Example 49
2-(4-Tricyclo[3.3.1.13,7]decan-2-yl-phenoxymethyl)-2,3-dibydro-oxazolo[3,2-a]pyrimidin-7-

15 Step 1: 2<{4-Tricyclof3.3.1.13,7]decan-2-¥l-phenoxymelhyl)-oxirane
The title compmmd was prepared from 4-tricyclo[3.3.1.13,7]decan-2-yl-phenol and
epichlorohydrin employing the procedures as set forth in Step 1 of Exemple 2.
CyoHize 0 (284.18), LCMS (ESI): 32627 (M +HA+CH;CN).
" NMR (CDCls, 300MHz), 5 7.27 (d, 2H), 6.87 (d, 2H), 4.16 (dd, 1H), 3.97 (dd, 1H), 334
20 (m, 1H), 2.89 (¢, [H), 2.74 (dd, 1K), 2.02-2.11 {m, 3H}, 1.85-1.91 (m, 6H), 1.72-1.79 (m, 6H).
Step 2: 5-(4-Tricyelo[3.3.1.13,7]decan-2-yl-pbenoxymethyl)-4, 5-dihydro-oxazol -2-ylamine
The ftitle compound was prepared from 2-{4-tricyclo[3.3.1.13,7]decan-2-y1-
phenoxymeihyl)-oxirane emplaying the procedures as set forth in Step 2 of Example 1.
CaoHasN>0s (326 2), LCMS (EST): 327.1% (M),
25 'H NMRE (DMSO-ds, 300MHz), § 7.25 (d, 2H), 6.87 (d, 21D, 5.88 (br,, s, 2H), 4.74 (m, 1H),
3.89-4.05 (m, IH), 3.69 (dd, 1EE), 2.04 {br., s, 3H), 1.82 (br., 5, 6H), 1.72 (br., 3, 6H).
Step 3: 2(4-Tricycle[3.3.1.13,7]decan-2-yi-phenoxymethyl}-2,3-dihydro-oxazola[3,2-

g]pyrimidin-7-one



‘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-pherioxymegby1)- 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, l),
3,7 (v. br., 211), 3.66eRI, $tla), mpeysd 3 Fas 1 Pepiedo 1ipnStdp(d ricyclo[3.3.1. 13,‘?]&55&&-2—}'1-

2-(4-tert-Buty - gheneipicaii@nas ey bie2ol s WhvCre QX Asaiarme JHMARION L 3a% The s
compound wa d from 5-(4-tert-buty1-2- methyllggﬁenoxymethyo 1,5- dihydro-oxazol- 2 -ylamine
employing the S%%E‘H as set forth in Step 3 of Example 1 CislinN2G3 (314.10, 1.CMS (EST):

315.14 (m++1gmmmwﬂempmszﬂemazy 1B 4Ry, 111), 7.13-7.19 (in, 2H), 6.71 (d, 110, 6.09

(d, 111), 529 (i 1

Example55;2 2- ﬁg%tgﬁ%l%&, etwx §19€{£é%h4%%(§96d%5§'0}f %?;%#n#oﬁ‘% %hS%%SStep 1
2-(24-Didertb m%ﬁ@%éﬁﬁmm 2416 00 o HpoR Al boasTbe p AR ohoED, 1.72
2,4-di-tert-buty@sphern! 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, ﬁ@i‘f?’i\?ﬁ-’!@jd, 111), 4.00 (dd, 111), 3.39 (in, 14), 2.91
(t, IH), 2.78 (dd2+4X1dviethed- gty B iR tyxBtetl)-2,3-dihydm-oxazalo[3,2-alpyrimidin-7-one

5-(2,4-Di-td-butyl-phenoxymerhy1)-4,5-thlydro-oxazol-2-ylaming
A )0
g
L”\)—/

10
Step 1: 2-(41-Methyl-1-phenyl-ethy]}-phenoxymethyl}-oxirene
. The fite compound was prepared fiom 4-(1-methyl-1-phenyl-ethyl)-phenol end
epichlorohydrin employing the procedures as set forth in Step | of Exemple 2,
CigHan O (268.15), LCMS (FESD): 310.23 (M"+H+CH;CN).
15 HNMR (CDCly, 300MHz), § 7.12-7.28 {m, TH), 6.82 (d, 2H), 4.17 (dd, 1H), 3.55 (dd, 1H),
3.33 {m, IH), 2.88 (¢, 1H), 2.73 (dd, 1H), 1.66 (s, 6H).
Step 2: 5+4-(1-Methyl-1-phenyl-ethyl)-phenoxymeibyl}-4,5-dihydro-oxazol-2-ylamine
The fitle compound was prepared fiom  2-(4-(1-methyl-1-phemyl-etiyl)-
phenoxymethyl}-oxirane employing the procedures as set forth in Step 2 of Example 1.
20" CioHeN20s (310.17), LCMS (ESD: 311.14 (M™+H).
'H NMR (CDCly, 300MHz), 5 7.21-7.24 (m, 4H]}, 7.14 (dd, 3H), 6.81 {dd, 2H), 4.92 (m, IH),
4.0 (v. br., 2H), 4.04 (AB-m, ZH), 3.90 (dd, 1H), 3.59 (dd, LH), 1.66 (g, 6E).
Step 3: 2-{4-(1-Metlyl-1-phenyl-ethyT)-phencxymethyl)-2,3-dilydro-oxazolo[3,2-
] pyrimidin-7-one
25 The title compound wes prepared from  S5-(4-(1-methyl-1-phenyl-cthy)-
phenaxymethyl)-4, S-dlh]rdru-nxﬂzul-}jrlamms employing the procedures as set forth in Step 3
of Example 1.
CoaHpeN205 (362.16), LCMS (ESD): 363.15 (M™H).
'H NMR (CDCl;, 300MHz), 5 7.14-725 (m, 8H), 6.78 (d, 2H}, 6.106 {d, 114), 5.26 (m, 1H), -
30 4.20-4.38 (m, 4H), 1.66 (s, 6H).



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., 945. 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. C%ﬂﬂ$4203 (356_21), LCMS (BSI): 35739 (M'A-11),

14 NM11 (CDC.13 41123, 5 7, & 11 29’{[ g%‘“ é ﬁ|§%‘ﬁ| 10 (d,
1514), 534 (m, 11).7. Q'Qﬂ‘%éﬁ@%l Y% E%%%Ll i Hdn>
2-(3,4-Difluoro-phenoxymethy1)-2,3- dE’,lydr -oxazolop 2- [
2-(3,4-Difluoro-phenoxymethyl)-osirane CORHp wa prepared from 3,4-difluoro-phenol
and epiclslorohydrin employing the procjﬁ‘h

(186.04), LCM.S (ESE: 228.09 (M411-1-C113C4). '4 NMR (CDC13, 300MHz), 5 7.15-7.00 (n, lli),

6.72-6.81 (in, 181ppa.59446(Bul D) mbdiyi(gbbnbtiheth@d3-qeiebnt1 E, 334 (m, 111) 2.92 (t, Ili), 175 (dd,
111). 258t;p 2: 5-(3,4:Difluaro- phenl%ﬂneMI) g@/d@oﬁxaa_% -vha, 9&1]1 Igﬂ&mle&&mpound

was prepared from 2-(3,4-difluom-p enoxymeth xrrane em onr:&_the procedures as se! forthin
Step 2 of Exanfpiehieragriraoauioy oy retred E%BFM le2.

Ci4Hag0x (220.15), LCMS (EST): 26223 (M"+H+CH_=,CN}
TH NMR (CDCl, 300MEZ), § 7.11-7.18 (m, ZH), 6.74 (d, 1H), 4.19 (dd, 1H), 3.97 ({4, 1H),
335 (m, 1H), 2.89 t, 1H), 2.77 (dd, 1H), 2.25 (s, 3H), 1.29 (s, 9H).
16 Step2: 5-{(d-lert-Bulyl-2-methyl-phenoxymethyl}4,5-dihydro-oxazal-2-ylemine
The title compound was prepared from 2-(d-tert-butyl-2-methyl-phencxymethyi)-
mrimnee:mployingltheproc&dmmsetfoﬂhin Step 2 of Example [.
Ci15HasN0; (262.17), LCMS (BSD: 263.14 (M™HH).
'H NMR. (CDCls, 300MHz), 5 7.16 {5, [H), 7.13 (d, 1H), 6.73 (dd, 1H), 4.91 (m, LH), 4.04
15 (AB-m,2H), 3.92 (dd, 1H), 3.7 (v. br., 2H), 3.66 (ad, 1H), 2.24 (s, 3H), 1.29 (s, 9H).
Step 3: 2-(d-lext-Butyl-2-methyl-phenoxymethyl)-2,3-dilydro-oxaznlo[3,2-alpyrimidin-7-one
The tifle compound wes prepared from 5-(d-tert-butyl-2-methyl-phenoxymethyl)-4,3-
dilydro-oxazol-2-ylamine employing the procedores a5 set forth in Siep 3 of Example 1.
C1sHzNz05 (314.16), LCMS (ESD): 315.14 (M*+H).
20 'H NMR (CDCl;, 300MHz), § 724 (d, 1H), 7.13-7.19 {m, ZH), 6.71 {d, 1H), 6.09 (d, 1H),
5.29 (m, VH), 4.40 (t, 1ED), 4.27-4.35 (m, 2H), 4.21 (dd, 1H), 2.05(s, 3E), 1.28 (5, 9H),
Example 52
2-(2 A-Di-tert-buiyl-phenorymetlyl}-2 3-dihydro-oxazolof3,2-a]pyrimidin-7-one

Dﬁ\{j—/fé >4

25 Step 1: 2-(2,4-Didert-butyl-phenoxymeihyl)-oxirane
The title compound was prepared from 2 4-di-teri-butyl-phencl end epichlorohydrin
employing the procedures as set forth in Step 1 of Exemple 2.




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-gdihydrooxazol-2-ylaraine employing the procedures
as set forth. in Step 3 of Example L C131-116F7H203 (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-Aarips §20%19).J6°M8 ST BRARAMEF+CHICN)

ID2-(3,4-DimetFpiIo aroE)y w0iNEES, Sﬁﬂax@r@fQ,X@aele@mWSImdﬁ)749@&[@Mﬁ,4&ﬁﬂa,l
2-(3,4-Dimedr r?gl%)éy 21%?&0 ri gylr tle compound was prepared from

3,4- dlmedloxyag)%% gﬁt ﬁ'@%@ eﬁé #@ %%léﬁo%@dﬁr%% 58 forth in Step 1 of Example
2. 15Ci1Ht404 M)Sﬁkﬁ&(ﬂbﬁﬂwﬂﬂﬁﬁm;wa:@ﬂBlﬁﬂﬂﬂMHz) 86.7k (d, 111), 6.58
(s, 1H), 6.41 (d, 113)s 35 (op113) 2.91 (t,
HD), 2754(dd 111: gtﬁgl%‘% -(3, 4--D|meth p eroxymé@%q%ﬁﬂé%ﬁdnr%nnéﬁ?é@- Amine

The title comp %‘r’ FerdoryHrmaldimet11y1)-oxinme 20employing the
procedures as SREQINON( R, n{:ﬁmmbejbﬁ{ﬂﬁ; 5N201 (252.11), LCMS (ES), 253.1 (M1-1-11).

él812_N4|T/|1|2 ESD %@%%%%%ﬁ%ﬁ% (5. 1]?%1.)6 40 %%gl(]]il?: ), 4. 899&[‘?]]1’1121)423(}/ br., 2H),
2-(3,4-Thmethdxs finetilk i et i) s 2B RiGRddd; mm@{a 6B MAINEIA7 -0ne
10 Step3: 2424-Di-tert-butyl-phenoxymetbyl)-2,3dihydro-oxazolo[3,2-alpyrimidin-7-one
The ftifle compound was prepared from 5-(2.4-di-tert-butyl-phenoxymethyl)-4,5-
dihydro-oxazol-2-ylamine employing the procedores as set forth in Step 3 of Example 1.
CarETzgN;05 (356.21), LOMS (EST): 357.19 (M'+H),
'H NMR (CDCls, 300MHz), § 7.34 (d, 1H), 7.22 (d, 1H), 7.19 (d, 1), 6.78 (@, 1D, 6.10 (d,
15 1H), 534 (m, 1H), 4.24-4.47 (m, 4H), 1.30 (s, H), 1.27 {5, SH).
Example 53

2-(3,4-Difluom-phenoxymethyI)-2.3 -dlh)rﬂm-oxazulu[l}alpyunndm 7-0ne
F

T O

Step 1: 2-(3,4-Difluoro-phennxymeihyl}-oxians
20 The tile compound- was preparsd from 3,4-difluoro-phenol and epichlorohydrin
employing the procedures as set forth in Step | of Example 2.
CyHeF20; (186.04), LCMS (ESN): 228.09 (M+H-+CHACN).
'H NMR (CDCls, 300MHz), § 7.15-7.00 (m, 1H), 6.72-6.81 (m, 1H), 6.59-6.67(m, 1H), 4.21
{dd, 1H), 3.88 (dd, 1H), 3.34 (m, 1H), 2.92 (1, LED), 2.75 (dd, 1H).
25 Step2: 5-(3,4-Diflucro-phenoxymethyl}-4,5-dihydm-oxazol-2-ylamine
The fifle compomd was prepared fom 2-(3,4-difluoro-phenoxymethyl}-oxirane
employing the procedures as sel forth in Step 2 of Example 1,
CicHicFaN;02 (228.07), LCMS (ESI): 229.1 (M™+H).



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 (dglH), 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-oxazolof3,2-ajpyrimidin-7-one Step I:
2-(4-Triaucrroriig tomyaheno 3gonety)] 5 70vie 15 &7t lenc EDpE.62 doy AH)p Ak Sofre Al iy & {v-

4-tdfloommethpxy; epi procedures as set forth in Step 1 of
Example 2, C1 Ifggég% @m&%@gg%&%+CH3CN 11-1 NMEt (C:DCI3,
300MHz), 8 7.56Kd; 210,460 nete2henoryreliph2 3 i gropxapglof 3 nihoBeEgD (1, 11), 2.76
(dd, 1D Step 2: 5-(4-TifluReuGaomaRaa PR RGH 5-0 Immﬂa&meﬁaq&%mywﬁwle

compound was pre@ared from 244-tali’ uoromethox ph%‘ga{] ethyl)-gximn ploying the
procedurel esEaEtbAilpiBRsplaYEs G mResd %Eﬁs E@ﬁl (PSI): 277.1
(M14-1-1). cjan;bmzﬂzﬁﬂz(@mummmﬂmzmm (@f2H). 6.91 (8, 211), 4.91 (m, 111), 42 (vbz.,

211), 4.05 1S( ﬁsz 394 3 ED, 7.13 (m, 1ED), 680 (m, TED.
2-(4- Trlnuctrugl%t OXYy*p eno{ﬂ?} g? %3 j’h %%ﬁﬁzoloﬁ% abyrlmldt 7 ofrllle The title compound

was prepared ﬁ-@%l@,tﬁﬁaéwohiﬁtﬁéﬁﬁrﬂﬂﬁx%eﬂ%%maiydna oxazol-2-yhanine employing the
procedures as set forth in Step 3 of Example L Geapfpsdb@04 (328.07), LCMS (ESI): 329.1 (341+R).

201H NMR (DM8046 BOOMHZ 76 { lHl Y % (H[ i‘2ﬂ1f1) /. OiS 9,22 5'8u2m@-’o]ﬂ%1)’ 5.34

Step 1: 2-(3,4-Dimethoxy-phenoxymethyl)}-oxirane
The file compound was prepared from 3.4-dimethoxy-phenol and epichlorohydrin
employing the procedires as set forth jn Step 1 of Exemple 2.
15 CpHuwO4 (210.08), LOMS (ESD: 211.09 (M.
'H NMR (CDCl,, 300MEz), 5 6.78 (d, 1H), 6.58 (5, 1H), 6.41 (d, 1H), 4.19 (dd, 1F0), 3.93
(i, TH), 3.86 (s, 3ET), 3.83 (g, 3H), 3.35 (m, 1H), 2.91 (1, 1H)), 2.75 (dd, 1H).
Step 2: 5-(3,4-Dimethoxy-phenoxymethyl)}-4,5-dilrydro-oxezol-2-ylamine
The title compmmd was propared from 2-(3,4-dimethoxy-phencxymethyl)-oxire
20  employing the procedures as set forth in Step 2 of Example 1.
C1oH1gN:04 (252.11), LCMS (BSD: 253.1 (M"+H).
'H NMR, (CDCly, 300MHz), & 6.77 (d, 1H), 656 (s, 1H), 6.40 (d, 1), 4.8% (m, 1H), 42 (v.
br., 2ED), 3.82-4.16 {m, 3H), 3.B5 (g, 3H), 3.84 (s, 3H), 3.62 (dd, 1H).
Step 3; 2-(3,4-Dimethoxy-phencxymetiyl)-2,3-dihydro-exazolo[3,2-a]pyrimidin-7-one
25 The title compound was prepared from 5-(3,4-dimethoxy-phenoxymethyl)-4,5-
dihydro-oxazol-2-ylamine employing the procedures as set forth in Step 3 of Example 1.
C1sH1Ma 05 (304.11), LCMS (ESD): 305.15 (M'+H).
' NMR. (DMSO-ds, 300MEz), 5 7.76 (d, 1H), 6.86 (d, 1H), 6.58 (d, 1H), 6.46 (dd, 1H), 5.82
(@, 1H), 531 (m, 1H), 4.39 (t, 1H), 4.27 (AB-m, 2H), 4.10 {dd, [H), 3.73 (s, 3E), 3.69 {s. 3H).



Lo P

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-hfethanesulfonyl-phenoxymethyl)-oxirane  The title compound was prepared from
4-melLbancsulfonyl-phenol and epictdorohydrin empoying 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 @Fﬁﬁﬁkﬁéethyl) 4,5-chlydro-corazol-2-ylamine

The tide compound2ag RTER LR alc m@gw \ng.oemploying
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, & 1) 1]§Cé 97 (in, IH), 4.14 (AB-m, 211).
3.97 (dd, 11-1), 3.65 (dd, 1H), 3.05 0, 3EO 1
2-(4-Methanesulfonyl-phenoxymethyl)-2, -oxazolo[3 2-alpyrimidin-7-one 10The title

compoqnd Wassp%e ?e&_ 5 4- etbz&%ﬁwmethylﬂ ,5- chlydm-oxasol-2-ylamine
employing the pnoceclures as set tor TESTo “. C141114N205S (322.06), LCMS
(EST): 32311 (M++Hihetitirormponi S prsp20d Kb -G obforfobiid 3 phéaol 46d ddithilofohitsh 211),
5.83 (d, 1H), S%ﬁmﬁﬂg,ﬂ%mm.ﬂgs(ggl %}Wﬁs 311). 15Example 57
CioHgF304 (234.05), LCMS (ESI): 276.1 (M™+H+CH,CN).
"H NMR (CDXCl, 300MHz), § 7.15 (d, 2H), 6.91 (d, 2FD), 423 (dd, 1H), 3.94 (dd, 1H), 3.35
(m, 1H), 2.92 (t, 1H), 2.76 (dd, 1H).
It  Siep2: 5-{4—1‘&.ﬂunmmeﬂmxy—phenoxymethﬁ)4,5—dihyﬂm—oxml—2—y]miuﬂ
The itle compound was preparcd from 2-(4-trifiuoromethoxy-phencxymethyly-oxirane
employing the procedures es set forih in Step 2 of Example 1,
CuHyFaN20y (276.07), LCMS (BST): 277.1 (M'+H).
"HNMR (CDCl, 300MEz), § 7.15 (d, 2H), 6.91 (d, 2H), 4.91 (m, 1H), 4.2 (v..bz., 2H), 4.05
15 (AB-m, 2H), 3.94 (a4, 1H), 3.61 {dd, 1H).
Step 3: 2-(4-Trifhaoromethoxy-phenoxymetiyl)-2 3-dibydro-mxazola[3, 2-a]pyrimidin-7-ons
The title compoond wes prepared from S-{4-triflvoromethoxy-phenoxymeitiy[)4.5-
dihydro-oxazoel-2-ylamine employing the procedures a5 set forth in Step 3 of Ehmmple 1.
C1sH11FaN2 Q4 (328.07), LCMS (BSI); 329.1 (M +H).
20 'HNMR (DMSO-ds, 300MHz), 5 7.76 (d, 1H), 792 (d, 2H), 7.05 (d, 2H), 5.82 (4, 1H), 5.34
{m, 1H), 4.29-4.45 (m, 3H), 4.11(ad, 1H).
Example 56
2{4—Mﬂhﬂnﬂsu]f0n}'l-phanmq'mﬁthyl}—2,3-dﬂlj’dm-mmznlu[l}a]p}ﬁmidin-?-nnﬂ

GIET}/ m@sozmg

25 Step 1: 2-(4-Methanesulfonyl-phenoxymethyl)}-oxirane
The tille compound was prepared from 4-methenesulfonyl-phenol and epichlorahydrin
employing the procedures as set forth in Step 1 of Example 2.
CioHz048 (228.04), LCMS (ESI): 270.1 (M'+H+CIHLCN).



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, 300MEL1s), 5
727-7.33 (m, 111), 6.77-6.89 (m, 313), 4-25 (dd, 11% 3.94 (dd, IH), 335 (ro, 111), 2.92 (t, 1H) 2.76
(dd, 111). Step 2: 5-(3- Trlfluoromethoxy phenoxymethyl) -4,5- dlhydro rocazol 2-yiamine 25The tide

compound Waslﬁgﬂﬁ%ﬁém hsysy e IECIS
procedures as set forth in 8565) 2 of Exam Ie 1 %@JI xEsEﬁQ% (276 07) LC:MS (EP: 2'77.1 (M++H).

'H &MR (CDCI13™3d8nd 03 16/t ¢ IDE7F Wdd RN, 35), 4.92 (m, 111), 4.5 (v.br., 211), 4.06
(AB-m, 211), 3.9#xdd 5J{H-Maiﬁlﬁ®ﬁtfuhﬂlﬂp.'ﬂﬁ8imﬁhﬂ]45—dihydr&mml-}ylmme

2-(3-Trifthommethoxyzphenoxymethvi)-2.3- d|h¥d§%-gx [R4f:8 1;1' % ggg 8§ li g% ém
compound was prepa}%ﬁ%ﬁ rﬁXS- - Iuo methexy-phe gé)gxy ethyl)-45- dihydro-oxdval-2-ylamine
eanployincfthe M%Mﬂs st Sreth in SepRafdranplai 41103N204 (328.07), LCMS (ESI):
329.08 (M++11% Hy,N. IBSH3PAM kar 3. 76 (d, /H), 7.44(t, 111), 6.95-7.05 (m, 31),

5.83(d, 111), 5p.34 (m, 111 4 324 46 411 (_?d 1 I Exam le 58 ]
2-(111-Indo1-5-% d%%ﬁ F))‘% 2, Z@%@é@ odd (o 1), 414 (AB-m. 200
3,97 (ad, 1K), 3.65 (dd, TH), 3.05 (s, 3}, 1.7 (v. br. ZH}
Step 3: 2-(4-Methanesulfonyl-phenoxymethyl)-2,3-dibydro-oxazolof3,2-e]pyrimidin-7-one
1{ The bile compound was prepared from 5-(4-methanesvlfonyl-phenoxymethyl)-4,5-
dihyxdro-oxazal-2-ylamine employing the procadures as set forth in Siep 3 of Example 1,
C14H14N2048 (322.06), LCMS (ESD): 323.11 (M +H).
'H NMR, (DMSO-ds, 300ME=), § 7.86 (d, 2H), 7.77 (d, 1H), 7.18 (d, 2ED, 5.83 (d, 1H), 5.36
(m, LH), 4.33-4.54 (m, 3H), 4.11 (dd, 1K), 3.16 (s, IED.
15 Exemple 57
2-(3-Trifloromethoxy-phenoxymelhyl)-2 3-dihydro-oxazolo[3,2-s]pyrimidin-7-one

Aon=aty

Step 1: 2-(3-Triflroromethoxy-phenoxymethyl}oxirmne
The title compound was prepared from 3-triflusromethexy-phenol and epichlorohydrin
20  employing the procedures es set forth in Siep | of Example 2.
C1oHoFy0y (234.05), LCMS (ESI): 276.1 (M~+H+CH;CN).
'Y NMR (CDCls, 300ME=), 5 727-7.33 (m, 1H), 6.77-6.89 (m, 3H), 425 (dd, 1H), 3.94 (dd,
1H), 3.35 (m, 1H), 2.92 (t, 1H) 2.76 (ad, 1H).
Step 2: 5-(3-Tuflueromethoxy-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
25 The title compound was prepared from 2-{3-trifluoromethexy-phenoxymetiryi}-oxirane
employing ihe procedures as set forth in Step 2 of Example 1.
CpiH, FaNaOa (276.07), LCMS (BSD): 277.1 (M™+H).
TH NMR (CDCh, 300MHz), & 729 (t, 1H), 6.77-6.90 (m, 3H), 4,92 (m, 1H), 4.5 {v.br, 2H),
2,06 (AB-m, 2H), 3.94 (dd, 1H), 3.61(d4, 1H).
3 Skep3: 2-(3-Troflwwomethoxy-phenoxymethyl)-2,3-dihydmo-oxezolo[3,2-a]pyrimidin-7-one



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, 111953.39 (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-indole employing the procedures as set forth in Step 2 of

Example I. C121113N3eifle3dotpiu@ i Rratd. frj H)(3-tilMboGBieRe-Fandtkingt30-4,v..br.,
1H), 7.31 (d, 1%3.:;%%& 124k fnd Ordgh %&%ﬁ‘i&é&%@?a&%&%@é&p%’&%ﬂé&%ﬁ 1H), 4.6

(v..br., 2H), 4.09 21@23 92 (dd. 1 11-1)- ot
2-(1H-Indo1-5-§isky $97) Hftﬁ%gﬂﬂa@ﬁ‘?ﬁﬂdm 7-one  The title compound was

pregarid frgm ﬁ{mmm;qmmm PIH MG : O)S(J;S@CZHQ%WSW) s g}gg( m) gIopgplures as
set forth In_Ste N MS (HSI 4 Nr-41). NMR
(DMSO-ds, 305%—%" ﬁ%% %ﬁ}’% g}ogﬁ’lﬁ 24-7.32 (m, 2H), 7.08 (d, 1H), 6.71 (dd, 111),
6.34 (s, 111), 5.82 (d, IH), 534 (in, 111), 4.40 (1&@&);145!0 (AB m 211) 4.14 (dcl, 111). Example 59
302-(4-1sopropyi-3-methy PRRRKY G %&g_g ' @_azléone 96 Step 1:

h

2-(4-1sopropyi-3-methyl-phenoxymet yI) oxirane e title compound was prepared from

4-isopropy1-3-melhyl-phenol and epichlorohydrin employing t cedures as set forth in Step 1 of
Example 2. O, _N NH

T~

Step 1: 5-Oxiranylmethoxy-1H-indole
10 The title compound was prepared fom 5-hydroxyindole and epichlorohydrin
employing the procedures as set forth in Step 1 of Example 2.
CiHyNO; (189.07), LCMS (EST): 190,1 (M +H).
'H NMR (CDCls, 300MHZ), 6 8.10 (br. 5, 1H), 7.10-7.31(m, 3H), 6.90 (dd, 1H), 6.4% (s, 1H),
4.24 (dd, 1H), 4.03 (dd, 1H), 3.39 (m, 1H), 2.91 {t, 15), 2.78 (dd, 1H).
15 Step 2: 5-(1H-Indol-Sylmxymethyl)}4,5-dilydm-oxazol-2-ylamine
The title compoumd was prepered from 5-oxiranylmethoxy-IH-indole employing the
precedures a3 set forth m Step 2 of Example 1.
CrzHi3N30s (231.1), LCMS (ESD): 2321 (M-HH).
'H NMR (CDCl, 300MHz), § 9.4 (v.br,, 1H), 7.31 (d, 1H), 7.20 (4, 1H), 7.10 (d, 1H), 6.84
20 {dd, 1H), 642 (d, 1HD, 4.95 (m, 1H), 4.6 (v..br., 2H), 4.09 (AB-m, 2H), 3.92 (dd, 1H), 3.62
(dd, 1H).
Step 3; 2-(1H-Indal-5-yloxymethyl)-2,3-dilydro-oxazolof3,2-a]pyrimidin-7-one
The title compound was prepared from 5-(1H-indol-5-yloxymethyl)}-4,5-dihydro-
oxazol-2-ylamine employing the procedires as set forth in $lep 3 of Example 1.
25 CjsH;3N:0s (283.09), LCMS (ESI): 284.09 (M H),
'H NMR (DMS0-dg, 300ME), § 10.96 (s, 1H), 7.77 (d, 1H), 7.24-7.32 (m, 2D, 7.08 (d, 1H),
6.71 {dd, LF), 634 (s, 1H), 5.82 (d, LH), 5.34 {m, 1H), 4.40 {t, 1H), 4.30 (AB-m, 2H), 4.14
{dd, 1H).
Example 59
30 2-{4-Isopropyl-3-methyl-phenoxymethiyl)-2, 3-dibydro-oxazolo[3,2-a]pyrimidin-7-one



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-dthydgp-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 & 111) 4.01 (AH-m, 2.11), 4.0 (v. br.,
2F1), 3.92 (dd, 1H), 3.60 (dd, 111), 3. , . 9Q(d, 611). 15S tep 3:
2-(4-1sopropyl-3-methyl-phenoxymethyl) |hy P,2-a]pyrimidin-7-one The title
compound was prepared from 5- (4 |sopropy1 -3-meth y1 pheonsymetbri)-4,5-

dihydro-oxszolsZap feth in Step 3 of Example 1. C17%1)1%03

(300.15), LaviS (BSI 0113 (1(+14), " 3H NMR (CDCb , 300Mliz) 37 73(d 1E1) 7.15 (d,
1H), 6.63-6.72 (m, zirﬂﬁ “%l? a‘&ﬁﬁc}'ﬂ?s 0, HEB (9TRYE {.&%31 s, 3H),
1.19(d, 611). WM@WMMWW%M@S@warﬁxmhﬂoParalpynmldin-7-one

Step 1: 2-@34-Qic - gﬁgq YR YR anehFra g, eqpound was prepared from
3,4-rlichloro-phenol and epichlorobythin emplo the rocedures as set forth in SteP 1 of Example 2.
e R

Casel.202 (2175 MR 7R b 16 6.72 (= 1H), 4.16 (ad, IH)
(dd, 15}, 3.33 (m, 1}1}. 3.07 (m, 1E), 2.89 (t, 1), 2.74 (dd, 110, 2.31 (s, 31D, 1.19 (4, 6 H).

Step 2: 54(4-Isopropyl-3-methyl-phenoxymetiyl,5-dilydro-oxazol-2-ylamine
The dle compomnd was prepared from 2-(4-izopropyl-3-methyl-phenexymeihyl}-
10  oxirane employing the procedurss as set forth in Step 2 of Example 1.
C a0, (248.15), LCMS (EST): 249.14 (M*+H).
'H NMR (CDCly, 300MEHz), § 7.14 (d, 1H), 6.74 (d, 1H), 6.72 (s, 1H), 4.90 (m, 1H), 4.01
(AB-m, 2H), 4.0 (v. br.,, ), 3.92 (dd, 1H), 3.60 (dd, LH), 3.07 (g, 1H), 2.30 (s, 3H), 1.50 (d,
6H).
15  Step3: 2-(4Isopropyl-3-methyl-phenoxymailry1}-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one
The title compornd was prepared from 5-{4-isopropyl-3-methyl-phenoxymethyi)-4.5-
dihydro-oxeznl-2-ylamine employing the procedures aa set farth in Step 3 of Example 1.
Ca7HanN:05 (300.15), LCMS (ESI): 301,13 (M'+H).
*H NMR. (CDCls, 300MHz), 5 723 (d, 1H), 7.15 (d, 1H), 6.63-6.72 (m, 2H), 6.10 (d, 18D,
206 525 (m, IH), 4.20-4.38 (m, 4H), 3.07 (m, 1H), 230 (s, 3H), 1.19 {d, 6H).
Exsmple 60 -
72-(3,2-Dichloro-phenoxymethyl)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one

pevTava

Step 1; 2-(3,4-Dichloro-phenoxymethyl)-cxirane

25 The tille compound wes prepared from 3,4-dichloro-phenol and epichlerohydnn
employing the procedunss 9 sei forth in Step 1 of Exemple 2.
ColClz0: (217.99), LCMS (ESD): 260.07 (M+H+CHACN),




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-oxazol1-2-yiamine The title compound was prepared
trona 2-(3,4-dichloiu-phenoxymethyl}.oxirane 5emptgying the procedures as set forth in Step 2 of
Example 1. CicanCI2N202 (260.01), LCMS (BSI): 261.01 (M6+1-1). Step 3:
2-(3,4-Diehlorq-phenoxymethyl)-2,3-d1ftydro-oxazo10o[3,2-ajpyrimidin-7-one  The title compound
was prepared frm§mmégﬁh§ﬁ@m§x3ﬁﬁ%ﬁkylm 308 HRAE0TF 22 1ia k2 @da JEYiAGEhe

procedures as @ﬁfm}l@gﬁ;ﬁpﬁpﬁ_ﬁg é;-ggﬁg?,ﬁj\lClZNZ% (312-01), LCMS (ES!): 313

(M*-111). Elz), 8 7.36 (¢l 111, 123 (d, 111), 7.00(d, 111), 6.75 (dd, 111), 6.11
(d, 111), 528(%’%£%%6§§‘ }ﬁmggéﬁ;gp-ﬁdmymu-ﬂxm

2.-(4-(1-Phertyl- ethyl)’premﬂ(ydeZ Bt ipyelimed X dato B0 dklitinbidiphénodenthy[Pitfnhe

2-(4-(1-Pheny I;S%{ ThﬁD{J co und was prepared from
enol and epmhmrohy%rm employing t enireo?cedures as set forth in Step 1 of

4-(L- phenyl eth
Example 2. cs%@m@ﬂé@@@&ﬂw&@ﬁw% 06 ﬂﬁwc 113CN) 20NMR (CDC13, 300MHz),
a 7.07-7.35 (MmS#&p 1), $-@5 DicBidotfloryaikit] }.ggla;h IPRERRY. RS9 (t 111), 2.74

(Tdhde &tllg)coln?plo(udndgv%s?sérepirg Llr-()rr;%g(eﬁé%%a y%ﬁérﬁ%oxy tyl) e atydro Orazé#Bm 2-%9|6|1rr$r;ﬁe
procedures as @xseidyiardte pniplofiag dim prectdures as set forth in Step 3 anhmmple 1.
1#  CpHyClLN05 (312.01), LCMS (EST: 313 (M™+H).
‘HNMR (CDCl, 300MHz), § 7.36 (d, 1H), 7.23 (d, 1H), 7.00 (d, 1H), 6.75 (ad, 1H), 6.12 (4,
1H), 5.28 (m, 1H), 4.20-4.43 (m, 4H).
Exemple 61
2-(4-([-Phenyl-ethyl}-phencxymethyl)-2,3-dibydm-oxazalo[3,2-aJpyrimidin-7-one

s O

Siep 1: 2-(4-(1-Phenyl-cthyl}-phenoxymethyl}-oxirane
The tils compound wes prepared from 4-(1-phenyl-ethyl)-phenol and epichlorohydrin
employing the procedurs as set forth in Step 1 of Example 2,
Ca7H1g0)z (254.13), LCMS (ESD: 296.16 (M +H+CH,;CN).
20 'HNMR (CDCls, 300MHz), § 7.07-7.35 (m, TH), 6.85 (d, 2H), 4.04-4.21 (m, ZH), 3.94 (4,
1H), 3.33 (m, 1H), 2.89 (t, 1H), 2.74 (dd, 1H), 1.61 (4, 3H).
Slep 2: 54{4-(1-Phenyl-ethyl}phenoxymethyl)-2, 5-dihydro-oxazol-2-ylamine
The title compound was prepared from 2-{4-(1-phenyl-ethyl)-phenoxymethyl}-oxirens
employing the procadures as sel forth in Step 2 of Example 1.
35 CighiaNz0, (206.15), LCMS (ESD: 297.43 (™).
Step 3: 2-(4{(1-Fhenyl-cthyl}-phenoxymethyl)-2,3-dihydro-oxazolof3,2-a) pyrimidin-7-one
The tifle compound was prepared from S<{4-([-phenyl-ethyl)-phenoxymetiyly-4,5-
dihydro-oxezol-2-ylamine employing the procedures as set forth in Step 3 of Example 1,
CoHzghN20; (348.15), LCMS (EST): 349.14 M+I—l].

15



25Cual2oN202 (296.15), LCMS (EST): 297.43 (Mfr-EH). Step 3:
2-(4-(1-fhenyl-cthyl)-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 Bgample 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 memﬂMWm}mtﬁsmlawmmﬂm@m@,ﬁﬁ (m, 1H),

2-(4-Indan.-1- yI E_ﬁy o nﬁ_lg Ilﬁé%_sﬁ compound was prepared from 4-indan-I-yl-phenol
and eplchlarola fin em{tﬂb o) the‘%f 'dlur et forth in Step 1 of Example 2. Ci glitgo2 (26643),
1.0viS (ESL): 308.16 (11.14H+CH3C14). 101H MiRa#3®23, 300MHz), 8 723-730 (m, 1H), 7.06-7.21

(in, 411), 6.93 (d, 1H), HeBfnd A5G0 bl h PO Eiplyriilind-3de (in, 11-1),
2.86-3.06 (in, 311), 2. Y%G((dd 111;"% 49-2. %'r]ri?i{m) 1.93-2.09 (mﬁ%tep 2:

5-(4-Indan.-1-yl-phenoxymethyi)-4,5-dihydro-oxazol-2-ylnatine e titte compound was
prepared from 2-(4-indan-1- yEphenoxymethyl) -oxitane 1Semploying.the procedurea as set forth in
Step 2 of Example I. Ci9H.N-,02 (3082 (ESE: @ A14]H). Step 3: 2-(4-Indan- 1
-yi-phenoxymethyl)-2,3-chaydro-oxazol P2 Ipy in-7%on titte compound was prepared
from 5-(4-igdan-I-yi- phenoxymethyl) -4,5-th oxazol-2-ylamine employing the procedures as set

(CDC.13, 3000 B 3RS @%ﬁ@% 4 2. 6.91 (6, 1L1), £82 (4 214). 6,09 (I
111), 5.28 (in, 111), 42@&4%@(@%@9@&@@# (Fimdgy me@@@m
employing the procedures as set forth in Step 1 nfEmmpleZ.
CieHiz0z (266.17), LCMS (ESD: 308.16 (M'+H+CH,CN).
10 HNMR (CDCls, 300MH2), & 7.23-7.30 (m, 1H), 7.06-7.21 {m, 4H}, 6.93 (d, 1H). 6.86 (4,
o), 428 (¢, 1 H), 4.19 (dd, 1H), 3.96 (dd, 1H), 3.34 (m, 1K), 2.86-3.06 (m, 3H), 2.76 (dd,
1H), 2.49-2.61 (m, 1H), 1.93-2.09 (m, LK.
Step 2: 5~(4-Indan-1-yl-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
The title compound was prepared from 2-(4-indan-1-yl-phenoxymethyl)-oxirme
15  employing the procedures as set forth in Step 2 of Example 1.
C1gHaoN20z (308.15), LCMS (ESD): 309.45 (W'+H).
Step 3: 2-{(4-Indan-1-yl-phenoxgmethyl)-2, 3-dihydro-oxazole[3,2-ajpyrimidin-7-one
The title compound was prepared from 5-(4-indan-1-¥i-phenoxymethyl)-4,5-dihydro-
oxazpl-2-ylamine employing the procedures as set forth in Step 3 of Example 1.
20 CynHaoN205 (360.15), LCMS (ESN): 361.15 (M +H).
H NMR (CDCls, 300MHz), 5 7.29 (d, 2E), 724 (d, ZH), 7.11 {d, 2H), 6.91 {1, 1H), 6.82 (d,
2H), 6.09 (d, 1H), 5.28 {m, 1H), 4.22-4.41(m, 5H), 2.98(wm, 25}, 2.55 (m, 1H),1.99 (m, 1H).
Exemple 63
2-{Indan-5-yl-oxymethyl)-2,3-dihydr-oxazolo[3,2-ajpyrimidin-7-one

N

Step 1: 2-{fndan-5-yl-oxymethyi)-pxirane



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 | of Example 2. C12111402 (190.09),
LCMS (ES!): 232.12 (1141-1-114-0H3CN). ¥81 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 ylamlne The t|tIe

compound was prep WHR%WWW@WW[?‘ . ;
forth in Step 2 pideaduepia det Gbth BEPY 3ekiplelZlCMS (PSI): 233. 11 (11F+H) 10111 ’)TMR

(CDC13, 300 7 0 4.91 (m, 111), 42 (v. br., 211), 4.04
(AB-in, 211), Z@ﬁﬁ%‘zﬁﬁ?(@%%@ﬁ %%E{W*ﬁ (n, 211). Step 3:

2-(Indan-5-y!-c Wﬂé&]@%BAﬂﬂﬂWﬁ}Gﬁ(ﬁﬂ@l@Bﬂi}glﬁﬁﬂﬂ@hﬂﬂ, 6176 (4, 1nedtitfe(déh)in@®wbwas
prepared. fyom anfin rgg_:ydlg(y M)ﬁ?@ah%gg 2982‘ 1}5 C@ mploylng the procedures as

set forth in Ste xample 1 5C16111 ©285.12 (Ivr+H). 111 NMR
(CDC13, 300 5%@&%&* dometa i % ylibyit-@reaci ¥ ylmingd, 1), 6.09 (d, 111), 5_26 (in, 111),
4.194.41(m, 411), 2. 8% Gld ehinpb O (Gra2 pepE¥a RN B finden-5-yi-oxymethyl}-oxirane employing
2-(4- Imldazol-]tﬁglrg%%snet% %twtydfﬁx%% 0 0P32 -alpyrimidin-7-one 20
CratisNaO0 (232.12), LCMS (EST): 233,11 (M™+H).
10 'HNMR (CDCl, 300MHzZ), § 7.12 {d, 1H), 6.81 (s, 1H), 6.70 {d, 1H), 491 {m, 1H), 4.2 (v.
br., 2H), 4.04 (AB-m, 2H), 3.91 (dd, 1H), 3.62 (dd, 1H), 2.85 (br. s, 4 H), 2.07 (o, 2H).
Step 3: 2-{Indan-5-yl-oxymethy]}-2,3-dihydro-oxazolo[3,2-a]lpyrimidin-7-one
The title compound was prepared from 5-(indan-5-yloxymethyl)-4, 5-dihydro-oxazol-2-
¥lamine employing the procedures as set forth in Step 3 of Example 1.
15 CigHlgNa0n (284.11), LCMS (ESD): 285,12 (MH).
'HNMR (CDCL, 300MHz), 5 7.24 (d, 1H), 7.12 (d, 15D, 6.76 (s, 1H), 6.65 (d, LH), 6.09 (d,
1H), 526 (m, 1H), 4.19-4.41(m, 4H), 2.85 (q, 4H), 2.08 (g, 2H).
Exemple 64
2(4 Tmidazol-1-yl-phenoxymethyl)-2,3-dilydro-oxazolof3, 2-a]pyrirtidin-7-cne

ReSTAvAS

Step 1t 1-{4-Oxiranylmethoxy-phenyl)}-1H-imidazole
The title compound wes prepared from 4-imidaznl-1-y1-phenel end epichlorohydrin
employing the procadures as set forth in Step 1 of Example 2.
C1zH1Nz0z (216.08), LCMS (ESID): 217.09 (M +EECHSCN).
25 'H NMR (CDCly, 300MHz), & 7.76 (s, 1H), 7.23-7.33 (m, 2H), 7.19 (4, 2H), 7.01 (d, 2H),
429 (34, 1H), 3.97 (dd, 1K), 3.37 (m, 1K), 2.93 (t, 1H), 2.77 (dd, LH).
Step 2: 5-{(4-Imidazol-1-yl-phenoxymethyl}-4,5-dihydro-oxezol-2-ylemine
The title compound was prepazed fom 1-(4-oxiranylmethoxy-phenyl}- 1H-imidazole
employing the procedures as set forth in Step 2 of Exemgple 1.
30 CrHiaNgOz (258.11), LCMS (EST); 259,12 (M +H),

