WO 2007/ 063012 PCT/ EP2006/ 068745 HETEROARYL
SUBSTI TUTED PI PERI DI NE DERI VATI VES AS L- CPT1
wo bi7B63DCRS The i nvention is concerned w th nOREL/EP2006/068745

substituted piperidine derivatives of the fornmula (I)
RA RS RBXR6 NR/ RO R(lI) wherein Xis
C(R8R9), NR1O, 0O, S, S(O, S(02); R is phenyl

' y ' tue
SRR s, S Bl Pk AT b GENT moscorrons
hydr oxy, | ower - aIkyI hydr oxy- | ower- al kyl,
fluoro-lower- alkyl, |lower-alkoxy and CN; R2 is
hydrogen or |ower-al kyl; R3 and R4 independently from
each ot her are hydrogen, hal ogen, |ower-alkyl or
| ower - al koxy, or R3 and R4 together are =0 to forn1a
car bonyl . grou oget her, wi.t car bon at
t hey Eﬁ%} %%n]éa ncﬁé‘le&ﬁ’tﬁlﬂ%o‘feﬂﬂ@ﬁ%%@rﬁwl‘ﬁ% réV&EHeS o the
titrboila @) e hydrogen hal ogen, | ower-al kyl or | ower-
al koxy, or R5 and R6 together are =0 to forma
carbonyl group together wtth ghe carbon atomto which
they are attached; R-.is oxadiazol yl or triazolyl,
whi ch oxadi azol yl or R zol iR’ substituted with R11
and optionally substituteéd wifh Rig; R8 and RO
i ndependent |y fron1each o Eé hydr ogen, hal ogen,
hydr oxy, | ower-al kyl, r-al koxy; or WD 2007/ 063012
PCT/ EP2006/ 068745 - R r¥$29 are bound toget her and
-R8-R9- is -(CH2)2 7- to|fornYa ring together with
the carbon atomto mhlchgthey are attached; R10 is
hydr ogen, | ower - aIkyIR T ower - al kyl - carbgg or | ower -
al kyl - sulfonyl; R11 is aryl or a heteroaryl selected
fromthe group consisting of pyridinyl, pyrazinyl, 5
pymkhidinyl, pyridinyl-2-one, oxadi azol yl, indazolyl,

, 3-di hydr o- benzi mi dazol -2- one, 1,3- dihydro-

kndol engt i m dazopyri di nyl,
trlazo%%p$$$ Eyl §€§égf¥bgyrldinyl benzi m dazol yl ,

2; 0X0- 2, 3- dlhydro 1H-i ndo
R' is phenyl optionally substltuted with 1 to 3 substituents selected from the group

consisting of halogen, hydroxy, lower-alkyl, hydroxy-lower-alkyl, fluoro-lower-

alkyl, lower-alkoxy and CN;
R’ is hydrogen or lower-alkyl;

R’ and R* independently from each other are hydrogen, halogen, lower-alkyl or lower-
alkoxy, or R and R* together are =O to form a carbonyl group together with the

carbon atom to which they are attached;

R’ and R° independently from each other are hydrogen, halogen, lower-alkyl or lower-
alkoxy, or R’ and R® to gether are =0 to form a carbonyl group together with the

carbon atom to which they are attached;

R’ is an oxadiazolyl or triazolyl, which oxadiazolyl or triazolyl is substituted with R"'

and optionally substituted with R';

R® and R’ independently from each other are hydrogen, halogen, hydroxy, lower-alkyl,

lower-alkoxy; or
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5-yl, pyrimdin-4-one, furanyl, thiadiazolyl,
pyrazol yl, isoxazolyl, pyrimdine-2,4- dione,

whenzoeoazi n- 3-one, 1, 4- di hydro-benzooxazi n- 2PCDER2006/068745

i ndol yl, thiophenyl, 10 oxazolgl, benzooxazi n-2-one,
3, 4-di hydr oz qui nazol i n-2-one, .pyridazinyl, ' '
qui noRamhi are henedtagedzonnd -R°Hen ol GHaliratedpyn a ring together with

napht ferdafioaydtom Gb AR (AY are hitdehed:
di hydr o- qui noxal i ne- 2, 3-di one and

o2- di r o- i ndazol .- 3- one, jch aryl r heteraqar
et GG o i, D85 Al PRy br Blyse e EaARbYL:

selected fromthe group consisting of |ower-alkyl,

RYdr oisyaryl Bf @Hp@roargrsblectz frohotive izrouel donxiytin coafiplysittonl, pyzinyl,

| ower - gl : h - [ - ..

£ vor DAPARIEL Y RAR- L 0Xia bR dgRBIN a-dinygrosbengimidazol-2-

C( O) Rede, INegihydiR1B a2 ofe.dep et iprolylpimidasspyridinyl,

tet g??ri)a!z?ﬂe yrid%ﬂﬂ&&kéﬁblep?ﬂ’iiﬁﬁ?ﬂl, bft:ﬂz_%‘iﬁfalzol?l', E@é{bﬂ&,j—dﬂq’y@fo‘HH—indol—

oxadl az -2-0ne, oxadl azo ,..trrazo n .

i soxag-aﬁmmmmc%ov?n%%% ﬁinlaql%w&@tn lﬁy%%%xli RYjgigine-2,4-

Wi t h Hi@‘lﬁ/le,rbeakdgyda_zin&ﬂdréél}h@&@ihycﬂﬂgelﬁmlzoo;ﬁ@ifﬁl—onalikdmyl, tiSophenyl,

optlona ubsti t ut W oOXV., al. ogen . .

P D8l BERE Al 3t B A DI DB PSS, pyriazingl

and whuiohxgiyh behapthinzlyphdngothiddyazslyb saph thyedinyhimholinyl, 1,4-

| ower . [ ' VAN ' I .

sober A0 quiRDGE LRl REXAE P1Vdin 1t oORBARARLAC, which aryl or

| ower hgpq@ynxl isppgionally Wmmdwm 1 pRA yosBtuspts selected from the group

If | uor @oﬂslszw,vkyﬁg olf@%V—'aﬂqyﬁﬂl?dﬂo&y,@(Pﬁ”?ﬁkﬁ%@\ﬁi%%k%{é&%yamoyl—
ower- a n - OX (0] (0] r-a . n

| oA oy oS Bl L Tl dopain- T, 165 Er-alkony,

| ower halblan, S(OHREr CaDIR/T, N@ANRIRI, imidavslyk pakkyll; teG@Rylyl,

| ower - k - - cal honyl NH2;- onyl . .

| over RS By R SRROM 34 DR ER 3N avadiazotyt, triazolyl and

or phisnydzolybwerichaimdgazolyhis aptiop alésngpibstith tadevithalofel-alksl, and which

opt i OpRdyY 1R SN XY §E&h i bl b Q¥4 wi'fl?‘i\}\g(g@{%r, halogen, lower-alkyl,
| oner-al Kyl , |ower- al’koxy or fl|uoro-|ower-a kyl; or )
30 NRPsRIBKoxy ar feererlgwgi: iyl 3 which @yrazely i Rligpadlygubstituted

consi githn@watalkgr Maciiiey lsoxazbiyl RIPLiEMAlyisOydtituted with lower-alkyl;
1, 1- di oxo-t hi onor phol i nyl, piperidinyl,

iperi di n- 2-one i_perazi n-2-one,
-oxaﬁgvﬁ%E?%PEyﬁF%ﬁ@WE.110cty|, pi per azi nyl ,
p%rrolidinyl, 1,1- %ioxo-isothiazolidinyl,
Byr r olsilever-adkydnR 'Rmaddlwora-tiwee-afkyk- di one, 2,4 35
di hydro[ 1, 2,4]triazol -3-one, pyrrolidine-2,5-dione,

pret i dioH 2vRIMR*anhel-afko YR 180QT4IRE3RE2y or lower-alkyl; .
PCT/ EP2006/ 068745 -3 di hydr o-1 m dazol - 2-one, Whi ch

et erqgyclyl is ionally substituted with r oxy-
RoVEHIE! Rpsizy Skp e DorghmE sy icec Rl st Vet atkyl
I ndepedrtiemil] lgweir-alkyle$@h loxtehatkeayleodyydrngen NH,-carbonyl, lower-alkyl-
| ower 3@ k yaroxy-i - al k i i . i
| ovier NSRS PEL IR P ¥ s e Loverabiphaphis e
lower-alkyl is optionally substituted with hydroxy, halogen, lower-alkyl, lower-

alkoxy or fluoro-lower-alkyl; or

NR“R" is a heterocyclyl selected from the group consisting of morpholinyl,
thiomorpholinyl, 1,1-dioxo-thiomorpholinyl, piperidinyl, piperidin-2-one,
piperazin-2-one, §-oxa-3-aza-bicyclo[3.2.1]octyl, piperazinyl, pyrrolidinyl, 1,1-
dioxo-isothiazolidinyl, pyrrolidin-2-one, imidazolidine-2,4-dione, 2,4-

dihydro[1,2,4]triazol-3-one, pyrrolidine-2,5-dione, azetidin-2-one and 1,3-
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R19 and R20 i ndependently from each other are
hydr ogen, | ower-al kyl, cycloal kyl, hydroxy-

wo omenezmikyl , | ower- al koxy- | ower- al kyl, (| ORMET/EP2006/068745

al kyl') 2N- lower- alkyl, pyridBnyl- |ower-alkyl or
cyano-| ower-al kyl; or 10 NRI9R20 is a heterocg
sel ecfibydioromraind 2gensuphishhsicseqyalyl isPPHERPIGH Wted with hydroxy-

pyT 1 ojovwik-RAWdyl oBoR¥aaRyR&@bdHyEYCl O] 3. 2. 11oct yl,
pi peridinyl, piperazinyl, pi'perazin-2- one,

ki azalii di.n
R P R —
splrokﬂwphmak&mympumanuﬂlne 4-yl, which heterocyclyl

is optionally substituted with 15 hydr oxy,

| ower - al kyl - S(02 | ower - al kyl, | ower- al kyl -carbonyl,
carboNﬁ-Fbaﬁbaﬁv plinylyl ower - alkoxy car bonyl , cyano,

phenyl , pyridinyl or |ower-al koxy; and

R%ﬁaﬁﬁﬁ%ﬁbﬁ@hkﬂﬂ;ﬁﬁ@ﬁ%@bbﬁheﬁﬁlet}@dﬁig@ln %&&tﬁkﬁ%@@ﬁm hydroxy-
Furth gi nvention is cqoncerned W th ﬂ»%fOCﬁ:f 5

Ehe. masT ALYl VSRS HEe A o Lﬂ%@ZN ower-alkyl, pyridinyl-
pharnnmﬁuhngabr@m@@aﬁﬂﬁnmnﬁﬁmhich contain such

conmpounds as well as the 20 use of these conpounds for

the production of pharmaceutical preparations. High

I evel NRORT is edrefeaecyglybreledisd (iPAhel ssoub cansiting atmergelinyl,
olmfugﬁcmgad@' h-bic3eloPXd, @'ﬂ)‘c’gﬁ’% T%éi‘ﬂl‘u%h Oﬂ ife r&%ﬁ'ﬁ' @berazm 2

to dr I.Cl ent uco eogeneS|
oxi daPP%shiaglidinghgh l@ﬁsﬂr 1.l ehttrfriaga-sphiel 4 Hlesapertd digne and

of | t V\anﬂl? aﬂfl') qqyﬂﬁjdlﬁém ltW}’ﬁ@h Hapeagents optlonally substituted with
pa m transfera e.ou
m t ocf%‘ﬁ'&’ﬂ{ igzgz)cﬁﬁ%[@ﬂicﬁgqv%ﬂr— L-cayi oPﬂecarboxy, carbamoyl,

for rratdmnaﬂa‘oxymm@onﬂacyanagmenyl: pyridim@®r 1dwerealkqxly: CPT1)
and nuscle (M CPT1) CPT1 isoforns are encoded by two
[ CoA. The
%Jf({ ﬁe}?a[r oﬁf?ﬂ%ﬁc@ﬂﬂ@%ﬁh@gﬁ gsrtgr)éiﬂtq%éﬁgv\er sensitivity
to mal onyl CoA. CPT2, the inner mtochondria
menbr Bahesnthe iven e iripaearaed with 2 dregers fa8 {edBamifaqtpsof the above

bdﬁlpodrﬁﬁgplfhmla&ut@ﬂ repfaPdh 1&@&@&&1 cola @) siedhadobh Y lis 4081 as the
whi ch activates 30

are then R-o0x a
Preofn pareo b dar aseREth 5 Otbmibytadishardion.
According to the nechani sm of action described above,
phar nHighukevdabf freaéttiyveidsulbFAnimdgovini inbrepsehotbliver mitochondrial p-
ﬁ?goln rvﬁll%flclg chYa? ko gii?ive Qfﬁl: gﬁ't{\I 188ne§ géﬁ%ﬁg l’ﬁl%trhl\fochondrlal oxidation
uconeogenesi s and ef ore count erac
ﬁ@lgégghyl@meth@ the tég@rmntilm@ﬁiwomembxaa?@@utl@ canige-dependent

AR rﬂ%sfémsé‘sftom loiptr! th\é%t&%mahloﬁenalr}ﬁérﬁbltaay lﬁnzyme catalyzes
erase

activit s of
Bl«eefgeﬂeﬂqrh%lflwédahal@a%ylsémﬂsrsesuﬁ%a Qscﬁﬁif ibaner M ?PTD CPTI
astdo/me a&gemcsieMycﬂwOamefeilwaefgufheslamdt 1/Inﬁlb@treevcgzn1tnamny1 CoA. The N-ter
nd/ or 07/063012. P EP20
PRk JEEPTR tanlG SRR A DS Y L OO AR GFL2 the ner
p)auop]mmdrai Inyemiblgeastegymmucctprafr:ES lcpr@ ¢ltagd atgcarnitines into long-chain

EBQP EHa! X %@H!ﬂﬂ racﬁI ﬁe ttl?é 3%?2& 1t§ %Egglr éoA,SVl?i@h activates

di'seases I nc etes and assocl ate
P&t MEPBYF e8rboryase %mgmoawéﬁ%nt caerdbng & thfemerkapgsm of action

ﬂé’s,lcﬁ@ed Soee r;ﬂﬁrmh&uﬁsalgﬂ RAGL QbstaBR WiHidh ifMISs LIOPTI reduce liver B-
ertension, ins esi stance syndrone, netabolic
O R Eon R bt R b oo RN AL BT sl ag by Bycemia
liver disease, atherosclerosis,
The present invention relates to novel compounds which inhibit liver carnitine

palmitoyl transferase 1 (L-CPT1) activity. The compounds of the present invention can be

used as pharmaceutically active agents which are useful in the prevention and/or treatment



congestive heart failure and renal failure. Unless
ot herwi se indicated, the follow ng definitions are set

wo eoovheton2 i | | ustrate and define the meani ng aPdI/ERP&068745
of the various terns used to déscribe the invention
herein. In this specification the term"lower" is

pi digeases whish acgnedipaediyi 51GRlg whikjinas.tpartiqgadedispases which are

lezﬁ.&ﬁrt@@l'yidel‘gf cQhR m/&ogmc@@r@ma@%oc[ré&herﬁb@cht @fséﬁses include e.g.
ogen

5 tﬁ%andmﬁsé%l%tFCEB?tﬁﬂ]f@lg%gEf:rﬂ%gliﬂ? & dgpgn %%ggegg}eﬂgus (also referred
m aé eﬁerbed:s thhe II)erdneslng waertemidnnanﬂﬂlnl resinbd Ridrome, metabolic

tO a
sSyndrom?~it %g%&[lﬁl%ﬁ%l%aovg oles{ea?lg & d aﬁ%y %15«? disease, atherosclerosis,

tgl@eﬁofaﬁlbwmfaﬂammreoﬂf@ihseto twenty 15 carbon atons,
preferably one to sixteen carbon atons, nore

pr ef eUﬁQ'sé/otﬁ&‘%v1§eQn@11%ﬂe@ Eﬁﬁ@ﬁﬂ‘lowﬁi%mdo%%fe @l K)Y’Jh to illustrate and
grou ps as descri bed bel ow al so are preferred al kyl

‘T’fgllﬁ’ﬁge MEARNg épwequ\ﬂéﬂleaqa{%%ls terngg B15e to Aescribe the 1r>1lvent10n herein.
conbi nation with other groups, refers to a branched

or St Irﬂﬂh@hs@e@ﬁﬁitibn nneval Wer’aiskméd foadeamad grofip oougsidtid g of one to
et hr&d aBP f%tng[cro‘sfo ear% naom one to four carbon

et n’é) THrY Yérm® 1 GHPRe A EX (e?‘rpllfled by such

radicals as 20 nmethyl, ethyl, n-propyl, isopropyl, '
n- but Yhe tesmpbalpeen trefgot tyvIﬂuawde,tdié)rmekbrorrm@art@Oﬁhne, with fluorine,
cHI¥EROXYE blo@WRE beiRd fddkerrdaef ers to a | ower-al kyl group

which i s substituted wth hydroxy. The term

"fluoro-| ower - a refers tolovver al k

whi ch 8§ g AT 0%60%‘?&1?“&)91 barpseonvith %tg %@r?ﬁp% flls v branched
txamyhescheih rhomoatent Wated&lhbh:hﬂo@fyﬂttﬂﬁrtﬁfn&a&m@l.ofGEH?Q twenty
CFgH at%%:ng r]igncfer%jz one to sg féernscarbo(n[ar‘%o %%"or%%%ﬁ%%_%i}*o%@%o ten carbon
&ﬂoersemwd? allyd gevpa hk@jdscrlﬁ'dddoeicev atso ﬂﬂe@\r\écrral dbylygtoups.

refers to the group R-O, wherein R is a

| over Tgl {E:Yﬁl “IO-WB? AN malofnls HP{IPCJI’%&[I&J KX Ythef §1f0%§ rb@rs to a
t he group whe R’ fluoro- |ower-alk

yl
Peapidey saffalghr oD m%\%ﬁ e%ﬂ Wwdg% Bpanedpgevengarbon atoms,
ﬁQal:@y ofE#HOG cdebdn @oms@ﬁ@t&nﬁs f@ﬁi?f(r@k@]) iffad by such radicals as

CF2H- T ﬁa
(a1 M0 BB AN Pah na i H: SPRGE bl gud ERé iTng tpm
drydsixydbghit-algplarefersto bicewectadgl ypdp (wimlbls sulrsaégitetiwith hydroxy.
conprising an olefinic bond and up to 20, preferably

up t oler@teﬁﬂr“*ﬁgglha oW alk-ggﬁrefe?sr t@éoxlv&"\ﬁlgo% ?&%@Whlchr gﬁfo%o— or

to a stral I n or ranche n reS|
ByHERly guhﬁgtué@fi witkfluarige. Fypapkes af fhlgprpdower ﬁkﬂfgé@%ws ¢ CFHo,
co.H MO 2Pt 0@39@%?@@}%?@@@4&@8&&@5 - carbon

atonms, such as e.g. 2-propenyl. The term "al ki nyl"
al one

in. ,.stan r
2l oner B R SRRV IR LD, S50, 950485 SRN8% L o
iﬁlowplr nlkoxyg rafetsrto pind gobplﬁd(hnx&hupmt]b 120]Jowepratidybr abl y up
to 16 carbon atons. The term "l ower-alkinyl" refers to

a StrahOftmChgbR- Rﬁve? aﬁgog?cll%%d 'J?)y 5%5@9” ev?lL 4f R” is fluoro-

conprising a tri to~7, prePer up
togver-alkyh FsemPlat © uorgd@weraﬁk@@rowmr%gf@mz- , CF,H-0, CF5-0,
CF3CH2-O CF}(CHZ)Z'O (CFg)zCH O and CFZH CFZ'O

