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the pre-synaptic elenents (Romano C et al. (1995) J.
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mut ant m ce have strongly supported a role of nd uRS
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DESCRI PTI ON OF cor to the present
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general formula | O pha¥Q peetti cal |y acceptabl e
salts, hydrates or solvateg of Such conpounds Werein
Wrepresents (C5-C7)cycl oal kyl ,

QS AR Y PR el Pt S RS O ek eRtbeliad™
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{¢2- o6) al kenyl, - (C2-CB)al kynyl, - arylal kyl ,
het er oaryl al kyl , hydroxy, o, arninoal kyl

Whydr oxya}{fmse%w(ci )S%I'R]@ﬁ Yg é‘gﬁ)@e"wc%l’ abebr carlCs-

forma (€3)berresyelosliykye:- ﬁB)ﬁ@(}’l ar CarGohgieropprenlicenyl spg;
a carbon doubl e bond;

Rjand R, represent independently hydrogen, -(C;-Ce)alkyl, -(Cz-Cg)alkenyl, -
(C-Cg)alkynyl, arylalkyl, heteroarylalkyl, hydroxy, amino,
aminoalkyl, hydroxyalkyl, —(C1~Cé)alkoxy or R; and R together can
form a (C3-Cy)cycloalkyl ring, a carbonyl bond C=0 or a carbon
double bond;

Pand Q are each independently selected and denote a cycloalkyl, a
heterocycloalkyl, an aryl or heteroaryl group of formula



P and Q are each independently sel ected and denote a

cycl oal kyl, a heterocycl oal kyl, an aryl or heteroaryl
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- N( Co- C8- al kyl ) 2, - N((Co OG)aIkyI)((CS C7)cyc|oa|ky|)

or -N((C1g; GR) ak{‘fylebé@fmhé e%HQ@tI ye a& 1 (Cr

an " emj %‘&R 36@7 1 Cg)i . %5)alky§1y31
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S( =0) 2NR%-s adj@dmyaacmyc oatkyimsaN )@Hgyb)l(a@yl)substltuents
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defi ned ale0®,-Cfag)-N-0ByNbe- ;N@xgde; The present

i nvention includes both possible stereoisoners and
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are excl :

(3- (4. (o NRo-3(ZO0 Coplleyl 1-, -
[ R
yl ) met ha @W@Nﬁﬁéﬁm%aﬁ@l{ 3-(4-fluoro-phen

yl)-[1 52, 4] oxadl azol - |']-piperidin-lyl}- methanone

Rg and Ro, 1ndependent y are as defined above;
Any N may be an N-oxide;

The present invention includes both possible stereoisomers and includes not
only racemic compounds but the individual enantiomers as well;

Wherein the following compounds are excluded:

(3-(3-(4-butoxyphenyl)-1,2,4-oxadiazol-5-yl)piperidin-1-yl)(2-chloropyridin-4-
yl)methanone
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(S)-(thiophen-2-yl)-{3-[3-(4-fluoro-phenyl)-[I, 2, 4] oxa
di azol -5-yl]-pi reridin-1-yl}- nethanone
W@ ¢@pAB2[B- (4- Fl uor o- phenyl )-[1, 2 PCT/IB2006/001674
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HBAYIfiuckd-pReryeX(SiB e 3 e(t-TBroyo-phenyilp Bl 2, d]oxadizzalt 3 y1]-
pipetiimnbys -fhéthkharer o- r henyl )- [(S)-3 -(3 -ryridin-3
Bydzothidzal -4 K833 ql-forydphertyil p&,Riddbxadialzol byl ]-piperidin-1-

T— HefhaRshe
% 1141@&{3«1@4&%1)4 le§ %QS)Bs gﬁﬁggggﬂﬁheﬁywn bla)Sx Al R3RSIA-
4}%5. a[éLta’z 0 - yoir? Ph pI np}’e>r [ld% ﬁ]ﬂx? yllafql(54y]f]l uo

PR % ] . o

lﬁgplgyb %Eg ‘ W? @gld@ 3( gl H %6]%611[&?0125 "Ry &b
eridin -

( Fﬁmegberwﬂeﬁ@) -3 (?ngldla 4[ 31 E122 floxediezgdheripjperidie L 41k

wethangwd - 5-yl ] - pi peridin-1yl} -methanone

{®)B-Be20t-Diturorbipheifd)-f B2.¢ Poxpstiazolk- vy B -piber{din-2;y4 }-h-dlaibm-

BldnyD=pibthagdreer i di n-1 -yl ]- met hanone

(ﬁFl‘ﬁbk@fyl@er@be['QSd 3353 gi 2 4&]&@@1@&& 5yorspanaalyid . 2,

yl]-piperi - met hanone
%Eﬂﬂéﬁer&p {(?ﬁ % [%%%{(fglg ?ny%) g/l %4 oxadlﬁqu =5- le1 p yqeiqdln 1-
uﬂ&fdﬁiﬁ&@ sdgiid Fﬁpr I %Xi%ﬁ%al[S sy y1-

r;‘7171u0r0 phenyl) {(S)-3-[2-(3,4-difluoro-phenyl)-1,2,4]Joxadiazol-5-yl]-piperidin-
1-yl}-methanone

(4-Fluoro-phenyl)-{2-[3-(4-fluoro-phenyl)-[ 1,2,4Joxadiazol-5-yl]-morpholin-4-yl} -
methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-thiophen-3-yl-
methanone

(4-Fluoro-phenyl)-[(S)-3-(3-phenyl-[1,2,4]oxadiazol-5-yl)-piperidin-1 yl]
methanone
(3,4-Difluoro-phenyl)-[(S)-3-(3-phenyl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
methanone
{3-[3-(4-Methoxy-phenyl)-[1,2,4]oxadiazol-5-y1]-piperidin-1-yl}-phenyl-
methanone
{3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-phenyl-methanone
(4-Fluoro-phenyl)-[3-(3-phenyl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-methanone
(3-Fluoro-phenyl)-[3-(3-phenyl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-methanone
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(4- Fl uor o- phenyl )-[(S)-3-(3-phenyl-[1, 2, 4] oxadi azol - 5-
yl)-piperidin-I-yl]- nmethanone (3,4-D fl uoro-

WO b@ngt3p4g (S) - 3- (3- phenyl -[ |, 2, 4] oxadi azol - 5- yPQF/[B20ev(01674
din-1-yl]- methanone {3-[ 3-(4-Met hoxy-pheny
I) [1 2, 4] oxadi azol -5 -yl ]-piperidin- 1-yl}

| gﬁ qﬂggﬁ&&f ﬂg\ o( éﬁﬁ%@% gfﬁﬂheqr%l\{%ﬂ)o} 5- yl] piperidin 1-yl}—
€ et hanone 4 F uor o- Bhen é
B%{D $336$)< -Bupeor pheny 1[152%]9%1#@%%] plperl in-1-yl}-
IEngee o- phenyl ) - [ 3- (3- phenyl -1, 2, 4] oxadi azol - 5-yl ) -
nﬁﬂﬁé‘mrdﬂphenﬂ)fl{?}-{w iﬂamﬁld(eﬁym[wr"domwﬂ 5 }ﬂBplﬂvﬁﬂdﬁ I-py1} -
weetleanpohenyl ) - [ 1, 2, 4] oxadi azol -5-yl ] -piperidin-1-yl}-
(eFhanepdenyl)-{3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]- 1per1d1n 1-yl}-
Etilnds O- phenyl) {3-[3-(3-fluoro-rhenyl)-[1, % 4] oxadi

a(@ié‘&‘r@‘ltl/drl) heron) 1{31-'{[%(2‘{ %M%%? ]?}I{Eﬁlgi? %H@oxa% az[o }-5: 2yl iperidin-1-

é?g;léo uéye P r |n‘§: )?l [%X]F%ac}lrilz ilggngﬁ%é’ﬁwyn ¢ B}]I%])Y}am

Sl Iﬂ}?éﬁ 1[)1 Z{Jj @la(lﬂpgtygﬁwaelil%nwl)} =@ rmgthyl-6-
Bunramethy. Jin- rY BAADE y[ )} - net hanone
{(H)3-B- {43Fl(tmrq:plmwb [@ﬁeﬂyké)dmolé W]-oipetddiazbiyl}5- yI | - pi p
¢h,2 dilthialdialzdl-4-1-pletrapbidi azol - 4-yl) - net hanone
Beti&)thidzdl2-y14{ (B)-BeBe4piheny-pheryl)-[1,2,4]oxadiazol-5-y1] p1per1d1n 1-
§g,lﬁ}m§@<ﬂ1@azol 5-yl]-piperidin-I-yl}-(2-nmethyl-

&%&5’ {omehy Y DL 0 oS IR ARRAn 1) (5-methy1

m |1Fx¥ el }(é L @ﬁg+ro§: s B

e t hanone

m@ i ﬁbﬁe‘ﬁyfacﬁ Bl

IP Iiesoxazol met hanone
1{(%1 bﬁn@‘i 0r<|> thrl)a lot, 419X9¢1§12q1(55yl¥®11{e®d(n@ F-cubpaylphe
911zpn{t1ule52 4] oxadi azol -5- yl] -piperidin-1-yl}
{ (3 BEr@nduoro-phenyl)-[1,2 ,4]oxadiazol-5-yl]-piperidin-1-yl}-isoxazol-5-yl-
fe®andad 3- (4- Fl uor o- phenyl )-[ 1, 2, 4] oxadi azol -5-yl]-pip
BiCtldrol4-Rhdrotgheny )i ({$ PR M- Ny s
Eméﬁ& 1ayfaié dnﬁ?a O eyt ) - 11 Boa] Goa aeo By b

;}; ? O&ﬁ 9?12 [ %ezﬁ&%ﬁ%?})f 5 ygt'ﬁi%lgeréclhgzloyl} 42 )Hh]en}{)l -2H-
%ﬁ“ I}Orlﬂﬂgx i %ﬁf&n AAeS: §ﬁF@P%fAd1FT S

E L% ‘gﬁ (H}eperl dip-1-yl}-neth

% 0301 3n%t y B={(Bksyfpd-fluoro- H]P%}:Yb)dﬁla?zﬂloxgh??‘]l 5pY1ﬂr
Bippilig=1-yly tpethangskeny| - 2Hpyr azol -

{(S)-3-[3-(4- luoro phenyl)-1,2,4-oxadiazol-5-yl]-piperidin-1-y1}-(3-methyl-
thiophen-2-yl)-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-1,2,4-oxadiazol-5-yl]-piperidin-1-yl}-(1-methyl-1H-
pyrrol-2-yl)-methanone

{(S)-3-[3-(4-Fluoro-phenyl)-1,2,4-oxadiazol-5-yl]- p1per1d1n 1-yl}-thiazol-2-yl-
methanone
{(5)-3-[3-(4-Fluoro-phenyl)-1,2,4-oxadiazol-5-yl]-piperidin-1-y1}-(4-methyl-
thiazol-5-yl)-methanone
{(5)-3-[3-(4-Fluoro-phenyl)-1,2,4-oxadiazol-5-yl]-piperidin-1-y1}-(6-morpholin-4-
yl-pyridin-3-yl)-methanone
{(8)-3-[3-(4-Fluoro-phenyl)-1,2,4-oxadiazol-5-yl]-piperidin-1-yl}-(1H-indol-5-y1)-
methanone
2-(4-Fluoro-phenyl)-1-{(S)-3-[3-(4-fluoro-phenyl)-1,2,4-oxadiazol-5-yl]-piperidin-
1-y1}-ethanone
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3-yl)-nmet hanone
{(S)-3-[3-(4-Fluoro-rhenyl)-[I, 2, 4] oxadi azol -5-yl ] - pi
WO 200623249 -yl } - (5- net hyl - 2- PCT/IB2006/001674
phenyl -2H-[1,2,3]triazol -4-yl)-nmet hanone
(4 Fl uor o- 3- et hyl - r henyl ) - {(S) 3 [3-(4-fluoro-phenyl)

ad

ﬁg éoﬁra'y% QUSRS R 2 gl S iperidin-

3- é3 43F rq:%)}efggfé)nf,tﬁg%;;a?ﬂq%gp Se r}]/1]-p1per1 in- qe}tfl?gso%umohn-’q’—yl-
2115‘4 @Qé@ll azol -5-yl]-rireridin-1-yl}-(l-nmethyl-IHpyrrol
{(Sg) 3H{3-(rEliermplenyl)-1,2,4-oxadiazol-5-yl]-piperidin-1-yl }-quinoxalin-6-yl-
fe®anda¢ 3- (4- Fl uor o- phenyl ) -1, 2, 4- oxadi azol -5-yl ] - pi pe
H{S)-33- (%Fhmfd?plaei@ﬂ)-EQMLG@HMGDMI]{IﬁﬁéncBn 1-y1}-benzoimidazol-
6Lﬁ1ﬁ&hﬂdnero rhenyl)-1, 2, 4- oxadi azol - 5-yl ]
mm%ﬁd) ha1(yl) §B} 3((:% Bﬂhﬁiehfl' ﬁZ[qlz4]%xxd&zdp%u§%%ﬁdm- y1]-

| ‘uoro- eny 2, 4% oxadi azol

%&ﬁ% Hg{h%lq% é Lh )%lea%gf 5 %]-plseﬁ'dlh lnﬁt} Qﬁ‘ "Hido-
(4- ?q{g SA)%FHI&-% ﬁw %Ihjan@) ﬁ %)4 clgcl;lla{agglo% yﬁ 1}/ pgndln—l-

@QF‘F uor o- phenyl ) -1, 2, 4- oxadi azol - 5- yl ] - pi peri di nl
(4 voro-phenyl)-[(S)- 3 (3-nap thaien-Z—yl [1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
mgthdnosghanone3- (4- Fl uor o- phenyl ) - 1-{(S) - 3-[ 3- (4-f | uor o-
(4{thenygiphenyll)-23 43 -¢4-dhoaepherfyby(l1]2,$loradiazhl 15-y1]-4-methyl-piperazin-
113 shdth@iompan- 1- one
(E)(3Sa4 Bl'u[oﬁy g)%nﬁl)upq@)mﬂpﬁ%ﬂ ﬂuéro%o}énﬁ)c@mz A Sadieyl-3-yOL pe

Plgr inolin y nmet hanohe

F [b?m! udbYHCAIPRED il fﬁbaﬁaﬁé-@:as}ﬂohpt}pe

ano

Ppe /
§ P i ﬁnggg,ggalg@lﬁyli@gxa 279y 5 Y ARy
P?WLF’@E S) - 3-(3-napht hal en-1 -yl - EI 2, 4] oxa
4ok lororphsn )){(%Xy %ﬂé%( Hrq-phamyl)- ﬁ&ﬂﬁﬁ%ﬁ@ml 5-yl]-pipetidin-1-y1}-
matgagpng- [ 3- (2, 6- Di f | uor o- phenyl ) - [ |
3, S@Jﬂuomphwb’r{{s)—%[ﬁ ~(prinitee-phienyl - Fy2,3 Jokadiatal S plpipireyidin-1-
ylmekthaname

(4- Fl uor o- phenyl ) - {(S) 3-[3-(2-net hoxy-phenyl )-[1I, 2, 4]
Fop#rdivezRhcdoddubPitAstd B¢ Bndexdtbod tHat ﬁﬁﬂﬂﬁrh%emﬁcatlon “(C1-Ce)”
méafls Eldépd' lﬁh‘)lm (IS)Z:E %E’Er’(ﬁaé‘tﬁlﬁbf%&ny « ang ” means a

73 ti IS enyl ) [ 2. 4] oxad

g % fEcii i
ul8 amé At sttt e
prqpy, 4sepreyylgh E;t]e laomtﬂo e bmwm)t bPFYLZPQﬂ]tﬁdx isopenty), nsopantyl,
terl-pgitpeheil ae rbonyl }- piperidin- 1-yl)-ethanone

“(Cy-Cg)alkenyl” includes group such as ethenyl, 1-propenyl, allyl,
isopropenyl, 1-butenyl, 3-butenyl, 4-pentenyl and the like.

“(Cy-Co)alkynyl” includes group such as ethynyl, propynyl, butynyl pentynyl
and the like.

“Halogen” includes atoms such as fluorine, chlorine, bromine and iodine.

“Cycloalkyl” refers to an optionally substituted carbocycle containing no
heteroatoms, includes mono-, bi-, and tricyclic saturated carbocycles, as well as fused
ring systems. Such fused ring systems can include on ring that is partially or fully
unsaturated such as a benzene ring to form fused ring systems such as benzo fused
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{(S)-3-[3-(4-Fluoro-phenyl)-[I, 2, 4] oxadi azol -5-yl]-pip
eridin-l-yl}-(4-imdazol-I|-yl phenyl)- nethanone
W@ 26061128249 - phenyl ) - {(S) - 3-[ 3- (4- ni tro- phenyl ) - PCT/BB24)60001674
adi azol -5-yl]-piperidin-I-yl}- nmethanone
(3, 4- D|fluoro phenyl) {(S)-3- [3 (4 nitro-rhenyl)-[1,
net hanone, For. th

0X 0 ireri

catbby e L el iudep i 8{; ﬁﬁ&%?@? aaapwfafei g ﬂf%ems
EX@g@%ﬁSf vl sy ¢lesikyl excluds) eyciens YSURPeRiEbi flghsxyl,
degahygrongphthalgne, @d@mam@m andsmsl, ﬂuemwl;d)i‘ Aetanighydrengpbdalene
angtledgkehaving 0, 1, 2, 3, 4, 5 or 6 carbon atons. In

this specification "C' nmeans a carbon atom 1In the

aboveletteddydidallgl; relfdre td e optidriliabdtivhied cadbeidtscaiaining at
leaBt6AE BéterdBlohY dele®ddMbepRUGRK fromOPNOPYI indAkleY nono-, bi-, and
tral-‘ﬁéﬂ@ ‘é&tﬁfatecﬁ@a‘ib bk, astv%lf a@dtsé/d rin %%ﬁtéfﬁs S‘uél?ﬁfs@& Yﬂng systems

I
'g?‘g%? gf g EB% [tlgfgtﬁf ﬁ&%f agg% T&% t %gr as a lfenzeneP lr;glg :)(;‘
rope ut
heferisy EM aé&d%’ P‘fff“é] F aaﬁl%pﬁ{ﬁ =|tﬁ‘6 ShEibohene,
ISE’plS%‘U’é]P'PH@aé‘ propynyl butynyl, pentynyl and
the like. "Hal ogen” |ncludes atons such as fluorine,
chl 6ArylE intdndesi (A&-Gmiaryl gtpwe suchGyee Plasaiykyl-naphéyle 2gaphtyl and
thealikeopt i onal | y substituted car bocycl e containing no
het er oat ons, i ncl udes nono- , and tricyclic
sat uAajzlantyp’ahbl@ays:dcgscwmylvqejll 1useh §ichGs PEaLy Feoup, 1-
SHIALIUSB6UY, | DHheNALBIE &&) cﬁ Ripyl | s8up, hatphedylpropyl

r?, oﬁlr%h%/lgg&é)gfl ;é%&gb S;lﬁ?h%ﬁgtﬁlgh HﬁlBPQSna hiyFH&EPEglobP br the

usedcarbocycles Cycl oal kyl |ncludes such fused ring

st, as i roof.us rin ens.
c§c| Yf’% arliges 53& BEPOEER I ?ygﬁﬁ@fmp cSitaining 1 to 4
he T@ggfqt cte mta%ggg 1ng such as furyl
(fug@anﬁmgbnebenz,q) AYyl, ?] r1ng) thlenyl (thlophene ring),
benzoﬂn@phbrwaheamtmochapmngé,l mwlﬂr(@ytrhb ringeimidazolyl (imidazole
ring)lepyeazmtylc (pyaddold tingpf thiagolyd (Hniazmid irmgal 1spthsazbbl i (isotleatzole
ringpr iagylyl qiripoleaking)) geahzdlgagittratvde i) patidin (petidint eting),

pylaBpen e etidey ringy n@)}(ﬂmﬂ&myﬁ !yhrmdiﬁé Ueles, PORGazinyi (pyridazine

ring}d i‘hﬂbl‘ﬂ/c'(in@lol%at Hﬁ scﬁﬁd YQils@iﬁdolés M‘ﬁ‘é)' BenioiRffhzolyl
(béil!zf?ﬁid oid eflBg), rﬁ‘y sri lif nC( 8111‘176!1 ermg)
phialedfh %éhtéﬁzl d Lalinyl
(qu n;c: ar ﬁle gm fég mé) oxazolyl
(oxtaﬁ ugj}élg 159K %Zpﬂ@ Oi aer}éoxazole ring),
be@?@th%%vé fmze de rlp&h ] (fepgan Hag) %1 the\Hkg-he

like. "Aryl" incl udes (C6- C10) aryl roup such as

pheﬁblbtercmxﬂa&m” includen heghtoptyldRa-Gstadkyll) Reoup; whytedd kyamples
of hatetaaddsare Ghe Gamg aasytho$eCillhSBhtat kiy| therabape slafihitias, such as 2-
furblemetyyl @rovpp,3-furylpteeiny | gioly) 2gthtemplmethyih grotipet Pitienylmethyl
grothbO Up-ﬂmikiaﬂé'l?ﬁ}ﬂét@ﬂo @Ydu}ﬂr Qliﬂmda%oﬁfﬁ}ﬁ% prgiﬂmb 2LiBiHZolylmethyl
gr pP%—gﬁ ?l‘i’&‘ﬂi’}’l 5 Bupﬁl‘d@ﬁﬁ&h}’ll FRLPY1-q8IB8HPmethyl group or the

nmet Ryl™ group “or

“Solvate” refers to a complex of variable stoechiometry formed by a solute
(e.g. a compound of formula I) and a solvent. The solvent is a pharmaceutically
acceptable solvent as water preferably; such solvent may not interfere with the
biological activity of the solute.

“Optionally” means that the subsequently described event(s) may or may not
occur, and includes both event(s), which occur, and events that do not occur.
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like. "Heteroaryl" includes 5-10 nenbered heterocyclic

group containing 1 to 4 heteroatons selected from
W@00ga324Ni t rogen or sul phur to forma ring SurRCI/EBR006/001674

furyl (furan ring), benzofuranyl (benzofuran ring),

t hi enyl (thiophene ring), benzothiophenyl

(begéjft hi Opheﬁqt%tfg )éefFstyrro W&gﬁrr%? é‘@lgqi bstituent of
supstiggnts, mﬁlwlmdygree% ﬁf Salbéql tation hgjpe allewedialzss %ﬁherwwe stated.

(isothiazole ring), triazolyl (triazole rlnczs

t et rRxefotrgd c(nhpbmraiz@tf éherpragen| inygntiad dre comppedsef fomylla I-A
depictaiyebylr (pyrazine ring), pyrimdinyl (pyrimdine

ring), pyridazinyl (pyrNeagine ring), indolyl (indole

ring), isoindoly h ben20| m dazol yl

(benzi m dazole r , i pB ne ring),
qui nol yl (qui nol i [ pht al agi ntht al azi ne
ring), naphtyridinyl (naphtyU dixpe riny qui noxal i nyl

(qui noxal i ne ring), cifdol ylR{C nrol i ne ri ng),
pteridinyl (pteridine ring), oxazolyl (oxazole ring),
¥ ch BeRpexRRO! €
ﬁ%ﬁ. i LA ARG Bt B BT otuck P6ing
f\zanyl (furazan ring) and the like.
eroaryl al kyl" incl udes het er oaryl (C 1-C3-al kyl)
, Wherein ex I het er oar t a
Rigdate | EREPEL e‘&g? el st Zefi .(ﬁq ﬁa ﬂﬂiﬂ G Cgalbeny, -
furyl net r(ﬂz Cgsaaé‘@ﬁl :3- fagyhal th)het L, hYdrOXY= amino,
2- t hi eny|aninpalkylghydioxyadkylhi-€nyC IEWY Og rlhuﬁld R together can
1- i mi dazdbyh net(By{Crgydeplkyl ringi dagwbgiylebdnd Cgogp,a carbon
2-t hi azoldoubkettopl; gr oup, 2-pyridyl net hyl group,
3-pyridy|nethy| group, 1-quinolylnmethyl group or the
Pidd@ " Sokvabgch r%g?feﬁdélﬁlya GERdeXardl  dcbieabd ecycloalkyl, a

st oechi o wré{c QB AVar o%qiet&@arwgreup Bf f&ﬂmund of
fornula | a solvent. The solvent 1s

phar maceut i cal I y accept abl e sol vent as vvater

Rp/-e Rabl y; such vent rmy 0 nterfere Wlththe D
3 t}l cal actfemf/t \f t he soii?(:\\'ﬁotlonﬁﬁ’ \ nmeans H/O__
a _f iR subseqﬁentl glescri be/ t(s) na Xmay \oZF

“not geceur, . anda nelddes bot h eferft (&, whic @cc&r

and eﬁlents that do Rot occur.The term "substituted"

refers to substitution with the nanmed substituent or

subst i t udte By, ReuRei pldRdegr edulependenidy tare nyidseeeneihalpgen, -

al | oned M0gsECCHelkyl, s€CsCarpdoalkRylet@rsr@goynbopbialaiisgl, -(Co-

of the pr@&jsikényl,nven{@e0)alkenydpmpohuiol§CoLeYatityiul a hetefoaryl,

depi cted mﬁérgéﬁkymhaﬁywﬁﬁutamal QRsaCNR@RQbL(E@mIB)NRgRg, -

nydrat es \R,CORY AREOR,NR @gxgpoxqm@ rLsR% @a O)Rs,

R2 repres o’leg T g i f@ ’—C( )@(3@ NR;Ro, -

h( C2- C6) Ro, | or Ig gﬁ( S'tlt 1Jern optionally two

et eroary ﬁ; e&é e

o oo g n‘g) S@rﬁ% BF inget ﬂwg %tf%“g}a@éwc

forma (&Sl kyhy rf eegoq}a Hlé‘il@orrmg is

a carbon Qﬂ’é}%@ tiipted léhfbse‘& ‘T’PeP logemt- -(Ci-

sel ect ed C?ﬁbﬂikﬂen@'éctace)fﬂib’bal-@r(@-@ﬂcydoalkylalk}’l -O(aryl), -
O(heteroaryl), -O-(-C;-Cs)alkylaryl, -O-(C;i-Cs)alkylheteroaryl, —N((-
Co-Ce)alkyl)((Co-C3)alkylaryl) or ~N((Co-Cg)alkyl)((Co-Cs-
)alkylheteroaryl) groups;

Rg, Ry, Rjo each independently is hydrogen, (C;-Cg)alkyl, (Cs-
Ce)eycloalkyl, (C3-Cy)eycloalkylalkyl, (Co-Ce)alkenyl, (C,-Ce)alkynyl,
halo-(C;-Cg)alkyl, heterocycloalkyl, heteroaryl, heteroarylalkyl,
arylalkyl or aryl; any of which is optionally substituted with 1-5
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het erocycl oal kyl, an aryl or heteroaryl group of

formula R3, R4, R5, R6, and R7 independently are
whywsoee2my hal ogen, - NO2 -(d-C 6)al kyl, PCT/IB2006/001674

-(C3-Co6) cycl oal kyl, -(C3-C7)cycl oal kyl al kyl, -(C2-

C6) al kenyl, -(C2-C6)al kynyl, hakKQ@ Cral kyl ,

hﬁlfqg%gary e_ptrlpé eroaryl al k}éjl\h g@&@%%& @ :ﬁ_céaﬂ?ﬁ -0-(Cs-

NR8SCR2R9,C moalmiaﬂﬁmﬁ@ arylé;RQ(h@(tzé IR N(CoSlscykdReN(Co-
-S(=0) 2Nl%mkyl)(<§@3=©) eygloatiy - (Ee-Ce )@(l@d)m 8Figstltuents
C(=NR8) R9, or C(=NOR8)R9 substituents; wherein
opti onal Iy, Ew8, GLdﬁﬂthmpﬂehmtancﬂaepenmmyedZ(ﬁ@)# Re€C(R3)=C(Ry)-,-
i nt er veniggoy, @es)-0-0Qr=a-NyRs y-ari-8-; het er ocycl oal kyl ,
aryl or heteroaryl ring; wherein each rlng 'S

B Opti onal 'r¥prE§éh¥sh95 sy E' twn%d Q&Pﬁndeet—O) (Cp-
hal ogen, O NRs-(Co-

-0 (C3- C TSI ik
- - 2 y.. -
0( C 1%% 5?(%5 NORS) Co-
0- 06) al kﬁ293(1]65@b °€3C Dgr oups; RS, R9,
R10 each independently is hydr ogen O C 6)al kyl, (C
- 08) cyclReaid\Ro, Bd¢radaniyre s dFfyadabeye;,
(C2-C6) al kenyl, (C2-C6)al kynyl, halo-(G -C 6)al kyl,
J heterocy eé;méﬂehgsla, siripd¢ BomB r—xd(Rub(eRﬁ), e@r,yNaR Ky ar -S-;
aryl al kyl or aryl; any of which is optionally

subst i t utggd Mfﬂde Q[%T]ﬂz@fﬂgeﬁaJ(QQﬁlg)alky@'\'(Cg-Cc;)cycloaIkyl

c(7)C clzygfs%%ﬂ 1€I %C%"g (Cz-C )alkynyl, halo(C;-
N( CD- CB. 1 g %ﬂ% ?naf? WP ch is
o (B : %%E% & @f]‘% ég ]l(c'
- d H o Qterogz o—C,g)%/J.ky%i )alky;} E(B)a kyl)((C3—
r epr esenCs cxcleplisyh ot beIG@:O Caplkrd) (G sEssiterts -

(=0 - (C2- ©8)al kenyl -5 - C(=0) - (C2- CB) al kynyl -

- C(=0) - o-Any-N:(ma@)uaFaa-mmidecz) al kyl -,
- C{ =NR8) NR9- S( =0) - ( Co- C 2) al kyl -
The tesehtdn{édioincthdes both os%@t&%oﬁ@@-aﬁa)hﬁﬂ&@ds not only

%&9&3 630 e h&idmdum%mm?ﬁérs 6&Re1C2) al kyl - or
-; R8 and R9, independently

are
Eé M%i %?gf%&%{jc‘)%%ﬁ?ﬁgi S}f {h% &E&%&ﬂhgnﬁo agglzcﬁ%gc%glﬁa gii':] ﬁiﬁula
re hydrogen, -(C3-C6)cycloal kyl,
-(C3-C7)cycl oal kyl al kyl , -(C2- CG) al kenyl ,
-(C2-Co) al kynyl, hal o(£T®)al kyl, h& eroaryl

het er oaryl al kyl al kyl| or aryl;
optionally sub At ed i I”i
- Oftfeteroaryl),

[\
-CN, -(C1- Cg)alkyl -Q(C0-C6)alkyf,
-Q(C3-C7) cycl oal kyl al kyl, -Olar

- N( ( Co- C6) al kyl ) (( Co- C6)-nl kyl ), N((Co C6) al kyl ) ((C3-
Cr)cycloal kyl) or -N((C 0-C6)al kyl)(aryl)

&Y Bﬁa‘iﬁrfaU&Rfcﬁl;ly acceptable salts, hydrates or solvates of such compounds

Wherein

Pand Q are each independently selected and denote a cycloalkyl, a
heterocycloalkyl, an aryl or heteroaryl group of formula
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Any N may be an N-oxide; The present invention

i ncl udes both possible stereoi sonmers and i ncl udes not
woniog/12Reem ¢ conpounds but the individual enaPCT/BRBO®001674

as well. More preferred conmpounds of the present

i nvention are conpounds of formula I-B O

phay maceutically acceptable salts, hydrates or

ys\zJ, tgs of such c ounds V\herel n P and Q are each

d

epsndent | y Rgef; }'Te d and de ycI oaRzﬂ‘ 6.
t erpeycl oal kyl(' q{yl or he ryI gr odp. d /,'=
Rif OFTl aR3, R4 RS fand R7 - daepaﬁadent |y é,«g'é Ry -
hydr Bgen, hal ogen R5 N02, -(G -C 6)al kyl,
-(C3-C6) cycl oal kyl, -(C3-C7)cycl oal kyl al kyI , -(C2-

C5) al Kenyi, Ry (IGRRGRNAIy Y |, itebendel 9)midkyjn, halogen, -

het er oar W, hat et 1, 2By Cq)cPeBhIRYKY(C b’}l'oloai@?&kyl (Co-
- msgggco § %ﬁ% k éﬁ% ’\Eﬁﬁ o, 6)a teroaryzl
- S(=0) 2N, YOI % : ; —NRQ,O)-Ig?gg)gﬁ;
C( =NRB) jo ks b Ek O)NRgRg,

optional I

i nterveni 1\%8)}3’{9@ o- (f: o1 §8) thtl‘:‘erﬁ%t @’ O&?EP fy two
aryl or rabsiteenty prer qompinethter Rierinleaening #g mﬁgo form a’bicyclic
opt i onal |hetdroeychemikydulesili t ot eketevortyl 1rime;i phewsehdeph ring is
hal ogen, opGhnally fiitheChibatitaydd, witlDl (SGpdgandetyhialogen, -CN, -(C-
-0 (CG3- C‘@é)adkﬂoal@%@b@ﬁlkyl G(@4-Ty)cyclaplketabybar-@(Guyl), -
-0 (-G -©@ @Ir %rlér YO(-C, & H)ilkyladyl al @y Chal;plodhatbroaryl, —N((-

-N Co- Xyl I — -C¢)alky)((Co-Cs-
0- (Oé) al k 2‘ @ﬁdll@aﬁgtgrgg%yl))ogr}g%%(s 6)3 ngé( e

R10 each |n epen e l?lg%/ |p§yhydrogen (Q Cral kyl, -(C3-

C6) cycl o 7 c 3 (C
-<cz-ce>% 1% Rl Fed i (fﬁ%ﬁéf i rbggg (Coboih
het er ocy yh %y E‘lllf?"rry Ryjo)aHeenys, 2
aryl al kylCq glﬁ ?I}fﬁlal s ierogyelpalkyl,  heteroaryl,
substit utI@@rvarV lqyl,@rylﬁﬂféf eh%réfhtanm is 0 nally substituted
1- 06) al kywith G5(iader@ailertbglogen,0CN, G169 eli, $a Ry Calakiyll, -O-
5 - ar yl(Cs-CRlyokathytrkyl] )-O(aty)CO-Qbeterdary).2, ~N(CO'Cs-a Ky,
N( ( C0- CB)NURYCKallEBY(Ch-G s Ystivalkill ) am - NNK(Co-Colalkyl)(aryl)
0- C6) al kydubétathslts; substituents; D, E, F, Gand H
represent i ndependent ly -C(R 3) = -C(R3)AR 4)-

O -, -C5Sy; Fr:? d '\Fe rff%de&hd Rivﬁé(m%’ rﬁcs@@g-l‘cm

_singl e b
R12 i ndepé Q_g)gri r"e Rydr ége O(rQ Cral kyl ,
- (C3-C6) cycl oal kyI -(C3-C7) cycl oal kyl al kyl ,

C2- C6) al kenyl C2- C6) al al.o al k
J hét er oa)r yﬁpreqféfsa%églybani &ﬁaxg{ﬁ{ay ( 5 %any of

which is optionally substituted wth 1 5 |nde endent

hal ogen, Rig\Rizifdependently are hydrogen, -(C1-Ce)alkyl, -(C3-Cs)cycloalkyl,
~(C3-Cy)cycloalkylalkyl, -(Co-Ce)alkenyl, -(Ca-Ce)alkynyl, halo(C;-
Ce)alkyl, heteroaryl, heteroarylalkyl, arylalkyl or aryl; any of which is
optionally substituted with 1-5 independent halogen, -CN, -(Ci-
Cealkyl. -O(Co-Ce)alkyl, -O(Cs-C7)cycloalkylalkyl, -O(aryl), -
Oc(heteroaryl),  -N((Co-Cg)alkyl)((Co-Ce)alkyl),-N((Co-Ce)alkyD)((Cs-
Cy)eycloalkyl) or —-N((Co-Ce)alkyl)(aryl) substituents;

Any N may be an N-oxide;

The present invention includes both possible stereoisomers and includes not only
racemic compounds but the individual enantiomers as well.

12



Co6) al kyl, -Q(C0-C6)al kyl, -Q(C3-C7)cycl oal kyl al kyl,
-aryl), - QO heteroaryl),
WO No6/@z32@6) al kyl ) (( Co- C6) al kyl ), - N( ( Co- C6) al kyPQT/{B20@5/001674
C7)cycl oal kyl ) or -N((C 0-Co6)al kyl) (aryl)
substituents; Any N may be an N oxide; The present
i nvention |ncludes bot h possi bl e stereoi soners and
Spepidicaldieprefrstedsompovadesec conpounds but the i ndivi dual
enantioners as well.Specifically preferred conpounds
(4dileoro{phely 1 643 f(Brefhupkg-phény 3[ (24 ok adiazn!-5-y1]-3,6-dihydro-2H-
pytidanydy) -fdethdndpeoxadi azol - 5-yl ] - 3, 6- di hydr o- 2Hpyr i di n-
4IF1¥drb- 1naADGBE4-fluoro-phenyl)-[1,2,4]oxadiazol-5-ylmethyl]-pyrrolidin-1-
grlﬂ ﬂqeﬁ;aﬂpélgy gﬁeﬂyf{) {2-] I?? (Az,)fﬁ uor]o phenyl )y[l g] ﬁ))éxadi
B

i3 {gz)r@z ééghuef@s}?fygl[ggm& eny @%Ffﬁ%em lgiédi azo
SP& P ECHABRIRAS ﬁﬁ%‘@ani S Gt

hyl | so azal - 4- met

(Sz @?%ﬁggm(rg{mg?r&ygﬁb ¥ 1)ach1|-5 -yl}- p¥per1d1n 1 y?} ?5 methyl-
isaxpzol dnethaions 1] ri perl din-1-yl}-(5-methylisoxazol
{(S)- l{gf{é-Fimlrh@hm}é) -[1,2,4]oxadiazol-5-yl]-piperidin-1-y1}-(3-
PhEaEynReth3-phéaf)-nwmtienohenyl ) - [ |, 2, 4] oxadi azol -5-yl ] -pip
{(8F B4ﬂ3-'04 Fiudré*phaiylphlen@]@mthSplﬂ'@'ibérﬂdimtym}&ﬁmﬂlydm-
thlbf) 3r-{1$niehhdnlower o- phenyl ) - [ |

&54&@1@129'[\/1)5{(33 -B-[Bi(BaTdosd ﬁhényY)Ll}l A ARKERRASO b ARY -1 -

hanone

g@ %ﬂmr? %ggnjl [/ll i 41) x§2113§01[§'¥1ﬁ #)11;61'1{&?41? r}@ﬂﬁ[@‘%%]é&dk% pg'ran-
32[&(_&3?#? pb#rtyé} [1‘3@ #loxadiazol-5-yl]-piperidin-1-yl}-

m %HOPQU et r ahydr o- pyran- 4-yl)-net hanone
(3-Beareriebgny)(E)- 33[{)@4 flx;oqomhgnﬁ]_) -[1,2,4]oxadiazol-5-yl]-piperidin-1-
yl¥-hmethandng | |, 2, 4] oxadi azol -5-yl ] -piperidin-1-yl}-
{(&)33-Ih%t(\@ﬁhl&@-pBﬂl}de,Z,ﬂhﬁﬂMel-S-yl]-p1per1d1n—1-yl}-(2,4,6-tr1ﬂuoro-
phefiyd)-mdtHadofed- f | uor o- phenyl ) -[ 1, 2, 4] oxadi azol -5-yl ] -pip

él(%)gﬁig -Flirord. bhex{??}- @@]ebﬁ(;ulh)azcilﬁ }él] Eipoeilgar: ; zy(l)}l -(4- me}:h]y 5i b

jﬁ?élgq ?6%3 pé%nl}lo)r @ ér %]e(;r%?igﬁ?@g@’ﬁ oe)r(lggl? 3L ?gn@)gﬁ upre- palrldln
%{Péél W@%ﬂ"xﬁ%‘%"& Pt pinesiding1-y1}-pyridin-2-yl-

8rl 2, 4] oxadi azo| - 5-

{(S é(ﬁ} -§lyero- mh'iny}l) E’1(324qu ] pyYhil-gmeridg- Wﬁ %ﬁ%ﬁ&ﬂdm-

g)etlgmpge (4- Fi uor o- phenyl ) [l,2, 4] oxadi azol -5-yl | -pip
{(%}3 -{8-t-Flupkq-pheylei 152, 2ok diatdidrpleitteyidite byl Jof i, 245-trimethyl-
1H-pyol 3~y 3-nhethddoner o- r henyl ) - [ 1, 2, 4] oxadi azol -5-yl ] -
(2, aipiatetigiAhiazolt 3-y1) (SR3-p3(4-Byoicdptienyl)-[ 1,2,4Joxadiazol-5-y1]-
piperidin-1-yl}-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-o-tolyl-methanone
(2-Ethyl-phenyl)-{3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-
methanone
(1,5-Dimethyl-1H-pyrazol-4-yl)-{(S)-3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-
piperidin-1-yl}-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-furan-3-yl-
methanone
(2,5-Dimethyl-furan-3-y1)-{(S)-3-[3-(4-fluoro-phenyl)-[ 1,2,4]oxadiazol-5-yl]-
piperidin-1-yl}-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-(2-methyl-furan-
3-yl)-methanone

ﬁa;osz
*Hn

4y1
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3-yl)-nmethanone {(S)-3-[3-(4-Fluoro-phenyl)-[I

52, 4] oxadi azol -5-yl ] -piperidin-l-yl}-(l,2
wG2e0bn2ired hyl - 1H pyrrol - 3-yl ) - net hanone PCT/IB2006/001674

(2, 4-Di net hyl -thiazol -5-yl)-{(S)-3-[3-(4-fluoro-phenyl

)-[1, 2, 4] oxadi azol -5-yl]- pi per| din-1-yl} -nethanone

4- Fl uor o-phenyl)-[1, 2, 4] oxadi azol - 5- -pip

(S);b 51Dihydr9f(qen@[ﬂﬂ1]c§dpx1ﬁe‘i HRrH8ra-(4-fluoro-phenyl)-[1,2 4Yoxad1azol 5-
yll-pipetidip l-yBemsthyngm®- [ 3- (4- f | uor o- phenyl ) -[ 1, 2, 4] oxadi a
(Sr4-Fhroyd-B-metheryi-plenyl)- §8- [3-(4rudrarmdesyl)-[1,2 Aloxadiazol-5-yl]-
pqééri}c-f)in-{ﬂll-}ﬁ}a-&ﬂ%fhanbhb pyg;zol ghyl )-{(S)-3-[3-(4-fluoro-phe

S 31(4-Fuct 1 4 i zolFB Fpitiridtind Wi} -3t din-
f;_i%_%[ ﬁ(ap @lélé!tilo)rigl rhgr% gﬁf]%gxadl a?lo}f (5 yélﬂ?ngyg