20



Step 1: 1-(4-Chtimaylmelhory-phenyl)-1H-imidazole = The title compoimd was prepared from
4-imidazol-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 (g, 211), 7.01 (d, 211), 429 (drl, 1H), 3.97 (dd, 111),
3.37 (n, 111), 293 (t, 111), 2.77 (dd, 1H). Step 2:
5-(4-Imidazol-1-yl-phenoxymethy0-4,5-dthydro-oxazol-2-ylamthe  The title compound was prepared
from 1-(4-oximMiMMWiWM&mMﬁMmmﬁm gbuigctingm @ep 2 of

e SRR A A A €O o

3.65 (dd, 114), 3tep 3v. 2otd-Injdapadiey~ Bhenoxrmcthﬂ)-u dlhydm-nmln[m-a]wﬁmidin-?-m

2-(4-Imidazol-1-yl-pheRoxyiRe tiilicunad sl frepsad OlaRn? -5 Ay HTHAIE 1 -A0henaxymdth@ i S-
compound was_prepared from 5-(4-imidazaql-1- -phenoxymeth )-1, 5 Sdthydro- oxa oI 2-ylamine
employing®the &?ﬂ?@éﬁﬂ%@%@@fﬂf&ﬁﬁ%% {VQ 5‘35“1&& S (EST),

311.1 (M#11). msﬂmqqamm,aﬁmﬂrm&&fm) 731 (t 313) 720 (4211). 6.98 (0, 211),

6.10(d, 111), 5
In2-Chloro-4- (71%% awlo 1é’lﬁs@nmldﬁ- -y1 eﬁﬁ%%g‘udtr%m Ch] %d’

1H), 5.33 {m, 1H), 423—4 4'? {m, 4H}.
Example 65

10 2-Chlora-4-{7-ox0-2,3-dihydm-TH-oxezolo[3,2-a]pyrimidin-2-vimethoxy)-benzomitrile
ci

e vare

Biep 1: 2-Chlom-4-oximnylmethoxy-benzonitrile
The tide compmmd was prepared from 2-chloro4-hydrocy-benzonirile and
epichlorohydrin employing the procedures as set forth in Step 1 of Bxample 2
15 C1oHgCING; (209.02), LCMS (ESD): 210,05 (M™-+H).
'H NMR. (CDCly, 300MHz), & 7.58 (d, LH), 7.06 (d, [H), 6.91 (dd, 1H), 4,35 (dd, 1ET), 3.96
(dd, 1H), 3.36 (w, 1H), 2.94 (t, 1H), 2.76 (dd, 1H).
Step 2: 4-(2-Amino-4,5-dihydro-oxazel-5-ylmethoxy)-2-chloro-bepzonitrile
The title compoumd wes prcpamd from 2-chloro-4-oxiremylmethoxy-benzonitrile
20  employing the procedures ag sef forth in Step 2 of Example [.
Cp1HioCIN; 0, (251.05), LOMS (ESD); 252.07 (M +H).
1H NMR (CDCl;, 300MEE), & 7.59 (d, 1ED, 7.06 (d, 1H), 6.0 (dd, 1H), 4.92 (m, iE), 4.11
(AB-m, 28), 3.95 (dd, LF), 3.6 (v. b., ZH), 3.63 (dd, 1H),
Step 3: 2-Chlaro-4-(7-0x0-2,3-dihydm-7H-oxezolo[3,2-a]pyrimidin-2-yimethaxy)-
25  benzonilrile
The title compound was prepared from 4-(2-amino-4,5-dilydmo-exezol-5-yimethoxy)-
2-chloro-berzonitrile employing the procedures as set forth in Step 3 of Example 1.
C1eHoCIN: 05 (303.04), LCMS (ESD: 304.06 (M™H),
1 NMR (DMSO-ds, 300MEZ), & 7.92 {d, LKD), 7.76(d, 1HD), 7.41(d, 1H), 7.13(dd, 1H), 5.82
30 (4, [H), 5.36 {m, H), 4.35-4.57 (m, 31D, 4.04-4.12 (m, 15D,



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 (ddp111), 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
titte compound wes prepared from 2-chloro-1-oxiranylmethoury-benzonitnle 20employing the
procedures as set forth in Step 2 of Example 1. el D) (251.05), LCMS (ES1): 252.07

(1111-4-H). 1. 13} RAGIRG I Betro{id ) /phéhélyrbdihy1] 2 86 hdia- b0 36) { Och ] rkhidtnd? On, Hi),
4.11 210, 3.95 (04, 1), 3.6 (v. hr., 2H), 3.63 (dd, 111#'. Step 3:
2-Chloro-4-(7-oxo-2,3-darydro-7H-rocazolo[3,2-a]py |Fﬁidin-2-ylmethoxy)- 25henzonitdle  The tide

compound was prepared from 4-(2-amino-4,5-dihydro-oxfizpl-5tyImgthoxy)- 2-chloro-berrauthrile
employing the procedures as set f j of [oxa @ — 4NIO3 (303.04), LCMS (ESL):
304.06 (te+H). NMR (DMSO-d6, SOO%HZ)NEW’ H-&76(d,¥11), 7.41(0, 111), 7.13(dd, 111),
5.82 30(4 111), 5 36 (m, 114), 4.354.5%(n, 314), 4.044.12 (m, 111), 101 Example 66
R Bl i on
The tifle compound “wes prepared from Hl,l,ffa-teuameﬂlyl-hm}d}?hml and S-
epichlorohydrin employing the procedures as set forth in Step 1 of Exempie 1.
Ci7Has02 (262.19), LCMS (ESI): 304.23 (M +H+CH;CN),
TH NMR (CDCls, 300MHz), & 7.28 (d, ZH), 6.84 (d, 2H), 4.19 (dd, 1H), 3.98 (dd, 1H), 3.36
10 (m, [F), 2.90 (t, 1H), 2.76 (dd, 1H), 1.71 (s, 2H), 1.35 (s, 6H), 0.72 (3, SED).
Step 2: (R)-5-(4-(1,1,3,3-Tetramethyl-butyl}-phencxymethyl}-4,5-dihydro-oxazol-2-ylemine
The i#lle compound was prepared from  (R)-2-(4(1,[.3,3-tetrametiyl-triiyl)-
phenoxymethyl}-oxirane employing the procedures as set forth in Step 2 of Example 1.
C1sH2eN20; (304.22), LCMS (EST): 3052 (M*+H).
15 "HNMR (CDCl, 300MHz), 3 725 (d, 2H), 6.83 (d, 2H), 4.92 (m, LH), 4.04 (AB-m, 2H), 3.9
(v.br., 2H), 3.92 (dd, 1H), 3.62 (dd, 1H), 1.70 (s, ZH), 1.34 (5, 6HD), 0.71 (s, DH).
Step 3: AR} L.13,3-Tetrametiryl-butyl)-phenoxymethyi]-2 3 -dihydr-oxazolo[3,2-
a]pyrimidin-7-one
The tille compound was prepared from (R)-5-(4-{1,133-tetremethyl-butyl)-
20 phenoxymethyl)-4,5-dibydro-oxezol-2-ylamine employing the procedures as set forth in Step 3
of Example 1. [a]s® 4523 (c 0,489, CHCls).
CHasN203 (356.21), LCMS (EST): 357.18 (M'+H),
"H NMR. (CDCls, 300MHZ), § 7.28 {d, 2H), 722 (s, 1H), 6.79 (d, 2H), 6.10 {d, 1H), 526 {m,
IH), 4.22-4.39 (m, 4H), 1.70 (s, 2H), 1.34 {s, 6H), 0.70 (g, SH).
25 Example 67
2R)-(-tert-butyl-phenoxymethyl)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one

U O

Step L (R)-2-(4-tert-btyl-phenoxymethyl}-oxirene




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-1-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), 2,46 (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-wcazol-2-ylmnine
The title compound was prepared from (R)-2-(4-(1,1,3,3-tetramethyl-hety1)- phenoxymethy1)-oxinthe
employing the procedriesias seinfaitidifwvas repaaéd i plestt-bifd HRmbI2@iw (SQfikR)ekniim (EM),

3052 (N44414), 1 R (CDC.13, 3 7.2 6.83 (d, 2H), 4.92 (m, 1H), 4.04
(AB-m, 211), 35® 5'1 %’5"&?@2‘%&; ﬁ%"gﬁ% %(’ﬁmﬁlf% (s, 211), 1.34 (s, 611), 0.71 (s, 911).
Step 3: 2(R)44@bﬁ;%@%ﬁr&hé%%ﬁm§'— y'ﬂiéﬂéﬁ@ﬂ? 3-thirydro-oxazolo[3,2-
a]pyrimidin-7-oR¢ NpR %fﬁ@'(ﬁi, R)18-(da(1ep3 340 taneity baatyl)-

20phenoxymedayl)-4,5- chl dro oxazol 2 Iamlne em loying the procedures as set fort |n Step 3 of

Example 2° [ctiffb- &5‘&( 92343518 578003 (35621), LCMS (EST); 357-1g
01/4(114-1). NEMRAGREELG-BROMphedoRArehl-4)5-dm3an¢soxkEdl 2-fthigk, 211), 6.10 (d, MI 526 (m,

2(R)-(4-tortbuty-phoTS S AT S et Bl GO AR BB bromet-ocine
(R)-2-(4-tert-h rsAppty&asshy Frotagures g éorthon Step 2 of Example 1.
CraHaNG0; (248.15), LOMS (EST): 249.13 (M™+H).
10 'H NMR (CDCl;, 300MEE), § 7.32 (4, 2H), 6.86 (d, ZH), 4.92 (m, 1H), 4.0 (AB-m, 2H),
1.92 (dd, [H), 3.61 (dd, 1H), 1.96 (v. br., 2ZH), 1.30 (5, 9H).
Step 3: 2(R)-(4-tert-Butyl-phenoxymetryl)-2,3-dihydro-oxazolo[3,2-alpyrimidin-7-ona
The file compound was prepared from (R)-5-(4-tert-butyl-phenoxymethyl}-4,5-
dihydro-oxazol-2-ylamine employing the procedimes es set forth in Step 3 of Example 1.
15 [=)p” +52.20 (c 0.5, CHCL).
Cy7Hz0Nz05 (300.14), LCMS (ESD): 301.13 (M+H).
'H NMR (CDCl;, 300 MHzZ) § 7.31 (4, 2H), 7.24 (&, [H), 6.82 {d, 2H), 6.09 (d, 1H), 528 (m,
1H), 4.23-4.42 (m, 4H), 1.30 (s, 9H).
Example 68
20 2R HA-Cyclohexyl-phenoxymethyl)-2,3-dihydro-oxazola[3,2-alpyrimidin-7-cme

Dt‘\qu’j_/"@_o

Step L: (R)-2-(4-Cyclohexyl-phenoxymelhyl)-oxirane
The title compound was prepared from 4-cyclohexyl-phenol and S-epichlorohydrin
employing the procedures a3 set forth in Step I of Exemple 1.
25 CysHg0: (232.15), LCMS (EST): 274.18 (M'+H+CH;CN).
'H NMR. (CDCl, 300MHzZ), 5 7.12 (d, 2H), 6.83 (d, 2H), 4.17 (dd, 1H), 3.96 (dd, 1H), 3.34
(m, 1H}, 2.89 (¢, 1K), 2.74 (dd, 1H), 2.44 (m, 1H), 1.78-1.85 (m, 5H), 1.31-1,43 (m, 5H).
Step 2: (R)-5-(4-Cyclohexyl-phenoxymethyl)4, 5-dihydro-oxazol-2-ylamine
The title compound was prepared from (R)-2-(4-cyclohexyl-phenoxymethyi)-oxirane
30  employing the procedures as set forth in Step 2 of Example 1.



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, 2EO0, 418 (dd, 111), 3.97
(dd, 111), 3.34 5(M, 1H), 2.90 (t, 1H), 2_75 (dd, |1 Hp3130 (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 employlng the procedures us set forth in Step 2 of
Example 1. CL%Hziy 5@@7@}3 G @518 BEIHB (Mi+H). 10NMR (CDC13, 300MHz), 6 732

(d, 211), 6.86 (Y1 RAIR 4cIAR), Tbisanich Bo7(FRAmER] & B3R AHlS!, ﬁikuéﬁi-)(ﬂ.d{ﬁﬂr) #19G.05 hr...

211), 1.30 (s, ethyQ-43-c cazol432 -a]pyiimidin-7-one
The title compdﬁﬁdnvv?%r?é%(a(r‘%'dé}flfﬁré %ﬁ%’%%ﬁ%ﬁp (])Nrjlé %n}

dihydro-oxazolStey Enify-Ehipicylirgyimehamoyett E,S—émy&ﬁmﬁiaﬂ&]ﬁﬁmimpre:ﬂ:
15[a]:125+5220 (c O. %?mﬁ!nmdl %;g% (300 44 MR
(CDC13. 3(5)50 MHz) 7%1{:@ 211),7.24 (d 1 1) 6.82 (d ZTE;MG%OQ (d IHi Jg&é&ﬁ:ﬂﬁy 42'?%142 (in,
411), 130 (s, 91‘@?‘15(% Z5famine employing the

202(R)-(4-Cyclph)stydsphe qoxsrmeidy0-2,3- dlltydro oxazolo[3,2- alpytlmldln -7-one Slap I:

Eleyik()ig()gﬁloﬁeé%ﬁq% é%T@%%#%ﬁe%%éﬂ g Cp?rrcl)?:gglﬂrr]gsvgssg[ef%?trﬁcljnerOtr:p | of Example
1. 23Cst200ﬂM@RLB}D[GMSD@EBﬂDﬁMI& mgammlmmsnmmmﬁ(ﬁqmmsﬂw) 5732
(d, 211), 885 (fhaplido% 3§ (H0akl DaP Bl (P, 1 1rbl 367, 50, 1.32-1.43 (m, SED).
Example 69
($)-2-(4-Bicyclof3.3.1] non-9-yl-phenoxymethyl)-5-ethyl-2, 3-dibydro-oxazolo[3,2-
ajpyrimidin-7-tme

D?T}....xﬂw

15 To a selution of (5)-5-{4-bicyclo[3.3.1]non-9-y1-phenoxymethyl}-4,5-dihydro-oxazol-
2-ylamine {26 g, 0.828 mmol), prepared in accordence with the procedures as set forth in
Steps 1 and 2 of Exemple 1 end sterting from R-epichlorohydrin and 4-bicyelo[3 3.11n00-9-y1
phenol (prepared with the same procedure as set forth in steps 1 and 2 of Example 20), in
ethano} (5 mL) was added ethy] 2-peniynoate (0,157 g, 1.24 mmol). The reaction mixture was

20  healed ot reftox for 14 Irs and them cooled to room temperature.  The reaction mixture was
concenfrated and toaded onto a silica gel column, and elaed with 4-6% methanol/melhylene
chloride to affoni 120 mg of (5)}-2-{4- bicyclo[3.3.1]non-8-yl-phenoxymethyl)-5-cthyl-2,3-
dihydro-oxaznlo[3,2-a]pyrimidin-7-one. [)p® -36.89 (c 0.501, CHCL).
CoqHagNz05 (394.22), LCMS (BSD: 395,19 (MHH.

75 'HNMR (300 MHz, CDCL): § 7.29 {d, 2H), 6.84 (d, 2H), 5.89 (s, 1H), 5.25 {(m, LH), 423-
438 (m, 4H), 2.73 (brs, 1H), 2.49 (q, 250, 2.38 (br.s, 2H), 1.34-2.07 (m, 1ZH), 1.28 {t, 3.

Example 70 )
(25,6PR)-2-{4-Cyclohexyl-phenoxymethyl)-fmetlyl-2,3,5,6-tetrahydro-oxazolo[3,2-
alpyrimidin-7-one




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-Cyclohexyl-phencrcymethyl1)4"5-dihydro-oxazol-2-ylamine 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), k§gMS (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 Z=ahyrirgidin:7-one 5 The title compaw3d

was prepared from (R)-5-(4 cyclohexyl-merﬁ?@glb?- bxazol-2-ylamine employing the

procedures as set forth in Step 3 of E 4325+5140 (a 0.5, CHC13). C1lag72N203 (326.16),
LCMS (ESD: 327.16 1'e+11‘)%é(')DC13, 300MHz), 87.23 (d 111%, 7.14(d, 211), 6.8(‘)31(3(1 211), 6.10 (d,
111), 5.26 (in, /01113-;;@294(_ ghoesy}-phsnerymetiyl)-6-methyFd-4. He ekrlytmy oxagglol 3 511).
Example 69 (S)-2-(4-Bicyclo[3.3.1]non-9-y1-phgmeiitiacdeyit-5-etbyl-2,3-dthydro-orazoloP2-
alpylimidin-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 procggdurgs as set ford 2 of Example 1 and starting

from R-epichlorohydria and 4- hicyclo[33.1j0tn- 'M!.P%e | (Prepared with the same procedure as set
forth in steps 1 and 2 of Example 20),v#1 (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.

T ek AL S TR alla selsbumand stk i o
hic-yclo[3.3.1]rgr-08yiapindi preparatHp CuEaedantovathotha yuecedassie 33, forhontens-¥ amde2 pjDzs
33-89 (€ 0.50%5 Lot 3. Ead duketiaes- ofdad (ﬁ%m&%&&(%ﬁpas%a&@mﬂ&g%ﬂ MMR{(300
z, CDCI3): 6 7.29 (d, 21), 6.84;l , 211), 5.89(s. 1H), 5.25 (in, ;H)é% ﬁﬁ’ﬁ%gﬁﬁ%lﬁsrziz?’ (br_s,
111), 2.49%q, 2aehesryleteyh/3 g 3415 mpmgh gebilize) withJgydrogagn
hrs. The reaction mixtre was concenimated and loaded onto 2 silica gel column, eluted with
2-6% isopropenol/methylene chloride to afford (25,6R)-2-{4-cyclohexyl-phenoxymetiry[}-6-
methyl-2 3,5,6-tetrzhydro-oxazolo[3.2-a]pyrimidin-7one  md  (25,68)-2-(4-cyclohexyl-
phenoxymetiyl)-6-methyl-2,3,5,6-tetrehydro-oxazolo[3,2-alpyrimidin-7-one (total 0.79g ).

15  (28,6R)-2-(4-Cyclohexyl-phenoxymethyl}-6-methyl-2,3,5,6-tetralrydro-oxazolof3,2-

alpyrimidin-7-one. [x]p? +78.40 (¢ 0.5, DMSQ),
CoaHosMz04 (342.19), LCMS (EST): 34320 (MHT).
'H NMR. (300 MHz, DMSO-dg): & 7.18 (2H, d), 6.85 (2H, d), 5.16 (LH, m), 4.23 (1H, dd),
4.18 (1H, dd), 3.85 (1H, dd), 3.59 (2H, m), 3.13 (1H, dd), 2.50 (1H, ddq), 2.42 ([H, m), 1.65—

20 1.B2 (5H, m), 1.20 - 1.40 (5H, m), 1.06 (3H, d). '
(28,68)-2-(4-Cyclohexyl-phenoxymethyl)}-§-methyl-2,3,5,6-tetrahydro-oxazolo[3,2-
a]pyrimidin-7-one. [of]p® +102.29 (¢ 0.503, DMSO).

CogHaeN>0; (342.19), LCMS (ESD): 343.18 (MITH).
H NMR. (300 MHz, DMSO-dg): § 7.18 (2H, d), 6.85 (2H, @), 5.16 (1H, m), 4.26 (1H, dd),

25 417 (IH, dd), 3.90 (1H, dd), 3.59 (2H, m), 3.13 (1H, dd), 2.50 { 1H, ddq), 2.43 (1H, m), 1.65
—1.82 (5H, m), 1.20 — 1.40 (5H, m), 1.06 (3H, d).

Exanple 71
(8)-2-(4-Cyclohexyl-phenoxymethyl)-6-methyl-2,3-dilydro-oxazolo[3,2-alpyrimidin-7-one




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-0xazo10[3,2-- a]pyrimidin-7-one 5
A mixim-e of (.5)-5-(4-cyclohexyl-phanorcymethyl)-%-ditydro-oxazol-2-ylamine (0.85 g, 3.09 mmol),
prepared in accordance with the procedures as set forth in Steps 1 and 201 Example 1 end starting
from R-epichlorohydnin end 4-cyc|ohexylpheno| and methyl methacrylate (332 g, 37.15 mmol).
stabilized with hydroquinone was hea for 14 h dachNon mixtre was concentrated and
loaded onto a silica gel column, eluted jlth 69 lserpro &ne chloride to afford

(2.516E)-2-(4- c)clohexyl phenoxymett hyl-2,3,5,6-tetrahydro-orazolo[3,2-a]pyrimidin-7-one

and (23,63)-2-(4-cyclgy methyl-

phenoicymethyl)-6- meth -2 3 5,6- tetrehydro matzolop, lzﬂmlpyrlm‘:%lﬁ'w- -one %to?ﬂ 0.

15(28,6R)-2-(4 EEIhA DRSS 78 b me ey drpl v 6 me 1.1
alpyrimidin-7-oagntRRf hatAI0Porit] SThe feddinl? G408 #3ad Bk MG WS ERRERM3ARLME14).

11-1 NMR(300 MHz. DM O‘ﬁ) %3 85 (2H, d), 5.16ra 42351%3 8 (111, dd),
3.85 (1H, §%“§“(5$F”‘!}S“§ Pléffﬁgdéé §§%¥$" %%q : ?%ﬂ(ﬂ]ﬁ““@ ﬂéﬁ}"fﬂ‘}’ 120 -
1.49 (513, m) adelgadwih 2-7% mpm:ﬂnuﬂmeihylane chlaride to afford 8 mg of (S)-2-(4-cyclohexyl-
(28,68)-2-(4-Cymatiey-pazraoxymasy b ’ﬁa -ficazolot3,2- alpyrimidin-7-one.
[alo2s +10229 (c 0303, DMSO0). C 20H26N 03 34239 S (ESD 343 18 (Mtn.  NMEt. (300

MHz, DMSO-4 5220 f340.47), , m) 4.26 (113, dd), 254.17 (IR, dd), 3.99
(111, dd), 3.59 &mmmmm) ﬁsm CHL A 2AWR 6680 $55.22 (1, m), 4.22-

0 4.36 (4H, m), 245 (1, m), 2.01 (3H, 5), 1.69 — 1.88 (SH, m), 1.33 — 1.44 (5HL m).
Example 72
(5)-2-(5,6,7,8,8a 9-Hexshydro-4bH-luoren-2- pheoxymethyl)-5-ethyl-2 -dihydro-
oxezolo[3,2-a] pyrimidin-7-one

Q N\. o o
e

15 To a scluion of (8)-55,6,7,8,8a,%-hexahydm-4bH-fluoren-2-yloxymethyT)}-4,5-
dihydro-oxazpl-2- ine (16 mg, 0.055 amol), prepared i accordence with the procedures
in Steps 1 &nd 2 of Example 1 and starfing from R-epichlorohydrin end 5,6,7,8,8a.9-
hexalrydro-4bH-flucren-2-ol {prepared by the same procedure as in Step 1 of Example 19), in
ethanol (2 ml.) was added ethyl 2-pentynoate (4.2 mg, 0.065 mmol), The reaction mixture

20  was heated at reflnc for 14 brs end then cooled to room temperature, The resction mixture
was concenirated and ¢hen loaded onto a silica gel column, and ehded with 2-6%
methanol/methylene chloride to afford 8 mg of (8)-5-cthyl-2(5,6,7.8.82,0-hexuhydro-4bH-
flroren-2-yloxymethyl)-2,3-dihydro-oxazolo[3,2-a pyrimidin-7-one.

CpHzeN20; (366.19), LCMS (BST): 367.21 (MHD),

25  'HNMR (300 MHz, CDCh): & 6,36 (4, 1H), 6.07 (s, 1H), 6.97 (d, 1H), 5.21 (s, 1H), 4.52 (m,

1H), 3.50-3.68 (m, 4H), 2.34 (m, TH), 2,12 (@d, [H), 1.62-1.91 (m, 4H), 0.49-1.15 (m, 11H).
Example 73



-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-£3,5,6-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 a($sRApHaTyEAGHEshgehadiRBIT SR pleg BitdhdeapropEpampstaie chioride
to afford 8 mg of

(S)-2-(4-cyclobexylphenoxymethyl)-6-mee- 2 3- caydro oxazolol3 2-ajpyrimidin-7-one. C201124N203

(340.17), LCIIS (ES1): 34120 (M111} 1H 13 (2H, ii), 7.12(111. s), 6.80
(211, d), 5.22 (111, m), 422- 104.36 (4H, m (.lJtl mi2. Q4 ,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-ethyl-2,3-dihydre-

oxezoloP2-alpyrimidin-7-one 15To a solution of

(S)-5-(5,6,7,8,8& DA e-phrsmmehed) fridutiyi 2 5 embe-sser bl 4 pemeitite mg,
0.055 mmel), prepared in accordance with the procechﬂes in Steps 1 and 2 of Example 1 and starting
from R-epichlorohydrin and 5,6,7,8,8a, 9 12exehydro-45H-llyorea-2-9l (prepared by the same
procedure as in Step 1 of Example 1 ol (28 @ led athyl 2-pentynoate (42 mg, 0.065
mmol). The ‘cation mixture 20 was heated af ref, x"rér 14 cooled to roan temperahre.

The reaction mixture was concentratgd and then Ioaded onto a silica gel column, and eluled with 2-6%
methanol/methylene chloride to aﬁor 8 mg of (S)-5-ethy1-2-(5,6,7,8,8a,9-heicahyrim-41,11-

fhanen-2-yloxymethy)-g, Rl e { sz ReRoil ¥ WMis(EM):

367.21 (MT-113 25IHNMR. (300 MHZ CDCW: 8.6. 3&%}&%07 1), 6. 9%521 (s, 111),
4.52 (m, 111), S5t03 BEeR FIRRATDBRRoriRRes il 'ﬁd}”E?zﬂig&ﬁ 959 1111).
Example 73  starting from R-epichlorohydrin end 4—c}c10haztylphzuﬂ], and ethyl elhyla::rylaie (10 g, 7.57
10  mmel) in n-butanel (2 ml) was heated at $0°C for 18 hrs. The reaction mixture wes
concentrated and loaded onto a silice pgel column, and elwed with 2-6%
isopropanol/methylene chloride to afford (28,6R)-2-(4-cyclohexyl-phenoxymethyl)-6-ethyl-
2,3,5,6-tetrahydre-oxazolo[3,2-a]pyrimidin-7-one (024 g) and (25,68)-2-(4-cyclohexyl-
phenoxymethyl}-6-ethyl-2,3,5,6-tetrahydro-oxazelo[3,2-a] pyrimidin-7-one (0.34 g ).
15 (28,6R)-2-{4-Cyclohexyl-phenoxymethyl)-6-ethyl-2,3,5,6-teimbydro-oxazolo[3,2-a]pyrimidm-
7-ope, [a]p™ +32.12 (c 0.504, DMSQ).
CnHzsN205 (356.20), LCMS (ESI): 357.23 (MH™).
"M NMR (300 MHz, DMSOQ-dg): 5 7.18 (2H, d), 6.85 (2H, d), 5.16 (1F, m), 4.24 (1H, dd),
4.18 (1H, dd), 3.86 (LH, dd), 3.58 (21, m), 322 (1H, dd), 2.43 ( 1H, m), 2.31 (1H, m), 1.65 -
20 1.B2 (6H, m), 1.28 — 1.40 (SH, m), 1.21 (L, m), 0.89 (3H, 1). '
(28.68)-2H4-Cyclohexyl-phenoxymethyl)-6-sitryl-2.3,5,6-tetralrydro-oxazolo]32-apyrimidin-
7-one
CuHasNz03 (356.20), LCMS (BSD): 357.23 (MHY).
'H NMR (300 MHz, DMSO-dg): 6 7.18 (2H, d), 6.85 (2H, d), 5.16 (1H, m}, 426 (1H, dd),
25 4.17 (1H, dd), 3.50 (1H, dd), 3.57 (2H, m), 3.22 (IH, dd), 2.43 (1H, m), 2.31 (1H, m), L.65 —
1.82 (6H, m), 1.28 — 1.46 (54, m), 1.21 (1H, m), 0.89 (33, 5.
Example 74




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#hlydro-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 ethylacrylale (1 0g, 737 10 mmol) in n-butanol
(2 ml) was heated b3 ASS FerambsksrelobenDrhes hdthydrematiersieldd-onto a silica
gel column, and elided with 2-6% |sopropanollg}ﬁtﬁmﬁﬂg7c$ﬂ@rlde 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-cyclohearylphenoxymethyl)

6-ethyl-2,3,5,6-tetrahydro-oxazoloP, EL%&'T idin-7-en -@

15(23,6R)-2-(4-Cycloheicy4-phenoxy ﬁ@e«h{ﬂ 2,364 aby
7-one. (cthis +32. 12 (c 0.504, DMSO). CZ11/2aN203 (35610) LCMS*(EM): 35723 (M11+). 1H NME.

(300 MHz, DM 111, m), 4.24 (1H, dd), 4.18 (111, dd), 3.86
(111, dd), 358( Lé’%z (JH ‘?@%ﬁ%ﬁ"*&%‘% 1(111, m), 1.65 - 201.82 (6R, m), 1.28 - 1.40
(511, m), §.21 (111 féﬂ @tﬁ} ng} under Hz 1-benzyloxy-4-(3,3,5,5-tetramethyl-
(2S,68)-244-C¥pirnex3 S ANisHERnRAY AlphB2-RYdiRigin 7-one

82815T§f*1E§°§f§§a?§?éaL?¥i%%ﬁwﬁa> %723%44%5#&%%@%% TS A a7 4
(1H, m), 231 (sliteh)ndes I ﬂmmm)gmgmmmmﬂas(&lm)m@(m. OTExample 74
filtrate was concentrated 1o give 1he title compoimd as a white solid (1.19 g).
10 Ci5H40 (232.18), LCMS (CD): 232,15(M").
"H NMR (CDCls, 300MEz): 7.10 (d, 2H), 6.76 (d, 2H), 4.55 (s, 1H), 2.50 (m, 1H), 1.54 (m,
2H), 1.11-1.34 (m, 4H), 1.08 {s, 6H), 0.92 (s, 6H).
Steps 2 to 4; {S)-2-[4-(3 3,5,5-Tetramethyl-cyclohexyD)-phenoxymethyl}-2_3-dihydmo-
axezalo[3 2-a]lpyumidin-7-one
5 The title compound was prepared from 4-(3,3,5,5-tetramethyl-cyclohesgyi)-pheno] and
R-epichlorchydrin employing the procedires in Steps 1 hrough 3 of Example 1.
CrFagNz05 {382.23), LCMS (ESD: 383.23 (M'<H).
'H NMR. (DMSO-d, 300M#z), 7.76 (d, 1H), 7.16 (4, 21D, 6.85 (d, 2H), 5.52 (d, 1H), 5.32
(b.s, 1H), 4.24-4.44 (m, 3H), 4.09 (AB-m, 1H), 2.70-287 (m, 1H), 1.44 (d, 2H]}, 1.10-1.30 {m,
20 4H),106( 6H), 090 (5, GH).
Example 75
(8)-2-(6-tert-Butyl-benzothinzol-2-yloxymethyl)-2,3-dihydro-oxezolo[3, 2-a]pyrimidin-7-one

The tille compound wes prepered fom 5-leri-bulyl-benzothinzol-2-0l and R-
25 epichlorohydrin emplaying the procedures in Steps I through 3 of Exemple 1. [a)p™ +6.08 (¢
0.51, CHCL).
CigHisMa0s8 (157.12), LOMS (EST: 358,02 (M),



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-TetramethylcyclohexyO-phenol 5To 10% Pd/C (0.17g) under
N2 was added 1-henzylcory-4-(3,3,5,5-tetramethyl- cyclohex-1-enyl)-henzene (1 7 g, 53 ramol),
prepared by a substantially similar procedure to thgpof 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 (231 78) NaGMBuEH- 23 200 8B EH7M MR, PE133,300M42) (] IHD, (8128 83, BB64d621), 4.55
(s, 1111 2.80 ( 1) 220 -1.34 H), 1.08 (s, 6H), 0.92 (s, 613). Steps 2 to 4;
(S)-244-(3,3,5,?%@%ﬂ§éﬁc§%%ﬁé§%1%%&%xy ierhyl]-2,3-dihydromurzoloP,2-alpyrioxidin-7-one
15The tide compoimd was prepared from 4-(3,3, EBmmetaethyl-cyclohexy1)-phenol and

R-epicblorohydri@gﬂﬁ%&]&%ﬁ&@ﬁ%@ﬁ}n@ﬁe AR e MR riferiiti QM2 03

(38223), LCMS ( 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, @ 8.44 (I {@ 4,09 (AB-m, 1R), 2307187 (m, 111),
1.44 (d, 211), 1.10-130 (ro, 2041), 1.06 (g, 6K)), ¢~9€ (s, 6444, Example 75
(S)-2-(6-tert-Butyl-benzothiazol-2-yloxymeihy0-2,3-dthydro-oxozolop,2-alpyrirridin-7-one 0 NO-g s

The title cqmpound was prepared fron rt-butyl-benzothiazol-2-ol and Repichlorohydrin employing

2227?&020)? ngfﬂsslr(llzsst%, S - rou ) 3 ; Examgl%éﬂw’;-g +308 SC 0 _g%rh%ggl%.jglgg’lljl%lﬁ%ms

mmol), prepared in accordence with the procedures in Steps 1 and 2 of Bxample 1 and starting
from R-epichlorohydrin and 4-cyclohexylphenol, was dissolved in ethanol (6 mL). Methyl 2-
hexynoete (0.34 g, 2.70 mmol) was then added and the reaction mixiure was heated at neflux

10 for 24 hrs and then cooled Lo room temperature. The resulfing crystalline salid was isolated by
filtration, weshed with heptane 3 fimes, and dried under vecuum 1o efford 135 mg (27% yield)
of (S)-2-(4cyclohexyl-phenoxymelhyl)-5-propyl-2,3 -dibydro-oxazolo[3.2-2]pyrimidin-7-one
as a white solid. ’
CxHagN705 (368.48), LC/MS (BSD): 36921 (MHH)

15 'H NMR (300 MHz, DMSO-dg): 5 7.14 (2H, d), 6.84 (2H, d), 5.63 (1H, 5), 529 (LK, m), 4.11
— 4,44 (4H, m), 2.45 (3H, m), 1.64 —1.80 (SH, m), L.55 — 1.64 (24, m), .16 — 1.42 (5H, m),
0.95 3H, o).

Example 77
(5)-2-(4-Cyclohexyl-phenoxymethyi)-5-phenyl-2,3-dilydro-oxazolo[3,2-a]pyrimidin-7-one

° :Tj....xﬂ@_o

20 ; .
The title compound wes prepared from (S)}-5-{(4-cyclohexyl-phenoxymethyl}-4.5-

dihydro-oxazol-2-ylamine end ethyl phenylpropiolate employing the procedure deseribed in

Example 76. [a]n® +100.26 (c 0507, DMSO).

CosHaeN>05 (402.50), LC/MS (ESI): 403.19 (MHH)



100 ill MAX (DMSO-d6, 300MHz), 7.74 (m, 21), 7.43 (d, 211), 5.81 (d, 111), 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-propyl-2,3-chlrydro-orazolo[3,2-alpyrimidin-7-one $
(5)-544-Cyclohexyl-phenoxymethy])-4,5-dilrydm-oxagol-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 andREFR 420N Hn NS Qrde) e 2ol eyl 264 B Zhdlihs Bdd Bledl, f62foom

temperature. Therragykiog-caystatinesspichwasisalates Qydilwgliogs washegwithheptane times,
and dried und cuum to afford 135 mg (27% yield) of
(5)-2-(4-cyclo:é—>§$ﬁhenoxymeihyI)-5-pmpy1-2,3-di|aydro-oxazoloP,2-a|pyrimidin-7-one as a white
solid. C.22HaN2133 (368.44 LC/MS (BSI): 3692 ExiipletJ815SNMR (300 MHz, orvISO-d6): 37.14 (2H,

5), 6.84 (241, d Mﬁ%&%@@m 4 1.64.- 1,89 (51-1, ral
135- 1.642-51(21-25%1%4.—}1%{(51-1, m), 0.96 (3H, 1). Exa]rf%ale 7@ bt Byt

(S)-Z-(4-Cyc|obéxyl-phenoxymemQDgtd-%h yI-Z%rrimi_din-7-one 20 The
titte compotmd was p_repared from_ ..9- -E?ayefohc yl-phenoxymer yl)- ,5-_d_|hydro-oxszol-2-ylam|nc
and ethyl phenylmopiolate employin rocedure dnibed in Example 76. joia25 +10026 (c 0307,
Dmsc). C251126 110344730k iMP $Es> prigd Q3 Bt Pl ert brtytphenosey)-pheno] (prepared in
accordance with ths pmecdures of Yeager, et el, Sprthesls 1991, 63-68) and R-
epichlorchydrin employing the procedures set forth in Steps 1 through 3 of Example 1. [a)o™
0 -35.00(c 0.571, CHCIL;).
Coabla N304 (392.17), LCMS (ESD: 393.15 (M'+1D.
TH NMR. (EMS0-d, 300MH2), 5 7.76 (d, LH), 7.35 (4, 2H), 697 (s, 4H), 6.85 (4, 2H), 5.52
{d, 1H), 5.32 (br.s, 1H), 4.24-4.43 (m, 35}, 4.11 (AB-m, 1H), 1.27 (s, 9H).
' Example 79
15 {(5)-2-{4-Cyclohexyl-phenmgmethyl)}-7-oxo0-2, 3-dihydro-7H-oxazolo[3,2-ajpyrimidine-5-
' carboxylic acid ethyl ester

To a solufion of (S)-5-(4-syclohexyl-phenoxymethyl}-4, 5-dihydro-oxazol-2-ylamine
{0.5 g, 1.82 mmel), prepared in accordance with the procedures described in Steps 1 and 2 of
20  Example | and starting from R-epichlorohydrin and 4-cyclohexylphenol, n ethenol (10 mL)
was added diethyl acetylenedicarboxylate (0.39 g, 2.29 mmol). The reaction mixture wes
heated af refler for [4 hours and then stored in 2 freezer ovemnight. The reaction mixture was
warmed to mom temperature. The resulting erystalline solid was isoleted by cenfrifigetion
and dried under vacum ai 60°C 1o afford 427 mg of (S)-2-(4-cyclohexyl-phenoxymethyl)-7-
25 oxp-2,3-dihydro-7H-oxazolo]3,2-a]pyrimidine-5-catboxylic acid ethyl ester. [a]p® -16.15 (c
0.52, CHCI3).
CHzNz05 (398.18), LCMS (ESI); 399,20 (M)



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]-g,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 seffDNME @Ok, Atonatg)) 8 70f Egindles B0 @01, 36 L1IL 0)51528HER), m),

@ 211, 6. (S ARy 9o, 200 B 1 A ke R e 10y
127 (s, 911). Example 79 Example B0

15(S)-244-CyciQpe gy R IMRSANBHNNof iR drRiiNAY S - Ky azaie R SRRt T-garboxylic

acid ethyl ester ONyo 00  To a solution of

(S)-5-(4--cyc|ohery4-phe:noxymetiery 5 g, 1.82 mmol), prepared in
accordancg with the procedures des ' Steps T and 2 6f 20 Example 1 and starting from
R-epichlorohydrin and -4-cyclohexylphenol, in ethanol

10 roL) was added die% A
acetylenedicarboxy|atReE98 PP, SHa PRIy PhRA AR P A BB Mhours and
then stored in acliedaee owitinigiet Freahnetiof Wedpne wasavaripett=dsrotidlie fiéin-tiné. Bhe

resulting cryst%%ag%xyi_ qége,zgg &y WM@ @W?rﬁ%ﬁ&@ ﬁt%&tq_aﬁord

427 mg of (S)- cyc xymetby1)-7-
ox0-2,3-d1xyd el 133#-61852 GHFKmidine-5-earboxylie acid ethyl ester. [a]a2-5 -16.15 (c 0.52,

CHC13). gnH2E 142060309 4.6, EEMSEEHTI1899ad'y+H) 110 NMR (CDC13, 31:10N11-14, S
311, zu), 5/1
(ﬂ?l y .

7.13 (2H, d), 6,80 5/1 (111 , 4.62-4.78 (2H, m), 439 (211, 420 -4.33 (211, at), 2.45
(bro, 111). 1 CH BRIV de SOV B e, 1D, 7.7 0 20, 650 i, 035 0 4 5.8

(. [H), 5.34 (brs, 1H), 4.23-4.46 (m, IH), 4.12 (AB-m, 1H), 242 (m, 1H), 1.66-1.84 (m,
SH), 1.14-1.43 (m, 5H).
Example Bl

15 (S)-2-(4-Cyclohexyl-phenoxymethyl}-6-ethyl-2,3-dihydro-oxazole[3,2-a]pyrimidin-7-one

‘;"ﬁf\'}.".xc’@—o

To & solution of (28,6R)-2-{(4-cyclohexy)-phemoxymethyl)-6-ethyl-2,3,5,6-tetrahydro-
oxazolo[3,2-a]pyrimidin-7-one (108 mp, 041 mmol) in toluene (2 ml) was added
manganese(IV) oxide (360 mg, 4.1 mmol). The reaction mixture was heated at reflox for thres

20 days. The resction mixture was filtered without cooling end the filimate concenirated and
loaded on a silica gel column. The column was eluted with 2-7% isopropancl/methylene
chloide 10 afford 8 mg of (S}2-{(4-cyclohexyl-phenoxymethyl)-6-ethyl-2,3-dilydro-
oxazolo[3,2-a]pyrimidin-7-one. [ofp™ -22.40 (c 0.5, CHC).