The term “alkenyl”, alone or in combination with other groups, stands for a
straight-chain or branched hydrocarbon residue comprising an olefinic bond and up to 20,
preferably up to 16 carbon atoms. The term "lower-alkenyl" refers to a straight-chain or

branched hydrocarbon residue comprising an olefinic bond and up to 7, preferably up to 4
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The term "al kyl ene" refers to a straight chain or
branched di val ent saturated aliphatic hydrocarbon

w@emapeoiz 1 to 20 carbon atoms, preferably 1 tBCWBP2006/068745

carbon atons, nore preferably5up to 10 carbon atons.
Lower - al kyl ene groups as descri bed bel ow al so are 10
earbéeptoath, sick b egel-grapgpy: The term "l ower - al kyl ene”
refers to a straight chain or branched divalent

sat ur @ﬁ%f& il "aﬁ%lﬂﬁll § Qlotﬂ¥ dr fhcé)rnplﬂH% BOWRh Bfhel gltlelpa stéﬁlds fora

prefera car at ons.

gtFraghn- Céillakwréwmhpd ﬂlaj@r@ﬁarbpk yésehve cgm@p@gart@pplp éﬂbéd pegup to 20,
R‘?er&‘tﬁé t&YGE ﬂl)llf%( g}sr Sh Ll ovidr Ma}eﬁﬁlg to a straight-chain or

ar pocyclic ra I Ca to 10 carbon
dyocgriyan 1esidag %ﬁpra%lmtrlmbp@san@ytﬂ t@ﬁr oypfarably up to 4

&%B&f&gﬁ% mmﬁﬁgkgpgg%%} jor 15 cycl ohexyl. The term

ary al one or-in |nat|on relates to the phenyl
or naphthyl group, preferably the phenyl group, which

can o ionaII be supstituted b 5, preferably 1
3?5%@5@& Weng sreﬁb chdegeHaisht %/lvn%@i léfe{l@&@fde nd pRetirated
@qmmﬁchgmsbabbmgnm®(ﬁahogelmbbydﬁmmypmﬁﬁﬁmmotoﬂEEmbonaunns

| ower - al kyl al k | ower -
glé)rr%%r{:ge’rzlﬁ%i% % g(;j/ car %r\ll\%tomsawwefr e}ﬁéyéene groups As l&CSCYIde below also are

pmrﬁdéﬂﬂk}dﬂnjt -eeaumsoRyd terrh Slamer- a&lyk:oa( \refegstioln stmight chain or branched

h]ﬁé‘@ft sarajb %ﬁé% ah lpa\@ﬁrhgg\%edr&ﬁlb%ﬁé?@% (l;fbloﬂr?y’\@fe'fera‘t')_& I\IC? gor 3 to 6 carbon
HTAoVeH kg AL o (1O e PSR T
H2NC( O - | ower - al kyl , (H, | ower-al kyl)

NC( @) Th@t@ﬁh-“aildkydlkyl’( tefeto a @blkyValetNchiBbeycverdial &3 to 10 carbon
uor o-

fluoro- r.alk f ower - al kgx | qwer -
SR STl 34 CAPRY PR st ooy SEREDL. eyt o
Sdlohlegyler - al kyl, |ower- al kyl - SQ2, | ower-al kyl 25
S020, | ower-al kyl -S02-NH, |ower- al kyl- S02- N (I ower-
al kyl F%&Eg%, =nrath:
(| o%e?“he ngid'nle I}“'g{(%onlﬂ%&gt&&w&e? teo r;de}e g?enly or naphthyl group,
pregerably E@rf%)@aylcﬁzwp grideingan opEioa#Hly, berﬂib@%t& Py L to 5 preferably 1 to
g ysabaahdith 1ndb§&ﬁl%ntlﬁ&éf&l@d frd QRS oﬂ K(Vﬂs,lstm g of halo gen, hydroxy,

!@Ql\lll\fqrq g%&bg“)ér ﬁ%ﬁ?#&f@ E‘U‘b%ﬁ“fy&g ”ﬁ%&gﬁgﬂ )y carégxy lower-alkyl,

lawwemR@kyymboﬁMubmaramowﬁbmabkﬁupthMEﬂ,hhkox&yhmmonﬂ,b“mr

LS5} UL 1 IS0 LS A0S DRI ) (v
AN GED, HINEHR) Ireseralpl. i ool @ﬂfwl)NﬁéOi éwmr alkyl, (lower-
iiRES NQRYbict- B Byd:B- 1BRCAERING SroTohr ATRTPERER wcr-alkyl,

nmohocyclic ring nber ed cliC ri 8
v sty e o, (ovegalig N versl K ger-F IO, lower-alky-
BOL0 ag@e:- aﬂiﬁXS(gzeNHaW@faﬂ@UIS@GlN(lov%ﬂaimﬁﬁ H&NB@L (H,lower-

RNS0Y 0o BERLS BRI bicRYab G Bins AYFGE 2 ¢ bensodionst aroup),

cyand arandrphryl, pydoadkyl] lowpy alaaol-liwer-alkiyh koteylalkenyl, lower-alkinyl,

&ﬁ@y@%%}p@?ﬁéﬁ tfté gié%lzelnrl‘r% %%g{l?/.fb% &ﬂeats hzflogen lower-alkyl, fluoro-

lqwazﬂqyy ﬂowmﬂm&?néélgmlom&lrﬁkpzm@@/pwmﬁs Furtyermore and more

perzaiIs N f@&@s)ébn bO NAANAZPANescritRn ¥@tl§%§c%@t%h below.
pyrldlnyl on oxadlazolyl 1,3- di ydro

benﬁ%n1daz - 1, 3- di dro é 8 .’ 9
penzt PFLBY TRV SEBSYP PRFIAAI X 3B B PiRgyclic ing or 10
aithetrdered ¢ ye iy rin glivhich.caetiprigeok Qidv 3entdrat eflesadyftorahérogen,

% L}%eﬁ) %d/%{ gulgydv.gg clh]alH' rgﬂgg@%ﬁ%}r p}a?(gag gprnlimdlgﬁe yrazinyl, thienyl,

pyxazmyﬁ |0ﬁ@20$y1@md@z@mlglmlﬂQMﬁmlquyi, mcrmvéyl . tr1azoly1 tetrazolyl,
thidoflL YR Q28N 7 0 BXAZidN 1yP BEnzit REGS Y], in oI ARALBKN
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oxazol yl, benzooxazi n-2-one, 3, 4-
di hydr o- qui nazol i n-2- one, pyridazinyl, quinoxalinyl,

whenwzosdhinzol yl, benzot hi adi azol yl, napht hyri dPem/EP2006/068745

ci nnolinyl, 1,4-dihydro-qui noxaline- 2,3-dione and

1, 2- dlhydro i ndazol - 3- one. Aheteroar%> group nag
benzosariiazplyh deezaxazalyipesnizeisexaanlyb aytdip v- xenaexadingdy. 1.3-

@k dicehenzin RIAFNIECEALQM 3Mih Pdrbhigds 17 Bhe, aueﬁhnam 1m1dazopyr1d1ny1

Furt her 0 heteroa oups re era
ipselepys ”égl aBé tejeazelep éCE}XYl 3 thee P&%ﬁi@? P%FIEOBW BE %W‘O 2,3-dihydro-
I]Hanti@ll’-$ny1 b?ﬁuﬁﬁcﬁﬁ%@bryd furaleﬁ,eﬂh&diaaofyl tp@raﬁo]lﬁ?hf@&:[z@t&l pyrimidine-

Lo ring Rr.ef erabl
éerbzooxa oney C’? yrdl % e%oox%zm BQnone 1ndo?y1 th]fphqznyl

Qxazelyhfomoxwm@e@r@d3 ﬁfcbhydno{quargeﬂhn aw@enyrmdvnalr qulnoxahnyl
ﬁéﬂzﬂﬁﬂﬁzﬁ %Hzcﬁﬁ a%&@?phhﬁ%h &1%10&11%& IQMilhﬁ %umoxahne

di_oxo-t nnrp |ny plper ridin
PPN b2 -Jhwdrgisiagelsi-ane Albeteoan: gr@[uB nzanqpt@efﬂ;/x have a
RitRef@idh @M’tte@rﬁé deyeribed bzﬁr!ll&ylh cokh&gibn F)\Qﬁlst!hQ ke®m “aryl”. Furthermore,

Eﬁe}}ﬂforaf é{@ﬁ%g c%%ére%qr%ﬁlﬂg saiilu?]egit agl Eszcgljibls o t¥16 description below.
2,4-di hydro[1,2,4]triazol -3- one,
pyr r dhe tirme hEteEeqyclg}‘i e¢felazteﬁlt<d6me‘2nbm‘ai monocyclic ring or § to 14,
%r ge %ﬁlyg% 0 IIHéIg%FJl b% of e Cﬁ(hll @%&hioﬂ'c%tor&prme 1,2 or 3 atoms
riaza-spiro dec I one
sisickas(fom mitso 25n) owggemddpm%ﬂpmw such as mpephalingl, ghigmoppiyplinyl, 1,1-
aiRkb ARBH o¥p ltﬂ(ﬂnnect ; o*&ﬁ%ﬂ tﬁﬂﬁéri?lﬁh Qadrfeeﬁlﬁeﬁ%ndﬁ%ﬁé 18086h-3-aza-

earlier t he erm
EEtl ZniJPet > REPCEBRY 1P 5916%@& Qe B?Sé?%ﬁ‘}v%wqwl are 1,1-dioxo-
Buwzbhdhhgkjpjﬁoh(ﬁﬁ@%nd)Bﬂldlafblidlﬁ&) tlesdioidpRidadih@bpMR 4] triazol-3-

onen‘g)ounfj(%n f25f 810%' aetg(ilpl 2\1\@ ’gl c}fﬁ‘ dr%r{lmq az%[ 9 %e! tguazohdmyl

cah ol ™M phar naceu accep € aci
M@rﬂmwsm[ﬂé]d@m@ﬂ@omammbhahmimMpecﬂmeﬂ yL. A

H&Q % ln?ﬁt%ﬁa]@l@av% @lsﬂﬁsu?{) O%Qg@:ﬂ{'gssdég{,rlﬁeﬁr gHief"m(é&nnectlon

| Ca at m neral acl , such
sth fyiteEB hot Euréqualor% @Pﬁ@FﬂfB’Fl&l SEVRE 28 rfpap ks substiguted as

QéscHPQSIANRE H&crigGdidbel®F. W th organi ¢ acids, such as
nethanesulphonlc aC|d p- toluenesulphonlc aC|d acetic

acid, Lactic ‘% 1 4 % roacet i aCictdf
fumar i %’P‘&“ %’F%“ 5& ) vhefel ?%F“in&“ HP i P§ES€8 Hingorm
pleirchaoeutgally m:qcéptabla a¢id addihien mdtsnEqulhldcsrmfcsedt platrageutically

?&gﬁg{ﬂ@ Q%lrs)z&@gatlé of &ﬁ%g&%_'f ﬁ)lllﬁltElla ﬁ?‘[?lx/{tﬁ ghgﬁﬁggluﬂgﬁcoﬁfpatlble

miparplecids gl Q&hxdgoc:mow aqud, ts'al@bsrlc E@érﬁph@é}r@fs agidedy phosphoric

%&t& vafheo@hlhahélaﬁ ,su&ﬁgrstrﬁlstﬁéﬁ%@& Hsmata@idammaéﬂé@ﬁ@%ﬁl@ acid, acetic
I e,

e ?%F&F‘dpl%g]r“ﬁﬁ%aéﬁtﬂ‘i ¥id- |C§rrlse<eepf{lgﬁrlé agléamm@ﬂt' ag)ds rtaric acid,

g@ﬁmﬁcSaoﬁcboﬁsaﬁbyhs ablﬂSThé&afmspmmmdalbya&ﬂﬁalﬂd ghltst ffers to such

f d.,.T. i.call
saété ag?rgg?unda o gc?r%ﬁllae %%ena\g ic g & (?@g‘tglr QUL {sg)]?gs?ﬁttega%%urtyer form salts
wcth';b@&md“scaofplefsmf sudhesaltd gre alknlnwh eath-alkebmdmdyangmonjyh sedts such as
? a-$ Kn\ﬁ%' bRd T‘i‘l{ﬂ’l&ﬁ)}/ ﬁ‘ﬁ tn%ﬁuun%%ltl-%{er Iy g]?(érmalaéﬁq{cgffgy acceptable

| ower - ower
gﬁlﬁs na\h,lsq @ﬁ‘éqf toaqu[g]g, paltsnPilfs Qb‘@rned by the addltlon of an acid are preferred.

di -1 ower - al kyl - am no- | ower - al kyl , norph olino-| ower-
aI ky The Al qihhﬂhmmh@m@racce taloyd astersmeaﬂfradéls BE&iVa@V& of the

G ‘P‘i“rﬁfﬁgfﬁgﬁ% Fgfafich,4 ﬁé@? XA 36% B o an ester
POV rERRV(6/d068/71d brer-alkyka tamtekyplkoggll@wes - Al yé, aaxianybwsr-akyl, mono- or

gufo%F laﬁigg?ﬁlﬁ{oslow-gpg er ? Eholﬁlt h%lwer qu&f)}ﬁ&mrol%ﬁg llox%}dalkyl

ers are este
pwn@dmdem:n eyl plpar@@@ptlawrealléglt @M@r akkyk-piperagpeower-alkyl and




enbraces conpounds of fornmula (1) in which hydroxy

groups have been converted to the correspondi ng
W@3d02/0630w2 t h | norgani ¢ or organi c aci ds such aBCT/RP1006/@68745

acid, sul phuric acid, 5 phosph@ric acid, citric acid,

formc acid, maleic acid, acetic acid, succinic acid,

watybesies agicgampleeeitaiabla eyieronlte methyl, ethyl, propyl, butyl and benzyl

Bstdr® e b B CriRGEGh apthringeutickiB, actdPtsle &t@ s NRARthermore

toxic to livi rgani Sns. 2007/°06301
liaﬁﬁsf@ﬁé?%‘éggﬁ%fgr %uﬁ@datvﬁx\{g, hydgexyng 8%%%*1”? RERrionggted to the
t@tapesdihgecagpadiriasreafic oo brgahie acldys sudRasRoitiSacK, RGlphiic acid,

5 @g %})ﬁgl;éiobcécﬁ cﬁt'g% ﬁlCi\é?fs%)Ergllf‘lcgaﬁi)/g}’ Im‘zaé% %ﬁ%ﬁ al)cg',/‘cicg;'ll?%(g t&lilég:bl}lcg %cid, tartaric acid,
wictlangsul ph a@ isadi pi tolien e s Feingcicatiarfd thmlikéevigetoang non toxic to living
? sisski ng of hal ogen, hydroxy, |ower-alkyl, hydroxy-

wer - al kyl, fluoro-|lower- alkyl, |ower-al koxy and
CN, R2 is hydrogen or lower-alkyl; R3 and R4
i ndependently from each other are hydrogen, hal ogen,
| oner-al kyl or lower- 10 al koxy, or R3 and R4 together
are =0 to forma carbonyl group together with the
carbon atomto which they are attached; R5 and R6
i ndependently from each other are hydrogen, hal ogen,
| oner -al kyl or |ower- al koxy, or R5 and R6 together
are =0 to forma carbonyl group together with the
carbon atomto which they are attached; 15 R7 is an
oxadi azolyl or triazolyl, which oxadiazolyl or
triazolyl is substituted wwth R11 and optionally
substituted with Rig; R8 and RO independently from
each ot her are hydrogen, hal ogen, hydroxy,
| ower - al kyl, | ower-al koxy; or 20 R8 and R9 are bound
together and -R8-R9- is -(CH2)2 7- to forma ring
together with the carbon atomto which they are
attached; R10 is hydrogen, |ower-alkyl,
| ower - al kyl -carbonyl or |ower- alkyl- sulfonyl; R11 is
aryl or a heteroaryl selected fromthe group
consi sting of pyridinyl, pyrazinyl, pyrimdinyl,
pyri di nyl - 2-one, oxadi azolyl, indazolyl,
1, 3-di hydr o- benzi m dazol - 2-
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25 one, 1, 3- dihydro- indol-2- one, benztriazolyl,
i m dazopyridi nyl, WO 2007/063012 PCT/ EP2006/ 068745 -9

wo eooamedoepyri di nyl , tetrazol epyridi nyl, benzi m BemBP3006/068745

2- 0x0- 2, 3-di hydro- 1Hi ndol - 5-¢F, pyrimdin-4-one,
furaﬂrl, t hi adi azol yl, pyrazolyl, |soxazo%yl

pyr i il shespreggng Heren timeelisede camBowmds, of forula (1)

di hydr o- benzooxazi n- 2- one, |ndonI t hi ophenyl ,
oxazol yl , benzooxazi n- 2- Bﬁe R°®

3, 4- dlhydro qui nazol i pyls dazinyl, 5

gui noxal i nyl , benzotﬁ az lyl, zothladlazolyl,
naphthyrldlnyl cinnolin

di hydr o- qU|noxaI|ne 2, 3- divdiie aRa

1, 2-di hydro-i ndazol - 3;0ne, |which aryl or heteroary
is optionally substitu (y 1 to 3 substituents
selected fromthe group |consisting of |ower-alkyl,
hydroxy, B(OH)2, carb x9- | ower- alkoxy, car banoy! -

| ower - al koxy, cyano, "Tydroxy- | ower - Zv
fluoro-1ower- alkyl, |ower-al koxy, 10 halogen,

S(02) R13, C(O R14, NO2, NR15R16 i m dazolyl, pyrazolyl,
veeicdzol yl,  pyrrolyl, phenyl- | ower- alkoxy, [ 1,3, 4]
oxadi azol - 2-one, oxadi azolyl, triazolyl and
KsoxaﬁqyyfR%meEhoigﬁﬂ@;qﬁ@b is optionally substituted
with | ower- alky , and which phenyl- |ower- alkoxy is

ovier PR PP BBl Sl fouhpe BB Shotg from i erou

whi chccpysrsang) bﬁ/lhalognoknydroxbaIldvyﬂrsnllb&thyﬂmxgdow& alkylhfluoro-lower-

| ower k soxazolyl is optionally
substﬂggf%%mﬂ?ﬁ% ¥g§£¢N2|ky| R12 i s hydrogen or

ower-al kyl; R13 is | ower- aIkyI NR17R18 or
RluoréhW6méﬁnoékﬁv* alkgk4 i s OH, NR19R20, | ower-al koxy,
| oner - al kenyl - oxy or lower-al kyl; RL5 and R16

RﬁﬁiﬁDRﬁﬁﬁaidnyleﬁtﬂ}Oﬂﬂblﬁ&i@ﬂl @ﬂhbﬁire &W@ro@@ﬁdﬂﬁ@)@ﬂn lower-alkyl or lower-
l ower ]% p f ]§I Tt?)lg%t)ﬁyr P57 g)al‘ﬁ&o T ﬁﬁﬁrbgmelt%ﬂ%) l(oygether with the