_' I
(SPi7:Briinb: i g1 n@syq@ﬂtf?ﬂ%ﬂ@mflyl ZHTESRERET ) -

" fga ey o by BN
RiEE uoefapﬁ? J&} b #h@ﬁy?@ R Y b e R P igin
J I { h S

<ssé3ww@rg@%wrﬁe S iaamls yﬂ;mq%%grg iﬁfﬁ-ﬂ%ﬂ{ﬁ-ﬁm—

m‘lp 2, 4] oxadi azol - 5- I; ﬁ)l peridin-

{(S)-%[}-n( wmm(ph@lyl) [1,2,4]oxadiazol-5-yl]-piperidin-~1-y1}-(3-methoxy-

thippher(-2-yb-methen@enet hoxy- phenyl ) - {3-[ 3- (4-fl uor o-

(44E1edy -miethy R pédngKafiSp3 qB-B-ftloke-phépd)-| 1g2,Atoxadiazol-5-yl]-

piperidin-15%8] -hesaenene

(4(f@or{> He?tyl ‘%csl?l?upf gbhﬁﬁﬂﬁy ?}%&h 22y161[@,;269b;@a7d%{zo§5;5)1j | pipkRdin-

%&ori— a%ﬁfwg(%] 090{;& t?l‘n'yy @raﬁ{% }1%[1&% r4 Ad&afagcll -5- }] -piperidin-1-
(4 Qo) %ﬁé hﬁsh%ﬁér%‘m&ﬁ%ﬁbﬂ)? f‘]oxédl&]z%%a ygiridind fllpi

m“éh’lﬂ%ﬂnﬁ yl}-(6-fluoro-pyridin- 3-yl)-methanone (S)-
{($B3{[%~(f&-ﬂtrqrwh@1yﬂh[sl@ﬂoxa iazad- My%mldzrbﬂ yb}-(4-methyl-
thiophgre8iyd)-methanqre} - (3- net hyl -furan- 2-yl)-net hanone
(4 S)ro DheByl-HISFBeBrthiophemiy)-{ | 2,420xdinealib ab)epipridihi1-pll-p
me&haring- | -yl } - (3- met hoxyt hi ophen- 2-yl)-net hanone
(4%&%%@;»1;& (lsmstmlth%ﬁwb)yi{[( S)ﬂ&zddﬁuzbﬂSfyﬂ)Uﬁb@Licﬂihelnle)

methanofe 541 oxad| a|ZO - “pi peridi n- -net hanone I
1l
;‘I‘% jg,fg»% A @ﬁ 1]‘ R ’% %ﬁ%%éfm |
do 633953 et % DR g e RE L A biperin-

3-furan-2-yl-[1, 2, 4 oxadi azo

{(%1 & (A} e ahwﬁ |5|,2 bioadinetSanbmependin-1 5T-C-

triflp H@H}Q-JHAP)FBWOY Ipieatanpng | | 2, 4] oxadi azol -5-yl ] - pi p
(4-gilnagtd +2-nethlylan(iRe-phertyy)- {GSDédBe(ﬁ ‘fluoro- -phenyl)-[1,2,4]oxadiazol-5-yl]-
piperidin-1-yl}-methanone
{(S)-3-[3~(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl }-(4-methyl-1H-
pyrrol-3-yl)-methanone
(5-Methyl-isoxazol-4-yl)-[(S)-3-(3-thiophen-3-yl-[1,2,4]oxadiazol-5-yl)-piperidin-1-
yl]-methanone
(3,4-Difluoro-phenyl)-[(S)-3-(3-thiophen-3-yl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
methanone
(5-Ethyl-isoxazol-4-yl)-{(S)-3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-
1-y1}-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-y1}-(5-
methoxymethyl-isoxazol-4-yl)-methanone
(4-Fluoro-pheny)-[(S)-3-(3-0-tolyl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl}-methanone
{(8)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-y1}-(2- methylamino-
phenyl)-methanone

l)-l_'

14



3 -yl )-nethanone

(4- Fl uoro-phenyl)-[(S)-3-(3-thiophen-2-yl-[1], 2, 4] oxadi
W@2wbAZ32yd ) - pi peridin-1-yl]- nethanone PCT/IB2006/001674

(4-Fl uoro-phenyl)-[(S)-3-(3-thio

rhen-3-yl-[1, 2, 4] oxadi azol -5-yl ) -pi peridin-1-yl]-

(i Eﬁ%u@}egyeﬂ@ﬁ iapl441 2ozl S spippiding-yih -
<3<3h Defusisp f@ 3{%&%‘13%&[‘23’[“@4%1%?1%‘3#5”5{)@?@?%9 1l

mz?n@xad. azoI 5-y d] reridin- 1-yl} -nethanone

(3{4( Bjflwrppheayl Fl(88 315113/@1!‘191 ¥, Za%]’mdmphifyﬂ)-lﬁpmf]mﬂrﬁ]
methamhing- | -yl } - ( 3-
(4tFlu<ﬁﬂobmmtfﬁyﬂ-lphhn}H)=|[(Sy-Bé(Zqiyﬂdiryh)yl-r[EQmmeazol 5-yl)-piperidin-1-
yl[-fheflanen®- 2- met hyl am no- phenyl ) - {(S) - 3-[ 3- (4-fl uor o- ph

(3qﬂEiﬂuo[r&-’pKelﬁJlPKSﬁBf(gﬁﬂynarrNﬂZ-]yl [0 A6 iaRol- 4y diperidin-1-y1]-

<2§ le%’z ?’ﬁeff RSP0 Bart bhadt- BEAN el
P“E’i%é”gg ’ﬂ%g?) EERIR RTINS

‘%ma@n& fl uor o-

(4 mrymhﬁ{lrl%)[csé Sc@-pipaiptieri-[3.34lokrdizzoliSovxaiparidin- 5yiit ) -
methaianer i di n-1 - yl']- methanone (5-Ethyl-isoxazol-4-yl)-
{(BX-B) 384 Bmethyl dmiao-ghpind )i, 4] dxbdRzd] HyHeiparalin-G -y } {4~
fluops-prenyd-methhngilet - met hanone

(2409 hdrd- §hér6&)5|1§9}381€3-'ph@ﬁ3ﬂl[1 2l 410adHK34RERbri@nYI-Y1PI P

m&haHn8- |
“LE“%W 0 f§‘°¥§)" LEFAPARSRxgdigrol syl pipeidio-1-
g %PE?%Y U3 RO RRES-v11-piperidin-1-y1}-(S-methyl-

’gro pyng?n 3-yl)- [(S)y3 ](3 ghcgneyrl I[(leZrzi]oxa)élllgzof % yrlrfélggrllc%? ln;l?he
dfone( 4- Fl uor o- phenyl )-[(S)-3-(3-thiazol-4-yl-[1,2
(4 T} Reingthyl-pBenyl)) [{(P)- 31(33-phch}d-[ll 2\Alpxadieroh&nydreiperidin-1-yl]-
met3Bdndi f | uoro-plienyl)-[(S)-3-(3-thiazol-4-yl-[1,2

{ (D4 -PBariranad-phenyl)-F1E1, MRk adibroll 5=yl Jpip eﬂﬁhh@-@f@}nﬁi fluoro-pyridin-
33(1§3nf13ﬂ{an6h¢,|oro phenyl ) - (S)- 3-(3- pyrldln 4-yl -1, 2, ZP

1{5(?32 I4u 4—%Jlglhéro?h§hﬁg g%gl J)xa)ﬂke]zo gli?qj]?g&g(%lll UG- mTthyl
(D] r%f%ﬁhe ! ?{‘@3’9 31 a5l .%‘Pﬁf“lz- B YIF%,@?“E}%X
p i r

(PohBs 4% et @sadézplsg% -ipg- g or-2-

m YA ﬁ‘é)d) angng| | - ;l peridin- 1- % met hanone
(3,4-Difluoro-phenyl)-{(S)-3-[3- (2,4-difluoro- phenyl -[1,2,4]oxadiazol-5-yl]-

piperidin-1-yl}-methanone
(2,4-Difluoro-phenyl)-{(S)-3-[3-(2,4-difluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-
piperidin-1-yl}-methanone
(2,4-Difluoro-phenyl)-[(S)-3-(3-pyridin-2-yl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
methanone
(4-Fluoro-2-methyl-phenyl)-{(S)-3-[3-(2-fluoro-phenyl)-[1,2,4] oxadiazol-5-yl]-
piperidin-1-yl}-methanone
(4-Fluoro-phenyl)-{(S)-3-[3-(2-methyl-thiazol-5-y1)-[1,2,4]oxadiazol-5-y1]-piperidin-
1-yl}-methanone
(6-Fluoro-pyridin-3-yl)-{(S)-3-[3-(2-methyl-thiazol-5-y1)-[ 1,2,4]oxadiazol-5-yl]-
piperidin-1-yl}-methanone
(2,4-Difluoro-phenyl)-{(8S)-3-[3-(2-methyl-thiazol-5-y1)-[ 1,2,4]oxadiazol-5-y1]-
piperidin-1-yl}-methanone

15



(5- Met hyl -i soxazol -4-yl)-[(S)-3-(3-

rhenyl -[1, 2, 4] oxadi azol -5-yl)-pi peridin-1|-yl]-
WOredoa/azs2me PCT/IB2006/001674

(4- Fl uor o-phenyl )-[(S)-3-(3-pyrazin-2-yl-[I, 2, 4] oxadi a

zol -5-yl)-piperidin-l-yl]- nmethanone

%@fr{{égﬁ ?YJD{@?%[I?-(%I'H&%{?Y@%?X : -}yi)(u 2,4Joxadiazol-5-yl]-
>Z%"I "?%32 6‘%5‘131%01(%1’1&1?&%?1‘“1} 1 -Hroxadi azo

tr1 UG ORe hox - met hanone (2, 4-Difl uoro-
{(®nh -F ll{ogegphgly_q @.,% orxp Spﬂéme)ndm- -yl}-(2-fluoro-pyridin-
4-yl)-neethnoradi azol - 5-yl] -pi peridin- 1- yl}-nmethanone

{($XBI3-84-Firof @phénydyr 02 hbmydl1)1zc{1+5 ﬁ]@ﬁpﬂﬂd‘l ~aab}-(Bflybgo-pyridin-
4-ylyqoesthasione | - yl } - (5- net hyl i soxazol - 4-yl)-nmet hanone
(6-Fluoro-pyridin-3-yl)-[(S)-3-(3-phenyl -[1I, 2, 4] oxadi a
ThePresent/inveiiddee]atisto hhé’bﬂa:rmﬁ@éuﬂ@ﬁl@ﬁ&‘cc table acid addition salts of
cofn oErlldéQ)erh oﬁ‘ﬁhm’ll or%ﬂ&ﬁﬂé&uﬁ&aﬁ%f a@cé?a @aﬁﬁkrs[olr eeiffieRsd

azol - 5- - reridin-| -y none

Tf;{;%iseg I(Atz nFlreLIIa%:iﬁci ?%éﬁlfc?dug %éc 4 oxa%{/éan%lng a condition in a

e ‘treatment or eventlon of which is affected or
facili }eds yethe znwrwl@qha@%‘/ Hesly of -rpﬁ,hé%%]aélfeafa%zlapdtéatyrﬂ and
partisulalyimiogitive pllogteriq mogleteys. i soxazol - 4-yl ) - met hanone

{(S)-3-[3-(2,4-Di fluoro-phenyl)-[I
The Zyrddeok avienia@l 1@atgs fo pipethod iuseful yor} tréabing| aroprepsutingi various
peSpherdl) ametdandnervous system disorders such as tolerance or dependence,
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;;,a}zaéq:ntga y)in the feum g t1 ong forquqg%n@pwally in the form of
ongubnrs ab rl@u@wnwphlyﬂypmﬂy:l )"or{r( Sf -eFefletiqm-febtally anpthenforin of
supgokit®;jes$] oxadi azol -5-yl]- piperidin-1 -yl} -methanone

(4- Fl uor o- phenyl)-{(S)-3-[3-(2- methyl-thi azol -5-yl)-[1

The Dhédndcasticat SdrmAdtidos IQifIQEé irflieRtion Ay} bdTBlepaR@Ms conventional
mektds! Womhe- AT ihdi RadeYdd tHe ardmbdnicar H@ﬁnﬁb@lﬁ&h loBARyed- will
depenli=dd e A% @b A8 Yt ik hiktrattdeP SFtle ol dity! dose usually ranges

ﬁo_(‘ggé? Bagsuozrogoﬁ?%nyl) {(S)-3-[3-(2-nethyl -thi azol -5-yl

METEODE GF SAPHAESly ° V! 1

Compounds of general formula I may be prepared by methods known in the art of
organic synthesis as set forth in part by the following synthesis schemes. In all of the
schemes described below, it is well understood that protecting groups for sensitive or
reactive groups are employed where necessary in accordance with general principles
of chemistry. Protecting groups are manipulated according to standard methods of
organic synthesis (Green T.W. and Wuts P.G.M. (1991) Protecting Groups in
Organic Synthesis, John Wiley et Sons ). These groups are removed at a convenient
stage of the compound synthesis using methods that are readily apparent to those
skilled in the art. The selection of process as well as the reaction conditions and
order of their execution shall be consistent with the preparation of compounds of
formula I.

The compound of formula I may be represented as a mixture of enantiomers, which
may be resolved into the individual pure R- or S-enantiomers. If for instance, a
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pi peridin- 1-yl} -nmethanone(3
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{(S)-3-[3-(4-Fluoro-phenyl)-[I, 2, 4] oxadi azol -5-yl]-pip
eridin-l-yl}-(4- trifluoromethoxy- phenyl) nethanone
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prépaddd ARofdP e HnthdIR REGhdn¥Es IRNSEAEN fthe REAerkdY 1-4.
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sol utlon I} %‘F I{/ %g? pd above
onguent sﬁ%’fepfeﬁ?l'i‘ 91 ? Ikyl-.

e-lotion, rectal Iy | n the form of supp03|tor| es. The
a@%@%mateﬁlal poideninae cembe pfepatrd Hhmethods kneray ihe art of
praapiersydthesis epsel &orth imrirt byethh doldowing shwhesis Schiche 1.
nature of the pharmaceutical conposition enployed wll
depend on the desired roulSehedde pdm ni strati on. The
total daily dose usually ranges from about 0.05 - 2000

my. METHORS, OF SYNTHESI S Conpoumgs of ner &k, f ornmul a
| may be ﬂo d by H8t®8ds Known T'n rt of

organlc synthesis as set forth in part by tN®H
emes. In all of the schene

f ol synt hesi s . sc

dosd PBga Bﬁﬂ%v@e f’iVPtlY"s( MR PXanple ér%%@@e@mm!ﬁ)d@ ée@@teﬁlgwﬂh
hY‘éIioéﬁ ingpndss psitraler sicr eepditions syelo apdricthdaming, djisepropyl-
ethyfeapiae.nesléiys gasponate asabud anskeoxiile ind detibé ipri svithbleewmlvent
(e.pf methghalsvhgl, ethyloslediidln g hgreagpmonatypicalinbpebatselsy allowing the
reagticitethpegatitue t6 tandatoiviydide amblht RhfRAGe Sy B r8ture range
of (@& @ep td SUYC aftthsWel Br B-tmdvin théI8dge & HoBET hBGr @HAYRS hours
inclubive’ @88 ks UMPREBIGa, GRBIEeW | 18Y, ©Im SON%.; JLiand)93f; Cordova,
BeGdrBHASIaBE, RABIPVE 3], AMEAMRAL SN, 41; 13; 1998; 2411-2423, Lila,
Christine; Gloanec, Philippe; Cadet, Laurence; Herve, Yolande; Fournier, Jean; et al.;
Synth.Commun.; EN; 28; 23; 1998; 4419-4430 and see: Sendzik, Martin; Hui, Hon
C.; Tetrahedron Lett.; EN; 44; 2003; 8697-8700 and references therein for reaction
under neutral conditions).
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readily apparent to those skilled in the art. The
wa@edoeatizan of process as well as the reacti on PCT/IB2006/001674
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prepared according to the synthetrc sequences
The|finak steptneay benefifdntedSithemby alpracesy\desceibad i thedScemadhor by a
procestefesodieatt inythe Sclemel 4.0or het eroaryl as descri bed above

B represents -C(=0 -(C 0-C2)al kyl -;

-S(=0) 2-(C0-C2) al kyl -. TRensh@gting material am doxi nme

can be prepared by nethods known in the art of or gani c

synthesis as set forth in part by the fol I oW ng

synfPhigsi s-Schene 1. Sche‘?ré" turn rﬁalee

XY@ ' (emyptectim . ®r 0- benee

react ed Wit A hydroxyl a i ne untér ne’ht or basi

"tondi ti ons such as tifi et hyl anmi ne,

*§i i sopropyl et hyl am ne, sodi um carbonate, sodi um \@

hydroxi de and the like in a suitable solvent (e.gqg.

met hyl al cohol, ethyl alcohol). The reaction typically
Aspslpyerds thy Sehtwoi hgprotesting sroumsnP Ge rpue ramoves usingastandard
methaoaial In theofivlaami 8nB iseampdefatedr sbotve, X iseiglegent doreexammnge the
pipefidifeieriumiFeisGO4ctdédwith S \eeylf darheterbdriBadyh chideide asige nidthod
thad BRUEadily ppardaPtd BodSskil®dr i the art. The reaction may be promoted by a -
base such as triethylamine, diisopropylamine, pyridine in a suitable solvent (e.g.
tetrahydrofuran, dichloromethane). The reaction typically proceeds by allowing the
reaction temperature to warm slowly from 0°C up to ambient temperature for a time

in the range of about 4 up to 12 hours.
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i nclusive (see for exanple Lucca, CGeorge V. De; Kim

U T.; Liang, Jing; Cordova, Beverly; Kl abe, Ronald
wongoea2323d ; J. Med. Chem ; EN;, 41; 13; 1998; 241RcR1E2806/001674

Lila, Christine; d oanec, Philippe; Cadet, Laurence;

Herve, Yol ande; Founder, Jean; et al.; Synth. Commun.;
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Hui, Hon C ; Tetrahedron EN;, 44; 2003;
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di ch|oronet hane). The re ctl on typical I y proceeds by

al ljg the reactiogp tfe tureto war m sl owl y f o
E CNI arbyitegiprt_ t er“htu e I;or bYre pee thf
about 4 up to “up to 1 ours. Scheme

PGy

In the Scheme 6, PG groups are removed using standard methods. The coupling
reaction illustrated in the Scheme 6 are similar to those described in the Scheme 3 and
4 (when X = OH).
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Deprotectio p Coupling As shown in the Schene 4,
protecting groups PGl are renoved using standard

woredokoei49 The coupling reaction may be pronot eRCDYB2006/001674
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1 0 Rt "‘\1
Coupling Cl) Cycllsaﬂon N
N~
N
PGy

Gy

-u—z
'U-—Z

i

In the Scheme 8, a substituted amido-oxime derivative (described in the Scheme 1)
may be converted to an acyl-amido-oxime derivative, by reaction with a piperazine
derivative (as described in the Scheme 8), through a process similar to that described
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the like.
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Chromatography)
mmol (millimoles) NMR (Nuclear Magnetic Resonance)
min (minutes) 1H (proton)

AcOEt (ethyl acetate)

NapSO;, (sodium sulphate)

K,CO; (potassium carbonate)

MgSO, (magnesium sulphate)

CDClI; (deuteriated chloroform)

HOBT (1-hydroxybenzotriazole)

EDC.HCI (1-3(Dimethylaminopropyl)-3-
ethylcarbodiimide, hydrochloride)

RT (Retention Time)

EtOH (ethyl alcohol)

NaOH (sodium hydroxide)

% (percent)

h (hour)
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organic acids. These salts are readily prepared by

treating the base conpounds wth a substantially
weoweiad2zent anount of the chosen mineral or orBENR2006/001674

acid in a suitable organic solvent such as nethanol,

et hanol or i sopropanol (see Stahl P. H Wermuth C G,

DCTM‘ Hi‘éﬁj’o‘f&né{hanq rar meEceuttal s Sarty ndy Q}Qﬁ? hoR® acid)

DIER (RRbLO Sy dfigey, W 1 ey 2002)- hr@qu‘fﬁ bﬁ’rWht m)

Mﬁ_ﬁ’g—:memnrrr(rnin{)ﬁrg C)\d‘llpl €S d1 e 1Tt C1IUI Cfe’[ ahy mlaﬁl} e the
) |||c p1|yo| L,al Uala g‘l VET—1 01 IT L,UHpUU'ITUb

exe |f|ed |s O.nSIS§ ent with the assi

0 PHES TEIRh g Seurylp ash Aified o %dgﬂ)*f@i Bnless
othmvw%tnaheat %w@}ne@at%reﬁéfeeeﬁmep pligiafle). All
reagtipns aesr sordugtads sadsxi em dmrtfa&mpﬁéqua@hmp%ﬁwrmre unless
otl8pwicé fivted) | y, the fol |l owi ng abbrevi ati on may be used

in the exanples and throughout the specification. Al

r ef SIENVES shecthy iweee redoeded: onaa Batickent MdMIdreanusn a Brucker

30@19['3% C8BmRfal MREL -ard Bt §s%e@h{‘§£1‘t! §f3nhlﬁ6hf(91§1ﬁd5 vaits). Coupling
ELALH NGRS B Bl ?&?ﬁt §Sés%ﬁ§e rérgcrrﬁ'ﬁiﬁbhcltles
¢ [ AGh at%sasar s o iﬁeﬁw

(bR R S
(‘§ tgggﬁa%@}rﬂitplgt orded o(nesz %ruckerSSOOM—E or on a
Brucker 300MHz. dlf &al ShlftS are expressed in parts

LCHMS werq iesordesh iqnﬁ constants are in
Maghod &) Yfatere Atl ar(cp|2)7953,bﬂ qrﬁ@aﬁal@e@wgﬂwe\éféter%ﬁeﬂa MS
C18gpedemmnml. 3jim). Ftow ras 1 ad dniarMobidgsplpset A& ghass =swater/CHaCN
95/6s+ 095% TEA OB plasel whier/CHzCINF pI9StH) 0.06% TRRAY-Umhiat(}; 95%,
B: ged)nt 4(rﬂw(m o4, & )1009%),(478 Intih DAL 06, BL OMBL)e-6 1 meia gACess,
B ynger=she f@V'cﬁVéﬁcﬁ@n w&étépmlod@rr@ob% 20WLL 08,

3 ﬁr ' Z %.%ME@ '%mw s% L@MA&W&&&%&@M&B

CI
B T

in{Ag ,M, A8 B: 3 'J))As 1g A A,,
10(19@ gi{)-S 1 gnig (4: % @AS"/@g&: 3p° ,5U/y deqsctlggcw a{gys otodmde array
996ie208c4000m: \W\at er s Phot odi ode array 996, 200-400nm
MedtbachOpWaterAl liarse AT95 HAAMic2q128ssHQ. N @ ruomay steE@ynOottaynie18
(750t e, X Bpint)aFde i8] (Bxd Molite phdsd Miphast FowmatedCH; N2
95/31- UUB%'\@DA'E m&ewaeér SN =5W53t1e0. HSHBAM 95/ 5 +
0-B1 gér(f{,&r% B’ 171 1\'%;%]_ @%,3.@’\1(@"/%511*-@ nRRYATH%, B:

10@8 ﬁé s A@ 59 5 1%6 74 dglecglogﬁWé? Pﬁotodlode
Phot ar r
v %w@ %ﬁﬁn %Fﬁiﬁ%ﬁ%%%%‘??l %%% B
(7w rarad 1), Flow il gue dp aaenwate@CH#N
95/3. 505 % FiAvB phise ﬂWﬁﬂer/ﬁﬁHaCNb“b 198 ph8se T phase =
e e ot Tobaoe, 00 i ChP i Ry e s B B 100%),
8-%1 8fin (A 0I5B TFA). T6-35°C; MivhddtéctiodsSWatds Phétodiotle brray A9
20¢-40048% B: 100%, 11-12 min (A 0% B:

Method E): Pump 515, 2777 Sample Manager, Micromass ZQ Single quadrupole
(Waters). Column 2.1*50mm stainless steel packed with 3.5um SunFire RP C-18
(Waters); flow rate 0.25 ml/min splitting ratio MS :waste/ 1:4; mobile phase: A phase
= water/acetonitrile 95/5 + 0.1% TFA, B phase = water/acetonitrile 5/95 + 0.1% TFA.
0-1.0min (A: 98%, B: 2%, 1.0-5.0min (A: 0%, B: 100%), 5.0-9.0min (A: 0%, B
100%), 9.1-12min (A: 98%, B: 2%); UV detection wavelenght 254 nm; Injection
volume: 5pl

Method F): HPLC system: Waters Acquity, MS detector: Waters ZQ2000. Column:
Acquity UPLC-BEH C18 50x2.1mmx1.7um; flow rate 0.4 ml/min; mobile phase: A
phase = water/acetonitrile 95/5 + 0.1% TFA, B phase = water/acetonitrile 5/95 + 0.1%
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100%9, 12-12.1 mn (A 95% B: 5% . T 35C W
detection: Waters Phot odi ode array 996, 200-400nm
woveiokoeB2B) Waters Al liance 2795 HT M cronmass ZBZT/{B0eaM01674

Waters Symetry C 8 (75x4.6 mm 3.5m). Flowrate 1.5
m /mn Mbile phase: A phase = vvater/CH 3CN 95/5 +

ENERIER e i N e

T= 35C, UV det ect ion: Waters Phot odi ode array 996,
Ab s, erasHR YR taken mder plegpospray iopisatiosdiyl) metadager |

M cromass ZQ Si ngl e quadrupol e (Waters). Col um

2. 1*Mosifshaicattens vetreslonjiack dg thintlayd.chromBogplieorRP
0.250hh MudieesisNagd] Isilivargal glafds 260Fp2 39)wispllizéd Wit UVATight. Flash
coldni WE®htoghiphy WaakickriRb@ &R siliba PEIAS20-340 mesh, Fluka).

MéRIng ot AeRRhinklidie WD b& fornfbd sl A BAehi B- pzt%é»n@ S.
wat er/ acetonitrile 5/95 + 0.1% TFA. O-1. n (A 98%

B 29, 1050mn(A0?§ka1§ ])OO 5090mn(A
0% B: 100%, 9.1-12mn 8% B 20: UV detection

G SR T3 D B D e Rtalrs-» e vio-211

Pyﬁéizbbd -esthappne Acqwty UPLC-BEH O 8 50x2. | mxl . 7um
flowrate 0.4 m/mn; 6|>L§€h>?se A phase =
wat er/ acetonitrile FA, B phase =
wat er/ acetonitrile 5 + 0. 1(;.25m'n (A 98%
B: 2%, 0.25-4.0nfn (A 0% Bo”100%, 4.0-5.0nmin (A
1 Q% B 1006Dihglrd-26TpyridiAs- I%MbalBoxﬁ?@ acid\ téiﬁb&@fl RSN
vav el B gblutida oM, SAIFEREE &swlaﬁlemﬁﬁb&@hfénadﬂ frochloride

08l §9t660r§1§f0@3éx'£%‘i‘1‘1 b %te‘r %tmE IN'Ra H was
adH@c? ﬁgﬁi [E(p'i'lt fflﬁ?o fl y lr : t s then
VI sua enga g %? spﬁugg %gaé@” lvent
ce pre élr 5351&1 g‘ﬁn sg ied in a
W%‘HP 1 ?ﬁéenp ef’?é‘?rﬁ'i 196y Br‘f’ﬁ%‘:ﬂ AP avB further
58Pt ppar at us. Ie 1
L QSR Bl e Ao €T B GSH govepuz: 226.0, 128.0.

rhenyl)-[1, 2, 4] oxadi azol - 5-yl ] -3, 6-di hydr o- 2Hpyri di n-
1Byl } r‘rﬁ—[ﬁ&a(ﬁdﬁ&orb -fbhyl)-[1,2,4]oxadiazol-5-yl]-3,6-dihydro-2H-
5, 6- Di hy giyeidiekIpysrbebiytie-aeidtettitugylleeny! i ¢ aci d
1-t & tnilaubeybf £61d8HydFO-281-pRkdihé-O3-@tarboxylic acid 1-tert-butyl ester
(3.66 Zmﬁoﬁ B8t ANRh M-béiﬁ%nﬁhﬁ (6396(5’ | §.68%hihol), HOBT (0.495
mj )OED@?H@? ?09 5&? ie‘ﬂﬁ?f g l?’%%L 5.49
: @gr@i*éé b it el e
i A R AL o Fotided or
anfil gz?cﬁo %ﬁ‘? §eK3é>Bf tephbiader Jpquced Repseirer Hicptesidug meas diluted with
wates) (§@ mLhid stlarhsselgtot@anLy, dbe phasep weres saparatgsidandhilie organic
layer wigh waglapdseavantioBy ivdthuerster (4 0oL twue); ADUNaOBy ¢40 wil, twice)
and @i twiner Thabrigasn dayes ecks fdoed bher sodiiim silplmtevandithetsolvent was
rerfanetl erdep wacthing ab i give 1L.3CBof Bhrowa. &il,nihat (e tgiedie@) by flash
chivma{deSdphyo@itiea @ER eludaf hexankZShi. acktafcRd: :2). 5-[3-(4-Fluoro-phenyl)-
[1,24]alihzb1 5191 3, e 8pRMto-2HlpyRidHor agibagAtc Rid tdrr-Butft idhwas
T N (1.0 ).
Y1e1d 79%; LCMS (RT): 7.05 min (Method C); MS (ES+) gave m/z: 345.9, 289.9;
'H-NMR (CDCl), § (ppm): 8.10 (dd, 2H); 7.22 (m, 1H); 7.16 (dd, 2H); 4.41 (m, 2H);
3.60 (t, 2H); 2.44 (m, 2H); 1.51 (s, 9H).

1(C) 5-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-1,2,3,6-tetrahydro-
pyridine hydrochloride
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1-carboxylic acid tert-butyl ester A m xture of

5, 6-di hydr o- 2H pyri di ne-1, 3-di carboxylic acid
wdaz2aoene2but yl ester (3.66 nmol), PCT/IB2006/001674

4-fl uor o- N- hydr oxy- benzam di ne (0.565 g, 3.66 mmol),

HOBT (0.495 g, 3.66 nmol), EDCLHC (1 052 g, 5.49

prlé %13%9%;%&5 iﬁeg)é Fﬁ%g {l}(%éré ﬁg;ﬁ? a g’;ﬂ?@%ﬂz ?5_

NG (diqrage mlgﬂ?raéﬁer? é@qi%@é B¢ 1gAeqnHBIXture
waesoa%md \m\swmpb reqre dewnearure eddc &irrqsk @@fs@ﬂa eTheselvent was
evapwhtdenesradutad prgssure to giae dhe (ile cotpoundl agahwhite solid (244
mg)c vhiadhew{sABedifyr,the hext ptepsathone figthee panifidatidnand t he
Yieldg 200%; LaMS (RB)s 5Washa@/skolEntVSI(Eg-+)ndve nvat 246.¢.40

m., tw ce) IN NaOH (40 nL, twce) and with brine. The

1 @)9ani ¢ | @vEmbodRshedylh q@ [93($fﬂu%%1b1=féﬁy?rbu 1@%%@51%1@;&1] -3,6-

sol vent cHH- C Lto'dgive 1.3 g
br ovg of | ﬁ’fiw%gnwg% e E&WQ, S SHIBLRL IS 2.5

tet gr HYI%F ine |h¥ ﬁ@lﬂ fj 3_( meg, . mfo 1n ry d1c oromethane (10
mlf ryethylaming @éérﬁﬂs J?ﬁ zmm@ Adrdparopepsoy! Fhlerde (1Q3apho0-87
mm9i)|weracadéed dranviisq gt 045 e raeticshmaxtuesdwas aowpd e warm at
rogroltemipératude gid stifires @ivermg% urldenBit{aRER atr@osphernei hh¢ Kelution was
the@) tredV@l WEBwyatga\femhb) and @ phases3BFe Sepatate NN e( (TRERNIB Jayed was
wash@dubs&qubatly edth BYTHC17(122nl.08 tilk}), 1X.NAOHdA0 RH) twice), then
wefs-dikd (0¥er QEQSOL;%n@Qavf_ﬁorat%&lhnd& 18dudetpredblive. -BlliofSphenyl)-{5-

[35€Jﬁ)ﬂuoi!o fa@ny@ 12 4]‘3)5{ didR1 8- ﬁ]lg ®Vdihydro- 2H-pyr1d1n 1-yl1}-methanone
tetrahydropyrl I he

gﬂn‘i’ aa;?ﬂjz , 6-
LJ
A Mt A3, s e
ar OX|IC acid tert-but est
R LD oenl oy G008 o Pt G2 Tk 2
7. odds 213k - 6leton 25D3dS &0, D)2t (relDeact i on mi xture
was allowed to warm at roomtenperature and stirred
for 3h. The sol vent was Bxapgdelt ed under reduced
pressure to give the title conpound as a white solid
4 1 h 1120 oRetdzos 5 hi lidin-1-
kDb | LCat on. 41 &1 4. 1005 LaVS (RN 8.8 M
(Method C); Ms (ESt) gavrﬂz 46.0. 1 (D)

(4- Fl uoro-rhenyl) - { fI Qpo- phenyl)-[1I, 2, 4] oxadi
azol -5-yl]-3, 6- d# pyrvg%§;>i‘yl} nethanone To
a suspen3|on of

3-(4-fl uoro-phenyl) 4] oxadi"azo

2@)5 6" t@rnsawyﬁpenopwpubﬂ@zwwmobéry@@e@zumyﬁ@hdmesh
mol ) i n carbpxplicatiotesimeutibeséer( 10 nl), triethyl am ne
( 256\ ulixtufle 8PNrBed-3-pardlidinédogtie @blér(ﬂé?yg, @87 omnolg, 4-flogro-N-
hydioxytheRzZannirtivie) (Ovigr g G187 erol) OHGRR (@t 1 GC0.8Thentodp EDGHHCI
(0.2% Xt Ur3e masl)adndan driétbylaming ¢0.24 alMItRNpeiol i dry aliékane (15
mSt Wdse eV @hdérIBtiringdar AMBitRgedmarieL B €2h, Theder nitrogen
atnt¥pHEL0 ‘Th¥‘@§acheﬁ i %géltsﬁg thed Reiaks rov@éuéﬂt)anar{ﬁe tsBFvent was

BN AN S Wﬁ”@@ o
%zf;ag'%ﬁﬁ ﬁggw o Q?réeeae ﬁés oo .ngge

g with
- EYBE PV SQIYRH

: P olgeré V&W awved
un manpwuta@wq e thso W Rin thahates gified &y fash s 4tt@waphy
(siiesl gad, ¢loertgD eOH 99.9/0.1). 2-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-
ylmethyl]-pyrrohdme—l -carboxylic acid tert-butyl ester was obtained as a white solid
(80 mg).

Yield: 26%; LCMS (RT): 7.82 min (Method C); MS (ES+) gave m/z: 348.0, 291.9,

248.0.
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Yield: 88% np=138-140C, LCM5 (RT): 7.89 m n (Method

E); M5 (ES+) gave nfz: 368.1. 1HNWR (CDA 3), d (ppm:
W@2®8/1t3rw9 2H) ; 7.49 (dd, 2H); 7.26 (m |H); 7.86I/{BM96/001674

2H); 7.14 (dd, 2H); 4.60 (m 2H); 3.75 (m 2H); 2.54

(m 2H). Exanpl e

4 E h f Luaor o- phenyl adi
SyR4CERIB, ig( % ?wﬁfidﬁ@ 2@@%@%@&@ 1Fyag Sh34 .
)(é qﬁl(afbrlél)p% 4448195D- y| met hyl |
yrrolidine- 1- carboxyllc acid tert-butyl ester A
2 (é))xt ure of- (‘NFBMO-Eh@}bﬂ)r bipydohidiacyincetadi[d, 2% Hlo2adigzole 87
nmol ), 4-lijduochderddeydr oxy- benzami dine (0.13 g, 0.87
ol A solld@Bd of -[3-(3-fordpBehylil,),4]okEERIH 5 - IheBly1 Ppyrrolidine-
1-8arBaxynHenicld eRchylyestdr(@DRY 878 18mb0 iR 4NLC] d%ﬁmmmlon 4
mLP VHsYstHe@X 3 ook RemblrakRs e @h 4Rd eé’olv?etn't rv{fds &adb ted under

? ssﬁl%rw%f\%ttﬁé ﬁt Q{)m% n i re?VP xedl?cg@gr e aﬁxélgs used

Eh e %ﬁ%‘wﬂﬁmzﬁsg 5

eated wth a solution of 5%citric acid (10 nL), the

ases welftd Tugznhengl- {3rd-(¢H{los-ghenyd- [1a%bé}oxﬁéi§m/basshed

sequentl allmgthy }r pyrocdsinAd Ol -oaethagbhe and wi t h brine. The
or gakti ¢ khayesuspessialy i edf ov&r(4shairambsuylphigiyerodidoh-2ybnethyl-
[1 204 Joradtiazabeshydeoahi@rille (6d ang \a231 M 41D irg divwedishloronetthdneqnL),
tr1@ﬂhFrla1ﬂ11|i@(80/\@E Q87 kel Y 4-1asBb&DOINEHISSIATIW UL S0.05 G8nol)

w&€ladd&d H?dﬁmsé:)gvb*@%eg 9@21%{1911 }ﬁlxture was allowed to w room
terfs oérgfu%i 4 4807 Rhe r £t gﬁf% ?371)@ 1ie ThXI tHﬁl Enf\fas then
treg :J:i lqéf an. gx 85 yer was
was] % Ig‘l}ée (mnglfa t@q%c)dhen was
dr é vgr N Wa{ 5 y;ﬁ;surg t@glv(ecmcrugﬂ)sohd that

ﬁ(:@ y iy at1041 fygm dig thylfgtherﬁlegqneg Q4(4(-F,J‘uogq_ghengl)d@ -[3-(4-

ﬂuc)m-phfmyl) -, 240 @dlazqh)S-ylmegwl]( pyrridin-14ylametleanoge)) . 2 was
@)ed%(atlwlﬁtmhd(@ﬁéhgb) 5-pyrrolidin-2-ylnethyl-[I

Yield; 8% xap-a31 6216 dr@BI(BT):de6Fmewn (Mtihod B)f MS (ES+) gave m/z:

36929 3- (4-fluoro-phenyl)-[1, 2, 4] oxadi azol - 5-yl menyl ] - pyr

'HOOMRI (OB LY, & 8 w 093 (L ingipt o1t~ (et yin); e‘ﬁwf( d, 02}?8 799 (dd,
2@%% h)l) 2ot %3 8? 4¢1&h%{ sol vint was

at rroo
evapor at ed under reduce e to give the title
conmpound as a white sol fj%fa(“é@ Eg whi ch was used for
he step wi thout further purlflcatlon Yi el d:
}2 ﬁﬂe s E@é 3F(14\A%1“‘E°23hﬁ¥1)4) M diadeyel- el resrjdingrie
athpnyl é)@ezqantrl;ke(c:) (4- Fl uor o- phenyl ) - { 2- [ 3- (4- f I uor o-

rhenyl)-[1 ,2,4]oxadiazol -5- yl gethyy} -pyrrolidin-
1-yl}- nethanone To a sus?§n3|on
3-(4-fluoro-phenyl) - t hyl -

I

[1,2, 4] oxadi azol e oc 0 e(65 ng, 0.23 nmol) in

dry di chl or onet hatie {4 nlL),
3(A) (S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine-1-

carboxylic acid tert-butyl ester
A mixture of N-hydroxy-4-fluoro-benzamidine (5 g, 32.4 mmol), S-1-Boc-

piperidine-3-carboxylic acid (7.43 g, 32.4 mmol), EDCLHCI (9.33 g, 48.6 mmol),
HOBT (4.9 g, 32.4 mmol) and TEA (9 mL, 64.8 mmol) in dioxane (60 mL) was
stirred overnight at room temperature, under nitrogen atmosphere. The reaction
mixture was then heated at 100°C for 2h and the solvent was evaporated under
reduced pressure. The residue was diluted with water (50 mL) and ethyl acetate (50
mL), the phases were separated and the organic layer was washed with 2N Na,COj
(50 mL x 2 times) and dried over NaySO,. Evaporation of the solvent under reduced
pressure gave a crude solid that was purified by flash chromatography (silica gel,
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triethylamne (80 nL, 0.57 mmol) and 4-fl uorobenzoyl

chloride (30 nL 0.25 mmol) were added dropw se at QOC.
wab@enzrad i on m xture was allowed to warm at rPONB2006/001674

tenperature and stirred for 12h, under nitrogen

at nosphere. The solution was then treated with I N HC

10 nl), and the hases par at e The organic
elfl?ﬂ}egramg v{}cé%‘He @3@&@%&%&&@ cefate %51%@419@1 ew) etherethyl
aRHAHIP)i ne (6 twice), then was dried over Na SO4
<Saﬁd[3e«ﬂa51@pwmnmhdéﬂ,4]em@al -pryékBippdding lgiavkoxylicr aeid tert-
byl gster tvhea tobteisdmg i vhitedsobiyl (T.8ig)ur ati on from di et hyl
Y&ndxe&s%e{ugﬁ&ww (A1 MaDhenyl ) - { 2-[ 3- (4-
THANBIR Qi |8)(p%ﬂ;) 8.06 (dd 2H) 7.15 (dd 2H); 4.26 (m 1;{116)f 3.95 (m,1H);

ok frk@m@ 29b4 yvﬁyt e)zjso1 Slwﬁ ?}8%% (S9y§{)el d: 82&?%

was obfain d as

: 158-16 +)
Lol A Rl
R o pT TR TR
11;9 apid tert-butyl ester (0.2 g, 0.57 mmol) in dichloromethane (5 mL), 4
mE cri]ﬁﬁg) AC15 (JipBneSsofBioh) Weire) @ddﬁdpate(ﬁ’ja and the 2ealition anlixére was
allovéedytb [wapimpatrroainrtemperatuoo and Jtirrdabfor Ghi The balvént(wgs evaporated
ur(dS) rédlueéBpledsurt wopive rthe ik kompduid 4 axadieaotii-(363 wg), which
waPihsRe Foicth Bext btepGaithoRx flrther padiflcdtidnt - butyl ester A

Y{E!d“m()% Qtl\ﬁ\S : @Ymits ] M%B@CWSE(ES% Q@Ve(lﬁ/zg 24§2) 4
mol ), - Bocp| reridi nhe-3-cafboxylic acid (7.