CaH2eNx04 (354.19), LCMS (ESI): 355.21 (MH™).
25 'H NMR (300 MHz, CDCL): § 7.13 (2H, d), 7.04 (1H, s), 6.81 (2H, d), 5.23 ([H, m), 4.19-
439 (4H, m), 2,40-2.51 (3H, m), 1.67 — [.87 (SH, m), 1.13 — 1.42 (8H, m).
Exsmple 82
(8)-5-Fthyl-2-[4-(3 3,5,5-tetremethyl-cyclobexyl)-phenaxymethyl]-2,3-dihydro-oxazolo[3,2-
alpyrimidin-7-one



Example 80
(S)-2[4-(4-Cyclohexyl-phenoxy)-phe:noxymethyl]-2,3-dihydre-oxazoloP,2-alpyrimidin-7-one 50tto

The title compound was prepared from 4-(9-cyclalaexylphenoxy)-phertol (prepared in accordance with
the procedttre:s of Yeager, et. oL, Synthesis. 19911163-68) and Repichlorohydrin emplofrg the
procedures as set forth in Steps | 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 .34 (3 511), 1 ‘ 5H). Example 81
15(S)-2-(4-Cyclohearyl-phenoxymethyl) 6 € 0 ;30ihy [3,2-alpyrimidin-7-one Toa
solution of
(28,6R)-2-(4-cyclohexyl-phenoxymedrjrl)-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 ZPefi RSt Rfe2l-day s> trienstuls Reniveasametdavkaciitucseling and
the filtrate coneﬂnmeﬂmﬂalgamag 07431 SR atA T acoon@ER! WAl 3SRl ees a0

sopropanollmet len ride.to affo
I(S) 2-(4- cyclolf%xy pk?e%%#%ﬁﬂ%—gt%ﬂ?%ﬁ&%o?#w ynm%‘gmml 22.40 (c
(1.5, CHUY). Crelpbeyy pRepboroyradomR thv SraspResiue t4in SENMBESOQNM P ineB@dl): 5 7.13

(211, d), 7.04 (KA1 el SR ey )87
(511 T 1. 13} LY 0 Sy . cudh b 9068 b AL T AR ARAR bl ek

m). Example 82
(S)-5-E1hyl-24% telﬁ? ﬂﬂ‘i{) o gtealsd, fr JReMo e, TheTTe BoomixHE, es

alpyrimidin-7- cmmuﬂ-ated, loaded onlo a silica pel column, znd ehmed with 4 % methanol/methylene
chloride to afford 23 mg of (8) S-ethyl2§443,3,5,5-tetramethyl-cyclohexyl)-
10 phenoxymethyi]-23-dibydr-oxazelo]3,2-g]pyrimidin-7-one
CasHaN2O (410.26), LCMS (EST): 41125 (MHH).
'H NMR (300 MHz, CDCly): 7.15 (d, 2H), 6.81 (d, 2H), 5.89 (s, 1H), 5.22 (b.s, 1H), 4.20-4.38
(m, 4H), 2.18 (m, 1H), 2.50 (g, 2H), 1.55 (m, 2H) 1.11-1.35 (m, 7H), 1.08 (s, 6H), 0.93 (s, 6H)
Exempls B3
13 (5)-2+4-Cyclohexyl-3-isopropyl-phengwymethyl)-2,3-dihydro-oxezolo[3,2-a]pyrimidin-7-one

Steps 1 and 2: 1-cyclohexyl-4-methoxy-2-isopropyl-benzene
1-Bromo-2-isopropyl-+methoxy-benzene was prepared in eccordance with the
procedures of Komshi et al, Suff Chem Soc. Jpn., 1989, 62, 501-593. To a sclution of 1-
20 bromo-2-isopropyl-4-methoxy-benzene (4.5 g, 19.7 mmol) was added Buli (1.6M in hexane,
14.8 mL, 23.7 mmol} a1 -78°C. The reaction mixturs was stirred at -78°C for 40 min, followed
by addition of B{0O-iPr); dropwise. The resulting mixture wes stired at -78°C for 2 hours,
then wammed to room temperature overnight. The reaction mixture wes quenched with HCE
{1N) and extracted with diethyl ether tlwee times. The arganic phase was washed wilh waier,
25 hrine and dried (Nez504}. Silica gel chromatopraphy (10-30 %FEtOAc/heptane) provided 23 g
of 4-methoxy-2-isopropyl-phenyl boronic ecid.

& O0¥OXaXO0l@

.



To a solution of 544-(3,3,5,5-teiramethyl-cyclohexyl)-phenoxymethy1l4,5-d1hyclrooxaml-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 gfsExample 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 % Mﬁihmaqllmaihﬁbﬂ@m@fiﬂﬁltbaﬁﬁﬁ&iﬂ [iﬁgpafeﬁi)i twu steps by a Suzuki
5-ethyl-24443,3,5 . 5-tetr clohexyl)- 10 phenoxymsthyi]-2

2-ajpyrimidin-7- g}“gc“g%] R’i%"ﬂz "%'%%%’%3? 111 MAR R
CDC13): 7.15 Rae#gw&s&‘%mg— slséb(elem?ﬂ@oi@) &m}fiﬁh@@éawrab%s-czcl@w-n 1),

2.50 (g, 2H), 1&51@5@&&}1%3@(ME,L%&M eeqenlyE Kpdnpiaddl (Pd/C, Ha,

15 44-Cycloheec -1sopr -plianymetEryl ro-oxazoloP2-aktyrimidin-7-one Steps 1
(S)-2 Cylh I3 pﬁ}/ liany )23%}[}d loP2-aktyrimidi Step

and 2: 1- c§/clo Xy~ ]'i'@ 00-2-isopropyl-4-methoxy-bertzene

was prepared m[amaraamwmmmmf Korrishi et aL, Stilt Chen Soc. Jrpn, 1989 62,

591-593. To a gp Y. \, 7 Wwas added
BuLi (1.6M in LEXHI e, @% ﬁ% mmogﬁﬁ’ %&nﬁg@ééﬁﬁ’gﬁﬁiﬁrg}@iim i 78C for 40
min, followed KMdﬁb#@? @(@1@)3—@‘0}39@@ b Feduhif (mitakd Aa&isfted at -78C for 2

hours, then wagggest (prREalght The reaction mixture was quenched with Ha (1N)
and extracted with dleth ether thre dr e organic has hed W 250rine and
criea (NBSO4). SiicE ST mﬁﬁvéa%%v%ﬁ%ﬁ' e ST il e

9-methmry-2- mﬂprnpthhhdrﬂlﬂnptbhlmaﬁﬂﬂim 5 ﬁmbﬂmp}wsdaﬂ@’moiyﬁnwpmpybb@m@ne was
prepared in e HRPFDY.R, SNk feypéﬂaﬂ&féﬂﬁmmﬁms nsﬁﬁrmm(g

cyclohexertol trade following the procedures of Carmen et al., Synlett 2005, No. 1 601 1605 to

obtain 1- cycloh%-%%%@ﬁ%ﬁ?@%mﬁ%ﬁg‘}mﬁs Q@Bé@ﬁﬂ’@ﬁt FFéoated
(Pd/C, 112, 5 MMWWWMWWEH@EW&MH@WBB)

(. 311, W22 PR o4 o R O e o Bt i ety ) > 7
E%EH}Aw'beptﬂne} provided 2.6 g of the hﬂe
CisHx0 (218.16), LCMS (ESD): 219.18 (M ™).
'H NMR (CDCl, 300MHz), & 7.09 (d, 1H), 6.73 (d, 1H), 6.62 {d, 1H), 4.47 (s, 1H), 3.20
(quin, [ED}, 2.72 (br. 5, 1H), 1.63- 1.92 (m, 5H), 1.12- 1,48 (m, 5H), 1.21 {d, 6H).
20 Steps 4 10 & (8)2-(4-Cyclohexyl-3-isopropyl-phenoxymethyl)-2 3-dihydro-oxezolo[3,2-
a]pyrimidin-7-one
The title compound was prepared from 4-cyclohexyl-3-isopropyl-phensl and R-
epichlorohydrin employing the procedures as set forth in Steps I through 3 of Exemple 1.
[a]p® -54.00 (c 0.5, CHCL).
25 Cplhah0s (368.20), LCMS (EST): 36923 (M'+H).
YH NMR (CDC, 300MEz), § 7.26 (d, 1H), 7.15 (4, 15D, 6.76 (d, 1E), 6.67 (dd, 1H), 6.10 {d,
1H), 528 (m, 1H), 4.18-4.44 (m, 4H), 3.22 (quin, [H), 2.74 (br. 5, 1H), 1.67- 1.89 (m, 5H),
1.20- 1.50 (m, 5H), 121 (d, 6ED).
Example 84
30 {8)-2H(4-Cyclohexyl-3-ethyl-phenoxymetiyl}-2, 3-dihydro-oxazolo[3,2-a] pyrimidin-7-one



Step 3: 4-Cyclohoryi-3-isopropyl-phenol 10To 1-cyclohercyl-4-methoxy-2-isomopyi-benzene (109 g,
9.0 mmol) in CH2C12 (20 mL) was added BlIr3 (I MinCH2C12, 22.5 ramol) dropwise et OC. This
mixture was stirred at OC for two hours. The reaction mixture was then quenched with MeOH (5 mL),
after which aqueous sodium hydrogen carbonate (13 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 (Na2S04) and concentrated Silica gel chromatography (0-

2%EttiAciheptarte) provided 2.36 g of e ggmpoynd .161 LCMS (EST): 219.18
(M+-1-H). NMR. (CDC13, 300MHz), 8 7. 96 16 73%

2 (d, 111), 4.47 (8, 1E1), 320
(quirt, 1M1), 172 (hr. s, 111), 1.63-1.92 (in,

12-1.48 (n,%11), 1.21 (d, 611). 20Steps 4 to 6:
(S)-2-(4-Cyclohexyl-3-i-sopnrpy4-phe: noxymethyl) -2,3-dflaydro-oxazoloP,2- alpyrimidin-7-one ~ The
title compounqum%ﬁgm gﬁgxyl -3-isopropyl-phe:aol and Repichlarohythin employing
the procedures as set forth in Slteps It rough 3 of Example 1. [aI IS.-54.00 (c. 0.5, pHaA.

25C22ri2iN203 P68. 3 BSOBRPPEYTSsin SI6RY 111),

7.15 (d, 111), ahiﬁugusbfﬂ)mﬁ:ﬂawd 111), 6.10 (d 1H) 5213 (tn 1H), 4.12-4.44 (in, 411), 3_22 (quin,

111), 2.74hr. & 8f1 %8%%1 n, 511),1_21 (d, 611). Example 84
30(S)-2(4- Cyclonexylai% edg‘g/l phenoxy ethyﬁg}@%ﬁ rydro-oxazoloP,2-abyrimidin-7-one 113 Step

1: 4Cyc|ohexy1%%l£§9€koﬁﬂﬂhﬁ@)yél&%@iléibtﬁﬁﬂﬂem.\ﬁéé (RN By Ay k8- the
procedures in slepkapoEl R Qj&lﬁf_‘nﬂﬂ E}ng(g:gﬁ},jzoo (204.15), LCMS (F-S1); 705.17 (Ilte4HE)- 1H

gllljflili(;DlC; BQOI\%H@kg gl g FuhanyI)J ln, 21-1 4. Sﬂs A11), 2.67 (n 311) 1.68- 1.90 (m,
-7-0ne

It The tille compound was prepared from 4-cjrcluhaxyl-3-cﬂxyi-phmnl end B-
epichlorohydrin employing the procedures as set forth in Steps 1 throngh 3 of Example 1.
[c]e® -51.60 (¢ 0.5, CHCh).
Co1HagNz04 (354.19), LCMS (EST): 355.19 (M),
'H NMR. (CDCla, 300MHz), 5 7.24 (d, 1K), 7.15 (d, 1H), 6.64-6.73 (m, 2E), 6.08 (d, 1H),

15 527 (m, 1H), 4.18-4.43 (m, 4H), 2.58-2.74 {m, 3H), 1.63- 1.93 {m, SH), 1.20- 1.50 (m, 5H),

1.19 {t, 3H).
Example 85
(5)-2-(4-Cyelohexyi-3, Hmnthyiﬁhanuxymeﬂlyl}-ZJ-dmydm-omluH,Z-alpmdm
one

20

ut\hlij "“_,-D

Step 1: 4Cyclohexyl-3,5-dimethyl-phenol
4-Cyclohexyl-3,5-dimethyl-phenol was prepared in accordance with the procedures of
Boisselet et. al, FR 1315008,
25 Cr4Ha0 (204.15), LOMS (ESI): 205.17 (MHH),
H NMR (CDCl;, 300MHz), 5 6.4R (s, 2H), 4.37 (s, 1H), 2.90 (m, 1H), 2.36 (br.s, 6H), 1.15-
1.95 (m, 10H).



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
C2al126N203 (354.19), LCMS (ES1): 355.19 (M1-4d). NMR (CDC.13, 300MHz), 5 729 (d, lii), 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-Cyclolsmpy 123 5 HmeBp2-phenckiensliB s alenomectylyp, 2 dilgiriridizoléi ke 20
Step 1: 4-Cycloﬁcarx:la}gr?-dniénethyl-phenoI 9-Cyclohexy1-3,5-dimethyl-phenol was prepared in
accordance wi e proce'aunn of Boisselet et. at, FR 1315008. C14112s0 (204.15), LCMS (ES1):
205-17 (M+1-1-1). 1ThNiR comourd, wos prepareds o s+oyclgherelys G-dimedybobengh apd1R-5 36 (bra
61-), 1.15- 1.9pkimckEhilin leldpi2i@iy 3HO focedures as set forth in Steps 1 through 3 of Example 1.
(S)-2-(4-Cyclohexy,l-3,methyl-pbenoxymethyl)-2,3-dihydm-oxazolo[3,2- a]pyrimidin-7-one The
title compgunopiﬁas 'ﬂré?)&?géﬁwﬁgcyclobexyle,5-dimethyt-phen01 and Repichlorohydrin
employing the DxitEd0ed 56 SO TCMS (ESe pSS 19 alad.3 of Example 1. 5[a]? -4.40 (c 0.5,13MS0).

C2i1126N203 {334GR) airdberiE ShoRnza 3 $9E 14 Wem, 6.50 (or. =, 21, 5.82 (4, 1H), 5.29 (m, 1H),
4.73 (1, [H), 4.24 (m, ZH), 4,08 (m, TH), 2.86 (m, 1H), 2.92(br. 5, 6H), 1.22- 1,89 (mw, 10H).
Example 86
1a 2-[3-Methyl-4<3.3,5,5-etramelhyl-cyclohexyl)-phenoxymethyll-2,3-dihydro-oxazole[3,2-
g]pyrimidin-7-one

Dj\:}’:}....xn

Step 1@ 3-Methyl-4-(3,3,5,5-tetremethyl-cyclohexyl}-phenol

Trifluoro-methanesulfonic acid 3,3,5,5-tetmmethyl-cyclphex-1-eny] ester was prepared

15  in accorlance with the procedures of Hansck et. al., J. Heterocyclic Chem. 1988, No. 10, pp
1237-1241. 2-Methoxy-2-methyl-1-(3,3,5, Htetramethyl-cyclobex-1-enyl}-benzene  was
prepared in two steps by a Scenki coupling of 4-methoxy-2-methyl-phemylboronic acid and
tfluoro-methanesulfomic acid  3.3,5,5-tetramelhyl-cyclobex-1-enyl ester following ihe
procedures of Canmen et al, Synfeir 2005, No. 10, pp 1601-1605, to obtain 4-methoxy-2-

20 methyl-1-(3,3,5,5-tetrtemethyl-cyclobex-1-enyl}-benzene, which  was suhsequently
hydropensied to form [-cyclohecyl-4-methoxy-2-meihyl-benzene.

To I-cyclohexyl-4-methoxy-2-cthyl-benzene (1.86 g, 7.15 mmol) in CHaClz (20 m1)
was addsd BBry (1 M in CHxCly, 17.88 mmol) dropwise at 0°C. This mixture was stirred at
0°C for three hours. The reaction mixture was then quenched with MeOH (5 mL), after which

25  agueous sodium hydmogen carbonate (10 mL) was added. The reaction mixture was stiwed al
room temperature overnight and extracted with CH>Cly thres fimes. The arganic phase was
washed with brine, dred (Na;SO,) and concentrefed.  Silica pel chromalography
(EtOAc/heptene) provided 1.76 g of the title compound.

Ci7Hg0 (246.19), LCMS (ESI): 247.22 (M +H).



'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,
). 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 exyl)-ph enoxym ethyl]-2,3-dihydro-oxazolo a]pyritnidin-7-one
Step 1: 3-Methy1-4-(3"3,5,5-tetramethyl-cyclohexylphenol Trifluoro-methanesulfonic acid
3,3,15-tetramethyL-cyclohex-1-enyl ester was prepared 15in accordance with the procedures of
Haack et. at, .f. Heterocycllc Ghent 1988, No. 10, pp 1237-1241.

4-Methoxy-2- m&M(@%@M%?J%ﬁ@dﬁﬁxﬁﬁﬁwmw& Bi&himetklh 230 Gieps by s

Suzuki couplingggf {Lm_eﬂg; 2ot H]ﬁ?&? igegcid and trilluoro-methanesulfonic acid
3,3,5,5-tetrame hyl C X=1- earyl es er_following the Procedures of Gamlen et aL, Synlett 2005,
5%t EEJ?r‘a ~dihydro-

No. 10, pp 16 é phenoxymetinl}-2,3
20methy1-1- (3¢Wetéﬂeﬂpethyﬂdnymahex |- enyl) benzene,whichWass- uhsequently hydrogenated to

form I-cyclphexyl-4-njed g-@g;lgx ;{% = I bermme
(1.86 g, 7.15 mmol) |n CH2C6 ( rut) was adde Iff_%‘:'r[[l ?1M I %é@g cé}lé se at OC.
This mixture WEaBH loyingetlie FEasAER ek SoTlETS Bien du@ﬁmﬂ?cﬂvﬂfh Me0O1-1
(5 mL). after wiaﬁgﬁ gqugﬁs.gqybwgﬁmgggn carbonate (10'mL) was added. The reaction

mixture was sti om peratur erni extracted with CH2C12 three firma. The
organic phase %‘gﬁ% é\%ﬁ’m%ﬁ%} ?ﬁﬁ%@@’f Hhd concentrated Silica gel chromatography
(EtOAceheptarl®) mmg,mm&)e&mesqﬂpmmm (@) 7H, 3RR (242ED05. 08 BNESHE @d7_22

(1103 15 YR ERCLE A0OMEIR). 5,070 PR 213) 463 5 MIGHR D) 20

2-13-Methy1-488)8,5 5-tetnunetray1-cyclohexyO- phenoxymethyl] -23-thlydrooxazdoP,2-alpyrimidin-7-
one 5The tide compound was prepared from 3-@%%&3 3,5,5-tchametlayl-eyclohcxyl)- phenol and

R-epichlonthyd&?_ M| g I]e ﬂE:lc.:)]c!:gu(]jlures set forth |{12§teBs 1 through[gﬂExample_l_o[g;ms -43.00

(c OS, CHM),
g\o

15 Stepl: 2-Formyl-3-methyl-buiyric acid ethyl ester
A solation of difsopropylemine (2.53 g, 25 mmol) in THF (25 mL) was trealed with n-
butyllithium (L.6M in hexane, 16 mL, 25.6 mmol} at room temperafore under No,  The
resulting pale yellow solution was cooled tn -78°C, A solution of 3-mathyl-butyric acid ethyl
ester (291 g, 22 31 mmol) in THP (7 mL) was added. Stiring wes continued for 2 half hour
20 at -78°C, afler which ethyl forate (5.5 g, 75 mmol) was added. The reaction mixiure wes
allowed to warmm to room temperahre and stirred for three hours under Np  The reaction
mixture was quenched with acetic acid (4.5 ml), dilvled with diethyl ether, washed with water,
bone, and dried (NgzS04). Silica gel clromatography (methyl acetate/hexane) provided 3.2 g
of the title componnd rs a mixhure of isomers.
25 CgHy404{158.09), LCMS (ESI: 159.11(M+H).
Step 2: (S)-2-{4-Cyclohexyl-phenoxymethyl)-6-isopropyl-2,3-dihydro-oxazolo[3,2-
a]pyrimidin-7-one '
To e solution of {S)-5-{4cyclohexyl-phenoxymethyl}-d,S-dibydr-oxazol-2-ylamine
(0.48 g, 1.74 mmol} (prepared in accordance with the procedures described in Steps 1 and 2 of
30  Example 1 and starting from R-epichlomhydrin and 4-cyclohexylphenol) in ethancl (16 ml)




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-isopropyl-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 resultingypalediatl ArfgatpitnmvRg BaoRddad ity fstemion af S-MmativbulkEcrariibethyl ester
(2.91 g, 2231 m_m&lg inT 7 }T\;ﬁas dded. Stith gwn continueg fgr half hour 20 at -78C, after
which ethyl fortnaie ‘?‘E}HE m?r%o Wa‘?”a%%%‘&'f“rh% reaf:lﬁg% mixture V\[/lzjtsD ailowed“%rﬂwaa%[?to room
temperature arldadedron fdictheelechivgre. (HhmERtbIRREY ot O itk drompasal{metivinsg ehlridectic acid

(43 ml), dilutedégng_qg %%%Wﬁﬁﬂ&ﬂcﬂ"tﬁ t_qg_éykg@_i\@q{gﬂﬁd (Na2S04). Silica gel
chromatograph 5(g@éjh&acetate/hexané-:-éﬁiow ed 12 g of the tide compound as a mixture of isomers.
Y3 :

25Cs1-11402 Eif0k SEME -2 PSH),
(8)|-2-(4-C]}/(Céc;ﬁwme{m;psﬂomz§;isqn@m;m)smrwnmmp@&ﬂ), alpyigmidy, 408 (Tj;) a
solution o -5-(4-cyc i-phenc e -4,5-dihydrq-oxazol-2-ylami 4 J4.mu
(prepared in at%é%ﬁ%é%ﬁ% o@%‘ﬁ%%&%ﬁ%@g&’lﬁéﬁp '36( %&gjn%bl}eiﬂ;@d starting
from R-epichlod&Bytiia{d 3N -cyclohexylphenol) in ethanol (16 roL) 116 was added
2-fonny1-3-meThyl-butyric acid ethyl ester (0.33 kaanol). The reaction mixture was heated at
reflux for 24 hourz, It was then concentn3ted to remaove solvent and loaded on silica gel column_
chmmatd§raphy with-G-&-Sriehsmbarerrensieb s SmrdeyRie b dabsmemrelidtontd. [ulo2s
-15.80 @0.5. CHCI3)- C22H2s.N203 (368.20)a]phafitidib=$dne 369.24 (M4+1). 1.11 NMR (CDC13,

30014Hz), 8 713 (d, 211), 7.00 (s, 111), 6.81 (d, 213), 523 {0, 111), 423- 4.39 (m, 411), 3.07 (quin,
1H), 2.45 (bra, 1H), 1.69-1.93 (n, 514). %5 @ 1.15(d, 311). Example 88
e

(4]

Stepl: 2-Formyl-4-methoxy-butyric ecid methy] ester
The title compound was preparead from 4-methoxy-butyric acid methyl ester and ethyl
15 formate employing the procedure set forth in Step 1 of Example 87.
C7H1204 (160.07), LCMS (BI): 160,10 M.
Step  2:  2-(4-Cyclohexyl-phenoxymethyl)-6-{Z-methoxy-cthyl}-2 3-dibydro-oxezolo[3,2-
a|pydmidin-7-cne
The tile compound wes prepared from (S)-5-(4-cyclohexyl-phenoxymethyl)-4,5-
20  dibydro-oxazol-2-ylamine and 2-formmyl-4-methoxy-butyric acid methyl ester employing the
procedure described in Step2 of Example 87. []p” -19.00 (¢ 0.5, CHCh).
CpHaeNa04 (384.220), LCMS (ESD): 38521 (M™HH).
'H NMR (CDCls, 300MHz), & 7.24 (s, 1H), 7.13 (d, 2H), 6.81 (d, 2H]}, 5.23 {m, 1H), 4.30 (m,
4H), 3.61 (t, ZH), 3.33 (5, 3H), 267 (1, 2H), 2.45 (br.s, 1H), 1.69-1.90 (m, 5H), 1.17-1.46 (m,
25 5H).
Exarple 89
{8)-2-{4-tert-Butyl-phenoxymethyl)-6-ethyl-2 3-dihydro-oxezolo[3,2-a]pyrimidin-7-one



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.%@2(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-cyclohexyl- phenoxymethyl)-4,5-

indThydru-oxazal-211amine and 2-fonng hmet xy- id phethyl ester employing the
procedure described in Step2 of Example87. .5, €FIC/.3). Cz21-12811204 (38420),

LCMS313521 (M++H). tH NMR (CDC13: 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-Bugysmhernraniy étglhydro -wcazoloP,2-tyrimidin-7-one 117 pz:TO N cj)

Step I: 2-Formyl-butyri é(’;Flﬁ th I est r The title compound wa epared from but ric acid ethyl
ester and ethyl fornic W?Rﬂ"ﬂ'li f%i 01

(144.07), LC1\aSplysi: t&aﬂm@&-@m%ﬂ)ﬂm%p 1 ofE:mmple B*?
5 CyHiz0n(144,07), LCMS (ESI): 145.08 (M™+H).
Step 2: 2-(4-teri-Butyl-phenoxymelhyl} 6-ethyl-2,3-dihydro-oxazolo[3,2-alpyrimidin-7-one
The fitle compound wes prepared from (S)-S-(d-iert-butyl-phenoxymethyl)}-2,5-
dibydro-oxazol-2-ylamine and 2-formyl-butyric acid ethyl ester employing the procedure
described in Step2 of Bxample 87. [a]s> -31.20 (¢ 0.5, CHCL;).
10 CsHzqN203(328.17), LCMS (E8D: 329,14 (M"HH).
'H NMR (CDCls, 300MHz), § 723 (d, 2H), 7.05 (s, 1H), 6.82 (d, 2H), 5.24 (m, 1H), 4.23-
4.39 (m, 4H), 2.45 (q, 2H), 130 (3, SE, 1.17 {t, IH).
Example 20
{8)-2-(4-Cyclohexyl-phenoxymethyl)-5,6-diethyl-2,3-dihydro-oxazolo[3,2-a] pyrimidin-7-one

%“K}.f@@

Stepd: 2-Ethyl-3-oxo-pentanoic acid ethyl ester
To a sohition of 3-oxo-pentancic acid ethyl esler (5.12 g, 36 mmol) in anhydrong BiOH
(40 mL) was added NaOEt (21 % wi in EtOH, 11.7 mL, 36 mmaol). he reaction mixture was
heated 10 80°C. Ethyl indide (6.18 g, 39.6 mmol} was added dropwise at 80°C. Stiming was
20  contimed et §0°C for 16 hours. The reaction mixture was concenfrated and lpaded onto a
silica gel column and eluted with 1-2% EtQAc/heptane to give 4.38 g of the title compotmd.
CoH1505 (172.10), LCMS (ESI): [79.11(M"+H},
'H NMR (CDCls, 300MHz), § 4.19 (q, 25, 3.36 (t, 1H), 2.54 (o, 21}, 1.88 (quin, 2H), 1.27
{t, 3H), 1.07 {t, 3H), 0.92 {t, 3H)-
25 Siep: 2+4-Cyclohexyl-phenoxymethyl)-5,6-diethyl-2,3-ditydro-gxazolo[3,2-a) pyrimidin-7-

one

15



Step 2: 2-(4-tert-Butyl-phenox3methyD-6-elityl-2,3-dthydro-oxazoloP,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 (0 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, ), 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-phenadTeHaube 5 i i3 Foy o isspipipptsimisithons 15 Step

1; 2-Ethyl-3-0xQ-pentzmoic acid ethyl ester . To a solution of 3-0xo-pentanoic agcid ethyl ester
(5.19g. 36 mm e o ORI PP R ACEAAEPR A B, ooy
he reactionmixuroesdms: lné Sief. ladReR=kley ibifdedkdiog, G0 005K WarsH dedudireiwiBéat 80C

Stirring was 20 n‘gﬂ@g at 80C for 16 hours. The reaction mixture was concentrated and loaded onto
a silica gel columh and €luted with 1-2Vo EtOActheptane to give 4.3B g of the title compormd.

C91116015(17 EabiyNOW@8a2)) LEMSHFESD 88385 (MR (CO03, 300M114, 34.19 (g, 211), 336 (t,
11), 2.54 (M, 245), NAMB (O, ZbhMils3 75t B, Y, 68810, 29215 ) 1B5SIODZ.40 m, 41),
2-(4-Cyclohexy]- henoxymerhﬁé)-S 6-dieth 4-213-thTh dro-oxazola [3.2-a] pyrimidin-7- 118  The
title compotmd &&Mﬁr@@‘f ﬁ'?s%lé'-](ﬂ- réﬁéxﬁy%eﬂﬁﬂx “4,5- dihydro-oxszol-2-ylamine
and 2-ethyl-3-oxo-pentanoic acid ethyl ester in aBxanAnge with the proceduns of 0.-S. Adetch=i, a a.
Tetrahedron, 61, E%)ﬁ)@ 5 %B, |@|@%5 RO (e 0)>) EQ%EQ’ m@&% .22), LCMS
(HSI): 38315 (iti-I1). | HN%?F%% 13, 300MHz), 61.'&%%??5 d, 214), 1g-ls:'(gd 214), 5.1?8’%?%14), 421440

(m, 411),139-266 (n, 511), 1.67-1.91 (in, 5H),ryBuidsTepeg11), 1.11(t314).
@ Hx o 04@{)
U}.“.x ]

Stepl: 7-Methoxy-1.2,3,4.48 9b-hexahydro-dibenzefuren
A sohation of AuCly (0.303 g, 1.0 mmol) end AgOTE (0.770 g, 3.0 mmol) was stirred
in anhydrous CH;Cly (150 mL) for 2 homrs. 3-methoxy-phenol {2.48 g, 20 mmol) in CH>Clz
15 (25 mL) wes added, followed by addifion of cyclohexadiens in CH;Cl (25 mL} at 40°C aver
twa hours. The reaction mixhire was stirred at 40°C ovemighi., The reaction mixture was
passed throuph a silica gel plug. The filtmte was copcentrafed. The residue was purified by
silica gel chromatography (5-30 % CH;Cly/heptane) to give 0.393 g of the title compound and
0.67 g of 7-methoxy-1,2,3,4-tetrahydro-dibenzofiman.
20  CpHic0; (204.11), LCMS (BSD: 205.11 (MH).
'H NMR (CDCls, 300MHZ), 5 7.02 (d, 1H), 6.42 (m, 2H), 4.68 (q, 1H), 3.77 (s, 3H), 3.14 (g,
1H), 1.70-2.03 (m, 3EL), 1.26-1.60 (m, SHD.
7-Methoxy-1,2,3 4-tetrahydra-dibenzofiran
C13H105 (202.09), LCMS (CI); 203.11 (M +H).
25 'HNMR (CDCh, 300MHz), 5 7.26 {(d, 1H), 6.96 (d, 1H), 6.82 (dd, IH), 3.83 (s, 3H), 2.71 (m,
2H}, 258 {m, 2H), 1.87(m, 4H).
StepZ: 5a,6,7,8,9,92-Hexahydro-dibenzofuren-3-01
To 7-meiboxy-1,2,3,4,4a,9b-hexnhydro-dibenzofuran (033 g 1.61 mmol) in
anhydrous DMF (10 ml.) was added NaSE# (80 %, 0.19 g, 1.78 mmol). The reaction mixture
30 wes stirred at reflux far 12 hours. The reastion mixture wes cooled after which water (5 L)




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 C113912 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 wasshagitidd Bhesiticduge veh mritadghpih FCERHcadBsEv{ihaliowgseddedos g of
the fide Compmﬁgﬁﬁ&%ﬁﬂﬁi@*ﬂm&%ﬁﬂ% tentd Rerdazefviiciea 498315002 (204.11),

LCMS205.11 (M%]]E NMR ECDFEQ i gj &;] %—6{ %21 ). 4. 68( 111) 3.77 (s,
?gli%-r;%?”(ga fmmwf&ﬂsmamm (Mtl-H). 251§.NM|L§:COC|’I SOOMHz) gt7 262
(52 6, 7)é Q?Qa(H%%%é%ﬁienZO ur g §§ %él %Jlﬁ)’m %gﬂxﬁlﬁg) %ig’é elca y(g%( ?bﬂ )foraenp

(0.33 g, 1.61 niﬂbl}ﬂ#ﬁrﬂﬂMEBDMF (10 inL) was added NaSEt (80 %, O. 199 1. 78 mmoD. The

reaction mlxtumﬁ%@ 264 fbmilnagin HOAGLH . s . _which
water (5 mL) i wa,; adé ed. The mixture was neutralized W|th HO (2 N) and EtOAc (200 mL) was

added. The w WW5s wasbed with water three times, brine twice and dried (Na2504). Silica
gel chromatography TBelt¥lsdemiiind yranmppdfed dedthetH SPahixehyde-diwmnofunsh-ToP ind 7402
(190.09),),CMR {Ficilordiid Chaidtodhd)the procedures set forth in Steps 1 through 3 of Examgle 1.

[a]s® -37.80 {c 0.5, CHCL).

CigHagNz04 (340.14), LOMS (EST):; 341,15 (M+H).

'HNMR (CDCls, 300MHz), 5 724 (d, 1H), 7.01 (d, 1H), 6.36 (m, 2H), 6.08 (d, 1H), 5.26 (m,

1H), 4.68 (g, 1H), 4.18-4.40 (m, 4H), 3.14 (g, 1H), 1.34-1.95 (m. $H).

15 Example 92
(8)-2-(6,7,8,9-Tetrehydro-dibenzofuran-3-yl-oxymethyl)}-2.3-dihydro-oxazolo[3,2-
a]pyrimidin-7-cne

(530

Stepl: 6,7,8,9-Tetrahydro-dibenzefiuren-3-01
20 The title compound was prepared from 7-methoxy-1,2,3,4-teimbydr-dibenzeforan
(prepared in Example 91, Step I) employing the procedure as set forth in step 2 of Exemple
o1.
C12H1205 (188.08), LCMS (CI): 189.08 (M*+H).
4 NMR (CNCls, 3I00MHZ), § 7.23 (d, 1H), 6.90 (d, 1H), 6.72 (dd, 1H), 4.64 (s, 1H), 2.70 (2,
25 2H), 2.58 (m, 2H), 1.87 (m, 4H).
Step 2: 2-(6,7.8,9-Tetrahydro-dibenzn furan-3-yl-oxymethyl)-2,3-dihydro-oxazolo[3,2-
alpynmidin-7-one
The tille compound was prepared from 6,7.8,9-tetshydro-dibenzofuren-3-0l and B-
epichlorohydrin employing the procedures set forth in Steps 1 through 3 of Example 1. [clp™
0 4540 {c 0.5, CHCL).




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 prepgared 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 (Wit 0. lbaidE L (GRQESH 300N @)X Brj24 (d, 110, 7.01 (d, 1H), 6.36 On, 2E11 6.08
d, , |
(S5-2-(6.7.5.0-TEAMRHE BT AN S 12 G S o L R one

Step!: 6,7,8,9- HdedMWM&WEWIEMWW§Mw&EBd from

7-methoxy-1,4-ietrahydro-dibenzofuran (preparegh gaaple 91, Step 1) employing the procedure as
set forth in step 2 of Example 91. CuF11202 088.081 LCIVIS CI) 189.08 (!14++H 11-1 NM11.
(CDC13, F00MH22¢4+Cydnbexylphaanmetyle-phesy ‘Q@g&bﬂ'ﬁﬁlﬂl ~2.58 On,
210, 1.87 (m, 410. Step 2: ?—[5_113

2-(6,7,8,9-Tenahydro-dibenzofaran-3-yl- oxymelhyl) -2,3-chThydro- oxazolop 2- a]pyrimidin-7-one

The title compound was prepared fron etrahyd @ -ol and Repichlorohydrin
employing the procedures set forth in St gﬁ 3 orE¥ample-¥. [ajo7-5 30-45A 0 (C. OS.
CHC13).

&

To e solution of (§)-5-{4cyclohexyl-phenoxymethyl)-4,5-dihydro-oxazol-2-yl-emine
{0.92 g, 334 mmol) (prepared in zccordance with the procedures set forth in Steps 1 end 2 of
10  Example | and starting from R-epichlorchydrin end 4-cyclohexylphenol) in toluene {svarm, 50
ml) was added 3-oxo-2-phenylsulfanyl-propionic ecid ethyl ester (0.92 g, 6.68 mmol),
prepared in accordance with the procedures of Lissavetzky, et al., Heferocyeles, Vol 43, No.
4, 1996 pp 775-780. The reaction mixture was Heated et 80°C for 18 hours. The reaciion
mixture was concentrated and loaded conlo silica pel colomn and eluted with 1-2 % 2-
15 propanol{CHLCl; to give 0.36 g of the title compound. [ep® +80.40 (¢ 0.5, CHCL).
CasHagNL048 (434.16), LCMS (ESL): 435.17 (M+H).
IH NMR (CDCly, 300MHz), & 7.51 (d, 2H), 737 (m, 3H), 7.12 (4, 2H), 6.81 (s, 1H), 6.78 (d,
2H), 5.23 (m, 1H), 4.16-4.92 (m, 4H), 2.44 (rn, 1H), 1.70-1.88 (m, 5H) 1.16-1.50 (m, SH).
Example 94
20 (8)-2-(4-Bicyclo[3.3.1]non-9-yl-phenoxymethyl}-5-Anoromethyl-2, 3-dihydro-oxazelo[3,2-
a]pyrmidin-7-one

N DM
e
F

To & solution of (8)-5-(d-bicyclo[3.3.1]non-9-yl-phenoxymethyl)-4,5-dihydro-oxazol-

2yl-smige (1.1 g 3.5 mmof) (prepared fom 4-bicyclo[3.3.1Jnon-9-yl-phenol and R-

95 epichlorahyrrin employing (he procedures in Steps 1 through 2 of Example 1) in t-butanol (13
ml) wes added 0.82 g (0.63 mmol) of 4-fluoro-but-2-ynoic ecid ethyl ester (prepared in



120 C19.H15N204 (338.12), LuvIS (EST): 339.10 (M1-+H). IH NMR (CDCb, 300MFIz), 87.22-719 (in,
211), 6.99 (d, 111), 6.78 (dd, Ill), 6.10 (d, 111), 529 (m, Ill), 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-phenylsutiauy1-2,3-dthydro-oxazolo[3,2-alpyrimidin- 7-one
To a solution of (S)-5-(4-cyclohexyl-phenoxymethyl)-1,5-dffiydro-oxazol-2-yl-umine (0.92 g, 334 mmol)
(prepared. in accordance with the procedures set forth in Steps 1 arid 2 of Example | and starling from
R-epichlomhydi¢erelsecs syt Steepaprsdanss bsi dasnifeddy Rewhin,500md Lives 38Rled6, 1532). The
3-0x0-2-phenyjeuifanhRIRRIQRLCraiea Y IaRas diR ehith S8RV RolRrSRASH i0:ACEOR ifge With the
procedures of Li elzky, et al., Heterocycles. Vol. 43, No, 4, 1996 pp 775-780. The reactign mixture
was heated at%“?i ¥(’5‘F’i Siped it 16, & WWW%M@%&Q&E“% rogwerdnislsiica gel

column and eluzedngin.$; 20} 15 propanol/CH2C12to give 0.36 g of the title compound_ [eV
+80.40 (6 0.5, (ESC): 435.17 (M++11). IHNMIt (CDCb,
300ME- 12€ 8 8’?%]5%}% %‘7&37 (E@w;ﬁ%wgm (s, 111), 6.78 (d, 211), 5.23 (rn, | H),
4.16-412 (in, 4ﬁmm;@)ﬂm ﬁ@&&ﬁ&)@ﬂi@%ﬂ,(@?&mmmm YHRBLOND-(4-Bicy

clop 3.1]non-9shnhenex Ithj”l Ze3r e YO P22 10 13422 B3R - 7-one NJ”
To a solution of (8)-544- blcycle P 13n on- -yI pi?irnoot%qmetrﬁ? 4,5 g?oydro oxszol- "~ 2-yl-amine
(1.1 g, 3.5 mmol) (prepared from 4-bicyclo[3.3.1 -9F-phenol and R25epithdomhydrin employing

the Drool:dm-&8)ia-StemsBEutiirphiaiograébyipfmiahbiymétyltanatitdd srixndo[ Rl dietdhg (0.63

mmol) oflﬂ-fluortrhut-z-ynoic athd ethyl ester (prepa{r}gg in

5O
i

To a solution of (8)-5-{(4-terl-butyl-phenoxymethyl}-4,5-dikydro-oxazol-2-yl-amine
(2.3 g, 926 mmol) (prepered according to the procedures emplayed in Step 1 through 2 of
Example 1} in ethanol (35 mL) was added 1.7 g (12.04 mmol) of 4-methoxy-but-2-ynoie ecid
15  ethyl ester (prepared in accordance with the procedures as described in Larock, J Org Chem
2002, 67, 9318). Tlis mixture was stird af reflux for 6 hours and cooled. The reaction
mixture was conceniraied and loaded onto 2 silica pel cohmmn. Chromatography with 1-10 %
EtOH/CH;Cl; provided 222 g of the tille compound. [&]p® -18.00 (¢ 0.5, CHCly)
CisHa24N204 {344.17), LCMS (ESD: 345.18 (ME.
320 HNMR (CDCl, 300MHz), 5 7.31 (d, 2H), 6.81 (d, 2H), 5.97 (s, 1H), 524 (m, 1H), 4.19-
4.49 (m, 6H), 3.39 (s, 3H), 1.29 {s, OH).
Example %
(S)-2-(4-tert-Bulyl-phenoxymethyl)-5-fiuoromethyl-2, 3-dihydro-oxazolo[3,2-a)pyrimidin-7-

one

DN.D
Q
“*r:).f
S
F



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 titte 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, lll), 528 (m, 111), 520 (d, 21 %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- phmpxefﬂ&e%éﬂaetﬂ%y ZE%ﬂI sn{mm&m%iﬁha MEimue 4510  To
a solution of (S)-5-(9-tert- bu |- phenox 1)45 [-2-yl-amine (23 6 mmol)
(prepared acco'i’t‘fﬁé“fﬁ gjy’g:ﬁ' Béé’dbfﬁ'% 6%%%% Xample 1%:” “e%fﬁﬁenol (35
ralL) was addedckil/ilg @tﬂc@ﬁmmlﬂ%dﬁ@&mﬂ%&%rl@%&e@ﬁyléﬁbrﬂ@wﬂ;m he
accordance W'M &%9 ﬂgiﬂ%&?ﬁ gm%ﬂm ﬁlﬁ%%g%. 67, 9318). This mixture

was Mitred at reflux for 6 hours and cooled The reaction mlxt%e was concentrated and loaded onto

a silica gefcol il ENeSh @RI R hG MR IERD:G32 I O ) 1 6% -4 50 6015 BHEB)-the title compound.

elor -18.00 (¢ QNHESHEILABRANAINID ol T4 a5 OGRS )tk MO, (CDC13
3011MHz), 731 211) 681 d 211)11597 (s, 111), 524 (m, 111). 4.19- 4.49 (in, 611), 339 (s, 311),

129 (s, 911). E
(S)-2-(9-tert-Butyl- phenoxymethyl) 5-fluommethyEddmyeled®mcazolo(3,2-a)pyrimidin-7- one 25 172

(8)-2-{4-tert-Butyl-phenoxymethyl)-5-ethyl-2 3-dihydro-oxazolo[3,2-alpyrimidin-7-o0e
Nx Q Q
e

The titls compound wes prepared from (S)-5-(4-teri-butyl-phenoxymethyl)-4,5-
dihydro-oxazal-2-yl-amine end ethyl 2-pentynoate acmrdmg to the procedures employed for
the preparation of the compound in Exemple 95. [e]s” ~29.20 (¢ 0.5, CHCla)

CoHasN205 (328.17), LOMS (ESD): 329.19 (MHY).
15 'HNMR (CDCl, 300MHz2), § 731 (d, 2H), 6.82 (d, 2H), 5.86 (s, [H), 525 (m, 1H), 420-
4.40 {m, 4H), 2.49(g, 2H), 1.29 (s, 9H), 1.27 (1, 3H).
Example 28
{S)-2-(4-Cyclohexyl-phenoxymethyl)-6-methylsulfany]-2,3-dihydro-oxazolo[3,2-a]pyrimidin-

7-one
°I“I‘}....J°‘QD
T

To a solution of ($)»-5-(4-cyclohexyi-phenoxymethyi}-4,5-dihydro-oxazol-2-ylamme

{0.91 g, 3.34 mmol) {prepared in accoriance wilh (he procedures set forth in Sleps 1 and 2 of
Example 1 and starting from R-epichlorobydrin and 4-¢yclohexyiphenol) in toluene (30 mL)

was added 3-hydroxy-2-methylsulfamyl-acrylic acid ethyl ester (1.08 g, 6.68 mmol) prepered in

25  accordance with 1he procedures in Step 1 of Example 87 The reaction mixture was healed at
80°C for 18 bowrs. The reaction mixtre was concentrated @nd loaded onto a silica gel column

Io



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 Bxgmple 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, 1ll), 527 (m, IH), 520(d, 211), 4.20-4A9 (m, 414), 129 (s, 9H). Example 97

(S)-2-(4-tat-Buspdptiated swith sHiy e 2-ptbyand) CHG o wdfadniof8, 2 -aib \ilientitin csaarer® Tlodsitle
compound Wagﬁ%%%ggreﬁéﬁs (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. MBtad® %?51 )@ﬁw/wf 8.17), LCMS (ESI): 329.19 (Mli+). 15IH

gTQR( (CZDS;Zla@QMﬁbzicbd@) 1300%)66?&3 (1 ﬁif,;)r 629(6,2(%{%103@1 {@,ZEHinsé:l&,;ii-‘Q 470 (m, 411),
q mple one 0 a solution o

(5)-5-(4- cfcloh‘f%/fﬁhéﬁﬂgyﬁg%ﬁ Hat%yﬁ%b P20 e (0.91 g,3.34 mmol) (pmpared in
accordance with the pror cdures set forth in Steps Mea')Example 1 and starting from

R- epichlorephy TEMB%%% %19&%
3-hydroxy-2-me hylsulfrmyl acrylic acid ethyl ester (1. O 68 romol ;%reg]]iz E%accordance with

the procedures in Step 1 of 13xample 87 The reacﬂBﬁEmlxture was heated at 80C for 18 hours. The

reaction mbrture was concentrated and Iggd%:)nto a SI|IC col 123
(] To a solotien of (§}-5-(4cyclohexyl-phenoxymethyl}-4,5-dikydro-oxezol-2-ylemine

{05 g, 1.82 mmol), (sez Example 28), in ethanel (5 mL) was added cyclopmopyl-propynoic
ecid ethyl ester (0377 p, 2.73 mmol} (prepered from elbynyl-cyclopropane and ethyl
chlomformate in accordance with the procedures of G. Cet et al., Tetrabedron, 2006, 5697-
5708). The reaction mixture wes healed ir B microwave oven at 170°C for 30 min. The

I5  solvent wes removed umder vacuom, end the residue prrified by fash column chvomatagraphy
{(silica gel, 2% 7N NH; in M=OH/CH;Cl;) to afford 0.635 g of (8)}-2-(d-cyclohexyl-
phenoxymethyl)-3-cyclopropyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one as a white solid.
[a]n® -13.40 (¢ 0.5, CHCls)

szstNzDz (166.20), LCMS (EST): 367.17(M™HH).
20 'HNMR (300 MHz, DMSOQ-d6): § 7.17 (d, ZH), 6.87 (d, 2H), 549 (s, 1), 532 (br,, s, 11D,

452(t, 1H), 4.37-4.18 {m, 3H}, 244 {m, 1H)1.89-1.64 (m, & H), 1.46-1.11 {m, 5H), 0.96 {dd,
Z2H), 0.86-0.72 (m, ZH).