I ovver eabay hton\-elaiclo dreylare {ttaghwst; - al kyl ) 2N- car bonyl
or phenyl -1 ower-al kyl, which phenyl- |ower-alkyl is
Rpﬁﬂcpﬁ@llnldéf eiﬁplﬁga’eﬁ%%gc%ttl@r {1¥ ‘ﬂp@?&% W%Q@ %Y(/er alkyl or lower-

[ owner -

25 NR&ISP&G of E anchR @g@é%ﬁ? |=Os@| fapm é@alfhoavﬁ FAed @%@sr with the

consi girb&igadin HOKMBRHIYYke attachédmor phol i nyl
1, 1- di oxo-t hi onor phol i nyl, plperldlnyl

bperldln 2-.0n

" oxals3n o%gdls% 3%/} (9|rgﬁ %eg ’ﬁ]d%}{ %aglaaﬂa]e?r t?ia%ﬂ)}/l is substituted with R"!
pyrroMuﬂmMymgﬂﬁammudu@kwﬁh§6ih|azol|d|nyI
pyrrolldln 2-one, imdazolidine-2,4-dione, 2,4-

g 5%9 %pe%déllt a" ﬁrénﬁze%h &h@f‘ﬁr 3@{0@&5 é%lzo%@n %yérodayol%,er alkyl,

azet | one o-im '2-one,
mhlchk“@¥@&@éyéﬁyl |s optlonally substituted with
hydr oxy- Iomer al kyl or | ower-alkyl-carbonyl; R17 and

R18 i Qe rom each .ar drogen, . )
over RAPRGR, SR pa RAPReTapa Tartey i<~ (Cigliar S T3 ips tosether with
Iomerﬁwahﬂymiu@nt65mNEﬁHam&em&mmmdpholinyI;

R ishydrogen, lower-alkyl, lower-alkyl-carbonyl or lower-alkyl-sulfonyl;

R is aryl or a heteroaryl selected from the group consisting of pyridinyl, pyrazinyl,
pyrimidinyl, pyridinyl-2-one, oxadiazolyl, indazolyl, 1,3-dihydro-benzimidazol-2-
one, 1,3-dihydro-indol-2-one, benztriazolyl, imidazopyridinyl,
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WD 2007/ 063012 PCT/ EP2006/ 068745 -10 R19 and R20
i ndependently from each other are hydrogen,

wo omenemmikyl , cycl oal kyl, hydroxy- | ower-al kyl PCT/BPEN6/068745

al koxy- lower- alkyl, (lower--akkyl) 2N | ower- aIkyI
pyridinyl - | ower - aIkyI or cyano-| ower-al kyl; or
NR19REGZPlspyidieyldeterrplepylidigyl benzénidpralmh 21¢éOg?r%éélydro 1H-indol-

gonSI 51 ﬁbgnﬁ%dlmr IBHé)lﬁhﬁM%hl thlzﬂﬂz{zﬁ)gjﬂ Aty 1soxazoly1 pyrimidine-2,4-
oxa a- Dbl cycCl o eri|
pi per glfpﬁfhe“z?ﬂ EPaz PR3 %ﬁ@gfof‘m%a Ot %Pe indolyl, thiophenyl,

t hi onox4zbil, IbBlyio,oxﬁzlﬁiZSertet B.dzdih wpo1q@inhzblin-2-one, pyridazinyl,
decane-.2 4-di one a . .

Spl ; Oilllm ﬁllgplgﬁfqzﬁirhlaml%i benz%thlaldlazv\hrl nﬁp}hte el(r118¥1 ((::1l‘[1§1)11ny1, 1,4-

i s optihgda-qyingxdbioti2tiitode wnd b, 2 ch%xyihgxgzdazol 3-one, which aryl or

! Ower h@tl:llf)\éf . E((%Qorlalhf% tltﬁ{éﬂxlfl | Y8 Liibs iu@f{s “SCRELP BBy the group

car boxy, . c omer a oxy car bony yano,
phenyFonsﬁyFl g af quer 6]ky] by@pxh|ﬂ(9@2, caré)@g}y—lower alkoxy, carbamoyl-

gg ar nﬁﬁ%ﬂ-ﬁa B(; cyar @1?@1"0? h&v&adufz fﬁig@o?cf&b@faﬂ(% hswaomkoxy,
0 S O N . au re
and phYSFSh o0 el 1R e N e e L ifatth BiodtiiRitazoty

i ndi vpgualll, ph@nfeﬂcavareﬂkoam{ I8 oradieot-Lamlel yxadmeelpt afdzelyl and
ester i%o%ﬁg%f nghl ﬁ}ldézpﬂgl Ysbog)lﬂl%hlaﬁér s%'bS‘tﬁtS ed th MP— afkple and which

conmpounds artlcu arl'y prefe
15 Thehawhpowidgosd i aptionhly ol ytlt@md withveydrazy, baloger, dower-alkyl,

asy Mefiel G1KexfbPIFord NI wERRkyl Qﬁf ®heh Sy%biStis @ﬁtl@ﬁhﬂy substituted
enantlorrerlc thure m xture of steréeoisoners or

opt i caithyowwralkyl asdpriniisoxazelst s opienallyspbiiiteted afith Tower-alkyl;

formula (1) as descri bed above are those, wherein X
RE C( RORA)ogeMNBLDwedalk§l; S(O), S(02); 20 RL is phenyl
optionally substituted with 1 to 3 substituents

I theL7grs t f hal
Ryar Ry oot SR pygf eIl ie O Il poe™

f[,uoro-1ower- gl ky I | ower - al koxy and CN; R2 is

Rydr og@HoNRI9&Aebwr¢ayqoxy,mwgn@kml PRUepeneeakyy from

each ot her are hydrogen, hal ogen, Iomer al kyl or
Rbwad R@ﬁd@ﬁéﬁ@éﬂdy ﬁém%ic}ﬂﬁﬂﬂle%e Bl@ﬂo@éleall%ﬁ ToQeif- gl -

i onc P S Bk e b el g R@W. %@é@?y&ﬂ TP riper-alkyl-
each bdithearbauiy, @gﬂaagbﬂhNhaﬁb@Qmorpmwgdkakkmmyhmhmhphanm

| t t

e R0l R R SR sl R D Eper

t hey alkexml’tfbmh@(ﬂowaeaﬂm drs an oxadi azol yl or

triazolyl, mhich oxadiazolyl or triazolyl is
substltq;qg and optionally substituted with

'3} i?oor?ﬁd?s@mczd@bﬂegpéé@@} Hegrawp cangiptipgobmgrikglinyl,
i ndepaﬂ&aeiﬁhwhﬁylomaa@;&a) QliebrphloBn Y1ysihbegenyl, pipkadiam-one,

hydr ox%)erazm— ond |8kg)|<a’—3—a|zaq‘é§:gféloaﬂ3@ﬁ%;ctyg rpiperazinyl, pyrrolidinyl, 1,1-
dioxo-isothiazolidinyl, pyrrolidin-2-one, imidazolidine-2,4-dione, 2,4-
dihydro[1,2,4]triazol-3-one, pyrrolidine-2,5-dione, azetidin-2-one and 1,3-
dihydro-imidazol-2-one, which heterocyclyl is optionally substituted with hydroxy-

lower-alkyl or lower-alkyl-carbonyl;

R'” and R'® independently from each other are hydrogen, lower-alkyl, hydroxy-lower-alkyl,

lower-alkoxy-lower-alkyl; or

NR''R' is morpholinyl;
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R8 and R9 are bound together and -R8-R9- is -(CH2)27-
to forma ring together with 5 the carbon atomto

wokiochetoney are attached; R10 is hydrogen, | oweeFBP109Y6/068745

| ower - al kyl - carbonyl or | ower-10al kyl - sulfonyl' R11 is

aryl or, a heteroar% sel ected fromthe group

Rorwidy | mgersmdpytly pmydach pihenstiehyfirogeyeverralkylygycloalkyl, hydroxy-
pyri dlomé!r by nteweroamaﬁdyaa@érymyu (‘W@Jroiﬂy)l'l)zN lower-alkyl, pyridinyl-

1, 3- d drﬂapen2|n1?azo -2- one 1, 3- di hydro-

| ndol 103t glaT TSRO ITH AN O m dazopyr i di nyl, 10
triazolepyrldlnyl tetrazolepyridinyl and
benzi ol yl, teroa
opt i oh adﬁ{i 1Sségle%er?ca/§lé dse{eXfte%%f gq{ns%san%?f morpholinyl,
sel ecpgdolidioyh §-hsa-gragaibiayonks. %ﬂ]ong/l qﬁperidcmé,rplmrkgmyl piperazin-2-
hydr O¥¥e, thi@MHdin tﬁ%hlorf)lll(ﬂﬁlrélgj | ONRE S a%kg'bf 4:5]decane—2 4-dione and
| ower - a? |1'] ogen
NR15 R3I89 iln %%@)yplper@p%&@{l Whlch h@tpr@gbqlx,lps OlelaBy wbstltuted with

and  pREBYY, JoWwViityl- SAOKOMYwer \Mklyp It vireii 018y I—@iu%bnylscarboxy, carbamoyl,
optional ly substltuted W t and whi ch

pheny O“feB\RHﬁDX&CR%’)?Wr 98Pt H pylcg{gﬁsotr PRt h

hydr oxy, hal ogen, [|ower-alkyl, |ower-al koxy or
aﬂmpmnHMQmﬂkmﬂfwkgﬁaﬂaﬁﬂmmsdhydmdgﬂﬂﬁbr | ower - al kyl ;

R13 is lower-al kyl, NR17R18 or fluoro-Iower- alkyl;

R14 i @o oulll\!ﬁ](%%@mulh @M‘%Fe ﬁhk@ﬁﬁéﬂ??réf&}‘\ﬁirand Bngcally acceptable

oxy R16 1 ndependent | rom each other "are

W}/td rﬂtﬁé@# arg laamd%ﬂlx weferr%beél.d Pénaklwce%a%lb@ﬁgﬂptahleo%@fs thereof are
aldikydiuall E%feﬂr&il\/@\ﬁth tk K@fﬁ}vﬂbund%@ff&ﬁ{ﬂ@(ly being particularly preferred.
NH2- car onyI | ower - al ky NH-carbonyI (Iomer- al kyl)

oo 10y Ry ol aF R PRl bt B BUER s g aoms and can

ﬁatqﬁgt@r@xist owarenahigrheri¢ mwenre, mlioreofetrereoisomers or as optically pure

g omer al kyl; or 25 NR15R16 is a heterocyclyl

cted from the group consisting of norpholinyl,

thlonDrpholln ', 1,1-di oxo-thionorpholiny
pi per Pisfaiyead, comp@@flfiﬁ@fﬁogﬁ@héb as ﬁPi?@Pﬁ‘% abpvzﬂz%ﬁqf@ose wherein
8- oxa- 3-aza-bi cycl o[ 3. 2. 11 octyl, piperazinyl and
Eyrrokkﬂkﬁyb,NR%bOQQfh@yexggyclyI is optionally
substituted with hydroxy- |ower- alkyl or |ower- 30

ﬁl Kyl ; 1S % qr(% 1bn51l]§/ su &gutR& g\flﬁlnftopfsugstnt eﬁ/ts Fsélgcrtrf]:de ta rom the group

ot her
alkqunmmcmgpfhdbgmx (hbgmbnwxamg&ﬂmdnnqﬂwaﬁﬁumwhﬂumwib“mn

mor phg,k%zwwg@pg%%n@ 3012 PCT/ EP2006/ 068745 -12 R

19 an O01in tly fromeach other are hydrogen,
ower - aIkyI cycloalkyl hydr oxy- | ower -al kyl or
Rowerls aﬁ%&&%ork%Mﬁaa 5Iky|; or NRI9R20 is a
het erocyclyl selected fromthe group consisting of
RbsphR! indypenden thyfisialeheti othler @A ydrogen, halogen, lower-alkyl or lower-

?Soég%ﬁégaz ar EB g ﬁot[o etﬁér re —6 t¥)l form a'c%rrl‘)oﬁ%t g%(r)l%: Yot glet)fller with the

carbon atom to which they are attached;

R’ and R° independently from each other are hydrogen, halogen, lower-alkyl or lower-
alkoxy, or R’ and R® to gether are =0 to form a carbonyl group together with the

carbon atom to which they are attached;

R’ is an oxadiazolyl or triazolyl, which oxadiazolyl or triazolyl is substituted with R"'

and optionally substituted with R';



substituted wth hydroxy or |ower-alkyl-S(02); and
phar maceutically acceptable salts and esters thereof.

woe@eeioerl conpounds of fornula (1) as descri bed/BEPME068745
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are those, wherein RL is phenpl- optionally

Fbstl juted with hal ogen, hydroxy, hydroxy- |ower-

B wyd Rowmdengndemsiwfrom@agh ether ais hydioges dalgsan divdrqy. lower-alkyl,
phenylowefalkkyRref erred conpounds are those, wherein

R2 is hydrogen Further preferred conpounds are

those, wherein R3 is hydrogen. Still other preferred

conp ORﬁﬁh:‘d R?’ aebboseto get\hhﬁiilﬁl RPAY - iiss- (WG, eg@foralrang together with

prefe red ounds rein R5 i s hydrogen.
Comp othn g Omt %‘Iﬁle[h% egtt%érﬂqg’re alo preferred. 15

P eferabl Y, R7 vvh| ch are an oxadl azolyl are not
Biibst IsthydlesenilowerRalRyl, lomer aliylk¢ashorad or lomisolkivk pielfonl:
the present invention, R7 is RI2 NR11 ~,N N /--- ri

REL NNt o%%e@rdﬁlﬁ séieéteciﬁroﬂ?t/he @'rd}i F&oﬁs&dmg%fm}ﬂhﬁ lT)yrazmyl
R11 ~R171 erein ? é) a{ e I ne
abovePTBRRY éwwmﬁzah 91g, OX%NI&ZON R o dhgarogenpinidazol-2-
12/ Nozd) 1]8- mhydi‘ov\iﬁeblejz on&bkn anidzdAH2insid ezopsridielyl, ned in

cl ai ur referred that R IS .
S007) bEa TR Blor gl Mo P Wiy i ) dimpreroant
R11 i spamatipfpilvatiteaboik. ]l tP3ehbstiteah tesinomdddsn dfe group consisting of

f
C?ng“ Rgo@veﬁ ﬁ%ﬁ%y@%%? ﬁé@&%@h@l R ré‘rlé?wér 1o OWQIS 551?2 q. %albgen

defi nd 2&%0,‘/@ O)[Bf eNQZaHIRy Xprgldazolyl pyrazolyl tetrazolyl pyrrolyl and
phenyl-lower-alkoxy, which imidazolyl is optionally substituted with lower-alkyl

and which phenyl-lower-alkoxy is optionally substituted with hydroxy, halogen,

lower-alkyl, lower-alkoxy or fluoro-lower-alkyl;
R"?  ishydrogen or lower-alkyl;
R”  islower-alkyl, NR'R" or fluoro-lower-alkyl;
R is OH, NR"R*, lower-alkoxy or lower-alkenyl-oxy;

R" and R" independently from each other are hydrogen, lower-alkyl, lower-alkyl-
carbonyl, lower-alkyl-SO,, lower-alkenyl-oxy-carbonyl, NH,-carbonyl, lower-alkyl-
NH-carbonyl, (lower-alkyl),N-carbonyl or phenyl-lower-alkyl, which phenyl-
lower-alkyl is optionally substituted with hydroxy, halogen, lower-alkyl, lower-

alkoxy or fluoro-lower-alkyl; or

NR“R" is a heterocyclyl selected from the group consisting of morpholinyl,
thiomorpholinyl, 1,1-dioxo-thiomorpholinyl, piperidinyl, piperidin-2-one,
piperazin-2-one, §-oxa-3-aza-bicyclo[3.2.1]octyl, piperazinyl and pyrrolidinyl,
which heterocyclyl is optionally substituted with hydroxy-lower-alkyl or lower-
alkyl-carbonyl;

R'” and R'® independently from each other are hydrogen, lower-alkyl, hydroxy-lower-alkyl,

lower-alkoxy-lower-alkyl; or

NR''R' is morpholinyl;
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5 C(R8R9) or NR10, wherein R8, RO and Rl are as
defi ned above. In the conpounds as defined above, it

wo soopoefoezr red that R8 i s hydrogen. Preferably, PCRBP1086/068745

hydrogen. It is also preferred?2-that R10 is hydrogen.
Anot her, preferred enmbodi ment of the present invention

Refaad Rt wdepsmenthasomeachiationas hapeen. lomer dky, aetpalkyl, hydroxy-
phenylowRt- aﬁcyh@ﬂl@ﬁv@@ﬁ]léb dﬁ@v&%@-taﬁ@l fbrom the group

conS|st|ng of 10 pyridinyl, pyrazinyl,

pyri di nyl - 2-one, indazolyl,

1, 3- dNIR)P(RZQ)rs Iaeleﬂermydlazseleer%d@nm thk, g’Boup consisting of morphohnyl
\(qulhzﬂr% ohcf;I yl and ef 6%2%21{)1[:3(0 OZ[g 2y ]o& VVFIC%S eé?cyflall)é aptlonally
Wit h Suhsatuzeds‘ubkshydmemslos&@r elkUbS(sz,om t he group

consi sting of |ower- alkyl, hydroxy- |ower- alkyl,

aﬂdéglia‘?n%agé%ﬁfcaﬂ)aacg%dtablé OME ran@la:ﬁ@?é Ynerbi@! 0gen, S(02) R13,
R16 |n1dazo yl, pyrazolyl

tetragzol roI yl aIkoxY ich ;.
15 | liféézlfﬂdﬂ) Pguaéﬁ ‘?fofa l?i@ éF?CPf]\AngWPFF thde, Whefthh &' i

ploatst eptidaylly sMaﬁmmwﬁﬁ liallagéh Ri&roanch yRildkyab@easlkyl or CN, more
re%ergb(?l thabsgV rel rg( R1l is phenyl or a

h eroa EEF the group conS|st|ng of

pyrldlnyl pyrldlnyl 2 one, indazoly 3-

di hyd@dlﬁb@fﬁfﬁirﬁ‘?ch@z@m@dsei?é OSE, wh@rehylﬁzrlahycimmn Fortherepreferred

&ﬁﬂﬁ&dﬂ(@%ﬁ! ﬁﬁbs@%eﬁﬁﬂﬁq Rn9@oabry, |Still W & rﬁa@&yéon%ounds are those,

hetero s opt Q Substitute 52
NS uaﬁltygr%sf Q@saprfﬁ BiefCRBPGF BLHATE &?@sthqﬁang?f is hydrogen.
Ebugoondowkdreindkyhydrbgnagenlo pcéferl4 and NR15R16
wherein R14 R15 and R16 are as defi ned above. More
pr ef e%re%!r%brl% A O 1If_:|-a}1 2)2(? %zo y}(‘ri a¥e ﬂog sﬁtsltl?lﬂa& lethqilyllh a preferred
dnhy@in@nbeﬁthopmsciamve—nzonomes 5-yl,
1, 3-di hydro- |ndoI 2 one-5-yl, 1H Benzotriazol-5-y|,