4 I |
&1 m ;;;f %@ 5T %ffbwg SRk 2y
t
nj tr géﬂ%‘ tﬂP@’éPcPli‘%]ﬁ( ),ﬁﬁﬁﬁl@a ol Fpgﬂ-plpendme
h 1dgy 232 o@f 179 F-eeangu-{luerobspezeice gei o(rlé@eag, 0.87

mpede HOAH A6 r@g,elsl:%mnof]thSﬂ%Cs‘Co(gé Avgenaiit| Tackaolpgieh 1.3 g,
1.4@tmmol,5thading snd.2emimpbl/gc andt EEAS(0.22 ) mlt heOPhaswd) in dry
divid onssipae afl 6 dnb) dvashiepd rayeniight! ander otbisalvehakieg (@Kh Vibrax
VER) NERLCERs{ibragrifiltsred dff aad )waahell eipesiddigv@ith NachB8domethane; the
filkuRPRiavasiedalitt TR Hol Vet mpndertih uw&ﬁ! 1IN BREOM €(1034E x 2
tnﬁes§ rangl e @R ke t 2k vVﬁsdﬂ?éH bfféres‘i{)dmfn e and ev:}%;)rated under

e

s@&rea’@ é’ c ﬂé ullfikd § 1, eluent:
DE @9%}/ % to %;1111% gf%% or(t) Q. fz 5({13? IHuor%)e-phenyl)
[1 Oéa %ZOZ 8?%1?1& vl -bengopitil; 470
Yifel 1184 p|(w He plid) Bl lm@— ) t[ﬁln% 1]2 +§§t4[e?(53€a%50%k13§13ﬁe501\45

(Réré A2t Metiod €)( YISIES)) saveaniy: %%% [a] D 20= +70.7
'HESMIR (RMS®:GE)373 18; BNBohEIXDBYdd, BH)ppap (A8, 108); (B9, (2, 1H);
7.53 (R, (EQE, 7239 (dd428% 418 (dd)br, BHRB. {n(ditHH); 3.624dd 2118)) 3.50-3.32
(n(,QH?H) 26 @n 27H); mostS (m2119% 11885976@11 3Hi) '1.76-1.92 (&, 9H).
3 (B) (S)-3-[3-(4-Fluoro-rhenyl)
2 4] oxadi azol - 5-yl ] - pi pﬁﬁéﬂblgﬁ hydrochl oride To a
sol ution of

(Si a{‘[% L{gi %h{oro phenyli) [1@2110&21&1&01 52 yf[ 1per1 e } 8 Xl hy'PI pe

1soxazol yl)-methanone

The compound was prepared following the procedure described in the Example 3 (C),
using 3-methyl-isoxazole-4-carboxylic acid as the acid of choice and (S)-3-[3-(4-
fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine hydrochloride (prepared as described
in the Example 3 (B)).
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1l-carboxylic acid tert-butyl ester (0.2 g, 0.57 mol)

in dichloronmethane (5 nL.), 4 nL of 4N HC (di oxane
waeloatizm) were added at 00C and the reacti on PERIB2OE/001674

was allowed to warm at roomtenperature and stirred

for 3h. The sol vent was evaporat ed under reduced

?yl |vethel§é g @ gé‘ﬂ asls%a7 .
d B 7 egﬁ\ﬁglﬁ)ﬁo MS (RT):
ge @ r)ga\?‘?’é’ﬁd 35&3@% LCVB (RT): 4.9 min
M@ ) 13/@ Es-8) 46y B806 Gldg2H); 731« , 2H); 4.39 (m, 1H);
3. 3 ity dH- 565 ((@ l’H)[ 3. A(14(dﬂdube 3ok (ddd) 1HD;, 23%](@6&13); 232 (m,
IIII)aB Io].87 piop2i); diteel .59 ¢ay bdnyl } - benzonitrile A mixture

(S) 3-[3-(4-fluoro-phenylEkamble 4] oxadi azol -5-yl ] - pi pe
ridi ne hydrochl oride (224 ng, 0.79 mol),

e o e L
| oading = 1.2 mmol /g) and TEA (0. 29
m, 1 98 mml) in dry di h oromet a (10 nL) was kept

overni ght under orbital ghaki i brax VXR). The
resin was flltered an she rep'éatedly with
dlchlororrethane ltrate s washed with I N HC

mL 2 t d
TH P i]&vas Pf?@ﬁ?e\%éwha\mng%weégaﬁ Bed inthe Exapale 5 (C),
USEZy 6?‘%1% dsexsdele dicpred oarthe amieoﬁ pb@u@e wad (S)-3-[3-(4-

flugrr-phenyd)-idy2, ﬂoééﬂa%%%ﬁirpmrldmwydmchlomegpﬂepared aedescribed
lntb@l@w 84BP/ 0.2) to give 260 ng of

Yildf 1960 ¢ydlof Sjl); 3fcl]3% (4 -+D5.00r(e=nDBNEHICE); LCMS (RT): 6.91min
(Method, B)} vagdi Sa@(glavémyi ]35;p|1per| di ne-| - car bonyl } - benzoni t

IHENNE{ (Oib@lﬁ' 5 &Rntp ¢! 0 '8)( MNL9461385 1H);
U L e
% é O(dd IH); 7.80 (ddd, IH)
753(dd I H); 735(dd 2H) 418(dd br, IH,; 3.71
(dt, IH) 362(dd I H);E 8.32 (nb 2H): 2.26 (m

| H): 188176(m IH; 1.76-1.62
{(E‘():%> (éb—FluEy@p{!mngl)A[l 2,4Joxadiazol-5-yl]-piperidin-1-y1}-(3-

ph¢rexygthyBphdnytl-methanmieeny| ) - [ | 2 4] oxadi azol - 5-yl ] -
riperidin-l-yl}-(3-methyliso 4-yl) - met hanone The
compound was prepar ed tol | procedure
described in the Examil e~& (G), USing
3- et hyl -i soxazol cé#bo ic aci & as the acid of
choice and (S)-3 Z(4-
fl uoro-phenyl)-[1, 2, 4] oxadi azol - 5-yl i peridi ne
Théyanpahidorasigegared fdlopdn@thedescoduRedbstibdda thxBrah e 3 (0,
umﬂ@B)ph%h@kﬁnetﬁ?P—’bc(n‘t@ic' 30 GYY a3 bfj):hoﬂ:@]agd 2@% 9:fhoro-

phefn 1@74]8%2%1-«5 .eﬁglﬂl—%N ro?&%a'ag) g in the
olo E@dég '294+§§ él)g(%d%?c’(%ggf f&b\fs"@% 24 min

(M th +é$a 802 32 (m IH): 2.16-1.87 (m
R(@ 3)1851@ d 2E: 748 (. 2H), .43 (dd, 1H); 7.36 (m, 1H);

726 (m, 2H); 7.14 (dd, 2H) 698 6.90 (m, 3H); 5.09 (s, 2H); 4.43 (m, 1H); 3.99 (m,
1H); 3.43 (dd, 1H); 3.30-3.17 (m, 2H); 2.33 (m, 1H); 2.08-1.82 (m, 2H); 1.76-1.57
(m, 1H).
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Example 5 (S)-{3-[3-(4-Fl uoro-

rhenyl)-[1I, 2, 4] oxadi azol -5-yl ] -
w0 p@en2xtun- | -yl } - (5- met hyl i soxazol - 4-yl) - net he@DB200®1674

conmpound was prepared follow ng the procedure

described in the Exanple 3 (C), using

5- net hyl -i soxazol e- 4- car Qoxyl i % acid as the acid of

choi ce and (S)- 3 [3 (4 Xarple

f I uor o- pheny I% oxadi azol - 5-yl | - pi peri di ne
{(HyHtDchFlvorade f(rwﬂ)e[da?r, xadiazdSeylipanridm-{ 1y -Estzahydeo-3
thipB)rpn-4yylehetha@abse (yel low oil); [a]D 20 = +95.1

(c=1.27, CHA 3); LCVMS (RT): 6.9%m I\/bthod E); M

(ES+) gave mfz: 357.1. 1HoNWR 3 d (ppm: 8.23

(s, IH; 8.06 (dd, 2H); 17.2&', 2H); 4.39 (m |H;

3.94 (m 1H); 3.59 ({do IH); /36 (ddd, IH); 3.25

(ddd, IH); 2.54 (s 2.34 (m 1H; 2.16-1.89 (m
The 'dbmp%m?cﬁw&s El% LA f&llﬂ)mngx oeecﬁlré &briBed frthé HrhMpleds (C),
usﬁl qeef d B‘yé ?fég% % Ti %ng as THlePRAd OF Rnbi é!a}nd(@,) 3-[3-(4-

%Pe 1c: @g@@?g rél as described
Rhen Y35 oufprtpd,fy flash
?Q}ly A&F 8? ’ﬁtdhg :%t Y3209 L{?tFﬁ rophenylzI {
Y1¢1d24 od it sebd); mp7 °ﬂ figds” try 8 bR (e e CHCL); LCMS
(RTprE ed(M@h@ldaEb;rMSéESﬂmgaWhen/z@m e 3 (B)). Yield:
IH% g%)b?g; |9823§@m)t B)OZS (EY :g;fg 1)=6 (RI3 28D 3. )9@ (69, 11—1%&:14/3)(:;:1 br,
1 8 £)10988 27H 1.71-
1H5Z5(§1 q3)1l—|(-nll\ll\/R )?6%%01%) m(pﬁmzf‘os@%e@?d, OgH)g( &
2H): 7.42 (dd, 1H; 7.36 (m IH); 726(m 2H)

7 "4 dd, 2H): 6.98-6.9 5.09 (s, 2H); 4.43
(m II(-|) 35°9<m IH) 25%@1315’5'? I H) 320 3H)17(m

6 %Egorﬁrgﬁ% }rfrl;—{{{)g [é(ﬁp ﬁgorc)ap%]_e"x% r[i @%ﬁ;ﬁa%)h-y?] Iglperldm-l-

ylirmethanousy adi azol - 5-yl] - pi peri di n-
1-yl }-(tetrahydrothiopyran- 4-yl)-sAethanone The
conpound was prepared foll ow Y t ke procedure

described in the ExarrpINe,OS (C ng
t et rahydr o-t hi opyran cay.bgxy |c acid as the acid of .
choice and (S)- 3- ﬁ

fluoro-phenyl) - [I oxadi azol - 5- yI] pi peri di ne

A hydpaghbori de %a- ASorB SRR ING 2
i qﬁxy Sgesefgﬁwg, R jf?

q@ﬁﬁ o e

:EO,':.*:
ff%i%

OZ% fa 75 D

ZZ ol an tyge .
dichlergmethan (fi I\?E@Sh &apryndwss 9@) afg apbicet Aemgorgiyse for a
weekend, under nitrogen atmosphere. The solvent was evaporated under reduced
pressure and the residue was diluted with 1N HCI (40 mL) and ethyl acetate (40 mL),
the phases were separated and the organic layer was washed sequentially with 1N HCI
(40 mL, twice), IN NaOH (40 mL, twice) and with brine. The organic layer was
dried over sodium sulphate and the solvent was removed under vacuum to give a
residue that was purified by flash chromatography (silica gel, eluent: petroleum
ether/ethyl acetate 7:3) to give the pure title compound (133 mg).

Yield: 75% (yellow oil); LCMS (RT): 8.12 min (Method E); MS (ES+) gave m/z:
410.0.

'TH-NMR (CDCls), & (ppm): 8.05 (m, 2H); 7.35 (dd, 2H); 7.08 (m, 1H); 6.99 (m, 1H);
6.85; (m, 1H); 4.44 (dd, 1H); 4.34 (ddd, 1H); 3.94 (ddd, 1H); 3.68 (dd, 1H); 3.54-3.32
(m, 2H); 3.08-2.85 (m, 2H); 2.45-2.14 (m, 3H); 2.04 (m, 1H); 1.89 (m, 1H); 1.68 (m,
1H).
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1HNVR (CDC 3), d (ppm: 8.07 (dd, 2H); 7.16 (dd, 2H);

3949 (m IH,; 3.44 (mbr, IH; 3.28-3.10 (m 2H);
WQ286A2328 (m 5H); 2.30 (m IH); 2.10-1.83 (nPCTH2p06/001674

1.71- 1.54 (m IH). Exanple 8 (5-Fluoro-indan- 1-yl)-

{(S)-3-[3-(4-fluoro-phenyl)- [1,2,4]oxadi azol -5-yl]

-pi peridin- 1- yl}-netharpgne ﬁzénxture of

(S)-3-[3-(4-fluoro-pheny 4] oxadi azol - 5- yI] pi pe

d I d d bed
{@%Qn@ & u%r‘é? cEibbl g o0 BaSed Pipgdinel-y1}-(etraycro-pyran-
1-carboxylic aC|d (78 ng, 0.43 mmol), HOBT

(58 ng, O. 43 nmol ), EDCL (124 0. 64 mml) and
dry triethylamne (121 u />Q N | )oin dry
di chl or onet hane (7 wa¥ kept Junder stirring at

anbi ent tenperatur a weekend, under nit rogen

TIR dRSFRE H‘%Vas andl f\éﬁ@&/m‘éatﬁ b e 3 (0),
us { Y&a ﬁﬁP@% glgg aaé‘r( -3-[3-(4-fluoro-
]ﬁ? ed as described in the
E ?'g}ﬂf(hratnﬁn PN naé& H’Bun W%ef)r Orrnﬂd R trifurafipn from
d“fr] and with brine. The organic layer was dried
Yiglda .66%6w ita splidyhaps 98rd0PGE [clof\ens] Ao+ Ied)\EHCHRIEICMS

gRifacﬁ;%nm(Mcrhed@);rMsu(ﬂse) phatmimass@us.i fi ed by flash
HeNMRreCO Gt Bpphsi 8.07 ald)ek); Bl e edd, 21ned. r)Ql(ﬁugH) 3.47 (m, 3H);
3.3 t b te377¢

S BRI 0S: BCTHR e I YR I, S 1L S m 20D

8.12 mn (Method E); #&%er nz: 410 0. 1H NWR
(CbA 3), d (ppm: 8. 7.35 (dd, 2H); 7.08

’gh@ﬁx 1d<‘4§?333|>(§ 'Hglo@'&?orgwas[ﬁ,q_é]ox 1%@115&?3114@,%9@. i

32 (m 2H): 308285(m 2H) 2.45-2.14 (m

204(m IH); 1.89 (1 (m I1H). Exanpl e
9 {(S) 3-[3-(4-Fluorg-p /en..l,,,
54] oxadi azol -5-yl ] - u rl'dr n I tetraliydro-pyran-

4-yl) - met hanone The . pound vvas prepared fol | owi ng

Tht BmPo@EAL ﬁre ﬁé&? rdriwin tﬂ}sc és‘én cﬁ})th B3hM8ie 3 (C
usﬂl téy%mh@k gb?{ L e—3 3 (4eﬂucgro)-

@Jez er1d1 ema.radl aa éiescrlbed in the
Ex te I%@B llilc cpﬂré)o I% by trituration from

atlon of the final co und vvas performsd by

Ylftlri. {Ma(whétﬁ sphé)nm@eﬁﬂ;&?@x :Y.+§r2dr° (ee%wmﬁmc&s) LCMS
(R"E)oBrlé)mmrfMeﬂgsili)@w (B Ragom#z:+838.26.( c=1. 08, CHJ 3):

4558 1 o SRR LS 15 o oS g P
] » = 56 30 O
13641 @DaTng. 02 (m 3H); (m a7 gLt

282(m I'H)y; 2.31 (m IH) 211184(m 5I—I)
1.71-1.54 (m 3H). Exanﬂce%nﬂigll

(3-Benzoyl-phenyl)-{(S)-3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol- -5-yl]-piperidin-1-
yl}-methanone

The compound was prepared following the procedure described in the Example 3 (C),
using 3-benzoyl-benzoic acid as the acid of choice and (S)-3-[3-(4-fluoro-phenyl)-
[1,2,4]oxadiazol-5-yl]-piperidine hydrochloride (prepared as described in the Example
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Cycl ohexyl -{(S)-3-[3-(4-fluoro-phenyl)-[I, 2, 4] oxadi azo

| -5-yl]-piperidin-I-yl}- nethanone The conpound was
w@e@pared f ol | om ng the procedure descri bed i nP€TEB2006/001674

Exanple 3 (C), using cycl ohexanecarboxylic acid as the

acid of choice and (S)-3-[3-(4-fluorophenyl)-[ |

)ﬁg%gag?agi@om% r| eri d| ne h d%ochl ri ﬂ?ﬁhgﬂﬁg a{oﬁ]éaphy
sifica, gel gly ?1 SPErrturatronfrom
Ylsldetf?ﬁ" (Véhlr?eSIOthlféPﬂ 15&863°(GM{P6 & Soi8d)”; (e 24 80HEHRCL.CMS
(R[FA]szmur(MenodzEz M3 (BSH) seMengy: 4368Ms (RT): 8.13 nin
"HONBAR 0ADE)s), Mpp(rBS8 )04 gy 8HY 7288-3 58 (&6 AHM#.60MR 43 (m, 5H); 7.14
(d4,0P0); 3,43Q6n b2 H); o1 gA™:, 118; @83((&&1 1 I‘ﬂmﬂleHQde% (m, 1H);

45 I .2
2@#185‘(1110@1{%“1 63@1 lﬁ)m (n 2H)o7 1.47 (m 10H)

1.38-1.21 4 Ex
( 3- Benzoyl (rnhenl;I)) {(g;rp%&f@}?}l fiuoro- phenyl) [1,2,4]

{(&5—%—%— L Gl R A T

ethagopgy)  ysing 3- benzoyl - benzoi ¢ aCI d as the
aci d of choice and (S)-3-[3- (4ofl or o- phenyl ) -
[1,2,4] oxadi azol -5-yl] - prdperr di drochl ori de

(prepared as described Tt @x e3 (B)).

Purification of th uhd was perforned by
flash chromat ogra Si I ica gel, el uent DCM MeOH/ NH
404 99:1:0.1 90% vvhltesolld 16
Thfgfep Bndryas re@ereg fgllow mcrckavsd ol Beginple 3 (©),
g II]@ aﬁrdzof clr%‘e@ndi -RilAR (4-Eivorosphenyl)-
[ ) %Eiﬁlj 5ol ln@ndzpa dmdéonde?(@re(mre desarited.in g Kxample
urificatipn @f tMnaMco@o@nd twas peeformsd oy flashimhyorhagpgraphy
(s1Bcdege(, delpedtHDCIY/MAOHNHZ0HT; 92:13B1), nthert Hjy, a2s1@Besiv85second
column GrpmatbgfePhy @iliddPel, oD EMIRIOFBNEBOH 89.5:0.5:0.05).
Y1e1(149IZJ HoHiRs sdliar?rmbé: 125113696‘;] [ogf’@dd agpbe aeMl 19, CHCL); LCMS
§rn'uﬁ'(N/Iet q@g@phenyl Y- fret handne

SR M gzg et
S o e o

(S)-3-[3-(4-fluoro-phenyl
[1,2, 4] oxadi azol -5-yl ] - Xﬂ@ﬂedl%e hydr ochl ori de
(prepared as described in the Exanple 3 (B)).
{ (PeB-[F-(4e Buioonplodnyt)Hd X4 oabdizmifse hrdipasdinp by Tle(rmaethily
[1,2 Bakiadhobsslagethpione( si | i ca gel, el uent: DCM MeOH NH
40H4 99:1:0.1), then by a succes lve econd col um

chr omat ography (silica g o MeOH NH 4CH
99.5:0.5:0.05). Yield: I 1d); np=
125-13Q0C; [a] D 20 9 ( = 19 CHd 3); LCMs

F
The compound was prepared following the procedure described in the Example 3 (C),
using 4-methyl-[1,2,3]thiadiazole-5-carboxylic acid as the acid of choice and (S)-3-[3-
(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine  hydrochloride (prepared as
described in the Example 3 (B)).

Yield: 90% (yellow oil); [a]p? = +103.4° (¢=1.15, CHCl3); LCMS (RT): 7.22 min
(Method E); MS (ES+) gave m/z: 374.0.

'H-NMR (CDCl3), § (ppm): 8.06 (dd, 2H); 7.17 (dd, 2H); 4.27 (m, 1H); 3.77 (m, 1H);
3.67 (dd, 1H); 3.39 (m, 1H); 3.27 (m, 1H); 2.73 (s, 3H); 2.33 (m, 1H); 2.17-1.87 (m,
2H); 1.69 (m, 1H).
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(RT):7.78 mn (Method E); M5 (ES+) gave niz: 406.0.
IHNWR (CDA3), d (ppm: 8.06 (m 2H); 7.15 (m 2H);
W@2008/1232w9 2H) ; 4.91 and 3.84 (m IH); 4.48 andrGr/BLo¢an01674
AH); 3.62-3.11 (m 3H); 2.36 (m IH); 2.12-1.59 (m

3H). Exanple 13 {(S)-3-[3-(4-Fluoro-

rhenyl)-[1I, 2, 4] oxadi azol; 5-
rlrer|d|nl yl}-(4- rreth)ﬁm%’iglzd‘S]thladlazol 5
- et hanone The conpound was epared follow ng the
(PR bl biogegbanBedl A HoRRE TS S e TS ey 1-YDis i fuore-pymdin-
3-v)-methapon¢ | | 2, 3] t hi adi azol e-5-carboxylic acid as the

acid of choice and (S)-3-[3- 5
(4-fluoro-phenyl)-[I,2, 4] oxad| a;\d@yl ] - pi peridine
hydr ochl ori de (prepar ed Pﬁ@ ...... in the Exanple 3
(B)). Yield: 90% (y ﬁﬁ a] D 20 +103.4 (c=1. 15,
CHA 3) ; LCI\/IS(R'I\I'/%:f 2mn(|\/bthod E); M5 (ES+) gave
mz: 374.0. 1H N 8..06 (
The CQV‘PPH@d Wgwrepqreg-foléqﬁ/mg e prgceﬁl;lrc{ scp d 1n3t?18-ﬁxe@ale 3(0),
usipg) 2- flyommi oﬁplq pid a3 the ¢ ‘of Hphoice gl (B)- -3- B344- -flmomephenyl)-
[1 @rﬂﬂoxad)azom Vi-pip@idigerhydrephloridee@repared ad)desoriheglie thiedExample
3 ({B()B)Pu’ﬁrf{cahc(rmﬂha dired porepyind- Was Rerddroned diyaizivhratiety fonpdsthyl
etteei din-1-yl}-(2-fluoro-pyridin- 3-yl)-nethanone The

Ylela'TB@% NQviRSoRAR ﬁqofﬁlzb@&d]gz"wﬁlw SCRAYIS CHCly); LCMS

SSC@B%I M&h&lﬂ
i“é&i éaggggf 8 ﬁg % hSEO@f RS, FRPLSENY 15 (m, 31);
3 SEDTSL 2DiR-A3 Cry B Padm, 31D

(prepared as described in the Exanple 3 (B)).
Purification of the findXa@pkpbund was perfornmed by
trituration fromdiethyl ether. Yield: 67% (white

{(Ded-[34-Fhuprak pleny AT, 2,4 lak & i2]1-5 30 Bplpefidmt1-§] } -@HKdig Lyl

metkaoné Bfdroctiof@ nmin (Method ); M5 (ES+) gave m z:
367.0. 1H-NWR (CDA3), d (ppm: 8.54 (m IH; 806 (m
2H); 7.47 (m IH); 7.15 (m 3HQq 4nZ 8 (m 1H;
3.88-2.97 (m 4H); 254L§3 (m IH;
2.12-1.33 (m 3H). Exa91@
{(S)-3-[3-(4-Fluoro ny¥) 2, 4] oxadi azol -5-yl ] -pip
er|d|n [ -yl }-pyrid ylnethanone hydrochlorlde The

‘%‘Pd @hﬁ@%ﬁcﬁ 18}; Qecﬁ&l?dééfzﬁﬁ e Example 3 (C),

u51 esﬁ)ﬁéo ) S' n% ﬁ)ﬁ’ag 3?4 ugllC enyl)
1?1({?(3 rgglﬁ%f eg %x;ﬂ}é xample

g:atl% ) ays omatography

Slmg%f‘é‘é‘ﬂt@i M/Me nd was perforned by
Yigliag0sdpele ryaﬂwgroalpm[ahé? 1=.+da4gé (o=le0ydPHICls); LCMS (RT) 6.87
miD(MeMe@HE) NMSQESIY v 35X0el d: 50% (pal e yel | ow

THANMR (dBEB), § (ppm): 8.58 (d br, 1H); 8.06 (m, 2H); 7.77 (ddd, 1H); 7.66 (ddd,
1H); 7.32 (m, 1H); 7.14 (dd, 2H); 5.14-3.91 (m br, 2H); 3.60 (m, br, 1H); 3.38 (m,
1H); 3.25 (m, 1H); 2.38 (m, 1H); 2.10-1.69 (m, 3H).
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20 = +124.9 (c=1.05, CHA 3); LCMS (RT): 6.87 mn

(Method E); M5 (ESt+) gave mz: 353.0. 1H NWR (CDC 3),
wal2qoppedea9 8.58 (d br, IH); 8.06 (m 2H); 7.77 ¢citdtB2006/001674

IH; 7.66 (ddd, IH); 7.32 (m IH); 7.14 (dd, 2H);

5.14-3.91 (mbr, 2H); 3.60 (m br, IH; 3.38 (m |IH;

325(m IH); 2.38 (m ']@eimgle g-1.69(m 3H) . Exanpl e

{@fﬁﬁg‘* ngeyp?ﬁgﬂéfh?%%ﬁ s TH05 e nd R eretha oy Fidin
s prepared follow ng the procedure

descrlbed in the Exanple 3 (C), qus ﬂ
2-methyl nicotinic acid as the a \ choi ce and

(S)-3-[3-(4-fl uoro- pheny,’)> ,,,,,, @ %7
[1,2,4] oxadi azol - 5- meeri\dine hydrochl ori de
(prepared as descrl in the Exarrple 3 (B)). Yi eId

THE L) a' nd %@P' OWME%O elrlog y&@%ﬁaat?e xopgle 3 (O),

leiigic ag t -ﬂugro:;phenyl)

azo Soél-pippridipg hyckoql;dopﬁe (prﬁ)aredmsl@sthedam)the Example

8(m| ; 3.88-2.97 (m 4H); 2.54 (s, 3H); 2.33 ‘

Ylelnh 5564 ;(pde Iy@lldw38olidy nigH)l15Et6T@ p]d? = +99° %—0 .94, CHCl);

LGMISYR3):[538% drirF(Method EUQVM(ES[% @vse‘H&XW @zol - 5-yl ] - pi p
'HexMI (¢ ﬂt)glgb 33 (pm)>824 H&E I%”/ ?41 fH 715
oot oo essc el e b albed PR B
l,2,5-trinmethyl -l Hpyrrqle-3-c boxyllc aC|d as the

g

acid of choice and (S)
or.o rhe 4] oxadi azol - 5~yl | - pi peri di ne
{(éky%Hag‘hF@PF% )el%a?r HoxediazpbSoyll pingrifi 443 -@applimethyl-
Heipgyryol-3p, 1mqthemon@n of the final conpound was perforned

by flash chromatography (silicaggel], eluent gradient:
from DCM MeOH NH 4Q 9/1 MeOH NH 40CH
98:2:0.2). Y|eIdF EQH np=122-126C; [a] D
20-+1119(0095 CHCIS) ): 7.54 mn
The gempeRpdeyas pepY vgthmrocesi@se descanmq Enghglp 3 (C),
usigg (I@piﬁrimehmhlf(lwrro -carbogyulc(md a@#e;achl afrhpipetand (S)-3-[3-
(4-flepro-phe8 @) b2, 4] bfadiaBoB2-y{Jrpipétdine 3. IBr¢dtorideH) (pRBp@8d  as
destabedid)the Bx&hple. 2®). Purifichtior?ofAHe (id] doMipourd ks pérformed by
ﬂalsgll'lﬁhroﬁatbéraﬁoﬁy (S’ﬂﬂ)a gel é@@enft Rradidilt:; frdm FFCNMOH)NITI0B99:1:0.1
to I0EM/MAD
e

Yle(lc?‘ ﬁ‘sb;% *té% N.g %:Z @&fD? rfl&?gl f t@mg}e“ﬁ’ém

1 g1 t he 9rocedure
H- %41 @34 (dd; 2H); 5.79 (q br, 1H); 433 (m,

1H), 3.9 (o, 1H),350 (dd, 1H); 3.36 (s, 3H :'3.35-3.20 (m, 2H); 2.24 (m, 1H); 2.19
(s, 3H); 2.15 (s, 3H); 1.96 (m, 1H); 1.83 (m, 1H); 1.58 (m, 1H).

Example 18

(2,4-Dimethyl-thiazol-5-y1)-{(S)-3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5- -yl]-

piperidin-1-yl}-methanone

The compound was prepared following the procedure descrlbed in the Example 3 (C),
using 2,4-dimethyl-thiazole-5-carboxylic acid as the acid of choice and (S)-3-[3-(4-
fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine hydrochloride (prepared as described
in the Example 3 (B)). Purification of the final compound was performed by flash
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usi ng 2, 4-dinethyl -thi azol e-5-carboxylic acid as the
acid of choice and (S)-3-[3-(4-

wo bwenz2phenyl ) -[ 1, 2, 4] oxadi azol - 5-yl ] - pi per i dPEEIB2006/001674
hydrochl ori de (prepared as described in the Exanple 3
(B)). Purificati on of the final conmpound was perforned

oSSR S el 101
49

0%( aleillg: owgg solid B
Ylgtd Jlﬂ ale(yel ]ﬁw 1@), [o 1 ﬁm?/erS e Cl3 LCMS
(ROMET. ﬁ&mnEiMeﬂzBd(EES‘VI)S @ave ganezm/z3887.0. 1H NVR (CDdO 3),
e B L o e
1 3 4 (@d21h:H).61 , 2 (B, G1); 2.01
15%4 (1% £13); ( i rm}? s

2.22
( qHﬁ )’ 1363 @MIH) i H) . Exarrple 19 {(S)-3

-[ 3- (4 FI uoro phenyl)
[1,2, 4] oxadi azol -5-y1 - oVEERIGIN. 1 yI

YAt o ere ERos it a0 En T el B i e B Pl grethanone

(©, using 2- rret hyl benzoi oacl d he acid of choice
and (S)-3-[3-(4-flu epyl
[, 2 4] oxadi azol - % pi Berl@e rochl ori de
ared as described jn Ie 3
THSEEORIOUE o PP etb ﬁ?mgt SRS éﬁ? %ﬂﬁéﬁ‘&a@yle 3(0),

uspigamethylbenroigpegngs thei peid 331010%% HE)-3 DENF N ory-RienyL)-
[1 28 ioggliszobsvlbripgydiny hpdrachlgnde (prenasest 2sedpscigendrp the Example
3 @i Brifidatipid of Ghe-=fimalonipquad waaoperfondead by ﬂ@lﬁ&f(rﬂﬁ)ltography
(sific8geli wiuéﬂ#bDEMMﬁQHMﬂ(ES@%%%?&G 05.z: 366.0. 1H NMVR
YieldPG98) (clorRREgumPayP4olidy) A130.10d@=126) CHCL); LCMS
(RT§37 g m’!hé (M@ihoﬂ@); M5 @@wﬁ &1& %5 (m IH

M| gﬂl) 71373621d( QT{P"733'7L'10 (o ﬁ% 4B5-3.10

'HEN 2(§b
(e 31 @&h (3. T Ei’of(%&%‘& BRAIOF- 110: 2. O Byl -
zoI 5-yl]- plperldln | -yl hanone The conpound was
pr epar ed following the described in the
nmple 3 (C), using 2- ethyI ben20|c acid as the acid
(Z@hﬁdh?dnﬁnﬂ)éadi*((43)ﬂt®rq-3h6{wl}[1@@4]onghezo}+5)yl]-plperldm- y1}-
mdthar®pd] oxadi azol - 5-yl | - pi peri di ne hydrochl ori de .
(prepared as described in the Exarrp e 3 (B)).
Purification of the fi naI @orrpoud has perfornmed by
flash chromat ograph . ent : DCM MeOH/ NH
AOH 99. 5: 0. 5: 0. 05)- d“ 1 00/ (cb urI ess gumTy

Th%%liyl Dl 3 DPf?gareg é‘gge %{fnb 53 (O,
g@D%ei }yllbeétz? 0109 fS)z -phenyl)
[1, :@@(a@w@ol— -plperg@n 131’ r1de7(p1<§p ag;rdesqr ed in the Example
3 (B)3PBiBBtigmOB the ﬁnal co:mm:x@ WHG eﬁfomled ) flash, chgorpatography
(siliéd) gel.Fl@eht(IDCM/MeOR/NISOH)99.219)5: 025)24 (m IH; 2.01
Yiélar 1009 (colo@lest Bumbdy) solill); G £te- +8BI7° (&=116, CHCl;); LCMS (RT):
8.13HhinF X AAREE R MS (ES+) gave m/z: 380.0.
'H-NMR (CDCl3), & (ppm): 8.04 (dd, 2H); 7.40-7.26 (m, 2H); 7.35 (dd, 2H); 7.21 (dt,
1H); 7.13 (4 br, 1H); 4.39-3.85 (m br, 1H); 3.84-3.46 (m br, 2H); 3.38 (m 1H); 3.22
(m, 1H); 2.55 (q, 2H); 2.24 (m, 1H); 2.01 (m, 1H); 1.81 (m, 1H); 1.61 (m, 1H); 1.14
(t, 3H).

Z—
a
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(1

55-Di net hyl -1 H pyrazol -4-yl)-{(S)-3-[3-(4-fl uoro-pheny
WO 200p1122491] oxadi azol -5-yl ] - piperidin- 1-yl}-neCHEB0001674

The conpound was prepared foll ow ng the procedure

described in the Exanple 3 (O, using

|, 5-di met hyl -1 H pyrazol e-4-carboxylic acid as the acid

of choice and (S)- 3 [ 3- Example 21

(4-fl uoro- phenyl 2, 4] oxadi azol -5-yl ] - pi peri di ne
(l,ﬁylamhyl @Era@ fbmﬁf{éﬂ) -%43-dé<luoidplenyh- [l %e4 Iexadipgod-53y1]-
pife)djn-13d}-nfdtlwabnon of the final conpound was perforned

by passi ng the crude through a _silyca gel cartridge

(silica gel: el uent: 98:2:0.2).
Yield: 39% (coI ourl ess = +106. 0 (c=0.5,
CHCO 3) ; LCMB (RT): & & M thod E); M5 (ES+) gave
mz: 370. 1 1H- NVR ppn) 8 07 (dd, 2H);
7.47 (s, 7.15% ;457 H; 4.18 (m

The Hpmpguﬂ@w(as pregai)ed f@llofpgmg megdur@ d@q:and inpthip Examp®: 3 (C),
usihg, 1, 3HjmetRyBBpyrazble)4- cé’cb@ﬂylfb ®7d dsrthe2ield oflcldee(and (S)-3-[3-
(4-4fhdbro-Exeiybl-|, 2440{(:{@)203—5 1IBpipérifinsor hydbelilytide (prepared as
defckibdd 4l teathiaan® 3 BB)) YPurifidatie® bf Ghe Fnallcothpound W3 p3rformed by
passYﬁgTthléarb‘i’ﬁ‘ TRoueR MRO WGk Nas:] PL&RAd ( §sﬁi chOWeNg Zohe elyent:

O, using

EIQ}” | n the anpl e
!é? /o( gof aoLd %% Outc—(?gl HH%flg)C'i?h\% (ﬁ?“? 6.72 min
NE’/ °§ ':? r|d| ne drochlorid
E@lsasﬁ @@m}rfﬁ %601 h%‘%(a )e7315 (B, 2H) 4.57 (m, 1H);

4 lwu@m,flﬂhﬁu Bn(sofH); A (ddallHanﬁrﬁétﬁm 2WRs28 r(s,cﬁerea By(m, 1H);
2.07ak 87 (g, 2Hg 1c68ude 1HH)r ough a silica gel cartridge

(silica gel: 2g, eluent: hexane/ethyl acetate 7:3).

Yield: 78% (yellow oil) E R2D = +103. 1 (c=0. 55,

CHC 3); LCMS (RT):7.22 min (Method E); M5 (ES+) gave

{( 1?_??%3 _%hg)ﬁf %ﬁéﬁyglgfﬁ@; Fﬁﬁzol—@—%ﬂ?%ﬁdﬁr}f}l}éﬁg%n 3R\

.57 (m IH; 418 (m 1H);¢3.51 (dd, IH); 325

(m 2H) 2.35 (m | 2NI 1.87 2H) 1.70 (m
IH). Example 23 | W N\
(2, 5-Di et hyl - f ur &n- l) - {( -[3- (4-fl uoro-phenyl) -

ThE lcopblekads prphred foﬂdwmg Iﬂ{zaegrbeédﬂue éeshihbecmﬁttha ERAQPEE(C),
usif TRRRO RS AleRA ad the abﬁ%f”&hcﬁ&e af @SRSL-84-fluoro-phenyl)-

1,993601R6 815 311t ifer as de cribed in the Example

; gﬁp hﬁﬁ&j!%%] i FOEACHT R T
sLprtridecGlica.esl: Yo fluenty %3%3%(6%%?06 ¢

Zﬁﬁﬂﬂdmé 5 E?chﬁﬁ)oh]ag &f@&gf SHE AN ﬁ%fré

VN7 | é%:@i on of the final conpound was
Hﬁ‘éﬁvlﬂ?o(ﬂﬁ@lghﬁ (ppm$|8’@7 (dde2H);UbE3 (hy Gy 7.48 (s, IIiH)a7 del(dd, 2H);
6.50a(0d, MiED)Pe.50 i, 1B B8 (m20H); 6lLalefdd; 1HR DRt 11); 2.35 (m, 1H);
2. 1@cpg",ag )’3)1 7()\(hf,‘|1§|1') 39% (white solid); np=114-118C,

[a] D 0+125(c .6, CHA 3); LCMS

Example 23

(2,5-Dimethyl-furan-3-y1)-{(S)-3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-
piperidin-1-yl}-methanone

O k@

The compound was prepared following the procedure described in the Example 3 (C),
using 2,5-dimethyl-furan-3-carboxylic acid as the acid of choice and (S)-3-[3-(4-
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(RT): 7.71 mn (Method E); M5 (ES+) gave mz: 370.0.
1HNWR (CDA 3), d (ppm: 8.07 (dd, 2H); 7.16 (dd,
WQkop/133298 (s, IH); 4.52 (m IH); 4.14 (m | H) PCBIB2B06/001674
(dd, IH; 3.19 (m 2H); 2.33 (s, 3H); 2.32 (m IH);
24 (s SFD 2 05 1 85 (m 2H); 1.65 (m IH. Exanple

ﬂwmnlwnyl)f[ll 224]@ @@éwléz)é]-p@ ﬁlln &YB@FI@FIH@KP P?I '25 F}%%Cﬁlbed
in {he-Hxample 3 BB))I uniiqatign ohee

padsolg thwi argdd Heopgloe sdinaczed @sﬁmdgfeﬁsﬂnqa gdie2gx@ln@1teh®<ane/ethyl
acdtfip,7:3)si ng 2- net hyl - f uran- 3-carboxylic acid as the

- Yidg! 99%f (vihei o8 dpnEp£94-38PG; [Antl=ue1onbewH0)6,[CHCL); LCMS
R*r .2, Al SPAIaEe4 FS-MKIERHP vle%/aeﬁw'roch' 0“ de

e e

ent : hexane/ethyl acetate
Yi el d: 61%(ye||ow oil); [a]D 20 = +101.5 (c= o 59
CHO 3): LCMB (RT): 7.47Bx@mbpfadd hod E): M (ES+) gave
nmz: 356.0. 1H-NMR (CDA 3), d (ppm): 8.07 (dd, 2H);
{(S)-263-(4dF luotd- phéhylﬁ[l(zwloxﬁd@zom -B6-pipatridinH) -yl 4 (Bmethy}-furan-
3-ietithind2e (M | H); 3.46 (dd, IH); 3.21 (m 2H); 2.39
(s, 3H; 2.34 (m IH; 2. 08- 1860(m 2H); 1.68 (m

I H. Exanple 25
(S)- (2, 3- Dzhydro-h 4%d1@ 1) -[3-[3-(4-f1 uor
o- phenyl)-[1, 2, 4]oxa- azol 5

Thy lchmpowed wels prdpageﬂ}femmhgmlmmo&'dsthlr@ degodbedlinths Example 3 (C),

usipf PR ﬁﬁhﬁ-@%dﬁ@aﬂyh@ apidogetieraeidles eidikeshd (B)tREB-(4-fluoro-
ph | ?4?)}(6@1)&201 ridine hydrochloride (prepared as described in the

Exgml 3 B qrul?i?i'& %QL‘( fﬁe | 41 N@1Rs0nAd RV perforReld by2Sastiig the

& ﬁfc& Ia en e acetate
C t % f J?%Hl th))(:a:g &@yl cetatrig )rnm

Yiglg!
he flnal conpound

<M§t;é§%éé R
"HEMRo(GRELbyd @@m &@7«% T dQ61r BaB TS Gidh P ¢36 (d, 1H);
4.5 o, rliFg 4. 100, i 169; 3d6:(ddglHeBRdr(m, 24Bx338/(st Hy); 234 (m, 1H);
2.08ckBa (e, AH})1.68Y(ne 1d1). 89% (whi te solid); np=57-60C;
[a]D 20 = +104.4 (c=0.51, CHA 3); LCMS (RT): 7.53 mn
(Method E); MB (ESY) gaWaipls 2510.0. 1H-NVR (CDA 3),
d (ppm: 805(m 2H); 7.37 (dd, 2H); 6.92-6.81 (m

(S)z@ lﬁne?d%? %Elzol Ld1 19—@'—5%8-?? :g.(}-%-*ﬁ(uor@@'_ﬁnyﬁ [21 i]?xacﬁ@o;l-&

sl Hipetidin-gay1 rﬁ‘et agone; o0 TH) 161 (m |H) Examl e
26(S) (4-Fl uoro-3-neth x% phenl)o{ [3(4f|uoro
rhenyl)-[1, 2, 4] oxad; Pdi n-
1-yl }-met hanone T npoun ared foll OWI ng

Th%l fe) OCCF%% %eggl%ﬁr ﬁ)o%n li:]he 8 t%]s%nge({ f fle 3 (O),

usi g ygr ] T el ic%5cid a8 #RCda BF ol &fu (S)-

3-[ ( oro-ph nyl) [1, , ﬁ)xagn azoei—@—yﬁ )Eperldme hydrochloride (prepared as

described in the Example 3 (B)). Purification of the final compound was performed by
passing the crude through a silica gel cartridge (silica gel: 2g, eluent: hexane/ethyl
acetate 1:1).

Yield: 89% (white solid); mp=57-60°C; [oc]D20 = +104.4° (c=0.51, CHCl3); LCMS
(RT): 7.53 min (Method E); MS (ES+) gave m/z: 410.0.