Example 100
{5)-2-(#-Cyclohexyl-phanoxymethyl)-5-hydroxymelhyl-2,3-dihydro-oxazolo[3.2-a]pyrimidin-

N. o o
A



and doted with 0-5 % 2-propanol/CH2C12 to afford 044 g of the title compotmd_ [aJon +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 9
(S)-2-(4-Cyclohexyl-phenoxymethyl)-5-cyclopropyl-2,3-dihydro-onzoloP,2-a]pyrimidia-7-  IDTo a
solution of (5)-5-(4-cyclohexyl-phenoxymethyl)-4,5-dthydro-oxazol-2-ylamine (05 g, 1.82 mmol). (see
Example 28), in ethangh (GIBLaSRdd66:-CyRpRED SR pYiE.-aRB RN sIRIRREYIHA3-73 mmol)
(prepared from t_ﬁegt:g%};SniFil‘-]cycIo rQpapne an et%%g{_rofo mate in c%{%qnc with.the,pmcedares of G.
Cal et at, Tetrd ,%63'3@5‘#5‘75 ) %é'mr%ﬂbvas eaé]ﬁn 'm%:@ovﬁqavg-eaoven at
170C far 30 mitefrht:roaohnans ms-ﬁmmhMgrmmdmhedsmmlﬁé&bﬁlazssh column

chromatographlysgql' ebgebﬁ%/&jN NH3 in MeOH/CH2C12) to afford 0.635 g of
(S)-2-(4-eyclolaéxy &e’xfoxym b.y1)-5-cyclopropyl-2,3-dthydro-oxazoloP,2-alpyrimidin-7-one as a
white solict. MrCaiBaeQc(396. 18k b EE BID MééQO), TENS (EST: 367.17(M++11). 20NMR

$37-015 (S0 LA G B B, A A (S a e it g32) 0.86.0.72
m, , n .89-1. , 46- I : in,
211). Example @‘gnﬁ@l@%%‘ s’l}ﬁ)][é?[lﬁ%](é’%’ ﬂg@?ﬁ (Pm, S%ﬁ
Example [01
{8}-5-n-Butyl-2-(4cyclohexyl-phenoxymethyl}-2,3-dihydro-oxazolo[3,2-a]pyrmidm-7-one

° \NT:}----/”'@_O

10
The ftille compound wes prepared from (5)-5-(4-cyclehexyl-phenoxymethyl)-4,5-
dihydro-oxazol-2-ylamine and hepl-2-ynoic ecid ethyl ester emplaying the procedure
described in Example 9. [a]p® +8.40 (¢ 0.5, DMSO)
CHioN,0; (382.23), LOMS (ESI): 38322 (M'+H).
15 'HNMR (300 MHz, CDCL): § 7.17 (d, 2H), 6.80 (d, 2H), 5.87 (5, 1H), 5.21 {br., 5, 1H), 430
(m, 4H), 2.44 (n, 3H), £.93-1.17 (sm, 14 H), 0.96 (t, 3H).
Exauple 102
(8)-2-(4-Cyclobexyl-phenoxymethyl)-5-cyclopentyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-

one

0 jTj} ...../O_Q-Q

Step 1: Cyclopentyl-prepynoic acid ethyl ester
The title compound wes prepared from ethynyl-cyclopentane end ethyl chloroformale
in sccordance with the procedures of @, Cei et al., Tefrahedron, 2006, 5697-5708.
CraH0z (166.10), LCMS (CI): 167.11 (M +H).
25 'HNMR (300 MHz, CDCla): 8 421 (q, 2H), 2.74 (m, 1H]}, 2.03-1.49 {m, 8H), 130 (¢, 3H).



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 (1144H) 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- 22y (R Fyiersxdphenbyy eyl fyeclopsat A3 diRrddpyrimidia-7-one 10 The
tide compoundgwas1efe f@n{é44 cyclohexyl-pbenoxymethyl)-4,5- thaydnfroxaml-2-ylamine

and hept-2-ynoic aci h%gster employing the procedure described in Example 99. [a]o25 +8.40 (c
0.5, DMSO) C2.31-1 M Eﬂfﬂiﬁﬂ%@mw@géﬁéoms)
67.17 (d, 211) dihBbd(@x@il B ﬁ.@ﬁ:(saﬂﬁfga;l@ﬂ@l(hmpm&ﬁd/étﬂﬁ earichplayidd Onpodstird . 93-1.17

OD, 14 14), 0.96 {isdd 1y &é%g 108 s
(S)-2-(4-Cyclohexyl-phenoxy ct%l) 5- cyc gplerl(?y?”zjé 5{%%}“ mcazoloP,2-a]pyrimidin-7- one N Step
1: Cyclopeotyl%%@@ﬁ#@lk&%@sﬂ %ﬂrﬂpound was prepared from

o heton, 2o oS Bt
etrahedron 2
CDCI3): 64.21 (é)%‘lfﬁ% 457%9514% 3‘}’9'%%%"&9‘@1?&%1 %t%if)l oo b LA

Example 103

10 (S}-5-Cyclohexyl-2-(4-cyclohexy]-phenoxymethyl)-2,3-dihydro-oxzznlof3,2-alpyrimidin-7-

2 vas.

The title compoumd wes prepared from (S)-5-{4cyclohexyl-phenoxymethyl)-2,5-
dihydro-oxazol-2-ylamine and cyclohexyl-propynoic acid ethyl ester (see Exemple [03)
15  employing the procedure described in Exemple 160, [a]p® +17.80 (c 0.5, DMSO)
CasHzN203 (408.24), LCMS (ESI):409.25 (M '+H).
'H NMR (300 MHz, DMSO-dg): § 7.14 {2H, d), 6.84 (2H, d}, 5.61 {1H, s), 5.29 (1H, br,, 5),
4.45(t, 1H), 4.34-4.14 (m, 3H), 240 (2H, m), 1.95 -~ 1.61 {10k, m), 1.46 —1.12 (10H, m).
Example 104
20 {5)-2-(4-Cyclobexyl-phenoxymethyl}-5-izobuiyl-2,3-dibydro-oxazol o[ 3,2-e]pyrimidin-7-one

Step 1: 5-Methyl-hex-2-ynoic acid etiryl ester
The title compowmd was prepared from 4-methyl-peni-1-yne and ethyl chloroformete in
accordamce with the procedures of G. Cai el 2l Tetrahiedron, 2006, (S697-5708).
25 CoHwOz (154.10), LCMS (CI): 155.11 (M™HH).



125 Step 2:
(S)-2-(4-Cyclohexyl-phenoxymethyl)-5-cyclopentyl-2,3-dihydrooxazolor3,2alpyrimidin-7-one The
titte 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), B ddoerE-(dpkl; ). 5enieg0hin), 4.831(H) 2fxanopleal 08, 131 (¢, 3MD, 1.02 (d,
10(S)-5-Cyclohexyl-2-(4-cyclohexyl-phenoxymethyl)-2,3-cithydro-oxazolo[3,2-a]pyrimidin-7- one

The title compourd was prepared from (S)-5-(4-cyclattexyl-pheaoxymethyl)-4,5-

chlydro-oxazolSiyRnfi)e fhicelpholsprapabid)eidobi b3 ibndserealnl#d-103) 15 employing

theprocedure d a¢l.in Example 100, [a]pr +17.80 (c 0.5, DMSO) C151-132N203 (408.24), LCMS
(ESI):409 25( +11 1H NMR (300 MI-17, DMSO-d6): 6 7.14 (211, C 614(211, d), 5,61 (111, s),
5.29 (1113hr., s), 4.4Eke 1) campoamd, was prepared fom (hy3-(dgmelonayiers Ulris (1011,

a). Example 1%ydm-oxm1 2-ylemine and 5-methyl-hex-2-ynoic acid ethyl ester (prepared frnm 4—meth}r]-
20(S)-2-(4- Cycloh heno %Em -|s butyl.2 3-aydro-oxa Io!32 3 -&:one ptep 1:
5-Mothyl- hex-fi?ﬂL fal%t IE ster c':':'Fhﬁ(le‘:tl e compoan aélf) pare %om methy pént [-yrie
and ethyl chlorﬁmmmﬁoﬁﬁmﬂﬂkhWhpm@dmdwmgmhﬂd%
(5697-5708). Zﬁﬁ%%}ﬂ%%ﬁ-ﬁzﬁ) LCMS (CI): 155.11 (MI+H).
10 CpHagN0; (382.23), LCMS (BSI); 383.24(M +H).
"H NMR (300 MHz, DMSO-d6): & 7.14 {d, 2H), 6.84 (d, 2H), 5.66 (s, 1H), 5.27 (fr.. 5, 1H),
441, 1H), 435-4.09 (m, 3H), 2.43(m, 1H), 2.35(d, 2H), 1.90 (m, 1H), 1.83-1.62 (m, 5H),

1,44-1.12 (m, 5H), 0.95 (d, 6 H).
Examgple 105
15 © (S)2-{4-Cyclohexyl-phennxymethyl)-5-fluoromethyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-
one

To a solution of (S)-5-(4-cyclohexyl-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
20 (0.464 p, 1.69 mmol), (see Example 28) in ethanol (25 mL}) was added 4-fluoro-but-2-ynoic
acid ethyl ester (0.22 g, 1.69 mmol) (see Pouller, J Org Chem 1981, 46, 1532). The reaction
mixture wes hemied at refhux for 14 hrs end then pradually cooled to room temperature. The
solvent was removed under vacunm, end the rezidue purified by flash colimn chromatography
(silica gel, 0-2% 7N NHa in MeOH /CHCL) to efford 0.358g of (S}-2-(4-cyclobexyl-
25  phenoxymethyl)-5-fluoromethyl-2,3-dihydm-oxazelof3,2a)-pyrimidin-7-one. [a]p™ -28.20 (¢
0.5, CHCl3).
CanHzFNz05 (358.17), LCMS (ESI): 359.17(M ~+H).
' NMR_ (300 MHz, DMSO-d6): § 7.13 (d, 2H), 6.86 (d, 2H), 5.97 (d, 1H), 5.40 (d, 2H), 5.32
(br., 5, 1H), 4.45(¢ [H), 4.364.12 (m, 3H), 243(m, TH), 1.85-1.63 (m, 5H), 1.43-1.09 (m,

0  5H)



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-ynoigzacid ethyl ester (prepared from 4-methylpent-l-yne
and ethyl chlomfaonale in accordance with the procedures of G. Cad et alL, Tetrahedron, 2006,
569'7-5708) employing the procedure described in Example 99. [1:11025 -13.93 (c0346. CHC13)
10C.231130N2C12 (382.23), LCMS383240e+1 FHxipliNil% (300 Max, DMSO-d6): 8 7.14 (d, 213),

6.84 (d, 213), TG a-AjddnA] 354, 2.35(d,
2H), 1.90 (in, 111), 1.83-1.%#%]?4 , 1.44)-}i§-1%§é(jrln, %D, é?gésﬁ"(d, é H). Exarﬁﬁ?‘f‘%ﬁgﬁ

15(S)-2-(4-Cyc|ohexyl-phenoxymethyD-S-fIuorometﬁ'ﬁ'ﬂ?,3-caydro-onsoIoP 2-a]pyrimidin-7- one To a
solution of (5)-5-(4-cyclohcxyl-phenoxygneth I)-zol,S-dthy ot=2-34amm. e 20 (0.464 g, 1.69
mmol), (iee Example 210 in ethanol (25 X[ﬁa .agdeo At-2-ynoic acid ethyl ister (0.22 g,
1.69 mmoD (see Poulter, J Org Chem 19 #1532). The reaction mixture was healed at reflux for
14 his and then gradually cooled to room t rature. The solvent was removed under vacuum, and

the residug purified cqlumn chromatography (silic l,0-2% 714 NH3 in M ICH2C12) to
afford 0.3§89 of (S)-2- f‘?ﬁglc?ﬁ'gﬁfﬁﬁ P gL fal @%"Qﬂ&m‘l’gm"’m‘%’wé
25pheztoxyméﬂwflﬂm?{rﬁ1ﬂmng,@@iﬁyﬁ#@l@ﬂawafmw]mmmg a0 .5,
CHC13). CO0IRIFA2031 38R}l i BTl i Rinpt DU (3B MRORED-00): 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), 1.85-1.65%r2%513), 143-1.00 On, 305E0. 127 Example 106
CnHagNOy (370.19), LCMS (ESI): 371190V +H),

10 "HNMR (300 MHz, DMSO-d6): 3 7.13 (d, ZH), 6.88 (4, ZH), 5.85 (s, 1H), 531 (r., s, 1H),
4.47-4.08 (m, 6H), 3.32 (5, 3H), 2.43(m, [H), 1.86-1.60 (m, 5H), 1.44-1.11 (m, SH).
Fxample 107
(8)-2-(4-Cyclahexyl-phenoxymethyl)-5-(1-hydroxy-1-metiyl-ethyl)-2, 3-dihydro-oxazolof3 2-
ajpyrnimidin-7-one

-0

QOH
Step 1: 4,4-Dimethyl-5-trimethylsilanyloxy-pent-2-ynoic acid ethyl e:stﬁ:r
The htle compound was prepared from (2,2-dimethyl-but-3-ymyloxy)-trimethyl-silens
end ethyl chleroformate in aceordance with the procedures of G. Cai et al., Tefrakedron, 2006,
(5697-5708).
20 CyHnOh8i(228.12), LCMS (BSD: 229.14 (M H).
*H NMR (300 MHz, CDCh): § 4.24 (g, 28), 1.54 (s, 6H), 1.32 (t, 3H), 0.22 (s, 9H).
Siep 2: 4-Hydroxy-4-methyl-pent-2-ypoic acid ethyl esler
To & solution of 4-methyl-4-timethylsilanyloxy-pent-2-ynoic acid ethyl ester (5.4 g,
23.7 mmol) in ethy] ether (50 L) was addsed tetrabutylemmonium fiuaride (TBAF) (7.42 g,
25 28.4mmol). The reaclion mixture was stized at room temperature for 2 hours, quenched with
H0, and extracted wilh ethyl etiver, The organic phase was washed with brine, dried (Na;S04)

13



(S)-2-(4-Cyclohexyl-pheomcyraethy0-5-methoxymethyl-2,3-thirydro-oxazolop,2-alpyrimidin- 7-one
5The title compormd was prepared from (S)-5-(4-cyclohexyl-phenoxymethyl)-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. [aJo15 -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, IlI),
1.80-1.60 (. i bfodnledE o RIRAIIES 1) S DAk onpona it 151 (ko ey
-methyl-ethy1)- Zﬁ’, dno-oxazol o P ,2- ajpyiimi din-7-one 15 Step 1:

4,4-Dimethyl- -5¥Fime ylIsiLarryloxy-pent-2-ynoic acid ethyl wen-  The title compound was prepared
from (2,2- dlmeﬂﬁiﬂ@ﬁﬂﬁrﬁﬂbiﬂbﬁrﬁﬁy%ﬂﬁﬁ@gmmyl chlomformate in accordance with the -

procedures of Og¢iRlflo HetLaEBes 2996y, B8P0 7 -2 Q81 OGH k2@ 351 428 2), LCMS (BSI):
229.14 (M+41 g NIVIR (300 MHz, CDC13): 4.24 (q, 2. 11) 1.54 (s, 6H), 1. ez 53 311). 0.22 (s, 9H).
Step 2: 4-Bydr8¥p-2: ﬁb&&%ﬁ&lmﬂﬂ%“ﬂﬁmél ety eyl
4-methyl-4-tdmeitzsis{ihBulppyinkiv-2-pzoic acid ethyl ester (5,4 g, 23.7 mmol) in ethyl ether (50 ralL)
was added tetrabutyl fl e @E% ng%g )g mg;g“l ! Pp > was
stilled at man temperaturrncafu: u%ggqﬂ%r? with H OE@F] d'extracted with ethyl ether. he organic
phase was waSHedwritRasdircyignins (wazew%mﬂhﬂ-mt -2-ynoic acid ethyl ester employing

the procedure described in Example 105.

10 CapHagNa0y (384.21), LCMS (ESI): 385 20(M"+H)
'"H NMR (300 MHz, DMSO-d6): 5 7.13 (d, 2H), 6.86 (d, 2H), 5.78 (s, 1H), 5.60 (s, 1H), 5.25
(br., 5, 1H), 4.64 (m, 1H), 4.454.22 (m, 3H), 2.43(m, 1H), 1.84-1.62 (m, 5H), 1.46 (d, 6H),

1.40-1.15 (m, 5H)
Example 108
15 (8)-2-{4-Cyclohexyl-phenoxymethyl)}-5-(2-hydrory-etbyl)-2,3-dilydro-oxazolo]3.,2-
alpyrimidic-7-one

0] N_\‘ o)
% T\)—/
CH

Step 1: 5-{Tetrahydro-pyran-2-yloxy)-peni-2-ynoic acid ethyl esler
The title compound was prepered from 2-bot-3-ynyloxy-tetrahydro-pyman and ethyl
20  chlomformate in accordence with the procedures of G. Cai et &l., Tefrahedron, 2006, (5697-
5708).
CyzH 1305 {226.12), LOMS (ESI): 227.14 (M™+H).
'H NMR (300 MHz, CDCly): § 4.65 (i, 1H), 422 (g, 2H), 3,87 (m, 2H), 3.62 (m,1E), 3.35 (m,
IH]}, 2.65 (t, 2H), 1.91-1.46 (m, 6H), 1.31 {¢,3H).
25 Siep 2: S-Hydroxy-pent-2-ynoic acid ethyl ester
The title componnd wes prepared from 5-{tetrahydro-pyren-2-yloxy)-pent-2-ynoic acid
cthyl ester employing p-toluenesul foric acid in ethanol.
C/H;04 (142.06), LCMS (ESD): 143.01(M +H).
'H NMR (300 MHz, CDCla): 5 4.24 (g, 2ID), 3.81 {q. 2H), 2.61 (1, 2H), 2,23 (br., 5, 1H), 1.31
30 (L3H).



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- jagnethybethyl)-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-m3and: (8 hi-Shibrsiehssid-phenremethinb Evlivdraeqthid@dwdhyibesibadoid. Bxample 105.
10 Ca2Hzsti2Q4f3fhedn-1-6dA¥S (ESD:38520(le+11) 114 NMI( (300 MHz., DMSO-d6): 8 7.13 (d, 214),
626 (d, 211), 5.78 (s 1131“65 .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, 5%& oS PR PR} b’é“"‘? Ay A8
dnoytastaciciyyia I)ﬂf(zml;yﬂmxy—pﬁhyﬂ)yﬁpicdﬁydrmmxhzshﬂ&ﬁpEmmWn -7-one 0

N OH Stgp 1; é-gﬁﬁﬂ%% o] ster The title compound was
prepared from 2 hot-3-ynyloxy- teta y !) )%%gf %Jnd ethyﬁ‘iagC %Err%léfmate in accordance with the
pmeedums of EBa BT NahENS ESPGT1 (HBFH5008). C[2111104 (226.12), LCMS (EST):
227.14 (M-+-i-Hijy H\HSo 6390, Wars6L61 8 ). ba4H 1;15@ @A5, 6724 11)H§§57( ) 1862 (ro,1H)"

R b AR A 1 A S A
ester employingBtluetdiLibimic FEid in ethanol.
10 Example 109
(8)-2-(4-Cyclohexyl-phenoxymethyl)-5-(1-flupro-1-methyl-ethyl)-2 3-dihydro-oxazolof3,2-
a]pyrimidin-7-one

A0 aYal

F

Step 1: 4-Fluoro-4-methyl-pent-2-ynoic acid ethyl ester
15 The tide compound was prepared from 4-hydroxy-4-methyl-pent-2-ynoic acid elhyl
ester (see Example 107) emplaying the procedure of Poulter (J Org Chem 1981, 46, 15332),
CsHy FO, {158.08), LCMS (ESI): 159.09 (M™-+H)
'HNMR. (300 MHz, CDCL;): 5 4.46 (g, 2H), 1.69 (d, 6H), 1.32 {t, 3H)
Step 2: (8)-2-(4Cyelohexyl-phenoxymethryl}-5-(1-fluoro-1-methyl-elhyl)-2, 3-dihydro-
20  oxazolo[3,2-a]lpyrimidm-7-cne
The title compound was prepared from (S)-5-{4-cyclohexyl-phenoxymethyl)-4,5-
dibydro-pxezol-2-ylemine and 4-fluoro-4-methyl-pent-2-ynoic acid ethyl ester employmg the
procedure described in Example 105. [alp® -21.61 {c 0.56, CHCII),
ClFN; 05 (386.20), LCMS (ESD: 38720 (M +10).
25 'HNMR (300 MHz, DMSO-d6): § 7.13 (d, 2H), 6.84 (d, 2H), 5.91 {s, 1), 5.28 (br., s, 1H),
4,53 (m, 1H), 429 (m, 3H), 2.43(m, 1H), 1.83-1.69 (m, SH), 1.67 (d, 6H), 1.44-1.10 (m, SH).
Example 110
(8)-5-Fluoromethyl-2-[4-(3,3,5,5-tetramethyl -cyclohexyl)-phenoxymethyl]-2.3-dihydro-
oxazolo[3,2-a]pyrimidin-7-one



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, 111), 1.31 30 0,3M. 129 Step 3:
(S)-2-(4-Cyclohexyl-phenoxymedyl)-5-(2-hydmxy-ethyl)-2,3-thlydro-exanoloP/- alpyrimidin-7-one

The title compound was prepared from (S)-5-(4-cqu%hexyl-phenoxymethyl)-l,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, 3%1), 5.71 (s, 111), 5/7 (hr., s, 111),
4.94 (t, 111), 4.45 (t, 111), 435-4.13 (. 31}). 3@8 (g, 21 1F5 %11), 2.43(m, 111), 1.83-1.64 On,
5111 1.44-1.10 (in, 511). 10Example 10 ,
(S)-2-(4-Cyclohcxyl-phenoxymedayl)-5- 0-I-metbyl-ethyl)-2,B-dihydro-oxazoloP,2-
abyrimidin-7-one Step 1: 4-FInoro-4-methy|-pent-2-ynoic acid ethyl ester 15The title compound was
prepared from 4-hydroxy-4-methyl-pent-2-ynbic acid ethyl ester (see Example 107) employing the
procedure of Esuiidar @1 Mﬁ.ﬂﬁa BpHesdlliFO2 (158.08), LCMS (ESl) 159.09 (2t+11)

tH NMR. (300 MHz, CDC12): 64.4 ii 1.60 ziglsz L, 311? »lep

(S)-2-(4-Cyclohexyl- %%r%t%/mefgry )-5-( oro-énm ethy é -dihy o2 oxsﬁm‘l{o -a]pyrimidin-
7-one  The titieticosspkimiel wod @@ééﬁmﬂq@ﬁ@e}&eﬂew@wml)mﬁ the
dihydro-mgazop2xifmine i emsihylsgent-2-ynoic acid ethyl ester employing the

procedure described in Example 105, FilD25 -21.61 (a 0.56, CHM) C22H2711N2Q3 (38610), LCIVIS
(BSI): 387_20 tife 74 £ tuerreslal b s ritreestivl W@Tﬁ"%‘l‘%ﬁq% %), 191 (s, 114),
528 (hr., s, 11 Mihydro-oxazole[3,2-2jpyrimidin-7-one
The title compound was prepared fom  5-[443,3,5,5-etramethyl-cyclohexyl)-
phenoxymethyl]-4, 5-dibydro-oxazol-2-ylamime  (prepered from  4-(3,3,3,5-tetramethryl-
10 cyclohexyl}-phenol and (R)- epichlorohydrin acconding to the procedures employed in Step 1
through 2 of Example 1) and 4-fuoro-but-2-ynoic acid ethyl ester ( scc Example 105)
according to the procedures described in Examgle 95. [a]n” -21.40 {c 0.5, CHCL).
CaqHa FN20; (414.23), LCMS (ESD): 415.25 (M'+H).
'H NMR (300 MHz, CDCly): 5 7.14 (d, 2H), 6.82 (d, 2H), 6.09 (d, 1H), 527 (m, 1H), 520 (d,
15 2H), 4.51-4.20 (m, 4H), 2.83(m, 1H), 1.52 (m, 2H), 1.35-L.11 (m, 4H), 1.08 (s, 6H), 0.92 (5,

GH).
Example [11
(8)-2-(4-Bicyclo[3.3.1]non-9-yl-phenoxymelhyl)-5-methoxymethyl-2,3-dihydro-oxazolo[3,2-
a)pyrimidin-7-ome
O

= ]
- :[I’:}.f

o
The tile compound wes prepared from  (S}-5-(4-bicyelo[3.3.1]non- 91

phenoxymethyl)-4,5-dihydro-oapzol-2-ylemine (see Example 20) and 4-methoxy-but-2-ynoic

acid ethyl ester (see Example 106) employing the procedure described in Example 95. []p®

-14.55 (c 0.495, CHCI).

25 CadHagNaOy (410.22), LCMS (BSD): 411.21 (M'+H).



433(c, Il), 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-Tetramethyl-cyclohcaryl)-phenol The title
compound was prepared from 4-melhoxy-benumghpronic acid and i:rifluommethmes-ulfonic acid
3,3,5-tetramelhyl-cyclohex-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-oxszol&PWﬂﬂdﬂamz): 8 7.2 (it SIE0 sipb (h Ao S R6 dpdidy) SN (m, 1H), 4.52-

544'(3’3’5’546‘;[%%%%2%%@:%&9)@{ %&ﬁ?“ﬂ%ﬁ%{f}@&(&ﬂ ine (prepared from

4-(3,3,5,5-tetcamettryl- Z0cyr.I0hexy0-phenol and' (10- epichiordirydrin accdrding to the procedures
employed in Step 1 through 2 of Example 1) andF2gr51But-2-yrnic acid ethyl ester (sat Example

105) according to {s-praceidyilemdenatiodipiEsamaie9h. S alBR5 2340y bRl 633).
C241-raiR4203 (414.23), LCMS (BSI): 415.25 1e+§§331_? *1-1 MIR (300 MHz, CDC13): 57.14 (d,
211), 6.82'(d, 210, 6.09 (d, 111), 211),4.51-4 28, 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,

The tifle compound was prepaed fom  (§)-5(4-hicyclo[3.3.1]oon-9-yl-
phenoxymethyl)-4, 5-dihydro-oxazol-2-ylamine (see Exemple 20) and but-2-yooic actd ethyl
ester employing the procedure deseribed in Example 95. [ee]s® -33.80 (c 9.5, CHCH).

19 CxHagN>0; (380.21), LOMS (BST): 38122 (M*+H).
'H NMR (300 MHz, CDClz): 5 7.28 (d, 28), 6.86 (d, ZH), 5.89 (s, 1H), 526 {m, 15), 4.42-
42} (m, 4H), 2.73(br., 8, 1ET), 2.39 (br., 5, 2H), 2.23 (5, 3H), 2.08-1.36 (m, [ZH).
Escample 113
(8)-2-{4-Bicyclo[3 3.1 Jnon-9-yl-phenoxymethyl}-5-butyl-2,3-dihydro-oxezolo[3,2-
15 | a)pyrimidin-7-one

The title compound wes prepared from  (S)54{4-bicyclo[3.3.1]non-9-y1-
phenoxymelbyl)-4.5-dhydro-oxezol-2-ylamine {(see Example 20) and hept-2-ynoic acid etiyl
ester employing the procedure described in Example 95. [alp® -14.60 (¢ 0.5, CHCly).

20 CoHyyN20, (42227), LCMS (EST): 423,22 (M H)
'HNMR Gﬂﬂ MHz, CDCly): & 727 (d, 2H), 6.34 (d, 2H), 5.78 (5, 1H), 531 (m, 1H), 445 {m,
1H), 4.35-4.16 {m, 3H), 2.7H{br., &, 1H), 2.39 {m, 4H), 2.08-1.30 {m, 16H), 0.95 (t, 3H)
Example 114
(8)}-2-{4-Bicyclo[3.3.1]jnor 9-yl-phenoxymethyl}-5-cyclopentyl-2,3-dilydro-oxazolo[3,2-
25 z]pyrimidin-7ene



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[3.3.1Jnon-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). 25C341130N204 (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 (n, 12H). Example 112 (S)-2-(4-Bi
cyclo[3 3. 1 Jnon-9-yl-phenoxyme thyl)-S=«a8t; h-2,§' -.~-4s o P ,2- oipyrimidin-7-one

(5)-5-(4-bicyclo(3-3.1]non-9-ylphennicymethy1)-4,5-clihydni-oxazol-2-ylamine (see Example 20) and
birt-2-ynoic acid ethyl ester eraploying th eethire &seated in Example 95. rale -33.80 (c05, Clleb).
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)Th6 (Hlel1iympednd. 2 i, 4irdgaral7 3forms, {05;(2-Beydn(33,12na)2223 (s,

31-1), Z08-136(m, Exampl : 214y ) -

3.1]non-9-yl-p e%ﬁ%ﬁgﬁmﬁyﬁo-oxa{éﬁ%ﬁ%@ f&%&g‘l‘%&ﬁdﬁﬁl%gﬁ%d ihgitle
procedure

compound wasgideiaerstanste Example 102) employing in Example 95. [¢)o
(S)-5-(4-bigyela[gs |1.1[152Q—J-ﬁ,:y,bty_henoxymeibyI)4,5-dihydro-oxazol-2-ylarnine (see Example 20) and
hept-2-ynoic acid et(h | ester emplaying the procedur scribed in Example 95. [a]Dis -1460 (e 0.5,
CHC13)- czm%ﬁm%% 3534), @@%ﬁSEsf%% "4H)

' NMR (300 MHz, CDCla): & 7.27 (d, 2H), 6.86 (d, 2F), 5.94 (s, 1H), 5.23 (m, 1H), 4.45-
420 (m, 4H), 2.78(t, 1H), 2.77(bz., s, 1H}, 2.39 (br., 5, 2H), 2.14-132 (series of 1, 20H).
Exarmple 115
10 (S)-5-Methyl-2-[41,1,3,3-tetramethyl-butyl)-phenoxymethyl]-2,3-diliydro-oxazolo[3,2-
a]pyrimidin-7-one

The fitle compoumnd was prepared from  (S)-5-(4-(1,1,3,3-tetremethyl-butyl)-
phenoxymethyl}-4,5-dihydro-oxazol-2-ylemine (se¢ Exemple 27) and but-2-ynoic acid ethyl
15  ester employing the procedure described in Example 95. [als™ -36.20 (¢ 0.5, CHCly).
CopHlaNo0;3 (370.23), LCMS (BST): 37120 (M)
1H NMR (300 MHz, CDCly): § 7.28 (d, 2H), 6.80 (d, 2H), 5.67 (s, 1H), 524 (m, 1H), 4.41-
422 (m, 4H), 224(g, 310, 1.72(x, 2H), 1.33 {5, 6H), 0.71 {3, OH)
Example 116
20 (8)-5-Ethyl-2-[4-(1,1,3,3-tetranethyl-butyl}-phenoxymethyl]-2 3-dihydre-oxezolo[3.2-
a]pyzimidin-7-one

u?‘lf}“'/n_@{é



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 prgpared 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). 027 HBHN 208> (4StopSimd CwiS (IpSdred3Favn h¢&)-5101-{H LM AR RABHYIHZHNDCh):

57.27 (d, 211), aﬁﬁj,égﬂhﬁéaaé 2 ?,ﬁg! e - H), 2.78(1. 11-1) .2.77(br., s,
111), 2.39 (br., s, 2H), 2.14-1.32 (scrim; of rr11,230.1.1). %ﬁ) eﬁﬁgﬂaanﬁ le%z'y&m M&Lﬂ]ﬂ
10(S)-5-Methy ¥ gmaloyinefhe perermmdeseiippd in Faamrlp A2 gk > 2L ORI(RAS. GEEk)0 13, 2-
alpyrimidin-7-o08H, NI 324N DoRSEsrRI B epaveddiom (S)-5-(441,1,3,3-letramethyl-butyl)-
phenoxymethyi)-4 5-di -oxaxol-2-ylami Example 27) and but-2-ynoic acid ethyl 15ester
employingsihe g@%@%@%@ﬁ?@%ﬁ . a@ﬁqf%ﬁqc%%,(ﬁﬁ@rﬁ%%ﬁa 93 (37023),
LCMS (ESI): 3%20(te-4H), 2500y RED0TNE RED), CHIGE, 3P I28¢L(BHR D)) 6,881d, 211), 187 (s, 111),
524 (n, 111), 4.41- 422 (m, 41-1), 2_24(s, 3H), 1et1), 1.33 (s, 611),(s, 9H) Example 116

20(S)-5-Ethy1-214--(1,1,3,3-tetrainethyl-huty1)-phenoxymethy1]-2,3-dihydro-Oxa7ol0P,2-
alpyrimidin-7-one (g)'s' Fluoromethyl-2- lelﬁ-g'ﬁh‘ﬂmelhﬂ-bﬂt?gvp]ﬁﬂﬂﬂmﬂhﬂ]-ﬁ-dﬂum

oxezolo[3,2-alpyrimidin-7-one
o
?i?w@#

The iile compound was prepared from (S5)}-5-(4-(1,1,3,3-letmmethyl-butyl)-
phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine (see Example 27) and 4-flupro-but-2-ynoic
acid etiyl ester (see Example 105) employing the procedime described in Example 95, [a]
-28.00 (c 0.5, CHCly).
15 CxHFNZ0; (388.22), LOMS (ESI); 38923 (MHH).
"H NMR (300 MHz, CDCl;): & 7.28 (4, 2H), 6.80 (d, 2H), 6.07 (d, 1H), 5.29 (m, 1H), 5.21 (d,
2H), 4.51-4.20 (m, 4H), 1.70(s, 2H), 135 (s, 6H), 0.70 (3, 9H).
Exzmple 118
(8)-5-Methoxrymethyl-2-[4-(1,1,3,3-tetramethy]- butyl)-phenoxymethyl]-2,3-dihydro-
20 meazolo[3,2-a]pyrimidin-7-one

The title compound was prepared from (8)-5-(4(1,1,33-tetramethyl-utyl)-
phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine (see Example 27) and 4-methoxy-bui-2-ynoic
acid ethyl ester (see Example 106) emplaying the procedure described in Exemple 95. [op?

25 -14.80 (c 0.5, CHCly).
CaHazN2Oy (400.24), LCMS (ESI): 401.23 (M™H)

10



/33  The title compound was prepared fon (S)-5-(4-(1.1,33-tetnunetEryl-hatyO-
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 §OO 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-Fluommeipyder (¢ ddﬂﬂ%.@c%tféi@rh et by iU Bvenaymet = Sulisydran, 1H), 4.49-
e

orcazoloP,2-abyrimidin-7-one 10 title_corapotmd W z%
(S)-5-(4-(1,1,3 B FERGR AE PRy 538 Eeris Wy BN 2% A4 yé%’{a @% I=2%/lamine (see Example 27)

and 4--fluoro- but 2-ynoic arid ethyl ester (see Emlw) employlng the procedure described in

le 9 3
Fﬁérgg I(\a/lHi Ic gg%‘%’%@“%% 07 (d 111) 29 (m, 1B),511 (d, 211)';}45(2/I 11+2Hc))

(in, 411), £.70(s, 211), 135 (s, 613), 0.70 (a, 9H) one Example 118
(S)-5-1Ylethoxymethyl-244-(1,1,3,3-tetrame yI butyl) ph RO Ryl]-2,3-dillydro2noxazol143,2-alpyr
imidin-7-one Ny/.1%. rikL. 0J  The tit 3 ?
(S)-5-(4-(1,1,3,3-tetramethyl-buty1)- phe yI) -4,5-dihydro-0xazol-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

Step 1: 2-{4-Ethoxy-but-2-yn-yloxy)-tetrahydro-pyran
An oven dried 500 ml RBF was charged with Nall (60% in mineral cil) {1.41 g, 353
mmool) end suspended in DMF {100 mL). The mixture was cooled to 0°C and 4-(tetrahydro-
10 pymn-2-yloxy)»-but-2-yn-1-cl {prepared in accordance with the precedures of Tamaru el el.,
Bull. Char Sac. Jon, 1995, 1689-1705) (6.0g. 35.3 mamol) was added. The rcaction mixhure
was allowed Lo reach room temperature aad stirmed for one howr. To the mixhure was added
fodoeibane (20.8 £, 133 mmol). The reaction mixiure was stimed for 3.5 hours at room
tempereture before being quenched with ica/F,0 and extracted with MeOAc. The organic
15  phase was washed with hrine, dried (NezS0Q4) and concentrated. Silica gel chromatography (1-
20% MeOActhexane) provided 4.71 g of 2-{4-cthoxy-but-2-ynyloxy)-letrabydro-pyran as a
clear nil.
C11Hie0; (198.13), LOMS (ESD: 195.12(M~H).
TH NMR (300 MHz, CDCla): & 4.81 (t, 1H}, 432 (g, 2H), 4.19 (s, 2H), 3.83 (m, 1H]), 3.56 (m,
20 3H), 1.90-1.47 (m, 6H), 1.23 (L, 3H).
Step 2: 4-Ethoxy-bin-2-yn-1-ol
To a sohiion of 2{4-cthexy-bhut-2-ynyloxyHetrmahydro-pyran (0.5 g, 2.52 mmol) in
methanol (10 mL) was added p-toluenesulfonic acid monohydrate (p-TSOH) (0.086 g, 0.454
mmol). The reaction mixture was stirred et room temperature for 3.5 bours.  The reaction
25  mixture was powred inlo agqueous sodium carbopate end extracled with methyl acetate. The
orgenic leyers were combined, dried (Nez504) and concentreted. Silica gel chromefograply
(1-10% MeQAchexane) provided 0.2 g of 4-sthoxy-but-2-yp-1-ol as a clear oil
TH NMR (300 MHz, CDCla): & 4.32 (g, 2H), 4.18 (br., s, 2H), 3.58 (g, 261), 2.25 (t, 1H), 1.24
{t, 3H).
30 Step 3; 4-Ethoxy-bui-2-ynoic acid metlryl ester

[N



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-elhoxymethiglk 2, 3-thlaydro-oxazolop,2-ajorimidin-7- SAC Step
1: 2-(4-Ethmry-but-2-yn-yImty)-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-¥e p§tomdzalision)abdicthon-bubiXpmelbal €U E B F6comdhiveaceitnei{@6gnbatiares of

Tamaru et al., am@mﬁwﬁe 3322 2ea} 6RO PR thirders HALIBRl 3Bracld Sdngrgaction
mixture was ad%gw to re h mom tem aemerreﬁﬂ‘gaitérgred for one hour. To the mixture was added
5 Sntee i s ratly

iodoethane (2 TSR FRESHG RS At rature
before being qmwmmwmmmgm&w%washed

with brine gdri Eﬁ%ﬂ (1 200/ MeOAdhetrane)
provided 4. 71% thoxy -but-2- @nyloxy trahyd eﬁchg?an as a c? ar mL%}H—?ﬁB@% 3), LCMS
(ESI): 199.12( MM)Tord 0.66 g pf oxirrempoumnd 42 ackecaid): 84.81 (t, 111), 432 (q, 211), 4.19 (s,
211), 3.83 (m, ¢Ai03 @62(0%) AN} EEROrda 47 (Iradh1), 133 (t, 31l). Step 2: 4-Elhoxy-but-2-yn-1-el
To a solution g -2- Q. 252 m in methanol (10 mL)
was addexlp- to@%@g@@?ﬁ&‘ X@%%%&?ﬁ%ﬁﬂ%@%%%%*i‘%&# “The reaction
mixture was stifteadta(FdriH{rolsbraplphéorZmbetolrS-cvsyneethyi [Badred into

aqueous godi atgaAnd extracted with meth.y1 acetate. The organic layers were combined,
dried (Na2804) and concentrated. Silica gel chromatograp 1-10% MeOAcihexEme) provided 02 g
of 4:-etboxy-but-2-yriE ot SoEmearTs ¥9s Armrd @ﬂﬂ@ﬁ&%ﬂs (hr., s,

211), 3.58 (q, W—lﬂﬁﬁa4ﬂ-wﬁﬁbﬂéﬁdﬁtﬁﬁﬁbﬂkﬁﬂn%ﬁaﬁ%ﬂ@hﬂ gater 135
procedure described in Bxample 94. [a]y™ 9.80 (e 0.5, CHCli).
CzHasNz 04 (384.21), LCMS (ESI): 38517 (M'+HD.
15 'HNMR (300 MBz, CDCL): § 7.15 (d, 2H), 6.81 (d, 2H), 6.00 (s, 1H), 522 (m, 1H) 448
4.17 (series of m, 6H), 3.56 (g, 2H), 2.44 (br., 5, 1H), 1.93-1.69 (m, 5H), [.51-131 (m, 5H),

1.22 (t, 3H).
Example 120
(5)-2-(4-Cyolohexyl-phenoxymethyl}-5-phenylsul femylmetiryl -2, 3-dibydro-oxazolo[3,2-
20 d)pyrimidin-T-one
“ﬁ’j....x“

Step 1: 4-Phenylsulfanyl-but-2-ynoic acid ethyl ester
The ftitle compmmd wes prepared from prop-2-ynylsulfanyl-benzens and ethyl
chloroformaie in aecordemce with the procedures of G, Cai et al.,, Tetratedrorn, 2006, (5697-
25  5708).
C12H10,8 (220.06), LCMS (ESD): 221.06 (M.
'"H NMR (300 MHz, CDCly): 8 748 (d, ZH), 7.33 (m, 3H), 421 (g, 2H), 3.70 (s, 2H), 1.30 {1,
3E).