1H—Ben ®2n1da 1Fprr|d|n 2-one- 4- yI

4- Fl uofo pheny trﬁflu hyI phen
1)&@9sz m dazo é - ben a SRﬂi CPH i de,
3-( 1rhde) phbnyl or

3- (\W<p#t hanesul f ona ﬂe) p m%ﬁ hhnother priefefr ed
enbod nt of the p esent,l vention refers to

conpo ds defi ned/ab wherein R11 is phenyl or
a het selﬁcte he1group consi sting of
2- 0x0- 2, ydRo- 1H i pdols pyri ni di n- 4- one,

furanyl, 'F. adlazo yI pMﬂazonI 30 isoxazol yl,
pyr|n1d|ne 2, 4- dlone benzooxazi n- 3- one, 1,4- dihydro
- benzooxazi ns2- one, indolyl, thiophenyl, oxazolyl,
BBeIEHO a 21 RS- apas defingd abwdl?r@fea@hly»&é& i n- 2- one,
pyrlda2|nyl qU|noxaI|nyI benzot hi azol yl ,

egzothladlazolyl hthyr|d|nyl C|nnolinyl, WO

063012 PCT/ EP é
R qui noxg|_i n% dlone and 1, 2-
dlhgd -|ndazol mz- “ONe, mhlch phenyl or heteroaryl

is op |onaIIyMSubst|tuted with 1 to 3 substituents
sel ected fromthe group consisting of hydroxy,

%Q@@R“aaab\%ﬂasa&m&mahlh%y, carb amoyl - | ower-
al koxy, cyano [ 3,4] oxadi azol - 2-one, oxadi azolyl,

triaz and i.soxazol ch pyrazolyl is
opt oﬁaf{wmose’étusgf REBRYR | vy -al byl “and whi ch

i soxazolyl is optionally substituted with Iomer-
al kyl .
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Preferably, Rl11 is phenyl or a heteroaryl selected
fromthe group consisting of pyridinyl,

wd 2®7dédoydr o- i ndol - 2- one, 1H benzi m dazolyl, PCT/EP2006/068745

3H—pyrinidin-4-one, 1H pyrazol3H, isoxazolyl and
benzo[ 1, 4] oxazin-3-one, which phenyl or
daryl is 10 optionally substituted with 1 to 3

sub tiN Y selected fromthe group consisting of
| oé~"al kyl , hydroxy, hal ogen and NRL5R16 wherein Rl4
and are as defined in claim1. Mre preferably,

R11 is 2-nethyl-3H pyrim di n-4-one,

whER! id SRR abdwvy! . 1H pyrazol -3-yl,
6- an no- pyri di n- 3- yI, 1 3- di hydro-in doI - one,

2- di n- 4-

2, 2 B S or b B2 X?Vrzﬁégf'r Hohehgiein Xis
GfR'ROL BRI, ox§,-wherdinliRA-Re-apikl R Prre e defliiey abRie2 Piegerably, Xis
%I@k@%ﬂ\lﬁyl WRHRE®, R, 1?‘0'396 é%%@{??d Mherein RI3 is

wer - are al 50 preferre er preferred
conpounds are those, wherein Rl4 is NRI9R20, wherein
R19 ahdthreomapendsssdefinagedhoxs diie praferpsy thai RFis hydigeen. Preferably,

RORPQUASH At B alsbgy‘iﬁerrw LR isRdroosn.| over - al kyl . 20
Anot her preferre enbodi ment of the present |nvent|on

ref er defi_.ned above, wherein and
Ri6 | e ERet PR AR B e s (S Gpltitinds as
adflnet abbmg\mhereai RS} lis pimnpbcmd hetdroavgt seleateld ftom Sfesroup consisting of

Ca}db@hgﬁwo?yrﬁﬁ%%@) oﬂydaz??g]f g,?)\é%%ﬁ!) l1:>éllzl|‘[111d%zol 2-one, 1,3-

flihgdiot ndo by 2-oup, keorisiagelylapddfenmorigérolyl.riwhich phenyl or heteroaryl is

Bﬁt’l(ﬁﬁﬁfl E’mltltd'ié’d with ljto Q'sﬁﬁ@ﬁﬁéﬂt@&%&h%dn@l’ﬂe grgup cons1st1n g of lower-
peri di ny| di n- 2- one perazi n- 2

Wk PRyl O“é'fﬁ&ﬂﬁ@fy flugrq- &waikym - Wetar uggeny NOR ", C(O)R™,
NL,| NRERY insidRad1y] phregblylweitrfizomi dyoyl, dr@l\llﬂfenylallolﬂéf al!kbxy, which

IR RSy ST o B Lo R ythesiR R R¥Gnd R are
tefwed-ahb¥ey| - car bonyl or | ower-al kyl -SQ2. O her
preferred conpounds are those, wherein NRL5R16 is a

het
19163?%%51%’12 & h| .ﬁﬁ gra fa@lg{&(;atl] g]]%(lgg(? ﬁ%%n&%?dd})gco(ﬂglstm g of
pmchazlomruilmé Rong 1141;1@@1@%@; 3- ﬂ)l/ydro benzimidazol-2-one, 1,3-dihydro-indol-

2 oheddny@iaodid, a%d@ehhhﬁée@oiﬁ ‘v@ﬁ&l ]%henyl or heteroargl is optionally
O ne and

rr.olidine-
bl wiP 3o Bt firist fet Eiegeyt gansisine of fuoro-lower-
olRYl mlagdnyce@uéf i UNBY RN, tnh ertRUXRE ot arahkgdfined above.
| ower - al kyl - car bonyl . O her preferred conpounds are

t hoseMo‘P@ﬁ{??éé Lan Biltﬁzbln?j—gf)?ﬁdﬁlﬁg - f—gggk—dm?o—indoli—one—

ot her are en or [ower-a

fot dkﬁodluhﬁ%o ban@nzmdm(bQMS P]CT/3EP2W¢I6#106‘817%SHC -5-yl51H-

B AohlzoR5 81 @ H-Beh AAARAACS yasHARL1dNed- ROV S, arF@uoro -phenyl, 3-

b oL b b DSl S i

echnoMy)- ploatst oed- I((Nlmethhlmﬁﬁlfelﬁdnkldxypﬂl@\yﬁr al kyI or
NR19R20 is a heterocyclyl selected fromthe group

consi gnl lﬂrgy]i)referrmar od1 nt oft u}beo }%lrg%re%t 1naer|{]t¥()(1hre er%to co>r/npounds as

heterocy I'soptionally s

gefingdabod, Mnbr-eg(ﬂ )is phvinyleorpr fetarpatyl gelecmgroanmdlmaumc@smtmg of
Adpooeiny elggﬁlf o5l ?gr GOTROUBAS LRy BRRGo MR HREDI
1soxazoly1 pyrlmldlne 2,4-dione, benzooxazin-3-one, 1,4-dihydro-benzooxazin-2-one,
indolyl, thiophenyl, oxazolyl, benzooxazin-2-one, 3,4-dihydro-quinazolin-2-one,

pyridazinyl, quinoxalinyl, benzothiazolyl, benzothiadiazolyl, naphthyridinyl, cinnolinyl,
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each other are (lower- alkyl) 2N lower- alkyl, p
yridin yl- lower- alkyl or cyan o-lower- alkyl; or

WORDIBRD121 s a heterocyclyl selected fromthe grOLIPP2006/068745

consisting of p eridinYl, p erBizinYl, ipip

g per azi n- 2-one, thIaZO|IdIn£_ t hi onor phol i nyl
Aglilgydrpicuinexehne dpAlig)eenchhé-dtygretinseol- 3_L@nan’dnch phenyl or

ﬁ&bﬂo@f 1sr81>|tt@h§1 m@ktﬁtﬁfdtddinﬂﬁl fo yhuboslmmeﬁts sBigked a6 Cth¥ loroup

i s optiopa u ro

tawe m%PE Jré’@@%&% DREPOR YT aﬁ%r&/‘r%ﬁﬁﬂ loyugr sy, cano,

Cias, bmkydlaﬁﬂ@afﬁ)yjkadleizbmrtﬂaza)llﬁ @M& isoRadoDmyWhictcyaamlyl is optionally

Pl?ﬁ) P ‘Xltéd YQXh z o ot 341']1<y? a]UIdn a%)%lgg(l Tis (F)){)tﬁgn%ﬁly Sl%%?lglﬁp(g \:)Jv{eltg Jower-

ﬂkﬂtsoners and mhlch are characterlsed by fornmula (1a)
RA RS RBRE NR/I R O R~015 (la) wherein R1,

R2,  RByetdidbly, 3! 1s%@en R%r @'ﬂ@e?%a‘?&l%el@@te&i gbhned AP @nsibthg of
part.icul ar,” pref erre conpounds are the conpaunds of

Pmchwl 1%1%@@%&@4%&0% r e zieidagnldsSRDyriRddR-raass 1H-
nf§5xaa51y1/\ﬁid JHDepRAl ARSALH 3 ahd, WhadCtith el rehetebdr§l is

?ﬁ%@“@ B RRER ﬁ%%w@is"ei&eﬁ?m FF §b{o sqnsting of ower-

tlkpskydeke bhlegerf arahNRhB ‘gnberpincRiiand Ri rge af defifiR) in daim 1.
{2- [3-(4-Methoxy-phenyl)- [ 1,2,4] oxadiazol -5-yl]

- Pi perjddd Prefer iy, R B@eﬁl@ﬁlxr 3ﬁt§5§ﬁlﬁaﬁr 4{dRk - Brdefnyl 4soxazol-3-y1, 1H-
[3 ( 4- Met hoxy- oxadi azol - 5-vyl

PYRERIT Y Pramiga- pylzglax%yletlﬁodewdr%@ﬁ%lo%m .2r9én9n25pyrldm 4-yl, 4H-
0édzo 1141347 G%Mlﬂ]%hzlﬁh&iﬁbﬂ B=yi1,B- 2N Ab@x@diedziofludroyphkenyl or 2-

eridin-1- - 2- phenoxy- propan-1-one,
Eﬁ?oﬁy'{)f“fg * Br onp- phenyl )

[1, 2, 4]oxad|azol 5-yl]-piperidin-1-yl}-2-phenoxy-
et haan&ra‘t(lR)R '2is(hydteyeein Sym phertioxy Ylefined fiBove, wherein R* is lower-

5 ey eh e 4;1011 leleaafl&’ée pkin RMR NRPR®,
B S e R et FuHon S MU{]

whetiejn. Rt BAG BN eire pRyefmed 2bqys) Qther Bhﬁé&ﬁ' ds are those, wherein

Raqgﬂmgphmggy phenyl)- [ 1,2,4] oxadiazol-5-yl]
-piperidin- 1-yl }-ethanone, (R -2-

( j lr_rNE E%Vfl pn%o? r%gné i]theogggﬁ%glila‘ant§lwefers to compounds as
defined above whereln R and R 1ndependently from each other are hydrogen, lower-
alkyl, lower-alkyl-carbonyl, lower-alkyl-SO,, lower-alkenyl-oxy-carbonyl or lower-alkyl-
NH-carbonyl; or NR“R" is a heterocyclyl selected from the group consisting of
morpholinyl, thiomorpholinyl, 1,1-dioxo-thiomorpholinyl, piperidinyl, piperidin-2-one,
piperazin-2-one, piperazinyl and pyrrolidinyl, which heterocyclyl is optionally substituted
with hydroxy-lower-alkyl or lower-alkyl-carbonyl. More preferably, R" and R'

independently from each other are hydrogen, lower-alkyl-carbonyl or lower-alkyl-SO».

Other preferred compounds are those, wherein NRPR"isa heterocyclyl selected
from the group consisting of 1,1-dioxo-isothiazolidinyl, pyrrolidin-2-one, imidazolidine-
2,4-dione, 2,4-dihydro[1,2,4]triazol-3-one, pyrrolidine-2,5-dione, azetidin-2-one and 1,3-
dihydro-imidazol-2-one, which heterocyclyl is optionally substituted with hydroxy-lower-
alkyl or lower-alkyl-carbonyl.

Other preferred compounds are those, wherein R'” and R'® independently from

each other are hydrogen or lower-alkyl; or NR''R'® is morpholinyl.



10

15

20

25

5 pi peridin-1-yl}-ethanone,
(R)-2-(3-Chl oro-phenoxy) -1- {2-[3-(4-net hoxy-phenyl)-]|

wd 2@74¢300xadi azol -5-yl] -piperidin- 1-yl}-ethaPOnEP2006/068745

(R) 2- (4- Fl uor o- phenoxy) 1- {25 3- (4- et hoxy- phenyl ) -

, 2, 4] oxadi azol -5-yl] -piperidin- 1-yl}-ethanone,
10 ( Rfurj_he{rg)rcffgnrghcqmwl@.s pheefifiel.apoye are gose, wherein R™ and R*
%@ﬁé@é@h Bodl dacPbRr hidi mfdﬂag)éh}1o&e1p£1ﬁﬁoegmoaﬁ<tyh ﬁg%§y—lower alkyl

I NG T R

{ole)y pHblih§t off plyrfoid RIVE Ravghr laélﬁbyj/c)yl i @ﬁ{ofh ﬁillylﬁllbgtydu}ed-wﬁh hydroxy or
2 4 i R .2
ElOXV e}”:‘|ah<8?§&%%enorey8re%ig}bh[ %{59 a("% pyrr% %’d O?gn;\{n_ F 1( 2) 4]

oxadi azol -5-yl) -piperidin- |-yl] - ethanone

(R) - 30fl8r pref@rpedrtrampnupda et thpye, pheysin Rj nnckRyol indgpengently from

%ﬁ@t@é%e gowér}al\]?@}?fr}glolgﬁvgﬁﬁ 1, F’%‘i(ﬂ)ﬂzl loet-8lkyl #Qyano-lower-alkyl; or

&%& a? 8l he‘@r%w%ie]&éﬁefi é‘ioﬁn @eﬁr?umw@ﬁ@%& of RipgriHpyepiperazinyl,
pigkratin-{-3ne [tBra(zéﬂrdﬂhﬁI tﬁrc@ﬂi@@hb]}nyl[l 3,8 2sidda-spiro[4,5]decane-2,4-dione

% rf:éatdl a%?gh?a[léynf p(llééo &ﬁlg%'éd Q,ggg{ {17 ts:roﬁf E}‘éﬁ O&%{WHEHX/?I]]%Stlm ed with

hydoxy, loxadillagz-o( O3 y)lv&}er-}aﬁqyk éves ullfyboatbod, carboxy, carbamoyl, lower-
1,2,4
oxadggggﬁa@&%ﬁyl6hgéﬂqgmﬁﬁﬁﬁa ?“%px gﬁ ne, 25]

(R -1-(2-{3-[4- (Mrpholine-4-sul fonyl)- phenyl] [1,2
oxadi BEHITey- cyn}Pot}né%?ﬁ fgrraule. () as dofinggibaus e dh prgnvhish e
{sBheds-anfidvhith3are @hAattbaed tRfoinsila( Ry yl ) - [ 1, 2, 4]

oxadi azol -5-yl] -piperidin-1-yl}-2-phenoxy- ethanone,
(R-1- {2- [3 (3- Hydr oxynget hyhsphenyl ) -[ 1, 2, 4]

oxadi azol - 5-yl ] -piper| gl I} 2- phenoxy 30

et hanone, (R) - 6-{5- [AHZ<Phenexi? acet yl)
-piperidin-2-yl]-[1, 2, 4] oxadi azol -3-yl}-nicotinic
acid allyl ester, (R - NT2“ d7 3-

(4-1mdazol -1-yl-phenyl) -1'[ 1,2,4] oxadiazol-5-yl]

- pi peridin-1-yl}-2-pRego et hanone, 35

(R) -N- Methyl -4-{5-[1-(2- phen@&y-acetyl)-piperidin-2-y|
1-[1,2,4] oxadi azol -3-yl}- benzenesul fonani de, (R) -1-
{2- [ 3- (6-MorpholiR4-yl-pyri di n-3-y|% - [ 1,2, 4]
oxadi azol -5-yl] -piperidin- |-yl}-2- p xy- et hanone,
(R) -2-Phenoxy-1- {2- [ 3-

(Aedeld R, vOrEmRt RANESRT £y hrepR@1BNAdd abole. 1, 2, 4]
oxadi azol -5-yl] WD 2007/ 063012 PCT/ EP2006/ 068745

In particular, preferred compounds are the compounds of formula (I) described in

the examples as individual compounds as well as pharmaceutically acceptable salts as well

as pharmaceutically acceptable esters thereof.