'H-NMR (CDCls), 8 (ppm): 8.05 (m, 2H); 7.37 (dd, 2H); 6.92-6.81 (m, 2H); 6.72 (m,
1H); 4.66-3.66 (m br, 2H); 4.26 (s, 4H); 3.48 (m, 1H); 3.34 (m, 1H); 3.18 (m, 1H);
2.25 (m, 1H); 1.98 (m, 1H); 1.81 (m, 1H); 1.61 (m, 1H).
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|, 2, 4] oxadi azol - 5-yl ] - pi peri di ne hydrochl ori de
(prepared as described in the Exanple 3 (B)).
weosfizag i on of the final conmpound was perf or P€HIBRP06/001674
passing the crude through a silica gel cartridge
(silica gel: 2g, eluent: hexane/ethyl acetate 1:1).
Yield: 49% (white solidﬁ% Tlﬁ)fg'”lq [a]D 20 +88.7
(00505 CHCIS) LCVS ﬂlg) 8mn(|\/bthod E); M
+P gave nmiz: 400.0. 1H NMR Slﬁ%n)': 8.03
(SX oiFTuppey3 mzeﬂwy cRienyDHp: [37(42@0@@@11%11)[[1 24 pxadigaol-3-phl
pifg1ig- @ﬂl&iﬁmetha)wnm 21 (dd, IH); 3.86 (s, 3H); 3.74 (dt,
IH); 3.58 (dd, IH); 3.)327 m 2H); 2.26 (m |H);
210194(m||—9 3 m | H. Exanple
27 (S) {3 [ 3- (4 F ro-ph

ThL:lg ad' o Pied Rildwin %&2%{‘ g%%do e 3 (C),
- i’%& n%%“{’l dftSe Q%HI%&QP@R}E -fluoro-
& Vipizeridise yALLRBE A bedyig the
Exampbﬁ éf(Ba)h utlﬁcatm p&jheafinad OAIIIHOPH@M?S f%qn d by passing the
crifde, tRrotpios silicazol Gastnle? (q@m@g Agn elukytd hoemie/stlivd ecetate 1:1).
Yiéldr ¢ (editasokid)s atp=hee- 11 1°C;He B am88e°Jc£®5)S, CHCL); LCMS
(RTW?' 68 ﬁlﬁi (&hed Ej; tMSf(Esaj ghemeued.oas perforned by

ﬁg{ %ﬂﬁ(ﬁtm 28 Sy ks dgffh) Oﬁﬁé r(acﬂgm 17 153(;1;1
T A

(ES+) gave MZ 367 0. 1H-N CDCI 3) d (ppm: 8. 49

(s, IH) 8.43 (d, IH; &xeavldd 2H): 735(dd 2H) ;

7.15 (d, IH; 4.06-3.78 (mhr, IH; 3.65 (m IH; 3.41
(SX-§3-[3-H-Fluer@pheiy DA 1 rf loadiazed-S28]-pinerittiay 1 -yB - @emeﬂmyl -pyridin-
4-@Hmetlanoze (m | H); 180(m IH; 1.65 (m IH. Exanple

28
(S)-(2-Brono-thioph @%fl uor o- phenyl ) - [ |
, 2, 4] oxadi azol - 5- ¥ |per| } - met hanone The
Thg % %&1 %?p@h%@é&&ijm{ &?‘9%&&1@? ﬁﬁc?cfjfﬁrtﬁe Example 3 (C),
R R ﬂté?fé % (ot o cheRa oL G- Juggo-pheny-
[1.24de%ad pl

or1 repare escr bed In e Exam le

3 fB)QroP %‘F?é‘ﬁ?l he §na11 eERRES o Vas; - &vi epsgigg the crude
thraygh @)elhpzegwert(légee@drc@@eb@gd@lymtl ?@ﬁ?ﬁ HQHPF 8:385).
YiélB) y7%P(white scid)ompes9-6ReCs [alaf® € oBpOAr(d=04%, ﬁmg; nbEMS
(RDY: mmm@/mm@dsy W (Ed+)ogeb nazs3d7.ca gel cartridge
IH(NMR m)ei; |49ra§ m)esazae(ﬁem)fls @np@tdagﬁ) :77.35 qadl 2H)

dh R

7 82 mn (l\/bthod E); M5 ES+ 2g&ave nz: 437 9. 1H-NI\/R

(CDCIS)d(ppn) 804( 761(d IH) 734

(dd, 2H); H%M | 3.71
(S)s(Zs]@ro@mﬂnqphpn—SgylM%[ @—ﬂuppq)—ph@y lgdﬂgxadm:gol 52y 7
piperidin-1-yl}-methanone

The compound was prepared following the procedure described in the Example 3 (C),
using 2-bromo-thiophene-3-carboxylic acid as the acid of choice and (S)-3-[3-(4-
fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine hydrochloride (prepared as described

in the Example 3 (B)). Purification of the final compound was performed by passing
the crude through a silica gel cartridge (silica gel: 2g, eluent: hexane/ethyl acetate 7:3)
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IH; 2.02 (m IH; 1.87 (m IH; 1.68 (m IH. Exanple
29 (S)- {3-[3-(4-Fluoro-phenyl)-

wO ogapaexadi azol -5-yl] -piperidin- 1-yl} PCT/IB2006/001674
-(6-fluoro-pyridin- 3-yl)-nmethanone The conpound was
prepared fol |l ow ng the procedure described in the

an & sggctﬁss%ﬁ (Slp%l‘gcoi @)%n%llt% %5}%5:% ‘i]ﬁ% Esf Bﬁ%hg p?fane/%%yl acetate

goxadl azol -5-y er| di ne hydrochl ori de

e G4 GBIVt TS T EnE S TC)( BEMS (RT): 7.82 min
(I\/Félhlnqde);M$ ES-HfgaveeV/£:43419. conpound was perfornmed by
'HeeBAL (DY, & (pite): elqu@mm),gi 41i @a 158 7.84Kdd,i28De7.00 (d, 1H);
4,1(85(th] Ty, BT 1 (rﬁQlHP'BLEﬂﬁGdd In eyl @d&mln?cyget(@ddl 18); 2.27 (m,

0 = +62 =
1%‘0@(&?@6}’\@7{@ Hy 0868r$1 n (Method E); l(\/g (ES+) gave

mz: 3710 1H—NI\/R(CDCI :%%nlg ppn’) 8.30 (m IH):;
8.08-7.96 (m 3H): 7.35 (4P 19 (dd, IH): 4.22

(Sé%j 13 &ﬂ)g l;\logﬁlp?lpr&&d ﬁzz @X@Wzﬁr_% )(fl(jj»p@gmrhl %/ilﬁ&G ﬁg Isyerin—

Xh’\mq OnExanmpl e 30

(S)-{3-[3-(4-Fl uoro: e -[1, 2 4] oxadi azol -5-yl ]-pi p
eridin-1-yl}-(3- myl t hanone The
corrpound vvas prepar e foI l o pocedure

TH%3% }Jf, IRy %Iggfhé r1bed in.he 3(0),
nE. ;ér%n g alcf 8‘? 01ce an, ?S S [9 (2 ﬂuoro plc 1ehyl)-
:éﬁ 43 h ;yi PIP%“ PT @rwa?doﬁﬂeswl&é in the Example
)e Jrifigation gk dhe cprﬁpf) passmg the crude
thlpugh ¢ sidige gelrcasiridgd ésﬂﬂqa@il 20 phyertn hemgfeﬁwﬂ pestatd: 1oy
Yiglas $P¥g (white oilyded]sfiroti6h 12 (670.9% aCHENs)c dLEMSIERT): 7 08 min
(MeﬁiddlE)&l\xﬁb(ES-@@av@hﬂgGﬂl@t adient: starting with
lHtNMiI‘ 19@ ﬁlt)ag 90 §m211t1 BNEY Y6 '(ﬁh?BHD tmaD@M, 2H); 7.19 (dd,

'@b%gﬁé %&gldﬁ RdZQHzod E)3632(ngﬁ( jr2297(3(\/1116 1H);
6 , d (ppm: 8.04 (dd, 2H);:

7.56 | 7.35 (dd, 6,43 | 4.31 (dd,
IH) émss l(_?zldd IH)( éf??‘% (ms 4?)3 33(m( 2H) ;

(S5 3-H bmororphaig- EX%MK&D‘IB@I{S@S J-pipepigit s Comgthyl-furan-
2-ylpewefhianope , 2, 4] oxadi azol - 5-yl ] - pi perl din-1-yl}-(3-neth
oxyt hi ophen- 2-yl) - hanjoRe The!co§ound was prepared

following the proce Ser t he Exanple 3
(©, using 3-net hoxy | ophe oxylic acid as

Th%} %&rn % H;E} escrlbed 1n e Example 3 (C),
usig X a % é (‘af]jl c;l& n@ @4 t}\uoro
phyrir] eﬂ@ e R me? a;%s Shfieg e
° f‘q}’d W°§1P§’PP CHSJEIOERE smg

' |5111c219geleq: nsbrH2e. eluent gradient: startmg Wlth
hexane/ethyl acetate 8:2 then eluting w1th DCM).
Yield: 12% (white oil); [o]p? = +47.6° (c=1.0, CHCl3); LCMS (RT): 6.32 min
(Method E); MS (ES+) gave m/z: 356.1.
'H-NMR (CDCls), & (ppm): 8.04 (dd, 2H); 7.56 (m, 1H); 7.35 (dd, 2H); 6.43 (m, 1H);
4.31 (dd, 1H); 3.88 (ddd, 1H); 3.67 (dd, 1H); 3.45-3.33 (m, 2H); 2.26 (m, 1H); 2.14
(s, 3H); 2.03 (m, 1H); 1.88 (m, 1H); 1.67 (m, 1H).
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99:1), then a successive flash colum chromat ography
was performed (silica gel, eluent: DCM and afterwards

wa@2aohitext4puri ficati on by preparati ve HPLC was PEF/TB26eh/001674
out. Yield: 16% (colourless oil); [a]D 20 +103.6
(c=0.4, CHA3); LCWs (RT): 7.39 mn (thhod E); M5
(ESt+) gave mz: 388. 1. d (ppm: 8.05
(dd, 2H); 7.56 (d, IH; %%i Nﬁ%%ﬁ 6 96 (d, IH);
4.26 (m IH); 3.89 (m_ IH) H; 3.55 (dd,

{($)H-[3-8-Biuogorphensi)-[122, beecawl 5I'3‘H“P1P2f1ﬂ61'(1’ﬂ} (3,-9nethoxy-

thlﬁplﬁb?x—l—y&ﬁnéﬂlancﬁid) 1.64 (m IH. Exanple 32
(4-Fluoro-2-nmethyl - rhenyl)-{(S)-34f3-(4-fluoro-
rhenyl)-[1, 2, 4] oxadi azol - 5-yl ] - qpi geri di n-

1-yl}- nethanone The conpoynd wa epar ed follomnng
the procedure described Jnjt.he afple 3 (O, using
4-f nor o- 2- net hyl - ben ci the acid of choice
and (S)-3-[3- (4 fi henyl ) - [

X gv' plo fiohn ef iy iR B t‘ﬂg Example 3 (O,
EE&%% &E \f{é’ﬁ P@ li%% Ee% ﬁ %f é )3 [3-(4-
ﬂuprq;g .%4]81%? : [Bygre j:% eép escnbed

or? B RePyak lpngé iir@ eom 0 ‘@Scper
paﬁsmg ﬂl¢r¢réé% thgpugh a[sel]cg gzb cargiree Qséteg w5 2gigbyeny: DGM&MGOH
99(IXT}hen7a FOcawssive Mesihedlugn cMBN{AES#)phyawes mezform@h (silica gel,
elukhk: NMBM) Gd B)erwards ppthird Burilidatick by iparativ@5HPHA, watarried
ouf. 20 (dd, IH); 704(m 2H); 4.13 (m IH); 3.77-3.48

Yigi 18%)@01%%18%( 20 &1%@ doe=0 k) CH H§6 L(GMSI(Rbr) 7.39 min

c..'%

;181(m|

? ﬁi}e‘?ys'é)(d {734 (<{d32H) 696 (d, 1H);

43( m 1H)e §8. Bet 7 2fde 1) 33T iy A 2644dd, TH);
6, (1) %Wsui]a@w& 64, 1H)n- 2-y1 ) - [ |

52, 4] oxadi azol - 5-yl ] - pi peri di ne-| carboxylic acid

tert-butyl ester To a sdixampba3df

b- met hyl - pyri di ne*-carbonitrile (0.24 g, 2 nmmol) in
(4 Eh€3ro4methl)-phdiythe ((8)-B 4 B3(elubbd phatyl)- [ R¢lonadiazdlbi-yipn,
piftriith-Myl}-thefibie Was added at room tenperature and the

solution was stirred under refl ux for 1.5h. The

sol vent was renoved under redUaeo essure to afford

N- hydr oxy- 6- et hyl - pyrl,d-l =\’ Ca &m di ne that was

used i medi ately fort tep. A m xt ure of

N- hydr oxy- 6- net hyl - [ d| ne Zcar boxam dine (2 mmol ),

S-1 - Bocpi peri di ner” 3¥car boxylic acid (0.46 g, 2 mmuol),
ThERGIPGInd ¥ab prepared follwling thdQbcédirddesgribd imthe Examgle 3 (C),
usthEAd-flloRP2-Methyl-vEARdis aoidl 86 ereamad (ckcholde avals ($t3-[3-eBHluoro-
ph&%fl) F14’§‘ 4ﬁfxaﬂﬁ9ﬂ‘-5 ﬁé‘fdﬂ{eeh MEAREridY (k@A as described in the

Pﬁﬁﬁ@% Q Foh] OnButdUkSs Y frhRa s R umn
chfo b a%l éﬁ@%tt?e‘f/%ﬁﬁrﬁ Fhte GOge"
Yield: %" % fouﬁess 011) fé (¢=0.55, CHCls); LCMS (RT): 7.79 min

(Method E); MS (ES+) gave m/z 384.1.

'"H-NMR (CDCl3), & (ppm): 8.04 (dd, 2H); 7.35 (dd, 2H); 7.20 (dd, 1H); 7.04 (m,
2H); 4.13 (m, 1H); 3.77-3.48 (m, 2H); 3.39 (m, 1H); 3.26 (m, 1H); 2.26 (m, 1H); 2.23
(s, 3H); 2.01 (m, 1H); 1.81 (m, 1H); 1.63 (m, 1H).
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was diluted with water (50 nL) and ethyl acetate (50
m.), the phases were separated and the organic | ayer
wo®emzRied sequentially with water (50 nL x 2rP€T/Mm28)6/001674
and with IN NaOH (50 nL x 2 tines). The organic |ayer
was dried over Na SO4 and concentrated under reduced
pressure. Purification of th crude by fl ash
chr omat ography (silica frent ;. DCM MeOH NHACH
98/2/0.2) gave 0.31 g of
- (4FB)or@-phenylB{ ([@{3h@|—€6p13npihdl-py@d1y+2)—ylp-|[l B A]oxadiazol-5-yl}-piperidin-
1-v4}-axathirmnel - 5- yl ] - pi peri dme-1 - carboxylic acid
tert-butyl ester. Yield: 45% (RT) 4.6 mn
(Method A); M (ESH+) gy@ %FJ_H-NNR(CDOB,
333 K), d (ppm: 33(Bl ((S)-5-pi
reridin-3-yl-[I 244 oxd'dla -3-yl)-pyridine
hydr ochl ori de
(S)-3-[3-(6-Methyl -pyridin-2-yl)-[1, 2, 41]oxad|azol 5-yl
33)(Api peri dShé-[BfﬁérMcihylexrlcbmaelvll i 2 4tegiazels-gi]-pipergine-1-
g, 0.93 maboxylescidigtbhtybektérn di oxane (2 nL) and 4 niL
of HGla Nl sPGARIBpyidias)2-vebeniaile €024 popwirssl) af EtOH (4
mIQ0 Gydidx§lahfige) I(SO%gwfnaqt@eg%@ RAASCH, 1004 ehIAt8 HAAGY) was added at
roélg\gfl'ﬁ% t"dfee Pthe SoRfio ﬁﬁjea eRberRRUE YAPOSRIBE JIRRRE was
e ﬂ%{ cg tgn E I f(fg I\Y'}ﬁhl%xykglglﬁypf)yndme 2-
X se wdi rt ex ste
%o -p%” R
gmn% gar Q}g}glclacué . g, OBT
gFIZ oD phd ARy (O ospla4 panely indiorgne PPrmb) wapstipd for 24h
at ro@myemmmtmzomndes niffdgen namﬂpbﬁ-:mf then fhejrepgiionaniaiiae Wys seated
underspns f@rblofThe solvent was evaporated under reduced pressure. The residue
wag -difetedywitld wafeD) 5 ®nili) padietdiyh adetyte (50 nid, )4thexrhdsaaandre Sepdrated
and thePotshnlt MePWds GaEhadl dedeertidB) with wieOF0nMDIx) 2 tithedy and with
INdNGIEPT 5@ thBNe X Liel):) Thd bir%hﬂzy 8 Rfas( QiR olbn N3,X%; and

coﬁ@@ﬂ teanchnﬂelf | i‘é {19&? Ydur& NIRGHd&HAD- 82 Mo dud2 by flash
eXE) 4f & of

16 935V
o ﬁ‘ el i

terf% t¥at ed with IN d. t he wer e

Yigldh % EAMOHRDo iR e Rl R e AT

"HRDYRa(EDGls133306), AdpPB)inl), then was dried over Na SO4
and evaporated under reduced pressure. The crude was

33gBy i fi ed 2bylefhybsH(S)R5-pimatidigr 2yhyl,2,41dxadmzoled-yl)giyuidinte:
DCMI\/EC]—Vh odBIdri@8: 2: 0. 2) to give 50 ng of the title

;3- éfMétHlyl - mu(-ag@gnqmd@mm}n plpehi@ine01-

car 3) iBadif T 3)32 11y was ﬂi‘ssﬂ'v@d {MeoRat (2 mL).
e X p:%%‘m
= gg% T

a{{fy%g

f tlrr .. ; s
L

LCMS R ) 2. 67 min (Meth MS (ES-I—) gave 24 1

33 (C) (4-Fluoro-phenyl)-{(S)-3-[3-(6-methyl-pyridin-2-y1)-[1,2,4]oxadiazol-
5-yl]-piperidin-1-yl}-methanone

To a suspension of 2-methyl-6-((S)-5-piperidin-3-yl-[1,2,4]oxadiazol-3-yl)-
pyridine hydrochloride (260 mg, 0.93 mmol) in dry dichloromethane (15 mlL),
triethylamine (0.32 mL, 2.32 mmol) and 4-fluorobenzoyl chloride (0.12 mL, 1.02
mmol) were added dropwise at 0°C. The reaction mixture was allowed to warm at
room temperature and stirred for 24h under nitrogen atmosphere. The solution was
then treated with 1IN NaOH (10 mL) and the phases were separated. The organic
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Exanpl e 34 (4-Fluoro- rhenyl)- {(S)-3
-[3-(5-nethyl -furan-2-yl)-[I , 2, 4] oxadi azol -5-yl]-

wOo 2even2tun- 1- yl}-nmethanone 34 (A PCT/IB2006/001674
(S)-3-[3-(5-Methyl -furan-2-yl)-[|
, 2, 4] oxadi azol - 5-yl ] - pi peridi ne-1 - carboxyllc aci d

tert butyl ester The conpound was ared follow ng
layen avasy wethedrwithi sxaien (el ﬁn@h‘@t@&ﬁﬂ( 1mb), (thgw was dried over
NaxS@h tandgeviaporaicsl medesyiedyage dpessieear Bignerude |was purified by flash
chf@atBgriaphy Gilitet gul) elhentaRCMAMOHNIZ, O §8:440.2 b gie\ilj mg of
thetipecodpsaund. - car boxylic acid tert-butyl ester was

%904: b
glelts?it ?Eéﬂ%@wﬁ% guﬁfrﬂﬁmf l uums g (;g@géucgqgﬁgg%, LCMS (RT):
1) §§7°7'9 ) ), 7.21
AIRERL I L eﬁg g
; 4y 1 (Iﬁs )déi 4|( m 2H): 2.39
(s, 3H; 2.16 (m IH; 91 179(mIH)

1.62-1.50 (m IH; 141]§>@m . 34(B)
(S)-3-[3-(5-Methyl -furan-2-yl)-[I
(4-Eyetbphanylp£ (8)-B{3(J-mpthybfurda-Aey g2 ditxadiazoleS-F epiperidin-1-
ylpafsaemote was prepared foll owi ng the procedure

described in the Exarrple 33 ( arting from
(S)-3-[3-(5-nmenyl - fura %@qFoxadl azol -5-yl]-
pi peri di ne-1 -carboxyl Hc,)a tert-butyl ester. Yield:
100% (white SO|Id)@&VS 3.7 min (Method A); M
(ES+) gave mz 34 (C)
(4- Fl uor o- en yl)-{(S t hyl - f ur an-
341A4] oxad|(§ r[35(5 Mm}l \)of%@}‘?d’ N2, 4]§DP<?d1ﬁ%ql'r§aY113ﬂP§°eﬂ4€1€' -
conpound cadwxylie peid éett-bulyl esiging t he procedure
des citieb edmpourtdhevasx arephed 381 o@)ing shar priopedure odascribed in the
Exafpls3] GAY, Startiighfydm SuhethyRfuydn)-2 {chrbonitrile.

(sﬁz,[él(QJM@thglzﬂiralﬁzayn)}[1,3;4]@@adlszdn5 N} gesitineri-ceboxylic  acid
te ‘ﬂ)u L@fe? -Rie Bitairedl (poke HifileB flaSh BRI chtirdlogmaihy (dilica gel,

n-1yl}- methanone was

:E ‘skca T ] T B D v o

@olourle = +107. 4 ;
TS  sobi: [n%mﬁiolaﬂg slh@aé ;i gy 3 64 o,
1H358.43 (dd;HH)wﬁﬂ@ 6w, 21); 29 3H); 2616 @d, 1 H)l 91{my dH); 1.79
(g, dH); 268-1.50. (00 1Hn 14 Hs, 98).36 (m IH); 4.45 (m | H):

3.96 (m IH); 3.60-3.15 (m 3H); 2.38 (s, 3H); 2.21
34(@) 1 H); ($)-92[3((mMéﬂ1l)ft-ﬂﬁan72—yl)nnl,Z,H)oxacﬂiaz'bl(Snyl]-lpiﬁeridine

Exanpl € 3fydrochloride

(4- Ao EOnPHSIAY Iwas( ﬁbax%d(ﬁﬂlfo%ﬁg‘ -tBe Yprobddue AdeRidtsldaz® the
Exaipld/ 53 (85, Retihgidnd (913-[3-(5-methyl-furan-2-y1)-[1,2,4]oxadiazol-5-yl]-
piperidine-1-carboxylic acid tert-butyl ester.
Yield: 100% (white solid); LCMS (RT): 3.7 min (Method A); MS (ES+) gave m/z:
234.0.

34 (C) (4-Fluoro-phenyl)-{(S)-3-[3-(5-methyl-furan-2-y1)-[1,2,4]oxadiazol-5-
yl]-piperidin-1-yl}-methanone

The compound was prepared following the procedure described in the
Example 33 (C), starting from (S)-3-[3-(5-methyl-furan-2-yl)-[1,2,4]oxadiazol-5-yl]-
piperidine hydrochloride.
(4-Fluoro-phenyl)-{(S)-3-[3-(5-methyl-furan-2-y1)-[1,2,4]oxadiazol-5-yl]-piperidin-1-
yl}-methanone was obtained pure after flash column chromatography (silica gel,
eluent: DCM/MeOH 99.5:0.5).
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nmet hanone 35 (A) (S)-3 -(3-Fura [1, 2, 4] oxadi azol -5
-yl)-piperidine- 1-carboxylic acid tert-butyl ester
wab@eazazppound was prepared foll owi ng the proceRCk/E2006/001674
described in the Exanple 33 (A), starting from
furan-2-carbonitrile. (S) 3-(3 -Furan-2-yl -
] oxadi azol Eerl di ne- 1-carboxylic _acid

Ylglér53%lﬁ9qlbu@®§@ﬂ)vi@§b ﬁﬁdp A8 (B, £HEe); LR (RE):(fmy min
(Methodmys MOy @8y gowd iz 35681, el uent: DCMVEOHZNH 40H
IHM @15CR), BXppmYi ’Eh&i(ddZSB?@ (T8 (e, SH); Y9 (th CNIE); (GF3F) (m, 1H);
NI, G%t(&mol ) 3.6083. (£§ﬁ)3lg 13815z 3HF2D20 (] HEDVRI2 (m,
Hq) lplpm1 15, 88 (dd, 7.15 (dd, IH); 6.69
4.01 (ddt’, IH); 363(mIH) 3.44 (dd, 1H;

330313 m2 216 1.92 | 1.79
(m 19 1(55 (rl_n') ry s Eeldds o P2 M g

3-Furan-2-yl - [ 1. 2. di azol !
<4%ﬁ?meﬁ1=reyn“ (3 mmsin a4Bs 'c?é%oar el Pl Ehe
mf aeBeur e described in the Exgn’ple 33 (B), starting
rom
(S)-3-(3-furan-2-yl - [I X F5-yl) - pi peri di ne-
1-carboxylic acid ter % st er. Yield: 100% (white
solid); LCMB (RT):42/81 m n Met hod A); M5 (ES+) gave

3523%;' or & aﬁ?@; I e et skl

1) - 26 dpts Ly - hanon The compo s,
pr o 3k Lo ygniRg PIBATH o ‘muég e Py depHes’ in the
Exgyatep Se(/93stprting feqra fyrpnrg -qelomitrile.
(SX-B)3-Buta@-2-yt-fn2.4]opadiapolzs- yl])mzmwazeol-c@fbyxthm H6Kd ditererbutyl
esthy dvaac bbtairiedepure after flash column chromatography (silica gel, eluent:
DEMAEOBYNHROEA. 3:0[5¢@)5)3- (3- furan-2-yl -1, 2, 4] oxadi azo

Yibld575%0) fw HKitd §91idg DEMY (RT): reo hﬁﬁqlwmsAq;bm (ESH )pgHve m/z:
308t er flash coI um chrorrat ography (silica gel, el uent

i

(1r?1§ 7,48 (dd, 2H) 7 28 (dd 2H)
35|(B|) 3. 5@8);%‘_@ -Hugqn- é-g&{l %4kgca(1mzol|-$_-|yl)-plpg§h enlqu( hloride

1. 78 henporhpfyndl veis prepates) fotlening dh g@rocedure descnbed in the
Exgfafle 33 [(B),(starfing dram fBpAyBfurfah;22yla]16X dlvkadiatol 5-yl)pigsiidine-
1-@kbakiytic lacidltyrt-batyirestay | t hi ophen- 3 -yl ) - net hanone The

Yi€lanpoosdwhas sph@pacads f(RIT): V8 Nenid (elefiod ) M (ES+) gave m/z:
m@@scribed in the Exanple 8, using

2-met hyl -t hi ophene- 3-carboxylic acidas the acid of

357B%1 c€ ang i RoInkiy1)f(s)-3-(3-furan-2-yl-[1,2 Aloxadiazol-5-yD

piperidin-1-yl]-methanone

The compound was prepared following the procedure described in the
Example 33 (C), starting from (8)-3-(3-furan-2-yl-[1,2,4]oxadiazol-5-yl)-piperidine
hydrochloride.
(4-Fluoro-phenyl)-[(S)-3-(3-furan-2-yl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
methanone was obtained pure after flash column chromatography (silica gel, eluent:
DCM/MeOH 99.5:0.5).
Yield: 72% (pale yellow solid); [o]p? = +114.8° (c=1.13, CHCl3); LCMS (RT): 7.08
min (Method E); MS (ES+) gave m/z: 342.1.
'H-NMR (CDCl), & (ppm): 7.99 (m, 1H); 7.48 (dd, 2H); 7.28 (dd, 2H); 7.22 (m, 1H);
6.74 (m, 1H); 4.44 (m, 1H); 3.97 (m, 1H); 3.59-3.15 (m, 3H); 2.23 (m, 1H); 1.92 (m,
1H); 1.75 (m, 1H); 1.61 (m, 1H).
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fluoro-phenyl)-[1, 2, 4] oxadi azol -5-yl ] - pi peri di ne

hydr ochl ori de (prepared as described in the Exanple 3
w@ B)op/12Rur i fication of the final conmpound was PEr/iB006®1674

by flash col um chronmat ography (silica gel, eluent:

petrol eum et her/ethyl acetate 6:4). Yield: %

(colourless oil); LCMs (RT): 7.63 mn (Method E); M

(ES+) gave m z: 371.2. 1Exaw@eB6DA 3), d (ppn): 8. 04

(dd, 2H); 7.35 (dd, 2H); 7.27 (d, IH); 6.92 (d, IH;
{(8)-163((d:Flidth:phBugl}-{ 1,2 oaHiazo35-§1I-ripkeidin )yl 32 4stly125
th{ophe2BYyl)-eB8nbge 3H); 2.25 (m IH); 2.01 (m IH);

1.83 (m IH; 1.63 (m IH. Exanple 37

(4-Fluoro-rhenyl)-[(S)-3-(3-thi /s

rhen-2-yl-[1, 24]oxad|azo;|— eridin-I-yl]-

nmet hanone 37 (A (S)- )Th@en 2-y 1-

[1, 2, 4] oxadi azol - 5-y riperidine- 1-carboxylic acid

tert-butyl ester THe Tonpound was prepared follow ng
Theheompawddeas prperedi foldwing thheprac@igtm des®Bibéd\in the Example 8,
usirign PtrnethylFthiophtis-Behehoeylle @aidaorthe racide of choice and (S)-3-[3-(4-
flfcBd-pBeryd)-M2, e ixadiaZoly3-yl] iplpetidileobsalibdid@rided(prepared as descnbed
inthd Exdthple Bi(B)) eurificARmPiNe fifal 36hpotu®] tvabgérfdmﬁa
ﬂé@ﬁ%o%h@élﬂ&ﬁaﬁ%ﬁ hgf(élﬁéa élaei rﬁ%éﬁ‘m BRLRAR bé

e Gl 5 A 043 8 e
lf@@@ e T

-

41 dl)o7dé|d 3 (6 ; 2.25 (m,
1¥9); 3914m 4 ,rﬂ83291)1,,lli) 1763((m. lﬁ)p 1.93 (m IH; 1.79
(m IH; 1.57 (m IH; 1.41 (s, 9H) . 37 (B)
(S)-3-(3- Thl 0 Example 37
rhen-2-yl-[1, 2, 4] oxadi azol - 5-yl ) - pi peri di ne
4Ipi6sr0 ] b 122, 416 2RBd 0 5149)-hipetidig-
1(11 h urgy%gggrlged in thgyxganﬁl e 33 (B)}EP b?artl nlgpﬂ
from (S)-3-(3-thio rhen2y| [ b, 2, 4] oxadi azol -5-yl) -
pi peridine-1 -carboxyli} aC| d utyl ester. Yield:

quantitative (whit @l\/s ¢F 3.9 mn (Method
A); M5 (ES+) gave 235 37 (O

3T(@)F! uor qspBE(ByTHloﬁHeﬁ)z-ﬂ-l_(lsz tfoixadiban-2ylypiferided]-oadokylic
azol - 5-ylakeid @ﬁgﬁ{tﬂ(ysﬁr 1-yl]-nmet hanone The conpound

was IFHee B&h 8’urfd° a3 ﬂ%afeﬁe chHo%ﬁQ Whe PeR6dirbesbstibdd n the

1%6 b
?e’ r3Ji”h phe 10 t%j 8?§%édmeoll cang)L})hc acid tert-butyl
%(rs ash (f@h{nm SHFEFOEgERY | (5ch)tpkaglhent

M&E&\E met hanonewas obt ai ned pure
Yighd é7r7°/f |(%%wrkq§$ @Hﬁ Eﬁf dr aphymins(Ylpthad ) Mg .gave
m/BERPIMOH 99. 5: 0. 5) .

I'H.NMR (DMSO-de), & (ppm): 7.79 (dd, 1H); 7.76 (dd, 1H); 7.24 (dd, 1H); 4.01 (dd,
1H); 3.63 (m, 1H); 3.46 (dd, 1H); 3.32-3.14 (m, 2H); 2.17 (m, 1H); 1.93 (m, 1H); 1.79
(m, 1H); 1.57 (m, 1H); 1.41 (s, 9H),

37 (B) (S)-3-(3-Thiophen-2-yl-[1,2,4]oxadiazol-5-yl)-piperidine
hydrochloride
The compound was prepared following the procedure described in the
Example 33 (B), starting from (S)-3-(3-thiophen-2-yl-[1,2,4]Joxadiazol-5-yl)-
piperidine-1-carboxylic acid tert-butyl ester.
Yield: quantitative (white solid); LCMS (RT): 3.9 min (Method A); MS (ES+) gave
m/z: 235.98.
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Yield: 81 % (white powder); [a] D 20 +107.36 (c=1.15,
MeOH); LCVMS (RT): 7.16 min (Method E); Ms (ES+) gave

WOot®s/13889 1. 1H NVR (DMSO-d 6), d (ppm: 7.80 PdOIB20édq01674
7.76 (dd, IH); 7.47 (dd, 2H); 7.24 (dd, IH); 7.22 (dd,
2H); 4.19 (m IH); 7.73 (m IH); 3.59 (dd, IH);

37 ?@45| E') 2%41 %g]g)r? E?meqy@ﬁgké g}sra#ug}p%%rl 9[f 514]otziiazc])'l ? vi)-

( 4- FI uor &inskeyyllpm a@“@s th| ophen 3-yl-[1,2, 4] oxadi
azollhs- gqn}pqnngewaghmepar?ql]fo AR Gprgcgedf.y? descnbed m the
Ex@8ple3- §3- 16), opteeting- fion} | (3)-3 dkiaplercl-yblly2.flagpdiazol-5-yl)-
pipegidindhydrothlodddboxyl i ¢ acid tert-butyl ester The
(4-Bnitpephchylpi Sps ¢paliiephdnal-yb )i, g ] dxadiapsleB-glpigeridin-1-yl]-
me@ﬁi@ﬁév%dobtﬁﬁnb@ %u@(?f@:f&sﬁ%ollﬁﬁn chioididdrgpHyr Gilica gel, eluent:
onitrile

v i M %i:; “é*fs a2 Zggx'wm e B VO LGSR s 710
ng‘ﬂMgn @i ﬁi}%&g%’a‘@g@@(g 7'0@f %% 7.24 (dd,

1HY; 792 (dévsl) 9(%, 15H)n7n7 Bt ﬂa‘é&f,% (m, 2H);
22r51(m,3§5 240 (mHLHVR- 82006 b6 dmy 8 17 (dd I H) ;
7.70 (dd, IH); 7.56 (dd, IH; 403(ddt IH; 3.65 (m
IH); 3.44 (dd, IH); 3.293x3mj>&3(8n 2H); 2.17 (m | H);
1.93 (m IH; 1.81 (m IH; 1.63-1.49 (m IH; 1.41
en SR3-(3-thiophen-3-yl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
(4e§?§10r<9—'p|)1 y%}zﬁ[(orﬁhe(n 3- 1)D/I [ y2[4] o;(adl azol - g)p - pi per”jl
ydrochl ori de The conpoundgnas prepared follow ng
the procedure descri beﬁi— n thé\~E@Ele 33 (B),
starting from A A 2 F
(S)-3-(3-thi ophen- Y - t‘l oxadi azol - 5-yl ) -

R i
4 E/g é .i.i 2 ?1?» pgoc):ﬁduﬁ dﬁscnbed in the
( é}ﬁ (é;gn plaming ong%é%g\e tg F{Eﬂ

nmet hanong The
b et Y3k endiaspl-SubnBiPEHUngT caERRRs o acid tert-butyl
estele yiasi pfdined pire @i@anﬂ%é salupg) thqgfﬁ@w (Blisa gel, eluent:
DEM8OHIX 7iDSphen- 3-yl -[ I, 2 34] oxadi azol -5-yl) -
Yigldpéo¥a(eudourless oil); LCMS (RT): 5.5 min (Method A); MS (ES+) gave
m/fmgsgth ori de(4 FI uor o- phenyl ) - [ ('S) - 3- (3-t hi ophen- 3-yl

IH‘I{IM r 8"17(&&! H?I)‘ ?‘WD(&id wie): 7. %g&tgn@nemaqddt
H? I@ 3 é&yg S%Hg 9EHAPY (m, 1ED; 1.81
épo a]ZBO+O498(cO93 MeOH) ; LCI\/IS
38 %B) %§)—3 -(3 -Th1ophen—3 -yl-[1,2,4]oxadiazol-5-yl)-piperidine
hydrochloride

The compound was prepared following the procedure described in the
Example 33 (B), starting from (S)-3-(3-thiophen-3-yl-[1,2,4]oxadiazol-5-y])-
piperidine-1-carboxylic acid tert-butyl ester
Yield: quantitative (white solid); LCMS (RT): 3.9 min (Method A); MS (ES+) gave
m/z: 235.98.

38 (C) (4-Fluoro-phenyl)~[(S)-3-(3-thiophen-3-y1-[1,2,4Joxadiazol-5-yl)-
piperidin-1-yl]-methanone
The compound was prepared following the procedure described in the
Example 33 (C), starting from (S)-3-(3-thiophen-3-yl-[1,2,4]oxadiazol-5-yl)-
piperidine hydrochloride
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mn (Method E); M5 (ESt+) gave mz: 358.1. 1H NWMR

(DMSO-de), d (ppm: 8.17 (dd, IH); 7.70 (dd, IH); 7.56
W@ cabs/ 12309 7.46 (dd, 2H); 7.22 (dd, 2H); 4.21 ¥cddiB20¢d)q01674

3.75 (ddd, IH); 3.57 (dd, IH; 3.39 (m IH); 3.32

(ddd, IH; 226(mIH) 2.00 (m IH; 1.83 (m IH;

(4 FAUQIPIPSP@ZIQE@ r 133 W 2. 4exadazol-prydypiperidin: Ly
m%theuazona]vt“ﬁssasdqt@m39 g;t%w fbtglp %gﬁyﬁogr t(pidig® .glé lgblent
DC¥YMeOH 99.5:0.5).
YieR) 63-% Iwhite Motudgh); [diipfyee r004.28%(c0[MB, Reid) ddiMSqRIG: 7.21
mM|(Ma$]hd2EE S EES-Ly e b[gxyjslgq acid t ert but yI ester The

d, 1H); 7.46 (dd,

21 86‘)19 gpﬁﬁf% ; ngidﬁ 57 dd“q YW 8AY (m, 1H); 3.32
i %ﬁg@ G

(d %) 66@ Rg{ %[?6 @14 %&adl azol - 5-

yl]-piperidine-I|-carboxyl,i tert- butyl ester was
obt ai ned pure after fl as@?‘a&ﬂ?ﬁ chr omat ogr aphy
(silica gel, eluent: DCM MeOH 99.5:0.5). Yield:22 %

(4{Rbwirowpherdy-{69)F)-[3-(emethyRTFL-pyrfok-2 Wi hé doxaliszoESy]l-

pigpaidin-idyd} -meBeanO By
(S)-3-[3-(I-Methyl - IH-p rroI 2y|) [1,2, 4] oxadi azol - 5-

yl ] - pi peridi ne hydr chlo ound was prepared
foll owi ng the proc@ﬁk es r|be the Exanpl e 33
(B), starting from 3-[3-1-nethyl -1 H

39r(>&]r)r ol - 2- (xb -B=[BL(12viéth mtﬁiﬁh 251 OI)[1 ,2,4]oxadiazol-5-yl]-piperidine-
pi perqi_gi, (%(}Jhc%f MWyl et d Tert-butyl ester

Yi e'ﬂe g B % ffe €1 Blw}n%)? th %gl é deécﬁ&dmlﬁ‘ the
blo Tl

(S {% o8 %2@%&&1{ e'% f%ih ni!rh ,9 g@Z %;cgel

el‘@@é | e 33((:8 starting from

Y1@]Q)223%[(gol()uﬂ¢ﬁgtoni9,| L¢ (RT): min (Method); MS (ES+) gave m/z:.
ryrrol-2-yl)-[1, 2, 4] oxadi azol -5- yl]-piperidine

39hBYIr ochl aB)-3€3-(1-Methyl-1H-pyrrol-2-yl)-[1,2,4]oxadiazol-5-yl]-piperidine
(4- Fl uor Gryghehloride{ (S) - 3-[3- (I -net hyl -1 H-pyrrol - 2-yl) -
[ |, Znd] exdaf d)lﬁiio hya- YlepareR RToghgd)-the Yhbcedild rlﬁ'@élﬁ&d\/\@ﬁ the

ﬁ&h (6)-a98.(Falemn-180p @9{)6{9 Y4ogadiazol-5-
yl] Eﬁlcﬁﬁ‘e-ll a:rbo < éﬂg’] gH&L OX la

t1ve w ite blﬁ£1)< o 2 +%29;\9§1% réé\}%thgé AQNWQESH gave

11H-NI\/R(DI\/ISOd 6) (ppm) 746(dd 2H): 7.23

( I'r_|I) 6.17 (dd, IH);
394C19 ( m (ﬂﬁ)luore pshen %{@ 3 @ msths'hl ryrrol 2 g (dd,
IH); 3.4112, @qxe(dmzo Byl IZIPQ@dl(lrh vl tpethanomg (m | H);
1. 8]I"h© neorhpyndl v63 prepatett) fooswimg ehel Oprocedure described in the
Extrhpld 380(C©); plagting] frerh (S)-3 3 BofeBayiathpyrrol-2-y1)-[1,2,4]oxadiazol-5-
ylEpipéritiife Bydtbghlbtid®2, 4] oxadi azol - 5-yl ] - pi peri di n-
(4-Fluoro-phenyl)-{(S)-3-[3-(1-methyl-1H-pyrrol-2-yl)-[1,2,4]oxadiazol-5-yl]-
. piperidin-1-yl}-methanone was obtained pure after flash column chromatography
(silica gel, eluent: DCM/MeOH 98.5: 1.5).

Yield: 68% (pale yellow oil); [a]p™® = +92.82° (c=1.04, MeOH); LCMS (RT): 7.19
min (Method E); MS (ES+) gave m/z: 355.2.

'H-NMR (DMSO-dg), 8 (ppm): 7.46 (dd, 2H); 7.23 (dd, 2H); 7.02 (dd, 1H); 6.78 (dd,
1H); 6.17 (dd, 1H); 4.19 (m, 1H); 3.90 (s, 3H); 3.73 (m, 1H); 3.54 (dd, 1H); 3.41-3.24
(m, 2H); 2.23 (m, 1H); 1.96 (m, 1H); 1.81 (m, 1H); 1.63 (m, 1H).
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1-yl }- et hanone 40 (A)

(S)-3-[3-(3-Methyl -ryridin-2-yl)-[1, 2, 4] oxadi azol - 5-yl
wQ 2006i123249 di ne- 1 carboxylic acid tert-butyl estPCT/IB2006/001674

conmpound was prepared follow ng the procedure

described in the Exanple 33 (A), starting from

3-net hyl - pyridine-2-carbonitrile.

(S)-3-[3-(3-Met hyl - pyri dixpnmplgf§ -1

54] oxadi azol - 5-yl ] - pi peri di ne-1 - carboxylic acid
(4tféudrot;1hbny1)-<§63)e3-1{me3-nietlazil-lpgﬂdipeﬂ-gl)a[ﬂ,Qe-‘r]oﬁdda’mbl-ﬁqﬂhpﬁperidin—

1-ghoaebiagieaphy (silica gel, eI uent : DCM\/EC]—I 99:1).