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 (Na2S0O4 and concentrated. The resultlng 4-ethoxy- 5 but-2-ynoic acid was
methylated (TMSCHNZ2 (2 I1d), 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), 39,8, SERH eI phiresk el 5-pheniiRilbinyimethyl-2,3-diftydro-
(S)-2-(4- Cyclob%%/l phéér%(ymethyl SEthoxymetr%g)sz 3-dthydro-oxazolo [3,2- 10a]pyr|za|d|a -7-one

The title comp SRR 2B G81S)-5-(4-cyc loharyi-phenoxymethyl)-4,5-
ditydro-oxazol-2-ylanTihe &l dnﬁﬂmﬁ mzmmmmwmbmmmmmre

described in Example 94, 1-9.80 11385.17
(M1-1-14), 15q%’? 8’&%7?’ 7 1 l%h%%g'g %1 %%aﬂéo%%ﬂ%@ (m 111)
4.4S- 4, 175(semwmd©aqsze§3@eqnm1q$42[ 19 9)5 LHE69 (in, 511), 1.51-131 (m, 5B),
1.22 (t, 3E1). No0S (448,

ooy .‘?.”“?i«?ﬁfzf’oeé%é5§$ei¥§“éi%y 'me%é?aé“éi%ﬁ)a? SR ™ The e

compound was Eiepatad, 21y aeoAviy Ky (B s crHp B4ntine th IHEL (DA3fd6h dtw MTackdPedance
with the procecﬁ'%?gﬁsﬁ] Cal et al., Tetrahedron, 2006, (5697- 255708). CL2111202S (220.06),
LCMS (HSI): 2 NMR(300 MHz, CDC13): 5 748 {d 2H), 7.33 (m, 311), 421 (q, 211), 3.70 (s,
2.11), 1.3® (t, 311). 136 Step 2: Example 12

(S)-2-(4-Cyclohpsjyi-pbanexpasihHina s RarAsHRauITEN Y Hilyehdtbydisepsar alpfidijei-sneidin-7-one
D\]\:I:T\ffl) "“/O—@—D—@{

The title compound was prepared from 4-{4-isopropyl-phenoxy)-phenol (prepared in
accordemee with the procedures of Yeager, et. al, Synthesis 1991, 63-68) and R-
15  epichlorohydrin employing the procedures described in Steps 1 through 3 of Example 1.
CHzNz04 (378.16), LCMS (ESD: 379.17 (M™+H)
'H NMR. (300MHz, DMSO-d6), & 7.76 (d, 1H), 7.21 (d, 2H), 6.98 (5, 4H), 6.86 (d, 2I1), 5.83
(d, 1H), 533 {m, 1H), 4.47-4.26 (m, IH), 4.11 (m, 1H), 287 (quin, 1H), 1,18 (d, 6H)
Example 122
20 (8)-2-(#’-Propyl-biphenyl-4-yloxymethyl)-2,3-dihydro-oxazolo[3,2-a] pyrimidin-7-one

Ui

A mixture of (8}2{4-bromo-phenoxymethyl)-[3,2-a]pydmidin-7-ome (Example
26X0.1 g, 031 mmol), 4-propylphenylboromic acid (0. g 062 mmol}
tetrakis(triphenylphosphine)palladiom(0) (0.15 g, .62 mmol) and polassium carbonate (0.086

25 g, 0,62 mmol} in 25 mi of anhydrous tetrahydrofuran was heated vnder reflux for 18 hours.
The mixhire was filtered ibrough celite and ihe Gltrate was evaporated. The residue was
murified by flash chrometography on silica gel using 9:1 methylene chlcride-methenol and then
6:1 melhylene chloride-methanol, The evaporated product fractions were combined and



The title compound was prepared from (S)-5-(4-cyclohexyl-plenoxymethyl)4,5-
chlydro-oxazol-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, $31), 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-Isoprepitapidctaopy)idh eimo tiim et B ik yaBidogaoiiop, 2234y rialisi+24me:N.g, The Ede
compound Wawgﬁired from 4-(4-isopropyl-phenoxy)-phenol (prepared in accordance with the

procedures of Yeager, et. al., Sinthesis 1991, 63-68) and R- 15epichlorohydrin employing the
procedures de&‘@#&&?ﬁﬁ%@l IO 3634 A MERD: Calin>1204 (378.16), LCMS (ESL): 379.17

183 (0 M1,833 g 26 (0 T ] O e et I (o B ele 122

, 3 , : , . lr uin, :1) Example
20(S)-2-(5-Pr5%b%%%§%%}@lg§§ %%@6%%%%&%%@%0‘8{% Ql'fbmélé?r&zépreu% mixture of
(S)-2-(4-bromdgp REhEEHEE 3H)1)-(3,2-a)pyrimidin-7-one (Example 26)(01 g, 0.31 mmol),
4-propylphenylhoronic acid (0.1 g, 0.62 mmol), tﬂ@g&(ﬂglaerrylphosphine)palladiam(O) (0.15 g, 0.62
mind) and potasgium carbonate (0.986 25 g, 0.62 mmol) in 25 ml of anhy dru tetrahydrofuran was

healed under reSthior 18 Hriphepldc i e el 5 W8S

evaporated. The nesidue was O, N
U:",»-wﬂ

10 A mixtiee of {§)-2-{4-bromo-phencxymethyl)-[3,2-alpydmidin-7-one (0.4 g, 1.23
mmol), 2,3-dimethylphenylboronic ecid (0.73 g, 4.9 mmol), tetrakis(triphenylphosphine)-
palladicm(0) (03 mmol) and sodium carbonate {4.% mmo]) in 30 ml of anhydrous ethylene
glycol dimethyl ether was heated under reflux for 6 howrs. The mixture wes difuted with 10
ml of methanol and the mixine wes fitered through celite. The fillrate was eveporated and

15  1ihe residne was porified by flash chromatography on silica gel using 100% methylene chlorids
gnd then 9;1 methylene chlondeomethanal. The eveporated product residue was trtorated
with heptane and the inscluble material was collecled to provide the tifle corpound as a solid
(0.07 g, 17%). [a]n™ -46.48 (c 0.549, CHCL).

CaHagN04 (348.40), LCMS (ESD): 349.13 (M'H).

20 "HNMR (DMS0-ds, 300 MYEz), §7.78 (d, 2H), 7.22 (d, 2H), 7.13 {im, 1H), 7.02 (m, 3H), 5.83
(d, 1H), 5.34 (m, 1H), 436-4.42 (m, 3H), 4.13-4-17 (m, 1H), 3.32 (s, 6H).

Example 124
{&)-2-{4-tert-Butyl-biphenyl-4-yloxymethyl}-2,3-dilydro-oxazole[3,2-a]) pyrimidin-7-one

S O-O—

25 A mixture of (S)-2-4hromo-phenoxymethyl) [3,2-a]pyrimidin-7-one{02 g 0.62
mmol), iert-butylphenylboronic ecid (044 g, 2.5 mmol), tetrakis{iriphenylphosphine)-
palladivm(0) (0.18 g, 0.16 mmol) and spdfum carbonats (026 g, 2.5 mmol) in 30 ml of
anhydrous ethylene glycol dimethyl ether was heated under reflux for 3 bours. The mixture
was cooled and B combinalion of d-tert-butyiphenylboronic acid (0.22 g, 1.25 mmol},




purified by flesh chromatography on silica gel using 9:1 methylene chlorideonethenol 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, 3fll) 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

($)2:(23 - Dimglsighes 2P BUhiR iRl g0 EDA
mixture of (S)-2-(4- bromo enmc methy0[3 2 aIp /rim |d|n- -one (0.4 g, 123 mmol)
2.3-dimefiry1ptfe hy BBk “ﬁélﬁdéﬂ’g"“ﬁ g9t W&Bﬂﬁ’éf"p 85 @) (03

mixtol) and sodjumeoaﬁmmtaﬂv&smmﬁhmﬂﬂlmhﬂhﬁmﬂﬁmumﬂtmwmmaw efher was

he:ated under s far 6 hours The ﬂmture. asdil Iutggﬁ#l B ;LR j4ture was
filtered through Site The TitFate was evaporated and'1b the r 3Ee was urlfle by flash
chromatogfaphssiog Wa@@ﬂ@%ﬁﬂmé%%ﬂrﬁ@hﬂ‘aﬁle‘ﬂa@aﬁﬁ%ﬁlg ll%ﬂﬁﬂqyfﬁﬁ@&“ﬂ was
chleaidenelhanfibh gl DALY pRUEHPEICUSAY A8 TowAtRewkiIBeN R R iBenaMyble

material was collected to provide_the title compound as a solid (0.0 %0). fairg 4 0.549,
CHCI3). C.2419tW 28 5yaues 49 )8¥e the ferhiitead, §liecomng éﬁ%&rﬁ% D@? ggé’ %&%MHZ)
87.78 (d, 214),mésod, 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 %’]ﬁ? ['B;
(S)-2-(4'-tert- Bl%%%ﬁ%%x me%%ﬁ]z 3-dibdro-oxazoloc3,2-a]pyrimid in-7-one 0
10 'H NMR (DMSO-ds, 300 MHZ), b 7.78 (d, LE), 7.52-7.57 (m, 4H), 7.43-7.46 (m, 2H), 7.01-
7,04 (m, 7H), 5.83 (d, 1H), 5.38 (m, 1H), 436-4.41 (m, IH), 4.12-4.15 (m, 1H), 1.31 (s, IH).
Exemple 125
(8)-2-{4"Elhoxy-biphenyl-4-yloxymethyl)-2 3-dihydro-oxezolo[3,2-a]pyrimidin-7-one

T
>
()

Pau
15 A mixtre of (8)2-(4-bromo-phenoxymethyl)-f3,2-a]pyrimidin-7-one (0.4 g, 123
mmel), 4-ethoxyphenylboronic acid (0.82 g, 4.95 mmol), tetmiis(iiphenylphosphine)-
palladium(0) (0.34 g, 0.3 mmof) end sedium carbonate (052 g, 4.95 mmol) in 30 ml of
anhydrous ethylene glycol dimefiryl ether was heated under reflux for 3 howrs. The mbdure
was cooled and a combination of 4-ethoxyphenylboronic ecid (0.2 g, 1.1 mmol),
20  tetrakis(triphenylphosphine)palladium(0) (0.085 g, 0.7 mmol) end sodium carbonate (0.12 g,
1.1 mmol) was added in one portion. The mixture was heated for en additional 1 hour, The
mixture was dilned with 20 ml of methano! end was filiered throvgh celile. The evaporated
residue was purified by flash chromatography on sifica gel using 100% methylene chloride
then 95:5 methylene chloride:methenol end finally *:1 methylene chloridermethanol.  The
25 evaporaled product residee was dissolved in the minimum amount of hot metheno] and was
filtered. ‘The filirets was dilited with ether to precipitate the title compound (0,06 g, 13%).
CaHaoN;04 (364.40), LCMS (ESK): 365.17 (MH).




N 25A mixture of (S)-2-(4-hromo-phanorymethyl)43,2-ajpyrimidin-7-one(02 g, 0.62 mmaol),
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 mixigre was coded and a combination of
4-tert-hutylphenylhomnic acid (Q22 g, 125 mmol), 13 tetrekis(triphenylphos-phthe)palladium(0)
(0.090 mg (0.08 mraol) and sodium carbonate (0.13 g, 1.25 mmol) was added in one portion. The
mixture was adﬁim&ﬂuﬁ@d@. 300 M) R'Mﬂj{&, I[-lje'mimﬁﬁ (o 9H)|\sod-ith (i) oS sethanol

and was filtereeg, Bg_\ggg E’hﬁﬂglt& acet te 5 r_% ?{%gt ef%@’l purified by flash

ehroroarogray on |ca gel 5 using T00% e € ehloride:meihanal.
The product DS due was farther purlfled by reve%éﬂﬁﬁ%&%ﬁll PLC using 10-100% (acetonitrile:0.1%

triftuomaretic acioqjspean bepandizafihiiie-emRB Ll fRi3nthid 3% [alt? -5.40 (c
0.5, DMSO). 023n24N203 (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. MN @ ), 5.&3 (d, 1H), 5_38 (m, 1H),
436-4A1 (rn, 311), 4.12-4.15 (m, 1H), Xa
(S)-2-(4'-Elhoxy-hipheny1-4- ontcymethy 2 ,3- chIIydro -oxazolofg;2-a]pyrimidin-7-one r-C} 15A

mixture of (S)-2-(4-hromQ-phenaotcyj nethyl) [3,2-alpyrimidin-7-one (0.4 g, 123 min
4- ethoxyphenylbororﬁc 'éi'i?fg"ﬁ) ?h@ﬁﬁmwyﬁbﬂﬁgﬂﬂ?ﬁg)“ﬂ?aﬁg{auﬁmmo 34 g, 03

'mop and sodlmmdarkﬂadhiwu@lﬁﬂym raefib | Y0:7B Qziab andeysl o ishakiy(iepkeayitokpliingdryi ether
was heated quﬂg EEE!M I, lHS [g r atio
4- ethoxyphenogg%ggﬁ (O%%u 93 1 nim %gﬁ%%klsjtnpﬁe 1% hlnégmé;ll)aglum@} ?5 085 g,

0.7 mmol) en was

heated fasan aagiipasi fifweigh H&E&Mlﬂmwiﬁdﬂvﬂfﬁ@ﬂhﬂf mthm&! ﬁmﬁ@&ﬂmred

through calk. aporated re rified by flash chromato on silica gel using 100%
methylene chlg'rlll}g& “9!% Vﬁ&’r?ﬁ’(g#b £\ ﬂnflﬁ!iﬁ@%ﬁ%g% H& methanol
The 25 evapo@edqsr&dméﬁrémdﬁmlwa IsBloime: : aligu Pl amethylene chiotidestietiasdland was

fitered_ The I} CHuieH 0 S BSn 0, RGP USRS IS SO AR A5 s H3¥ st
C21112eN204 (364.40), LCMS (ESP: 365.17 (Mil
acetate and the solid which formed was collected to give the title compound {0.15 g, 35%).
15 CioHysCIN2O; (354.79), LCMS (ESD: 355.12 (M'HD.
'H NMR (DMS0-d;, 300 M¥7) 8 7.7% (4, 1H), 7.54 (d, 1H), 740 (m, 5H), 7.06 (d, 2H), 5.84
(d, 1H), 538 (m, 1H), 4.38-4.42 (m, IH), 4.114.17 (m, 1H).
Fxample 127

2-{4-Cyclohexyl-phenoxymethyl)}-2-methyl-2 3-dibydro-oxazolo[3,2-a]pyrimidin-7-one

m TI}AD:

Step 1: 2-(4-cyclohexyl-phenoxymethyl)-2-methyl-oxirane
A solution of 2-choromeihyl-2-methyl-oxirane (5.32 g, 50 mmol), in 50 ml of
ecetoniirile, was added to 2 refhing mixture of 4-cyelohesyiphenol (4.41 g, 25 mmol) end
ceshum carbonats (9.77 g, 30 mmol) in 50 ml of acetonitrile. The mixture wes heated at reflig
25  for 4 hours, cocled 10 mom fempersture, and concenirsled in vacon. The residue wes
partitioned between ethyl acetate and water, the layers were separafed and the organic phase
was extracted with brine. The crganic phese was dried over 4 A moleculer sieves, fillered,




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-alpyrimidiniz-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 houggy Lhe-Rpkxiu s A& o aHQIesTH QU eoliiteaf il WilichamwiindfimidbprManocl. The

filtrate was evaﬁgrated and the residye was purified by flash chromatography on silica gel using
10036 methyle %Wé’ﬁ"mene chloridr...methanol and finally 9:1 methylene

chlorideanethahtDNMR D, ol & Ao i i) H g2 dda RH)ey A5 ¢das S8, Ihs idsidie 2784 dreated
with ethyl acet oli [ d callected Q. giv. ithe compound (0.15g. 35%).
1501sH15erN%ﬁé%%sésf’L%@%W‘Esﬁﬁ(ﬁ%@ﬁ%&% %%_/1%?14, 300 MHz) 8 7.79 (d,
111), 7.545(d, Blegp 2: 76 Creldesyl-phoaamethyl)-Soelnd-oxeaolidinghidepsaniog 38-4 42 (m, 311),
4.11-4.17 (m, 111). Byampla H38 2iftdAvelaha | -5 ¥ alth Bénal Puiie ydaedaxazolo

[3,2-a]pyrimidin-7-one 20, Step Il 2-(4-cyc uheﬁfwgﬁ%ﬁrﬂgmﬁz-me { xirane A solution of
Z-hhoromethylﬁzﬂﬁ%ﬁﬂﬂtﬂﬁ?ﬁ é@@ﬁ%g%wéﬁﬂﬁ%ﬁ%ﬁ@i oni rllllg,)'/vleO %dﬁ‘gc?}ib 3 tefluxng
mixture of 4-cyiaiexyliiteroid 4firpdA5emiyie| jamdm iempemiore and then concentrated in vacuo.
The residve wes dissolved in methylene chloride snd washed wilh water, then saturated
10  potsssium carbonate. The methylene chloride layer was dried over 4 A molecular sieves,
filtered end concentrated in vacuo to yield 546 g of a white solid. The white solid was
recrystallized from ether to yield 1.11 g of the titte compound as white crystals. A second
crop yiclded 0.64 g of white crystals.
'H NMR (CDCls, 300MEEz), 5 7.13 (d, 2H), 6.62 {d, ZH), 442 (br. 5, 2, 3.92 (dd, 2H), 3.75
15 (d, [H), 3.50 (d, 1H), 2.38-2.5 (m, 1H), 1.65-1.92 (m, 5H), 1.50 (s, 3H), 1.15-1.48 (m, 5H).
Step3: 2-{4-Cyclohexyl-phenaxymethyl)-2-methyl-2,3-dihydro-oxazelof3,2-afpyrimidin-7-
one
A suspension of 5-{4-cyclohexyl-phenoxymethyl)-5-methyl-oxazolidin-2-ylideneamine
(111 g, 3.85 mmol) in 15 ml of t-butancl was hemted to 80°C. All of the suspension
20  dissolved. Ethyl propiclate (0.51 ml, 5.0 mmol) was added followed by 5 ml of ethanol. The
reaction mixture was heated &t reflux for 8 hrs. An off-white precipitate greduelly came out of
the solution. The reaction was cooled to room temperature and the solid iselated by filtration
and washed with efher 1o provide the tide compound as a white solid Yield 0.75 .
CagHaN>05 (340.43), LCMS (ESI): 341.17 (M +H).
25 'HNMR (CDCl, 300 MHz) 5 7.22 (d, 1H), 7.14 (d, 2H), 6.77 (&, 2H), 6.05 (4 1H), 4.37 (4,
1H), 4.14 (d, 1H), 4.02 (d, 1H), 3.98 (d, 1H), 235-2.52 (m, 1H), 1.72-1.90 (mx, 5H), 1.71 (s,
3H), 1.15-1.45 {m, 5H).
Example 128
(8)-2-(Benzolbthiophen-6-yloxymethyl)-2,3-dihydro-oxazolof3,2-a]pyrimidin-7-one

°fj:°/x._,n\©j

Stepl: (8)-5-(toluene-4-sulfonic acid methyl}{4,5-dihydro-oxazol-2-ylyamine

30



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 sigyes, filtered, 140 and concentrated in vacuo to
yield 6.1 g of a colorless oil winch slowly solidified to provide The dtle compound as a white solid.-
11-INMR (CDC13, 300MET2z), 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),Tp.8¥igosfinstbted)) scdwlibn of Stiiih Ipdtngsh Grandriitl @By 23.8 mmol) in

o> (4 Cyclobexyiafiaptm AR AARZ I el ERORIDIAG ¢, MEIANS 1SRGl

sodium hydrogen cyanamide (1.92 g, 30 mmol) were added to a flask contalnlr]%| ]
2-(4-eyeloheryh SRERTRA YRR 345 SHIRdoR HRSHE [ eaare S TAmght 4l mdieh shermastine was
slirred overnighixatreoes demsnattdd e Rad-ih artdante Eioted-Haty wis aitelrasoue s gwarlved in
methyleng; chigy (g Yas d with water. then ﬁtatﬁ ited to pota iu rbonate.. The methylene
chloride layer (vsvgqsﬁh%?e pvé?ﬁli\ molecular sieves, i g'r:e% and co ?e‘?ﬂ%t?ﬁ MRacus o ﬁ%srd 546 ¢
of a white solid=mepedndird Syre NaaSCe eng srntisrinmnd andah wotom; doozive 3. 1 e BRA«F Drfipound as
white czystal qrevems-LealBHRp iaethaHs-o S iR GNBIAlS MR (OBCMOQM%%)’ 57.13
(d, 211), 6.82 éd 21-1),.4.42 ghr.}%ﬂl;, 3.92 (dd 211& 3.75 15 &d, 1, 3.50 (d, 1112 238-2.5 (in,
111), 1.65-1.93 FINEE§ 1183 Ade2E)y 139 (2H 44117159 fam, df), 154,10 (m, 1R), 3.63 (dd, 1FI),
2-(4Cyclokiexyl4f2a9 0¥ Y2 (merhyl-2,3-dffiydro-oxazolofl,2-alpyrimidin-7- one A suspension
of 5-(4-cyglohgicyl- Fg%thxf}%-@eth l;oxazalidin-2:-ylideneamine (1.11.9. 3.85 mmol) in 15 ml
of t-buta%ol w?ﬁgg\t t%xi/ )C. All of t en§§£%%§%%€6%$ssoiveg.qéc ?%%P%%@%%ﬁ%l ml, Si)
mmol) was added folf8wealBipmat{SScinhser-trrdfaisasstmeinind drddurdemamsi-2=facfoe Slits. An
off-white precigfegeaopadumtivopesie el tsoselyian dedEahar) Was Lasledra [paihigmperature
and the solid i te tgﬂl%lﬁ%g d washed with ether to provide the title compqund as a white
solid_ Yield (175'¢. dﬁé&?ﬁ&ﬁi@?@ﬁ?&%ﬁ?‘%@ﬁ?ﬁéﬂ%%@ﬂﬂ%ﬂs 7.22 01,
111), 7.14 (d, 2, Bate(do Zedi; G-0pemiubss)panitfated Hindds 1datuiyrit 14 OB, by 190I8A8 (d, 111),
235-2.52y4n, 1&&15135.%@- Do L et (B0 ety 4k (5 340 acetate-hent E;( 1243
(S)-2-(HenzeNtbiophert- -_yloxymetr%ﬁi-&,?;-%ih t"l(Ljﬂr:'(};lioxazolo , -a]pégﬁgidin-?-o e -4%?%%0 Stepl:
(S)-5-(toluene@edEp)ir %@’Hﬁ@ﬂﬁ%‘%ﬁl ,%9%9@&3%5@ a}ﬁ%@}-z'fﬂlmﬁ%ﬂfﬂmc acid
melhyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one.
CidH14Nz058 (322.06), LCMS (EST): 323.07 (M),
'HNMR ({CDa}50 300 MHz) & 7.80 {d, 2H), 7.69 (d, 1H), 7.51 (d, 2H), 5.79 (d, 1H), 524
20 5.15 (m, 1H), 4.43-4.26 (m, 2H), 427 (t, 11D, 3.90 (dd, 1H), 2.05 (s, 3H).
Step 3: To e solution of (5)-2-twlusne4-sulfonic acid methyl-2,3-dihydro-oxezale]3,2-
alpyomidin-7-ope (100 mg, 03! mmol) in dimethylformamide (3 ml) was added
benzo[b]thiophen-6-of (52 mg, 0.34 mmol) followed by cesium carbonate ([12 mg, 0.34
mmol). The reaction mixture wes stirred al room temperature for 18 hours, The mixture was
25 concentrated under vacmom apd purified by HPLC with a CLB - 10 pm SmFire column using
& gredienl ranging from 40%CH;CN/TFA:60%H20/TFA and ending with 100%CH:CN/TFA
‘This efforded 56 mg (60%) of the titte compound. OR. [a)p=11.20°.
CisH 128;048 (300.05), LCMS (ESD: 301.05 (M+5). [axip” -11.20 (¢ 0.5, DMSO).
'"H NMR ((CDs),80, 300MHz): § 7.82-7.76 (m, 2H), 7.62 (d, 1H), 7.56 (d, LH), 7.36 (d, 1H),
30 7.01d4, [H), 5.87 (d, 1H), 5.42-5.37 (m, 1H), 4.47-4.35 {m, 3H), 4.16 (dd, 1H).
Example 120



141 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 Iayer was removed, dried over Na2S0O4 and
concentrated under vacuum to give 5 74 g (48%) of (8)4- (toluene -4-sulfonk acid

methyi)-(4,5-dihy A Mﬁz%ﬁaﬁmﬁzw (d, 2H),
4.80-4.70 (m, 111E)§?4 et Dzi 1} 1), 3%81‘35 (dd, 111), 3 09 2.99 (m,211), 2.46 (s, 3H) 10Step 2:
(S)-2-Toluene-4-suffonic a(:ld methyl-2,3-clihy& Jvosidiaeg 313s- -aipyrimidin-7-one  To a solution of
(S)-5-(toluene-4-sdfonic acid methyl)-(4,5-chlydro-oxazol-2- €45.69 g, 2L1 mmol) in t-huiatiol

(159 mL) and ethanol (50mL) was a I’OE)/I, : 1.1 romol). The reaction mixture
was stirred at reflux. for /5 hours. The iScooletd perature, cancentuded under

vacuum and purified by column 15 chromptography on silica gel (200g column, 45 mIArmin" 4:1 ethyl
ocetate:beptanes to 10% methanol in digtfjommethane). This afforded 2.15 g (32%) of
(S)-2-toluene-4-sulfonic acid methy1-2,3-thlydro-oxazoloi3,2-a]pyrimidin-7-one. CDatahOsS (322.06),

LCMS (ESI): 323.07 o4 zglytion ﬂmﬁe@@@mmzsmmjpé@mwammﬂﬁmm 7.510,
211), 5.794(d, LLimRr24805,15 63 nidcd) g)nm St 2(16 :&tj)a%s%ﬁddiﬂ% £093, 311).

Step 3: Toa solutlon of - -tquene 4- sulfon|c aci

%(#ﬁ?/ oxazoI013 2-
alpyrimidin-7-ofEeloef Wfﬁ’f?ﬁmﬁ F#f?l'@]i FIxture Was
ben7o[h]th|opmmrﬁicﬂt(52’ﬂwg}r0394ﬁmtai) fdﬂmmabbtyucamnun‘nmb@nm@m mg!, o&diindirky 1). The
reaction mixturg was % t'?—;%ﬁ[[% it SIS MR W esZp GPREERITated
under vacmm, an pu a. CI8-10 fun Satre cofumn using a gradient ranging from
40%C143CN1|5I3NP6@% Fméhép&ﬁfﬁﬁ%lh 100%Clitig/ TFA_ This afforded 56 mg (60%) of the
title comp@undcgl%tﬁgj- HEshAIR2£@0.8H), LCMS (ESJ): 301.05 (M4--1-14 [alo25
-1120 (c 0.5, DM50). EH NMR%% 1 280 SOOMH%I_)Q’a 7.82-7. 76éln7 211%??17.62;( 1H) '536,5d’ 111),
736 (0, 112), FABIRERG oo NG 12 40 07 G410 297 ety A4 e e H 1)
Example 129 §42 (series of m, 4H), 274 (s, 1H), 2.38 (br., 5, 2H), 1.99-1.34 (m, 13H), 1.07 (d, 2H), 0.85
(S)-2-(4- Blcyco&‘{b%rum -9-A-phenoxymethyl)-5-eyclopropyl-2,3-dihydro-oxezolo13,2-

a)pyrimidin-7 0 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) inEs#mpl8Ii#0 ral.) was added 0.462 g (3.35 mmol) of
cycloprogyl-propy gifl; £5AhéFNANMeRmER I SACHRRVIILS G RSosiEsRs F1-82C for 30
minutes. H%ghe reac%%}r%ilxtv%%gs c%ncentrateﬂ and, Eh?led by chromatography on silica gel, eluting
with MeOHJC112C12 to afford 0.145 g of the g'ﬁm]ﬁ'&? (aJo25 -10.51 (c 0.5, CHC13).

Step 1: 5-Methyl-hex-2-ynoic acid ethyl ester
The title compoumd was prepared from 4-methyl-pent-1-yne and ethyl chloroformate in

20  accordence with the procedures of G. Cai et al., Tetrahedron, 2006, (5697-5708).

CoH302 (154.10), LCMS (CD: 155.11 (M'+H).

LE] NMR (300 MHz, CDCls): § 4.22 (g, 2H), 2.23 (d, 2H), 1.92 {m, 1H), 131 (¢, 3H), 1.02 (4,

6H).

Slep 2: (8)-2-(4-Bicyclo[3.3.1]non-9-yl-phenoxymetiryl}-5-isobutyl-2,3-dihydro-oxazolo-
25 [3,2-alpyrimidin-7-one.



toC2sEI30oN203 (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]ficill-9-yi-pfunoxymethyl)-5asobutyl-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.,

Tetrahe)dron 2;)(06 (Mﬂﬁn@ﬁmﬁﬁlﬂﬁﬂ L]EdAS-HG hhehbymitipdf4 SLhpdRx4300 Maz,
CDC13): 6 422 ga&ﬂ,) ‘ma[ﬂ:i‘%]w iﬁ t 2
(S)-2-(4- Rlcyclot 3 11non %S ?ﬂéﬁr%%ngﬁettryl)- -isobutyl-2,3 -Od]l%%ggzo xazc()%&pj-

25[3,2- a]pyrlm Eﬁ%ﬂmmewasheaiﬂim e microwave oven at 160°C
(S)-5-(4- bncyclm{:aan]m&eyl wm&mwm (B:6R08bheS BEn0l) in
miire wis hESIEE SR SRS ﬁﬁ@%@ﬁ%@éﬁéﬁﬁgg% A, gt
concentrated dh#BpudiEt)y chromatography on 5silica gel eluting with VI, eOH/CF1202 to afford
0_283g of the W@ﬁ@qﬂ%ﬂﬁ&@ 5@@@%13) C26H341203 (42226), LCM,S (EST):
42321 (14411)‘ H NMR. (CDCh, 300MHz), & 7.28 (d, ZH), 6.83 (d, 2H), 5.86 (s, 1H), 522 (br.s, 1H), 4.29
(o, 4H), 2.74 (s, 1H), 2.3% (br. 5, 2H), 2.33 {d, 2H), 2.03-1.32 {m, 13H), 1.03 (2, 61D
It Example 131
(8¥-2-{4-Cyclohaxyl-phenoxymethyl)-5-ethylsutfanylmethyl-2,3-dihydro-oxazolo[3,2-
alpyrimidin-7-one

D‘E\E‘Tj..../”@@

Step 1: 4 Elhylsulfanyl-but-2-ynoic acid ethyl ester
15 The title compound wes prepared from 3-ethylsulfanyl-propyne and  ethyl
chioroformale in accordance with the procedures of G. Cai et g1, Tefrahedron, 2006, (5697-
5708).
CsHiz05 § (172.06), LCMS (EST): 173.04.(M"+1).
'HNMR (300 MHz, CDCls): & 4.26 (g, 2H), 3.83 (s, 2H), 2.73 (g, 2H), L.31 (m, 6H).
20 Step2: (§}2-(4-Cyclohexyl-phenoxymethyl)-5-ethylsulfamylmethyl-2,3-dikydro-oxazolo[3.2-
glpyrimidin-7-one
To a soltion of (S)-5-(4<cyclohexyl-phenoxymethyl)-4,5-dihydro-oxazol-2-ylamine
{0.5 g, 1.82 mmol) in t-butanel (5 mL) was added 4-ethylsulfanyl-ng-2-ynoic acid athyl ester
{0411 g 239 mmol). The reacion mixture was heated in 2 microwave pven af 170°C for 20
25 min. The solvent was removed under vacuum, and the residve purified by flash colemn
chromatogrephy (siliea gel, MeOH/CH,Cl;) 1o afford 0.416 g of the tille compound.
CagHogN;058 (400.18), LCMS (EST): 401.17 (M*+H),



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-corazola [3,2- alpyrinfidin-7-one
Step 1: 4Ethylsulfimyl-but-2-ynoie acid ethyl ester 11_1513:The titte 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): 84.2G{fhalt 387008, ebbR ¥ 3.18¢ &f,l 1638 (26, 1.82051ED,3 25 (br.s, 11[),455-
(S)-2-(4-Cycloh @/I pluatox meth -5-ethylsulfanylm

eth I 2.3-dih dro razo ni idiu-7-one
To a solution of %Pp?@ﬂ&)(%tﬁ%a 30‘3?‘13/%%’ i”f’ﬁgj ﬁg'%% 1.82
mmol) in t-butasry), (lamLM\{aﬁ sMyjad g ¢ed1y). sulfimyl-but-2-ynoic aC|d ethyl. ester (0.411 g, 239
mmol). The reaction mixture was heated in a migi%\ﬂﬁy gyen at 170C for 20 25 num The solvent was
removed under vacuum, and the residue purified by ash column chromatography (silica gel,
MeOH/CH2C13) to &fvcBensassylbiidfe=ysirhmailnbemepnstivl 2o ddsdugserdeli-dms (ER:
401.17 (M++11). 144 11-INMR. (300 Tvinz, Cijfydhmldi® 7okd (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)ﬂrﬁ1 38-1). ‘@, )-6-B
enzenesulfonyi-244-cyclohexyl-phenagy ch )- Sucfray c &' (3,2- ajpyrimidin-7-one
(5)-6-Benzenesulfury1-2-(4-cyclohe5ﬁ9p eammethyl)-2,3-chlydro-oxazolo132-alpyrimidin7-one
(Dia.stereomer

(S)}-6-Benzenesulfinyl-2-(4-cyclohexyl-phenoxymethyl)-2,3-dihydro-oxazolo[32-2]pyrimidin-
7-one {Diastersomer 1)

X

10
(S)-6-Benzenesulfinyl-2-(4-cyclohexyl-phenoxymethyl)-2 3-dihydro-oxazolo[32-atpyrimidin-
7-one (Diastereomer 2)

X

To & soluion of 2-(4cyclohexyl-phenoxymethyl}-6-phenylsulfanyl-2.3-dihydro-

15  oxazolo[3.2-a)pyrimidin-7-one {0.313 g 0.675 mmof) (prepared in accordance with the

procedures set forth in Example 93), in HOAs (6 mL) wes added sodium perborate

tetrehydrate (0277 g, 1.80 mmol). The reaction mixture was stimed af room temperalure

gvermight. The reaction mixture wes then neutrelized with NaOH (2N) to PH—9. The mixture

was extracted with EtOAc three times. The orgenic phase was washed with brine and dried

20 (Na;S0:). Silica gel chromatography (0-6 % 2-propanol/ CH;Cly) pravided 0.026 g of (8)-6-
benzenesulfonyl-2-{4-cyclohexyl-phenoxymetiryl)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-



10 (S)-6-1lenzenesuldnyl-2-(4-cyclohearyl-phenoxymethyl)-2,3-drbdro-oxazolo [32-a3pyrimidin-
7-one (Diastereoraer 2) To a solution of
2-(4-cyclolnexyl-phenoxymethyl)-6-phe,nylslifanyl-2,3-dihyd10- 15 oxazolo[32-a]pycimidin-7-one
(0313 g, 0.675 mmol) (prepared in accordance withghe 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 reactlon mlxture vias then neutrallzed with NaOH (2N)
to PH-9. The nvirture@&2 exgractbd (@6-bidsk & Wie, 3vdihdd-with brine

and. dried 20(Nagat: om;ggnql_t,%ggnx ‘O ;5 ngll %c:lzg g Q. .026 g of
(8)-6- benzenesulfgny1-2- -cyclohexyzf enoxymeth IB -23-0 &S% -a yCIrng%- - 145
one, 0.022 g of¥clobexyl-phenaxymethyl)- Zﬂlpynmdm—?-onﬂ (&mstemmarZ}

(S)- 6--benzenqswwmw%awwaﬁmdmmm§a@ﬂm|d|n -7-one
(Dlastereclgmerig and 6 of (S)-6-benzenesulfiny1-2-(4-

cyclabexy phe -2,3-awdm-oxazo12432-alpyrimidlia-7-one (diastemomer 2).

(S)-6- Benzene%ﬁm&%ﬁm#mw 3-dilaydro- oxazolo [3 2 5a]pyrimidin-7-one

C.251126N205g @ﬁ@@g@g%@ 545351 (’Yﬁyll?alé%%(?%%q ( 4?% 1), 8.13
in,

(d, 211), 7.46-7.64 (n._311). /.11 114, 4.1 14 (n,
111), 1.67-1.98(fh ¢ %H?ﬂgi‘é(fﬂs 4% )53{m=4H} 244{m, 15?190(1::,511)116-1 50 (m,

10(S)-6-Benzesigsulfiny1-2-(4-cyclofaexyl-phenoxymethyl)-2,3-dilaydru-oxazoloP2-abrimidin- 7-one
NUR (1o SR s B s o Rl it
7-one (Disstereomer 1). [of]p> +28.80 {c 0.5, CHCY).
CasHzeN2048 (450.16), LCMS (EST): 451 17(MHH).
"H NMR (CDCly, 300MHz), "H NMR (CDXCls, 300MHz), 3 7.90 (m, 3H), 7.47 (m, 3H), 7.14
(d, 2H), 6.80 (d, 2H), 5.26 (m, [H), 4.42 (d, 2H), 4.29 (AB-m, 2H), 2.45 (m, 1H), 1.67-1.50
15 (m, 5H) 1.20-1.53 {m, 5E).
(8)-6-Benzenesulfinyl-2-(4-cyclohexyl-phenoxymethyl)-2 3-dibydro-oxazolo[32-a]pyrimidin-
7-one (Diestereomer 2). [a]n” -21.60 (¢ 0.5, CHCL).
CasHasN2048 (450.16), LCMS (ESD: 451.16(MIT).
’g NMR (CDCls, 300MHz), 5 7.90 (m, 3H), 7.48 (m, 3H), 7.08 {d, 2H), 6.71 (d, 2H), 5.31 {m,
20 1H), 4.34-451 (m, 2H), .4.26 (AB-m, 2H), 2.43 (br.s,, 1H), 1.65-1.96 (n, SH) [.13-1.54 (m,

SH).
Example 133 .
(8)-2-4-Cyclohexyl-phenoxymethyl}-G-melhanesnl forry)-2,3-dihydro-oxazalo[ 3,2a]pyrimidin-
7-one

25 |

(8)-2-(4-Cyclobexyl-phenoxymethyl} 6-methagesulfinyl-2,3-dihydro-oxazslo[3;2-
a]pyrimidin-7-one {Diastercomer 1)

i i — I



(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+). 'll
MAR (CDCla, 3001'411z), 87.90 (in, 311), 7.48 (n,]ﬁil), 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-inelhanesulfony . imidi
(S)-2-(4-Cycloitexyl-phenoxymethyl)-6- Ifm
(Diestereomer 1) 146 (S)-2clohexybphelgx 1y1)-6-
apyrimidin-7-one (Diastereomer 2) ST? a szdmion of
2-(4-cyclohexyl-phenoxymeday0-6-methyls-ulfanyl-2,3-dthydro- oxszolo(3,2-abyrimidin-7-one (0284 g,
0.763 mmol), prepa(@iadsasdrhiandeheimtueind \A-BikpdrepteS8lof3, BHOAC (6 mL)

was added sodium perborate tetrahydr 'ﬂot%: Jnmob. The reaction mixture was stirred at
mom temperature overnight The react|on mixture was then neutralized with NaOH (2N) to PH--9 after

which it was extracted g\f

5 To e soltion of 2-(4-cyclohexyl-phenoxymethyl}-6-metlylsulfimyl-2,3-dihydro-
owazolo[3,2-alpyrimidin-7-one (0.284 g, 0.763 mmol), prepared in accordsnce with the
procedures set forth in Example 98, in HOAc (6 mL) was edded sodium perborale tetrahydrate
(0.313 g, 2.04 mmol). The reaction mixture was stirmed ef room temperature overnight. The
reaction mixture was lhen nentralized with NeOH (2N) to PH~% afier which it was extracied

10 with EtOAc three times. The orgenic phase was washed with brine and dried (Na:504).
Silica gel chromelogmphy (0-8% EtOH/CH.Cly) provided 0.03 g of (S}2-(4-cyclohexyl-
phenoxymethyl)-6-methanssulfonyl-2 3-dfhydre-oxazolo[3,2alpyrimidin-7-one, 0.042 g of
(8)-2-{4-cyclohexyl-phenoxymethyl)-6-methanesul finyl-2,3-dihydro-oxazolof3,2-alpyrmidin-
7-one (Diestercomer I) end 0011 g of  (5)-2-(4-cyclohexyl-phenvxymethyl)-6-

I5  methanesulfinyl-2,3-dilydro-oxazoelof3,2-a]pyrimidin-7-ons (Diastereomer 2).
{8)-2-(4-Cyclohexyl-phenoxymethyl)-6-methapesnlfonyi-2 3 -dihydro-oxezalo[3,2a]pyrimidin-
7-one
CanHosN2 058 (404.14), LCMS (EST): 405.14 (MHH.

'H NMR (CDCls, 300MELz), § 822 (s, 1H), 7.14 (d, 2H), 6.80 (4, 2H), 5.39 (m, 1H), 4.19-

20 4.57 (m, 4H), 3.30 (s, 3H), 2.46 (m, 1H), 1.17-1.92 (m, 10H).
(8)-2-(4-Cyclohexyl-phenoxymethyl}-6-methanesul finyl-2,3-dihydrmo-oxazolo[3,2-
g]pyrimidin-7-one (Diasiereomer 1). [edn” +81.65 (c 0.485, CHCh)

ConEzN04S (388.14), LCMS (ESI): 389.15 (MH™).
"H NMR (CDCl, 300MHz), & 7.78 (5, 1H), 7.14 (d, 2H), 6.80 (d, 2H), 536 (m, 1H), 4.47 (1,

25 2H), 4,32 (AB-m, 2H), 2.95 (s, 3H), 2.46 (m, 1H) 1.17-1.92 (m, 10K,
(8)-2-(4-Cyclohexyl-phenoxymetty]l}-f-methenesulfinyl-2, 3-dihydr-oxazolal3,2-
a]pyrimidic-7-ong (Diastersomer 2)




to with EtOAc three times. The organic phase was washed with brine and dried (Ne2S04)- Silica gel
chromatography (0-83/4 EtOH/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-riyethimcsulfiny1-2,3-thlydro-oxazol o (3
,2-a]pyrimidinl-one (Diestezrcomer I) and. 0.011 g of (S)-2-(4rcyclohexyl-pltenoxymethyl)-6- |
5'methanesulfuwl-2,341lilaydro-oxazoloP,2-abytimidin-7-one (Diastereomer 2). (3)-2cl
ohexyl-pheamdSsikeiy{)5-3 8 4)) ECHMD BT, 3ecls\@ifE tpnto o (3,2a)pyrimi din- 7-one

710 ol 211) 0iG Sy doe A b L SR e s B R, T

1.17-1.92 (in, %ﬁ%@@@-@%Igﬁélﬁsyﬂﬁﬂ\éﬁ'f{%ﬁn&ﬁw)lﬁ-lﬁ@mdﬂémayl 2,3-dilydro-oxazolop,2-
a]pyrimidin-7-one (Dlestereomer 1). [ale +81.65 faPuiR3eFIC12) C20.14.24N204S (388.14), LCMS

(EST): 389.15 (|v| 111N 3,3 7.78 (s, 111),.7.14 (d 211) 680 (d, 211), 536
(in, 111), 4.47 (m Mﬁ}ﬁ’?@@é@ﬁhﬁw dogaeplalder).
(S)-2-(4-Cyclohexyl- phenoxymethyl) -6- metbarﬂmﬂfa:ﬂ;d—?—@adlhydnfroxazolop 2 alpyrlmlrll -7-one
(Diastereomer 2) 147 C201124N204S (388.14), LCMS (E<81): 389.15 (MH4). NMR (CDC13,

300MHz), 6 7.78 (s, 111), 7.14 (di 2H),6K? 11)0 :m 447 (d, 2H), 432 (AB-m, 2E),2.93

(s, 311), 246 (in, 111) 1.17-1.92 (in, 1011 ple 134
5(S)-5-Benzenesulfonylmethy1-2-(4-cycloh ?I- noxymethyl)-2,3-chlrydro-otrazolop,2-
a]pyriraidin-7-one t(t..