Preferred compounds of formula (I) are those selected from the group consisting of:
(R)-1-{2-[3-(4-Methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-
ethanone,

(R)-3-(2-{2-[3-(4-Methoxy-phenyl)[1,2,4]oxadiazol-5-yl]-piperidin- 1-yl }-2-oxo-ethoxy)
benzonitrile,

(R)-1-{2-[3-(4-Methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-
propan-1-one,

(R)-1-{2-[3-(4-Bromo-phenyl) [1,2,4]oxadiazol-5-yl]-piperidin-1-yl}-2-phenoxy-
ethanone,

(R)-2-(4-Hydroxy-phenoxy)-1-{2-[3-(4-methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-
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35

- 17 piperidin- 1-yl}-ethanone, (R)-2-Phenoxy-1- {2-
[3-(4-trifluoronethyl-phenyl)- [ 1,2, 4]

wo@xadioesool - 5-yl] -piperidin- |-yl}- ethanone, P®/ER2006/068745

{2- [3-(4-Chloro-phenyl)- [ 1,154] oxadi azol -5-yl]
|per|d|n 1-yl }-2-phenoxy- 5 ethanone, (R)-N-(4-15-
P@ﬂPJHPh§H6%Vm@€@tyI) piperidin-2-yl] - [ 1,2, 4]

(ﬂ@h'lor% pﬁe}lmZy) i Lj Whﬁ:ﬂﬁix@)@}reﬁﬁlﬂy b @&@Ia@@l‘-ﬁ‘jﬁ] -piperidin-
g&a - ('3- Met hanesul fonyl - phenyl ) - [ 4]

d?é?5165 yl] plperldln | -yl }-2- phenoxy- ethanone
(®)- 2 Ré%lyd{@eyh&ﬂ(ﬂ—plkibhdﬂ%}b—ﬁ{imﬂ% §401;1|aﬁﬁ>|xy4phel[1y1)]:[ IrZ]2,4]oxadiazol—5—yl]—
z i peridin-1-y phenoxy- et hanone
E&EHH@,P%Ewﬁ%%k g Met hoxy- 3-ni tro- phenyl ) - 1, 2, 4]
adt( &L dilors-phichoxyi b éd- [ﬁ(%mth}p@nYMéﬁd&Wtahaln%ﬁﬁ piperidin-
( ) ahggnﬁydroxy ethyl) -4- {5-

henoxy ac er|d|n 2
(—B()a%n( -ﬂj}org phfgovb/ @n@gmop% gﬁﬁlﬂb—[ 24]oxad1azol 5-yl]-piperidin-
() -Ah{mbet hoxy- et hyl ) - N-net hyl -4- 15- [

P I B—

¢Ryndel- Di met hyl - 4- 15-

L& SRR AR Bt b At 112
lRwDNMNﬂBm@ﬂ%yI 4-{5-[ 1- ( 2- phenoxy-acetyl ) - pi peri di n-2

é Il{ [L(%pﬂ&n&esa&h@goﬁlp&qdah}z y@qmae@@%ia @pﬁtm}de

phol i n-4-yl pyrl [
I%£W?“E&gﬂ?%20| 5- yI] plper|d|n -yl }- 2

phepoxFheirbahenexy)(1R)2- B- ﬂamMyyl-J[-LzA] oxadiazol-5-yl)-piperidin-1-yl]-
%ﬁ 3- (3 4,5, 6-tetrahydro-2H|
|pyr|d|nyl 4'-yl)-[ 1,2,4] oxadiazol-5- 25
9R)]—3-ﬁ5 1 &1(2-dIhpa dxyydcetybt pmcmxh'eﬂ— YIR( 1 ZAﬂlbv@d@xyL 3-y4}-Hepzoic acid methyl
L3 (2 thlonnrpholln 4-yl - pyrldln 4-yl)- [ 1,2, 4]
oxadi azol - peri din-1- % ethanone

{Bz> 11{%I%J)23ﬁ1 prﬁheamh)ﬁélﬁ;maéiaﬁokt yiljpipgridin4- lgi] 2- phenoxy ethanone,
difaz ol 4 NimblphreRYIPL 20 Sradlazy¥fl 3-yB=pipi AN Yyl f0LMRAGBsethanone,
%32{5'{[ 5 R-PhenoprashblyRiBed §1y Yibilhert anediazoldplip 1, 2, 4
bmﬂﬂmﬁﬂbbnﬁhmb} pyri di ne-2- carboxylic acid ethyl
t . o
PR ERnsh R ity )3 gyl Sypperidin-y)-gjpanone,
d?()a&(%rz{bi[%l\@ﬂr}hqiu}@e‘lf pulfanyD-phenyl] 21 gHémedpzel haliemperidin- 1-yl)-2-

]ﬁ%ox etHafiond, 3- (2- 1 m dazol - 1- yI pyrldln 4-yl)- [
oxad|azol pi perid

yl 35
ﬂ?‘})eiffé 346NAstBove- pyrldlgl 3- yD-[1,2 4]oxad1azol ; yl]- plperldln 1-yl}-2-phenoxy-
ethanone,

(R)-1-{2-[3-(3-Hydroxymethyl-phenyl)-[ 1,2,4]oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

(R)-6-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-nicotinic acid allyl
ester,

(R)-1-{2-[3-(4-Imidazol-1-yl-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-
ethanone,

(R)-N-Methyl-4- {5-[ 1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-
benzenesulfonamide,

(R)-1-{2-[3-(6-Morpholin-4-yl-pyridin-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }- 2-
phenoxy-ethanone,

(R)-2-Phenoxy- 1-{2-[ 3-(4-trifluoromethanesulfonyl-phenyl)-[ 1,2,4] oxadiazol-5-yl] -
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(R -1-(3- {5- [1-(2-Phenoxy-acetyl)-piperidin-2-yl] -
[ 1,2,4] oxadiazol -3-yl}-phenyl)- piperidin-2-one,

wa@ Ro7063022 {3- [4-(3H I m dazol -4-yl)-phenyl] -PET/EPR)EP68745

oxadi azol - 5-yl } - pi peri di n-1-yw )7--2- phenoxy- et hanone,
WD 2007/ 063012 PCT/ EP2006/ 068745 - 18 (R)-1-(2- {3-
piperidinpeHyathanengazol - 1-yl)-phenyl] - [ 1,2, 4]

2lipRZ0d xySt-Y1-}3-pd- ﬁeﬂm&lbﬁetﬂyi Yhoryl 2F IPhERAIia A BIPPBeridin- 1-y1}-

@1 2- Phenoxy 1- {2-
TP %yrazol -1-yl -pyridin-4-yl)- [ 1,2,4]

Xath{2d (45 hdrp-phen pie+(il Riddetadiagbl-5-6t] k}&pﬁrman 15y1}-2-phenoxy-
&E (5 {5-[1-(2-Phenoxy- acetyl) plper|d|n 2-yl]-11,2
oxadi azol - 3- yl}-pyridin-2-yl)- per azi n- 2- one,

(RQ)N2(4PI§eHo()2yPh_eany a¢gyl) pape(idi- Ee’d]r %12234]053@1&2)0113%}1% ]
frlf{uo;@I%et‘ﬂ]y;ﬁB@i\ \)a%&Blanmdd/! } - pi peridin-1- yl)-ethanone,

d I
Ain S S5 Snenai PR Lo aryl-ingridin- 1-y1)-2-
pﬁé}@@p@a}amﬁa 1- {2- [_Sd_(lH-IndazoI ﬁ yl)- [ 1,2,4]

-B- - pi.perj di n-1- ne,
URREERIERT AR L S DR 21 %wi?wﬁ SRR T phenony
&h2netle, oxadi azol -5-yl] -piperidin- |-yl}-2-

(R By ey 2 °5‘%?%ﬂ1'n5:>§1'ﬁlﬁefiﬁ'f'kyh}jz'
phengixsedlangng| } - 1, 3- di hydro i ndol - 2-one, (R)-5-15-
{ xadiaz
e A RSt 2 4 2
egzen{:%ﬂ OP?Lde’ Phenoxy acetyl) - pi peri di n- 2- yI] -
GR)2N4(]2 Mo ehdix gz yi)3Nyrh g th - ${ﬂ4[hxmp<he1:1mw) cetyI@Op@elﬁxnﬁ 2-yl]-
7Qtria
E)IR%% Oé(a%%zq% 3[{7)1 %elbzeB%S}l 1flzyl }- 2yphenoxy et hanone
(RN, NDlﬁ@thYH 3- (KIS (Bemmpm deerdl-ppeyitiin-2{y1] 1,12, Apxadiazol-3-yl}-
géﬁgﬁe%%ﬁa%ii}ﬁu - pi peridin-1-yl}-2-phenoxy- ethanone,
2 ;
(3Ry NN -Dethgl-4-63-( 1 (3-phpesy-achiyOnpiPedn i nylieL {2y ppeiaaplnd-yl)-
Bervtbdeshifdnatmidd, oxadi azol -5-yl}- piperidin-

@yg{%ié%i@ ﬁgflgn )}Z Egglgm( éR‘)YH'\El ?yﬁl]]oita(tlanlé 32 -piperidin- 1-yl}-2-

pk@ﬂm&zdianangll }-pyridin-2-yl)- acetamde, (R -1- {2-

é@ é %h?ﬁ Xy5 gﬂs e '5 & Qrdn iy yzlf& [ %g‘%ﬂé‘lﬁ@;&ﬂ-ggl) [1,24]oxadiazol-5-
1-yl}- ethanone

(R) 2- Phenoxy 1-{2-[3-(2-thiomorpholin-4-yl-pyridin-4-yl)-[ 1,2,4]oxadiazol-5-yl]-

piperidin- 1-yl }-ethanone,

(R)-1-{2-[3-(2-Diethylamino-pyridin-4-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }- 2-

phenoxy-ethanone,

(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-

carboxylic acid ethyl ester,

(R)-1-(2-{3-[6-(4- Acetyl-piperazin-1-yl)-pyridin-3-yl]-[ 1,2,4] oxadiazol-5-yl }-piperidin- 1-

yD)-2-phenoxy-ethanone,

(R)-1-{2-[3-(2-Imidazol-1-yl-pyridin-4-yl)-[ 1,2,4]oxadiazol-5-yl]-piperidin- 1-yl }-2-

phenoxy-ethanone,

(R)-1-(3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-phenyl)-

piperidin-2-one,

(R)-1-(2-{3-[4-(3H-Imidazol-4-yl)-phenyl]-[1,2,4] oxadiazol-5-yl }-piperidin- 1-yl)-2-

phenoxy-ethanone,
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(R -5-{5-[1-(2- Phenoxy-acetyl)
-piperidin-2-yl]-[1,2,4] oxadiazol-3-yl}-nicotinic

wa@edodoetony! ester, (R)-4- {5- PCT/EP2006/068745

[ 4- (2 Phenoxy acetyl) nDrphollh&B yI] - [ 1,2,4]

oxadi azo di n-2- on
RQ)I—@Z {{@.[ﬁiZ(%\éctb Q@,z‘ohéestl&pl}enyl] [1, 2 ,/4]oxadiazol-5-yl}-piperidin- 1-yl)-
@ﬁdﬁydétﬂar?o'tw 1-[1,2,4]

?Ié ? %Eli&l)%ﬁyll ﬁzb %{L p aré(l)lg yl pyrlcij in-4- y1§ R% 2%]oxa81azéy5 yll] -piperidin-1-

yljdedmabnd- yl ) - pi peri di n- 1-yl ] ethanone (R -1- {2- [

ER)—&— 5— —g ?—3?—%%415%;%%@8’% n&B%!Jl&lP}zzgh [ %}%(aé/ﬂaé ﬁ/J npeyrldln -2-y)-

pﬁ&nunl2pae 5- (3, 4-Di net hoxy- phenyl) -2H [ 1,2, 4]

| y
1t A AR

yl>-ethagong,3 4- pj chl or o- phenyl ) 2H— [ 1 2 4]
tR)- Mm[33imllhdamg%ﬂ) fi,n4]dxadfibtol S- ylﬂ)l[’pq%ﬁ@&yﬂ}m}aﬂ@ﬁamxy
ﬁ% {2- [5-(4-Fluoro-phenyl)-2H
%ﬁ%ﬁ 3-yl] -piperidin-1-yl}-2-phenoxy- 5 ethanone,
() +-22-Phis hidxinddzol-f2y)) - 62,0 Boxhdinfd foylpmitehiyin-phehgphety-
?ﬁ (%14] trlazol 3-yl] plperldln | - yI} ethanone
henyl )

g ﬁ% 4- Met hoxy- éh% L
B 541 3-34-Hlyorog-yidhuiogemet ylypl}mzl)p{ii %ﬂdl@p anybingiperidn- 1-yl}-2-
ﬁﬁgugygan%gnés NltLo phenyl)-2H1[1, 2,4]triazol-3-yl]-p

eridin eno
OB phebo RS Ron ke IS 2 A ensdiogol b plnkd hsgro-indor-
24htriazol -3-yl }-benzoic acid nethyl ester, (R)-1-
i S R S50 e
Renghamdazoletdramone, (R)- 6- -
gR)(g ég :??g@%ﬁéf&é e}ég?ypgﬂ)d@&‘idlﬂ Cg(;?/l?'[%b]ﬂo;ga'aliaz[)l §"yﬁ 14i dihydro-indol-
23np3- (4- Met hoxy- phenyl )-[ 1,2, 4] oxadi azol -5-yl]

I@DI-F{E-?BJ(E‘H“B%%M&Z&@S}I?){YQ 4?@))'(11@[11‘28195 ﬁ%lﬂerldm 1-yl1}-2-phenoxy-
3- (4- Met hanesul f onyl - phenyl) 5
d41"™%zol -5-yl] -norpholin-4-yl}- 2 phenoxy et hanone,

@R)-{-82-[ 41 H{BenRbiar dxpl-do)- 1, 4Toxadiphod! 5- yi}«’pigeh}hm[l yl}-2-phenoxy-
g %l oxadi azol - 3-yl } - benzenesul f onam de, -(3
B 1, 1- Di oxo-t hi onorphol i n-4-yl)-pyridin-3-yl] -]
(]_R)21 -43- {b—)[é-(ﬂil,ézlbllox@.ﬂyap}rwrphohn 4-yl)-pyridin-3-yl]-[1,2,4] oxadiazol-5-yl }-

R’@Eﬁ&%‘lm“z gllléno%#éﬁﬁﬁeffé’ et hanone 25

acetyl) ?hol X %
g(l%)dNa(élo 15-[3- 42 Phenoiy- aq:eﬁyl?_pmejldm 2-y1]-[1,2,4] oxadiazol yl}- pyr1d1n 2-yl)-

acetamide,

(R)-1-{2-[3-(6-Benzyloxy-pyridin-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-nicotinic acid ethyl
ester,

(R)-4-{5-[4-(2-Phenoxy-acetyl)-morpholin-3-yl]-[1,2,4]oxadiazol-3-yl }- 1H-pyridin-2-
one,

(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }- 1H-pyridin-2-one,
(R)-2-Phenoxy-1-[2-(5-phenyl-2H-[1,2,4]triazol-3-yl)-piperidin- 1-yl]-ethanone,
(R)-1-{2-[5-(4-Methanesulfonyl-phenyl)-2H-[1,2,4] triazol-3-yl]-piperidin-1-yl }-2-
phenoxy-ethanone,

(R)-1-{2-[5-(3,4-Dimethoxy-phenyl)-2H-[ 1,2,4] triazol-3-yl] - piperidin- 1-yl }-2-phenoxy-
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acetam de, 1- {3- [5-(4-Methanesulfonyl-phenyl)-2H [
1,2,4] triazol-3-yl] -norpholin-4-yl}-2-phenoxy-

we@tdvaneoe 2- Phenoxy- |- {3- PCT/EP2006/068745

[5-(3-trifluoromnethyl-phenyl)-BH [ 1,2, 4]
trlazol 3-yl] -norpholin-4-yl}- 30 ethanone, (R) -4-
eth ampw (2- Phenoxy-acetyl)-norpholin-3-yl] -] 2, 4]

sﬂsalykc]}lro R M=[22,A88z03-y1 din-1-yl}-2-
@%Fﬁz% (thh%xy enf%? [[1 £q4]zgxagﬂg?g?llnyl }

PWEFi n- 4- yI} 2- phenoxy- et hanone, 35 1-
(B-1 32<[a—<mdm-qmahymaﬂ Fiphélniaol B-y1)-Ripéiidin-1-yl}-2-phenoxy-
%> zoI 5-yl] -thionorpholin-4-yl}-2-
enoxy- et hanone, 4- ' S
(- P PhemoBhbRb Ry ( Bosuarpmethivbabepholiril 4 ifazol: 3.4/ ingridin- 1
égqbﬁggé 3-yl}- benzenesulfonan1de 2- Phenoxy-
r|d|n 4-y
b&>aa1{ i61( @*4 hy X}fhlil r?&MilMJmanﬁ YR tHRER s, |- Xp2-phenoxy-
200df63012 PCT/EP2006/068745 -20 1-

ey Lﬁ% SR E%%LL&%‘%PW@?@@%%?"' 11 benony-

¢tRalhrenoxy- acetyl ) -piperazin-2-yl] - 1,2, 4]

?i) ? r{né‘ é?égﬁjh)i(h%ﬁyp%%éygdﬁﬁgfjﬁﬁh)z) Yl] qfﬁﬁﬁghﬂ?am} -3- ){l}zbellzo:lgc acid

ool el - 5-yl ] - pi perazin-1-yl }-2- phenoxy- 5
gl)hﬂg@f[‘?—’(ﬂﬁl%r@ﬁ@rﬁwor&netil@l phenyl% 2H- [1 2, 4E trlazol 3- ill] piperidin-1-yl}-

oxy-acetyl)-piperazin
i@>?%@ﬁ?ﬂ§“9ﬁ} benzenesulfonan1de N N-D nethyl

(- 6{{1'[iliﬂ*heﬂ@éyyaca@ﬁtp’lbérlchhm%ﬂﬂwf22 ¥ thiazol{3-yl}- 2,34d1hydr o-indol-
ﬁgdlazol -yl }- benzenesul f onam de, 10
5- [ 1- (2- Phenoxy- acetyl ) - pi perazin-2-yl]-[1, 2, 4] oxad
i1-d234B~(3-Methoke pran®siil 3 doandigm]-5- }1]-—n1{02ph011n 4-yi}-2-phenoxy-
&ﬁaﬁékpbthanesulfonyl phenyl)- [ 1,2, 4]
oxadi azol perazi n-1- enoxy- et hanone

?{{?”HéﬁéNethF‘nes%‘liOI(%-Pbylﬂl)ﬂhzﬁi/%;qadlafoljé 9] 41}0rphohn 4- yl} 5-phenoxy-
exagbzol -5-yl ) -pi perazin- |-yl] -ethanone,

hi h d I-
AL R N -
[1—23({3—[65(&Jldﬁ)ma—thiomc[rp]iolih 4{y1) -pyridin-3-yl]-[1,2,4]oxadiazol-5-yl }-

I th ,
e A
Nx@ﬂd{SaEb(Z Bhgrioky-prgigh anzwnthmyB]yl} Bk, hdlvoeadiazal-3-yl}-pyridin-2-yl)-

(Zrdgdold-Ntro phenyi)-[ 1,2,4) oxadi szol S-yI]
|pera2| enox&ﬁetha

H3([é (W%QWB§§?I}%PH¢@¥13/ [12 /ﬂtlzaz& 3@&13@10%111154 yi}j2-phenoxy-
ethhip&ieazi n- 1-yl } - 2- phenoxy- 20 ethanone

2-Phenoxy-1-{3-[5-(3-trifluoromethyl-phenyl)-2H-[1,2,4] triazol-3-yl]-morpholin-4-yl }-
ethanone,

(R)-4-{5-[4-(2-Phenoxy-acetyl)-morpholin-3-yl]-[1,2,4]oxadiazol-3-yl }- 1H-pyridin-2-
one,

1-{3-[3-(4-Methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-thiomorpholin-4-yl }-2-phenoxy-
ethanone,

1-{3-[3-(4-Methanesulfonyl-phenyl)-[ 1,2,4] oxadiazol-5-yl]-thiomorpholin-4-yl }-2-
phenoxy-ethanone,

4-{5-[4-(2-Phenoxy-acetyl)-thiomorpholin-3-yl]-[ 1,2,4] oxadiazol-3-yl }-
benzenesulfonamide,

2-Phenoxy-1-[3-(3-pyridin-4-yl-[1,2,4]oxadiazol-5-yl)-thiomorpholin-4-yl]-ethanone,
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1- {2- [3-(6-Mrrpholin-4-yl-pyridin-3-yl)- [ 1,2,4]
oxadi azol -5-yl] -piperazin- |-yl}-2- phenoxy-ethanone,

WA 2007R6301B- ( 6- Mor phol i n-4-yl -pyridin-3-yl)- [ BCRER006/068745

oxadi azol -5-yl] -piperazin- |-3d-}-2- phenoxy ethanone

25 1- %2-1g3- (S-Fydrox met hyl - phenyl ) - L

&xad Pd ZdYletgoyy-phemyipldraZlionadiazpl-p-yil- Blpéwés@yl ygt%a Gipgy-ethanone,

= B-[1-&- Pl‘ﬂerllax?iabét&l@-lﬁﬁk@azmh@%ﬂj} t2 h]h adiaAdl-3- ylf}1 pyridin-2-yl)-
oxadlazol I pi perazin- 1-yl phenoxy- anone,

B3 [ 4- (Mor phol i ne- 4- sulfonyl) phenyl] - [ 1,2, 4]
d}){a{lBadem(ﬂi&zyl 1-ybippediazd-gb - [[1;2y4] pxadiaz8D5-yl] - plperazin—1—y1}—2—phenoxy—

%ﬂlggﬁ%-ethanone, N- Met hyl -4- 15- |
- (2- phenoxy-acetyl) - pi per azi n- 2- yeg 2 4

dixdadPiathyl-4-454 1} 2- pheneenesyDf pipenat i yﬂb[(@ 1azol-3-yl}-

BeVrefdsiblamite et hyl - 4- {5- [

enoxy- acet yl i perazin-2-y
Ni%&d?lgﬁwléy Pril- @éﬁ%ﬁ@gévga?%hamea@m %wlhtl 2 Ffoxhdiazol 341}
béhrbdes(Bordmhide 0- phenyl ) -[ 1, 2, 4] oxadi azol - 5-yl ]

-pLper.azin-1-yl}-2-phenoxy;e opne, ,.N-(4-15- .
SRSk PR SN0 S5 43 egpencutonamice
oxXad Baéd‘ifletﬁalyés}llfﬁﬂﬂ-rphélh)ﬂbf bt dxylliazqitienly-p)peaait-dryl H2 phenoxy-
Snbimodel- (2- Phenoxy acetyl) - pi perazi n- 2- yI] [ 1,2, 4]
oxad|a20l benzoic acid allyl este 1-

§-Phpgoxysl- W%@ymgmrﬁ-yk b]_,%)ﬁh)p@qh)lqu Sj_ylzpzqerazm 1-yl]-ethanone,

L

I RS PSP A s
eBaNANC 4. Mot h oxy-3-nitro phenyl) [ 1,2, 4]

Mdn@@Ol {5(3’ k)%rréihgl-p(yr piz2 Mtokadihgol 2~ ih@ipexasin -etyilagthmeone,
Pg{a (gl?)]ymdlgI gf]g %]Of%%&f;) )BL 8Wgrdznl % yl]-ethanone,

é{{h—a{ﬁdﬁé\lltr@ [Fheng]r)d-l,&él{] 6xa[d1a,z()]251yﬁempmymadeyl)}ﬂ}phenoxy ethanone,
1R2ﬁ§f(8§v1&h8xy le;rrl(iln]% %1) il 291;&%&%91' 5- §g>c/ﬂ %er??ﬁ] 210416 28HefH oxy-

este Phenoxy
etbalp@eazm 2-yl] -1 1,2, 4]
Mt@QquMoMllﬁl wrpyéﬂdn%%d)cplrmybxhdn@zolgcyl}ipﬁiemﬂn 1-y1}-2-
er
heraks N90%:2-[ 3- (4- pi peridin-1-yl -phenyl)-[1, 2, 4] oxa
dj-l{22[64(65\4yﬂp]hohnpley1q2yirirdirﬂ=355ﬂ)}El,hﬂ]mamdiﬁlml—ﬂyl]-{)ﬁ)era[zirﬁ-l—yl}—z

Ql i henyl ) - 1, 2, 4] oxadi azol - I
éﬁ%ﬁ@¥gﬁmn0€ 2p he%oiy gthanoné 1-(2- {3- [y !