Y|eId47%(coIourIe30|I) '. 7.8 mn

(Met hod C) M5 (ES+ 9 40 (B)

3- Met hyl - 2- ((S) - 5 .b

, 2, 4] oxadi azol - N ry r| d hydrochl oride The
400@ypound (M—[ﬁf(éﬂ\dbwl pmdm@rﬂy[l Ad]pradizedb’l1]-piperidine-1-

descri bedcarboxylie atid asmpbetyB&sté¢B) , starting from

( SJ-Bre[ 3ofmgouirel Myds- pyepheidn faltoying [ the 2préhekaeli @zolib&t in the
E)ééhw] @B?@A} diaRfird frGABORAYMYI-Fyrdihélolcaffonlitiley| est er

bgs. 91t ih e l;g‘ fox%@iak&) e 1 -cArbox Pl acid
te - iq ﬁ ﬁg e)ig gti' d;{t(égr%p}y (sﬂlca gel,

Eﬁ%’f&%@eﬁ it Z#ﬁ‘i e G TS T

34&e9 cribed in the Exanple 33 (C) startlng from

3- et hyl - Né -riperidin- ¥ EI 4] oxadi azol - 3-
40(B) - pyr i - tm&@ﬁhﬁmpe@dm- -yl-[1, ,4]oxad1azol 3-yl)-pyridine

(4- Fl uor daydtoehddride{ (S) - 3-[ 3- (3- et hyl - pyri di n-2-yl) - [l

, 2, 4lex adnggmld wagl prephpdr fudlowving -the } proe¢duae odescrilzesl in the

E)éaﬁip@é ned(@sRiriddd Efont |(&)£ﬂ[$—@3-hﬁ8&}dljjyﬁﬁﬁi DG4 ]oxadiazol-5-
yl Eﬂlaiﬁegedarb H@B&dt&@% NH 404 98:2:0.2). Yield:
Yi % tﬁ&‘ﬁ‘ve (el\/bt Pﬁﬁ%m%ﬁ“s 46Tt Methdl @) Mg-@!ﬁ) gave

0. 4 M5"(ES+) gave nl z:
(DI\/SOdG) d (ppm: 857(dd IH) 782 m

7. 48 (m d
40((El})) I H) (% E%uori}qﬁ g@) :.-,RS et%@f g}f ({18 &dyﬁ-l H) ;
2. 46 (s [é ]0>2ad2¢2 ik Pwer@ndoy rﬁle payoney g2 (1
‘The ggmp@ﬁn Fyjas g@@ﬁﬁgdefcﬂloyvmg] gdhe 6efve igscribed in the

Emnmﬂraﬁéd(@)o stagtitien §rotrh 8-mpetble2H((5¢- Seipenidinddyli 4, 2. Hlexadiazol-3-
yDEpsaidineh@r¢@loridesi ng
(4$iﬁdrbfﬁha@yly}v{rﬁ)W[}(}hapmyapphdin%ylar[nlﬂyéxadlaol -fhyélspipbiedin-

L(e%) fetBdnonb ol axeomtigled pure after ﬂash column chromatography (silica gel,
el &WM%H‘/MHOH pbém/i 2 4] oxadi azol - 5-yl ] - pi pe

e dd'%gg %w g et e
IH-NMR DMS0-dg), & (ppm): 857 2&%1{5 RT%z (m; fﬁ)”hs (m, 3H); 7.23 (dd,

2H): 4.22 (m, 1H); 3.75 (m, 1H); 3.59 (dd, 1H); 3.45 (m, 1H); 3.31 (ddd, 1H); 2.46 (s,
3H); 2.27 (m, 1H); 2.00 (m, 1H); 1.82 (m, 1H); 1.66 (m, 1H).

Example 41

{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-(3-
trifluoromethyl-1H-pyrazol-4-yl)-methanone

The compound was prepared following the procedure described in the Example 3 (C),
using 3-trifluoromethyl-1H-pyrazole-4-carboxylic acid as the acid of choice and (S)-
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(Method E); MS (ES+) gave miz: 410.2. 1H NMVR ( DVSCd
6), d (ppm: 8.04 (dd, 2H); 7.96 (s br, IH; 7.34.

W@ edas/ 12309 4.24 (m IH); 3.79 (m IH); 3.55 (deiCT/IBIP06/001674
3.38-3.20 (m 2H); 2.97 (s br, IH; 2.27 (m IH; 2.01
(m IH); 1.82 (m IH); 1.62 (m IH). Exanple 42
(4- Fl uor o-2- met hyl am no phen I) {(9) - 3}& (14 fluoro-ph

3-[BriHugrp- p,’glenglbﬂaéﬂmmago Igp ]y -ppgtdineysirochloride (prepared as

dederiblefl imthteFwapipde FKB))conpound was prepared fol | owi ng

Yitlde2pyoqeite selidie felnf e 00,80 (oe0. Ex@HA!Y; BCMS (RT)s7.2§ min

(MtHddumy: Mg(mft) Ivam/;g}cmbanzm c acid as the acid of

1HC RIFE 1@1%3@ é‘%m (ddIZH),796 (s br, 1H),7é 34 dd 2H),424 (m,

§J% 5 d 2ggsér ed | k%}h{eﬁ m 1?)
ﬁp’\/e (light brown oil); [a]D 20
+69 74(0083 I\/EO—I) 8.04 min (Method E);
M5 (ES+) gave niz: 399. Xai‘?-ﬁgl?\ﬂ‘{%? (DI\/SOd 6), d (ppn)
8.04 (dd, 2H); 7.35 (dd, 2H); 7.06

(4FiorofymethyBanine-phenyl)-£48)-34 31@ iilmrmph)anylk[ @ 4dcmad1a|zpl—5 -y1I-

pifReriin-{ ¢di} -niethanoie 43 (ddd, IH); 3.30 (ddd, IH); 2.72
(d, 3H; 2.23 (m IH; 1.99 (m IH) 1.81 (m IH);

1.63 (m IH. Exanple 43

{(S)-3-[3-(4-Fl uoro-phenyl)-[I )Qs@&adl azol -5-yl]-pip
eridin-l-yl}-(4-nethyl- T—cnyv@ yI) nmet hanone The
conmpound was prepar the procedure

described in the le 3 (O, u3|ng
Thgﬁggjt@gﬁ%qﬁya% Eg/ E)éroe lf ving bl‘?xg oceduse hescrlge& Qlethg ngmfo)lfe 3 (C),
using dolwergtis mQ-b& w%affléfﬁrhe@cgﬂ £ ehojserandi(Rhs3-[3-(4-

flugyatplrrtylolli 05@1@%5&7 W]-aipedidnetiygens %ldpmere@@aﬁﬁﬁ desgribed
in {iB)GxamyileB B))9% (white powder); np 167.5-168.9C, LCMVB
YiéRT Yuantit@ivertight(dvewh otl); E,be]DZR/BJr(SESﬁ (83, MeOHBEEMS (RT):
80th étﬁ)b@@)dv{@ ESH) gppm/z: 1.89 (s br, I1H); 8.04

§*dh( (7'315 (Jic'rDzH)67%8 %41 6.31
?ﬂ%l%{%ﬁ‘gb b@; ﬁga a%ﬁ% ]1 (r? % Tég (m1 }?H)

1
(5 Met hyl - i soxazol -4-yl )- !51%‘??73(3 th| ophen-3-yl -1
, 2, 4] oxadi azol - 5-yl) - pi l'yl]- nmethanone The
corrpound was prepared fol |l ow t he procedure
(SIS it phore TS Bl8e50) g Pipesdin -y1}-(-methyl-1H-
pytrohdtyyinetheoxmz ol e- 4- carboxylic acid as the acid of

o)

choi ce and starting from
(S)-3-(3-thiophen-3-yl-[|-02,4 zol - 5-yl) - pi peri di
ne hydrochl ori de (jﬁ;a(r@&a:{ d§s§r| bed in the Exanple
38 (B
(5- f\/bn]yl i soxazol [(S)-3-(3-thiophen-2-yl-[I],2
The4bayadh®#as plpiel fHll Bk m royddure ae%t:hmmhwsample 3 (0),
%gt‘l%%% PHUSrAf1E-8lcafd A he 5QH 48 helPoRIRHARAYS)-3-[3-(4-
l'le(ﬁ?fl)glﬁ 2,4]oxadiazol-5-yl]-piperidine hydrochloride (prepared as described
in the Example 3 (B)).
Yield: 9% (white powder); mp = 167.5°-168.9°C; LCMS (RT): 7.01 min (Method E);
MS (ES+) gave m/z: 355.2.
"H-NMR (DMSO-dg), 8 (ppm): 10.39 (s br, 1H); 8.04 (dd, 2H), 7.34 (dd, 2H); 6.81
(m, 1H); 6.52 (m, 1H); 4.35 (m, 1H); 3.94 (m, 1H); 3.52 (dd, 1H); 3.35-3.20 (m, 2H);
2.25 (m, 1H); 2.02 (s, 3H); 1.98 (m, 1H); 1.83 (m, 1H); 1.60 (m, 1H).
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el uent: DCM MeOH 98/2). Yield: 55% (white gumy
solid); [a]D 20 = + 90.73 (c= 0.9, MeOH)LCMS (RT): 6.4
worweideahod E); MS (ES+) gave nifz: 345. 1. 1H MNVRIB2006/001674
(DMSO-d 6), d (ppm: 8.59 (s br, IH,; 8.19 (dd, IH);
7.73 (dd, IH); 7.56 (dd, IH; 4.23 (m IH; 3.77 (m
IH; 3.59 (dd, IH); 3.44-3.31 (m 2H); 2.46 (s, 3H);
2.25 (m IH; 1.99 (m IHBfample®8 (m IH); 1.65 (m
I H) . Exanple 45
(5-Methyllisbtaz01-0-yiDRREB)-B X 3 {iSHhed-3-31- [1h2 apxadiaelyd-yl)pigeridin-1-
1Ptb@sasteazol -5-yl)-pi reridin-1-yl]- methanone The
compound was prepared foll ovm ngot he procedure
descri bed in the Exanpl (C) ting from
(S) - 3-(3-thi ophen- 3@2/?1 Xa r_gzol 5-yl)-piperidi
ne hydrochloride (p ared escrlbed in the Exanple
Tha&ofBbindRes ﬁrefgal@uffblwlﬁ Yteduld @scHBed in the Example 8,

usfr (f’ bl li‘s%& 2 LAV IL, é a§ e a@irf%fgg;w% Ml staktin f%rﬁ
E{Se O[ure a? er.. — a- ﬁta >§a EOIhS %r)nftl%éra " hl\if;dae }eﬁb&% s
(5% et Eg Y-iy)-3 iﬁ i__ox_g E}pfz/ ’(g 1per1d1n I-
i r §én f Pwatpg ieaesh

el@a@@(PMéMe%WSﬁ) 1H NI\/R DI\/ISOd 6) m: 8.19 (dd,
Yibld) 55%.(WBit¢ gdmmyl sdlid); 1 fdd)o 739')(?—?) %M@HEQMS (EFH) 6.4
R ( )rs 034bA, el 8. 1 &ldd, add, 1) 7.5
d§ 551 ?) H)' K5 (&d 61@1 m44lﬂ1§%iam>) s, 3,
Xa3§3

f1°uor o- phényl ) -1
Iﬁ 1{e.)r’r 1£¢} met hanone The
conpound was prepared f Iom%%g%the pr ocedur e
descrlbed in the Exanpl
t hyl -i soxazol e- 4- car boxyl i ¢_aci %
3 SRR DA B g FReR gy ST A oxadiasol 5-31 plpendm 1-y1]-
mehgmen¢ 4- f | uor o- phenyl )-[ 1, 2, 4] oxadi azol - 5~y|] p|per|m
ne hydrochl ori de (prepared as(pescr bed in the Exanple
3 (B)).
(5- Et hyl - i soxazol - 4)( 4-fi uor o- phenyl ) - [|
, 2, 4] oxadi azol - 5-y p|per| [ I yI} met hanone was

Th br‘Io ﬂ%ﬁﬂd@fg 5% &rgﬁ félé&%m ngg?rﬂﬁﬁq Ye Exampl:1 33
’C o#ﬂ)nger%g%pﬁrgd em (ggr i} tﬁ% :91101? enzoyl

(3 Mlﬂuvr%phe@aa [(%{3 lgrzheer{é. ylrlilr)’zg 41§)X¢dz1a%qh5 rl lpesldgsl -ylJ-
methgnong Hps olgtanmd@um)af(qhﬂaglwo umn@brqm‘atog]aphy @11@@ g@]:neluent
DCM)eQHASH,OH 98:2:0.2).

Yield: 64% (pale yellow powder); mp = 92-97°C; [a]p? =+ 73.82° (c= 0.91, MeOH);
LCMS (RT): 7.13 min (Method E); MS (ES+) gave m/z: 376.1.

'H-NMR (DMSO0-dg), & (ppm): 8.19 (dd, 1H); 7.73 (dd, 1H); 7.56 (dd, 1H); 7.52-7.42
(m, 2H); 7.27 (m, 1H); 4.20 (m, 1H); 3.73 (m, 1H); 3.55 (dd, 1H); 3.41 (ddd, 1H);
3.31 (ddd, 1H); 2.22 (m, 1H); 1.98 (m, 1H); 1.80 (m, 1H); 1.66 (m, 1H).
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(m IH; 1.83 (m IH; 1.66 (m IH; 1.20 (t, 3H).
Exanpl e 47
W@ ¢@pAB2[B- (4- Fl uor o- phenyl )-[1, 2, 4] oxadi azol - BEIB200i/(01674
eridin-1-yl}-(5- The conpound was prepared follow ng
t he procedure described in the Exanple 8, using
5- met hoxynet hyl - i soxazol e-4-carboxylic acid as the
aci d of choice and st ar Bxagplerddm
(S)-3-[3-(4-fluoro-phenyl)-[I
(5-EayHisoxagt] azyl)-{ 5)yd-]3-pi-flacrochtray iy ti2 dddwadizzdl 5-yl]-piperidin-
1y(jpm@ﬂeas described in the Exanple 3 (B)).
{(S)-3-[3-(4-Fl uoro- enyr\k)o [1,2p04] oxadi azol -5-yl]-pip
eridin-1-yl}-(5- ¢
met hoxynet hyl -i soxaz -4-y|) haliofe was obt ai ned
pure after flash columm chro og aphy (silica gel,
eluent: AcCEt/exane 2/1). Yield: 55% (coulorless oil);
Thé edDpaGid=wasgRepsed fallowing the precedyre deswEbedrer fhe kxampledy
usifyStdild-if)xazdls-4 aoxyljaweidms the 88F ofichoi¢s agiRtarting from (S)-
3- BQﬂ/ﬁﬁoﬁﬁbher@l)@[ﬂmﬂ}oxwlﬁﬁ)l(SSyl]-lpi}i)erldﬁle(hg/d(qd:ﬁlorlzllel)(preﬁaﬁd as
desfc%gidfj‘ﬂaeEf(az@ le(§)4B ‘1;2_@4523 é% Ig) 3}( 79 (BQ}S lll];)@@rd
(5-Bt dyollddy-{ (4-8ubfB-pheiyl)-[ 8,2 3doX liazo byl pipbridin-
)E don W?i neh%).u éﬁe@%lagﬁ"&ohaxéh iin@a@oérﬁi)hy (silica gel,

?ﬂ%ﬁ f( I3 Seﬁlx/ﬁ wj ﬂéﬁ ﬁeté’tgé(,(l\g\gblﬁ FEOPH B2 /03 %in

1 oxad| azol - 5@){% |rer|d| ne I

OO B oror b b ko il aﬁ

1Hpyr 2pa(mdl Hy Bl6Sviddgl Hh 8. @Fb&@ﬁurzﬂhéﬁrﬁqb ),|2n26ﬁve, 1H) 200

(mEKENAL83 @3, 10D) 1.661(m; 1 Hxol .20 Gn3E). et hyl - benzonitrile.
(S)-3-(3-o0~tolyl-[I, 2, 4] oxadi azol -5-yl)-pi peridne-1-ca
rboxylic acid tert-butylgxgspRr4mas obtained pure after
flash col um chronmat ography (silica gel, eluent:

=32 0~ ! eﬂHfﬂ £ |); LCMVS
{(m ygfogf%% e ﬁfﬁ.’ﬁi 59&%%14 ave %ﬁzg 365. 99.

, 4] 0% adlazol 5-yl)-
riperidine hydrochl Th e co ound was prepared
followi ng the pro e désc Ib%,{ he Exanpl e 33

(B), starting from
(S)-3-(3-o0-tolyl-[1,2, 4] oxadi azol 3,5-yl ) - pi
reridine-lcarboxylic acid tert- bdtyl ester Yield:
The wampbtiat Weeprepired éolboving the pranpgurerieperiedin ﬁhmeéPlﬁc%
usify ;5 IM&h()Eﬁméthglal\sexazbki- 2drbogylic 81 ¢sGhe acid of choice and starting
froh{]r( Lup-0t- ﬂﬁkﬁrﬁ)ﬁh)an @ 231](6)81dm-zbk95—yl] -fliperidine hydrochloride
Jiﬁé(é@dcﬁg&i m3hyE a1ﬁ R (B - yl']-met hanone The
{( OfTP ﬁ ?23,'4 095&1%1%1] BReHERCRII- G-
me ip! d b?ﬁlﬁé& ' ﬁﬂefﬁf@ép flash column
c 1 a el ubnf mkﬁ{e@ -piperidine
Yield: 55% (coulor ess oil); [a]p?® =+92.55 ° (c= 1. 11 MeOH), LCMS (RT): 6.79
min (Method E); MS (ES+) gave m/z: 387.1.
'H.NMR (DMSO-dg), & (ppm): 8.68 (s, 1H); 8.04 (dd, 2H); 7.37 (dd, 2H); 4.61 (s,
2H); 4.23 (m, 1H); 3.79 (m, 1H); 3.61 (dd, 1H); 3.46-3.26 (m, 2H); 3.32 (s, 3H); 2.26
(m, 1H); 1.99 (m, 1H); 1.82 (m, 1H); 1.66 (m, 1H).

_.(.\50—
UJ
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(4-Fl uoro-phenyl)-[(S)-3-(3-0-tolyl-[I,2

54] oxadi azol -5-yl ) - pi peridin-1-yl]-nmethanone was
w@bdoaiizsedd pure after flash col utm chronmat ogr apPgT/IB2006/001674

(silica gel, eluent: DCM MeOH 99.5:0.5). Yield: 90%

(brown oil); [a]D 20 +91.19 (o0=1.01, MeOH); LCMS (RT):

7.86 mn (Method E); M ES+)l ave nfz: 366.2. 1H NWR

(DM 6), d (ppm: 7.8 )(ag}pqgg; 7.49-7.30 (m 5H);

7.21 (dd, 2H); 4.21 (m IH); 3.74 (m IH; 3.61 (dd5
(4lFi|h10ro3ph4eﬁyl()JI(S)l3'-|I3 0301@14-[](,21,élhxaﬂiel)zol ﬂyb-‘})qﬁa},dlrs-&l)yl] -metlignone

(mIH) 2.02 85(m0| 67 (m |IH.
Exanpl e 49 J\@
{(S)-3-[3- (4 Fl uor hen‘yl) adi azol -5-yl]-pip
eridin-l-yl}-(2-ne | am nop - et hanone The
48¢8ppound (ﬁhé (éfoeiEQ]D’ LZAHQ&@W%I i-ﬁe -Ripesisepy f warboxylic acid
descri bedertbutyhestBixanpl e 3 (C), using
2 methb bapbmd tvesn prepared doltbveisg tlteepracéddtrc)deschbécbm thend
16333{ @) $taftingok6rp Remythyk-benzonitrile. :
3 4)]-’@13?!-([& Q bxatiasol- SWIPﬁbbﬂdlﬁ@-ItBéﬁidk‘yHb aeiddert-butyl ester -

h'cQRl%ﬂ Jhr&xlﬂﬁtogﬁ%ﬂ? ks‘?hé’a %/é% er]tééﬂtngM/MeOH

§ ﬁ@f&%&@%@g LR AR

;665(d I H); 661(dt IH) 420(mIH) 3.72

.3.28
48@} 2. 73(81 4- (3Molyt%%4 q%ﬁadxaml- 'II)Q’QP tding chﬁi%zde
(m "[lhlel)compoa@i Was prepiued @lémaplpg ﬂg:oprocedure described in the
Ex@rhpR 30(R); pading] fyoth (S)-3-83-03olyhil h2d|exadipizol-§-yD-pipesicing-a-
catbokylfe ydid tepi-petyl eliter- | -yl ] - et hanone 50 (A) (S)-3 -(3

Yielihyaa@tatAe)whith $ol2d)41.COHEREURZ 9)1-1hir Mothsd ABRNVSi(BEY) gave
m/A- A Rpxylic acid tert-butyl ester The conpound was

prepared foll owing the procedure described in the

48%@?”73' e ( 3. f(l@m zp‘i{eﬁg[lt) );@ ki ?Qg@?f ﬂZ?h]%xédlﬁz'Hl Bogih btk Blin-1-

oxa azoI
ter { 960 poud Gt @°g¥4ug? dgptibyd in e
Exapplt ﬂaﬂylg( m t4]<r5émaZR}e gypeydine
hygraghleride4 9% (yel | ow solld |_c|vr5(l 7.7 (I\/Et hod C);
(4-¥B1qrephpnyd 3@ )13 @-0-8dy1-[0 4]@@21((1@0 5-yl)-piperidin-1-yl]-methanone
wals Sptedndd3purh afiflash-cplunid clﬁpm]atogmjth(mhc%gqu glugrit: DCM/MeOH
99r%0.6¥li ne di hydrochl ori de The conpound was prepared

YitRt bowy (BEva‘@il)O {@};ﬁ‘dﬂm @l@scé&l bedvieoH)heCHs(RIe 738 min
d
(g%ﬁ;ﬁ@ 1513}5 df} p‘%n)y@ 8[5 (d 114} 9%R%% 36 &h; Sy )71 aR I Hrf 41

(o 1H); 3.74 (m, 1H); 3.61 (dd, 1H); 3.42 (m, 1H); 3.34 (ddd, 1H); 2.54 (s, 3H); 2.27
(m, 1H); 2.02 (m, 1H); 1.85 (m, 1H); 1.67 (m, 1H).

Example 49

{(8)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-(2-methylamino- .

phenyl)-methanone
o HNT
—-Q
oGO
F

The compound was prepared following the procedure described in the Example 3 (C),
using 2-methylamino-benzoic acid as the acid of choice and (S)-3-[3-(4-fluoro-
phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine hydrochlonde (prepared as described in the
Example 3 (B)).
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1-carboxylic acid tert-butyl ester. Yield:
guantitative (white solid); LCMS (RT): 1.7 mn (Method
W@06VB24ESH) gave nfz: 237.13. 50 (O PCT/IB2006/001674
(4- Fl uor o- phenyl )-[(S)-3-(3-thiazol-4-yl-[I
2 4]oxad|azol 5-yl)- piperidin- 1-yl]-methanone The
nmpound, was prepared follow ng the praocedure

Yiglds b tonaigllpw by Exbniile: 33 pef §Msthodiin Y (i) gave m/z:
38(18) 3-(3-thiazol -4-yl-[1, 2, 4] oxadi azol -5-yl ) -
"HFNMER (IDBVISO-di) h§ (hpooh B@m(dhb, 2H), 7.35 (dd, 2H); 7.23 (ddd, 1H); 7.03
(dd, 4Bt 6.66 ¢d,AeNGlo] (it $H);34.LBerhhildy 61724y [1H)] 3.29 4ddN&D)] 242
(d@d)llﬂ:} b3 (did, 1B DTN, 3Hh;]2: 25788, ane n@ov@as 18t B8R ed, lH),
16)_;J(rn§ )ter flash chromat ography (silica gel, DCM

99' T). "Yield: 65% (white solid); mp = 118- 12(I)C [a]D

20= +109, 10 (c= 0.9, we%%pqx@ (RT): 5.97 nin
(Method E); MS (ES+) gave 59.2. 1H NMR ( DMBO-d
(4%01’0@‘1%\%’]%%? 32(%411&1&0121?)}4(-;']] 2 ﬁ]qi(géilgzo}gg t'gzpq.? 8 dgn-g-y%
methgpiong 1) - 3,43 (ddd, IH): 3.30 (ddd, IH: 2.27 (m
:SH) 1.99 (m IH,; 1. 81/,_gm II}JQ\Q(S\S (m IH.Exanple
(3, 4-Di f 1 uor o- phenMCS) @3 thiaZol - 4-yl -[1, 2, 4] ox
|
5 iééaéfepi%(éﬁ(?ﬁ%r%“ lrﬁfb %Je%aé% SSRGS PR
Ex |
) (eégmp Waapg?pwfﬁ Tyl oazyls& thgi progsduee dasgribacia it ne
ﬂfb’@nﬁ s ptadingfresp Srarpled-cateitiibed in the Exanpl e 50
(SX §-taiaebl-vil-[di 4]96&6%1@@@@9)-thtldmﬁdecarboxyhc acid tert-butyl
esteByvds Dhthinad pEerdfenfinyh flrGha®e(aphy (iliceogel Alydnt DC; Me6H
99ddj azol -5-yl)- riperidin-I-yl]- nmethanone was obtai ned
Yigldr 64 of tyellofsahd), LOMSEROQ 7apiiethed C);aMSYER) ¥ m/ve OH

339971). Yield: 60% (white solid); nmp = 107-109C, [a]D
20 +103 24 (c— 0.9, MeOH); LCWVS (RT): 6.13 mn (I\/lethod

iy S gl S RO, 5,

Ei"h% waq p_{f;gargd HPo a ﬁ)el g_nge
Exg.mg 3nﬁB)i qlgrtlng fg)in % =3- ééfl %adl #L 1ggrld1ne-
1-qashoxytiy peiddesbpiéa o&é (S
Yielgr qepintitadivy I(Wtute s_?ohﬂp MQABGI) 57ym1)1(Meﬁmdq@) M (EF)-gave
m/m23alfone 52 (A)

(S)-3-(3-Pyridin-4-yl-[1I, 2, 4] oxadi azol -5-yl ) -pi peridin
50€€h - car b@xFhidzoPphbl1}-RSY-3B L tlaz61s4-81-[ 1,2, 4Joxadiazol-5-y1)- -

piperidin-1-yl]-methanone
The compound was prepared following the procedure described in the

Example 33 (C), starting from (S)-3-(3-thiazol-4-y1-[1,2,4]oxadiazol-5-yl)-piperidine
dihydrochloride.
(4-Fluoro-phenyl)-[(S)-3-(3-thiazol-4-yl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl}-
methanone was obtained pure after flash chromatography (silica gel, DCM: MeOH
99:1).
Yield: 65% (white solid); mp = 118-120°C; [a]p*® = +109,10° (c= 0.9, MeOH);
LCMS (RT): 5.97 min (Method E); MS (ES+) gave m/z: 359.2.
"H-NMR (DMSO0-ds), & (ppm): 9.26 (d, 1H); 8.34 (d, 1H); 7.48 (dd, 2H); 7.24 (dd,
2H); 4.23 (m, 1H); 3.75 (m, 1H); 3.56 (dd, 1H); 3.43 (ddd, 1H); 3.30 (ddd, 1H); 2.27
(m, 1H); 1.99 (m, 1H); 1.81 (m, 1H); 1.65 (m, 1H).
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The conpound was prepared foll ow ng the procedure
described in the Exanple 33 (A), starting from

w0 sori1zgd nonitrile. (S)-3-(3 -Pyridin-4-yl- PCT/IB2006/001674
[1, 2, 4] oxadi azol - 5-yl ) - pi peridi ne- 1-carboxylic acid
tert-butyl ester was obtained pure after trituration
with diethylether. Yield, 72 % {(colourless oil); LCMVS
(RT): 12 mn (Method O EW%%% ) gave mlz: 331.37. 52

(B) : N
(3.4-Lpifigprspiminy Br (I Ir(Bihjnzql44; ;[ Peddaxndsarel-5 31y piperigin: by -
meathaiohy dr ochl ori de The conmpound was prepared follow ng

the procedure described [n t heQ Ex Fe 33 (B),

starting from
(S)-3-(3-pyridin- 43%24] xa 5y|) pi peridin
e- 1l-carboxylic aC| tert-bu est r Yield

Thy samprend Vorriensed &ollosying fhe memé crifedip the Fxample 33
(CY, whartiresitrpm: (SiS-(@ etisieyolybyk lrﬁ,ﬂ]oxzélﬂzwieﬁ-ylé*pl peddine
hyd®culofidé (prepaed hﬁaqusbmbﬁ[c( @)th@Eganply BOABw- amdy’i 4{difluorobenzoyl
chlo?idd] oxadi azol -5-yl )- piperidin- 1-yl]-nmethanoneThe

(3,8 MifauRCpNaS])H (PP Bthidl]- 4oy [0 2, 4]badiaAbSd)y-piperidin-1-yl]-

mdligsohé Rad obﬁldeﬂgyu@(aﬁf@ |ﬂ%sl$ auﬁﬁé)atog éﬁwt(slnsa E&10pCM: MeOH
941((8) 5p|per| in-3-yl- 2, 4] oxadi azol - 3-yl ) -pyridin

e o

X d
@pgv. 426 6ile Ig{)]dﬁélsr(% 00252 %300, Sabgos
(m(mbt%z(%@m]d‘})ﬁﬁé (2, 162> 266 ld, L H):3-4b(dd d+bﬂ)é23?(@§ 1H);
2.26, (89, YR 0OP (il OB 1 ${Tjm, BD88.66i(m, (Wt hod E); MS (ES+)
gave mz: 371.1. 1H-NVR (DMSO-d 6) d (ppm: 8.80 (d,
2H); 7.90 (d, 2H); 7.46 HxampkH2 7 27 (m IH): 4.21
H: 3.72 (m IH: 3.59 (dd, 3.48 (m |H;

(m |
141 -
I(I?:1 B Iﬁﬁuﬁf)g?:e;?f}i[(s()f @ﬁp{zﬁahn 42%1 [12 %xﬁ%[?zodl-lﬂ)-yl)—tlﬂ&%dﬁm yl]-
rheny

ryridin-4-yl-[1, 2, 4]oxad|azol R plper|d|n lyl]-
nmet hanone The conp nd/ “ 6||OMAng t he
procedure describ d e" nple 8, using

4-f| uoro- 2- net hyl - n20|c actd as the acid of choice
and starting fromand 4-

52((4%) - 5- pi(Pe8-i(3HPyzidinyd-y[{1,2,410xesndola%yl)-Bperidings - cadhonglic
di hydr ochkwrteddulypestpar ed as descri bed in the Exanple
52 (1B} kompbudd Wy Sregart® tdl10wing eR)Wrdcdd(®) described in the

Exaﬁlﬁtemé‘f QAQ)' ﬁaﬁmﬁ'fronfl i]soﬁtcﬂllln&liﬁﬂé azol - 5-yl') - pi peridin-

(S)L3- y. HOELAL ?}é&%ﬁ% t%a;s d‘ﬁleaf k%oims ha&@l Wbutyl
i ?}if %% u ﬁ@ma@ ﬁgﬁﬂa%m%lwz
< 367. 2.

52 (B) 4-((S)-5-Piperidin-3-yl-[1,2,4]oxadiazol-3-yl)-pyridine dihydrochloride
The compound was prepared following the procedure described in the

Example 33 (B), starting from (S)-3-(3-pyridin-4-yl-[1,2,4]oxadiazol-5-yl)-piperidine-

1-carboxylic acid tert-butyl ester.

Yield: quantitative (white solid); LCMS (RT): 0.71 min (Method A); MS (ES+) gave

m/z: 231.06. -

52 (C) (3,4-Difluoro-phenyl)-[(S)-3-(3-pyridin-4-yl-[1 ,2,4joxadiazol—5 -yl)-
piperidin-1-yl}-methanone
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1H NVR (DMSO-d 6), d (ppm: 8.81 (d, 2H) 7.90 (d,

2H; 7.2 (m IH; 7.12-6.96 (m 2H); 4.29 (mbr, |IH;
w@2@4/183mbpr, IH); 3.63 (mbr, IH; 3.43 (m br , PCHAB2006/001674

3.25 (mbr, IH; 2.24 (m IH); 2.22 (s, 3H); 2.01 (m

IH; 1.79 (m IH); 162(mIH) Exan'ple54
(3,4-Difluoro-rhenyl ri ox
L BE Ll eR  Bledl
Exarpple- Wﬂ)oﬁtmr}g jirom 4-((S)-5ApipSr rlézblr[l%z]oyiacb %ﬂ Jine
dihydwehlooidy ahd 3 dedifluprobendont ¢hlodda.er The conpound was
(B, pDiflaseebHeny 1) (@) (3-preridin-dedell rM]dE@hazdbéeM)—mpbhém— -yl]-
meheadid ®asS3btaikd p&tewftet trgufatiomwithr diethpletlizr.car boni tri | e,

Yidl®) 46% (&ﬁne B{d) A E =29l 106°C; [o [ p=+94.62° (c=0.99, MeOH),
OMs (R m(? odE) ms a%“m/% ynriooxyl i aC|
Z;g P

1655, {s ﬁij%e C@%
: & gd Q‘\—; 6
(sl §)01 (o, 10D, 1(m? );

2-((S)-5-Piperidin-3-yl- 24oxad|azol 3-yl)-pyridin
e di hydrochl ori deThe coﬂ?ﬁi@@ﬁ s prepared foll ow ng

t he procedure described in the Exanple 33 (B),

(4-Bhumkd- Qngethybphenyl) [(S)- 3 (3-pyr1d1n—4 y1-[1,2,4]oxadiazol- 5-y1)—p1per1d1n~1-

yl]inRtheond- pyri dm 2-yl -1, 2, 4] oxadi azol - 5-yl') - pi peri dne-
1-carboxylic acid tert butyl Yi el d:
quantitative (whit SOI A&S@Fﬁ 1.5 min (Method
A); M5 (ES+) gavejm (@)
(3,4-Difluoro- phen (S) (3 pyridin-2-yl-[1,2, 4] ox

ThadbmapoindSwad Preparied ﬁrllod\rmg the-pyddedmest deaerdlyed il Ithc Exammi@l Bd
using 4-fiogp-armaeihi bbémreicragid dsahpacid ef vhidcaaststattiag fiom aritk4-

(SPsapipéRiin 3¢ ,2 ﬂbﬂédlazl&)@ﬁ}ﬂ)lﬁyndme dihydrochloride (prepared as
des‘érlaﬁ%n tBe PR iedS

§j 1H bREdigs -piperidin-1-
5%% L r%éé% ngm R
el
Yf%ifltfw Lequinridi piD): 35&9""‘”?5? 4 8= R et DI EGS (R 5.4 min

(MQ'@S]IOFi(f));MI%iES gaveZc30T4] D 20 +98. 91 (c=1.24, MeOH);
"HNOME. (OB ©O-dis) 653 ppin): & Ma(chdﬁ)ey 90 K& 2FBST21 day &Hy 7212-6.96 -
(m37H); 42910k BYRH)DMBOGd 16) 1H)XI 3 (63 br, 8HJ,E 431(m bE)1H); 3.25 (m
br, 3}962 14%51 {HD 2222 s, 7H§& (1d@dl, 1TH)HH) 79(m541H7 KUa2 () 1EDH) ;

IH); 3.72 (m IH; 3.61 (dd,

I H); 346(m IH) 334Eg(glqggleg4H) 2.26 (m IH; 2.01
(m IH; 1.81 (m IH,; 1.66°(m IH. Exanple 55

enz N
oA S g1
fanone The conmpound was prepargd followi ng the

pr ocedure described in the Exaﬂpl e (3 (O, using

2- benzyl am no- benzoi c #ckd as 9 +t@dd of choi ce and

(S)-3-[3- (41 uor gohy ;ﬁ """
54 (A) (S)-S-(3—Pyrid1n—2-yl -[1,2,4]Joxadiazol-5-yl)-piperidine-1-carboxylic

acid tert-butyl ester
The compound was prepared following the procedure described in the

Example 33 (A), starting from pyridine-2-carbonitrile.
(S)-3-(3-Pyridin-2-yl-[1,2,4]oxadiazol-5-yl)-piperidine-1-carboxylic acid tert-butyl
ester was obtained pure after trituration with diethylether.
Yield: 57 % (colourless o0il); LCMS (RT): 6.87 min (Method C); MS (ES+) gave m/z:
331.2.

54 (B) 2-((S)-5-Piperidin-3-yl-[1,2,4]oxadiazol-3-yl)-pyridine dihydrochloride
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|, 2, 4] oxadi azol - 5-yl ] - pi peri di ne hydrochl ori de
(prepared as described in the Exanple 3 (B)). Yield:
wW@3Ms(9xekd ow oil); [a]D 20 +74.48 (c=0.89, MCO{T/IBR20MB01674
(RT): 8.66 mn (Method E); M5 (ESt+) gave m z: 457.2.
1H-NI\/R (DMSO- d 6) d (ppn) 8. 03 (m 2H) 7.36 (dd
732717 m : 13(8%d I H); 05 (d IH)
6 66 ¢ gompeynd Wasgge?aged medp);q)des 1beg {i
Expuple 33, (59, gatting fiam (9-346-pyririn- Zr}h)[l 23 |oFadieged5-ylHpiperidine-
1-cariggyliomncid kyt-bdtyb&st¢nm 1 H); 1. 82 (m IH; 1.65 (m
Yidlt) quabtieatipe éwhife solid); LCMS (RT): 1.5 min (Method A); MS (ES+) gave
m/£:2IEthyl - i soxazol - 4-y| )-1(S)-3-(3-phenyl -[1, 2, 4] oxadi
azol -5-yl)-piperidin-I-yl]- methanone 56 (A)
54(8) - 3- (314h %ﬁ’l‘uo{ol-p}?en i)%@)ds @%ﬂ@lnﬂ YAl Pﬂokgdh%llS ~$13-

rboxyl icy OI%ster e corrpoun

pr: eg sﬁé a% &d PJl[f% ga% %c%ﬁ Id cfegcﬁ&dtlﬁ‘ﬁle
Ex Tt &i %ﬁ i %1 Hoptipredad prigine
di 161638 YORENAOY Svas obt ai neo{ used jn

3, ﬂ%ﬂﬁ@f@tp@@ [oﬁ)t%&myrﬂd}m%ﬁr[lg%ﬁ]pm%%q orD-pinsrigin-kxll-
methanend was dlisined phte; afteciyuration witholigthidetheg.met hod ©); M
YidlES)% Galiite solict); BB6: 1B5- moc,sia]DZO +98.91° (c=1.24, MeOH); LCMS
RTPL:63- Iﬁﬁr(Mkﬁnold EI IM8 (B$-exaseaz/al 37811 ) - pi peri di ne
THHYORAENISOLLS, & H%O@p@'eﬁm 13, nggﬁdzﬁgﬂ SoNdag, TR
75W732F8Hfﬁ{)d9%f q¢r)! 1518, ?'ﬁpize(n% B2 31 UR ENN.46 (m,

9%(d(d§ plﬁé (["?,15?)4?0158‘ %1}2I I1 %1 9?’) IIEIJ) 6e6r6|%ﬂ H)l car
boxyl ic acid tert but yl st e%;%\% eld: quantitative
(white solid); LCI\/B(RT n (Method D); MS (ES+)
ave m z: 230. i
2- %5nmmym pl@axla-z{(ﬁ) -3 (4-flpeypleny3-[ pRetlgradiazol-5-yl]-
pipefidit} byBdinathehers- y| ) - pi peridin- 1-yl]-nethanone The
conmpound was prepared foll ow ng tbe@cedure
described in the Exan'ple 3 (C)
5- net hyl -i soxazol nd as the acid of
choi ce and startl @ ro """
(S)-3-(3-phenyl - [I , 4] oxad~azol - 5-yl') - pi peridi ne
Théygdmpelidowasdgrepared followmg the procedure described in the Example 3 (C),
usif® 2Mehihmirobenizoic-adidyds)the 4 oB el Bepiren(®)-3F[3-@-fluoro-

phéﬁalpm P&@dlayﬁ.}ﬂﬂﬁj $ fﬂéﬁiﬂir@l Wdbockldide Tilcpaee ae dvsibed in the

Ex pure after flash colum chromat ography

lelgj kxzm | ”‘0 é\&(?:?%é,zlg( H,)%gM}i @%ﬁg% 66 min
IHTNHEME%@%@S@ asiﬁw) (bl %I%%g@ﬂﬁ%ﬂ) s e ey B 7.13
(ddel, §H): (795 Gl 1Fy, 6590 o5, 28 25 (m, 1H); 378 (m F; 3.58
(d, 1H); 343 (ddd 1H); 3.27 (ddd 1H); 2.25 (m, 4 198 (m, 1H); 1.82 (m, 1H);

1.65 (m, 1H).

Example 56
(5-Methyl-isoxazol-4-y1)-[(S)-3-(3-phenyl-[1,2,4]Joxadiazol-5-yl)-piperidin-1-yl]-
methanone

N—Q

oo

56 (A) (S)-3-(3-Phenyl-[1,2,4]oxadiazol-5-yl)-piperidine-1-carboxylic acid
tert-butyl ester
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IH; 3.77 (m IH,; 3.62 (dd, IH); 3.48-3.32 (n8 2H);
2.45 (s, 3H; 2.26 (m IH; 2.01 (m IH; 1.82 (m
wo b)o5/123265 (m | H). Exanple 57 PCT/IB2006/001674
(4- Fl uoro-phenyl )-[(S)-3-(3-pyrazin-2-yl-[1, 2, 4] oxadi a
zol -5-yl)-piperidin-|- yI] met hanone 57 (A)
(S)-3-(3-Pyrazin-2- ylgi 2, 4] oxadi azol - 5-yl ) - pi perldln
e- | Thaetropyuridovasgirepared following the Prege dmiecdesesthsdinthonas
Expnpled3dd ) sihitiogiftog bdrzopitrdleedur e descri bed in the
(S)BxvPhényB31 C A) oxadiazok-59D)-fipaitify i aartexglic acit cert-bulyl ester
wak Shtafired asddyindké Aexd siplithodt Alrdxagintfialtion- yI ) - pi peri din

Yidd! 8L (ROMUHES oY IICHR (RTYUL0/ nff (Plethd@T)O MISUEERY gdseh/z:
3 the next step W thout further purlflcatlon Yi el d:

44%(col ourless oil); LCIVS (RT): 4.2 min (Method A);

( ES+) (%81%/5 %?‘Pﬂi ;fadgéﬁ ?&GP dl?l er1<ihn gii)e)gchlonde

e d{rﬁ 8‘?‘813‘?1

pllperl o] -

Exqpple 'éd
Cal‘b@@fltclﬁ@giﬁe teg (3- pI razi n- M
Yigd4untiatise e liD; I@Mér(Ra‘o 6 min HisthodD)s Mg (B5-) gave

m/z:&30:1Ibut yl esterYield: quantitative (white solid);
LCMS (RT): 1.1 mn (Method A); M5 (ESt+) gave niz:

5683¢. 1. 5%5-@\@&:%1-156}4&@6104 iyl')E[(SOL3 (i f)ﬁ‘érryli-[l ,34]oxadiazol-5-yl)-
ryrazin- gipehidln-1-41)4hemasinaz ol -

Pi Pght dhilp £ &eaére% ARA KR
f %&&zﬂgg Sﬁlcédrgl 1c r&citdha% tﬁ&é&@ bEcidice and

g’%lgl 5
starji m S )= loxadiazol: r1d y hlor1de
(STEI%(}? z% FAEP I3137(§l4lph qyl?l %i@’x) AdiaZo12 rlciCJ N l—ﬁ
mekhapp%Wés pipfainge pureatier ﬂai@%mfbwn?t‘gﬂm@hy @lw?éﬁlaa}usat
DCviMe H93p5ri )i di n-1 -yl met hanone was obt ai ned pure
Yigldt @ranfitativh (veblounoil)c fer]o et -6t Eihy0.04i MieOR) peCMSe(Rildn6.93
midQMEMeE) OMIS (BS+) ¥awd w/z: 999/d(co| ourless oil); [a]D 20
IHWR MseOdﬁ% MBI 59 £ 9(m6.z 4 7087 (of, M e d3 Bh
}%H?Z d: 1}%3'5%4 )% Q§d3 22(6(&99@) 2.01
(m 8 i dd,
QH% 20 3)5(mIH) 361(dd IH) 348

(ddd, IH) 332(ddd Iﬁi 2 (m IH); 2.02 (m IH;
1.82 (m IH); 167(m npl e 58

- ph dj.azol - 5-
(- blaplor Db PCHEp o 2 Db s UM e o
me(fmlm(l@) 3-[3- (4-Di net hyI am no- phenyl ) - [|
2, 4] oxadi azol - 5- yI ] pgrl di n§

::::::

57 (A) (S)-3-(3 -Pyrazm—2 yl [1,2,4]oxad1azol -5-yl)-piperidine-1-carboxylic
acid tert-butyl ester

The compound was prepared following the procedure described in the
Example 33 (A), starting from Pyrazine-2-carbonitrile.
(S)-3-(3-Pyrazin-2-yl-[1,2,4]oxadiazol-5-yl)-piperidine-1-carboxylic acid tert-butyl
ester was obtained used in the next step without further purification.
Yield: 44% (colourless oil); LCMS (RT): 4.2 min (Method A); MS (ES+) gave m/z:
332.00. _

57 (B) 2-((S)-5-Piperidin-3-yl-[1,2,4]oxadiazol-3-yl)-pyrazine
dihydrochloride
The compound was prepared following the procedure described in the
Example 33 (B), starting from (S)-3-(3-pyrazin-2-yl-[1,2,4]oxadiazol-5-y1)-
piperidine-1-carboxylic acid tert-butyl ester
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l-carboxylic acid tert-butyl ester The compound was

prepared foll ow ng the procedure described in the
wEx@pte483 (A), starting from PCT/IB2006/001674

4- di met hyl am no- benzonitrile.