Step 1: (8)}-2-{4+Cyclohexyl-phenoxymetiryl)-5-phenylsulfanylmethyl-2, 3-dihydro-
oxazolo[3,2-a)pyrimidin-7-one

14 To & solution of (8)-5-benzenesulfonylmethyl-2-(4-cyclobexyl-phenoxymethyl)-2,3-
dilrydro-oxazolo[3,2-a]pyrimidin-7-one (0.5 g, 1.11 mmol), prepared in accordance with the
procedimes described in Step [ and 2 of Example 120, in HOAc (20 mlL) was added sodimm
perbomate tefrahydmte (0446 g, 2.90 mmol). The reaction mixture was slirred al room
lempereiure far 9 hours. The reaction mixture was nemtralized with WeOH (2I) to pH~7 and

15 further o pH~10 with Na&;CO;, The mixture was exiracted with EtOAc three times. The
organic phese was washed with brine and dried (Ma:804). Silica gel chromatography (2-8%
methanel/ CHaCl) provided 0425 g of  (8)-2-(d-cyclohmxyl-phenoxymethyl)-5-
phenylsulfanylmethyl-2,3-dihydro-oxezolo[3,2-a]pyrimidin-7-one. ~ [als” -3.80 (¢ 0.5,
CHCls).

20 CosHaaNaOsS (480.17), LCMS (ESD): 481.12 (M+H),
"H NMR (300 MEz, CDCLy): § 7.83 (m, 2H), 7.73 (m, 1H), 7.60 (m, 2H), 7.13 {d, 20, 6.84
{d, 2H), 533 (5, 1H), 528 {m, [H}, 4.65 (£ 1H), 4.54 (m, 1H), 4.25 (AB-m, 2H}, 4.17 {=, 2H),
2.43 (br., s, 1H), 1.94-1.69 {m, 5H), 1.50-1.14 {m, 5H).

Example 135
25 (8)-2-{4-Cycichexyl-phenaxymethyl)}-5-ethanesul fornylmethyl-2,3-dihydro-oxazole[3,2-
imidin-7-cne



Step 1:
(S)-2-(4-Cyclohexyl-phenOxymethyl)-5-phenyisuLfanylmethyl-23-dihydrooxazolo[3,2-abyrimidin-7-ene
laTo a solution of (S)-5-benzenesulfonylme2hyl-2-(4-cyclaboxyl-phenoxymethyl)-2,3-
dilrydro-oxazolop,2-a]pyrimidin-7-one (03 g, 1.11 ol), 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 witg NgPOH (2N) to pj=# ang-1§ further to p11-10 with Na2CO3.
The mixture was extracted with Etako thife Wyfies, THE @ e was washed with brine and
P
7

dried (Na2S04). Silica gel cinematograp % 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 (Fg 2y ¢fl 244 ycbBarybiplRboxyBedy{ss-Ehylndhedrieimlid-dhpdrgt Hi), 4 54
(n, 111), 425 QBRA Ly i ufoZh) (7 (s Shsf 4GNS BYANP sl 1ok B Exarmple

135 25(S)-2-(4-Cycloheryl-phenoxymethyl)-5-eiltamssulfonylmethyl-2,3-dihydro-otrazolo(3,2-
aIpyrimidin-?-cWég‘E'ﬂB GFEW%@#] & 1.9 saglhiohtiss reaction’ mixture was stirred et rocm
2-(4--cyclghex et svnaiph}-STht eyicticHaitiytie thyd-aandlneX aitl eadizmalpdrixditt 2Fone (0.3 9"
0.75 mmol) in 140Ac 8 mEL) W ded sodium, pe boratg ietr@h rate (0.3 o R he
reaction mixtur%c-eft Vv@gnglrre aitnr'%%ﬁ] Féqqrrt%ﬁgra ureguo'{\l/%nrlnlg t The ?lle%%nop mng['a%e was pe%tt-!;alized with
sodium hydroxeAE fyerotiesy Bieiotgrie phasp Mzs ashed agidains sadidiedddadkahSimeeslixture
was extracted ﬂ%&% a@&gﬁ@g{ Eﬂgm@ AL RS MRaR il ringsandsiiarsNa2S04).
a\phyﬁiJ e01-110112 i

Silica gel chromatog)r 12) provided 0.254q of the title compound_ raiD25+5A5 (c
CHC13). CHCL

10 CpHasNo0sS (432.17), LCMS (ESI); 433,15 (M +H).
'H NMR (300 MHz, CDCla): § 7.13 (d, 2H), 6.83 {d, 2H), 6.01 (s, 1H), 5.27 (brs, 1H), 4.80-
420 (m, 4H), 4.09 (3, 2H), 3.17 (q, 2H), 2.47 (br.s, 1H), 2.00-1.67 {m, 5H), 1.65-1.07 (m, 8H).
Example 136
(8)-2-(2-p-Tolyl-benzo[b] thiophen-6-yloxymethyl)-2 I-dihydro-oxezole[3,2-a]
15 pyrmidin-7-cne

o5 UUUPR

The tile compmmd was prepered from (S)-2-tolzene4-sulfomic ecid methryl-2,3-
dihydr-orezolo[3,2-a]pyrimidin-7-one and 2-p-lolyl-benzo[b]thiophen-6-ol accornding to the
procedure described in Example 128, Step 3.

20 CpHiNa0s8 (390.10), LCMS (EST): 391.13 (M +H).
'H NMR. (DMSO-ds 300MHz) 8: 7.79-7.71 {m, 3H), 7.63-7.54 (m, 3H), 7.33-7.26 (m, 2H),
6.96 (dd, [H), 5.83 (d, IH), 5.39-537 (m, 1H), 4.49-4.32 (m, 3H), 4.15 (dd, 1H), 3.32 (g, 3H).
Example 137
{5)-2-[2-{4-Ethyl-phenyl}-benzo[bjthiophen-6-yloxymethyl]-2,3-dihydro-oxezolo
25 [3,2-a]pyrimidin-7-cns
o N\ro

: I:NJ'"”‘“



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), 4.10- 4.20 (n, 4H), 4.09 (s, 211), 3.17 (9,211), 2.47 (br.s,
1H), 2.00-1.67 (in, 511), 1.65-1.07 (n, 8H). Example 136
(S)-2-(2-p-Tolyl-henzol[bithiophert-6-yloroimethyl)-2,48-thlydro-oxezolo(3,2-a] 15pyrimidin-7-one

The title compound was prepared from (S)-2-toluene-4-sulfonic acid mettryl-2,3-
darydru-oxozolo[3,2-a]pyrimidin-7-one and 2-p-talyd-henzo[b]thiophen-6-0l according to the
procedure desaiheii mmm&mWIM%ﬂ(W& Geid naid-2.3(M+-FH).

311 NMR (DMZR:418 20018 j ﬁ' N (in, ) 7 ) Ly, 6.96
(dd. 1H), 5.83 %ﬂ}l 539-5. ?ﬁm 494, 32 ﬁ%e 314%}% 15 (dd, 1 1% ?&m gﬁ%{é@ﬁﬁﬁ 137
(S)-212-(4-Eth§PSFring 10 the PRagtangs InExpma s, @@Rﬂhydro oramolo

25[3,2-a]pyrimiCHHL sS04 mm@gﬁlqwmmgyvas prepared fon (S)-2-toluene-4-sulfonic

acid meth -2, rimidin-7-o e and 2 4-edayl- pben O benzo hithjophen-6-01
ccordingho o AT e B AP 78 Rty 75 T G S b 25 okl (1)
405.15 (Mt+H)TBFEMMR&W&@E&ME@JBIWF—W%(@M ANB . B eB0gl EHI31-718 (m,

2E1), 7.01 (del Jg4)sfBA(d, 114), 539-538 (n, Ill), 4.49-436 (n, 314), 413 (dd, 111), 2.66 (q, 2H), 120
(t, 314).

Example 13 8
(8)-2-[2-(4-isopropyl-phenyl}-benzo[b] thiophen-6-yloymethyl]-2. 3-dihydro-oxezelo
10 [3.2-a]pyrimidin-7-one

N, |
Lo

The tite compound was prepared from (S)-2-toluene~4-sulfonic acid methyl-2,3-
dihydro-oxazolof3,2-a]pyrimidin-7-one and 2-{4-isopropyl-phenyl)-benzo[blthiophen-6-ol
sccording 10 the procedure described in Example 128, Step 3.

15 CaHpN2048 (418,13), LCMS (BSD: 419.16 (M™+H). -
'H NMR (DMSO-ds | 300MHzZ) 8: 7.78-7.58 (m, 6H), 732 (d, 2H), 6.97 (dd, [H), 5.83 (d,
1H), 538-5.36 (m, 1H), 4.45-4.38 (m, 2H), 4.16-4.07 (m, ZH), 2.93-2.88 (m, 1H), 121 (d,

GHD.
Example 132
20 {8)-2-{2-(3-Propyl-pheayl)-benzo[b] hiophen-6-ylaxymethyl]-2,3-dihydro-oxazolo[3,2-a]-
pyrimidin-7-one

The title compound wes prepared from (S)-2-toluene-4-sulfonic acid methyl-2,3-
dihydro-oxezolo[3,2-a)pyrimidin-7-one and 2+{4-=n-propyl-phenyl}-benzo(blthiophen-6-0] |
25 according to the procedure described in Example 128, Step 3,
Ca4H2oNz038 (418.13), LCMS (EST): 412.16 {(M+H).
"H NMR, (DMSOQ-ds 300MEz) &: 7.79-7.59 {m, 6H), 7.28 (d, 2H), 7.01 (dd, 1H), 5.83 (d, 1H),
539-5.38 (m, 1H), 4.48-4.40 (m, 2H), 4.17-4.07 (mn, 2H), 2.5% (¢, 2H), 1.65-1.58 (m, 2H}, 0.91
& 35).



Example 138 (S)-242-(4-1sopropyl-phenyl)-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-isopropyl-phenyl)-benzonhiophen-6-01
according to the procedure dmcrled in Example 128, Step 3. i1sC241-122,14203S (41813), LCMS
(ES!): 41936 (he+H). '11 NMR (DMSO-d6, 300Iw|l2§b8 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-phen Ikbenonhllhlo en-6- onxymeth n-2,3-ifihydro-oxazdop,2-*
pyrimidin-7-one 11(3¥#1l2 *m“]ﬁﬁ'é'[tﬂlr'@"df Sghﬁ‘i‘égﬂfﬁt'ﬁ% SURRRREA Y Ifonic acid

methyl-2,3- dthydro-mcazoloP2-alpyrimidin- [3moq;@ﬁd1ﬂlﬁ4?mﬁropyl phenyl)-benzorbithiophen-6-01
25according to the procedure descrilged mple 128, Step 3, C2,11122N203S (418.13), LOMB
(ER): 419.16 (friti-H). 114N|\/|R(D|v|scﬁ§§ ly,;Lﬁ 79,259 (jn, 6H), 7.28 (d, 214), 7.01 (dcl,
111),5.83 (d, 111), 539-5.38 (m, 11), 4 iy O(m , 21), 2.59 (t, 213), 1.65-1.58 (in,
211), 0.91 314)- 150 Example 140 (S)-242-(4-tert-13n tyI phenyl)-h enzo [h]

thiophen- &yloxymetl%?ﬁ@m@z@ﬂo@@ﬁ}p?ﬂm @2 talhensstaipnE @5 JetiEvds FLvexed
from (S)-2-tolu Z3methyge-oraz@lep, dypjibvepkbinfigiahen-6-ol

2-(4-t-butyl phiﬂ%’ulr?ﬁﬂge %%Lb'thio e eoeabed in Example 128, Step 3.
CasHTN70;8 (432.15), LCMS (ESI): 433.18 (M'+H).
T NMR, (DMSO-dg 300MHz) &: 7.79-7.52 (m, 6H), 7.48 (d, 2H), 7.01 (dd, 1), 5.84 (d, 1H},
10 539-5.38 (m, 1H), 4.48-4.33 (u, 3H), 4.14 (dd, 1H), 1.31 (5, 9H).
Example 141
(8)-2-22-Chtoro-pyridin-4-yl)-benzo[b] thinphen-6-yloxymetiyl]-2,3-dihydro-oxazolo[ 3,2~
a]pyrimidin-7-one

o o
mmwo _ Q
o
& W4

15 The title compound was prepared from (8)-2-toluene—4-sulfonic acid methyl-23-
dihydro-oxazolo[3,2-alpyrimidin-7-one emd 2-(2-chloro-pyridin-4-yI}-benzo[b] thiophen-6-ol
according 1o the procedure described in Example 128, Step 3.

CaoHiCINGO:S (411.04), LCMS (BST): 412.07 Q4 HH),
'H NMR (DMSO-dg 300MHz) §: 8.44 (d, 1H), 822 (s, 1H), 7.85-7.69 (m, 5H), 7.07 (dd, 1H),

20  5.84(d, 1H), 5.41-5.39 (m, [H), 4.51-4.39 (m, IH), 4.15 (dd, 1H).

Exemple 142
(§)-2-(text-Butyl-dimethyl-silanyloxymethyl)-2,3-dihydro-oxazolo[3,2-a)pyrimidin-7-one

Stepl: (8)-5-(tert-Butyl-dimethyl-silany{oxymethyl)-4,5-dihydro-oxazal-2-ylamine

25 To a genlly stimed soluticn of sodium hydrogen cyenamide (3.1 g, 48.4 mmol) in
methanol (70 mL) was added dropwise (28)-tert-butyl-dimethyl-oxirenylmethoxy-slane (8.9
g, 47.3 mmol) in methanol. The reaction mixdure was stirred at room temperziure overnight
after which the reaction, mixture wes concentrated 1o Temove methanol. Diethyl ether was



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, 111), 10539-538 (n, 111), 4.484.33 (m, 3H), 4.14 (Id, 1H), 1.31 (s, 914). Example 141
(S)-2-12-(2-Chloro-pyndin-4-y1)-hcnzo[bjthiophen-gqyloxymethylj-2,3-dffiydro-cucazolo(3,2-
alpyrimidia-7-one Cyrl/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-o| aattedi{ilifftenth) elongcwith 56 delschikeet.inThx anniatl 38reSiei:BreP . bAnEHi303S

(411.04), LCM ke tEH) R G165 300MHZ) a- 8.44.(d 1H). 8, 22 (s,
114), 735-7.69 (in, 1612},#0;&72(1 ,111,205.82 (ﬁ, lllt%;,fsiﬂﬁ%. .1H-é39 (Fr?,“"ﬁ%ﬁ %% f”f‘i@‘%""@i‘fﬁ’ 4.15 (dd,
111). Example&¥® 762 g (7008 of (S)}5-(tert-Imiyl-dimethyl-silenyloxymeihyl)-4.5-dhydro-oxazol-2-
(S)-2-(text-Butytsdimmethyl-silanyloxymethyl)-2,3-dthydro-oxazolopa-alpyrimidin-7-one tc5 Step 1:

coluton of soclT AABSE LA IR, VALMTF ACNRD MR ah & i
(23)-te__rt-hutyl-dh1ﬂ'.e'1ﬁ\‘ﬁ~?rﬂdimmaﬁw&ﬁ%aﬂﬁ_.m@, @&/ SE)ni0ol=tHethanol The reaction mixture
ow methanol R S S AT e
transferred to &%eparatory funnel, the organic layer was removed, dried over Na2S0O4 and
concentrated under iacguspligiaiver {HSgeAE P imethyl-silimyloxymethyl)-4, 5-dibydro-oxazol-2-
(S)-5- (rtuty e S A O S W e O B e Y Mot ¢2.92 ml, 28.9
mmeol). The reaction mixiure was stirred gt reflux for 2 hours. ‘The mixhre was eooled to
Toom temperatice, concentrated under vacuem and purified by column chromatography on
silica gel (0-10% methanol in dichloromethane). This afforded 2.45 g (30%) of ihe title
compomd
15  CpHpNoOs8i (282.42), LCMS (ESI): 283.20 (M+H).
'H NMR (CDCl;, 300MHz): 5 7.10-7.13 (d, 1H), 5.94-5.97 (d, 110, 4.52-4.93 (m, 1H), 4.09-
4.15 (m, 2H), 3.93 (dd, 1}, 3.72 (dd, 1H), 0.74 (5, 9H}, 0.00 (g, 3H), -0.03 (s 3H).
Eaample 143
(S)-2-Benzyloxymethyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one

ﬂt‘bwo—/@

Step 1: {8)-5-(benzyloxymethy])(4.5-dihydro-oxazol-2-yl)amine
To a vigorously stirred solution of sodium hydrogen cyanamide (1.95 g, 30.4 mmol) in

methanol (30.5 mL) wes edded dropwise (8)-2-benzyloxymethyl-oxirmne (5 g, 304 mmol) ir

methenol. The reaction mixinre was stirred at room temperature overnight after which the
25  reaction mixiure was concentrated to remove methenol. Ethyl acetate was edded (150 mL)

along with 50 ml of water. The contents were trensferred to & separetory fummel, the organic

layer was removed, doed over Na;80; and concentraled wmder vecoum to give 6.01 g (96%)

of 1he title compound.

'H NMR, (CDCl;, 00MHz), § 7.41-7.35 {m, 5H), 4.55 (5, 2H), 4.82-4.72 (m, 1H), 4.17-3.90
30 {(m, [H}, 3.82 (dd, | H), 3.61-3.40 (m, 2H).

Step 2: (S)-2-Benzyloxymethyl-2 3-dihydro-oxezolo[3,2-a}pyrimidin-7-one



5 Ci0linN202Si (23039), LCMS (ER): N/A (te-E-11). "H NMR (CDC13, 300)01-12): 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- cth%dro -oxazol-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 mlxture was cooled to mom temperature, concentrated under vacuum and

purified by column chfgmairg, S?— fﬂéﬁ%ﬂ%ﬁmlﬁmh?% H&Qﬂ;ﬂofg ERStom 6. TMaﬁ‘orded
2.45 g (30%) of the title com omd 5C1311221%/203Si (232.42). LCMS ( Sli 233 11C-FH).
NME1 (CDC1SNATPrms! {218 TFiwry afled dhvkreepiqlats 4357744 % °& 15 (m,
211), 3.93 (drl,mlik)rs %(ﬂﬂxeiﬂ]al):eﬂﬂ# fsr 251hmi=00Ts: ﬁbﬁ#&&%@ﬂﬂ)o&mmm&ﬂﬁm
(S)-2-11enzyloxymetlyl- hirydto-oxagzolo 3rirnidin-

(S)-5- (benzyIo>'<:)‘lxgl':rllt('e]%ﬁéﬂzﬁ32 |hy ro- ox‘gfo"f%‘?a i“ngg&ﬁz'o a %hgi&sﬁy stlrred solutlon of
sodium hyﬁrog@#@?&ﬁﬂhﬂ@e@ﬂ% @%@M@MI%M?—\%g Stf¥ebod e \Wtlse
(S)-2-benzyloxymethoxipre 15.6b @ 44526100, methanol. The reaction mixture was stirred at
room temperature overni ht alter WhICh the 25 reac @%1 mixture was concentrated to remove

meEhanoL Eth?’r‘gé@f&% @b&%@&lﬁ%& M50 ml of water. The contents were
transferred to disBPARDISDHECENINAFRNCRNIES gl dH)Y IS Betne\(ad] SHY 7o ey 1M S20-512 (m,
concentrated er, % i und. 111 NMR (CDC13,
300M112), 5 7[1&% ﬁg sé%g)ﬂ %ﬁ%ﬂz‘éﬁg@ﬁ%pﬁ Hﬁ%ﬁ%ﬁ’f 7-3.90 30(in, 11), 3.82 (dd, 1H)
3.61-3.40in, 211). Step 2: (S)-2- Benzyloxymet@@%dﬂ‘lydro -oxazolo[3,2-a]pytimidin-7-one 152

To a solution of (S ReREHANY si3 ey oraanlydnyRRsRIngy6-ORytnalidzand) in ethanol

(210 mL) was aided ethyl proplolate (2. 97 mL, 29 4 mmol). The reaction mixture was stirred at reflux
for 25 hours. The mixture was coole M. teMpesa ;@} , ted under vacuum and purified
by column chromatography on silica gel (4 lN%DM BAcetdte epta to 10% methanol in
dichloromethane) to provide 209 g (28% title compound. [a]r? -30.09 (c 0.545, CHC10.

To a sohiion of (§)-5-(4-cyclohexyl-phenoxymethyi)-4,5-dihydro-oxezol-2-yl-amine
(0.98 p, 3.58 mmol} (prepered in eccordance with the procedures deseribed in Sieps 1 and 2 of
15 Exemple 1 starting from R-epichlorohydrin and 4-cyclohexylphenol) in 50 ml of ethanol was
| added freshly prepared 3-ethoxy-propynoic esid ethyl ester (0.65 g, 4.53 mmel), prepared from
& ml of 50% ethoxyzcetylene and 3.3 ml of ethyl chloroformate (Syrthesis, 1989, 123-4). The
mixture was stimed for 15 min et room 1emperature efter which it wes stirred at 60-65 degrees
C for 6. The reacfion mixhme wes concemtmated te a yellow solid, dissolved in
2¢  dichloromethanre and {lash chromaiogrmphed on  slica gel elwing with
dichloromethane/ammonia/methanol 1o provide 0.544 g of the title componnd as a white solid
[«]s® -1.00 (¢ 0.5, CHCla). '
Ca1HosN20y4 (370.15), LCMS (ESD: 371.19 (MH).
I NMR (CDCls, 300MHZ), 3 7.13 (d, 2H), 6.82 (d, 2H), 531 (5, 1H), 5.16-528 (m, 1H),
25 4.09-434(m, 6H), 2.36-2.55 (br 5, 1H), 1.54-1.91 (m, 5H), 1.13-1.51 (m, BH).
Example 143

2-[2-{4 Cyclohexyl-phenyb-ethyl]-2,3-dihydro-nxazolo[3,2-aJpyrimidin-7-ons



CHHAN203 (258.10), LCMS (ES* 259.10 (ve+H). iIHNMR. (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-qigydro-oxazolo[3,2-a]pyrimidin-7-one  To a
solution of (5)-5-(4-cyclohexyl-phenoxymethyl)-4,5-drhydro-oxezol-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-epichlomhyd#tepdn Pplepsiagihcsphidie skl HoyEloheiydbedhdetywas added freshly prepared
3-ethoxy-propynoic agif.eliyvl e ok @mg!g! Eﬁﬁﬂ; fro nil 30%. etho acetylene
and 3.3 ml of ethyl cﬁﬁoforma%%éﬁ%ﬁ‘sgfsﬁ% , 12 4§. T .ef) | urs_]eh\%ag di ed'{%r 1§E:n¥ﬂ at now
temperature aﬁé%mwth%é ﬁh@fg%ﬁ%dﬂm ensidd gmg o6 dimetbylaminenyeiiing meztedded 245
concentrated tesB{yaliqyy sflighdippabspaiin: 2R dighloramsathara-andifiashichsaMmatperanhesd on silica
gel eliding with,diehlommethanetammonja/methanol tp prqvide 0,5 of the title gompound as a
white soli€ [alE% - %ﬁ&%ﬁcﬁ&ﬁm& 4 . 5?@%@4’%@%%%@ 'H
NMR(CDC13, ¢igbinremathany, yaapdowith) ol 20g4, sedinyn SRrbondie)jwaid 64528 Gudith Ly fxte),
254.00-434(m ik 23 285nkDitkd Lo | ShofoiDy ST 1S LoAd S CXOMRIE 143

2-(2-(4--Cycloheicyl-phenyD-ethy11-2,3-aydro-ograzolop,2-a]pyrimidin-Fune O Nyo Als. 153 Step 1:
Dipherryl-phos%ﬂ%ﬁf&%%l%ﬁ%@%é& pthiyl “ngﬁﬂ@ﬂ“éﬁmiﬂé{%m%enzyl
alcohol (1 g, 52émponed) in 45 ml of dry dichloromethane, 5 ml of triethylamine and 41 mg of
dimethquminoeﬁg i 1 f%ﬁqg il ( ﬁf%&q‘. iphe:nylphosphinic chloride. The mixture was
stired at mom 'empe@gl: re fo?g affgggiéﬁi' It was concentrated to approximately 10 ml. The
mixture was dileMEE-BEhGHINEEL A TR tuH)cBRP 10 (oo dilin 1284d3)uiTit8 (dalr, dried

(sodium sulfatg)pdiiergts a6 RepniraechinRPRE XL &8, B, The resulting solution was
thornatographed on silica ge , eluting with ethyl aretateAreptane to"provide 1.92 g of the title

compound_ 10%P5H ; ; 391.15 (M-1-1-1). NMR. (CDC13, 300MHz),
7.75-7.91 (in, 411), M86-shbvd(mixfird of dRshédylhoiphthicl e, SRl dieil-Bad(Bns, (1HE), 2158 0-1.96 (in,
5B), 1154450 Q0pkdl 192 mi (7.69 mmol) of allyltrimethylsilane in 12 ml of dry dimethoxy-ethane at
0°C was added 0.44 ml of irimethylsilyltflale. The mixture was stirred at 0°C for Lh, poursd
info saturated bicarbonate, extracted with ethyl acctate, washed with water, dred (sodium
sulfite) Altered and concentrated. The material wes purifed by chromatography on silica gel,
eluting wiih ethyl acetale/heptane 1o provide .45 g of the title compoumd.
20 'HNMR (CDCh, 300MHz), 5 7.12 (s, 4H), 5.80-5.96 (m, 1H), 5.02, 5.09 (dd, 1H), 4.93, 4.59
(dd, 1H), 2.64-2.72 (m, 2H), 2.48 (br s, 1H), 2.33-2.42 (q, 28, 1.70-1.94 (m, 5H), 1.17-1.52
{m, 5H).
Step3: 2-[2-(4-Cyclohexyl-phenyl}-ethyi]-2 I-dihydro-pxezolo[,2-e]pyrimidin-7-one
To 0303 g (1.32 mmol) of 2-(4-cyclohexyl-benzyl}-oxirane (prepared from 0.45 g of
25 1-but-3-enyi-{-cyclohexyl-benzene and 97 g of 3-chloroperbenzoic acidy in I ml of
methanol was added a solutton of 85 mg of NeNHCN in 1.5 ml of methanol. The mixtme was
stirred af mom lemperature for 20h, after which it wes corcentrated fo a suspension which was
irftureted with ether, filtered and the filtrale concentraled and purified on silica gel eluting
with ethyl acetale/ammonie/methano] to provide 0.134 g (0.423 mmol) of 5-[2-(4-cyclohexyl-
30  phenyD-ethyl]-4,5-dibydm-oxazol-2-ylemine.
To 2 stimed solution of 5-[2{4-cyclohexyl-phenyl)-ethyl]4,5-dihydro-oxazol-2-
ylamine (0,134 g, 0.493 mmol) in 5 ml of ethanol was added 50 pL (0.494 mmol) of ethyl

=



Step2: 1-But-3-earyl-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 74245 8Hm B0 90uieekeh)u56% RO (el dibechO3oct 39 iieh dbbdperutid:212 (1.
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-Cycloh &5 MBI PR pepreatsed it 2 relid 2bioiores Purim R Ao e arby onls3@slg (1.32
=not) of 2-(4-cyhitiewyihoalid\d}seay follvaidpaiethiinivathe bofpidichloromethane 1o provide 70 mg
251-but-3-e3a}§%-4& Elohe:xigfihenzene and 0.97 g of 3-chloroperbe:nzoie acid) in i mi of methanol
was added a so H%lon o?glgpgrg of NeNHCN in 15 ml of methanol The mixture was stirred at mom

temperatufe foFEEnNafleB33hid: LS EM:aRE-A%@% 5 Hsuspension which was triinrated with ether,

filtered and thefilfRiR G-PRIESAH 3 AW SR s3tn@, ARh s INg:, 1M, AYly T H),
ar-etalefammonia/methanol to_provide 0.134 g (0.423 mmol) of 542-%ﬁc clohexyl-
30phenyl)-ethy1 1 45 443522 2Bt s Hdatitred S J81215m, 1), 1.70-
542-(4-cyclohexyr-ahesH)] k-e3.524b; dilydro-orazol-2- Amine (0.134 g, 0.493 mmol) in 5 ml of
ethanol was added 50 pL (0494 mmol) of ethyl fgﬁ)jﬁlate. The mixture was stirred at 80C for 611
and allowed to cool to room tem];;rature. The mixture was concentrated to a solid which was purified

by chromitography-Bi-Sidabserinbenvipming)neipiladibsimwraiol3,2-alpyrimidin-7-one
methenoltarnmoniddichloromethane tagronide /0 mg of the title compound. 5 C-20Rz4N202
(324.18), LCMS (EM): 325.19 (M++H). %@( R [EBC13-8Q0M}iz) 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)N749 B \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
Step 1: (4-Cyelohexyl-pheayl)-oxirenylmethyl-amine
To & stirred solufion of 4-cyclohexylaniline (5 g, 28.6 mmol} in 75 ml of dry THF at
7010 -75°C was added slowly by syringe a solution of 17.7 rl of 1,6 M n-butyllithium. When
15 eddition was complete, the resulting mixture was stirred at -70 to —75°C for 0.5 b To the
stirred mixture was then added 3.61 ml (28.5 mmol} of chlorotrimethylsilane af -70 to ~75°C.
The mixture was then ellowed to warmm to RT and stimred et RT for 1.75 h. The mixture was
then again cooled to -70 to -75°C after which was slowly added 17.5 ml of 1.6 M o-
butyllithium in hexanes. The mixture was allowed to stir et -70 to -75°C for 0.5 h efter which
20  was added 2.45 ml (28,6 mmol) of epibromohydrin. The mixtme was allowed $0 warm to
room temperziure and stirred for 2 h at roem tempersiure. The mixture was then poured inte
250 ml of cold satureted aqueous sodium bicarbopate, exiracted with ethyl acetste, weshed
with brne, dried (sodium sulfsi€) and concenfrated to provide an orange oil which was then
purified by chromalography on silica gel, eluting with ethyl acetale/hepiane to provide 3.06 g
25  ofthe title compound. .
H NMR. (CDCls, 300MHzZ), 5 7.04 (d, 2H), 6.60 (d, 2H), 3.76 {br &, 1H), 3.44-3.56 (m, 1H),
3.14-3.27 (m, 2H), 2.80 (m, 1H), 2.68s (m, 1H), 2.37 (br s, 1H), [.66-1.96 (m, 5H), £.09-1.66
(m, 5H).
Siep 2: 2-f(4-Cyclohexyl-phenylaming)-metlyl]-2 3-dihydro-oxazole[3,2-a]lpyrimidin-7-one
30 To (4-cyclohexyl-phenyl}-oxiranyimethyt-amine (3.06 g, 13.2 mmol) and 0.681 g (13.7
mmol) of NeNHCN was edded 20 ml of methanol. The mixture was stirred under nitrogen for



102-[(4-Cyclohexyl-phcnylamino)-methy0-2,3-dihydro-oxazolo[3,2-alpyrimidin-7-one N O Step 1:
(4-Cyclohexyl-phea)l)-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, tfzg 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 wntloRT and stirred at RT for 135 13, The mixture was then again
cooled to -70 td5 Ea@enivbichviiivhswars-sitvatyl. o Ghienielial wisdfitoBtd witlbeibelli illerad andegaincs. The

mlxturewasalhwgg&&&'rqﬁ?%au@&i%ﬁm [ﬁ:ﬁi‘éﬁ' M%&%%iﬁ; I_@ﬁﬁG mo!) of

epibromohydria The mixture was allowed to wann to room témperature and stirfed for 2 hat room
temperature. ﬂmﬁﬂﬂl’&\ﬁ%ﬁ%ﬂ %@FE’%\‘!&“EW promsdansdoesyide ddid mobRarbonate,

extracted with gHychdabaicpha =D nd concentrated to provide an
orange oil which was then ifie 0 h on sjlica with et etateihepiane
to prOV|de53 06 g of t eaflﬁﬁ%:)mpéaﬁﬁmﬂ]%ﬁg ;11]:' %EEEM& 3 Qd f% I(E %Hs 3 éw , 3.76 (hr
s, 1H), 3.44-3.6614e. 14 mmal) 32 5Q ml Qﬂ@a@osmemd@lq A2, ﬁ@@(ﬁsmnﬂeﬂﬂvkmm;atas 1.96

(m, 510, 1.09- 16ulfcthrd w9 stirrl6R flux for 6h under nifrogen after which it was allowed to cool to
2-[(4-Cyclohexyl-phenylamino)-methyil-2, 3- dlhydro oxazo (3 2-abyrimidin-7-one 3070

(8- cyclohexyl-ﬁ%ﬂyﬁ?ﬁmlmgﬁm%m dﬁ“ﬁ’#dld’%ﬁ% YhEbIVER NaNHCN
Was added 2Qethdred,napdndivel af e itckopensivie okt bigh ratenmi o gavitler 0288 glbihhafdtewhich it

was cong ntra&&ﬂ [ Eﬁ %W?E it ith ether filt 5% n aln cancen ragg { he resulting
material was puri eg%]' s c romatograpﬁEW Shica gelﬁ?F n%vf\;]lt % et yﬂ &l
ecetrate/me|héiw’évahﬁﬁﬁlaﬂ&im@rﬁw@%H@rﬁdqﬂl%bﬁ'ﬁweﬁgﬂ Rafd under high vacuum 1o
cycloheryi-phejyilasatitadmsshst 3-8 UiEEGRXaARimdamine. To a solution of

544-cyclohexy é%géé‘y% % zol-2-ylarrine (1.13 g, 4.14 mmol) in 50 nil of
ethanol was a 2%2@15 %ﬂﬂ%ﬁ%ﬁiﬁ Hiate. The mixture was stirred at reflux for 6b
under nltrogenlﬁmwmmumsmmj #® TBDI(o Tha ¥4« (3 &bl &d, T,y 8 5AH B \(ﬂmmi),rystals
were isol Was t agu vacuum lo
provide 0294 g? )@H: e com%%gg%q%mﬁwﬁt@%r%%ﬁ%?tﬁgﬁg \?a%p %ﬁ?ate to 1 il and
allowed to staﬁg}d@ﬂ#ﬂﬁw@tltmg white crystals were isolated by filtration and dried under high
vacuum to provide an additioruil 0.059 g of thgalitjg-empapies. C191173N302 (32141), LCMS (1181):
32622 (M++1-1). '13 Nivel (AMSO-c, SOOMHZ)‘?&‘)‘]‘%%é 1) 634 (d, 2), 6.60 (di 2H), 5.69-5.86 (rn,

2P4, 15104-5.18 (m, 111), 431 (t, IE), 3 96 (t, 1 32 (in, 211), 2.32 ( br s, 1E1), 1.60-1.87 (m,
514), 1.07-143 (m, 5k )ceiBiingion| (EXpivslization assay was used to identify and determine the

20 a:ﬁvi&foraﬂustsﬂumudﬂutumuﬂhamtorhummmﬁluﬂrwcplm. Two formats were
nsed: {1) exsmine the ebility of glotemate to affect the pateacy of the moduleter, by looking st
a concentrafion-response curve of compound et differerd  submeximal glutemate
concentrations, and (2) Iook at the ability of the modulator to affect the potency of plutamate
by leoking et a concenfmlicn-responss cucve of plutemate at a maximal modulator
25  concentrafion.

To monitor fimctional receplor response using calcium mobilization, a cell line stably
cxpt&ssiﬁgﬁnrﬂorhumanmﬁluﬂzrmpw(mmﬂy coupled to s intracellular effector
molecules ihrough an inhibitory G-protein, Gei) and Gayg, in  tetracycline-inducible vector
was created.  Galé can promiscuously couple Gs and Gi-coupled receplors to the inositol

30 phospholipid sipraling pathway by activating phospholipese Cf resulting in e Ca™ signal
(normally Grg-medisted), thet can be monitored with fluorescence plate readers such as
FLIPR. (Molecular Devices, Fluorescence Imaging Plate Reader), FDSS6000 (Hamamatsu,




Example 147 A calcium ion (CaZ2i) 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 potgﬁcy of glutamate by looking at a
concentration-response curve of glutamate at a maximal modulator 25concentration. ~ To monitor

functional receﬂg&g&gg&n%if%‘g@% 1. mabiligatap.f6el |MGRiay Deiesyinare cgtor human
meduR2 receptor {r_lor.mally coupled to its intracellular effector mglecules t_hrough an. inhibitory

G-protein, Gai B, 355 (95 38T n B stectior:of Rl e F2lsaT ohifscdously
couple Gs ands@ictuiaehipcaialaing dydeFiine 3] Flud O plraSyitioipid AigagtMiygredbama ldsmsitytiva
phospholipase. CP resulting in a Ca2+ signal (normally Gag-medjat t oauhe manitered with
fluorescence pll'flftrewfqeaa"giesrs suc a'?ﬁﬁ’lg"aﬁ((ﬁse%ﬁ%%g\??ge% I‘%‘gbﬁgpé%g%%e Imagkg Plate Reader),
PDS S6000 (Heithdhecrerionygnathyhesen andovihed o censing 8o kit RawrsRcular
Devices). The fazJnehilizatiniassaMnasiaghiamihasletesingeaf adragelular galsimishanges
using a selective, calcitma-chelating dye: Fluo-3. Flue-4, or -3. A large flugrescence intensity
increase was Jﬂé%whmmaﬁﬁ%%@ﬁw%ﬂﬁgﬁ%}% v%%%&%ig elgﬁer 5 with
the -aceimcy-raedfyesRE] ifid phasine afihe ratsinthaman wahRa rEvples utpdinibe sid KR érescence
signals stimul -Mwmﬁmmawﬁm usedipasnaralsibtliowiageharmacological
parameters: (1 (i[ﬁe potency (EC50) of the compound(s) of interest at appro>h<c.ylg010 for glutamate at
the rat arll human met| veeapmeds rEsiomme () afdths) v, skdiie gresae PEEY) maximal
concentration pfeaNROLRGHEOHD [Rigsty YBO50§ ROl aupel s Oifairaiar (1 s krvipMipm tested in

accordance -with this procedure. exhibited the potency (EC50) in the range of from about 3
micromolar (pPeE LA GHBRE AR olar ("M).  The efficacy of the compounds of formula (1) of this
invention in tenting alkakdyof disbasesmsmis oo e (Binfdhis byadnfomiwdtisg amyrisbe methods
known to one gkllled in, 43 thePrEERI ISR chabtelicapdniaalingR miis Ronbaweafimed by

using Vogel cordlict test_ See, for example, Tatartaynska et al, Psychophamiscology.(Begl). 2001 Oct;
158(1):9459 inEsrpr Resdnsionsss By FErerarBdriing BRrRshs B eartmed Py s el Bpiisclose:
the sada:ode-lpig efeciBOhamnieg aNstt-ohge0sRll, Per-hfhaitis.olb gy goil 200H MR SHEMropic
glutamate receptors. 20The preclinical anxiety and psyghosis models alsojnclide stress ipduced
hyperthennia, ﬁ%ﬁ%gﬁﬁn krﬁ%ﬁﬁﬂﬂﬁgﬁﬂ%d%ﬁﬁ%ﬁonoﬁ gee% E%‘rick-Ke%nﬂgt al, I.
Pbarmacol. Expiigthesty0ec: ety of sippoits of mpuh20dssowsts of mawrJbenibihasthazgpic
Psychopbann E@&:&Q&OOS Aprl79(1)271-83. Epub 2005 Feb 17. Fear-potentiated startle and

elevated plus maze models ban been used by Helton et al, J Maniacal Exﬁ)‘é‘lc?e 25 1998 Feb;
284(2):684-660 in orHes BBz somste LesyRheRpaeodRs %‘ﬁ?é"&?ﬁg‘é el "% potent,

highly selectivesmplisrtine agaaishid POWitdita dijpeiirpriatighutafetceikXebs, =t aljafious
anxiety models to show gffic i ) ) insieartiSeakelneraialn et al.,
Psychopharmacology (Bé %9 @gfﬁég@%@@p%om Sep 50, Wheur%s:%Othe effects of a
metabotropic Goehorkreiztele (Bt 2MNATTTHART Hikidipuh d00e &8 dhoRsearsmtnted
tetrapeptide inghealtihg RinaAPRASASSRSEAOHAL bea hsed by Helton et al., J Pharmecol Exp Ther.

25 1998 Feb;284(2):651-660 in omler 1o demonsirate the mnxiolytic and side-effect profile of
LY354740: a potent, highly selective, crally active rgonist for group Il metabotropic gluiamate
receptors.

Various enxiely models to show efficacy in humans are also known in the art. See
Kellner et et , Psychopharmacology (Berl). 2005 Apr;179%(1):310-5. Epub 2004 Sep 30, where

30  the effecis of & meiabotropic glulemats(2/3) Teceptor agonist on panic emdety nduced by

cholecystokinin tetrapeptids in healthy humans hes been reported.




In addition, the efficacy of the compounds of formula (1) 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 allogfyzic 5 modulators of mCduR2. See, Galici et al., J
Pharmacol 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 mGIuR2, has antipsychotic- and
arudolytie-like effect; lm sadigiion, b kifiediicafihe tirpaadpel Bdsudi {Orafdis ﬁﬁ}ﬁhﬁﬂsﬂwpn in
improving the %ﬁﬁiﬂm%y kiie %r&%gl]bé&]\’(an% rget moéggﬁnzp in the art
For 10 instance, Krystal et al, Psychopharmaco Be Ap O pn 4Aug 10,
reported that rRdueesh Brsle tﬂ)@"&!ﬁ% dpmsrihermigonist

ketamine, on V\ﬂmﬂw bﬁﬁm%&tmfﬁu&&mcﬂ@% HNateiggertor

agonist, L 35474 |n health S. er ex le, Pahl et al, Nature Medlcme 2007

Sep13(9): 102“/1 %&&é%%iz %ﬁ%ﬂ ﬁ%?ﬁfﬁq%b%?%% gceptor

agonist Lllzlzﬂmhs"l@ﬁowm btatvdlmlﬁy ssgehifieanthieh hiphenylenderimboth popititramnlicsegative

symptoms of SHUGRRkISBBSABRRIhARIBERADkc. all16RPRINRURANSITILR () of this invention
d

are also useful in treﬁtéee% ep dlsorders and depression_ Feinberg et al., Mama:col Mechem Bebav.

2002, 73(2) 467-74 WGHEY the CompemdsfSommE Morfits vases Rylmmvicehs 262,
suppress 20 rmmmwwwﬁﬁyﬁmwmﬂﬁmmmwﬁarmwl
Mechem eha 7 6. -have e ffects.of sts on BDNE
MRNA expressmn in m%ﬁi%zpre r"onﬁf%gglr%%(ﬂ?ﬁndi( B&bg ﬁﬁlélfr?g fé%’%ﬁé{? g é‘{gﬁonlst
Also, see Sche@niEpetas that fiomiemptisroet mmmwmmtnmmmches for
the developmesiiahaiti deprare2 ok AeasR! mERWs M bréfealia: AN O balaata diRiasdagy's of

runiult2 in pain models has also been reported in the literature. See, Jones et al, Neurophamacology.
2005; 49 Suppf 120601 TS BERR Skt EHI {0 Bty dummem ebisris plR Apttst P indaotrupic
glutamate receptds Mﬂﬂﬁl%&@,ﬁﬂ)dﬁﬂ%@yﬂpﬁhdﬂiﬁcﬁm mi:mmﬂm(&mgrﬂﬁp Ihvention in

treating gRilepgyGasa[50 riqus, thear FoL.example, see,
Alexander et al, Epilepsy Res. 2006 71 1) 1 here meta otroplc glutamate ece%nt]?rs asa
strategic targeﬁm Fﬁﬁffe%@yﬂwg‘% pobizonhead resmared i plamghe.