@2{2%{(ﬁﬂydrmmbjd p_‘h.eyyl) [l,ﬁwéwld]azo]fS yllpipgrazin-1-yl}-2-phenoxy-

axgsbpzol - 5- yl } pl perazin-1-yl) -2- 15
?henoxy et ha
{2-[3-(4 Dlethylamlno phenyl)-[1,2,4]oxadiazol-5-yl]-piperazin- 1-yl }-2-phenoxy-

ethanone,

1-(2-{3-[4-(Morpholine-4-sulfonyl)-phenyl]-[ 1,2,4]oxadiazol-5-yl }-piperazin-1-yl)-2-
phenoxy-ethanone,

N-Methyl-4-{5-[1-(2-phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-
benzenesulfonamide,

N-(2-Methoxy-ethyl)-N-methyl-4-{5-[ 1-(2-phenoxy-acetyl)-piperazin-2-yl]-
[1,2,4]oxadiazol-3-yl}-benzenesulfonamide,

1-{2-[3-(4-Chloro-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }-2-phenoxy-ethanone,
N-(4-{5-[1-(2-Phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-2-trifluoromethyl-
phenyl)-acetamide,

4-{5-[1-(2-Phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-benzoic acid allyl ester,
1-{2-[3-(4-Methyl-3-nitro-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }-2-phenoxy-
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1-(2- {3- [4-(3H I mdazol-4-yl)-phenyl] -[ 1, 2,4]
oxadi azol - 5-yl } - pi perazi n-1-yl ) - 2- phenoxy- et hanone,

wa2@3063052 [ 1- (2- Phenoxy-acetyl) -piperazin-PeyEP200§/068745

1, 2, 4] oxadiazol -3-yl }-pyridi+2i2-yl) -

pi perazi n-2-one, 20 1- {2- [ 3-

¢banfcdazol - 1-yl -pyridin-3-yl) - [ 1,2, 4]

MQQBQZIMB@O)& B-mitPb pBERA} -t l—4}’dx]adlazcﬂtﬁe§‘lq»@(per@im%@r%phenoxy—
{3- [6-(4-Acetyl-piperazin-1-yl)-pyridin-3-yl]

110112: 4] oxadi azol - 5-yl } - pi perazin-1-yl) -
2—{M§4’(ééthertohfalnﬂrtepha}thElrm‘)k}pXﬂdlazol 5-yl]-piperazin-1-yl}-2-phenoxy-
étﬁ 1[163}1(4 pyrrol 1-yl-phenyl)-[ 1,2,4] oxadiazol -5- yI]

|peraZ| n-1- %}@%5 et hanone, 2-Phenoxy-1- {2- [

@ﬂuqrpfél Lfoﬂoﬁ%t) S@peftmlﬁr;pllpemzerm?lh)l] -[1,2.4loxadiaol-3- yl} benzoic acid

ag,q -5-yl] p| pera2| n- 1- yI} et hanone 1-

i di
%siédﬂﬁzﬂhesow Seclshi Bet b1y 2 iealb g kit carboxyic

88d ethyl ester,

B et BB RIR L Sttt 1

¢tRanone,
ENLAET azolﬁ%hg;lﬁ%ﬁﬁ%hb&dﬁz&l YNNI 5 drenony

qthgmqney - phenoxy et hanone, (R)-1- -
[-32(8- [h/f&h@éﬁﬁypﬁfﬁlagidit 1371} bhengg] i, ?4]4)]5(&952‘(‘)@5%49'@113@1‘3&11}] 1-y1)-2-

1? azi phenoxy et hanone
Ben(oéyﬁé‘raﬁﬁ’&‘?ln4y yr|d|n3yl)-[124]
0x24B-429BHSyildhzol i e pagi yit- [l Y 4 foxdiajoE A X pipetdzain 0438 2-phenoxy-
é 21 I\I-(4 {5- [ 1-(2- Phenoxy acetyl)-pi perazin-2-yl]

05 41 oxadi azol - 3- yl}-2
#(Pf{p dd)f(@rIﬁIGh Xy mere_yﬂ])ypl))emm 2yl dé,2, AxRra]-668PRZidin-2-yl)-

?l gfzggﬁé068745 -22 (R- 1- {2-
E a/ 3-nitro-phe l)-‘h 1, 2, 4] oxadi azol - %2]
ppéradmidagol i yl- 2%@@%&5=[1& amﬁ@ -§-mll-piperagip=1-yI

tBafdtreMet hyl - 3-nitro-phenyl)- [ 1,2,4] oxadiazol -5-yl]

RGBS Ak bl R Yangh PRUPP o aPonaginag s sbimipsgpin- 1-9)-

2-phyhdxypitharomzj n- | -yl } - 2- phenoxy- et hanone, (R)-1-(2-

h i L d-vl)-
%;%aifﬁzéf‘ﬁ%{i§%<?-?§"’#8%?-3¥Pfﬁ?fpxﬁ5?§%y Ggradidnd P oo
n 2 3
h@h@:&@y dAroxy. @Qﬁﬂﬁor@ﬁfef&hkgﬂlf@n}l M ehy B 204 Bxadtiathl- 5yl piperazin-

oxadi azol
b1YHe"|"t FIWE] -yl ) - 2- phenoxy et hanone,
1-{2-[3-(2-Morpholin-4-yl-pyridin-4-yl)-[ 1,2,4] oxadiazol-5-yl]-piperazin-1-yl }-2-

phenoxy-ethanone,

phenoxy-

2-Phenoxy- 1-{2-[3-(2-thiomorpholin-4-yl-pyridin-4-yl)-[ 1,2,4] oxadiazol-5-yl]-piperazin-
1-yl}-ethanone,

1-(2-{3-[6-(3-Hydroxymethyl-pyrrolidin- 1-yl)-pyridin-3-yl]-[ 1,2,4] oxadiazol-5-yl }-
piperazin- 1-yl)-2-phenoxy-ethanone,

(R)-1-{2-[3-(6-Methoxy-pyridin-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }-2-phenoxy-
ethanone,

(R)-1-{2-[3-(6-Morpholin-4-yl-pyridin-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }-2-
phenoxy-ethanone,

(R)-N-(4-{5-[1-(2-Phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4] oxadiazol-3-yl }- 2-

trifluoromethyl-phenyl)-acetamide,
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(R-1-(2- {3-
[6- (4-Acetyl -pi perazin-1-yl)-pyridin-3-yl] -[ 1,2, 4]

wozadiesood - 5-yl } - pi perazin-1- yl)-2-phenoxy- et PEITBPENG6/068745

(R -N-(3- {5- [ 1- (2 Phenoxy—HcetyI) pi perazin-2-yl]

-1 1,2, 4] oxadi azol 1;1/ X - .acet am de
)d}—d%-}ﬁﬁ—éfhl\é@hyll%nltro p enyl) [1 2,4]oxadiazol-5-yl]-piperazin- 1-yl}-2- phenoxy—

E&tfdndne] 2- [ 3- (1H-Benzoi m dazol -5-yl ) -[ 1, 2, 4] oxadi azol -

f%i—1—1291%Z%—%%tﬁﬁégéitio's%@q%)r;‘yﬁ?ﬁ%@]@?%@%;g;%%{;fega;i:nyi]-zyn-z-phenoxy-

ethapareazi n- 1-yl } - 2- phenoxy- et hanone, (R)-1- {2-

R L Mg gty P 5 BB et k>
piRnoxgethaBong, 1- ( 2- Phenoxy- acetyl ) - pi perazin-2-yl] -
éR)Zl - {@E@QBﬁzlﬂ{ldg’on h}y'%lpﬁer@!]hp’l@@oxadlazol 5-yl}-piperazin- 1 -yl)-2-

enzoi m dazol
phqnexy-8thagope, 1- Di oxo- t hi omor phol i n-4-yl ) - pyri di n- 3-yl

(R»1- (L{?%[é—]@%}ﬂ‘ﬂd))@iﬂﬂthﬁwﬂohdm 1-yl)-pyridin-3-yl]-[ 1,2,4]oxadiazol-5-yl}-
eraz %2 %2 g1enox - et hanone IF1yd|r ochl ori de, 25

E‘ﬁ? afm{Ey % NG aﬂ)‘ﬂ@ 1)-[1, 2, 4] oxadi azol - 5-yl | - pi

(0133 1&22413 16y #ARtYp hpemzin- é{ybapm'rdén-3-3(lR1 12 Hloxh@iazdl- Byl }-piperazin- 1-

§1 }H:%Q Qqﬁﬂ%{é - [ 1,2,4] oxadi azol - 5 yl]

Y ){ 2h

' 2- henoxy et hanone,

([31{5(@ Y- a@eéylgrm)perq@ilrpéryé]z[ 12, laqlam 3zﬂltphenyl)

Qo6Rh AL A dl‘%CMb}lﬁé-H' pyridin-2- One 1- {4- Acgty: [
o b0 qﬁlgey DRI R —
¢HRadeet yl - 3- (4-net hanesul fonyl phenyl) - [

éf*?é]hg )L? ziﬁ A 8ﬁ%tr1aﬁ(¥l %gl)q g azathalzol ?-Xri]}ﬁigérazin—1—y1}—2—phenoxy_

¢thapdrenoxy- acet yl ) - pi perazi n- 2- yI] - [ 1,2, 4]
aﬁ'{@%?'(l% lz\q }1201 lg%g)z Ef‘?ﬁ]’gxfa&?ﬁmyﬁ%]pﬁ%rélzm 1-yl}-2-phenoxy-

%t arpneAbd r) pi perazin-1-yl] -2-phenoxy-ethanone,

%R) §- jsJ[/BI(ME@ﬁé&yf &eﬁyl) p’ipel{as’ﬁn(zlymrqq QQP}Nxa@ha&BNB Ht}-1,3-dihydro-
azol-5-yl] -piperazin-1-yl}-2

‘?ﬂﬁ’le (R -1- {2- [5-(4-Fl uoro-phenyl)-2H
[R)ﬁl 22415 [64(L4 az‘g%;?%lylbhlofﬁmiﬂf ‘&ZS’I)FP%%% 27%% phmggmydiazol—&yl}-
non -
?‘iﬂfﬁ i ESRW R fﬁlag%%%ﬁ%%ﬁféggd thyl - phenyl ) - 2 [
(R)2]-4}- [81(Bé‘i1trlo mwyylp [1 gidpesedinizol- §-31]yiiperatinangdhd; phenoxy-ethanone,
g}% 1ﬁ§{§ 42 ﬁ&b% %b'h%n%lf i, b%?&@ﬁﬁ%&% ylﬁ’ *b@;wéiin 4H13-b-phenoxy-

triazol pI perazi n-

%‘hé‘ﬁ%@y et hanone, 5 1- {2-
(1o @4{'51\@1;(*231?1%1@@ aERY1y- pﬁ)%ﬂa)ﬂn)ﬂ%ﬂ'} [1[2,4}0Zadthzol-3-y1}- 1H-pyridin-2-one,

E r{|4 a/fce’!yl 3 [¥3 (]4 mgthgxy Sﬁenyl) [11 44 4]}oxad1gzo?gL 3)@/ piperazin-1-yl}-2-phenoxy-
ethanone,

1- {4- Acetyl-2-[3-(4-methanesulfonyl-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }- 2-
phenoxy-ethanone,

4-{5-[4-Acetyl-1-(2-phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-
benzenesulfonamide,

1-[4- Acetyl-2-(3-pyridin-4-yl-[ 1,2,4] oxadiazol-5-yl)-piperazin-1-yl]-2-phenoxy-ethanone,
1- {4-Methanesulfonyl-2-[3-(4-methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }-2-
phenoxy-ethanone,

(R)-1-{2-[5-(4-Fluoro-phenyl)-2H-[ 1,2,4] triazol-3-yl]-piperazin- 1-yl }-2-phenoxy-

ethanone,
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et hanone, 2-Phenoxy- 1-
{2-[5-(3-trifluoronethyl-phenyl)-2H[ 1,2, 4]

Wa pdoapedoiB-yl ] - piperazin- |-yl}- ethanone, 2-RUEBP20Y6/068745

|- [2-(5-p-tolyl- 2H— [ 1,2,4]-234 azol - 3-yl ) - pi perazi n-
et hanone

l@%’ér%ﬁé@@&’ll {203 53 eraﬂltqrpmﬁthdirah@tyﬂMHﬂH&fglrr}azzkﬁpm pipgrazin-1-
tl b letid@Bhe,3- Y1 ] - pi perazin-1-yl}- et haPogeOI _{|2
g?_ fgér(gﬁﬁlhor? %,Fr%ﬁ@)rlﬁgtﬁgt&&e@typé{—i é& t_{lazol—f—ylsjl—giperazin—1—y1}—2—
pRenjosy-dhranbu@r o- phenylh) 2H [ t1 2,4] triazol-3-yl]
(IS IS5 I8 gy 2 v

tbapareazi n- 1-yl } - 2- phenoxy- et hanone, 15 1- {2-
Iz@h(n%@f}y P'{ZT‘FS '@%Mﬂm%ﬂﬁémyi %h'én)[l) 3214 4]Eﬁdz{6129|y1]3p1¥&5lazm 1-yl}-

gl perazin- |- phenoxy- et hanone,
g amons; ch oro phenyl) -2H [ 1,2,4] triazol-3-yl]

thEﬁ(ﬁ Zi-Mm-15-yl toty2-2ph Plnpﬁ})trlazﬁl—l?)aﬁp Berakin-1-yl]-ethanone,

PEPERa. A T G BRI ks al fisennatepiperagin 19
drhag e 5 (2 Fl uor o- phenyl ) -2H[ 1, 2, 4]
T R A LI o
{g-[2;(%; Pﬂfl}or@ﬂg@pﬂi Fl}trlb@l,ﬁ -gwerazinRy -yi}-2- {)Qenoxy ethanone,
1 2([3}(14]1:"?155&6%he§}’1;)2ﬂ él ilq?rlﬁolgxﬁ]jbﬁ%@iﬂnsi ¥hjko- phenoxylethanone

(2 i 3Pt Surngun gy preion-
ctﬁamﬁwyl pi perazin- |-yl}-2- 25 phenoxy-ethanone,

FI SRRl gF%Iw;b.-aﬁas@a@itra%zal-gwp-rzipfraii,n-zl,-zﬁ}-z-phenoxy-
chabrezol - 3-yl }- 1, 3- di hydro-i ndol -2-one, (R)-5-15-
ﬁ%% t(EM:lluOJ a;‘h%fl?l?%@f?@ @gﬁﬁi@lh ﬁ] prre%irpl %rlyii)hen&(y ethanone,
&j—,{%ﬁéﬁ@ﬂ@{g@h@pﬁl&@é B2 6}1@azq§§ yl]-piperazin- 1-yl}-2-phenoxy-ethanone,
4R éa Mé’thglle’t U— ﬁﬁfk%ﬁceﬂly %ﬁﬁéraﬁnéd 9’1]-[[1221] Hadiazol-3- yl}-benzamide,

Qﬁ 6259&1]&6‘%8 I- 5&/ fl_] Dxdiof 1] 4 }lnelhy% piperazin-1-yl}-2-phenoxy-

¢tRafpdre( 1H- Benzot ri azol 5I yl)-[ 1,2, 4] oxadi azol - 5-yl ]

(T3 RO PEL BB o R e SRl a2
Plnfrm?zweﬂ@nyne} - pi perazin- 1- yI} 35

FRS)pf‘ 35‘ ?/E%M%& afl g% hel{ % a@etﬁrlﬁ %)1pzerazm t2r 3|/1]a£ %)|2 4£oxa|di]azol—3—y1 }-1,3-
dihy 1%‘éfa2| n- 1-yl}-2- phenoxy et hanon)é (R -1-

(R- 5{{5{4 ‘M&hﬂof 02- ph@fbycb)acayb dipekazin 4] y1i-[ 1,22 xadra¥d1}3-y1}-1,3-
- 2- phenoxy- et hanone, WO

ShdrorerBhBET 2 0 bobras - 4
(R)-1-{2-[3-(1H-Benzoimidazol-5-yl)-[ 1,2,4] oxadiazol-5-yl]-4-methyl-piperazin-1-yl }- 2-

phenoxy-ethanone,

(R)-1-{2-[3-(1H-Benzotriazol-5-yl)-[ 1,2,4] oxadiazol-5-yl]-4-methyl-piperazin- 1-yl }-2-
phenoxy-ethanone,

(R)-1-{4-Methyl-2-[5-(3-trifluoromethyl-phenyl)-2H-[ 1,2,4] triazol-3-yl] -piperazin- 1-yl }-
2-phenoxy-ethanone,