(S)-3-[3-(4-D net hyl am no- phenyl) -

[1, 2, 4] oxadi azol -5-yl] -piperidine- 1-carboxylic acid
Yi¢ldr quelntitayive éshids sohais LSME (RT)1 hé miexMethodpAmMh GERH) gave
m/Ep3eier purification. Yield: 12 % (colourless oil);

LCMS (RT): 5.5 mn (l\/bthod A); M5 (ESt+) gave m z:
578¢@p- 03. 58;71(1&)0 Igﬂe )=3-@- f)}(r&m@- yl- |')1 2,4]Joxadiazol-5-yl)-

ri perl d| _¥ m{y azol - 3-yl) -phenyl]- am ne

d:qh z%slsé(% %Qﬁ'ﬁﬂh') %ﬁi@ 6(%891%%33‘: JdQWing
Ex‘énpﬁ]re% fslrf 1ng g Es‘i §&p n- - nﬁ|f4]§§aé 0l-3-yl)-pyrazine

di
amn e oxadl az
;(y}loromhﬁBY‘Siﬁgé P a?laéxﬁrﬁg Qeﬁ%d {Véﬂ% ﬁi ngu T
methaapre Wag btaines: pwe afighilps cdypg)c @@%@r@ (silcasgsl; ﬁluen
DOMBIeQH 9%y 1)-M5 (ES+) gave miz: 273.13. 58 (C)
Yigld: 99% geclomtamwil); {i{S) = 394.39DeraB6nMEOH); LICMS R B) #cfidamin
(Méﬁiod%)yMS(BSwgaVedm 334y| ] - met hanone The conpound was

‘HLN stJi NP ﬁl)t ?51@ Sd qmd%@ (SesHy; el ddnotaher 24 (dd,
(égh 3.48 (f,dd 1H 332d(ddd I1 ; 2.28
%{i)ﬁ}gmégé {}%r foxa I azo

S)-3-[3-(4-D thI I I
{5(2 Zl]OX[adl gzol r5rey|]y Smrﬂ ;IE (4-

fl uoro- Bﬂm@ifmfaog nmet hanone was obt ai ned gure after flash
{(VeA- At nerphgnysil3. tlexeadipzolSrylkniperiaon whbictd
flue®-pHenyimttiandd@% (yel | ow powder) np = 147-1530C,

[a]D 20 = +3 1.27 (c=0.54., MeOHj LCVS (RT): 7.06 nin
(Method E); MS (ES+ &fb?lH-NI\/R(DI\/BOd
6) d (ppm: 7794@?&»« 747(d B): 7.24 (dd,

6.82 (d, 2H/! 420 (m I'H; 3.74 (m IH); 3.54
58Q€§ | H) SP3 1@(&D”1ﬂxe an%h%-'phgnﬁﬂ!ll(,@ 4]oxliazal- 9éx4piperldlne-
é G acilit 3 (m IH anpl e

. rhe ﬁ mﬁi & egﬁg [gv? éﬂi’é ;frg’ced e delscrﬂfe]d in the

X ar e[ oW

(S glu@e IPBé’ elP détge ﬁaﬁ]?gxyhc

aﬂfirt%b SO Wappw negt Qf IbW ?‘%}zflﬂth %‘Fﬁcﬂﬂ ri di ne

Yiglddk Ncg}qudéSS(q;}) (Relo): adgeini (ishad A aére@@(z

373B3) and 2, 4-di fl uor obenzoyl chl oride. (2,4-Di fI uor o-
rhenyl)-[(S)-3-(3-phenyl-[l, 2, 4] oxadi azol - 5-yl ) - pi

58BYy i di n- |D1Mielhyl-@$-‘(¢$¥5©plpeﬂ\¢hﬁ—3@jdt—[&;dezphaml-éﬁ}tlbphenyl]
prepar at igyfind Hih§drothietide 44% (col ourless oil); [a]D 20

Th céithpolti WasHreBare/BHIwing HPré&Rhre desbithed ifl the Example 33

(B), starting from (S)-3-[3-(4-dimethylamino-phenyl)-[1,2,4Joxadiazol-5-yl]-

piperidine-1-carboxylic acid tert-butyl ester

Yield: quantitative (white solid); LCMS (RT): 2.3 min (Method A); MS (ES+) gave

m/z: 273.13.

58 (C) (4-Fluoro-phenyl)-[(S)-3-(3-pyrazin-2-yl-[1,2,4]oxadiazol-5-y)-
piperidin-1-yl]-methanone
The compound was prepared following the procedure described in the
Example 33 (C), starting from dimethyl-[4-((S)-5-piperidin-3-yl-[1,2,4Joxadiazol-3-
yl)-phenyl]-amine dihydrochloride.
{(S)-3-[3-(4-Dimethylamino-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-y1}-(4-
fluoro-phenyl)-methanone was obtained pure after flash column chromatography
(silica gel, eluent: DCM/MeOH 99: 1).
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(Method E); MS (ES+) gave miz: 370.1. 1H NMR (DVBO-d

6) d (ppm: 7.98 (m 2H); 7.57 (m 3H); 7.45 (m IH);
wa2@d/1txdd, |H); 7.14 (ddd, IH); 4.21 (mbr, 2rTIROGN01674

(dd, IH); 3.48-3.22 (m 2H); 3.25 (m IH); 2.00 (m

IH; 1.81 (m IH; 1. 64 (m IH. Exanple 60

(2, 4-Difluoro-phenyl)-{(S)- 353(20fluoro hen
Yiz]d BOXe(yehowposder)] mprbﬂ -85 370; Yo~ Ted haﬁo@eOéé M&lPH),
LCHS-(BI]) 37.0@ nfth (elethodrE)e MA (EJH) gave m/z: 395.1,.
'HRRME oB RS G, 8@p}}|ﬁﬂ TOTPEY; )47 (dd, 2HY; iy (dde 21y 62 (d,
2HE atzot{ﬁi xh)essfw 1), 35 @UN B BS40P3 Qm@hegiﬂj ql (boow 6); 2.24
rﬁh?{l)th@? Ui Zezg%ﬁ hisstche 1Ryanpl e 33

uoro benzonltrlle
(S)-3- [3 (2- Fl uor o- phenyt%m%ﬁl
, 2, 4] oxadi azol -5-yl ] - pi p€e ne-l -carboxylic acid tert

<2%15¥ Fo-phrt T Bat-s pbvngr 4,2 e toboni-pirestr | 117

t@n@n(eRT) 8.6 mn (Mthod C); MS_(ES+) gave m z:

348.04 . 60 (B) (S)-3-[3-(2-F r &- phenyl ) - [ |
2, 4] oxadi azol - 5-yl ] =i o) Ml d| %«?l oride The
conmpound was prepa oiq t ocedure

described in the pl e 33 )5 starting from
TheSyongpofudd f2s prapared- prewyig)th@ progedure described in the Example 33
(G 4dtaxiag ir@ro(S) B-(B-phauybEl,2 dioxediacalr byR3piparidaes Ifydrochloride
tepateday dyseridsd ¢ the@htple 56 @B)) ahd P jdvdiflidloperfzniy] tidoride.

(p
(2S@Difﬁioro b@fﬁle RE) 3-(3-phtnyiLf Mekitn@!z)ol 5M8)-piperidingBy -

n:??% d %/éfé%hg sp(gs ne ager pr a;rlatglfen_ % %?ﬁ&%ﬁmﬁ)‘% 63 min

( ?*ff A
'HGSALR (M O-Aoh ﬁépm % &.5" Bl ?fff (oD 724 (46,
15§ -19-(Add, (I@fﬂaé.(mtg 9,4 60 (Aol B} G a3 6. %Hg,|3}25 (m, 1H);
2.0 fror 1Hl); A 1My EDN1 6#iCae IENG 2, 4- di f | uor obenzoyl

chl ori de.

(2, 4-Di fl uoro-phenyl ) - { (B)andplp 80( 2- f | uor o- phenyl ) -[1, 2

, 4] oxadi azol -5-yl]-piperidin-lyl}- nethanone was

L 7ol iperidin-1-
(2&2!013%}1%@?33%@) F(fs?@ 38@?3?6% éih%l?}/l)&'ﬁg@‘ﬂ@)@ﬂﬁ 0 59%@9/5 p
48 mn (Method E); M5 (ES#) gave MZ 388. 1,

1H NVR (DVBQOI 6, 343FK)N@I(pp: 97 (m I H; 7.64

(mIH) 7.50-7.35 Hs. . IH; 7.13 (ddd,
424(mbr2 3.51 (dg) | ;§47322(m

6(% Q) | 2 26(@}205@ u ro-g‘he(nni) [Il 5')4]oxacf8 azo g‘yl]l-gl)perl&ine

{(S) 3 [§ 1&8?’61“5%&*@11 FSUEI | 2, 4] ox zoI 5- yItL pi p
eri dihe ilaw&thqp e
Example 33 (A), startlng from 2-fluoro- benzomtrlle

(S)-3-[3-(2-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine-1-carboxylic acid tert
butyl ester was obtained used in the next step without further purification.

Yield: 83 % (colourless oil); LCMS (RT): 8.6 min (Method C); MS (ES+) gave m/z:
348.04 .

60 (B) (S)-3-[3-(2-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine
hydrochloride

The compound was prepared following the procedure described in the Example 33

(B), starting from (8)-3-[3-(2-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine-1-

carboxylic acid tert-butyl ester.

Yield: quantitative (MF) (white solid); LCMS (RT): 2.71 min (Method); MS (ES+)

gave m/z: 248.04.
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The conpound was prepared foll ow ng the procedure
described in the Exanple 3 (O, using
WG 2006t 28249 | soxazol e- 4-carboxylic acid as the ar¢TIB06/001674
choi ce and starting from (S)-3-[3-(2-fiuoro-phenyl)-J[I
, 2, 4] oxadi azol - 5-yl ] - pi peri di ne hydrochl ori de
(prepared as described in the Exanple 60 (B)).
60{(CP) - 3- [ 32 (2P Eluooy-phalybr{(S)-3¢[B-(2; ﬂlloaxx abéryp] 1;54]dxpdiprqgl-5-
eri di n-| -y]-pipédinet-pi} nsthuaael - 4-yl ) - net hanone was
obt giheedmpulued whi prephied $611Gahy Mt BbEIRs Qgeabdin the
Ex(aﬁiﬂlé TR Start lfﬁﬂﬁ (SPRY3- -ﬁu%?sﬁeﬁpg JﬁQ%xe@hé&bl -5-y1]-
pigr y% czn | 0% 2 et ok SR A chlof
%) t

a4 ﬁ%@ﬁ P -ia] %ﬁé ARSI g1
3‘”@ ;’Zl)(%’z@g’??ll ?ﬁ]qpmf éggi (%‘8&6 é”g%%_?ﬁ{g) 7,4%m1n

tiwgl B S (B gazemo‘z M) 2,26 (m 1H): 2,00 (
1Hwn,wk (DBS-da, 34%&), a(;wl)( ﬁh97|(m) 1HEx7aﬁﬁb(re, §2); 7.50-7. X (i,
3H)67.BY (dddy 1 pyy 7. 08 (dddl, 1H);)4-24 @) b3 2H)33.ph édrd; 11H); 3.47-3.22 (m,
2H)12.26 4409 XEIYi 22000(m, SHI)L ) -8Ri(pe N HOt N63 tmylH). net hanone The
conpound was prepared follow ng the procedure

described in the Exanpl E:3ndpld 61 USi N9
6-fl uor o- n| cotl nic acid as aC| d of choice and starting

{(iw_ R IR e S e
n&@%crlbed in the Exanp|]e 56 (B)).
(6- FI uor o- pyridin-3-yi)- _QJS) 3- %enyl [1,2,4] oxadi a

zol -5-yl)-piperidin & was obt ai ned pure
after flash col umm omi‘to aphy (%ilica gel, eluent:

99: 1 d:, 37% (White , :

Tty P COBPREA PRECKBACE IR Hsaro Aiibagis ﬁggﬁ HORER (O

b soqu)zoé ﬂ,—,ﬁirbogylgga%qlﬁa acldfpf@];lotpegg sigrtingfyom
(S)F3f{3 {(2- fmrc( phengby[1,274 Togadiarel5-yl}piperiding hydsochigyide gporppared
as (legcribef] in tBe ERafugle, 60 (). 3. 46 (ddd, |H); 3.37 (ddd,
{($)D-[3-R2-Buoterphdrtyl])-[12,8bxbdinzdl+d)-yl]-pigetid{ma] -yl H5-metiGe-
isdxaroll4y1)-nietkirphe was obtirfeldparafter fREMYdlumn chromatography
(s1[1B§Qél 1uér{t a&i&%eﬂhéﬁmdoﬂ%@ 4] oxadi azol - 5-yl ) - pi

Y1 [P A'%él ﬂ)%ﬁ‘&}gh‘aﬂ9§§7gh P%Zg%% @Eﬁgﬁgﬁ ®%1 min

t cid.as 4g¢id
R, 1S oo (o5 57 85 129,63 1?15 7.40
REN 2 (mszlfﬁ)} 69?3((?‘"&2@ %Egé%i? é% 1‘%(44@ h‘gﬁﬁcﬁﬁﬁd&ﬁa H:
5p65 s @l O3, dEB 20D éa, iH),tl

.....

(4-Fl uoro 2-met hyl - phenyl ) -[(S) - 3- (3 phenyl [1,2,4] oxa

di azol - 5-yl) - pi peri di n- |IExahiple 62t hanone was obt ai ned

pure after flash colum chromatography (silica gel,
(6-F RSy riBEM -YB P b)9R(3-phenyl-[1,2,4]oxadiazol-5-yl)-piperidin-1-y1]-

methanone

The compound was prepared following the procedure described in the Example 3 (C),
using 6-fluoro-nicotinic acid as acid of choice and starting from (S)-3-(3-phenyl-
[1,2,4]oxadiazol-5-yl)-piperidine hydrochloride (prepared as described in the Example
56 (B)).
(6-Fluoro-pyridin-3-yl)-[(S)-3-(3-phenyl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
methanone was obtained pure after flash column chromatography (silica gel, eluent:
DCM: MeOH 99: 1).
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Yield: 22% (colourless oil); [a]D 20 = +67.99 (c=0. 45,

MeOH); LCVMS (RT): 7.91 min (Method E); M5 (ES+) gave
WOt®s/1336 2. 1H NVR (DMSO-d 6), d (ppm: 7.99 Par/IE2b)6/001674

7.63-7.51 (m 3H); 7.21 (m IH); 7.12- 6.97 (m 2H);

4.30 (mbr, IH; 3.99 (mbr, IH; 3.62 (m IH; 3.39

(m IH);326(mIH);225&mIH);222(s, 3H);
Ylﬂdom%rfwhitbippwnler‘mL@MS (RAD; 7.00 e0n (Miethod)E); M&aHsiHe géve m/z:
353.0S) -3 -[3-(2-Fluoro-phenyl)-[Il ,2,4]oxadi azol -5-yl]
‘H-NM@@(DMSU} dé W(ﬂpm)( 8: 3le(mon1a? r&(m ¢|9n(m?>smb)7 sRyRanasH);

h4& PP W}Frﬁdlffl}? 3'62%&911&}1@ 4 @agduNe3.37 (ddd,
h
e??gg?gﬁg? ?O(%ll I°C aﬁ?? c’h0| ce and starting

from(S)-3-[3-(2- fluoro el
I, 2, 4] oxadi azol -5-yl ] - p%&%@%&e hydr ochl ori de
epared_as described in t
(4- ?@;g@ lpsthykzplmnorar%%%&yhﬁny‘[ﬁ[l 3 4@@}@%9&%@(” “Bpgidin-1-y1]-
methanep¢ di n- | -yl }- (6-fl uoro-pyri di n- 3-yl)-methanone was
obt ai ned pure after fl ash colu hr omat ogr aphy
(silica gel, el uen DOIM |ve %{B Yield: 54%
(white powder); [ & ON— 8362 26r 48, MeOH); LCMS
(RT): 6.97 mn (Metfiod E); (ES+) gave nmfz: 371.1.
Thg eeibRuOVBOMp &R f@llo(mpmhe rsowiumﬂescmbed ig tagExataple 3 (C),
usih - flaor82-hethy]-béddoic atids {oid of dhoice?nd GtafahaigifroHS)-3-(3-
phgnyZ 11,08qoxddizol-3-y2Bpipshidihéthy drdchbridenpréPare BastReséritskd in the
le 56 @8 (ddd IH); 3.36 (ddd, IH); 2.27 (m IH);
izr?ne él?u} Bl $m-(3- &e@rglu[ﬁﬁ 4 PRadlD1-55BORb&ifR-1-y1]-

omatography (silica gel, eluent:

Y1% o 1o%r sg%fi);[& ]D?’"T hﬁg;égg?c—o 5 Yo L RAN8 TR 91 min
(Mﬁﬂ’é’ﬁﬁ)) § (BS Yea’a‘/Za - riperidine-|carboxylic
AV (VB o] et D o e BSES et 5
6.97did, GkI) gy 30 i by Hak 8 W9e(ndlers ¢ Hi)Jie6l. (m, 1He 3B94np!181)3326 (m,
1H(/9.25 shatH); 2R X (sp3 R 240dnt, [1ED)s D79 énz 0H);t1r6d @n, 1H).

(S)-3-[3-(2,4-Difluoro-phenyl)-[1, 2, 4] oxadi azol -5-yl] -

pi peri di ne-| - car boxyl i cE%jnglet@ft -butyl ester was

obt ai ned pure after purlfi cation by flash

i . | . DG 1
{(?hjr- ﬂ}% glé)/?(? E%?né/ |: 09:? 1slzo?-S%ﬁ%btpwnhﬁwé&?nﬁ#m—pyndm-
; M5 ( ES+) gave mz: 0366 . 65 (B)
(S)-3-[3-(2, 4-Di fl ugr o-y—rmhenyl =
, 2, 4] oxadi azol - 5-vy, r@ne \hyslr ochl ori de The

corrpound was prepa fol | owirig thH® pfrocedure
Thé 88pbRRAwhpePSed following the procedure described in the Example 3 (C),
using 6-fluoro-nicotinic acid as acid of choice and starting from (S)-3-[3-(2-fluoro-
phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine hydrochloride (prepared as described in the
Example 60 (B)).
{(S)-3-[3-(2-Fluoro-phenyl)-[1,2,4]Joxadiazol-5-yl]-piperidin-1-yl}-(6-fluoro-pyridin-
3-yl)-methanone was obtained pure after flash column chromatography (silica gel,
eluent: DCM/MeOH 99: 1).
Yield: 54% (white powder); [oi]p>° = +83.62° (¢=0.48, MeOH); LCMS (RT): 6.97 min
(Method E); MS (ES+) gave m/z: 371.1.
"H-NMR (DMSO-dg), 8 (ppm): 8.31 (m, 1H); 8.03 (ddd, 1H); 7.97 (ddd, 1H); 7.64
(m, 1H); 7.40 (ddd, 2H); 7.21 (dd, 1H); 4.23 (m, 1H); 3.75 (m,1H); 3.62 (dd, 1H);
3.48 (ddd, 1H); 3. 36 (ddd, 1H); 2.27 (m, 1H); 2.01 (m, 1H); 1.81 (m, 1H); 1.68 (m,
1HD.

YA
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Exanple 33 (B), starting from (S)-3-[3-(2,4-difluoro-
rhenyl)-[1I, 2, 4] oxadi azol -5-yl ] -
w@eentxtiune- 1- car boxylic acid tert-butyl esterPCT/IB2006/001674
Yield:quantitative (white solid); LCVMS (RT): 4.62 mn
(Method A); M5 (ES+) gave nmfz: 266.1. 65 (O
{(S)-3-[3-(2,4-Di fl uoro-phenyl)-[1, 2, 4] oxadi azol - 5-yl ]
- riperidin-1yl}-( 5-nmethympls@xazol - 4-yl) - met hanone
The conpound was prepared foll ow ng the procedure
3931{?3 (ﬁﬂﬂ)lﬂﬁo&tﬁleﬁyﬂw DetSxadibRg-yl]- dplperldm-l -yl}-(5-methyl-
gl e-4-carboxylic acid as acid of choice
and startl ng from (S)-3-[3-(2, 4-4i fl,uor o- phenyl ) -.

[1, 2, 4] oxadi azol -5 -ylj] - pi- er|d| drochl ori de.
{(S)-3-[3-(2,4-Di f [1)\2/
34] oxadi azol - 5-yl ] er|d| yI} (5 nethyllsoxazo

&P{IC) g}e% ?) %gﬁé ﬂ@§1fﬁ€f@bﬁl§1§!l)gﬁ ]gg%ﬁazg?{seﬁﬁfnﬁ%hﬂ

+85.55 E

VB _1;5) 8 fsz d ol10; 19:_?'?5 ) ;
EX%“’QE? Al ° ddd
Sk oopliogs a[ Joxgjiaz? lpp me-’;l" %‘éb(( o acid
terf- ty @tg’(yy@ qualg@g ur ftelzpwéicegon Q}Lﬁlas}gc}ggm@ rap (sﬂlca
geR ot IRCM/MeOH 984)(m I H); 1.67 (m |H). Exanple 66
Yi€ldSyes {{:cﬁelmesa ofh); LB (RAMeH,2 doirf (Vgtheil d&baMSe(ﬂSH) Bavyd f/z:
366l reridin-I-yl}-(6-fluoropyridin- 3 -yl)-nethanone

The conpound was prepared follow ng the procedure

65QB§cr I befés; @ [31"(@ 4FsEnBtRpRonyBil rzs,n]ﬁxédlm-g =y1]-pipletiting

OI ce and startlng rom

X(E;:)%%e §m§g‘%ndﬂ {ih C#I gérg% %& 2%11 Hle! icﬁ% ! ﬁﬁ%ﬁ"%‘a g\nzﬁgill |5] .
il %g%;s%f%’i}ssz@%@g% iRl

tlhed pure after preparative HPLC. Yield: 75%

(coI ourless oil); [a]D 20 +90.04 (c=0.65, MOH); LCMS
65(8Y) : 6. )R- vbilhfldote)yphehid)( E3:4) oxpaliarobeb y1]-giperidin-1-

1H NMVR ( DNSG-thefhyl-isbxapdalyl)-SeBianpne | H); 8.09-7.98

(M TRbkompodrd wediekeprell folilbwidg thelfRoddtureddseri¥edda thiem
Exbfible 8 uéRg (‘SUilnethdsoga&?e 4 Q8:bokillc ackd 48adi@dd chdidd andbtatfing
fro 23 3"%2{ 4.4 Z)r(g% 1 2413QadiB o151 -plpeBillideRydtddhloride.
{( - 019" xadiaz yl] 1 r1d1n- yl (5-meth
1s0 g; 4e¥1 TS e{no;;& ?\laf% éﬁgr ] eri)re'pgal;a % ? D% ﬂl]

6l st st bl ﬁn L uwarlmswp&papgaﬂs ®D):

7 IfZCINDdMQ"i]@OQ )3 1\6$6E%J6)B9éfe@l¥§&l d in the Exanple 8,
'HNMR(DMBDudby).05 Copmet BpB (6 RRDS.03 &bidel 1HY; B (dds 1B e
(dcal) dH3;14a22 (dalg 1H);1¥ T @)dd31§8-3.62 (dd, 1H); 3.50-3.32 (m, 2H); 2.46 (s,

3}1022%%11@}3%00@%&{)} iISBé& , #nXe6li @aolH)S- yl ] - pi peridin
hydrochlorlde (prepare

Example 66

{(S)-3-[3-(2,4-Difluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl} -(6-fluoro-
pyridin-3-yl)-methanone ,

The compound was prepared following the procedure described in the Example 8,
using 6-fluoro-nicotinic acid as acid of choice and starting from (S)-3-[3-(2,4-
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described in Exanple 65 (B)). {(S)-3-[3-(2,4-Difluoro-
rhenyl)-[1I, 2, 4] oxadi azol -5-yl ] -
w0 e@en2xtun-1 -yl } - (4-fl uoro-2- nethyl - phenyl) - neCTIEB2006001674
was obtai ned pure after preparative HPLC. Yield: 40%
(colourless oil); [a]D 20 = +53.76 (c=0.4, MeOH); LCMS
RT): 7.82 mn (Mthod M5 (ESt+) gave MZ 402. 2.
di m@rmmhemm&]cegadlaaolfw plp@d@@ lqsrﬁrothgﬂdeXpmamdl as(m
desd)bed in BIaBPRES((B)).2H) ; 4.13 (m IH); 3.66 (m |H);
{(8)-5234(24d-Dilfdpro-phohl) (12,41 adid.oR6-y( Bigeridi) L-y13 - Belarp-
pytitdin-3-212Bethanondtyas obtdiged pﬁre bflr prépBatiteMPLE) ; 1. 63
Yk 75%)@01%99@'&1 6[& [(2&4%9@' WQL065, MeOH ; LOMS (RT): 6.75 min

(M f| uoro phényl) , 2, 4] oxadi az
A5 di & d%jlms
;5? 5&* 5@? 3%%3%3@ TERE,
(ddd5)1 Fy; 376@% |2fQ G0, 1H)32L.08 GRaldibazol - 5-yi ] -
plperldlne hydrochlorlde (prepared as described in
Exanpl e 65 (B)) and 3, 4-Efahipl®6bbenzoyl chlori de.
(3, 4-Difluoro-phenyl)-{(S)-3-[3-(2, 4-di fl uoro- phenyl)
{($)-3-1342,9>Gidluaopheny ] ;2,4)oxetidzd]l-8-yl 1 pippridimet- g AdAiuora.9.-

m&l@ﬁqma;ﬁgil)@hgtmﬁger pr epar ative HPLC. Yield: 53%
(yellow oil); [a]D 20 = +79.11 (cc0.65, MeOH); LCMVBS

(RT): 7.36 mn (Method E); I\/IS? Frr\gave nz:

406. 1. 1H NVR ( DVMSO- dr 6) —X‘( ) 08 (ddd, IH);

7.52-7.36 (m 3H); 28l ;419(mbr IH); 3.72

(mbr, IH; 3.58 (0 IH); 3746 (m IH); 3.33 (ddd,

IH; 2.25 (m ITHEI®9 (m IH); 1.80 (m IH; 1.67
Therpmipbijind Erapmebared $ol{Ryidg Dhe procedordesonibdd- if (1) ESarhfle 82
usind-4dflfidro D-metyBbynzoid dci®adldcid afltlaiad and-syrfing frope(S)-3i-[3~
24 d{ﬂhomr@fehﬂwng 4]3)@dﬁa1@6]0511y[] ipesding BRR6Edofid dpedardd as

demﬁ)e@a@%&ﬁﬁ@a §ibed i n"the Exanple 33 (05
‘[5 '( 1 B8o- gp}i g) 4lioxa 32(;1 - éferldl 1-yl (4-ﬂu0f<]-2-
gcr (9b "7.82 min

3 [3-(2, 4- dlfluoro phenyl
HNI\@ M)Sé)jd (ppm)ySP (lrﬁu, Malb,ﬂeﬁﬁﬂi? 3Eieet Hh SR muatD;
4. lﬁk(nmllﬁﬁdii pa0e, &H);S:620(ddp A it3i.4de(nREH]; 3 Yﬁédictd 18398.26 (m,
1H)yEDRS ¢av3sh)] 3.02 (ra] BIR0.8297h, AH)( t.68 (K51HMEOH) ; LCMVS
(RT): 7.32 min (Method E); M5 (ES+) gave m z: 406. 1.
1H-NI\/R (DMSO-d 6), d (pEdhmpee&3 (m I1H,; 7.43 (m
H,; 7.26 (m 2H); 7.13 (ddd, IH); 4.31 (mbr, ;

3 ﬁﬁ%ﬁuﬁuf@ Menyhs)-$5%2, ﬁq{iﬂuérb')pheﬁylj‘ h é'l‘]ofah?azolf”s §ri‘j (m

piperrdin-1-yl}-methanone

The compound was prepared following the procedure described in the Example 33
(C), starting from (S)-3-[3-(2,4-difluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidine
hydrochloride (prepared as described in Example 65 (B)) and 3,4-difluorobenzoyl
chloride..
(3,4-Difluoro-phenyl)-{(S)-3-[3-(2,4-difluoro-phenyl)-[1,2,4]oxadiazol-5-y1]-
piperidin-1-yl}-methanone was obtained pure after preparative HPLC. .
Yield: 53% (yellow oil); [o]p> = +79.11° (¢=0.65, MeOH); LCMS (RT): 7.36 min
(Method E); MS (ES+) gave m/z: 406.1.
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2.25 (m IH); 2.01 (m IH; 1.81 (m IH); 1.64 (m
IH). Exanple 70 (2,4-D fl uoro-

WO b@nagt3p4g (S) - 3- (3-pyridin-2-yl -1 PCT/IB2006/001674
52, 4] oxadi azol -5-yl)- riperidin-l-yl]- nethanone The
conmpound was prepared follow ng the procedure
described in the Exanple 33 (C5 starting from

THNNRIDMSOFddrd @hipm)38.98 (¢dd, 2H)] bXadidaol, 38Dy T.28 fiyr 21); 419

(mérdiHy drraakd br, 18Y; 3.6 &lda Hyt 46 (esii); BS3 (ddd, EXHnRLE (m,

1H§>41(.@) %n?}’[d) 3. 84}(% fillDor.ehemnz o). chiori de.

uor o-

rhenyl) [(S)-3-(3- pyrldlg}]mg1 Wed |, 2, 4] oxadi azol -5-yl ) -
rireridin-I-yl]- methanone vvas obt ai ned pure after

et Sl il i
pipgTidE-1; MS (ES+) gaye miz: 371.1 1HNWR
(DVSO- de) , d(ppn) 876(m Iq 8,01 (m 2H); 7.58

(m IH; 7.49 (m IH; -@- 7.14 (ddd, IH);

dd
4.37 (mbr, IH; 3.7 (“f'rbo,f,@ 361 (dd, IH; 3.41
(m IH; 3.31 (m | N27 2.02 (m 1H;
1.82 (m IH); 16?/@%/%—0 Exanple?l

Thé émﬁp ?5116{ edﬁre[ &’és&%oé‘dl iH W PExample 33
é‘ g& @;{Ea hg &a o# -5+ ] oe\‘ﬁerldme
i e %% ?SF% F’anfg Bbéizoy1

chlgrife., or - 2 rreth - benzoi c aci d as ac id of ch 0| ce iand
(2,4{Nxflpe @5})7{(( 3&3-[(2;,4 djfluoro-phenyl)-[1,2,4Joxad1azol-5-yl]

pipetidior bypBheethanotd was oi]tmg@pm@ftesplypqrawq)ﬂl’m ne
Vidlg 4396 I elloivdeily: papaer €90, 31 (@e8.66] MeOH)nLENS @Bnpie o
(Mé&Bbi E); MS (ES+) gave m/z 406.1.

IH(W'ﬁ Q Q@fﬂﬂn 110§; 3)433(11{. %H)Zﬂzwﬂlr Qthﬁm/t&dd
?m?b ﬁ?% 306@ gglﬂy ), TEOES BN gL,
2696
[a]‘%gzlgb 0. 63, MeQH): LCMB
RT): 7.69 Met hod S+ mz: 384.1.
(1H-¥\|I\/R (DI\/ISgdn6§ d ?ppweg%(m) ?ﬁ;e 7 35 (m | H;
7. 40
2, 41@1ﬂu§1romhegl)m)t{(8) 3 @ pymhaﬁ Ylnﬁl 2 prada.awﬁcy}) pmei§1dln31 -¥8-
meflapotd) ; 2.22 (s, 3H); 2.22 (m IH; 1.99 (m IH);
1.79 (m IH; 1.60 (m IH). D@%Ie 72
(4- Fl uor o- phenyl ) -{(S) - 30[3 (2 gthiazol-5-yl)-[lI
, 2, 4] oxadi azol - 5-y an }- met hanone 72 (A)

(S) 3-[3-(2-Met hylt |a§ol 9- I) [1,2,4] oxadi azol ~5-yl

'(Tél)‘]; o g&ﬁg\g S[?reﬁare& il Q{é}{%yih ’ 8&1 ! ecfetsc%; ﬁh ﬂ?eslgﬁ}np-lig%
g;ﬁg&) q et(pﬁea%rgg ;;%es& p%m A ji )) an uorobenzoyl

chlorlde
(2,4-Difluoro-phenyl)-[(S)-3-(3-pyridin-2-yl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
methanone was obtained pure after trituration with diethylether.

Yield: 55% (white solid); [a]p”’ = +92.08° (c= 0.93, MeOH); LCMS (RT): 6.19 min
(Method E); MS (ES+) gave m/z: 371.1.

'H-NMR (DMSO-dg), & (ppm): 8.76 (m, 1H); 8.01 (m, 2H); 7.58 (m, 1H); 7.49 (m,
1H); 7.24 (ddd, 1H); 7.14 (ddd, 1H); 4.37 (m br, 1H); 3.79 (m br, 1H); 3.61 (dd, 1H);
3.41 (m, 1H); 3.31 (m, 1H); 2.27 (m, 1H); 2.02 (m, 1H); 1.82 (m, 1H); 1.64 (m, 1H).
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(S)-3-[3-(2-Methyl -thiazol-5-yl)-[1, 2, 4] oxadi azol - 5-yl

]-piperidine-l-carboxylic acid tert-butyl ester was
wobiaiizsedd pure after purification by flash PCT/IB2006/001674

chromat ography (silica gel, eluent DCM MeCOH 98: 2).

Yield: 35% (colourless oil); LCMS (RT): 4.7 mn

(Method A); M5 (ESt) gave mz: 350.98. 72 (B)

(S)-3-[3-(2-Met hyl -t hi aksrmglogl) -[ | 2, 4] oxadi azol - 5- vyl

]- piperidinehydrochl oride The conpound was prepared

(4-Flok@Bimethyhsheny D c@s):8 43 (2 Smoidopltbnyt)-[ 12e4 Exatigo- 538]-

ifeBHinSt-80t-nBehahém
pI‘(ES) 3- —?3}L(2 nmet hyl -t hi azol -5-yl)x[ |, 2, 4] oxadi azol - 5-
yl ] - pi peri dine-1I - carboxyllc ag) rt-butyl ester

Yi el d: quantltatlveF(V\ﬁu (RT): 2 mn

(Method A); MS (ES+l ghye™ 251.-02. 72 (O
{(S)-3-[3-(2,4-Di f ro- phe -1,
54] oxadi azol -5-yl ] ~¢r peridin-1lyl}- (
ThB compbyd weoprapared folidwingrthelpaerede®ndeserdvaddo e Brenple 8,
usig @pRoRe-2abihgbagoldwidasumitiof choitesnd isteting fromh(§)-3-[3-(2-
ﬂu@@ﬂiﬁn D33, 2(beac§§@ﬂi5l-)ﬂ]& lfpéﬁdﬁhe hydrochloride (prepared as described
ﬁ 't hyl - tl\/azo yl) - f’ 2, 4] oxadi azol - 5-

@¥ qor& b éth91 ﬂ%n%d{f(gf Blrerd @ﬁoﬁﬂﬂhe‘hyi) [ DBEAARR-5-y1]-

p1p -me taiged pur I pre at1 e HPL

Y R

mlBlﬁMSIWé M%(Eér"ﬂéﬁ 1on wi th et hyl et her,,
HWMPd(DMﬁ%QM (p@n]ab%ﬂ% 1(1}1, THS]79 5@, 4 1D; %50 (e=2H):g721 (m,

1HVETR (m) 735 4(31. (R br, 1721490 him beNBDH S S2Em, 1S 14560, Haua 23

(miH); 2325(s13HRA) (m, LIEYS1 ORTh; 18);A97hfon, (HR1166dmE)]H) V5
(ES+) gave mz: 375.1. 1H-NMR (DVBO-d6), d (ppm: 8.17

7.48 (dd, 2H); Fkedple(®d, 2H); 4.21 (m IH);

f %%o%lz‘% 511)“&(3) 3. F??Z(ﬂgbhyf ﬂﬁ)azoiis ‘H—) |_(1 4jotzlﬁdlaé’012§y1 g)g%ndm-

i 64 (m IH). Exan'pl eo73
(6 Fl uor o- pyr|d|n3yI)N (S) 3 - met hyl -t hi azol - 5-
yl)-[1, 2, 4] oxadi azm @ 1-yl } - met hanone
The conpound was ppepared f ovm ng the procedure
descrlbed in the anpl e 8, using 6- fluoro ni cotinic
id as acid of chojce and startin
72((5*,) 3-[ 3(@)23-,&%1(2[9‘11@}“11&&1@@01 -5-y1)-[1,2, oxadlazol 5-yl]-piperidine-1-
5-yl)-[1 carbaxphieanidicst-bwylasterpi peri di ne hydrochl ori de
Th¢ pompeurgbiwasprdpared falaving thepaeqsidurezdzs¢rijed. in the Example 33
(A}, Gtaltingofrom@ymiettiyt-idazdlg-S{caPBpnBrile3- ( 2- met hyl - t hi azol - 5-
(Sy3-]3 KZ-NP&tHﬁlQKﬁdbl&i §1)=[:2/41bxaddzob 6 4yd]-pipdriding-1-caebdxyiiomeid
terﬂ@ﬁtyp G RGHRHAR] Rirt afterelFRh@d Nﬁﬂbﬁﬂ'—&mﬁ(h’t@hﬁphﬁ?ﬁhca
?ﬁ% eRrdaEdi dsahD 20= +7.47 (c-0.99, MeQH);
5% Redduls? of) i (R 4%%@(}1&118&%% MSZ(Esﬁ%a@e m/z:

350 98.

72 (B) (S)-3-[3-(2-Methyl-thiazol-5-y1)-[1,2,4]oxadiazol-5-yl]-
piperidinehydrochloride
The compound was prepared following the procedure described in the
Example 33 (B), starting from (S)-3-[3-(2-methyl-thiazol-5-y1)-[1,2,4]oxadiazol-5-
yl]-piperidine-1-carboxylic acid tert-butyl ester
Yield: quantitative (white solid); LCMS (RT): 2 min (Method A); MS (ES+) gave
m/z: 251.02.

72 (C) {(8)-3-[3-(2,4-Difluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-
y1}-(5-methyl-isoxazol-4-yl)-methanone
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1H- NVR (DMSO-d6), d (ppm: 8.32 (m IH); 8.16 (s, |IH);
8.04 (ddd, IH); 7.23 (dd, IH); 4.21 (m IH); 3.74 (m
wo B)os/132%89 (dd, IH); 3.49-3.31 (m 2H); 2.75 (BCT/BIP6/001674
2.25 (m IH); 1.98 (m IH; 1.80 (m IH); 1.67 (m
IH). Exanple 74
(2,4-Difluoro-rhenyl)-{(S)-3-[3-(2-nethyl-thiazol -5-yl
) - [ The ceihpouadi veasqireiargd follopiingthie gicoredareydeperibedtindisone
ExdihpleGonoy, st ting Sopt () Bd(2Fmkihghthiapol-hieypf oz dhwadiazol- 5
1diResd dlrcﬁbhldiﬁie@ﬁaﬂpﬂﬁo@sedz@)rl chiéridet.i ng from :
t0%f Bé’n )2{( L(ztxﬁétﬁﬁodm&nys;ﬁ)r 1,24 16k aiagh Sz -phpeyitlin-
An;g rnea ?t&taraeeﬁrvﬁﬂl é%ﬁyl%%ﬁ” bed in

'?#’ﬁ( 3 DL@%%?E@ glrl]lg M’ thod

mi
E)aM (55)1 %ﬁter trituration with et her
IHWMMDME‘I% M (pe olé£S 1 H)a] 48 Cdsl, 2Hy, 7724 ( 2H gp2d (m,
1H)ECH) (m,lﬁﬁls3(5|§'01d 17H)33 4rh(m,(1 1 Ha% (ddd; 1Nk Q(E%QS) 3E2e24 (m,
1HW 1297 @A,11H)] HESANR, (EYS064 6o, 19).(ppn) @ 8.11 (s, IH);
7.47 (m IH; 7.23-7.07 (m 2H); 4.17 (m |H; 3.69
(m IH); 3.59 (dd, IH; ERafte®25 (m 2H); 2.75 (s,
2.26 (m IH) 2.01 (m IH; 1.83 (m IH); 1.65
Y -
G ﬁﬁ}orcl r1 i { % ? g%tﬁhe@r;ﬁ =Sy (1, L2 Alogadipzgl-Sytl,
pIPSE‘ PB&r i din- 1- yI} get hanone The conpound
was prepared fol |l ow ng Nt—gf pro e described in the

Exanple 33 (O, st,a’r*g#(g,
(S)-3-[3-(2-net hyI i azol @I) ['l' 2F 4] oxadi azol - 5-yl

i peridi ne hydr hIorrde repare riped i.n
Th]Ezp ; waqmyl)y/ara lipwingfhe (H%?eglﬁwgﬂésfﬁbeg‘ﬁpg‘ﬁ gample 8,
usip@ 6 @rornmrlawm@&m jciq pigyhogeelagd Fom S P nset%ﬂ'
thijzofl45; )'a)Jr],Mmadmolrsmrglperpdupeehydarmiﬂqr@q (premﬁqdr?éni@ﬁrél
1nE@anpllal7ar(B§e)d pure after trituration with ethyl ether.
(6-Fl yAGH AW {(8)-PISR methl EMBZ4IRFYD)-[ 7,265 oxadiazoMs s d
pipe hdldvg- éﬁhaﬁ@ﬁéewﬁﬁ @btainéd ﬂrehﬂe poCHPE)C, d
Néﬁpm% 9 @%egp 2V‘“4?-77 c=2d_b9 I\Ze@ﬁ) (LrUJMlS"dRTZ‘]S 4B min

ﬁ é ; iy 78 {dd,
(m:%‘ﬁ?%& ) §2744Pb>3§¥5? %é ?r}e} @31%%%}5%} i 5.05

Hho k3P0 W) ﬁ%ﬁfﬁa ne The conpound was
prepared fol | ow ng the procedure described in the
Exanpl e 3 (C), using 4-th«iafipleordnet hoxybenzoic acid as
the acid of choice and (S)-3-[3-(4-fluorophenyl)-]|

(2.4 ﬁﬂﬁbﬁ%ﬂ@}n%o«sﬁsxsi(zﬂmaﬁzymﬁiam -y oM oxadierol-5-yl]-
pideRlEReNSInRfhadeser i bed in Th

The compound was prepared following the procedure described in the Example 33
(C), starting from (S)-3-[3-(2-methyl-thiazol-5-y1)-[1,2,4]oxadiazol- -5-yl]-piperidine
hydrochloride (prepared as described in Example 72 (B)) and 2,4-difluorobenzoyl
chloride..
(2,4-Difluoro-phenyl)-{(8)-3-[3-(2-methyl-thiazol-5-yl)-[1,2,4]oxadiazol-5-yl]-
piperidin-1-yl}-methanone was obtained pure after trituration with ethylether..