PharmacoL 1999, 15&53@#5&&5%!@@5%%%%% GlaMategasighatpic
receptor agoni 54740 attenual ntylem ezole- icrqti mrmduced seizures. Roles of
metabo tropic 'E;%Itgl? amafmdreéc:glpsfoslr Sub Egﬁpesﬂténﬁbfgﬂﬁﬂ?&'ﬁ’fa‘glﬁﬁ@% A DP & ture activity
in mice is dlscmemﬂdOM@%imemmmgwﬁﬂ%@MLm&&Wy
Thomsenyet alpdiNgiw piehER @3 PEBd «ad Bt

hydmxypheiryl E{nge an ant%%@nlst of metal/OElOpln tamate recmmGluR) 1a ang an agonist
ofmGIuR2, pr 3’8%§?& &eﬁleﬁsé%rm effels of m eorsis-an M NFescribed
herein are mcmpﬁtﬁteﬂ:ﬂ&miemtbmfmmmmmﬁﬁaeﬂgﬁﬁaw HRBSHY LR

Hyperthemda Anxiety Mgd %ﬁs -ind Ceﬁ t@dy ?’%ﬁiﬁﬁt e eIev ‘gﬁn in core
stress

body temperat eexperlen’ce by mammals tdllowing a’ rience.” Clinically

amdolytics prefeswalivs avpeeshas fon fha Heyolspmentnigntidepmesuntidoige anifimigwadvel ainialylic agents Is
(See, Oliger et al_ Byt AR aF lod i medulatd s cBa bt it fed i 65 K iesdsjRadle rectal

test procedure, adapiation of the classic S111 paradigm described by Borsini et al,

PsychopharmZt SIS JITEER). 188078875 dod h%%e&%%@%é@ﬂéﬁemo two
sequential redaﬂﬂﬁmﬁhﬂnmmmmmmmmeMﬂﬂ&w

measurement (*prated the animal's basal eore body temperahne (Ti), while the second 20
temperature (12) captured body temperature following the mild stress |mposed by the first

temperature measurBieficery el girerernds ofdiwedn ) offkis Bventor rbeatingyaiiapmeci2l®l or AT) is

the Slii. Iempmwwwwm 'R thi &&at%t%taﬁ.ﬁl@t%l thejinistor probe
inserted 2 cm the m& Fi) gzﬁbj ct. Test compotmds were adosthistered 60 minutes before
the first tempe t utamaiﬂraceptnrsusammg;mtarget

furthetmaﬁ::anlufcpﬂepsymdlm Alsnsm.Klndzinsk&etaL,PnlIPhEnnﬂmL 1599,




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 '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 ism;gjogﬁlf,or?% C@@k%m% uéf E?ng:?g% stra‘% erent

and independently of each other selected from the group conS|st|ng of h drog ht or

branched chaify 1@ \atermalRs, Reileaetirzelec 2o i
di-11uoro(Ci- MM@@W%W@MMMWWW di-

activity in mice is disclosed by Thomsen et &l., Neuropharmacology. 1998, 37(12), 1465-73.

5  Fipally, Thomsen et al, J Newrochem. 1994, 62(6), 2492-5, disclose that (S)-4-carboxy-3-
hydroxyphenylglycine, an entagonist of metabotropic glutamete receptor (mGIuR) 1a end en
apomist of mGIR2, prolects against endiogenic seizures in DBA/2 mice.

All of the references described herein are incorporaled herein by reference in their
entirety.

1% Exemple 148
Stress Induced Hyperthermia (Amxiety Model)

Stress-induced hyperthermia (STH) reflects the elevetion fn core body temperatire
experienced by mammals following a stressful experience.  Clinicelly aclive amdolytics
prevent SIH, indicating that this model mey be useful in identifying novel amdalytic agents

15  (Ses, Olivier et al Eur J Pharmacol. 2003, 463, 117-32). SIH was measured in mice using the
rectal test mocedure edapiation of the classic SIH paradigm described by Borsini & el
Psychopharmecology (Berl). 1982, 98(2), 207-11. Individually housed mice were subjected to
twa sequential rectal temperahme measmements, separgied by a 10-minute interval. The firsi
measurement captured the enimal's basal core body temperahme (T1). while the second

20  temperature (T2) cephured bedy temperature following the mild stress imposed by the first
tempereture measuremenl. The difference between the first and second temperatioe (T2-T1 er
AT) is the STH. Temperahure measurements were made to the nearest 0.1°C with 2 Tubricated
thermistor probe inserted 2 cm into the rectum of each subject. Test compounds were
administered §0 minuies before the first {emperalure measurement to allow for any stress

75  effect created by the injection 1o dissipate completely.

Althongh the invention hes been illustrated by cerlain of the preceding examples, it is
not to be construed es being limited thereby; but rether, the invention encompasses the generic
area as hereinbefore disclosed, Various medifications and embodiments cen be made without

30  departing from the spirit and scope thereof.



fluoro(ClI-Ci)olkylsuffinyl(Crei)allryl, mono- or di. lluom(Cr-C4)alltylinlfonyl(Co-C4)alkyl,
(Cr-Cujalkoxy(Co-C-)allryl, (Ci-Cro)alkY1snFfnnyKCO0-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,gr di-fluom(Cre4)alkyl, (CrCup)alkylsulfony/ mono-
or di-fluoro(CI-COalkYl, (C6,Cr)arYKCa-CpalkA (CsgrOarYImonoor difluoron-Ctlalkyl, (C6,Cio)aryl
mono- or dilluoro(C2-C4alkYloxy, (C&Cio)arYlori(C0-e4)alk31, (Csierc)orYisuWarTi(C0-C4)0134,
(C6,Cap)arylsulftny1(C.0-C4)alkyl, (C6,CrOary4sillisdieo-C4)alkY1l,
(C3-CH)cycloalgyl{Gosfataalil, 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)alkYl, (Ca-Cs)cycloalloil mono- or difluoro (CrealkYlorl,

(C3-Ca)cycloalkylsuifasybionl dbdeythniful21Q0cycloalky1sulfinyl(Corei)alkyl,
(Ca-C)cYcloalloilsalfonYMCo-C4alkY|, hYdraxAC)-CQOakrt, heteroaryhro-COalkyl, heteroaryi mono- a

difluoro(Ci-C4)alkyl, 5heteroaryloxy(C B t ryloxy mono- or difluoroPz-COalkyl,
hetomarAsulganYgGrCOalicYl. beirroWiguinn Pheteray)isRlfonylips-COalkyl, saturated
heCcycliapres)alkyl, saturated heter e '-quoro(Ei-C4)aIkyI, saturated
hetarecYclYioxY(CtreaalkYl, saturated hetetocycl Ios‘mono- or di-.10fluoron-cOalkyl, saturated
hereneyaldsumuyiprcaryl, heterocyclylsulfrﬁ‘ACo-BalkYL haterocYcIYIsoIfog{KCo-CoaltO, -032Etzz
or -CONR231k4 wherein Raz, Rzi and R24 are the same or different and intlependently of each other
selected front hydrod¥#®f%Ci-COallcyl; and wherein Rl and R2 are optionally further substituted;
15R3 and R4 are the ge-or.different and inde enfgently of each other selected from the group
consisting of hydrogen, (Ci?’t'f1 yf'r(?%'-%%g alkyi and (C6,C10)aryl(C1-C4)alkyl; or Its and RI
taken together with tpesfasrd;Mom to whichthey are attached fonn substituted or =substituted C5-C7
carbo cyclic 20Rs, Bz and Riha%:% spane or different and independently of each other selected

from the group consisting of hydrogen, (Ci-C4 alkyl and liagj:\’:’»-CB)cycloalkyl; R8 is selected from the
group comSisting of st &S S op té'lfg‘ﬁﬁﬁ%ﬂl,’é dengre & 6-=Soaliuted naphthyl,

substituted or =substifi@alyirel apyilfarbstituted or umsubstitded tetralinyl, substituted or =substituted
(C2:000yloanky, SubATLRR B 05 SO A CUPRTAITAL 8 e AR SR Oy,
substituted or =substituted ewaptrasisting ifhrdreadnoC Fasstmisitlonbratisbed diiofhellalkyistituted or
=substituted indolyl, substifyigsl g giWIQgﬁ&%%gjﬁzg})dj_ﬁupﬁw%MML
15 mono- or di-fluero(C-Cylalkylsulfanyl{Co-Cy)elkyl, mono- or di-
Augro(Cy-Cy)elkylsulfiny}(Co-CaJalkyl, mono- or di-
fuor{Cr-Coalkylsulfony)(Co-CaJalkyl, (C-Cio)alkoxy(Co-Ca)alkyl,
(C-Co)alkylsnifanyl{Co-Caalkyl, {C-CioJalkylsulfinyl(Co-Colalkyl,
(Cr-Crojalkylsulfony)(Cor Codalkyl, {(C;-Cyp)elkoxy moeno- or di-
20 fuoro(Cri-Cq)ealkyl, (C-Ciojalkylsatfanyl mona- ar di-Anom{C)-Cyalkyl,
(Cr-Cro)elkylsuliny] mone- or di-fluaro(Cy-Ca)alkyl, (Ci-CrnJalkylsulfonyl
mono- or di-flucro(C-Cyalkyl, (Ce.Crg)aryliCo-Caalkyl, (Cs,Cigaryl mono-
ar diftusro(Cy-Caalkyl, (Cs,Cro)aryl mono- or difluaro(Ca-Coalkyloxy,
(Ce.Cro)aryloxy(Co-Coalkyl, (Cs,Cra)arylsulfanyl (Co-Ca)alkyl,
25 (Ce,Cro)arylslfimyl{Co-Ca)alkyl, (Cs,Cio)arylsulfonyl{Co-Cs)alkyl,
{Cs-Ca)eyeloalkyl(Co-Csalkyl, mono- or
difluero(Cs-Ca)eyeloalkyl{Co-Cy)elkyl, (Cs-Coleycloalkany(Co-Cy)alkyl, mono-
ar difluoro(CxCa)eyeloalkyloxr(Co-Ca)alkyL, (Cs-Caleycloalkyl mono- or




30o0r =substituted thiazolyl, substituted or =substituted pprolyl, substituted or =substituted pyridyl,
substituted or =substituted tctrahydroisoquinolirryl, substituted or =substituted tatrabythaplO00linyl,
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 grolﬁg consisting of CF3, OCh, 5halogen, CIS S175,
straight or branched cbabi (Cr- Ciu)sikYL (Cres)alkylsulfonyl substituted or unsuhstitated

(Cs-Cio)eyeloalkyi(C:RsRiofgy,subgtit qﬁ% %ﬂ%mﬁm éaﬁﬁlgmed or
unsubstituted (C6,CWary4(CR912. 1b) substltute or unsubstitated heteroaryl(C 0)1, substituted
a unsubstitsted (C6Q0)ary|(€30@65@w&1m( ‘rqﬁ

substituted or unsubsti braqmwm{wwmmdlw substituted or
unsubstitute:dtetrelinyl, sulystjitute tituted b clo re branched chain
(Creut)alkoxy, substituted &ﬁ%ﬁ&%@?%mﬁn OXxY, suB t|t 6 Eswsstlfuted
(C6,Cru)asyloxy, substltutemmmmmeMted
pipaidinykeRsRioNa, substj ited or unsubstituted

n-Galactam, substinaerl or unsubstituted letr WanéllgRMZ?F %1
unsubstlatedlennhydrofura Eﬁ?ﬁ%ﬂ =t 5‘E'isu'ﬁsﬂ'iﬂlfluted or
unsubstitated 1,3- dloxolanwm@mwmmw sahomiedibstituted

(C3- COeycIoaIkonxyedlox @ﬁgﬁ&ﬂa R apgt substituted or

unsubstinded heteroaryloxyethox Whereln IS an mteger from. O fo 10; Rs and Rio ere the
same or dffferent and mde@%‘ﬂ?@g‘aﬁﬁﬂkﬂe 5 (Cr-C)alkyl: or R9 and

Rio taken together with them@m@mﬂﬂmmg&w Bir-atiennauRariCa-Cbkyl HE0-RE-Lbisubstitted
Subs-cam:Os. 300r 2 sait (1L DUEh T EFE o SR 18 e B LR BT 02 cermic
mixture themot and independently of each otizer selected from hydrogen or (Ci-Cy)alkyl; and
wherein Ry end R; are optionally further substituted;
15 Ry and Ry are the sme or different 2nd independently of each other selected from the
group consisting of hydrogen, (Cy-Ca)alkyl, (Cs-Ca)eycloalkyl and
(Ce,Cro)aryl(Cr-Calalkyl; or

B3 and R, teken together with {he carbon alom 1o which they are aitached form a
substihded or unsubstitnted Cs-Cy carbocyelic ongr,

20 Bs, R; end Ry are the same or different end mdependently of each other selected from
the group consisting of hydrogen, (C,-Cslalkyl and {CxCg)cycloalkyl,

Ry iz selected from the proup consisting of substituted or unsubstituled phenyl,
substituted or unsubstituted paphtiyl, substituted or vnsubstiinted indanyl,
substituted or vmsubstitated tetralinyl, substituled or tnsubstituted

25 benzocycloheptanyl, substituted or unsubstituted hexahydrofluorenyl,
substitated or imsnbstituted (Ca-Cy)oycloalkyl, substituted or unsubstituted
furamyl, substituied or unsubstitted benzofiranyl, substituted or wnsubstituted
thiopheryl, substituled or unsubstituted benzothlophenyl, substrtuted or
unsubstituled indolyl, substituted or unsubstitirted benzothiaznlyl, substituted

30 or vmsubstitofed 1hiazolyl, substituled or unsubstituted pymolyl, substihuted or
unsubstitrled pyridyl, substituted or umsubstibrted teirehydroisoqumolimyl,
sobstitted ar unsubstituted tetmhydroquinaliny], substibded or imsubstitoted




and with the exception of the following compounds; 162
2-(2-methyl-pheraxymethyl)-2,3-diludni-oxazolop,2-alpyrimidin-7-one;
5-methyl-2-(2-methyl-phcnoxymethy0-2,3 -thlaydro-racazolo[3,2-a]pyrimidin-7-one;
2-(phenoxymethyl)-2,3-thlydro-oxazo10 [3,2-a]pyriggidin-7-one;
5-methyl-2-phenoxymethyl-2,3,5,6-1etrahydro-oxazolop,2-a)Pytimidin-7-onc; and
52-phenoxymethy1-2,3,5,6-tetralaydro- oxazolo[3 2- alpyrlmldln 7 olle 2.The compound as set forth
in claim 1, wherein - is a domisieiivding], sub:tind: | L sﬂt{ﬁﬂﬁﬂa are the sante CU

different and independently,of gagh.o8her ﬁﬁlﬁgﬁﬂg fro CF % ranched

(C1-C10)alkyl, mono- or difluoro(Q-C4)alkyl, mono- or di- UOI’O(!CI -C4)alkoxy Co C4 allry1,

15(C1-C10)allcoxy(CO- mdﬁ@@@@wﬁ\ﬁﬂw&wmowkeu C4)a1ky| (C3-Cacycloalkyl(Cc-C.4)alkyl,

(C3-Cskycloalkoxy(CIrCA) i diaiiiust sk 210a5 k5083 dwgtoar); Rs is

selected from the group co stlng or. =substituted ubstltuted or
ggf%sip suﬁggl'% %

misubstitute:d induayl, sub unstittted etra irryl, nsubstiluted

benzocycloheptarryl, substmmmm{%ﬂlmm%hmmuted
eyelohexyl; wherein said sybaiiftie S ARG REIRMGI AR wm §F3, OCF3, SFs,
fluorin; ehlotia; bromine, CN, straight or branched chain (Ci-Car)allrY1, 25substituted or =substituted
(C3- C30)cyc|oalkyXCR9lemmmmmm substituted or
=substituted (C6,COaryl(CBeiyeyi{TRalkyln.cubsiiitte dromatitsiib @ (aieBhicyclic, substituted
or =su bsQLuted adamantyl, %ﬁ%@ 7'5’?3? mu%g#ﬁ%@ﬁ %%‘Eésﬂt}lgl ﬁg‘g_‘%%m?ﬁ%%ﬁlbltedtetralmyl
substituted or =substituted enzocyclohe ty ralg or bra In {Ci-Cs)allroxy, substituted
or =substituted (C3-CQcycreambshiiiad adgmaey i eghstitoted indanyl, substituted or
umsuhstmmezltetalmyl, su]:snmted or unsubstitited benzocyclobeptyl, straight
or brenched chain {C)-Cag)alkoxy, substituted or unsubstituted (Ca-
Crojcycloalkoxy, substituted or unsuhstitated (Cg,Cig)eryloxy, substituted or
15 unsubstituted heteroaryloxy, substituted or unsubsiihied piperidinyl{CRgR o).
substituted or unsubstitnted piperaziny}{CRoR g}y, substiteted or unsubstitmted
(Cy4-Cy)lactam, sohatinned or unsubstituled tetrahydropyranyl{CRgR 10)m,
substituted or insubstinted ietrmhydrofurenyl{CRR o)n, substituted or
unsubstituted [,3-dioxanyl, substituled or unsubstitted 1,3-dioxolanyl,
20 {Cr-Cy)alkoxyelhoxy, substituled or unsubstinrted (Cs-Cy)eycloalkyloxyethoxy,
substitited or unsubstitmed {Cs,Cro)aryloxyethoxy and substituted or
unsubstituted heteroaryloxyethoxy; whergin
m is m integer from 0 ta 10;
Rg and Ris ere the same or different and independently of each other chosen
25 from hydrogen or (C;-Cy)alkyl; or
Ry and Ry taken topether with the carbon atom ta which they e attached form
& substitated or unsnbstitted C3-Cy carbocyelic ring;
and whersin said substituents are selested from the aforementioned
substiluens;
30 or a zalt thereof or an enanfiomer, stereaisomer of & lagtomer thereof o A meemic
mixtare thereof; and
end with the exception of the following compounds;

w1



163 (C6,Cra)arylorcy, substituted or un.substhutedheteroarylorry and substituted or unsubstituted
tetrahydropyranyl(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 selectéd 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 forehn gl _&Ewgwmﬁmwj@wﬁmwingle or a. double
bond; R4 and Ra are the same or different and independently of eac, :[;%e sele%tjg(_j]fronj hydrogen,
GE 1 straight or bra&%ﬂﬁﬁ%@?ﬁ%ﬂ?ﬁoﬂ@-&ﬁﬁ%ﬁ Si%nm% ~enss
di-fluoron-COalkoxy (Egpiieadicyn Ay P2 3 dibjita¢@rnIci3d ] piCieddDef-vie C6,Crr)stYgg-C4elkY1,

phenyisulfanyl(GrCOalkyk pk ISulfmvi(G.9- anrgéagﬂ, Yigll%@ﬂ]ﬂq and
(C?;-Ca)crioalitYl(Cof %é‘&%?%&r%c%a%%ﬁ%@oakii hYEJr’@x_ I-C4)Idh-\c(ﬂ:1Lc:or -COaCaRs;
RH and 1t32 are the dahmeraiethybidt rebybrasranob] 2aemdinchi®ed from the 25group

consisting of hydrogen, CF3, OCF3, SFs, fluorine, chlorine, bromine, CN, straight or branched chain

(Ci-C2)alit31. substituted or unsqbs-tituled (C -Cr(?cxﬁlealkYMcRaRlo)ll, substituted or
unsubstinntd (E’:G,Ci&j’ﬁr’ﬂﬁ‘ﬁ@%ﬁﬁ%@é&tﬁﬁ@ or unsubstiluied (C6,Cio)arylr2- 164

— iz a double bond;
pis];

14 nis0;
Xand Y are oxygen;
R, and R, are the seme or different and independently of each other selecied from
hydrogen, CF3, straight or branched {C)-Cyo)alkyl, meno- or di-
flnoro{C-Csalkyl, monoe- er di-fAuoro(Ci-Ca)alkaxy(Co-Ca)alkyl,

15 (C1-Cio)alkoxy(Co-Ca)alkyl, (CaCralaryl, (Cs,Crojaryl(Ci-Caaliyl
(Cs-Ca)eyeloalleyI(Co-Cq)elkyl, (Cs-Crloycloalkoxy(Ce-Caalkyl,
hydroxy(C)-CyJalkyl or -CO2CaHs;

Ra, By and R; are hydrogen;
Rg is selected from the proup consisting of substituted or umsubstituted phenyl,

20 substitrted or uwnsubstihrted indamyl, substituled or wosubstinrted tetralmyl,
substitrted or unsubstibted benzocycloheptzmyl, substitled or unsubstifuted
hexshydrofiuorenyl end substitated or mmsubstituted cyclohexyl; whercin
said substifuents are selecled from the group consisting of CFa, OCFa, 5Fs,
fluorine, chlorine, bromine, CN, streight or branched chain (Cy-Ca)alleyd,

25 substituted or unsebstinted (C3-Chg)eyeloallyl{CRgR | p)m, substibuted or
unsubstituted (Cs,Cio)aryl(CRyRyo)m, substituted or unsubstifirted
(Cs.Ci0)arsl(Ca-Crleyeloalkyl, substituted or upsubstituted (Cs-Cis)bicyclic,
substitmied or unsubsttuted edamantyl, substifuied or imsubstituted indanyl,
substitated or unsubsthried tetmlinyl, substituted or unsubstituied

an benzocycloheptyl, straighl or bremched chain {C-Caglalkoxy, substituted or
unsubstituted (C1-Cip)cycloalkexy, substiied or unsnbstiteed



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 tetrajgydropyranyl(CR94, substituted or unsubstituted
(C6,Cio)aryloxy and substituted or unsubstituied heteavaryhury; and wherein mis G or 1; R9
and Rio are the same or different and independently of each other chosen 10from hydrogen or
(Ci-COalkyl; and wherein sé#ii.Eitllnstlemy; mbstituind otedsikuinited hmetgnehbasisihagiatioaddgen, stroig,ht
a branched chain CrCroalkyl. Gheiyd %99}45%@9 IE@W asalt thereof or an enentiomer,
stereoisomer or a tautomer thereof or a racemic mixture e?’“’o‘]y 154 The compound as set forth in
claim 3, which is selected fFBFﬁ%HB‘%&B%Hé%%mg of:
2-(4-isopropyl-phenoxymetiynd Bysliiy Beosne ot BT R1YE cach other chosen

244-(1,1 353- tetramethyl-butyp- phﬁi%%ﬁggﬁ"thyltcz %o oxazo1o[3,24- pyrimidin-7-one;
202-(3-1ert-butyl-phenmgmethyl 3prr|m|d|n 7-one;
2(4-tert-buty1- phenoxymetﬁyﬂ@%a@h@@%mﬁ@@a@y&%vhh&wm affached form

24441,1-dimethyi-propylkpbenoxymgiivhed o gﬂga(@;@ QsRRe;
243,4-dimethyl- phencommethyl% -2,3-dihydro- oxazOlo[ ,2-abyrimidin-7-one;
252-(4-isopropy1-3 |nethyl- %}9 gR?B =7=0ne;

2-(4-tert-butyl-2-metbyi- phenlmnymmﬁyl) -2,3- chaydro oxazolop 2-0]pyrimidin-7-one;
2-(2,4-di-fgrt-butyl- pq,gg% dlﬁdro axazalop,2- z%)é) ri d|n /- -ong
moxy

244(1-inethyl1-l-phenyl-cthyl)- -ary ro- oxazo pyr|m| if-7-ore;
3024441-phenyl- ethﬂ’&ﬁ@ﬂﬁ%ethyll 2,3-dThydro-oxazoloP,2- alpyrlmldln -7-one;
242-chloro-4-(1,1-dimerhy1-propyl)-phenoxymethyll-2,3-d1hydro-orcazOI0 [3,2-ajpyrimidin-7-one;

i The compoumd as set forih in claim 1, which is having the formule I:

Ris
)

2

iy

15 wherein:
~ isasingle or a double bond;
R, end Rz are the same or different and independently of emch other selected from
hydrogen, CF3, siraight or branched (C;-Cip¥alkyl, mono- or di-
Tfluoro(C,-CyJalkyl, mono- or di-fluora(Cy-Cylalkay(Cp-Ca)alkyl,

20 (Cr-Cro)alkoxy(Co-Cy)alkyl, (Ce,.Cro)aryl, (Cs.Cinlaryl(C,-Cq)alkyl,
phenylsulfanyl(Co-Co)alkyl, phenylsulfinyl{(Co-Cs)alkyl,
phenylsulfonyl(Cy-Cy)alkyl, (Cs-Caleycloalkyl(Co-Cy)alkyl,
(Cs-Caoycloalkoxy(Co-Cadalkyl, hydroxy(C:-Cy)alkyl or -CO,C-Hs;

Ky end Rz are the same or different and independently of each other select=d from the

25 group censisting of bydrogen, CFa, OCFs, 8Fs, fluoring, chlorine, bromine, (N,
straight or branched chain (C;-Casjalkyl, substituted or unsubstitied
(Ca-Crojeycloalioyl{CReR 10 ), substituted or unsubstitnted
(G, Cio)aryl(CRoR 0}, substitiled or unsubstituled (Cs,Cao)aryl(Ca-

L ‘.



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-orazolgp,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-tiflnoromethy1-phenoxy %MM&MM'M@HW@MM
2-(3-trifluoromethoxy-phenoxymethyl)-2,3-dthydn-oxazolop,2-ayrimidjn-7-o e
|D2-(4-trifluoromethoxy- phéﬂm{?‘?y@ﬁ?@ EB '%u@fﬁ;r of
2-(3,mettiory- phenoxymeth@%&ﬂ&iy&hﬂmyﬂezﬂmﬁﬁmﬁuﬂmﬂm@qchb@wL straight
2-(4-cope!-phenoxymethyl)- G %?{g{ghgi}%? IR ORE nebstituted stituted (Cs-
2-(4-cyclabeacyl- phenoxymet y1)-2,3-dihydm- oxazol [3,2-e]pyrinidin-7-one;
2-(4-cycldhexyl-phenoxymethgajosikasrpsbsitied mmm%sﬂme

2-(4- cyclohexylpbenoxymeyay&}ré:amyhasabﬂﬁhﬂ&@ ErMeiR- aldGiiBtited DN@isubstinted
2-(4-c)clohexyl-phenoxyme, th%o 5 m thyl-7 3 -ditrydn:Haxozolo[3.2- a)pyrimidin-7-one;

244-(4,4-dimethyl-eyelehe ,3-chlydro-oxazolo[3,2-a]pyriroiclin- 207-one;
244-(3,3-dimuthyl- eynlohewljs;ﬂtcerloxymethyll 2 3 -clihydnr-onzolo[3,2-elpyrimidin7-one;

2-14-(4-tert-butyl-eyelohexyl)-phenoxznative) 2 drrhdi Snd kpiniR-dripuinpidielsane:
252-(biphenyl-4-yloxyznethyl)-2, 3 thlaydro -oxazolon,2- aliyrlrnlclla 7-0ne;

244-(tetrdBydro-pyran-4-y1)- pherﬁﬂmﬁf = ‘©laz0103,2-g-pyrimidin-7- onq
2-(4-indan-I-yI-phenoxymetﬂdm&ﬂhﬂm@maﬂim&wwiﬁgm@ mnm'sﬁng of halogen,

2-(4-tricyclo[3.3.1_13. 7]c|e E%q‘?ﬁn 2 idin-7-one;
2-(4- |m|dnzoIThy|phenoxym §¥f€ ?EI ra- o(r}fzi'é E?/#I;r]?"l In- -one 166 Mn
2-(4-(1°‘pheny1)- cyc|mmmmmmmmmmw“
241-cyclohexyl-phengxymeiyiat. 3,5,6-tetranydro-oxazoloP,2-a]pyrimidin-7-one;
2-(4-tert-butylrphenoxymethy1)-2,3,5,6-tetrahydm-oximolo13,2-abyrimidin-7-one;
5(S)-2-(41&ycioheryi-phenoxymethyl)-6-melhylsulfanyl-2,3-chaydro-oxamloP, 2-

4. The compound as set forth in cleim 3, which is selected from the group consisting of:

2-(4-isopropyl-phenoxymethyl)-2,3-dihydro-oxazolof3,2-a]pyrimidin-7-one;
2-[4-{1,1.3,3-tetramethy]-butyl}-phenoxymethyl]-2,3-dihydro-oxazalo]3,2-a]-
_ pyrimidin-7-one;

20 2-(3-tert-hutyl-phenoxymethyl)-2,3-dilydro-oxazalo[3,2-a]pyrimidin-7-one;
2-{4-tert-butyl-phencxymettyl)-2,3-dilydro-oxazolo[3,2-a]pyrimidin-7-one;
2-[4<{1,1~dimethyl-prapyl)-phenoxymethyl]-2,3-dihydro-oxazolof3,2-a]pyrimidin-7-
ons;
2-(3,4-dimethyl-phenoxymethyl)-2,3-dihydro-oxezolo[3,2-alpyrimidin-7-one;

25 2-{4-isopropyl-3-methyl-phenoxymethyl)-2, 3-dihydro-oxazolo[3,2-a] pyrimidin-7-one;
9-(d-tert-butyi-2-methyl-phenoxymethyl)-2 3-dibydro-oxazolo[3,2-8]pyrimidin-7-one;
2-(2 Adi-tert-butyl-phencxymethyl)-2,3-dihydro-oxazolo[3,2-a] pyrimidin-7-one;
2-[4-(1-methyl-1-phenyl-cthyl)-phenoxymethyl]-2,3-dhydro-oxazolo[3,2-a)-
pyrimidin-7-one;

30 2-[a-(1-phenyl-ethyl)-phenoxymethyl]-2,3-dibydro-oxazolo[3,2-afpyrimidin-7-one;
2-I2-chloro-4-(1,1-dimethyl-propyl}-phenoxymethyl]-2,3-dihydro-oxazolo
[3.2-a]pyrimidin-7-on;




abyricoidin-7-one: (S)-6-benzenesullnyi-Z-(4-cyclohexyl-phenoxymethyl)-7,3-dthydro-cocazolo [3,2-
alpyrimidin-7-one; 6rbenzimesulfinyl-2-(4-cycloheityi-phenoxymethy1)-2,3-dihydro-oxEczolo[32-
10alpyrinThidin-7-one;
(S)-2-(4-cyclohexyl-phenoxymethyl)-6-metbanesungy1-2,3-dihydrooxazolo[3,2alpyrimidin-7-one; .
(8)-2-(4-cycloheryi-pbenoxymethyl)-6-methanesuffinyl-2,3-fflaydro-oxazolo13,2- a]pyrimidin-7-one;
35(S)-2-(4-cyclohexyl-pbenoxymelhyl)-5-pherrylsulfanylmetityl-2,3-dihydro-mcazoloP, 2-
alpytimidin-7-one;  2-{4-bromo-phenoxymethyl)-2,3-dihydro-oxezolo[3,2-a}pyrimidi-7-one;

(S)-5-benzenesulfony - ﬂﬂﬁ]ggﬁ I W@g -gilédrogr_ glor3,2-alpytimidin-7-one
; and 241-cyc|ohexyl-£ enoxymethyp-s-eté%r%q nylmet y-IZ',%’--a C rq-malft-ggbe,Z-
20alpyrimidin-7-one; tkh gt RErasHEIIR R driibriaroseeplaffbateyaridinalesmer themof or a
racemic mixture tiaarpq 3-diokiGopRa ' i higih teghiom the group

isti f 25244 imethyl 1 ! tlzﬁs?aqw ' lop,2-alpyrimidin4 ;
e
24441-melltyl-1-phe: i umpicliemo:d:Adilioylic7TH- el of Sred ppiofBlia-2jylmythaig)n - 7-one;
302-[4-(1-phenyl-ettrwzgﬂﬁg,_xymethyl]-z,3-dthydro-oxazolo_[S,_ZTaIpyrimidin-7-one;
oot S b SR A s e o
2-(4-cyclohexyl-phenb{3adiiyaithbiy! pReaeshinyeinip o Aaftipoajpytano[d P ppAfidin-7-one;
2'(4‘CyC|QEeXyl'pherﬂfﬂ%ﬁﬁ%ﬂ?@oﬁ@%&@%ﬁ%&%&%@ﬂ#ﬂﬁ;
2-(3,4-dimethoxy-phenoxymethyl)}-2 3-dihydro-oxezolo[3,2-a]pyrimidin-7-one;
2-{(4-cyclopeniyi-phenoxymethyl)-2,3-dihydrm-oxazolof3 2-a] pyrimidin-7-one;
2-{4-cyclohexyl-phenoxymethyl)-2.3-dilrydro-oxnzolo[3,2-a]pyrimidin-7-one;,
2-(d-cyclohexyl-phenoxymethyl)-5-methyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-

I5 ane;
2-{4-cyclohexyl-phenoxymethyl)-5-ethyl-2,3-dihydro-oxezolo[3,2-alpyrimidin-7-one;
2-{4-cyclohexyl-phenoxymethyl)-5-irifluoromethyl-2 3-dilydm-oxazolo[3,2-
a]pyrimidin-7-one;
2-[4-(4,4-dimethyl-cyclohexyl)}-phenoxymethyl}-2, 3-dihydro-oxazolo[3,2-a]pyrimidin-

20 T-ome;
2-[4-(3.3-dimethyl-cyclohexyl)}-phenoxymethyl]-2 3-dikydrp-oxezolo]3,2-alpyrimidin-
7-onc;
2-[4-{d-tert-butyl-cyclohexyl}- phenaxymethyl)-2,3-dihydro-axazolo[3,2-a]-pyrimidin-
F-one; .

25 2~ biphenyl-4-yloxymethryl)-2 3-dihydro-oxazole[3,2-alpyrimidin-7-one;
2-{4-(tetralrydro-pyrar—4-y1)}-phencxymethyl]-2,3-dihydro-oxazolo[3,2-a)-pyrimidin-7-
one;
2{4-indan-1-yl-phenoxymetiryl}-2,3-dihydro-oxazol o[3,2-a]pyrimidin-7-one;
2-{4-mricycle(3.3.1.13,7]deczn-2-yI-phencxymethyl)-2, 3-dihydro-oxazolo]3,2-a]-

g pyrimidin-7-one;
2-{4-imidazol-1-yi-phenoxymethyl)}-2,3-dihydm-oxazolo[3,2-alpyrimidin-7-one;



5alpyrimidin-7-one;
2-[4-(4,4-dimethyl-cyclobevO-phenoxymethyl]-2,3-dihydro-incazolo[3,2-elpyrimidin7-ong
24444-text-butyl-eyclohexyl)-phenoxyzaethyl)-2,3-daydnroxazolo(3,2-*pyrimidin7-one;
10244-inflaa-1-frphencpxymethy1)-2,3-dibydro-oxazo10o[3.2-a]pyrimidin4-one;
(S)-2-(4-eyelthexyl-3,5-dimethyl-phenarymethyl)- Tf‘s?)-dihydro -oxazelo[3,2- a]pyrimidin-7-ene;
243-methyi-4-(3,3,5,5-tetramethyl- cyclohexyl) phenoxymetTayl]-2,3- cllhydrooxezoIoP 2-abyrimidin.-7-

one; 15(S)-2-(4-cyclg) h@ Yl! gﬂagﬁél;ﬁggdga %] iin-7-one;
2-(4-cycloheacyl-plienoxymethyl)-6-(2- methlnry eih)1)- %sLaydre -oxazole[3,2- abyrimidin-7-one;

2-(4-eyelohexyl-pherf8fyinethyi)-5,6-diethyl-2,3-thlydru-oxazolo(3,2-a] pyrimidin-7- 20one;
2-(4-cyclohexyl- phemﬁﬂﬁmnhﬁﬂmﬁﬁpmﬁ}m&mmmﬂamﬁmma@ione

(S)-2-(4-eyeloheryl- éﬁ -5- hﬁd %g g! %drg -7-0=
250)-5-cycloheicyl-2- -f‘ﬂ%[cﬁ( xyl-phe oﬁﬁ? -t ro- oxazg(ﬁ’%B =al yrlmlc%]ég? -one;
(S)-2elohéxyl-phenofSidedthgrrsherstyim b M@W@Iﬁynmldm 7-oue;
(S)-2-(4-cyclohexyl-phipakshaiiwiad42-hydroxy- ethyl) -2. 3 thaydre -oxazoloP 30alpyrimicria-7-one;

o Sréiti’fﬁp&'pﬁ'é’ﬁf &8 %ég,wm%ke“ym S RSy AT B goiolS 2
a]pyrimidin-7-one;
6-benzenesul finyl-2~(4-cyclohexyi-phenoxymethyl)-2,3-dihydro-oxezolo[32-

10 &) pyrimidin-7-ons;
(8)-2-(4-cyclohexyl-phenoxymethyl-6-methanesulfonyl-2,3-dilrydro-
oxazolo[3,2a]pyrimidin-7-one; .
(5)-2-{4-cyclohexyl-phenoxymethyl}-6-methanesul finyl-2,3-dthydro-oxazolo[3,2-
a]pyrimidin-7-one;

15 {8)-2-(4-cyclohexyl-phenoxymelhyl)-S-phenylsul Emylmethyl-2,3-dibydro-oxazolo[3.2-
alpyomidin-7-one;
(5)-5-benzenesulfonylmethyl-2{4-cyclobexyl-phenoxymethyl)-2,3-dihydro-
oxazolo[3,2-a]lpyrimidin-7-one; and
2-{4-cyclohexyl-phenoxymethyl)- 5>-ethanesul fonylmethyl-2,3-dibydro-oxazole[3.2-

i a]pyrimidin-7-one;
or a salt thersof or an enantiomer, stereoisomer ot & Eitomer thereof or a racemic

mixhrre therenf.

5. The compound as set forth in ¢laim 3, which is selecied from the group consisting of:

25 2-J4(1,I-dimethyl-propyl)}-phenoxymethyi]-2,3-dihydro-oxaznlo[3,2-a}pyrimidin-7-
Qne;
2-(4-isopropyl-3-methyl-phenoxymethyl}-2,3-dilydro-oxezolo[3,2-a]pyrimidin-7-00¢;
2-[4-{1-methyl-[-phenyl-ethyl} phenoxymethyl]-2,3-dihydro-oxazolof3,2-a]-
pyomidin-7-one;

30 2-[4<(1-phenyl-etiryl}-phenoxymethyl]-2,3-dibydro-oxazolo{3.2-a]pyrimidin-7-one;
2-{4-cyclopentyl-phenoxymethyl)-2,3-dilydro-oxezolo[3,2-a)pyrimidin-7-one;



(S)-2-(41-tert-butyl-bipbenyl-4-71uxymethyl)-2,3-drlydro-asazolop"2-a]pyrimiciin-7- one;
(S)-2-(4)-ethoxy-biphenyl-4-yloxymethyO0-2,3-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-ethylsulfanylmetlgyl-2,34Thydro-oxazuloll,2- a]pyrimidin-7-one;
2-(4-tert-buty1l-phenoxymethyl) 6 ethyl-2,34.1ydro-unzolopa-a]pyrimidin-7-one;
2-(4-bicyclo[3.3.11non-9-yl-phenoxypnethyl)-5-fluoromethyl-7,3-dihydro-oxazolop,2-
alpyrimidin-7-one; 2-@fecyrdbeltgasbipberomyrmetishis-feolinli) 3 dibedny R Zallif 2 spariakitcf3, 2-
alpyrimidia-7-one; 7-gne; one
(S)-2-(4-tert-butyl-phenoxymetly1)-5-etbyr-2,3-dihydro-mcazolo(3,2-alpyrimidin-7- one; and
2+1-cyclohexyl-phen WW%W@MWM@%& thereof
or an enandomer, sterebiselfan@lrhinoiomeihareihnfantagen s dipduretbalsmis. The compound
as set fortg in claim 3, whic js_.?elegted from the group consisting of

2(3)-(4-bromo-pheno ethy )-?,%E’(S)-dihydm-oxszoI43,2-alpyrimidin-7-one;
2(S)-(441,43,3-tetrarddih{A-frdiyehyheriobemdiphoomethifb?S ditadoionezalelp, befpyrididii-one;
2(S)-(4-tert-butyl-phenggymethyl)-2,3-thlydro-oxazolo[3,2-a]pyrimidin-7-one;

(S)-214-(4-trifluorom th%l- henoxy)-benzyloxyl-2,3-dilydro-oxazolop,2a]pyrimidin7-one;_
2(S)-(4-cydohexyl-p 'F]'@?ﬁé‘ ayalongy by , %W%W@"“@Wﬂm'
(4-cyclohexyl-pbenosdymethyD-5-ethyl-2,3-arydro-oxazolo[3,2-alpyrimidin-7- one; 169
(S)-2-(4-c1¥clohexyI-SZ[Fp%iaBE_ Jala) g;pxl =2 3-di ﬁr%-oxszol saimnimiding/- on
(S)-244-(3,3-dinrsethyl-cyclo Z %ﬁggog%‘r%&%? ,3-Cbly ro-oﬁlé_zo%g,ﬁ- rjd’BLy:';'i'Pnnlﬂdin-7-one; 5(5)-2-
[4- (4.4-diThoro-cycI&1€§§ﬂﬁﬂ§%ﬁt et brbencrmetiyRobaihydrsosazgled3dnidin-7-one;
(S)-2-(4-cyclohexylafyyahediaxymeihy1)-2,3 -dihydro-oxazol o [3,2-akpyrimidin-7-one;
(S)-2-(4-phenoxy-phgnoxymethyl)-2,3 -dihydra-oxazolo ,2- alpyrimidin=7-qne; (S)-2- (41-bi cyclo [3
.3.1inen- 9-y|-pheno§ﬁe¥ﬁy”-%g '%%i/&?%%%ﬂ%%%?%ﬂig%
oxezolo[3,2-a]pyrimidin-7-one;
15 (5)-2-{4-cyclobexyl-phenoxymethyl)-6-isopropyl-2,3-dihydro-cxaznlo]3,2-
; a]pyrimidin-7-one;

2-{4-cyclohexyl-phenoxymethyl)-6-2-methoxy-etiryl)-2,3-dihydro-oxazolo[3,2-
a.]p]rrimidin-'?ﬂnﬂ;
2-{4-cyclohexyl-phencxymetiryl)-5,6-dictiyl-2,3-ditrydro-oxazolof3,2-a] pyrimidin-7-

20 one;
2-{4-cyclobexyl-phenoxymethyl-6-phemylsul fany]-2,3-dibrydro-oxazole]3,2-
a]pyrimidin-7-cne;
{8)-2-4-cyclohexyl-phenoxymetiiyl)-5-hydroxymethyl-2,3-dihydro-oxazolo[3,2-
a)pyrimidin-7-one;

25 (3)-5-cyclohexyl-2(4-cyclohexyl-phencxymethyl)-2,3-dihydro-oxazolo[3,2-
a]pyrimidin-7-one;
(8)-2-{(4-cyclohexyl-phenoxymethryl)-5-(1-hydroxy-1-msthyl-ethyl)- 2 3-dihydro-
axazolo[d.2-a]|pyrimidin-7-one;
(S)-2-(dcyclohexyl-phentxymethyl)-5-(2-hydroxy-ethyl)-2,3-dihydro-oxazolo[3,2-

30 2]pyrimidin-7-one;
(8)-2-(4*-propyl-biphenyl-4-yloxymethyl)-2.3-dihydro-oxazolo[3,2-a]pyrimidin-7-one;



(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-orazolor3,2- 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- pheaoxymetlayl) -6-meki-2 34thydro -oxazolo13,2-alpyximidin-7- one;

20(28,6R)-2-(4- cyclo ﬂﬂé&[?ﬁﬂ}ﬁ!én@ )@:?&%ﬁ} W wAidinidia-7-one;
(2S,65)-2-(4- cyclohexy phenoxyme )-6-ethyl-2,3,5,6-tztnhydro-oxazolop,2- abyr|20|d|n -7-cmc

(S)-244-(3,3,55-tefraRf¥€hyi-cycl ohexyl)-pbenoxymethyll -2,3 -calrydro-oxazolo [3,2- 25alpyzimidirt-7-o

ne; (S)-2-(4-cyclohcagyaieneigitihibytopyloRyhetiplydi dieniajzalahywlpisimida-Bne (0-2-
(4-cyclohexyi-phenox methyl) -5 -phenyl-2,3 -dthydro-onup lo ,2-abyrimidirs-7- one;
30(S)-214-(4-tert-buty phenoxychenoxymethyI] -2,3-dihydrcp-oxazo lop ,2- alpyrimidin- 170