(R)-1-{2-[5-(4-Methoxy-phenyl)-2H-[ 1,2,4]triazol-3-yl]-4-methyl-piperazin- 1-yl }-2-
phenoxy-ethanone,

(R)-1-{2-[5-(4-Fluoro-phenyl)-2H-[ 1,2,4] triazol-3-yl]-4-methyl-piperazin-1-yl }- 2-

phenoxy-ethanone,
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(R - 1- {2- [5-(4-Methanesul fonyl-phenyl)-2H [ 1,2, 4]
triazol-3-yl] -4-nmethyl-piperazin-I-

wQ@ kjosA6phENOXY- et hanone, (R)-4-15- [4-Methyl - PCT/EP2006/068745

1-(2- phenoxy acetyl) plpera2|ny2—yl] -1H [ 1, 2,4]

t | - 3-

(PS) ?ﬁsﬁ*i{‘éﬂ‘ftha%wﬁ%nyl P erzd)pﬁldr{d%]g@@tvgyﬁjyﬂpff prethayipipegazin-1-
k ethaddid, i azol - 3-yl } - phenyl ) -acet am de,

%ﬁ% M‘?@g’la]cgf pF%/ nasy pertybinipesagi2-vinLH- {12 4)rigppl-3-yl}-benzoic

hmdamﬂbdammi} phenyl) nmet hanesul f onam de,

N o .
PO BRI yohsn g aceo-pingpin G- {113 fpncol-3-91)-
the@akﬁ@myﬂq 10 benzanmi de,

(BNA3L B [[41M(eéiqyf’h Qﬁ%ﬁénégﬁﬁaé{ﬁ) PipPRZindd B 2ry 1 2laderRrdl] 3-y1}-

oxadi azol - §} nzoi c aci
PWGHYQI?StFH?%l XY - acetyl) pi peridin-2-yl]-[1,2, 4]
{@«%@M@hyﬂ]} { DeR&Wx§- &y piperazin-2-yl]- 1H-[ 1,2,4] triazol-3-yl}-
ﬁ%ﬁ (2- Phenoxy- acetyl)
Zﬁ%? dln 2 yl1-[1, 2, 4] oxadi azol -3-yl}-nicotinic
&R 4H{5-[ (R)-PheRoxyFdcatybr miperidin- 2 g -[ [1,2,4] oxadiazol-3-yl }-benzoic acid,

g%l{g glra? ? ﬁzfﬁ;b ce%ro) @b%@h% ?Ia%li‘%l oxaél az%‘]'sg ?]benzmc acid,
P@@@ngcetybrmgerl(apﬁ. 2liLp.4 o;{ad;@zgl Fpl}-nicotinic acid,
?@Pﬁ?&b 43 5y ﬂgﬁ%’ién@kﬂ%cé%yl) ?ﬁfeﬁ‘aﬁﬂbly@] acl, ﬂj]oxa(;lilz]ol 3- }El} benzoic

henoxy- ace pi peri din-2
C1% 4] oxad|azol 3-yl}- pyrldlne 2- carboxylic acid, 20

(B) 535 b D-PheRo3heBgRypipecdin |2 ylpi[ bR eitadiaZoly3 JHpridine2>-
4] tri.azal,- 3-yl }-benzoi ¢ acid,

%ﬂ %ﬂ?ﬁafﬂ Phenoxy- acetyl ) - nDrpholln-S-yI]-[1,2,4]

OXadh{ a1 bl(2-Fhghdxybenybi gipandid; 2-yl]-[ 1,2,4] oxadiazol-3-yl }-pyridine-2-

énﬁ = -ga-Phenoxy acetyl) - nDrphoI|n 3-yl]1-11,2,4]
oxadi’azo benzoi c aci d,

&) Prieh }D@'-P @é’é‘?’?’l’f)cet}’i)hpla?fﬂlpf?oylﬂ ﬂi—é[ 1),£ ]4] trla{ola_ﬁ g} Lp]anzmc acid,
Qﬂﬂﬂﬁlqih'eﬁo%] &ce s b dBin - 3- ﬁ] [{1@ 4][)£‘a'd1azol 3-yl}-benzoic acid,

éig&él éggﬁ%ag)&eé n%lyF:l!?}g)gP ggﬁl [Ilri ﬁ o%ad]iazol g yil} benz])lc acid,
3-(§54{(2-Pheedyl-adety 2thphre ophpliaceilH ) 2 gl padazol3-2Hyehzdndide,
ﬁ% gll (%ﬁ%ﬁ? & o&ﬁegyz hh%rgglg)%% }ig- 3a fl!/‘fl 2 4Joxad1azol 4- %1} 116]1 a[nilde
3: 254}1 Amw.lazmhesow }Gebéhztpﬁmzmclﬂll [1@4}]0@14@1 3%yl }-benzoic acid,
Il‘b WﬁtAl%{ 1- 1|(2(1ﬁ1699§>?98&1/y1ﬁgﬁ)@’a2ﬁ1 Piyperiaza18xAti¥dol-3- yl-ﬁ')et{zmc acid,
(%4@ {[%l\flqth.‘(’lzl @Tghwﬁgyl)mlperazm 2-yl]-1H-[1,2,4]triazol-3-yl }-benzoic
ag@dperidin-2-yl]-[1,2,4] oxadiazol -3-yl}-nicotinic
8%%9—%5—& f—gi&—:‘f’g%%%yaafs y‘)splg)?r}l 18 I.bp%]-b T$,|24 g)?ard%ggy %&rl}pnqgoq}/mi acid,
pi 28 y-(Mdrphdire; 4-CRpodyl{-phedy8}[ 1,2,4] oxadiazol-5-yl }-piperidin- 1-yl)-2-
éﬁa&% FMQ$>ﬁ%Zg¥rgoI|?|ne | - carbonyl ) -phenyl] - [
fﬁ)péﬂidﬁﬁﬁ(3ﬁ$drquppﬁérﬂibdyn€eiﬁaﬁ’@@n§1) -phryyll-[1,2,4]oxadiazol-5-yl}-
pieNiRL F‘S/md pﬂeno&? etHandne,( 2- phenoxy- acet y| )

er | 2, 4] oxadi azol -3-yl}-
ggnglé}lnl}}%thy](@)ﬁ Ih_(k@pﬁwxyzpcet{y p1Per1d1n 2- yl] [1,2 4]oxad1azol 3-yl}-
béhzphedpxy- acetyl) -piperidin-2-yl] -[ 1,2,4]
PR REAN 3 %! i (2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl )
benzamide,
(R)-N,N-Dimethyl-4- {5-[ 1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-

benzamide,
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benzam de, (R) -N, N-Di nethyl-4- {5- [ 1-

(2- phenoxy-acetyl) -piperidin-2-yl] -[ 1,2, 4]
wo@x@dioesnot - 3-yl } - benzam de, WD 2007/063012  PCT/EP2006/068745

PCT/ EP2006/ 068745 -25 (R)- N—EShyI 4 {5-

égl()-(Z ghenox -acetyl) - pi peridin- '[2
i R 4-33 1A 2-Phenramicee])- IE(lPSﬂ(NP@yIElﬂ &b é‘ﬂmadwzoli%yl}
f)am(lgm[g}enoxy acetyl) - pi peridi n- 2- yI] - [ 1,2,4]

%aﬁﬁ Y%p(r?l?%h eﬁoﬁy{%g}g}flgﬂiy-_agqtél Ipl[bqr E’iﬁ}ﬁ P{% i]eozg%lfgol 3-yl}-

bemdmamaol 3- yl}-benzam de, (R) -N-(2-Meth oxy- ethyl)

&h%’gr(%rég% gth5’§| 4{%5 ﬂ] f@ gg%nzogi eatgé,(tly?) (;%)&ﬁ %{/él_ ﬂl/—%l g 4 oxadiazol-3-
ll?obe{lzalnl(iQ phenoxy-acetyl)-piperidin-2-yl] - [ 1,2,4]
i)aﬂ' @Zpﬂefh%xy |e}hy1)11Q rﬁ@tﬂﬁaﬁ”{g I- (Q E)hel%ylyééh@?t Q}Séruﬁn 2153'11

henoxy- acet yl ) - pi per|
0@5&(8@2@3 YI} bewapydi de, (R) I\I-Et hyI 3 15- [

R)(R- MB&@DX%’{SE[QQQyﬂh)enQX}Pﬁfet}@ phpan&'ﬂnh yil{[12,4044diazol-3-y1}-
xadi azol - 3-yl } - benzam de,
Eﬁzaﬂl%ycl opr opyl - 3-{5-[ 1- (2 phenoxy acetyl ) - pi peridin
(R)-NINIJimeEi1R)-3} {5eX a@i gwobxBagetjl)-plperidmad-g8; [ 1,2,4] oxadiazol-3-yl }-
% 4] Hydroxy ethyl) -3- {5-
§ énoxy-acetyl) - plper|d|n2ylg - L 1, 2, 4]
dxalii Ehpl3 3 [A(R-pbemorardceial) -piperidin-2-yl]-[ 24]oxad1azol—3—y1}—

()é%)zml}h((eZ Met hoxy- et hyl ) - N-net hyl - 3- 15-

El)&)a]gl %}5}% ?%énggil rle ?alpég‘]cylg _p(qgrld{rg% 11,'2,421] oi]adiazol—?)—yl }-

[)arz(nhiﬁxrephol i ne-4-car bonyl) phenyl] -1 1,2, 4]

@ﬁ)aﬁl &Zlgydr{aﬁy {th (g?ﬁg r(% )t(){llelbc}écpl ragf:tiyla pﬁg&l‘}? yli1 ?P 9 rJf?dxadlazol 3-

{}-banonge,) - phenyl | - 2, 4] oxadi azol -5-yl }-
2
?pﬁrl\PdM@ﬂloJ(#é}h)yg NE}H 91)(3 {§E22g )‘i}@na% ace?rl) pﬁ)lgférrldlg 2- yl%
1110[Xa<ilazzolzﬁ}ylbiealmaa§ yI} benzami de, (R)-4-{5-]

IR)- (QZWMK%T In)éléb caerﬂQﬁ)’ bREAV2F1Y2 4] oxa({lazl)l-’é H}-piperidin-1-yl)-
mdl azol - Oy i di ne-2- carboxylic acid
DAY A BIoNER) 4. (5. 1. (2. Phenoxy- acet yl)
R p€2-{BH[ B 2-Haldkoxy- pyrilol ik 1-carbonyl)-phenyl]-[ 1,2,4]oxadiazol-5-yl}-
xadi-azol 35yl } - pyrjdi ne-2- 30 carboxylic acid
ﬁfrér%rle%%yfg\%%dé}l‘én@%ei%{lg&f 1- (2-Phenoxy-acetyl)
(@i— Ne¥ {lﬁethylg;’w;{ﬁ 1 1« 2-[th§1 @gyﬁl;icetyl) -piperidin-2-yl]-[1,2,4] oxadiazol-3-yl }-
P&Adndgo! - 3-yl } - pyri di ne- 2-
(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-
carboxylic acid methylamide,
(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-
carboxylic acid dimethylamide,
(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-
carboxylic acid ethylamide,
(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-
carboxylic acid diethylamide,
(R)-1-(2-{3-[2-(Morpholine-4-carbonyl)-pyridin-4-yl]-[ 1,2,4] oxadiazol-5-yl }-piperidin-1-
yD)-2-phenoxy-ethanone,
(R)-1-(2-{3-[2-(3-Methanesulfonyl-pyrrolidine- 1-carbonyl)-pyridin-4-yl]-
[1,2,4]oxadiazol-5-yl}-piperidin- 1-yl)-2-phenoxy-ethanone,
(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-
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carboxylic acid ethylamde, (R -4-{5-[ 1-
(2- Phenoxy-acetyl) -piperidin-2-yl] - [ 1,2,4]

wo@x@dioesnot - 3-yl } - pyri di ne-2- carboxylic acid PCT/EP2006/068745

di et hyl am de, 35 -26-
(R)-1-(2-{3-[2- (Mrpholine-4-carbonyl)-pyridin-4-yl]-[
qarboxgic geid epegbdpmaley| 1 - pi peri di n-1 -

- N2Vt NeX¥-[e1(NaHenexy-4dR) éridih32-yl]- 1H-[1,2,4]triazol-3-yl
E[g) 3- A\éeﬂl?haﬁgs[ul(f gg?l pyyrroyi)llglli)n% cgr] bom[/ l) - ]pillralzod y}
[0 1,2,4]
O aﬁimahm- &4 }{ Diphend i avetih) ypiper2ziptepipx y26 trad anel- 3-yl -
ﬁ% {5 [ 1- (2-Phenoxy-acetyl) -piperidin-2-yl] -[
“xadi azol - 3-yl}-pyridine-2 WO 2007/ 063012
PCH(BR00BI0bgest-card enyleaheotly [ I, 54 ahdiazadtShyll-ametein- 1-y1)-2-

%@nox%e{\ﬁhaﬂé 3- {5- [
enox% acetyl)-piperidin-2-

-1H 1,2.4 ]
N Vb I935il s Ao Bihes BN Syt At ohasiizpl iyl -benzamide,

(®- NhMBﬂPyVSEI&{HMb)pheﬁbﬂeﬁ@?llﬁp@eﬁwlh 2-yl]-[1,224]81adiazol-3-y1}-
oxadi azgl - 3-yl }- 5 benzam (2 i,

PEONBPSFol i ne- 4- car bonyl ) - phenyl ] - [ 1,2, 4]
ORali Erh gl 5-55-91 X 2 phperazicay) | piptdia-2- ghé hdxye et havidhel -

4- 15- 1- 2- pheno acetyl
M-C!yﬁltégr}%{1%2| n-2-yl] [ ( 2p4] Oig.dl azoly ) 2} benzam de,
(i) e

=INett- ﬁy{]S [5 (Z{ijnpxy acetyl)-piperidin-2-yl]- oxadiazol-3-yl}-
Aicb@ndhRBOXY- acetyl ) - pi peridin-2-yl] - [ 1, 2, 4]
adl Zﬁ#&)%y{%a\[&eéﬂ ryngg; Iﬁ(‘ré?y BPWCQ&W % yll- [[I%A]QX%HIH.Z%??) yn

mcadmzaﬂﬁbsyl} ni cotinamde, (R) -N-Diethyl-5- {5- [

(RKR7 80 S L Pl P Lh A 2edh piplidhn 3 11,24 oxadiacor-3-

{IRpide<iDhmidey| - 5- { 5-[ 1- (2- phenoxy-acetyl) - pi peri di n-2-y

téf\l I\i—k P%e&ﬂog?)éﬂ'gﬂ)aﬁ%]a@yyg}{? é[”(ﬁ %?l%%{?e%%e)%l) ];élgerldlfl =2-yl]-
ﬁl@rxa@mlﬁ j-picptingmiyde, oxadi azol

ER)}NtEﬁ%praﬁﬂlsdﬁs [1CR- phé}%o&%abéaylbtp%rdﬁ{ m@hg (L, i\unﬁhdiwol 3-yl}-
2- phenoxy-acetyl ) - pi peri di n- 2-yl 0 [

jic t“ﬁ adi azol - 3-yl }-ni coti nani de,

(B) 1-e-Cy-¢ b-optbplybxydpyrididine- 1-carbonyl)-pyridin-3-yl]-[ 1,2,4] oxadiazol-5-yl}-
et er|d|n2yl]-[124]

éjxpelfigmppr‘/ﬁofﬁ%%x}ﬁ)é h?aPB{ﬁgm de, (R)-1-(2- {3-

[(B-4-35H)-d 2 dYagn pyracolyDepiperidin- el bRy xadipzdldd-ylieprgmide,

gR)l?) 45 gl (QWgh@Mceil)yé]}éerlcﬂh@ﬂ i il P:4)oxadiazol-3-yl}-benzamide,

(445 {5 F PhentmrsnibRymatsad 913 il b@rl elicaoly plppyridine.2-
darBoXjic aadiaag! - 3-yl } - ben_za_m de, (R -3- {5 [

é§)( é{g E el %ﬁ%ﬁ/%%ﬁ@ SIS 3 aferidae? M- benzamide,
4-{5-[4-(2-Phenoxy-acetyl)- morphohn—3—y1] -[1,2,4]oxadiazol-3-yl }-benzamide,
4-{5-[4-(2-Phenoxy-acetyl)-thiomorpholin-3 yl]-[ 1,2,4] oxadiazol-3yl }-benzamide,
4-{5-[1-(2-Phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-benzamide,
5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-nicotinamide,
(R)-1-{2-[3-(3- Amino-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

(R)-1-{2-[3-(4- Amino-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

(R)-1-{2-[5-(3- Amino-phenyl)-2H-[ 1,2,4] triazol-3-yl]-piperidin-1-yl }-2-phenoxy-

ethanone,
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(R -4-{5-[ 1- (2-Phenoxy-acetyl) -piperidin-2-yl] - [
1, 2,4] oxadiazol -3-yl}-pyridine-2- carboxylic acid

w@eiod®ee30fR) -3- {5- [ PCT/EP2006/068745

1-(2- Phenoxy acetyl) - pi per| d| Mm72-yl] -1H [ 1,2, 4]
tr| azol - benzam de,

B4 ([zi VY- aeeérlgrp)peﬁéﬂp%xyﬂlu . B4lpxadipzo}-3gyl yphenyl)-
Q@é&@magol 3 yl } - benzani de,

g&){g é‘ w’ér 3 hlﬁh ggﬁ%tf}i zﬁe}@in{qg% [hloi 4]oxad1X20]l 3 y][} phellyl)

fc2tdanidaoxy - acetyl) - pi perazin- 2- yI] - [ 1,2, 4]

@'gh(éh lx[y13 2%1% ;ﬁ%(f%@%lgﬁip ?'ldl 5—;;/}]][[1_?2,?] Oflcgé’lzzi)]l—?)—yl}—pyridin-zyl)-

@ﬁ@@dﬁl 2ol -3-yl }- nlcotlnamde (R-1- {2-
pl_pér aks noquﬂ‘?éﬁbkj} acdtyl:phefiliiR2 881 A3 qh 251&] a]zol 3- gﬁ phenyl)-

phenoxy- 35 et'hanone
qu:ta(rlg]; Ami no- phenyl) [ 1,2, 4] oxadi azol - 5- yI]

(P NenL {$L[r1 (-Q Nﬂém)i ?Q}perlﬁirhal}qnﬁ 2. 41Bxadliazof-3=y1}-phenyl)-
Agﬁl P(Genl 2,4] triazol-3-yl]

L‘ﬁ%@ﬁ PRIy - 2- phenoxy et hanone, WD 2007/ 063012

aOTN HﬁQ{S@[ﬂﬁ(@Gﬂ?@hbxy a&Tyl{-R)peNd{132-44-[ 1,2,4] oxadiazol-3-yl }-phenyl)-

[kt cetyl) plper|d|n2yl] - [ 124]

oxa azo phenyl ) - acet am de, (4-

(R)- (3Pt M&&%mﬁmqppyybpplp@mdlm%ylmw]ﬂoxa[dlazolzs 2])-phenyD-carbamic

Q@i@gllféghr?) yl }-phenyl)- acetamde, 5
W) ks T ahiad e nte At 1P e Y et carbarmc
édR)alﬂx&l(e&erlS [ 1- (2- Phenoxy- acetyl) pi peridin-2-yl]
t |