Yield: 54% (white powder); [a]p?® =+ 3.75° (c= 0.90, MeOH); LCMS (RT): 7.34 min
(Method E); MS (ES+) gave m/z: 391.1
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Exanple 3 (B)). Yield: 90% (yell ow gunmy solid); [a]D

20 = + 99.85 (c=1.08, CHA3); LCMs (RT): 7.77 mn
w@ Mebhzit4E) ; M5 (ES+) gave niz: 435.9. 1H NVR PQDE28(6/001674

d (ppm: 8.06 (dd, 2H); 7.47 (d, 2H); 7.25 (d, 2H);

716(dd 2H); 4.41 (m 1H); 3.95 (m IH); 3.55 (dd,

3.36-3.19 (m 2H); 2.34 (m IH); 2.04 (m |H;
lH-'NIQI‘R SDEB@), SLE)( 811 1 (&) EBXRAD e, T); 7.23-7.07 (m, 2H); 4.17
(mf (ﬁ) %1 (14{)FB l59r(@d nmgny UX-3[15, @, MK 264, G52 26 (mp il H);
zdle(fri le g ), ] yridin- 4-yl)-methanone The
d 'was prepar ed foI 'owm ng the procedure

descrl bed in the Exanpl g

2-f 1 uoro- pyr|d| ne- 4- car ogmlp%é?snamd as the acid of

choi ce a

c435gbeud a{(é}]ﬁ%é ﬂg)thlfa%édmz[&z Yoyt st o

pinseidiay Haneee (prepared as gescrl bed in the Exanple

3 (B)). {(S) 3-[3-(4- FIM.L@ro ph ny
[ 1, 2, 4] oxadi azol - 5; J)p 1}
-(2- fI uor o- pyri dlrrpr)\— -y M) - net ano was obt ai ned pure

after flash colu chromat ography (silica gel, eluent:
ThAcGHpbultbwanprepard)l follivahgl theAsocedwra dasciiesada ﬁ;l)e E{(@]l}ge 33
(C),8ufind £ (353-BeDhethyiphRe0SyD 1,2, AvBadisn)-S-7]-piperidine
hy&lM%hmqe ﬁ)re &1&1 bESkpribRMia Axaimpl3TL(R)) addB HMR1(EBERAF]

B L ”?%$@ﬁﬁﬁ&ﬁ%%

1 r ( 1-thizrol-3tyBY 1 2R ]18%adi

p1 I']Q’gl(; %159 55 obtg% % 1§1 Qzl\t%ll t% n with3dhyl&her.
Y19 3 '%whne powde Y. 7:631in dTE) A (E@ﬁ?gmeem/z

9 (4- Fl_uor o- phenyl 4] ox 5-
okl by e bl i U AR ko
1H)DB72 el 13 p6 Edsarl B; 368563 vy 2@@55&@@@@;321 (m, 1H); 1.98
(nﬂ@E&Ji%&dn;ﬁﬂﬁﬂdﬂ&ﬁadﬁbe 8, using
3-fluoro-pyridine-4-carboxylic acid as the acid of
choice and starting frormxadple 76
3-[3-(4-fluoro-phenyl)-[1, 2, 4] oxadi azol -5-yl ] - pi peridi

g) %'L@ﬁmr&ﬁoh&?ylmr,f@ms@ka@a SR piibiach-151- e Exanpl e
i ‘(%‘ thoxy PRSI Ry 1 ) - [1 2, 4] oxadi azol - 5-yI]-pip

eridin-|-yl}- (3f|uoro.7oyr|d| | ) - met hanone was
obt ai ned pure after t ogr aphy
(silica gel, el uent adi en from MeOH NHAOH

99.5:0.5:0.05 to BOM MeOH/ NHAOH 99:1:0.1). Yield: 57%

THeQ@hﬁi’o'uﬁ@ Svak @Edpayed fhAdWIngAhepR3edir¢ de@ribed Webr)Examples3 (C),
T) triffdroMRioROBknkoicMeid BSthe @eidcofdhticel dhd\NE3-3-[3-(4-fluoro-

pﬁ@&%&]o%ﬁ%& 5- 911 RPN dinBhRE6Rlotidd (prépapell gildesttibed in the

E ,

Yield: 90% (yellow gummy solid); [a]p?® = + 99.85° (c=1.08, CHCl3); LCMS (RT):

7.77 min (Method E); MS (ES+) gave m/z: 435.9.

II.NMR (CDCLs), 5 (ppm): 8.06 (dd, 2E); 7.47 (d, 2H); 7.25 (d, 2H); 7.16 (dd, 2H);

441 (m, 1H); 3.95 (m, 1H); 3.55 (dd, 1H); 3.36-3.19 (m, 2H); 2.34 (m, 1H); 2.04 (m,

1H); 1.94 (m, 1H); 1.68 (m, 1H).
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7.43(dd, IH); 7.36(dd, 2H); 4.62-3 .29(m br, 2H);

3.66(dd. IH); 3.45(m 2H); 2.27(m IH); 2.04(m IH);
wa@ém249 H); 1.68(m | H). PHARVACOLOGY: The cop@DIB2A66/001674

provided in the present invention are positive

allosteric nodul ators of nd uR5. As such, these

conpounds do not appear to bind to the orthosterlc

gl utamat e recogniti on sExamnplédd do not activate the

nd uR 5 by thensel ves. Instead, the response of nd uRS
{(8913 B- @OIFHQSﬂ’(th!Sli&yDIII Qt4]@kadlﬁe&ﬂhﬁql]empeﬂlmRSylag{mﬂlmiro4pyr1d1n—
4-yhPeE@asskt when conpounds of Formula | are present.

mpounds of Formula | are expected to have their

effect at md uRS by virtue of their a:bility to enhance

the function of the receptor. A nd uR5 assay

on rat cultured corti cak/dis / nder exposure to

growt h factors (basi f I bpo! a grovvth factor,

epi dermal growth f r)Nra ul t ured astrocytes

express group |- pled nd uR transcripts, nanely

nm3d uR5, but none of the spli ce variants of nd uR, and

Thf—?1 3 & gonci U%Q{::p%]tef fol%nwcl:rtll o%é ?i%éc(}ﬁ)egfm ple 8,
usipg g @P%F % 105‘“ b (S)-
3- [é 6-rﬂu§fo— éach%ﬂ -5@(1 EWSH f }{q{gc 0r1 (prepare as
de tlb@chnﬁéhéEP(ﬁmnbeqd@)%osphm nositide (Pl) hydrolysis and
(3 o Bnona phonbell Putlaradisb o pobrz ey - Yhare pyidin-
4-yhpmeihbhaneanha gbtuimtd pee MAEP flasinfoolumit kbromaitegraphy (silica gel,
eluexpreosit/diexafe NiYd URS receptors in this preparation.

Yiel§ ’%%’ mm% @bw&)wb@&t@sl0°S(8:9(919@Me©51§dnp=a931951ec LOMS
(R?)S ynds of the present

IH— ,e§‘ R§3 ”1}5"@0 (é&“ 07,38 H&%)by 34
S
3 36&% 1243 :t ial cult ur es

wer e prepared from cortices of Sprague-Dawl ey 16 to 19

days ol d enbryos using Hxapgiefi8cati on of nethods

described by Mc Carthy and de Vellis (1980) J. Cell
{(SBi30[3-(48BluBROpIDR]) M 2, Nbkddtazob b -yd]-piperidiasl)-yl} -GMiuarepyiidin-

4-yL gahaﬁam-g. The cortices were dissected and then

i ssociated by trituration in a sterile buffer

containing 5.36 nM KO, 0.44 nM NaHCO3, 4.17 nmM

KH2PO4, 137 mM NaCl, 0.34 niV 1 g/L glucose.

The resulting cell hormgamate ed onto

pol y- Dl ysi ne precoated ¥l />7

Di cki nson Bi osci en Efenbode€gem Bel gium) in

Dubel cco's ModifieaxEdgl e’ s Medi um (D MEM d ut aMAX(t m)

, Invitrogen, Basel, vaitzerland) buffered with 25 nM

Th EPES ang s 7%&%9 1ag il}oed Q@x? Qér?o%dvﬂltlﬂe AEx%g{pke 8,
umg&% UoForPY IR car (g r@g@ riing o ()
B Reny] )aHd’- ﬂ% -pe"? hy e {pyepared as
desstibecipubn Examplsi hd3)) -t he FBS suppl ement ation was
{(S)Sd[3e@eF norotpheity]Afl t2ef] oxaliaral 8yl Epiper dinel-El s@niraie-pyridin-
4-ybymethanone was obtained pure after flash column chromatography (silica gel,
eluent gradient: from DCM/MeOH/NH,OH 99.5:0.5:0.05 to DCM/MeOH/NH4OH
99:1:0.1).
Yield: 57% (colorless resin); [o]p’ =+83.8° (¢=0.9, MeOH); LCMS (RT): min
(Method ); MS (ES+) gave m/z:
'H-NMR (DMSO-ds, 373K), & (ppm): 8.62(m, 1H); 8.52(dd, 1H); 8.04(dd, 2H);
7.43(dd, 1H); 7.36(dd, 2H); 4.62-3.29(m br, 2H); 3.66(dd, 1H); 3.45(m, 2H); 2.27(m,
1H); 2.04(m, 1H); 1.84(m, 1H); 1.68(m, 1H).
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trypsinisation onto poly-D-1ysine precoated 384-wel |

plates at a density of 20.000 cells per well in
w@eiober4puf fer. Ca nobilizati on assay usi ng raeCT/IB2006/001674

cortical astrocytes: After one day of incubation,

ceI | s were washed with assay buffer containing: 142 nM

6 MM KA, 1 nM M2S™® 1 mM Cad 2, 20 nM HEPES, 1

JMQ@%@QL_O 125 mM sul fi npyrazone, pH 7.4. After 60

mn of loading with 4 nM Fluo-4 (TeflLabs, Austin, TX),
Thelvempetds previdedisthe grastmtaavanting erepasitiGRliestert negglators of
m@uRiSeAs anch, tlese spapaeadisido nébapreanfo kiad &ythBuwithesterid platamate
reqdgaition swer dt dveibtiacangé eerGiRS by HensebeRtlnsiead, iioiesgnse
of PhG1R SRRAE RonédriaRbh oFeambRr orDBMGIERS , agShist &V RlcfeasddAfvhen

colPbul RO AREIENE e (REschDITAGRIuhbY BF F6Ahelh Uhrd bibected to have
th E%ctn&nh{(ﬁﬁkg Yot I;}Frfd% O“rf/lltﬁ%e abiliP & SRR {h‘érfuﬂgtlc?n of the

rece {? I'on contal ni'ng representative conpound
he present invention diluted in Assay Buffer (15
m of 4X dilutions) was added to the cell plate in the
absence or in the presence_of 300 nM of gl utamate.
Under these experi ment HXANHEE Mons, this
concentrat| on |nduces | ess than 20 % of the maximal
il : piachl asizoeytes concentrati on used
to det ect the p03| t ive all osterl c nodul ator properties
Uniler thysosaRMaowoosh Facesms t(baipfibebhist provahtfaaor, ephierhilnglowth
fac%@@a@&ﬂﬁﬁé& és@t"oby’t@s bXpredft eSS RGQRSpRIIGR! RarRd6its, namely
mGHRS! IHIE Ho %fe fuﬁfee R‘@C@aﬂ%ﬁﬁs bP RGN, tRfdesk %Sc&hsequence a
(]

fud clt‘iﬁﬁjﬂ' h?ls% §¢5:6103-
9)@11 S gﬁ% igR %g :éeﬁ \g%b% s%%%ﬁ@%gﬁ the full
RiFRhgings i 0&@;@ sybssgpent
intrcellvlangaly l%rnfl?*a ?awe mg Pe ’é‘s%‘? ARPIESt) 3 uceatinmy, the
unigye eam@wo orGlyR 3 reecpipisde H@‘ép@pa@@ennm gl ut amat e.
Thibapeepanation wpseestadlished anbugsds neprdgy do @ﬁseﬁ%mmommes of the
compepulisel tiespresead imvantiosCo riktrghset theaCe” ampbilizdidneindieed by
ghagthits . wiltaniv shawingr aphsipsifiche avtiaity awitenSagplibél o the absence of

ghidaphtecat e data points and is representative of three
i ndependent experinents The results shown in Exanple A

ounds described in the
Prﬂﬁmfﬁﬁl&‘as}%@gteﬁ RELHAEPOP

I nventi on do not have an effect per se on

m%ﬂ ???‘;‘I%E t&ag %é) éepn eccf) %gt%c? % %@% g% E to 19 days
IYPR §Sig A 2A %G &&Y Ve”ls
(A0 gcpeﬁ‘fopheSSQE% ra? i 303 0
Thygostiees t wetendipsesicd ﬁlentda@%@ d@wéffﬂ%@ rS&f‘§ ¢ tbuffer
contaiping 3.0 mVIK Glo iddingd MplleSset.1'¢ i dil Qs é%ml\ﬁﬁaﬁihs) 34
mivieNahPOus1 gl glacosee The egsaltiagicoll honxenme FaBplaGidusso poly-D-
lysiges aprecsutddEKTRXHr dasksng(BIMCOAT URBetioh| Dickinssre Biosciences,
Erdtabodebma, TBeeindNdh BUPERESE OMfifitiEKEZAS s C 8lddsurst ADIMEM
Glﬁtél@fﬁjﬁﬁ?ﬁg: %hfvﬁogsﬁ Bgfalg sgglﬁér%d%?;g&ise@m M3dmiY HEPES and

! daﬁﬁ etefted od&3 1 "IVBpyruvate and 15 %
fet bl{)%nen&hgﬁ erlguﬁbb gﬁ_\ W Sl tomycin

ngg *’r% ﬂ‘h% oot %(ﬁ aulgﬁgg n?%?.peg,o ¢ FBS
?9

IH‘F@aF@FlP’@ﬁe Yt Osl Sequraed by
trygﬂ@smgmgntg -D- ysme precoated 384—Wel p ates at a dens ity of 20.000

cells per well in culture buffer.

(D
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identical to rat md uR5 Genbank reference sequence

(NMJ)1 7012). HEK-293 cells expressing rnd uRs were
woradoatizi2eed i n nmedi a cont ai ni ng DVEM di al yzedPEETEN006/001674

Bovi ne Serum (10 %, dutamax(tm (2 mV), Penicillin

(100 units/m), Streptonycin (100 ng/m ), Geneticin

(100 ng/ M) and Hygronycin-B (40 ng/m) at

37C/ 5%C2. Fl uorescent cell based- Ca2+ nobilization
Cafsmabilixitien asnay wing wt cortimabastienytessel | s were washed

with assay buffer containing: 142 nmM NaCl, 6 nM KO,
AfkathdBASHincdiiibiadel 12 wedwathetieRtSassdy blllﬂferg:lon’tanﬁﬁg 142 mM
Naf1,1@ viMkey! { inipyRaz90g. 1 B 7C4C], 00 MEBAEPER, of o/L glucose,

0. 159?&”9[11%15%2@‘%”' Qr4 ﬁéﬁe%b U1%5 \I%ﬂ 4t Fluo 4
el

(Tejﬁabs? é\éﬁ rv%gﬁet%rr%gd L8 é\mﬁfs 1th E{lffer
and,@psuspeng pﬁ @asaefo oPlet eﬁ.‘e{errs ?iileﬁg to a
Flyesergeiric Im@gnng W§| detal 1{@%1&4 Modeculgy unyy/ale, )for

thet haeseasrsgés wEntinteteliviar selsium| Auxcahfen ml@mtmmgAfth% rbaseline

flubmsicnos fordl 0t e sohsivhi coataiding 1 8pbkolepfesentdfivesengpuuiad of the
presBRiARNHOH dANRE BN Ak BUTEer @1 5 [1EFr £% AilliBbhsy vas addsodhe cell
lagéC (PThO-Ble @ @plﬂ‘Mﬁe Hrebh& BF ERONHM "(‘)\feglhtaﬁﬁtéj' Utd®dthese

exéeﬁ %ﬁﬁycoﬁkﬁ 10ﬁ¥ thik> fatid& 1981!1&5 1 QRStha'26 % e irffaximal

res ate any v% 0%8& ? s%h'tg '&e‘fe@t ﬂl ?i%i%’a)éllostenc
e,

< of e Egﬂi?'?%%x?r&ﬁe g s
copgentratigna 1 daqg@f lx'les r6 gxer g gace was then
moptpEeth as BalURCERT of WHP AP HANEPS an anw&? tUSHgMicrosoft
Extilcied Grigdad Sriser Eaeindais peishwis plse éneastﬁpé tWERme st
nM3d uRS cell line is able to directly detect positive

Thalrbsudts én iFdgureduteptesers the teffoctt oft He pive efl Exhmple #33i ¢ri pnmary
coicalghGhaRRépressingdeURultage i Sie abbtnte, or Dirfhe (EB¥IHée 8NBI00 nM
ghﬁ?&?@ Dkl ehgesseehe &M‘g&c@ﬁéget bViRaRila0 $éspbnge observed with

%la{aﬂ{a% E@eda{ CieN@gk. BacH Bar' %@ﬁ% §h§ Fhean and S. EM of

ot i el et A

Zhan 05 Phar macol
The resu %Qéowmg) ’@P{?I%ét fi%?rfSHfa e {ha .%O%Igpégg%de%‘?ed in the
preseytimeeniien dptist baveraieléesh pentc 4t g cogpgpnds
arer asided tagether with avonpdtRtisganistsheh glatmaty, rﬁbféﬁﬁf‘i’% Ancpsred is
siggifrvently dtentiated dohepared triler effedbaef Bof ageaist al@eaphtieaghme
coldeatratian Thiedata ibiSates The theicumpoumstseof thiet mdsend imvention are
podifve alRteRideh@luldtegiof i GluBg tedepeois in(NétBe tplaparations.

(Top-Bottom /(1 +10 L((LogEC50-X)*Hi || Sl ope) all ow ng

determ nati on of EC50 val ues. The Tabl e 1 bel ow

represents the nean EC@QQ?M gd fromat |east three

i ndependent experlnents 0 ected nol ecul es

_ Table | egend: +: EC50

.—m

IRA P ' v—+++: EC50 <1 mVEXAMPLE
C nGI uR5 bi ndi ng assay Act|V|ty of conpounds of the
Cellreultpreé on was exani ned foll owing a radioligand

Positive functional expression of HEK-293 cells stably ex%oressmg rat mGluR5
receptor was determined by measuring intracellular Ca** changes using a
Fluorometric Imaging Plate Reader (FLIPR, Molecular Devices, Sunnyvale, CA) in
response to glutamate or selective known mGluRS5 agonists and antagonists. Rat
mGluR5 RT-PCR products in HEK-293 cells were sequenced and found 100%
identical to rat mGluRS Genbank reference sequence (NM_017012). HEK-293 cells
expressing rmGIluRS were mamtamed in media containing DMEM, dialyzed Fetal
Bovine Serum (10 %), Glutamax™ (2 mM), Penicillin (100 units/ml), Streptomycin
(100 pg/ml), Geneticin (100 pg/ml) and Hygromycin-B (40 pg/ml) at 37°C/5%CO2.
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bi ndi ng techni que using whole rat brain and tritiated

2-nmet hyl -6-( rhenyl ethynyl)- pyridine ( [3H] -MPEP) as
w@2006g23240 f ol | owi ng sim | ar nethods than t hosePCT/IB2006/001674

described in Gasparini et al. (2002) Bioorg. Med.

Chem Lett. 12:407-409 and in Anderson et al. (2002)

J. Pharmacol. Exp. Ther. 303 (3) 1044-1051. Menbrane

preparation: Cortices were dissected out from brains

of 200-30Qy Sprague-Dawl ey rats (Charles River

Laboratories, L' Arbresle, France). Tissues were

FluBPesReRNichashsid: éﬁ*mimrmldnvméw) of ice-cold 50 nM
Hepes-NaOH (pH 7.4) using a Polytron disrupter

Aft J%ﬂéeal@?tdﬁec@% i § §G/eres(% £8 %méga fee%eﬁtainﬁﬂgg ad2 mM
Na Br6 r’ r%ﬁ?@ﬁose 0.125
m ﬁu]%%m%??ﬁﬁg &éqo Yq LSRR fl abs,

Augty, | 'BE) dfie ée‘ﬁ?fPl ‘F’ t@%?eaﬂﬁle%a“@é%lablé]f g % fel‘ and
resuspendgsle firs i 45n 1l nofl @ssap| Bnﬁfgr ofhemlaira prreghrpadrposiosgd to a
Flurofnetie &meging Plaic Readert (FOPRyalslotietilar Menisds,bjunnpreale, CA) for
the Bagsdf@niaht mef hiatraé¢dBiuter Redlchmot i alsfery mdRafoniaghthe baseline
flucPedced Fanml) satohlls, dovtensing eonuenthiiongi of Rprestatativr dompound

(frdfll oMIER M)rzﬂrtﬁ %&%érﬁ%eﬁﬁmi‘&ﬁf%&ﬁﬁ%é’ﬁ%%&fﬁ@w paBe4x

HEBE, mi;fggé e e Qi (R sy as 0.

mn}qtl atp &p Psna%ﬁ/hgmﬁ%t %%r Lyt a](; dcgr}s%DFrach data
pointas W% A meRy i st o 2}
Un@@tdh@e@esn@émrﬁ@hqoaﬁﬂwaﬁ U TR ble 1 directly

deteas positive ¢llostenic modylatars W‘éﬁ!@tlt the need @ﬁ@O@ﬁde Qﬂglutm@’fe or
mGioRS sygenist. i Ehusi MFBgCRAEAJehil SAPEB; pyblkhedMefargre positive
alldseriet hodulates thet are matctide by rat @pitibal adttocgtes onltweén the absence
of gddasgliahete {liilteeral gROO@SErUo) Phdriracol9636262-268] Bhang et al

(2065j 5 ePhhdb@S Experkém 315108212 Bphyveratenf@ae) in this system, rat
%}% rl@pd) using 4 x 400 m ice cold buffer using
ce arves

ter (Fllterrmte Per ki n- El mer, Downers

Th% om;e?qtﬁugf)% 6?’?138 ee c cﬁltvegl éfy %@gsegﬁatu@é n&c{/\ﬁgﬁfﬁf (%fq ;ﬂ;l pressent
anPl%_} }N arér rgp nc, San
Diggg: HSAgkal llﬁs‘iué"esﬂﬁf‘ée IFFﬁﬁl i ﬁﬁ?@{ﬁ‘% %\%‘F%C e P er

using the Prism G a hPam)oro ram (G aph Pad Software
e, SarEtogn  (DaApottp LR/ SEC» o el Slonelic
from data obtained from 8 point-concentrati on response

allcmaihgdsteuﬁina@or&ofmsoh/iah&ar regression analysis. The
nmean of |1 C50 obtained fromat |east three independent

ThEXPKE I1MRUW réPresSBIsTRS BRAMBICS obteiRe® GohOAtTebt titee independent
exp%H enfsrSeMEEE \rl&ﬁtlf&ﬂ’és ﬁ‘armg £ fpreaends of this

applitcation ha CsO“values 1 n the range of |ess than
,}Jlﬁ/lq nM Exanple # 29 has | C50 val ue of | ess than 30
+

he results shown in exanples A5B and C denonstrate
that the m'\m:mundc Jigcr‘rl hed in-the presept—knventi on

AEXAMRLE | vé Garttrdduey | ¢ MWBEEr s hEarsFIueylurs
recegtors. Theser+conppunds at0e actiye in- natijve
Systenms and|[are gbie [o inhigit the|brnding of the
p+rot-ot-ype 1 -uRs—al-est-ere—reduat-o—(3H—MPEP known
to bidnd rempt el v r om 42 +

4 +4 43 ++

5 +++ 44 +++

6 + 45 -+

7 + 46 e

8 + a7 ++
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the glutamate binding site into the transnenbrane

domai ns of nd uR5 receptors (Ml herbe et al
wO/RM0s/1P1239 macol .

64(4):

823-32). Thus,
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t he posiPCWEB2006/001674
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(VidggTrack,| Vi enpol nt
Francer—thatrecordedy

mce3'Mce were Hve f

testBdg. On |t he #i@st day, th& test gonpdtrhd ({10, 30 &

50 nmggkg 1.1 (|mrapeEr|toneaI)) or [vehicle S

adr-A-stered30—mnutes—beforethe—anmphetanire
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“Tabledagand: boxes i mediately after the anphetani ne
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Conmpound adm ni stration: The test conpound was

di ssolved in a 5% DVBQ' 20% Tween 80/ 75% sal i ne vehicle
w@nweaehrini stered in a volunme of 10 m/Kkg. PCT/IB2006/001674

Conpoundvehicl e- treated m ce received the equival ent

vol une of vehicle solution i.p. in theabsence of added

conpound. D-anphetam ne sulfate (Am no AG Neuenhof,

Swi t zerl and) was dissolved in saline and adm ni stered

at a dose of 3.0 ng/ kgEXAMPLE € vol une of 10 ni/kg.

D- anphet am ne-vehicle-treated m ce received an

m(ﬁqm'swﬁhgm%dg@{wne of saline vehicle injected s.c.
ati1strcal anal yses: Statistical anal yses were

%‘i}; % gy o@' fHehEREn & Wss&?aﬁmﬁéd ‘}@flov%ﬁlﬁgt H.Vaifa&ohgand
bindme R ﬁ% ue

@i’ﬁgna (glgl 1’219%?I @n faie{i gﬂ ﬂlﬁﬁ'}% lethyngll)n
L R

(20821).1-@3“1‘1%0 c?tXPo?h?fo het am ne-i nduced

| oconobtor activity in mce Data from such an
Meanlpomierpreparagionyy a representati ve conpound i s shown in
Figure 2. Figure 2 shows that the representative

Coftivep atiel dokedidiboutnfremt braimsaif 200e800g Syra@@-Dgwley mfs (Charles
RW‘?e'r qbbifeHts| 1’ Afbr&ld) atreaed) NBiskure 1ve@s ehontbgenizedh A0 volumes
}Vd tiéelceﬁyggdnm BERRENADHNGH 7.4y Usi@d, a fPctytpord &Bsrupter
];:matl $lizerhl, wﬁzé}%d %tniﬁ &d £d230 lﬁﬁf'ﬁ%alfO'(ﬁ)Q%S (4°C)

t Lan dg %de[ 8)% 1etQyadhdE t&v‘f‘cf%t by 95 1oﬁ in 10
t\xhe%e}/l é)ollgh‘fg Y Oeriif Bation
an%xv b 8 frP%lamr}S&Pnaﬂ ) {H, pH

7. %ff@élﬁlscoélﬁefﬁlﬁﬁﬁ’ét"%ﬁ% termaneg lafi P-Ragqeptem
assay, ReihachoPiitesilaad) wﬁbégwr@ﬁn%albu@ﬁb?& standatghot ent i al

of conpounds of Forrmula | in the treatnent of

schi zophrenia and rel ated di sorders. The conpounds of
[PH]OPETEhRding épefiniemis:ar e al | osteric nodul ators of

n3d uR5 receptors, they are useful for the production

Méhflbr%éél %l;é Hﬂ@vedeérﬁﬁ ¢eRipohdb®int BiRdRECYEMR:! 8htsihing 20 mM

mﬁ@r a_ﬁ; ¢l 33@{\71 %Sllsyﬁ)b 'N%@id S7 4s C%Hp'etltlon
lhy u Tl PR iy brﬁd@ﬁafﬁ? %aedo S
0.004 ful\écqf. Wn%m 0{ rae C%B’F 7 3ob . The non-
queaﬁq bl@ﬁ@a wisoedined o 30T Ofrﬁ gﬂnngsa NS
filtegtioneevep esdass-diber idter phaies élﬂml@ﬁero%ﬂﬂ?@ {Rerdtlics rPlf’é?Se Fggkin-

Elther, ISﬂwrerz:b)lbziEhb Setizeord) ousing 4f x 1408 Kk iepead 1buffer s cell
haivgstel (Biteanats) Fedepiiier, Z(Domglet&acﬁrose B8 A9y Radieastivity was
detdBniMBANBE1 Lidnigt selhidlltion ¥Pectrometry using a 96- well plate rteader
(TopCount, Perkin-Elmer, Downers Grove, USA).

Data analysis:

The inhibition curves were generated using the Prism GraphPad program (Graph Pad
Software Inc, San Diego, USA). ICso determinations were made from data obtained
from 8 point-concentration response curves using a non linear regression analysis.
The mean of ICs, obtained from at least three independent experiments of selected
molecules performed in duplicate were calculated.

The compounds of this application have ICsg values in the range of less than 100 uM.
Example # 29 has IC50 value of less than 30 uM.
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Potato starch ad 200 ngln this exanple, the conmpound

of the exanple 1 can be replaced by the sane anount of
wa@argoent32the descri bed exanples 1 to 78. 2) Suspenss2006/001674

An aqueous suspension is prepared for oral

adrri nistration so that each 1 mlliliter contains 1 to

ng of one of the described exanple, 50 ng of sodi um

Th@ sasbli sheetrhipl exewiplag o deand Gglepronste that Bergosmoandsdescribed
in thy mesegbimvientibn aredpasitiver allodteticthodwdatormplorat aFRA receptors.
Thear@nippuals aenpse in aativessypteasamddcrbabkt torinhibiy the bidding of
theoteBi@h GRIR Raltdsiegicimatadoe@H) MIPER &nowy €0 bindreinoteld Hom
theb%{u’b‘a%d#ér%lﬁi ¥1t€netodin¥ CednsmBah by Clomdihs GfhGRIRS receFtors

Qﬁz oF’PﬁEﬂﬁﬁa%oﬂGﬁ(zi ®23009 ny Stearyl al coho
g Lano 59 Wite petroleuml g Water ad 100 g

Thg h' Rt %1*10 Hb%%ﬂca?cgp Ig)é}gleﬁ 12 xgr%sgn? Pdv% 5% gf)]@cted
to ?38 8¢ E—% ;I;rg tﬁ é)tt(i{lg 5 receptor
7 msﬁwp estg% geiorsare eefva e vﬁe P’F irpgiment

omoeslasnwra ogiggh @IPQJspsggélé icp isordrre nassarialedy vaih glutamate
dysfamdtion dascribas tonbs drepipdtheseie aali otherg that eqe be treated by such
positive floatems:mddulatorsonmpound whi ch confornms to the

general formula | : Werein Wrepresents

(Cs-C7) cycl oal kyl, (C3EXAMPI® Dcycl oal kyl , (C3-

C7) het er ocycl oal kyl - (C1- C3) al kyl or

A tm‘i}%‘af’%ﬁ?ﬁ ot no?;éa;ﬁmana? sl ooy and a
\?11 ng ﬁl&é} tl¥ %Y(d %?f tﬁ{ng ?lqgnilaylg}ﬁ) )s‘é.lodel is

basg OonReY an induce a
psschplin pple IB@HHla@ wretg 2 1ﬂ>1 "ﬁhsr it
is welt knpv dhs meh angeeqnéafeé‘dnalﬁased éﬁ é?@néptewqtlaf&ly ogke

by haatipsysbyti¢sodtugy Ithataﬂffe affective ith e froafimant @f cﬁablzgphrema (Arnt
(1996 rural PharrRacol R83:53662)an I hieFe iremidip edadeontstrgteathat locomotor
acthyptlon deduced dyogaphetamiNeds a- §s€ful Gn6dal foy Iscreening of compounds
whidhGRay69 G3eghlaa kiieytkeatmérEdf Cahligaphkaad. kyl al kyl , - (C2-

i?6) al kenyl , -(C2-C6)al kynyl, hal o- (G ~C6) al kyl,
Su

%\&Eg #é iﬂl:e ekt ShRE Qaksk 'eﬁ?ﬁlmedaiﬁlyalc@&jﬂxﬁoe vl the #0888 care and
us

g?’ %g@ als algggl Q%_ ?‘%g%g QE Frgce and the

Eur erni d ai% &dC ¢e (20-30

g) 70§ eeks o}( age at the me) o%t?m:very Wex)an e group 'housed 1 a temperature and
p

humidity controlled facility on a 12 hour light /dark cycle for at least 7 days before

use. Mice had access to food and water ad libitum except during locomotor activity

experiments.

&n

Assessment of locomotor (ambulatory) activity: The effects of compounds on
amphetamine-induced locomotor activation in mice were tested. Locomotor activity

- of mice was tested in white plastic boxes 35 cm X 35 cm square with walls 40 cm in
height. Locomotor activity (ambulations) was monitored by a videotracking system
(VideoTrack, Viewpoint, Champagne au Mont d’Or, France) that recorded the
ambulatory movements of mice. Mice were naive to the apparatus prior to testing.
On the test day, the test compound (10, 30 & 50 mg/kg i.p. (intraperitoneal)) or
vehicle was administered 30 minutes before the amphetamine sulphate (3.0 mg/kg
s.c.). Mice were placed into the locomotor boxes immediately after the amphetamine
injection and their locomotor activity, defined as the distance traveled in centimeters
(cm), was measured for 60 minutes.

Compound administration: The test compound was dissolved in a 5% DMSO/20%
Tween 80/75% saline vehicle and administered in a volume of 10 ml/kg. Compound-
vehicle-treated mice received the equivalent volume of vehicle solution ip. in the
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C(=NR8) R9, or -C(=NOR8)R9 substituents; wherein
optionally two substituents are conbined to the

WO niceng2md ng atons to forma bicyclic heterocyrdDEB246/001674
aryl or heteroaryl ring; wherein each ring is
optional | y further substituted with 1-5 i ndependent

hal ogen, -CN, % O(COCG
abseme @f- @ﬂpdy@qr@mungll a|1fkwnp e r Pepenhof,
Switger{anG] wa@s Hesidy edinydaline @nq @ﬂmm@t@mdyt hépf@r@%ﬁ 9rmg #p-c-1n 2
volGmeGH) &0 kyl/Rg ( CoaBheathkinearehicle-treated\(nfiCe received an equivalent
voldmerahlind veh{d®infedted)sad. ky| het eroaryl ) groups; R8, R,

R10 each independently is hydrogen, (Cl-C6)alkyl, (C3-

Stagﬁ)xemcmﬁ el Stﬁ{i;irc@hﬁaiyée@a}v&w@kﬁéﬁhed WS @) hPé‘d‘XPtR.ISM~
stafidtcalQayaY 7 DidgodCiay IUS CUSIPGX usmg one-
sl SRR Y ﬁﬁ&{ ?ﬁwaél ot még i
et i Pl g

C7) cycl oal kyI al kyl, -Q(aryl ) het eroar
Effeﬁ& onER oAy p)lzmnh(ecmme@e)iaff ?lpe@r d’l‘ fky | )
Datgrfroryspch @ @pement ysing grepraseristive erompaind Eﬁ lfowrpin gure

and H represent independently -C(R 3)=, -C(Rs)=C(R
Figéjye 2-shG{wsGhat, th€(reBEsentatiVe , confpopnd NERBY inventios-af aBlose of 30
mgfiep ﬁ}@ss@giﬁﬁcﬁﬂyl agneatbdndtle inCieadd) il Coedajtad laytivity induced by
amphdtaire( P < OGOl alfkers/igs, ¢fCE=@) -A85;2nGE)Rlpksy ydup). Post hoc

comfdrEhs EVeale% Nﬁ%n( ectg%)t 1Y com(gound at a dose of 50 mg/kg
(p3 R8) NR9O- S (Co- C2) al kyl - - C0- C2) al kyl -
£0) 2NR8- ( C0- CZ) al kyK C(= NR8) (CO CZ) aI kyl -

8) - (CO: C2)al kyl - or
S“mé""&@ ;N&@ AB. 2) al kyl -; R8 and R9, mdependently

are as defi ned above; Any N may, be an xj de
The, datierresentedaRory Sk élbettmrés%atkvg ex Pééo signijeantly attenuate
thesb}’pﬁa]toe@mgifor ﬁﬁf:entsC@ﬁm@ph@tgmmm@r wiidely w&wn#d @iy model of
schizaphoamizd s These results waepbrt the potential of compounds of Formula I in the
tredthenBof{ sthizuploxyiphadydldted dRodleoxadi azol - 5-yl ) pi peri di n-
| -yl)(2-chl oropyridin-4- yl)methanone
(5) (4- Fl uoro-phenyl ) -{3-[3-(4-fluoro-phenyl)-[I,2, 4]0
Qhas-of! the Phiesent SinPerdtidn} ard B4 Gnodulators of mGluRS
I H%}p%f Nisérul £ ke [p§o %ﬁgﬁu&r RieBPGH 1?5) JsSecgaIﬁ] %2 the
prevgr%loﬁ_qI A %rﬁlg%?ﬁt lrﬁel'vo¥1 yst&ﬁ d%?c?é?? a §l>l obtter disorders

modyl Eﬂdd%’a}af yl- rlperldlnlyl} _(4-net hyl - 2-
pyra2| n- 2- yI th| azol - met hanone

pompeyrds s intqrad pithsadnsn @h{ §eppingtion
W1‘§14qtbc¢ald1agz@¢eugcgl| dgenfs é%(etszgyﬁ 1r11ﬂm§z|t}eat~mgﬁ aqf(gﬁgdltg}nz mentioned
abdveS) - 3-[ 3- (4- Fl uoro-rhenyl)-[1I, 2, 4] oxadi azol -5-yl]-pip

eridin-l-yl}-(3 4,5-trifl uorophenyl ) - met hanone

FORMULATION EXAMPLES

Typical examples of recipes for the formulation of the invention are as follows:

1) Tablets
Compound of the example 1 510 50 mg
Di-calcium phosphate 20 mg
Lactose 30 mg
Talcum 10 mg
Magnesium stearate 5 mg

Potato starch ad 200 mg
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{(S)-3-[3-(4-Fl uoro-phenyl)-1, 2, 4-oxadi azol -5-yl ] - pi pe
ridin-I-yl}-(5-pyridin-2-ylthi ophen- 2-yl)-nethanone
w@ywbopemt yl - {(S) - 3-[ 3-(4-fl uoro-phenyl ) -[1, 2, B DKERAIED1674
ol -5-yl]-piperidin-1-yl}- methanone
(3,4-D fluoro-phenyl)-{(S)-3-[3-(4-fluoro- phenyl)-[l
In tbgﬁgﬁgieg’ég gl,pypl]nd OP tlhgee;ellrgllolre]: 1 can)%e re&gcelgl vt e same amount

of sy 9f 118> deerited dxgmplesgHempt ) - 1, 2, 4- oxadi azol - 5-yl | - pi pe
ridin- 1- yl}-nethanone
(3, D Busgdnbioh- i soxazol -4-yl)-{(S)-3-[3-(4-fluoro-
An'43880s) stlspendioh] BX@epaed forSeryl hdminigtestiodi so- that each 1 milliliter
condaidd 1 18R BPHR: of the described example, 50 mg of sodium carboxymethyl
cel (lﬂ)fg #H{% QB&M Benfz&a%é -s90le bBshooltnilivdeara@-PRENY! ) -

i azol - piperidin- 1- yI} nethanone
(4 iaro @henyl) [(S) 3- (3 pyrldln

181G gi 1 /o . %, F ctive ingredient
IIH’FBSE%HDalz(M’ svgf;;ﬁ‘%m 1&? g‘ é\anﬁ &?

rrethanone{(S) 3-[3-(2,4 D|fluoro rhenyl)-[1I, 2, 4] oxadi a
zol 4)iptthedi reridin-1-yl}-(4-fluorophenyl)- nethanone
Cofapetdial the pramyle - [ (S) - 3 - (3 tplG09Ime -
Stehd/balcéhsixadi azol - 5-yl ) -pi perddin- 1-yl]- nethanone
LadodnEl uor o- phenyl ) -{(S)-3-[3-1g-fl uoro-phenyl)-[I,2, 4]0
W}ﬂ@‘iieﬁ%lélums yl']-piperidin-lyltsgmet hanone

watd- Fl uoro-rhenyl)-[(S)-3-(3-gyfdodg n-2-yl - [, 2, 4] oxadi a
zol -5-yl)-piperidin-1-yl]- methanone

ti”f ELg9n0-R he”éfi%,%dﬂ[ﬁ 2 bd ré%?&{%lobfﬁl%%l’r)e drhouht %1?%?9&“ the

des(sﬂg‘?q G {(S)-3-] 2- (34d|fluoro rhenyl ) -1,
4] oxadi azol - [ erldlnl - et hano
Reqslpnaﬂml@: SeBatSHATE nong g regarded, @F @ dmaFyIo) frp pp the scope of the
inve@tjos. dixeill obwgum it ﬁbqumhﬁ@myentw&rn@hb%aned in many
way{18) thes¢ Scilled #lthoad- phenyl ) - [ |, 2, 4] oxadi azol -5-yl]-pip
eridin-I-yI}-thiophen-S-yInethanone
(4- Fl uor o- phenyl ) -[(S)-3-(3-phenyl -[1, 2, 4] oxadi azol - 5-
yl)-piperidin-1-yl]- nmethanone
(3,4-D fluoro-phenyl)-[(S)-3-(3-rhenyl -
52, 4] oxadi azol -5-yl)-pireridin-I-yl]- nethanone
{3-[3-(4- Met hoxy- phenyl) -
, 2, 4] oxadi azol -5-yl ] -piperidin-1 -yl} -phenyl met hanone
{3-[3-(4-Fluoro-rhenyl)-[1, 2, 4] oxadi azol -5-yl ] -pi perid
i n-1-yl}-phenyl - met hanone
(4- Fl uor o- phenyl ) -[ 3- (3- phenyl -[ 1, 2, 4] oxadi azol -5-yl ) -
pi peridin-1-yl]-nmethanone -
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(3- Fl uor o- phenyl ) -[3-(3-phenyl -[1, 2, 4] oxadi azol -5-yl ) -
pi peridml -yl]-nethanone

W@ 200h112820D- phenyl ) - {3-[ 3- (3-fl uor o- phenyl) - [ 1, PCHjBMEdAI01674
azol -5-yl]-piperidin-1-yl} - nethanone
(3- Fl uor o- phenyl ) -
{3-[3-(3-fluoro-phenyl)-[1, 2, 4] oxadi azol -5-yl]-piperid

Claims1-yl} - nmet hanone
(4- Fl uor o- phenyl )-{3-[3-(4-fluoro-phenyl)-[1], 2, 4] oxad
azol - 5- ylA cqhpamdditict cotfdrmsetthagaireal formula I:

(3- Fl uor o- phenyl ) -{3-[3-(4-fl uoro-phenyl)-[1, 2, 4] oxadi
azol -5-yl]-pi peridi nyl=¢gyl } - met hanone

(i ?)-(4-Fluoro_phenyf)-43-[3- 4-§Iuoro phenyl)-[1, 2, 4]
oxadi azol - 5-yl pe 9 -wetrtgnone
{(S)-3-[3-(4-Fhuetro-rhen 2, 4\oxadi azol -5-yl]-p
reridin-1-1}-(2- rhenylthiazoK- 4-ylJ™-net hanone
{{(S)-3-[3-(4-Fluoro-pheRyl)-[Rs 2, 4] oxadi azol -5-yl ] -
riperidin-I-yl}-(2-nmethyl- 6-
trifluoronethyl-pyridin-3-yl)-nethanone

Vﬂ%ﬁ@ﬁ 3-[3-(4-Fluoro-rhenyl)-[1, 2, 4]oxad|azol 5-yl]-
riperidin-1-yl}- [1,2, 3]th|ad|azol | - met hanone

WBenzot hi aembsedtsy| -(Cs-Cr)cycloalkyl, (C3-C7) eterocycloalkyl ,  (Cs-
{(S) - 3- [ Tfbtdrbeseianlipthé@y-Cy)alky] a7 dlekabictaroyclaalisenyl ping;
eridin- 1- yl} -nethanone .