(S)-2-(4-cyelohexyl- ﬁﬁéﬂd&&#@ﬁy&%ﬂ%ﬁ%ﬂi@m}@ﬂm@ﬂ%hc acid
ethyl ester, (S)-244- ( Dethying oty InzSRidralpysmeidin-7-one;

(O 5-etnyi 24 Q%'%y,é,%?%%?ﬁﬁvﬁm e zm%?éﬁf@%?%ﬁﬁm%%w
.2-a]pyrimidin-7-one;a]pyrimidin-7-one;
2-(4-tert-butyl-phenoxymethyl}-6-ethyl-2,3<lihydro-oxazolo[3,2-a]pyrimidin-7-one,
10 2-{4-bicyclo[3.3.1Inon-9-y1-phenoxymethyl}-5-fluaromethyl-2. 3-ditrydro-oxazolof3,2-
ajpyrimidin-7-one;
2-{d-tert-buiyl-phenoxymethyl)-5-melhoxymethyl-2 3-dibydro-oxezolo[3,2-
afpyrimidin-7-one;
2-{4-tert-butyl-phenoxymethyl)-5-fluoromethy!-2,3-dibydro-mxazolof3,2-a] pyrimidin-
Is 7-one;
(S)-2~{4-tert-butyl-phenoxymethyl)-5-ethyi-2 3-dihydro-oxezolo[3,2-a]pyrimidin-7-
one; and
2-(4-cyclohexyl-phenoxymethyl)-2-methyl-2,3-dihydro-nxazolo[3,2-a] pyrimidin-7-
one;
20 or & salt thereof or en enantiomer, sterecisomer or a tawlomer fhereof or 2 racemic
mixiure thereof

a. The compound as set forth in claim 3, which is selected from the group consisting of:

2(S){4-bromo-phenoxymethyl)-2,3(S)-dihydro-oxazolo[3,2-a]pyrimidm-7-one;

25 2(S)-[4-(1,1,3,3-tetrame thyl-butyl)}-phenoxymethyl]-2,3-diydro-oxazolo[3,2-a]-
pyomidin-7-one;
2(SH{4-tert-butyl-phenoxymethyi)-2,3-dihydro-oxazolo[3,2-a] pyrimidin-7-one;
(8)-2-[4-(4-trifluoromethyl-phenoxy)-benzyloxy]-2,3-dihydro-oxazolo[3,2e]pyrimidin-
T-one;

30 2{8H{4-cyclohexyl-phenoxymethyl)-2.3 -dihydro-oxazolof3.2-alpyrimidin-7-one;
(8)-2-(4-cyclohexyl-phenocymethyl)-5-ethyl-2,3-dilrydro-oxazolo[3,2-a] pyrimidin-7-
one;



(S)-2-(4-pentalluorosulfar-bc:nzylo xymelhyl)-2,3-dihydro-oxazolo[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)-7grdthydn-oicazolo [3,2- a]pyrinildin-7-one;
15(S)-244-cycloaxyl-3-ethyl-phenoxymethyl)-2,3-dillydni-oxazelo [3,2-a]pyrimi din-I- one;
(S)-2-(4-cycloheryl-phenoxymettly0-5-cyclorropyl-2,3 -ditydru-oicazolo[3,2- alpyrimidin-7-one;
(S)-5-n-buty6-2-(4-eyEiitiefd/ysinhenyd Ireciyi) thraiiyetioih2 Sediliit Dol ol HilnZRdane;
(S)-2-(4-cyclohexyl- pgﬁgoxymethyl) -5-cyclopeatyl-2,3-dihydro-orazoloP,2- alpyriznidin-7-one;

(S)-244-cyclohexyl-phenoxymethyl)-5-isobut 3-dihydro-o:KazoloP,2-abyrinidin7-one;
25(51-2-(4- cyclohexﬁ%ﬂ%&%@%ﬂ#ﬂﬁ@ PrehspmometriRBclBydEomsEalakbInimidin-7-one;
(S)-2-(4- eyelohexyhpﬂgf@nmelh;ﬂ} -5-methoxymethyl-2 3 -dihydro- oxazolop 2- Opyrimidin-7-one;-

(S)-2-(4-cygclohexyl- pﬁ_dg_ft o'he rc|_(:-V‘:J[Jhuorif’:l;'ll-methx ﬂ%ﬁi B ! de-

1Doxazolor3,2-alpyri
(S)-5-11uoromethyl- M%Mramethyl -cyclohexyl)-phenoxymethyll-2,3-

dihydro-oxazolo13, 2-epy gl e Soy-hhdn 2 3-dilydro-oxazo Joyrimidin-
(S)-2-(4-bicyclop3. 11 n- -34 phenoxymethyl -5- me)t-horymethyl 2,3- CET%l-ﬂrooxazoloP 2-abyrimidia-
7-one; (5)-244- hlcyc é@bﬁ%ﬁ’&*@ﬂ%&om 2-

offilvaliarintzpIoP, 2-

abyrimidin-7-one; 5(35322{@%&[33 1]m;m:9 :

10 7-one; )
(8)-2-(4-tert-butyloxy-phenoxymethyl)-2.3-dihydro-oxazolo[3.2-alpyrimidin-7-one;
(5)-2-(4-bicyelofd.3.1]non-9-yl-phenoxymethyl)-5-ethyi-2, 3-dihydro-oxazolo]3,2-
alpyrimidin-7-ong
(28,6R)-2-(4-cyclohexyl-phenoxymethyl}-6-methyi-2,3,5,6-tetrahydro-oxazolof3,2-

15 alpyrimidin-7-one;
(25,68)-2-(4-cyclohexyl-phenoxymethyl)}-6-methyl-2,3,5,6-tetrahydra-oxzzolo[3,2-
a]pyrimidin-7-one;
(8)-2-(4-cyelohexyl-phenoxymethyl)-6-methyl-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-
one;

20 (28,6R)-2-(4-cyclohexyl-phenoxymethyl}-5-ethyl-2.3,5,6-tetrehydro-axaznlo[3,2-
2[pyrimidin-7-one;
(25,65)-2-(4-cyclohexyl-phenoxymethyl)-6-ethyl-2,3,5.6-tetralydro-oxazolaf3,2-
a]pyrimidin-7-one;

(8)2-[4+3,3,5,5-tetrameihyl-cyclohexyl)-phenoxymethyl]-2, 3-dihydro-oxazolo]3,2-

25 z]pyrimidin-7-one;

" (§)-2-{4-cyclohexyl-phenoxymetiyl)-5-propyl-2,3-dihydro-oxaznlo[3,2-elpyrimidin-7-
Qe
{8)-2-(4cyclohexyl-phenoxymethyl)-5-phenyl-2 3 -dihydro-oxazolo[3,2-z]pyrimidin-7-
coe;

30 (8)-2-[d-{(4-tert-butyl-phenoxy)-phenoxymethyl]-2,3-dihydro-oxazolo[3,2-e]pyrimidin-
F-0ne;



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-
100sazol10[3,2-ajpyrimidin-7-on%
(6)-5-dhyl-244-(1,1,3,3-tetramethyl-butyl)-phenox;igaelhy11-2,341thydro-oxazoI013,2-
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-methoxysnetiy dvddistiRedaigHRipal i iyt IhprenretiayidiL il pivdiidine-

mozolo[3,2-a]pyrimidth-7-one;

(S)-2-(4-cycloheiryl-phERPSARARIA £ B¥L BT8Ry methyl-2,3-dihydru-oxazolo[3,2- alpyrimidin-7-one:
(S)-2-[4-(4-isopropy-{EHerdr#-piatnhexyigiiyd)d; Batnbapirethpii2 3 tdly draipyreialdi- 2117-one;

(S)-2-(4-b lapin Tpyrimidin-7-one;
(33.Ijnon-9-yl-pheno%methyl)-S-eyclopropyl-2,3-dih drooxazolo13,2-a]pyrimidia-7-one;

(S)-2-(4-biyclo[3.3. 1fchiseye ghagbrirrempstiy] r33-AlydmrasreldLaramdinim-7-one:
and 25(S)-2-(4-cyclopgyl-phenoxymethyl)-5-ethoxy-2,3-thlryilm-orazolo[3,2-a]pyrimidirt-7- one; or a
salt thereof 7.The co und etf in clai ,wtﬂiﬁh i@s leo:ed frorm 1 oyp 001360fing of
30 ARM4-hromo-phe§$§%ﬁ%‘§%@£§l%{g||ryc§’!';%!%§?éczo 0l3, %W%ﬁ‘%ﬁ%ﬁe 4441,1,3,3
-tEeﬁr?methyﬁ-buty%])qﬂsﬂaﬁyhﬁ;ﬂmi&mwro-oxazolO [3,2-a] pyrimi din-7-one; 172
2[R]-(4-tert-hutyl-phegaey D sARIEeAMBR RN By 2 HOMNHUR B3, 281 PyTimidin-7-
2[R1-(4-cl;aclobexyl-p gné()%/ﬁrﬁhethyl)-Z,3-dihydro-oxazolc%%-ajoritaidin-7-one; or a salt thereof
wherein: 0,

{S)-5-ethyl-2-[4-3,3,5,5-tetramethyl-cyclohexyl}-phenoxymethyl]-2,3-dihydro-

oxazolo[3,2-a]pyrimidin-7-one;
(8)-2-(4-cyclohexyl-3-isopropyl-phenoxymetiyl)-2. 3-dihydro-oxazolo[3,2-
alpyrimidin-7-ong;

15 (8)-2-(4-cyclohexyl-3-etiryl-phenoxymethyl)-2,3-dihydro-oxazolo[3,2-2]pyrimidin-7-
one;
{8)-2-{4-cyclohexyl-phenoxymetiryl)-5-cyclopropyl-2.3-dihydro-oxazolof3,2-
a|pyrimidin-7-one;
{5)-5-n-buiyl-2-{d-cyclobexyl-phenoxymethyl)-2,3-dibydro-oxazolo[3,2-e] pyrimidm-

20 7-one;
(S)-2-{4-cyclobexyl-phenoxymethyl)-5cyclopeatyl-2,3-dihydro-oxazolo[3,2-
e]pyrimidin-7-one;
(8)-2-(4-cyclohexyl-phenoxymethyl)-5-iscbutyl-2,3-dihydro-oxazola[3,2-a] pyrmidin-
7-one;

25 {8)-2-{4-cyclohexyl-phenoxymethyl)-5-fluoromethyl-2,3-dibydro-oxazolo[3,2-
a|pyomidin-7-one;
(S)-2-{4-cyclohexyl-phenoxymethyl)-5-methoxymethyl-2, 3-dihydro-oxazelo[3,2-
a]pyrimidin-7-one; ]
(8)-2-{4-cyclohexyl-phenoxymetlryl}-5-(1-fluaro-1-methyl-ethyi)-2,3-dilydro-

an oxazolo[3,2-a] pyrimidin-7-cne;

' (8)-5-fuoromethyl-2-[4-(3.3,5,5-tetramcthyl-cyclobexyl)-phenoxymethyl]-2,3-

dihydrg-oxazolo[3,2-alpyrimidin-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)alkoxy; if 1113 and Rn are both
reached lo the saturated ring, then 15R13 and R14#re 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 ifilZddbieyrdetds 2ieniS-sipirmypmiibyl) 5-oetorene ol 24 1-@ibydithe same or
different mid indepenglgnthwabegph-aties ¢hasen from hydrogen or (Ci-COalkyl; and wherein said

zlézsglﬁéenr;tl’s ;é?)rsaels ted from theﬁ‘lr(;]u%é:{?nsstmg of haloaen stralg%%or branched chaé’rlrgecrﬁglkyl
mirture thereof 9. Thammpiﬂma-a&set forth in claim 8, which is: 173
cremolsorser o a taL S S e o
claim 1, which is havalRyFRgETeng v
(8)-2-(4-bicyclo[3.3.1non-9-yl-phenoxymetiryl}-5-cyclopentyl-2,3-dilryriro-
oxazolo[3,2-alpyrimidin-7one;
(8)-5-methyl-2-[4-(1,1,3,3-tetramethy)-batyi) phenoxymetiyd]-2,3-dihydro-

10 ox=zzolo[3,2-a]pyrimidin-7-one;
(8)-5-ethyl-2-[4-(1,1,3 3-tetramethy]-uniyl} phenoxymelhyl]-2,3-dihydro-oxazolo]3,2-
a)pyrimidin-7-ons;
(8)-5-flanromeihyl-2-[4-(1,1,3,3-tetramethyl-butyl)-phenoxymethyi]-2,3-dihydro-
oxezolo[3.2-a]lpyrmidin-7-one;

13 (8)-5-methoxymethyl-2-[4-(1,1,3,3-tetramethyl-butyl)-phenoxymethyl]-2,3-dihydro-
axazolo[3,2-a}pyrimidin-7-one;

{5)-2-(4-cyclohexyl-phenoxyme hyl}-5-ethoxymethyl-2,3-dihydr-oxazalof3,2-
aJpyrimidin-7-one;
(8)-2-[4{4-isopropyl-phenoxy}-phenoxymethyl ]-Z 3-dihydro-oxezolo[3,2-alpyriraidin-

20 7-one;

(5)-2-(4-bicycle[3.3.1]non-9-yi-phenoxymethyl)-5-cyclopropyl-2,3-dihydro-
oxazolo]3,2-a]pyrimidin-7-one;
(5)-2-(4-bicyclofd.].1]non-9-yl-phenoxymethyl}-5-isobutyl-2 3-dihydro-oxazola[3,2-
g]pyrimidin-7-one; and

25 {8)-2-(4-cyclohexyl-phenoxymethyl)-5-ethexy-2,3-dihydro-oxezolo[ 3,2-a]pyrimidin-7-
one;

or a zalt thereof.

7. The compound as set forth in claim 3, which is selected from the group copsisting of:
i 2[R]-{4-bromo-phenoxymethyl}-2 3[R]-dikydro-oxazole]3,2-a]pyrimidin-7-one;
2[R ]J-14(1,1,3 3-teiramethyl-butyl)-phenoxymethyl[-2 3-dihydro-oxazola[3,2-a]-
pyrimidin-7-one;



R13 0 wherein: - is a double bond; R2 is hydnigen, CF3, straight or branched (Ci-Cio)ancyl,
(Cs,Cto)aryl or 10(C6Cle)arYitC1-C4allcY4; if R13 is attached to the aromatic ring, then Ri3 is
hydrogen, CF3. OCF3, fluorin; chlorine, bromine., (C1-C.4)alkyl, (C3-Cs)cyeloalicyl 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 tHosen 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 sulsii D ? sH releY/elll s MhRig s Qrl; to and
Rio are the same or gﬁé}#ﬁ%ﬁ% e er%%f%g%%-‘fﬁfother chﬁégzg)’(nzfrom hydrogen or éCres)aIkyI;
anti tin said subs tilummmmmwmaawgﬂﬁ% Gfiched chain
Ci-Cualltyi and Phenyhhar&ea8lt 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

5 8 The corapound as set forth in claim 1, which is heving the formula O1:

o O

N

Re (m)
wherein:
—— js a double bond:
Ry is hydrogen, CFy_ sireight or branehed (Cy-Cygdalkyl, (Cs,Cro)aryl or
10 - (Cs,Cinlaryl(Cy-Cq)alkyl;

if i3 is attached {o the aromalic ring, then
R.3 is hydrogen, CFa, OCF;, fluoring, chlarine, bromine, (Ci-Cyjalkyl,
{Cs-Cg)eyeloalkyl or {C)-Cojalkaxy;
if Ry3 and Ry4 are both attached 10 the satirated ring, then
15 R;s and Ry4 are the same or different and independently of each other chosen ffom
hydrogen, (Ci-Cy)alkyl or phemyl{(CRgR10)x; of
Ry3 and Ry4 teken together with the carbor afom or carbon atorns to which they are
atiached form a substituted or unsubstituted Cz-Cs carbocyclic dng; and
wherein
20 1 i5 an integer from { {0 3
Ry end Ryg are the same or different end independenty of each ather chasen
from hydrogen or {Ci-Ca)alkyl,
and wherein safd substituenls are selected from Lhe group congisting of halogen,
straipht ar branched chein C,-Cpalkyl and phenyl;
25 ar & salt thereof or an enantiomer, sterecisomer or a tartomer thereof or a racemic
mixture thereof,

9. The compound &s set forth in claim 8, which is:



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. | 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'y%g10)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 R24{iadentfglozynethylpiffediinidan drindbiit pddmtimidiadaingtiver chosen from
hydrogen, (Ci-Co)alkyl.9t plagiy n together with the.=bon atom or
carbon atoms to WthXhSi[ahEey are 1ia(ft(%aﬁcgr]%j:d‘%‘onn g’%ﬁé%%%e% M tiﬂtlute?%:% %%cm[arbocycllc ring;
and wherein misOor/R&EFER -are the same or different and mdependently of each other chosen
from hydrogen or (Ci-C4alkyi; and whexcisa said suhstituents are selected from the group
conS|st|ng of halpogen.25straight.or b “ﬁged hai C %I#O? lkyl a enyl; or a salt thereof or Em
enantlomer stglrie)zmsrg%eer 0 a automer erecg or %ﬁ%ﬂﬁﬂ?‘éeﬁgﬁ% 175 13. The compound

as set forth in claim I, which is having the formula la

YJ—/_@Q

am
wherein:
— isadouble bond:
Ry 18 hydrogen, CFs, straight or branched (C;-Cyo)afkyl, (CCro)aryl or
10 {Cs.Cro)aryl(C-Ca)alkyl;

if B3 is eftached to the aromafic ring, then
Ry is hydrogen, CF3, OCF;, fluorine, chlorine, bromine, (C;-Ca)elkyl,
(Ca-Ceeyeloalkyl or {C1-Cojalkoxy;
ifRy3 and Ry4 are both attached to the saturated ring, then
15 B.;z and R4 are the same or different and independently of each cther chosen from
hydrogen, (C1-Cy)alkyl or phenyl(CRsR10)w; OF
PR3 and Ry4 taken logether with the carbon atem or cerbon aloms to which they are
attached form e substitried or unsubstifuled Cs-Cy carbocyelic nng; and
wherein
20 mis0orl;
Ry and Ryo are the same or different and independenily of each other chosen
from hydrogen or {C,-Cq)alkyl;
and wherein satd substituenis are selected from the group copsisting of helogen,
straight or brenched chain C;-Cyealicyl and phenyl; or
25 e salt thereof or an epantiomer, stereoisomer or a tautomer thereof or 2 racemic
mixtore therenf.

1I.  The compound as set forth in cleim 10, which is:



R2(v1) whereirc - is a double bond; 5R2 is hydrogen, CF3, straight or branched (Crers)Edigl,
(C6,Cio)arY1 or (C6,CrOarYl(red)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)alkyl, substituted or =substituted (C9-Cro&c cloalkylaaRiam | Osubstiinted or =substituted
(C6CI0)ary1(C1:19Ri0)11, substilleod or unsubstit 'fgd (C9-COhbicyclic, substituted or =substituted
adamantyl, substituted or unsubstitahed indazyl, substituted or cutsubstinted tetralinyl, substituted or
=substituted benzocyg|ghepgy ] -EQ;'JHEI{Q | éwm B pefisuted or =substituted
piperidinyI(CR9Raa,%{h‘%’s_’fh:ut‘!e':cli'ls%i?lzgfubstituteg(l;f %- piperazinyi%%RQ ia)., subst%ted or unsubslituted
(Cs CrOaryloxy and SRSt 6 Rubstituted heteroaryloxy; and wherein 0135 0 or 1; R9 and Ria
are the same or diffekesl grcktiide pe adebtina] sachimthar claisendthdeadmgeacaniiC|-Cd)alkyi;
20and wherein said sub titH:ents re selected from the group consisting of halogen, straight or
branched chain C1-Cwalky a?fanp enyl; 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-qyclohgpyloxunaiinb s2 AN USR1aAMBR i haviip Biismdn0Me; or a salt thereof or an

eaantiomer, stereoisomer or a taiatomer Aroma' or a mgezmic mixture thereof. 176

N‘*I’\D)—/D_éGM

N

e L))
wherein:
— is & double bond;
10 Ry is hydrogen, CFj, straight or branched {Cs-Cyg)alkyl, (Cs,Croaryl or
(Ce.Cro)aryl(Cy-Ca)alkyl;

if Ry3 is attached to the aromatic ring, then
R 3 is hydrogen, CFa, CCFa, fluorine, chlorine, bromine, (Ci-Ca)alkyl,
{C5-Cg)cyeloalkyl or (C)-Cr)alkoxy;
15 if By and R4 are both attached to the saturaied rng, then
B3 and R4 are the same or differenl and independenily of each other chosen from
hydrogen, {C1-Cq)alkyl ar phenyl(CRsRiow; or
Ry; and R}, taken topether with the carbon afom or carbon atoms to which they are
attached form a substitrled or unsubstituted C3-Cg carbocyclic ring; and
20 wherein
misQorl;
Ry acd Ryg are the same or different and independently of ach other chosen
from hydrogen or {C-C)elkyl;
and whercin said substituents are selected from the group consisting of halogen,
25 straight or branched chain C;-Cypelkyl amd phenyl; or
a salt thereof or an enantiomer, Stereoisomer or & tauforner thereof or a racemic
mixture thereof,



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-CicaalkY]l, (Cs,CiOaryl or
(C6,C10)3191(Cred)alkYl; if R33 is attached to the aromatic Ding, then K13 is hydrogen,
CF3, OCF3, fluorine, chlorine. bromine, (Cr-COalkjyk 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 15fromibydrdGercang@ind dadks fodinoh Elaitn ) gvbiR S Az M fmmtie@ame or different and
independently selected front hydrogen or (Ci-C)ellryi; or a salt thergpf or an enantiomer, stereocisomer
or a tantomer thereof or a racemic mixture thereof 20 16.T olind as set forth in claim. 15,
which is: (S)-2-(5,6,7,8,8a,9-hexghydrﬁ-415Ia-flumen-Z-yI ryl)-Z3-cithydro-oxazoloP,2-
a]pyrimidin-7-one; or = 0
(S)-2-(5,6,7,8,8a,9-hexahydra-4h1-1~fluopen-2-phenoxyme

R
-ettV\ﬁ":Z,?;-dihydro-

% (V)
wherein:
— isadouble bong;
5 By is hydmgan, CF3, sl:might or branched (Cl—Cm)allqu, {(CsCrodaryl or
(Cs.Cro)aryl(C1-Ca)alkyl;

Ris and Ry are the same or different and independently of each other selected from the
group consisting of hydrogen, fluorine, straight ar branched chain
{Cy-Cao)alkyl, subsiirted or unsubstituted (Ca-Cro)eycloalkyl(CRoR 1 0)m.

10 suhgtitted or unsubstitmted (Ce,Co)aryl{CRsR 16}, substitited or unsubstituted
(Cs-Cha¥bicyclic, substituted or tnsubstituted adamantyl, substituted or
unsubstiboted indamyl, substitiuted or tnsubstituied tetraliny], substituted or
nngobstituted benzocycloheptyl, straight or branched chain (Cy-Caglalkoxy,
substituted or unsubstitted piperidinyl{CRgR o). substitiniad or unsubstiited

15 mperazinyl(CRyR 10}, substitated or unsubstituted (Cs, Ciolaryloxy and
substihated or unsubstinred heteroaryloxy; and wherein
mis0orl;

Rg and R g are the same or different end independenty of each other chosen
from hydrogen or (Cs-Caalkyl; '

20 and wherem seid substituents are selected from the group consisting of helogen,
straight or brnched chain C;-Ciealkyl end phenyl; or

a salt thereof or an enanttomer, stereoisomer or a tautomer thereof or a recemic
mixture thereof.

25 14,  The componnd as set forth in claim 13, which is:
2~{4-tert-butyl-cyclobexylomymethyl)}-2_ 3-dibydm-oxezol o[ 3,2-alpydmidin-7-ons; or &
salt thereof or an enantiomer, sterenisomer or a tautemer thereofor e Tacemic mixthme
thereof.



2-50xezolo[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; 5nis Il; X and Y are oxygen; RI, R32 R4 and R5 are hydrogen; R2 is
hydrogen, CF3, straight or branched (ClI-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 unsubstitthed thiophenyl, substituted or uosubstituted
benzothiophenyl, substituted or misubstituted indolyl, sobstitated or unsubstituted benzathiazolyi,
substituted or mrsubstitateLlIthiazolyl, substituted or uusubstiluted pyroolyl, substituted or
15unsubstitoted pyridyl, substituted or ausabstilute:d tettshydroisoquinolinyl, substituted or
unsubstituted tEirahy&he Armronad esssbiwts i glam hmchis herinedit fREmR Y bstituted or
unsubstituterl quinolinyt substituted or uusubsfituled tetmhydrariibenvguranyl and substiluted Of
unsubstituted bexahydrodThenzofuranyi; -wherein 20said substityen Bre selected from the group
consisting of CF3. OCF3. fluorin; chlorine, bromineRGN straight Or b " chain (CI-C-20)atity1,

(Ci-COalkylsulfonyl, substituted gy, unsubstitured (C3¢&I@sycloa Baw)ro, substituted or
el 0 @3 g€8,Claryl(C3-C)cycloalkyi,
Cu IC, 25substittfed or uhsubstituted adamtmtyl, substituted or

unsubstittded (C4,CiOaryl(
substituted or unsubstituted (
unsubstituted indanyi, substitutety6r unsubstitoted tetralinyl, substituted or unsubstituted
henzocycloheplyl, straight or bragghed chain (C1-C20)alkoxy, substituted or unsobstituted
(C6"C10)aryloxy, substituted or unsubstituted hetemarylorry, substituted or ¥8ubstituted
piperidinyl(C.R9Rto)gh, sufstituted or unsubstamed 30PiPenzinYICC119110., and substituted or
uosubsiituted terrahYrbulUranYgeRaliOm; wherein

5 — isa double bond;

Rz is hydrogen, CF», straight or branched (C)-C)q)alkyl, (Cs,Cio}aryl or
(Ce.Cro)ary{Ci-Calalkyl;
if B3 is attached to ihe aromatic ing, then
R.13 is hydrogen, CFs, OCF;, Quorine, chlorine, broming, (C1-Cqalkyl,
10 (C:-Ca)eyeloalicy] or (Cr-C)alkoxy;
iF Ry is attached 1o the sahmafed ning, then
R is chosen fiom bytdropen, (C-Ce)alkyl or phenyl{CRyR10)m; and wherein
mis0orl;
Ry and Ryg are the same or different and independenily of each other chesen
15 from lydragen or (C)-Cy)alkyl; and .
237, Bag, R.g and Rap are the same or different and independently selected from
hydrogen or {C1-Cs)alkyl; or
a zalt thereof or an enantiomer, stereoisomer o1 B tactomer thereof or a racemic
mixture therenf

_16.  The compound as set forth in claim 15, which is:
(8)-2-(5,6,7,8,8a,9-hexehydro-4bH-fluoren-2-yloxymethyl)-2,3-dihydro-oxazolo[3,2-
g]pyrimidin-7-one; or
(8)-2-(5.6.7,8,88,9-hexahydro-4bH-fluoren-2-phenoxymethyl)-5-elhyl-2,3-dihydro-

25 oxazolo[3,2-a]pynmidin-7-one;
or g sah thereof.



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 brggched 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-pyjdin; MM?MZOIOP 2-alpyrimidin-7- one;
(8)-2-(benzothiazol-2- yloxymethyl) -2,3-dlydro-oxavalor3.2alpyrimidin-7-one; (S)-2-
Is(6-tert-butyl-benzothiazoiiRadeatls ey 1)-2,3-awdro-oxazolop, 2-alpyiimidin-7-one;
(S)-2-(2,5-diphenyl- thla )I-4--ylasymethyl)-2,3-daydro-usazoloP,2-alpytimidin-7- one;
2-(5a,6,7,8,9,9a- hex& hy fo-dibenzofuran-3- -)l-oxymethyl)-2,3-daydro-cocazolop,2- alpyrimidin-7-one;
20246,7,8%9- tetrahydﬂésé?ibenzofuran 3-yl-oxymetity4-2,3-dihydro-oxar.olo(3,2- elpyrimidin-7-one;
(S)-2-(benzo [b] thiophgagr & ylex¥paekiry1)-2,3-draydro-oxazolo[3,2-alpyrimidin-7-one;

2-(2-p-tolyl-benzo[b] |o§hen -6- Kloxymethyl) -2"3-diltydro-oxazolo[3,2-a] pyrimidin-7-one;
25242-(4-ethyl-phenyt) ymethyll -2,3-daydro-orezolo [3,2-alpyrimidin-7-one;

242-(4-isopropy-pheiyis)aipbngaiithipgisdmittny bemashred i He2. Ry dxCiaynie [3,2-abyrimidin-7-one;
(Ce.Cro)aryl{C-Cq)allyl;

10 Ry is selected from the group consisting of substirted or imsubstitated furanyl,
substifuted or mnsnbstituled bensnfimanyl, substitted or unsubstitoted
thiopherryl, substihrted or unsubstituted benzothiophenyl, substitrted or
unsubstituted indolyl, substihried or wmsubstitited benznthiezolyl, substituted
ar unsubstihrted thiazolyl, substitired or vmsubstituted pyrrolyl, substituted or

15 unsubstituted pyridyl, substituted or wmsubstituted tetrahydroisoquinolinyl,
substituied or unsubstituted tetrabydrogoinoliny], substituled or unsubstibried
isoquinolinyl, suhstituted or emsubstimted quinolinyl, substituted or
unsubstitaled tetrahydrodibenzofurany] and substibrted ar imsubstituied
hexehydrodibenzofuranyl; wherein

20 said substituents ere selected from the group consisting of CFs, OCFs, fluorine,
chlorine, bromine, CN, straight or branehed chain (C;-Con)alkyl,
(Cr-Colalkylsubforryl, suhstitufed or mmsubstituted {Cy-Cio)eycloalkyl(CRyR 5)m,
substriuted or unsubstituted (Ce,Cig)aryl{CRaR10)m, substituted or imsuhstituted
(Co,Crodary(Ca-Cr)eyvloalleyl, substitited or unsubstituled (C-Cs)bicyclic,

25 substituled or unsubstituied adamamtyl, substitrted or unsubstituted indamyd,
substituted or ynsubstitated tetralinyl, substituted or imsubstituied
benzocycloheplyl, straight or branched chein {C;-Caglalkoxy, substiuted or
unsubstituted (Cg,Cio)aryloxy, substiaued or umsubstituted heteroaryloxy,
substihated or unsubstituted piperidinyl{CRoR 10)x, substituied or unsubstitmted

30 piperazinyl{CRyR 1)y and substituted or unsabsttuted
tetrahydropyranyl(CRgR1g)n; wherein

misborl;



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 2HHELGIR Mé@ﬁ% BE=BAderdchdRy are
hydrogen; R2 is hydrogen. CF3, stralght or branched (Cl OlO)a kyl, (C6,C/Oaryl or

(C6,C1s)afyl(Ci-CalkYl; 15Rs is S|st|ng of substituted or ausubstituted
phenyl, substituted or unsubsiitRe WQMMMWMHWMWWMd or
unsubstlhrtedbermocycloheptanyl Et;'f%ied or gsa EEJ# _gE hexuhydrofLuarenyl and substituted or
unsubsdtuted eyclohexyl; whereift SE0 SU Genis are selacted from the group consisting of CF3,
OM, fluoriie, 20chlorine, bmﬁw@mﬂm@hﬁw@mﬁmm @W%@hﬂmulfonyl
substituted or unsubstitute GllhereHea ke R AR Al supsitiigrd or uusubslitated
(Cr,,CuOttryl(CR9R10)., substltuted or uasybstiluted (C6 Clﬁr I(C3-C,8)c IoaI ay4,,substituted or
unsubslituted TA- Cnﬁmmgﬂfﬁfeﬁ’ﬁ”(?w&r ﬁéﬂmﬁﬁ bstituted

indanyl, mixture thereoE

la I8 'I'hemmpnundus&tforthinnlaim]?,whinhisse%&:tadﬁnmﬁnmupmnsisﬁnguﬁ
2-{[E-indol-5-yloxymethyl)-2,3-Gihytro-oxmzolo[3,2-a]pyrimidin-7-one;
(8)-2-(6-cyclohexyl-pyridin-3-yloxymethyl)-2,3-dthydro-oxazolo[3,2-a] pyrimidin-7-
one;
(S)-2-(benzothieznl-2-yloxymethyl)-2,3-dihydro-oxazolo]3,2a)pyrimidm-7-one; (S)}-2-

15 {6-tert-butyl-benzothiazol-2-yloxymetiyl)-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one;
(5)-2-(2.5-diphenyl-thiazol-4-yloxymethyl)-2,3-dibydmo-oxazolo[3.2-a]pyrimidin-7-
one,
2-{58,6,7,8,9,9a-hexahydro-dibenzofuran-3-yl-oxymethyl)-2,3-dthydro-oxazolo[3,2-
glpyrimidin-7-one;

a0 2-(6,7,8,9-tetrahydro-dibenzofiran-3-yl-oxymethyl)-2,3-dihydro-oxezolo[3,2-
e]lpyrmidin-7-ong;
{8)-2-(benzo[b] hiophen-6-yloxymetlryl)-2,3-dihydro-oxazole[3,2-a]pyrimidin-7-ane;
2-(2-p-tolyl-benzo[b]thiophen-6-yloxymethyl}-2,3-dihydro-oxazolo[3.2-a]
pynmidin-7-one;

25 2-[2-(4-ethyl-phenyl)- benzo[b}thiophen-6-yloxymstiryl]-23-dikydro-oxezolo
[3,2-e]pyrimidin-7-one;
2-[2-(4-isopropyl-phenyl}-benzojb] thinphen—6-yloxymetiyl]-2,3-dshydro-oxazolo
[3,2-e)pyrimidin-7-cne;
2-[2-(4-propyl-phenyl)-benzo [b]thiophen-6-yloxymetiryl]-2,3-dihydro-oxezolo[3,2-a]-

30 pynmidin-7-one;
2-[2-(terl-butyl-phemyl)-benzo[bJthicphen-6-yloxymethyl]-2,3-dthydro-oxazolo
[3.2-a]pyrimidin-7-one;



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 yasubstituted 30letrahydropyranyl(CR9R10).;
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 att&MﬁﬂnumﬁbﬁMb@mWﬁﬁaﬁﬂhjﬂ@MMerein said
substituents are selegﬁgjg?g tlng of halogen. straight or branched chain Ca-Croalkyl
and phenyl; or a salt thereort or an eaautlomer stemoisomer or a tautomer thereof 20. The compound

as set forth in claim 1% AR HETEaloR R ARRIATIRG HPHOQEBAAS A emEr thersoF or a racemic

102-be:n2yloxymethyixfird hadhi-oxazoloP,2-alpyrirnidin-7-one;
3-(4-tert- bytyl berrzyloxymethyl)-2,3-dtlaydro-oxazolo[3,2-alpyrimidin-7-one;
(S)-2-benzyloxymethyl-2,3-dihydn3-oxazolop,2-alpyrimidin-7-one;

242-(4-cyclohel®l- phmﬂmwmmmmlchn 7-one; and
2-[(4-cycloheryi-phenylamin Igé‘? dayi)-2,3-enydro-oxazolop,2-ajpyrimidin-7-one; 15or a salt thereof or

an enantiomer, steaeoisonie er thereof or a remade mixture thereof. 21. The compound

as set forth in claim piaferdin is a double bond; p is 1; nis 0; X is sulfut; Yisoxygen; R3, R4 and R5

are hydrogen; R2 L iq0ar Iy

o Y is oxygen or

X is oxygen or NRm, wherein Ry is Iiydrogen;

Ry, Ra, By, Rs, Bg eod Ry arc hydrogen;

Ry is hrydrogen, CFs, straight or bmuched (Cy-CroYalkyl, (Cs,Crodaryl or
(Cs;Cr0)aryl(C-Colaticyl;

15 Ry i5 selected from the group consisting of suhstitnfed or wvnsubstitsied phenyl,
substituted or unsubstitnled indanyl, substituted or wnsubstitvted tetrelioyl,
substitiied or unsubstittfed berzacycloheptanyl, substituted or unsubstitoted
hexahydrofluarenyl and sobstituted or unsubstituied eyclohexyl; wherein
said substiluents are selected from the gronp consisting of CFa, OCFs, fluarins,

20 chlorine, bromine, CN, straight or branched chain (Cy~Cag)alkyl,
{Cy-Cy)alkylsulfonyl, substituted or unsubstituted (Cs-Cro)cycleallyl(CRsR 1g)m,
substituled or unsubstitated (Cg,Cio)aryl{CRsR o) substituted or npsubstituted
(Ce,Cro)aryl(Cy-Coleycloaliyl, substituted or imsubstituted (Cx-C)a)bicyclic,
substituted or unsubstoted edamantyl, substituted or unsubstrizted indanyl,

25 substitmied or imsuhstitated fetraliny], subsiitred or unsnbsfitrted
benzocycloheptyl, straight or brenched chain (Cy-Cag)alkoxy, substifuted or
wnsubstituted (Ce.Cio)aryloxy, suhstitated or unsobstituted heteroaryloxy,
suhstitated or unsubstituted piperidiny}{CRgRis)s, Substituted or imsubstitored
piperazinyl{CRgR) o) and substituted or unsubstitoted

30 letrehydropyranyl(CRoR.0)x; wherein
m i3 en integer from O 4 3;

P ]



is hydrogen, CF3, straight or branched (Cr-Cao)alkyl, (Cs,ClOaryl 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”c?r CF3. OCF3, fluorine, chlorine, bromine, CN,
straight or branched chain (Ci- Ca)alkyl 181 (Cr C4)alkylsulfonyl, substituted or =substituted
(C3-C10)cycloallcyl(CRORIQN &Y o it as G HER IR cmbstituted or
=substituted (C6,CH)ary4(C3-C) égé)a”%l substltuted or =substituted (CrC]3)bieyclic, substituted or
unsubstituted adamtantyl, substit 3‘}1" 5substituted or =substituted tebalinyl,

substituted or UnSUbStltUtleRMm@ﬂWﬁﬁ@h&wb&aM&dﬂhﬁ@rﬁWubstltuted
or =substituted (C6,C10)aryloxy, Squ}'%éj#%j Oﬁn_ﬁ.ﬁ s%igéﬁ%_%eteroexyloxy, substituted or
unsubstituted piperidiny/(CRAten, Substi Uted or ttosu &nlﬁjraZonl(CRORIO) and substituted
or =substituted tetrahydroprakhtsRoRIbyubsinariam selestedfepdhemPoRRssting ¢iulrers: are the
same or different and mdegﬁg%gpmm,ﬁg&thgmm cogaamizaapigiogen or (Cr-C.Oalleyl; or

R9 and R10 taken together with the carbon_ atom to which they are attached than 15a substituted or
unsubstiMted Ca-Cg ThisslHiesmEREAR SRpromsG e EAISmE € Fe%f‘gﬂ[\%#fﬁggroup consisting of

halogen, straight or branched chain CI-Cinalkyl andphenyl; or a silt thereof or an ensmtiomer,

stereoisamer u}gmer ther %o %ﬁ&m?! Qimr therapt 22 Jhe w t};lfJn claim
21, which is: 2%? uty- eny u any me[[ﬂ )- % dlleydro oxazolop,2-alpyrimidin-7-one;  or a
@mé@xﬁwbﬂ Z

salt theret or an enahl ZipdA pPBIdiR-219M% mixture thereof 23. A
pharmaceutical compagitigg. mm@m@mﬁhﬁ}mﬁiﬁﬁmﬁm 22o0ra
pharmaceutically ac E es It an ear Qﬁmf a ster n er or, tomer thereof or a racernie
mixture thereof in corﬁﬁ?ﬁl %ﬁ"ﬁ'ﬁg gl‘qmo armac acce?)'}'tJﬂBFé carders, diluents or
excipients. 2-[2-{4-cyclahexyl- pheuyi}ethyl]-?,ﬂ-dihydm—oxnznlu[lz-alpmmdln-?-une; and
2-[(4-cyclohexyl-phenylamino)-methyt]-2,3-dihydro-oxazolo[3,2-a]pyrimidin-7-one;
15 or a salt thereof or an enanticmer, slereoisomer or a fdomer thereof or a eEcemic
micturs thereof

21.  The compound as set forth in claim 1, wheren

iz a double bend;
20 pisl;

nis 0;

X is sulfor;

Y 1s oxygen;

Ry, B3, R; and R are hydmpen;

25 Rz is hydrogen, CFa, straight or branched (C;-Ci)alkyl, {(Ce.Cra)aryl or
(Cs,Cro)aryi(C1-Caalkyl,

Ry is selected from the group consisting of substituted or unsubstituted phenyl,
substituted or unsuhstitoted indanyl, substihded or unsubstitited tefralimyl,
substituied or unsubstibred benzocycloheptanyl, substituied or unsuhstituted

aq hexahydrofiuoreny] and substitated or imsubstitated cyclohexyl; wherein
said suhstituents are selected from the group consisting of CF3, OCF;, fluprine,
chlorine, bromine, CN, straight or branched chain (C-Cap)alkyl,



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 | to 22 or a pharmaccutically acceptable salt, en coaritiomer,
a stemoisonaer or a tautomer thereof or a racemic,gixture 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

10

[%]

AL

n

(Cr-Cqjalkylsulfornyl, substifuted or unsubstituted (Cy-Cioeycloalkyl(CRsR10)n.
substituted or unsubstifuted (Cs,Cio)aryl{CRyB 10)m, substituled or unsubstitated
(Cs,Cro)aryl(Ca-Caoycloalkyl, substituted or imsabstituted (Cg-Cia)bicyclic,
substitided or unsubstituied adamantyl, substituted or ymsubstituted indanyl,
substitated or unsubstituted tetraliny], substituted or unsubstitnted
benzocycloheptyl, streight or branched chein (Cp-Cao)alkoxy, substitnfed or
unsubstitated {Ce,Cig)aryloxy, substituied or unsubstitnted heterveryloxy,
substitoted or unsubstifuted piperidiny}{CRgR; o), Substituted or wnsubstitnted
piperazmyl(CRoR 10)n aad substituied or unsuhstitated
tetrahydropyranyl(CRsR o)n; wherein
m is an integer fmm 0 ta 3;
Ry and R,y are the same or diiferent and Independently of each other chosen
from hydrogen ar {(C;-Cy)alkyl; or
R mnd R;5 taken fogether with the carbon atom to which they ere atteched form
a suhslituted or unsnbstitted C3-Cy fing;
and wherein safd snbstituenis are selected from the group consisting of halogen,
straight or branched chain Cy-Cypalkyl and phenyl;
or a salt thereof or an ensniliomer, stereoisamer or a Iomer thern¥ or a racemic
mixture thereof,

The compound as et forth in claim 21, which is:

2-{4-tert-buiyl-phenylsul fnylmetiryl)-2,3-dibydro-oxazala[3,2-2] pyrimidin-7-one;
or a salt thereof or an enantiomer, stereoisomer or a tautomer thereof or 2 racemic
mixture thereof

A phammaceuticel composition comprising one or more compounds of any of claims I
tr 22 or a pharmaceutically acceplable salt, an enantiomer, a stereoisomer or a
tautemer thereof or a racemic mixture thereef in combination with one or more

pharmacentically acceptable camders, diltents or excipienls,

Use of a compound of any of claims 1 lo 22 or a pharmacestically acceptable salt, an
cnanlinmer,astm'eui:mmaruratmﬂﬂmarthmfmammmicmithmﬂmuffhrﬂm



10

25,

132

preparation of a pharmaceutical composition, which compound is eapable of
modulating ane or more melabotropic glitamate receptor functions for treating
neurological or psychiatric disorders.

Use af a compound of any of claims [ 10 22 or a pharmaceutically ecceptzble salt, en
caantiomer, a stereoisomer or 2 tamiomer thereof or a racemic mixture thereof for the
preparation of a phermeceufical composition, which compound is capable of
modulaling one or more metabotropic ghitamate receptor fumctions for (reafing anxiety,
migraine, schizophrenia, epilepsy and pain