Rﬁaﬁ@kﬁ [$e1{réseﬁt qﬁa@eﬁdt&ﬂyl hydrbgeh, 4{OxadiaBad| (B3¢ alkinyl, -

| £, nylof 5’11&5’7‘120| hetdrohky 1a1 t,hamga@®xy, amino,
&%& dc)l-d gﬁij Rq4an 'Pé?fo%eﬂh@? can
('9%% alk 11 11{1? (lj]bo}ﬁl:i Cnét rdogﬁbon
iazol - pIp
1r|fluoronethyl phenyl) nethanone
164-{(S)-3-[ 3- 4 Fluoro hen 4] oxadi azol -

P and Qéér?@#‘hgeqc c dPBNS pybe% WFit r"ﬁnFle]d(z’note a cye °a¥k3]1 a
{(9) - 3- [ heteoayrlpeteyl, @n@nxlloy heteroaryl) surivipEnWs. v | - pi p
eridin-I-yl}-isoxazol -5-yl met hanone
(3-1Chl oro-4-fluor henyl) {(S)-3-[3-(4-fluoro-phenyl)

4] oxadi & 1

7 4 o
§S)—?§L 3-(4- F%%é henyIOI) pﬁi}%&adl gzo(/- Mo]nepl. p <OE

Neggn-T- yl } - yIRs 2Hpyr az
{(S)R3-[3-(4- mr henyl)-[l 2, 4]o§(ad| azol - -yld]-plp
eridin-I-yl}- (5 nmet yI

phem- 21y obiriangl- e
'1 ylalkyl, -(Ca-
PRy G AR e

{(S)-3- [C}>153 CAQQIV@B?YJ) %z I%arylzz -ORs, sNReBoy | (= gf@m) R3R9, -

“reridin-IN 9, -NR10CO NRgRo, (=O)Rs,
('"O)zRg -S(=0),NRgRy, —C(~O)Rg, -C(=0)-0-Rs, -C(=O)NRgRy, -
C(=NRg)Rg, or -C(=NORg)Ry substituents; wherein optionally two
substituents are combined to the 1nterven1ng atoms to form a bicyclic
heterocycloalkyl, aryl or heteroaryl ring; wherein each ring is
optionally further substituted with 1-5 independent halogen, -CN, -(C;-
Colalkyl -O-(Co-Cglalkyl, -O-(Cs-Cy)cycloalkylalkyl, -O(aryl), -
O(heteroaryl), -O-(-Ci-Cs)alkylaryl, -O- (Cy-Cs)alkylheteroaryl, —N((-
Co-Ce)alkyl)((Co-Cs)alkylaryl) or ~N((Cp-Cg)alkyl)((Co-Cs-
)alkylheteroaryl) groups;

Rs, Ro, Ryo each independently is hydrogen, (C;-Ce)alkyl, (Cs-
Cg)eycloalkyl, (C3-Co)eyeloalkylalkyl, (Co-Ce)alkenyl, (C2-Ce)alkynyl,
halo-(C1-Ce)alkyl, heterocycloalkyl, heteroaryl, heteroarylalkyl,
arylalkyl or aryl; any of which is optionally substituted with 1-5
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2-yl)-nmet hanone {(S)-3-[3-(4-Fluoro-rhenyl)-
1, 2, 4- oxadi azol -5-yl]-rireridin- 1-yl} -(1-nethyl-
wdabkpgnenhke 2-yl)-met hanone {(S)- 3-[ 3-(4-Fl uor oP@iTEBRY06£001674
1, 2, 4- oxadi azol -5-yl] -piperidin- 1-yl}
“thi azol - 2-yl met hanone {(S)-3-[3-(4-Fluoro- rhenyl)-I
52, 4- oxadi azol - 5- l]p
reri di n-indgpgndent- ﬁ@ Bt Hiz o C1-Ge)glkyl, r:-(enenalkyl, -O-(Cs-
{(S) - 3- [ Bntvelealkprlyh h€fgy))s -O(heteroaryl), -N(Co-Ce-alkyl)z,-N((Co-
1, 2, 4- ox@gblkyD((Ca-Grhkydogkyl) di AN((Coyds)alkyl)(aryl) substituents;
(6 nor phol i n-4- yl-pyridin-3 -yl)-nethanone
{(S) - 3- [B; B4 10 ah® 1P Rpsent Independently ~C(Rs)=, —C(Rg) C(R4)-,-
52, 4- oxagd t PFC %LLmlwlﬁ(m)fong (I Hindol -5-yl)-
met hanone" 2- (4 | 'uor o- phenyl) 1-{(S) -3
B 13 (0 HBRL@uRNENY Idilel fofld OX%’(L@%Q&O %z)éhﬂyi C(—O) -(Cr-
rireri Ioll ?)81 Cg)a ¥ ~(Co-
3-(4-Flu o
(()X&dl a %)F‘l l%g?l %% ? (qu al yl-, -
S) - 3- [ Q) %C C(I ‘NORS) ~(Co-
1] - p| p@z)laﬂqy}r 011-Ci£1= 9 Hei- pﬁakky yI rret hanone
S) 3-[3-(4-Fl uoro- phenyl) |, 2, 4- oxadi azol - 5-yl ] - pi pe
di n-1 - Rk andiRs, nmdf@lendenﬁy)akm dedimediebove;
S) - 3-[3- (4- Fluoro-pheny 1)-1, 2, 4- oxadi azol - 5
1] -

pi PRAY i R geyﬂl}q—&gagm m dazol - 6-yl - net hanone
- Fl uor o- rhen Y) [(S)- (3 nar ht hal en-1 -yl -[1, 2, 4] oxa

s‘frci%‘a?f@é(éﬁkﬁgéﬂgq%tﬂéﬂe kad! hydaRt BAESAes of such compounds;

rhen oxadi zoI 5-

Whegsin erf"lo‘%n}g"](”ﬁlﬂouﬂ a&Bﬁ’éﬂ % net hanone

4- F h S)-3-[3-(2-net
o antibansabe: brdsoredimbL s s pipetiqer L anthlofopbriafi 4
yDmadtharono- r henyl ) - [ (S) - 3- (3- na
(Sp{4Bluerc-gher ) {3-13-¢-Onerdi heoy D) 51 gi4) oxsidiazel-5-dirpiperjdin-1-
yiphivdneose
(S)d‘(tﬁi?;‘%ﬂz%hﬁ'ﬂwﬁ (4-Btubid-fHeniy1)L[0 QQ“']DWOI -5hyil]-gipétidaldiyl} -

nmet hyl pi perazin- 1-yl} -nethanone

‘t %3!(4*5"%? geﬁsh? T‘tt)l]dxaﬁfa%&l §-y{]3p116c4rdﬁﬁ 0O PRSI 2=

4-
{
{
ri
{
(
di

- .h‘</\—/\k</\

eridi - propenone
p':éo@ I?gi%k’lﬂ t]b%’ﬁlﬂx}adlaﬁ?lp5ep’1] -piperidin-
?E’s (ff‘ﬂl(%gmhﬁwlb[ lp%}quajhanl SZYH]%&?{H%I% I3 ’615]'tr1|3]iu8r°

nﬂb-amthmO}leM i mi dazol -1 -yl henvl Vet hanone( 4- Fl uor
8RR BY4{H{l®roPheayl) 4%-{)]{%511@%155/)[1) piperigingl- &}a(érwtsﬁm @ yl-
thdophgn-Pei)-thiethahend } - net hanone
xRl dpel 1} (G- 3Pl iulojo-plfeByH 1 [234]adiazot-G-ybpipgtijing 1-yB:
Adax@dicazol -5-yl ] -pi peridin-lyl}- methanone. 2. A
COARRHAGkoAHERYY! ((9)-3-93-¢4-AubRolpeayi) 19, 2141 exddeazsub ay1)-- A
piperidin-1-yl}-methanone
Benzothiazol-6-yl-{(S)-3-[3-(4-fluoro-phenyl)-1,2,4-oxadiazol-5-yl]-piperidin-1-
yl}-methanone
(3,5-Dimethyl-isoxazol-4-y1)-{(S)-3-[3-(4-fluoro-phenyl)-[1,2 /4Joxadiazol-5-yl]-
piperidin-1-yl}-methanone
(4-Fluoro-phenyl)-{(S)-3-[3-(2,4,6-trifluoro-phenyl)-[1, 2 ,4]oxadiazol-5-yl]-
piperidin-1-yl}-methanone
(4-Fluoro-phenyl)-[(S)-3-(3-pyridin-3-yl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
methanone
(4-Fluoro-phenyl)-[(S)-3-(3-pyridin-4-yl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
methanone
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Wierein R1 and R represent independently hydrogen,
-(d-Cral kyl, -(C2-Co6)al kenyl, - (C2-C6)al kynyl,
wa@eoobatieyd , heteroaryl al kyl, hydroxy, am no, PCT/IB2006/001674
am noal kyl, hydroxyal kyl, -(C -0Q al koxy or Rl and R2
together can forma (C3-C7)cycloal kyl ring, a car bonyl

bond C=0 or a carbon double bgnd; P and Q ar
{(RHeaadrpifiposephendd laHoseista- Sayliwpmeagwiwyﬁ G stuoro-
prenpl)oestdnoabkyl , an aryl or heteroaryl grou
(HdilnvdospHeBy]) 7ES)- ’R(ii-p%lyl Hlnd 4 Rxadlingel e flaipdri uaﬂ é/I]
mydeegen, hal ogen, - -(G -C 6)al kyl,

1[3-(241G8 L[, Aqykadidaol-5-y1]- din-1-
'4(1%016@}@)/191)1{@43353%6 (anl(ﬂky%of/ilmegyﬁa[l ?4(4?: 1 ldgg al};({/fiﬁ)erl ®

é{l)%@)@;{ @N%ﬂuﬁh@ﬁ'\k?%ggﬂﬂiol Cgéglpen@ﬂsl—yl]
%&g% nggé_’%oaé phe@%ﬁ M&%@&g&ﬁ@}@ﬁ? 1-yl}-
pElil@Wawheyygv%ggt??s G aren S ete f e PiPefidin‘

1-silemedanen at ons to forma bicyclic heterocycl oal ky
@rKinowrpteayBr{@alByd-Muaigrphomsd)-El, 4Ba<@ﬁ1az¢lr@yli]§norphohn- -yl}-
wpthanerel |y further substituted wth 1-5 i ndependent
f8h-agen4- Fl@:!o-pl(eﬁ}rl) [G8 Yadstadiazol- Syl [afip@tdiad Ikyl} sthiophen-3-yl-
m&hbsesieC7) cycl oal kyl al kyl, -Q(aryl), - Q(heteroaryl),

Lkl 4loxadiaabkyyhei éritﬁﬁ)ll- 1
(4%1%@@9%?9[ ﬁ%ggmgg[@ _\%Oaryu oerDeﬁg yll-

&% LRy o
it S ST i

IoaI k |, heteroaryl, heteroaryL Lil
é& -{3-ed-Rlporayph )| [L.2flpxestiagakiScr l-ppeggin- bk pyenyl-methanone
@lBlsbio-pheagviBtB-phedyl i detlenabianol 3aylhgipgridineyl]-methanone
BchofdGpladnki)[3- (G}r(lﬁﬁyl@)2a4]bydtdlazo®~5(3¢)—p1per1dm- -yl]-methanone
@1 Jad ey sheasd)kia-Ei-@yfluore Ghanyl)-] 1,2 4padingoledylpiperidin-1-yl}-
0&6 aIkyI)2 N((CO- ©6)al kyl) ((C3-C7-)cycl oal kyl)

% Eilr {>3at3k(ssl b nyﬂ)lPISQM d#@ﬂiaiol-fc){l]%ﬁpdﬁdnﬁl-yl}

nt I hdepende

1}18% S I%G%Q {;3%19"@'11% en}é\'ﬁ& 4?‘@)&%1 ?—%Q%l%erﬁm- -yl}-
@CHYD@%R@X%W ﬂ%@%xa%% $Y¥iperidin-1-y1}-

{B}- @thw(@h@ad)a{ikﬁ {4 ﬂuors@@@hﬁ&("@?ﬂﬁézﬁ)zal Wi]-plpendm_ ;
?t =rhiRBInon€0- C2) al kyl - - C(=NOR8) - (C0- C2)al k

{8 3\ OHE) NBrol n ) ALig]bredidl - Bosridince fevnyly
fHifzoBRg- ettedo@dove; J represents a single bond, -C(R
k-3 2. Flu&o,phehl&lﬁqil,)z;4]@fadiaaox-s-yl]-piperidin-1-yl}-(z-methy1-6-
trifluoromethyl-pyridin-3-yl)-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-
[1,2,3]thiadiazol-4-yl-methanone
Benzothiazol-2-yl-{(S)-3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-
yl}-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl} -(5-methyl-
isoxazol-3-yl)-methanone
(1,5-Dimethyl-1H-pyrazol-3-y1)-{(S)-3-[3-(4-fluoro-phenyl)-[ 1,2,4]oxadiazol-5-
yl]-piperidin-1-yl}-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-y1}~(4-
trifluoromethyl-phenyl)-methanone
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Rn R 2 independently are hydrogen, -(C3-C6)cycloalkyl,
-(C3-C7)cycl oal kyl al kyl, -(C2-C6)al kenyl ,
wo ¢@eArayal kynyl , hal o(C C6) al kyl , het eroaryl , PCT/IB2006/001674
heteroaryl al kyl, arylalkyl or aryl; any of which is
opt| onal Iy substituted WI th 1- 5 i ndependent hal ogen,
é71 Co) al kyl 2& w

4 &S@@ Fc5apapepy AL p4]ox %olrpyll-pipeyidiae ér%*mﬂ}-
eRgeraniles) al kyl ) (( Co- 06} al kyl), (](Co ) al k (C3-

{((S) 33[3+(é-dilkrbIphenyl)-N.2.¢ @:ad:@;dki«yl yrlparidin-1 yli/ lsoxazol 5-yl-

methstareuent s; Any N may be an N oxide; or

(Hhahirsauflicialphynyds¢E)i3a)3--@-Bwdrd phetliH B2 @Joxadiazol-5-yl]-

SpériBA-2 Syl piméhene onpounds. 3. A conpound according to

)iBr[BJ(4q11uc?rofmh ;1{1 @a]d‘xaafa%las gﬂ?ﬂ&ﬁﬁ@l%ﬁ’(@-@ﬁer@l 2H-

Iy se ected denot

%3 lftorsl 5 %ﬁ%l 9 éﬂ i1
gzg_ lg ygé LEloa i Eﬁ# ad LB
l) {( [%:Qf Eyerl og% r E %ﬁ]oxad(l%gl -5-yl]-
railu’é Qt @Qnmam kynyl, hal o- CCr Cla

{NS -31l3df luorn@bemdh %%W%dlazogﬁ;ulhplmmdlnalryl} (3-rasthyl-
thivRBRD2-Y DN RIO)NRSBRO, - NRSCORI, NRBCOZRO, NR8SCZRI
(SR QEQHIRE RS- phERA)-1 (4=0)diilszol- () ipBadin- 15¢1} ) -RMRBIRDEL-
PyEHORQ)R)-fhetha@A©) - O R 8, - C(=O) NR8R9, - C(=NR8)R9, or
=BUDRGY- ROu o phbht e DA oxadieloR R/ Ppipbadial 1-y1} thdzol-2-yl-
melstdnkuents are conbined to thé infervening atons fo

hi [ r r tar I

&(Ja (g;[? g‘fly&l) p‘ﬁe@ﬁ} ?F%féé(}l‘falsd‘?%lgylg J%]aﬁ?)&ll?lﬂ 1- glg L@Lashyl-

gﬂ% %u%%ﬁny&?%r‘ﬂ 1%%?‘3&38%&%% Epplin-d-

- "Er oar C3).al k
{_(@ ’(31[3?‘ (@%rRﬂhﬁ@ﬂbﬂ @éeﬁ%adngk %—yl] plperldm—lyyl} (){H' indol-5-yl)-
aBpsl kyl ) ((Co- C3) al kyl aryl) or
%@@matdeylh@n&()@{@ﬁ D3a<14kﬂlhdrefpémﬁdbﬂ}12)4 gm;hwl 5R8]-piReridin-
IRHPegleAnonedependent |y i s hydrogen, -(Q Ctal kyl, -(C3-
)-EM@fdelhéﬁyl)rl {(3~ B/ Hefhadroahksyylp Ryd-oxadiazol-5-yl]-piperidin-
{kgayl, -(C2- C6)al kynyl, heterocycl oal kyl,

%ﬁf-?ﬂ?—@ﬁlmrb@h@ﬂﬂﬁﬁXlﬁbﬁﬂhazoﬁSWlng E&lidl%fll ﬁlg)ikoqu%%hnoi ~yl-

Ls optionally substituted w ependent

%s?% lfoér(a)lpk&gl o5 &Ya@%zpf ? )ﬁﬁ?@%ﬁ& ! kglgr%}llui%xahn -6-yl-
3 é: 1&95%191)@15% ?fagG 'c%? kg)yi]) %Fr)“%lﬁr]y}’l)} -benzoimidazol-

F, G and H represent independently
(4@(1@rg)phenylb:v¢@§j3=@(mph9halen leyk=(3)2,4]ogpdigzol; 5-yl-piperidin-1-yl]-
méth®B®pe or -S-; J represents a single bond, -C(R 11X
{R3)23-[3-(D6-DifiNoidliheny D[ 1 23 oxadiazol-5-y1] —piperidin— 1-y1}-(4-fluoro-
phenyl)-methanone '
(4-Fluoro-phenyl)-{(S)-3-[3-(2-methoxy-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-
1-yl}-methanone
(4-Fluoro-phenyl)-[(S)-3-(3-naphthalen-2-yl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]-
methanone
(4-Fluoro-phenyl)-{3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-4-methyl-
piperazin-1-yl}-methanone

(E)-3-(4-Fluoro-phenyl)-1-{(S)-3-[3-(4-fluoro-phenyl)-[ 1,2,4]oxadiazol-5-yl]-
piperidin-1~yl}-propenone
1-(4-{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]Joxadiazol-5-yl]-piperidine-1-carbonyl}-
piperidin-1-yl)-ethanone
{(S)-3-[3~(4-Fluoro-phenyl)-[1,2,4Joxadiazol-5-yl]-piperidin-1-y1}-(4-imidazol-1-yl-
phenyl)-methanone
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R11, R12 independently are hydrogen, -(Cl-C6)alkyl,
-(C3-C6) cycl oal kyl, -(C3-C7)cycl oal kyl al kyl,

WO ¢@eALR¥al kenyl , - (C2-C6)al kynyl, hal o(C - Cohei/kB2006/001674
het eroaryl, heteroarylal kyl, arylalkyl or aryl; any of
which is optionally substit ut ed wth 1-5 i ndependent
hal ogen, -CN, -(Cl- C6)al ky - Cg) al kyl .

(4-Fm(o@3~pnm)>d»é<lso~c$l-[6yd4amt¢91phenxht %ﬂjoxadla@elh%vgrmmrﬂn} 1-yl}-

methbii¢r8o- C6) al kyl ) (( Co- C6) al kyl ), - N(( Co- C6) al kyl ) ((C3

(34D} fyerb bigl)-X (SF3- U0 ghpay 1 JosadjarolibYif pinendis:1-
nAthdomBy be an N-oxi de; or pharmaceutically
acceptabl e salts, hydrates or solvates of such

conpounds cort oﬁd%@éﬂ?&ﬂ@% é‘lﬁﬁﬁ"l%aﬂﬁlgttﬁe fdrmiulEl-A to 3
whi ch can I st as optrcal isoners, wherein said

conpound i s ei t her the,\(acem C mxture or an

i ndi vi dual OptIC- | sofrer 5. A conmpound according to
claims 1 to ou s .re sel ected
from

(4- Fl uor o- phenyl) {5- [3 (4- fJ , 2, 4] oxad

0[ -rhe -
azol -5-yl]-3, 6-di hydro,-AZprkl/ 1 yl}- rret hanone
(4- Fl uor o- phenyl ) -{2-[ 3-(4- fi uoro phenyl) [1,2,4] oxadi
iR 5. ylmetriyl]-pyrrolidin-lyl}- nethanone

2-Fl uoro-5-{(9) 3-(4-fl uoro-phen azo
'Ry pndsRy| ] - fﬂpp‘i?’l(eﬂ"d m@%p P A Ogege n%n&@%‘h‘b’ﬁ 255 kenyl -

(S)- {3 [ 4 Gs)rlkyoylo- rn@&@lkyl [|hc_te Ifa&%uaylazo hydroyy, . amino,
ri peri di aminoplkyl,(BrdrexsailylsdCatio)alkakyyor) Rmend dhorgether can
(S) - { 3- [ fortid aH{@eCHeydenipyl) rifd,, 2 oa;hmamban«bIG%Oytbr] apéagbon
erl di n- | dyhdle 6&ndet hyl i soxazol - 4-yl)-net hanone
{(S)-3-]3- (4 Fl uor o- phenyl )-[1, 2, 4] oxadi azol -5-yl ] -pi p

aﬁgﬂ n- ' %? Eﬁa‘a«ﬂ?t RylecRlieayl) d@ﬁétgiﬁgr@{lcﬁoalkyl a
Igpag@, [
eridin- I- t%?)c lggﬁ(g% %g%[%/rr arﬁ qﬁf&fﬁetlﬁangne PLe
(54Fl uor o-i ndan- I-yI) {(S)-3-[3-(4-fluoro-phenyl)-[I,
/Aquagll azol - 5-yl JN riperidingyl}. methanone {(S)-3- /D\

1

\etrahydro p 7 4 VI - met an§ne 5

Wcl'ﬁhexyl {(S)- [Iﬁ- (4-fluoro-phenyl)-[I, 2, 4] oxadi azo

| -5-yl]- rireridin-1-yl}- methanone

(3- BenzoRs; Rh®ayR), ehd By - 3- [ Sinfapcnidautiy aphdidrogep) halogn, -

oxadi azoN; yd(]l Oh)aieyl, d{G-Cyticloatistiha@site)cycloalkylalkyl, -(Ca-

{ (S) - 3- [ 8feikenlylior o=(hanydikydyll, 2, Hato-(Ci-@galkyh- y| heteroaryl,

riperidi Referobkylalicl, 4al§ra'n£y1f a0y OQRENYNRsRITECIENRAGNR Rs, -
NRsCORo, NRgCO3Ry, NRgSORg, -NR19CO NRgRy, -SRs, -S(=O)Rs,
-S(=0),Rs, -S(=0)2NR3Ry, -C(=0)Rs, -C(=0)-0-Rs, -C(=O)NRgRo, -
C(=NRg)Rg, or C(=NORg)Ry. substituents; wherein optionally two
substituents are combined to the intervening atoms to form a blcycllc
heterocycloalkyl, aryl or heteroaryl ring; wherein each ring is
optionally further substituted with 1-5 independent halogen, ~CN, -(C;-
Coalkyl -O-(Co-Celalkyl, -O-(Cs-Cy)eycloalkylalkyl, -O(aryl), -
O(heteroaryl), -O-(-Ci-Csalkylaryl, -O-(C;-Cs)alkylheteroaryl, —N((-

Co-Cg)alkyl)((Co-Cs)alkylaryl) or ~N((Co-Ce)alky)((Co-Cs-~

)alkylheteroaryl) groups;

Rs, Ro, Ry each independently is hydrogen, (Ci-Celalkyl, (Cs-
Ce)eycloalkyl, (C3-Cq)cycloalkylalkyl, (Co-Ce)alkenyl, (Co-Cs)alkynyl,
halo-(C;-Ce)alkyl, heterocycloalkyl, heteroaryl, heteroarylalkyl,
arylalkyl or aryl; any of which is optionally substituted with 1-5
independent halogen, -CN, -(Ci-Cgalkyl, -O-(Co-Ce)alkyl, -O-(Cs-
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{(S)-3-[3-(4-Fluoro-phenyl)-[1, 2, 4] oxadi azol -5-yl ] -
riperidin-l-yl}-(4-methyl- [1,2, 3]

WO 2@b6azh9 5- yl ) - met hanone PCT/IB2006/001674
{(S)-3-[3-(4-Fluoro-phenyl)-[I, 2, 4] oxadi azol -5-yl]-pip
eridin-1-yl}-(2-fluoro-pyridin- 3-yl)-nmethanone

S)-3-[3-(4-Fl uoro-phen 4] oxadi azgl - 5-
' per el E:)(cyglpgﬂ&]gwlwi by (DkssbAS Dh ot HCehraloteNCr
{(S) - 3- [ SealicyiXGorCr-)stielaglkyD) pr N Orinalliy s} subgtifuents;
-piperidin- 1-yl}-(2-nmethyl-pyridin- 3-yl)-nmethanone
{(S)- 3- [ B, (-FEIGiand pbesrydeht pidepontotin dCERIF; SORP=GRn)-»

eridi n-| ¢y+®)-(-0EE8)5104 At (R, -S-;
1H—pyrroFX3 ;f)(néfhaﬁ%ne (Ra)-or

B §2i|4'5" X ﬁt‘éh'?zc%liﬁ ylbbm{i(S)c@:d)E(d)‘b A1, o- m;%l(cz
- , 2, _o 9= _ Co
L5 5 f’?’g@- o Efi? £ mf;%ob; ;@’("ﬁ@g‘;%c
Y; - A 1KY s T OX 0~

55 D Tt Rk CIHY 1 2O

| ,5-D nethyl -1 H pyrazol - 4-yl S)-3-[3-(4-fluoro-phe
Ewy|) [ Rza%@&augévgude@ywrc}/as)@ﬁ{%@i)ﬂla qw[%z (1 yl} P
- met hanone
I {(S) - 3- [ @pfeherits uatnplpbuaidy-CH b RiA] OaeN@aok 0b-34 ] -
rlper|d|n | -yl }-furan-3-yl net hanone
WRH N ifnbléﬁéﬂdgntw are {151@0 3{1 [ @El(és)ﬁlﬂ(yprmgmééwdalkyl
oxedica kylP! Q@ Qﬂﬂ halo(Cy-
Q - 21% Jr E% ’ééwar 15}1&1 ﬂﬁél?{?l 8¢ I5an¥f| Jr vWhikh is

r1 -5 mde a%%l% alo Fb .\ (C1-
S, -
kg%?gé% ((Co Celalky)((Cs-

rhenyl) [l 52, 4]oxad|azol 5- yI] pi peri di n-
1-y|}-nthgﬁ@nmy&@pn@@ogﬁb(4-FIuoro-phenyl)-[l,2
s4] oxadi azol -5--yl]-piperidin-1-yl}-(3-nmethyl-pyridin-

or fhathcdRichidNReptable salts, hydrates or solvates of such compounds.
S)-(2- BronD thlophen 3- yl)-{3-[3-(4-fluoro-phenyl)-[I

, 2,4 hang

(S) ]{%X?gbﬁﬁ é]n%oa)ré%(lrg tg%galnﬂl Iy %I]l%oilggdt:ﬁggol 5£1§IB] pi p
eridin-l-yl}-(6-fluoro-pyridin- 3-yl)-nethanone
(S)-{3-[3-(4-Fl uoro- ph%nyl) [1,2,4] oxadi azol -5-yl ] - pi

reridin-1-yl}-(3- nethy I ran- 2-:I) met hanone.

{(S)-3-[3-(4-Fl orv -1 2 4] gxadi azol -5-yl ] -pip

eridin-I-yl}-(3 hoxym I O <y Bt hanone

(4- Fl uor o- 2- net hy

rhenyl)-{(S)-3- [3 (4 fl uoro- ) [1,27 4] oxadi azol -5

-yl]- piperidin- 1-yl} Lnethanone
Wherein
Pand Q are each independently selected and denote a cycloalkyl, a
heterocycloalkyl, an aryl or heteroaryl group of formula
l*% Ry ‘N D

Ra\g’ fﬁ\ Rk%g‘ Q§ Rmﬁf‘%in4 Raf:-v HNE

A=/ Re } _/ R AX X \G/
Ry4 \R ’ R4 \:\ 6 S” Rs s Ry

5 Rs
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(4-Fluoro-rhenyl)-{(S)-3-[3-(6-nethyl -

ryridin-2-yl)-[1I, 2, 4] oxadi azol -5-yl ] -pi peridin-
wda200b}232¢4 hanone PCT/IB2006/001674

(4- Fl uor o- phenyl ) -{(S)-3-[3-(5-nmethyl -furan-2-yl)-[1,2

, 4] oxadi azol -5-yl]- riperidin-lyl} -nmethanone

(4 Fl uor o- phenyl ) -[ (S)-3-(3-furan- 2- ¥I [l,2,4] oxadi azo

| -5-yl) - Rej RgRscRp-ahd Ry] - neideprndently are hydrogen, halogen, -

{(S) - 3 [ BQA~@O)alkph e(GsHGepscl lllonEdiGrwicldalipldlky; p(Co-

eridi n-1 Cylalkengt, met i tt)apneh- 3 had-JCrEHhkghne heteroaryl,

(4- Fl uor aeRmhikyl, ( adytaBeyd 3aty) ooken -RRWRg, [ {CENRL OXRERo, -

azol - 5-y NRgﬁioﬁg U@)zk M{SS@% a0RJIEO NR R9 SR S( O)Rs,

(4-Fl uor . enc@ojlolit oradR,, -
azol - 5- yI ﬁ Iﬁ/s “S | fﬁgjﬁ %&@gl gcy) herem pt on 9
(4-Fluorg bg R(?dl 'X] Fn% ﬁtg; clic
[, 24]0)?%\% - 10103 8”?}1}]6 “? Y
(4- Fl uoré‘efg f}lio ﬁ’ SFOR. [ gr (hsteroar r\’v rﬁ"‘z ‘f g is
, 2, 4] oxa@Pag ﬁgﬁﬁeélvﬂm > aér s 4Cr-
([ 3-(4- qua)aﬂlgd r-Rk(fyd-SCe)alky @}zcécraﬂsvlalkyl aryl -
-yl ] - pi p&hetemaryl), {Q-(=Ch 333)a1k§|‘1aﬁ3’|1 u@-@(&ecbl)@lkylheteroaryl ~N((-
1H pyr az do-GalkyD(@s-antiytary)  or  -N((Co-Cealkyl)(Co-Cs-
(4- Fl uor%lﬁylﬁet%fdékﬁ)'r‘gfmpgghenyl) {(S)-3-[3-(4-fluoro-ph
enyl)-[1, 4]oxad|azol 5-yl']- piperidin-

1-yl}- rre &(%)ch?’n{d érﬂeﬂl&lQE Ohydrogen, -(C1 Cealkyl, -(Cs-
r henyl ) P 1 alky]]alky (% aﬂ{enyl -(Cy-
“gspﬁ/thﬁl ero cloa E aryl,
( y stionk ly ubstituted
4] oxadi a % gp

(3, 4- Di fI“G 5 m epen ent gen

-0-(Cy-Ce)alkyl, -O-
rhenyl ) - KESE :)@y 1Sali<ﬁ138ﬁ11ren0§a1§‘l) f10(lze‘f&{1°@%)ju DFo-Ge-g (Yl)z,
- ri peri N((Cd Cgbaﬂkyl)ﬁéhfﬁﬁeﬁ‘éo%lkylm hybri soxB&ie=Ge)alkyD(aryl)
{(S) - 3- [ 3ulstitfeintsyr o- phenyl )- [ 1, 2, 4] oxadi azol -5
-yl]-piperidin- 1-yl}-nmethanone

{(9) - 3- [ P, ®-F ooumd-Hhepient hdepeddeatndiGiRe)= SCIRI)=CR4)-,-
riperidi @(LOJ]C({=§ ~O-, -N=, -N(R3)- or -S-;

nmet hoxyrret hyl - i soxazol 24-yl) - et hanone

4- Fl I | di | -5

J (yl) glmpe %gﬁ]t)é )511'%&0%%(—%819@(%% J, 20!, R, Prrds.azo
()3 {3% fRF' %1°f ggb 0 XD 1 G by Ry,
met hanon ny b3 (th(,?@%yn}ﬂ 310((31-
[1, 2, 4] o%akl 1%&!61630 heFeir YliaH‘i arbila hich is
(3, 4-Di fbpttamallphemhsn)ut ctgyl,tl‘g 18- gmdeag@denm };,qlo e|n3 CZ[\] ox(Cl
adi azol - Byylkyl pi Codiadelkyly| -O(@rChepdnakyBlkyl, -O(aryl), -
4- Di f1 uoOghewream) - [ (SY(Ch-CRalyD{(@RCHYLLIN((Co-Colalky)((Cs-
52, 4] oxagdi, R#élbalkybjlor —MI((@3rC JalRylh(ayyl) substituents;

Any N may be an N-oxide;
or pharmaceutically acceptable salts, hiydrates or solvates of such compounds.
4. A compound according to claims 1 to 3, which can exist as optical

isomers, wherein said compound is either the racemic mixture or an individual optical
isomer.
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met hanone

(4- Fl uoro-2-net hyl - phenyl)-[(S)-3-(3-pyridm4-yl-[1I, 2,
wa@@xaehi2azol - 5-yl ) - pi peri din-1yl]- nethanone PCT/IB2006/001674

(3,4-Difluoro-rhenyl)-[(S)-3-(3-

ryridin-2-yl-[I, 2, 4] oxadi azol -5-yl)-pi reridin-I-yl]-

nmet hanone

( 2- Benzy PesArientpr aagaring teglaims 51q 4- vhesgingaisrompopndy are
selectad Gwadi azol -5-yl |- piperidin- 1-yl} -nethanone

(5- Met hyl -i soxazol -4-yl)-[(S)-3 -(3 -rhenyl -
(4-Flidwrdphuayd)- §5-§3-(S4lybjo-phenpi| i Aidjexattiazo]-5-yl rbhtinydre-2H-
pyfidinFl-ypr@epbeond ) - [ (S) - 3- (3-pyrazin-2-yl -[1, 2, 4] oxadi a
(44:ﬁlo-ré Méﬂ 1}152135{41&10&0 pHehyl).Te Qhﬁ@i&&ﬁazol 5-ylmethyl]-pyrrolidin-1-
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{(S)B-[B3(4- Hluord plyén}yl)é[él ;% 4 Jorsdiazd]-Srgl- pmeﬂnmehyl}}@;r%haﬂmre
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{(S) 3- [3 (4-F1u0ro -phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl }-(2-methyl-pyridin-
3-yl)-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[ 1,2 ,4]oxadiazol-5-yl]-piperidin-1-y1}-(1,2,5-trimethyl-
1H-pyrrol-3-yl)-methanone
(2,4-Dimethyl-thiazol-5-y1)-{(S)-3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-
piperidin-1-y1}-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-o-tolyl-methanone
(2-Ethyl-phenyl)-{3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-
methanone
(1,5-Dimethyl-1H-pyrazol-4-y1)-{(S)-3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-
piperidin-1-yl}-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl}-piperidin-1-yl}-furan-3-yl-
methanone
(2,5-Dimethyl-furan-3-y1)-{(S)-3-[3-(4-fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-
piperidin-1-yl}-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]Joxadiazol-5-yl]-piperidin-1-yl}-(2-methyl-furan-
3-vl}-methanone
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(4- Fluoro-2-nmethyl - rhenyl)-{(S)-3-[3-(2-fl uoro-
rhenyl)-[1I, 2, 4] oxadi azol -5-yl]- piperidin- 1-yl}
W0 p@bhzizane PCT/IB2006/001674
(4-Fluoro-rhenyl)-{(S)-3-[3-(2-nethyl-thiazol-5-yl)-[I
, 2, 4] oxadi azol - 5-yl ] -pi peridin- 1-yl}-nmethanone
(6-Fluoro-ryridin-3-yl)-{(S)-3-[3-(2-nethyl -thi azol - 5-
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(5-Ethyl-isoxazol-4-y1)-{(S)-3-[3-(4-fluoro -phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-
1-yl}-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-(5-
methoxymethyl-isoxazol-4-yl)-methanone
(4-Fluoro-phenyl)-[(S)-3-(3-0-tolyl-[1,2,4]oxadiazol-5-yl)-piperidin-1-yl]- -methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl }-(2- methylamino-
phenyl)-methanone

—
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conmpound/ conposi tion according to clains 1 to 6. 11. A

nmet hod useful for treating or preventing central
wmereneR4syst em di sorders sel ected fromthe greCpIB2006/001674
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(4-Fubtorgiieayl)-{(S)-3-[3-(2-methyl-thiazol- 5-yF )-[1,2,4]oxadiazol-5-yl}-piperidin-
1-yl}-methanone

(6-Fluoro-pyridin-3-y1)-{(S)-3-[3-(2-methyl-thiazol-5-y1)-[1,2,4]oxadiazol-5-y1]-
piperidin-1-yl}-methanone
(2,4-Difluoro-phenyl)- {(S)-3-[3-(2-methyl-thiazol-5-y1)-[1,2,4]oxadiazol-5-y1]-
piperidin-1-yl}-methanone
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sclerosis, conprising adm nistering an effective
anount of a conpound/ conposition according to clains 1
W0 2006/12328 Use of a conpound/ conpositi on accorBCHB20@/001674
claims 1 to 6 in the manufacture of a medi canent for a
treat rrent or prevention as defined in any of clains 9
The use of t OMS of the inventiagn
(3. higsapliony DetsSr£-15 62 Tt A et et Aipeadat SriLe
pipesidipt-otsmethanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-y1}-(4-
trifluoromethoxy-phenyl)-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-yl } -(2-fluoro-pyridin-
4-yl)-methanone
{(S)-3-[3-(4-Fluoro-phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-1-y1}-(3 -fluoro-pyridin-
4-yl)-methanone.

6. A pharmaceutical composition comprising a therapeutically
effective amount of a compound according to claims 1 to 5 and a pharmaceutically
acceptable carrier and/or excipient.

7. A method of treating or preventing a condition in a mammal, including
a human, the treatment or prevention of which is affected or facilitated by the
neuromodulatory effect of mGluR5 allosteric modulators, comprising administering to
a mammal in need of such treatment or prevention, an effective amount of a
compound/composition according to claims 1 to 6.

8. A method of treating or preventing a condition in a mammal, including
a human, the treatment or prevention of which is affected or facilitated by the
‘newromodulatory effect of mGIluR5 positive allosteric modulators (enhancer),
comprising administering to a mammal in need of such treatment or prevention, an
effective amount of a compound/composition according to claims 1 to 6.

0. A method useful for treating or preventing central nervous system
disorders selected from the group consisting of anxiety disorders: agoraphobia,
Generalized Anxiety Disorder (GAD), Obsessive-Compulsive Disorder (OCD), Panic
- Disorder, Posttraumatic Stress Disorder (PTSD), Social Phobia, other -phobias,
substance-induced anxiety disorder, comprising administering an effective amount of
a compound/composition according to claims 1 to 6.

10. A method useful for treating or preventing central nervous system
disorders selected from the group consisting of childhood disorders: Attention-
Deficit/Hyperactivity Disorder), comprising administering an effective amount of a
compound/composition according to claims 1 to 6.

11. A method useful for treating or preventing central nervous system
disorders selected from the group consisting of eating disorders (Anorexia Nervosa,
Bulimia Nervosa), comprising administering an effective amount of a
compound/composition according to claims 1 to 6.

12. A method useful for treating or preventing central nervous system
disorders selected from the group consisting of mood disorders: Bipolar Disorders (I
& II), Cyclothymic Disorder, Depression, Dysthymic Disorder, Major Depressive
Disorder, Substance-Induced Mood Disorder, comprising administering an effective
amount of a compound/composition according to claims 1 to 6.

13. A method useful for treating or preventing central nervous system
disorders selected from the group consisting of psychotic disorders: Schizophrenia,
84



WO 2006/123249 PCT/IB2006/001674

Delusional Disorder, Schizoaffective Disorder, Schizophreniform Disorder,
Substance-Induced Psychotic Disorder, comprising administering an effective amount
of a compound/composition according to claims 1 to 6.

14. A method useful for treating or preventing central nervous system
disordeérs selected from the group consisting of cognitive disorders: Delirium,
Substance-Induced Persisting Delirium, Dementia, Dementia Due to HIV Disease,
Dementia Due to Huntington's Disease, Dementia Due to Parkinson's Disease,
Dementia of the Alzheimer's Type, Substance-Induced Persisting Dementia, Mild
Cognitive Impairment, comprising administering an effective amount of 'a
compound/composition according to claims 1 to 6.

15. A method useful for treating or preventing central nervous system
disorders selected from the group consisting of personality disorders: Obsessive-
Compulsive Personality Disorder, Schizoid, Schizotypal disorder, comprising
administering an effective amount of a compound/composition according to claims 1
to 6. ‘

16. A method useful for treating or preventing central nervous system
disorders selected from the group consisting of substance-related disorders: Alcohol
abuse, Alcohol dependence, Alcohol withdrawal, Alcohol withdrawal delirium,
Alcohol-induced psychotic disorder, Amphetamine dependence, Amphetamine
withdrawal, Cocaine dependence, Cocaine withdrawal, Nicotine dependence, Nicotine
~ withdrawal, Opioid dependence, Opioid withdrawal, comprising administering an
effective amount of a compound/composition according to claims 1 to 6.

17. A method useful for treating or preventing inflammatory central nervous
system disorders selected from multiple sclerosis form such as benign multiple
sclerosis, relapsing-remitting multiple sclerosis, secondary progressive multiple
sclerosis, primary progressive multiple sclerosis, progressive-relapsing multiple
sclerosis, comprising administering an effective amount of a compound/composition
according to claims 1 to 6.

18. Use of a compound/composition according to claims 1 to 6 in the
manufacture of a medicament for a treatment or prevention as defined in any of
claims 9to 17.

19. The use of the compounds of the invention to prepare tracers for imaging
metabotropic glutamate receptors.
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