(N B e A BB S [ 3 ATy oepod-
meﬂxaAFSUdﬁoa@maiEol 3-yl}-phenyl)- 10 nethanesul f onani de,
U A L SR o A et

yl)-urea,
(13) $351 i—(ﬁ@’h@ﬁ@w&tyﬁc paﬂlamm ﬂ?lei[m ZTchiO‘l-BlyI?béﬂzomtrﬂe and
?%agl {gl ﬁ) 2 %hengxyp zﬂ:%t”ﬁ’) perlém %nylj: [1 am]oxaalazgl 3-y tnelcr:otln]é?ntrﬂe

il prarmhediRichlihveavoeqytatde edltglapd pitpethadedt: 2-yl ] - [ 1, 2, 4]
oxadi azol - 3-yl } - phenyl )-carbam c acid allyl ester,

( R) ) Fﬁrilgn,ﬁari% E{erfe[rge;ioﬁ()%g)_%gﬁ?? é%%ﬁ?}ﬁ&a}l(b) arPIRSL Ll oth kne group
mﬂ_ltsmanggfjl fonanide, (R)-1-Ethyl-3-(3- {5- [1-

51% PQ?T@?YH%@E@& - yl)O[PQ El] oqch@lagol)ﬂ 11 piferidin-1-y#- #phenoxy-

ri azol eny
ethynene; 5- [1 (2 Phenoxy- acetyl) piperidin-2-yl]-1H[1,2
(B} 1 1{2- 3301 H3mYhAollBeyz PN U Tdxh&iazd@®yl]-piperidin- 1-yl }-2-phenoxy-

ethanone,

(R)-6-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-1,3-dihydro-indol-
2-one,

(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }- 1,3-dihydro-
benzoimidazol-2-one,

(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }- 1,3-dihydro-indol-
2-one,

(R)-1-{2-[3-(1H-Benzotriazol-5-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

(R)-1-{2-[3-(1H-Benzoimidazol-5-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-

ethanone,
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(R -5- {5- [ 1- (2-Phenoxy-acetyl) -piperidin-2-yl]
[ 1,2,4] oxadiazol-3-yl}-nicotinonitrile, and

w@barosweut i cal |y acceptabl e salts and esters PCEERNG/068745

Particularly preferred conpowtigs of fornmula (1) are
t hose selected fromthe group 25 consisting

(R)-4-45-[§-82-Phepoxycregtyl)- mogpholin 3-yi] 41 214] ovedifal SIS ippridin-2-
o peridin-1-yl}-2-phenoxy- et hanone (R-1- {2-

L LSRR g by 2 Bl s iy by oy
dthe@erithenoxy- acet yl ) - p| perl di n- 2- yI 1-11, 2, 4] oxadi azol -
?R)y%}PBﬁ%onx Xi)/r%ge? ltr)lf(ij poerrélreth pﬁhe{‘y@? %HE[I 2{4@&5\[19' -3-yl]-piperidin-1-

yibl@thaazm 3-yl}-1, 3-di hydro- benzoi ni dazol - 2- one,
g@l 3? [ﬁ%l [Be]12§1%11 5%%?@)]?1)' Plcfh]\ﬁ' Ldlgi&g‘;)%rl?—'pg)'se?a'zz%ﬂd]rl]gl}—i—phenoxy—

oxa I azo 3-di'hydro-in
fthynone {2- [ 3- (1H-Benzotriazol-5-yl) - [ 1,2, 4]
%‘E@ oJ(zEmfh&x zﬁﬂe@@ Bplgerﬁmﬂ w1} {22 phenaiyol- & nmaﬁmde

TERR o e et K il T R

VID- ROG7{5063Q1Ph AGK)-ER2ADHIR6ETA 5- yI]- H8-[(| R)4] ¢iak6k3-y1}-phenyl)-

oxy acetyl) mor phol i n-3-yl ] -[ 1,2, 4]
%)%581%&‘(}?8 -1H pyridi n-2- one,

(R -1- {2-
(- N4(3F{5u[dr@— Eilﬁ‘élﬁw peepyh-pipetidin-2yllt Fil 4 @L‘L] Biagpl}3-yl}-phenyl)-

nﬁuﬁ%gu@ﬂoﬂarﬁlw} phenoxy et hanone, 5
( - 2- Phenoxy (3-trifluoronethyl-phenyl)-2H[1

lal}atrmaa%calév %Tptfshlﬁ&lwcwﬁe%ersmre%t hanone, (R)- 1-
{2 [ 3- (1H Benzoi m dazol -5-yl)- [ 1,2, 4]
oxadi @ pbefstirdd eqphframaz bhfolmyiladParp higsse xslectet fianane group
goF%isi 1gf [ 1- (2- Phenoxy-acetyl)-piperidin-2-yl] - [
DA'E 8Radi azol - 3- yl }-benzam de, 10
5={{15)r12 -13{(2-Meteylody-bacatimidazpl- peb i (i 2xadijzol- 5] 12pippridin- 1-y1}-2-

?ﬁ?‘ 'Xg%ﬁ{angné’l }-nicotinamde, (R)-N-(3-15- [

el A oy Bt Sl o (pinidisc] 352 phenoxy-

dhbRod@nenoxy-acet yl ) - pi peri di n 2 yI] -1H [ 1, 2,4]

AR R AT i A W L —

Ehhesnepr ef erred conpounds of f or mJI a (1) are those

395568 28 BRI ENE B R peridin-2-yI]-[ 1,2, 4] oxadiazol-3-yl - 1H-pyridin-2-one,
1-{(R)-2-[3-(4-Hydroxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-
ethanone,

3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-phenylboronic acid,
4-(2-0xo0-2-{(R)-2-[3-(2-0x0-2,3-dihydro-1H-indol-5-yl)-[ 1,2,4]oxadiazol-5-yl] -
piperidin- 1-yl }-ethoxy)-benzonitrile,

4-(2-{(R)-2-[3-(4-Methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-oxo-ethoxy)-
benzonitrile,

2-Methyl-5-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-3H-
pyrimidin-4-one,

I-[(R)-2-(3-Furan-2-yl-[1,2,4]oxadiazol-5-yl)-piperidin- 1-yl]-2-phenoxy-ethanone,
I-[(R)-2-(3-Imidazo[ 1,2-a] pyridin-2-yl-[ 1,2,4] oxadiazol-5-yl)-piperidin-1-yl]-2-phenoxy-
ethanone,

1-{(R)-2-[3-(4-Methyl-[1,2,3]thiadiazol-5-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-
phenoxy-ethanone,

I-{(R)-2-[3-(2,5-Dimethyl-2H-pyrazol-3-yl)-[ 1,2,4] oxadiazol-5-yl] -piperidin- 1-yl }- 2-
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consi sting of: 1-
{(R)-2-[3-(2-Methyl -1H benzoi m dazol -5-yl)-[ 1, 2, 4]

wo@x@dioesoot - 5-yl ] -piperidin-1-yl}-2- phenoxy- eP¢THRPI86/068745

20 1- {(R -2- [ 3- (2-Amino-@xidin-4-yl) - [ 1,2,4]
oxadi azol -5-yl] -piperidin-1-yl}-2-phenoxy- ethanone,
nhen{om)%t@npse(s Hydr oxy- phenyl )-[ 1, 2, 4]

9)1:@1@11 1(51?;@ £3 RS TdZE1- Byl |]3/I|j4]%xﬂfi§z%@5§/yi] ﬁip@ﬁ&‘i%nﬁyl}
4 henoxy acety Y- pi peridin-2 [
qth Qn oxadlazol 3-yl}-1H pyri di n- 2- one, 25 1 {(R

12¢R)- 34 §45-Meth oxiyoabeirgih) [ 12, 4o @ ddlzo &3t pipatdiB-ly§)-2-phenoxy-
BH@§r|d|n 1-yl }-2- phenoxy- et hanone,
? 1 (2- Phenoxy-acetyl)-piperidin-2-yl]-[1,2,4]
aanadn@&yel -{R)y2-13- pHéfWrdzo} omnyel lab4lexadiazol-5-yl]-piper idin- 1-yl}-
@tﬁ@b&%o 2-{(R)-2-[ 3- (2 0xo0- 2, 3-di hydr o- 1H i ndol - 5-yl)
oxadi azo

éw{ééﬂ?)dl#f 9F?XYe%Cﬁ%Y}A/)yBIP%Vé<HEO%V]ﬂ1{ﬂ42é’f]0’8’d13201 3-yl}-1H-pyrimidine-2,4-
diobe: { (R) - 2- [ 3- (4- Met hoxy- phenyl ) - [

i En AR Rt PSUPEL Bt e B AP enon
dth@Zerphenoxy- acetyl ) -pi peridin-2-yl1 -[ 1,2, 4]

ot Ff?)'Fg‘% gllﬁd%h W E@ygl?iﬁ'[ Byl Eﬂ%,]fho%%azol-&yl) -piperidin- 1-yl]-2-phenoxy-
ethaenezol - 5-yl ) - pi peri di n- 1- 9|] - 2- phenoxy- et hanone,

835- i([ﬁ)c Ry2 51‘>h€:§o;!yfﬂc€®¥>ol£1 émd’maj YT %,?'420;%&&01[ 3- %1 1]

oxa | az0 |per|d|n phenoxy hanone,
enzp Ig ]ogaznr\y% O(DL? Met hyl - [ 1 2 3] thiadiazol -5-yl)- [
4-{8.[4])- 0x20had ey zﬁ:ebyl)}plpélhdlﬁf} gl 114 2:4yd}ad@rzol-3-y1}- 1,4-dihydro-
hengﬁgl hanone A 1- {(R)-

PP BILL FRRRTensh pur ol -3-v1)- [ 1,2, 4]
a}xam az{aﬂ[smyu])loxqmpgémommzondm 2-yD- Min20 €[1/208884Razol-5-y1}-

é?ﬁ«pgﬁkg eﬂ%ﬁo ghenoxy et hanone, 2-Phenoxy-

)

bXadpde

yrazol-4-yl)-] 1,2,4
R 150 ]enowyewpdplneruim# yl-[é21aevedinzol3-yl}-phenyl)-
Rghdgnbsor(@ Met hyl -i soxazol -3-yl)-[ 1,2, 4]
ﬁ%ﬁiﬁiﬁ&' 132 BhknoRy ool pipryd: 2}-%@-1@’2&”%?%% ligeny)-
[millazblidineoXadii@rp! - 5- yl | plperldln yI} et hanone,
¥ 6 Rk R absh Sy GERO TR b rﬁﬁ’b SRRt gregt-24-
dihRiro2F 1, 1{3]41(1&0%011@ pyridin-3-yl)- [ 1,2, 4]
0%34378! 5 B5-H(R)- 1- @ PRdnioR-Reetsty. ptpefid RN 8 RAXYT 2, BloRANLRE 3-y1}-
phenyl)-pyrrolidine-2,5-dione,
5-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-yl }- 1,3-dihydro-indol-
2-one,
I-{(R)-2-[5-(1H-Indazol-5-yl)-2H-[1,2,4]triazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,
I-{(R)-2-[5-(1H-Indol-5-yl)-2H-[ 1,2,4] triazol-3-yl] -piperidin-1-yl }-2-phenoxy-ethanone,
I-{(R)-2-[5-(3H-Benzotriazol-5-yl)-2H-[ 1,2,4] triazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,
5-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-yl }- 1,3-dihydro-
benzoimidazol-2-one,
I-{(R)-2-[5-(2-Methyl- 1H-benzoimidazol-5-yl)-2H-[1,2,4]triazol-3-yl] -piperidin- 1-yl }- 2-
phenoxy-ethanone,
I-{(R)-2-[5-(2- Amino-pyridin-4-yl)-2H-[ 1,2,4] triazol-3-yl] -piperidin-1-yl }-2-phenoxy-
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1- [(R-2-(3-Imdazo[ 1,2-a]pyridin-6-yl- [ 1,2,4]
oxadi azol -5-yl)-piperidin- I-yl] -2-phenoxy- ethanone,

W®20006630i1 R) - 1-(2-Phenoxy-acetyl) -piperidi n-RPeyEP2006/68745

1,2,4] oxadiazol-3-yl}-4H 15 3fenzo[ 1, 4]

oxazi n- 3-one, 6- {5 [(R - 1-(2-Phenoxy-acetyl)

ehppAre din-2-yl] - [ 1,2, 4]

9x34537R)- 11%231111};1’1&)( R)(ﬂ%’by%b%dlh@ﬁql[lﬁ [f21]t§]1201 3-yl}-phenyl)-3H-

[3-(1

Fﬁ%ﬂoﬁ 1ﬁ¥°§§o?r?ed| n-2-yl) -phenyl] - [ 1 2 4]

M@Ri)' 34@4(3321 Bl oxplipgei-2dilphedyly LH- [Z:mﬁlMH%ﬂ]hﬁi@@ﬁﬁn- 1-y1}-2-
19 §r i Lé R) - 1-(2-Phenoxy-acetyl) -piperidin-2-yl]

P nof A Oo><ad| azol -3-yl }-phenyl) - pyrrolidin-2-one,

3- {6 4118 Hh(eR@Xy dce(yD- Pipendiny2-sid-eiH [ ).2. 4pripeali dyli-phenylporonic acid,
. Yhipe I _1H- i -3-v]}-4H-

|£3 r#?éﬁ%%} I(g@gh&@zicg&g nﬂ)lbﬁlﬁ&l?é@l{i%lfl( 2 4itiazol-3-yl)-4H

henzol pHeR A S8t yI ) -piperidin-2-yl] - [ 1,2, 4]

@[é[@l @%@Im&iaﬁtbﬁl ZQE]WHQH 6%1 4H- A2, MithyA1-8-y) -piperidin- 1-yl]-2-

]]%e triazol - 3- one, Fl uor o- 5-

PRENOKRFIIANPBE, nhenoxy - acetyl) piperidin-2-yl] -[ 1,2, 4]

X Ri- 24 B1(6-awinp-pypildangtyl - Pt [l 2 4] dhiaael 2-yB- @patidn- 1-yl }-2-phenoxy-

%h%ﬁ_’o AR - 1-(2-Phenoxy- acetyl) piperidin-2-yl] -1H]
[Ltrlazol 3-yl}-1, 3-di hydro-indol - 2-one, 30 1-

HE)-2 55 111- Bemzointidazsl-S5y Y= [413.4][riagob 3 4] -piperidin- 1-yl }-2-phenoxy-

Lihh@agRl - 3- yI] -pi peridin-1-yl}-2- phenoxy et hanone 1-
1H | ndol triazol -

E‘é)hﬁ]é‘?’fyd]r -HCR): %,-(% pgl@ﬁe}mlx%ﬂdtlﬁéhg}?éol 3-yD-piperidin-1- yl !hanone

{(B)- 2'[553 6 IvinReing 0§oxbaA ol yIp2W- ) 1 Bhtttiazbl-3. vi- Elperldm 1- yl} 2-
triazol - §I% - pi peridi n-1-yl }-2- phenoxy- anone,

ghe{':ngxr(s%an '2- Phenoxy- acet yl ) - pi peri di n- 2- yI] 1H-[1 2
24’_|hbn®)alzbl[(K*) 3l §-tHip Breahi- ryH21d- [ 1eh oidzol-dabepip@-idinel-yl]-ethanone,

i; [ ?g§) % k@bg‘%}nﬂlﬁ' fg%@'[%Q?ﬁﬁkﬁl% yll))pq?é_lfdu{ 1-yl]-ethanone,

S¢thaetbrleoxazal-F- y]pg)Zfb[l 2,4] trlazol yl]-piperidin- 1-yl}-2-phenoxy-
Qtﬁaﬁ&feAm no-pyridin-4-yl)-2H [ 1,2,4] triazol-3-yl]

SRR bl e e o S B0 pipeiap gt ethanone.

1-{(R- Plnemmuoasqﬂlyﬁhﬁ) QHPE2, djtHazdd -] -pibekidin- IyB; 24 phenoxy-
L [ aozn%l -yl }-phenyl)-3H [ 1, 3,4] oxadiazol -2-one, 1-
2- [5-(3-[1, 3,4] Oxadi azol -2-yl -phenyl) -2H |
1, {R)4?- [51(B,ézlbllﬂuGPwPl]lerLybr%iéf[ildt4ﬂ|tr1alzoly3 }/1-] DipBidin-1-yl}-2-phenoxy-

Qtﬂ et hanone,

g;&fy (2- Phenoxy- aceéﬁ)l_é pi peri di n- ){ -1H-[ 1, 2, 42]
4l _[if}_(%l\}[etbwﬂ%ﬂ HAd} 2 triazol- 3 yl]-piperidin-I-yl'}-2-phenoxy-
ethanone,
1-{(R)-2-[5-(3-Fluoro-phenyl)-2H-[1,2,4]triazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,
I-{(R)-2-[5-(3,4-Difluoro-phenyl)-2H-[ 1,2,4] triazol- 3-yl] -piperidin-1-yl }-2-phenoxy-
ethanone,
6-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-yl }- 1,4-dihydro-
benzo[d][1,3]oxazin-2-one,
7-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-yl }-3,4-dihydro- 1H-
quinazolin-2-one,
1-(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-phenyl)-
imidazolidine-2,4-dione,
I-{(R)-3-[3-(2-Amino-pyridin-4-yl)-[ 1,2,4] oxadiazol-5-yl]-morpholin-4-yl }-2-phenoxy-
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6- {5-[(R) -1-(2-Phenoxy-acetyl)-piperidin-2-yl] -1H]
1,2,4] triazol-3-yl}-4H benzo[ 1, 4] oxazin-3-one, 1- |

W@ Ro740&011 5- | mi dazo [ 1,2-a] pyridin-6-yl-2H PCIER044/068745

triazol-3-yl) -piperidin- |-y3l-2- 10
phenoxy- et hanone, 1- {(R)-2-
¢tha@eAni no- pyridin-3-yl)-2H [ 1,2,4] triazol-3-yl]

dr i e ARk S imAd Pl 1,8h B&lﬂﬁ)l g1]-4f dRbh&in-4-y1}-2-ph
‘gt%iil-[%énzm mzdlazol SB?I)I))L[ T@ﬁ , 2, 45]1 %rlaiz)o g yylﬁ phenony”

P8 di n- 1-yl } - 2- phenoxy- et hanone 15

2*{Hh)eMXX1H BelnRy inie 4 Zn1-5yyi)- i, n%ﬂydhaﬂﬂi W] -Pipkldzir-a30}-2-Phenoxy-
r%l perl di n-1-yl]-ethanone, -
5- (3, 5-D net hyl - |soxazol yl)-2H[ 1,2, 4]
5f{5ﬂ(zlb)| 1 323Hh]3nmpfr@etyi)dplperakiny&}/ﬂ-2{1,2¢lﬂex&di@;ole$+yb}nb3r@l,ihydr0—indol—
g ggenoxy I- [ (R-2-(5- thlophen 2-yl-2H [ 1 2, 4]
triazol yl ) -piperidin anone enox

1=-{(R)- %—Fﬁé (ZQXmlelg R_-}g;lﬂiﬂ}rﬂd/ithlzZ %,]oxgd.lpqu ﬂlhpg]erazm 1- yl}y2 phenoxy-
tthh@al, - 3-yl) -piperidin-1-yl] -ethanone, 20 1-

§§-@a;®>:léf’?y??en¥%%“§w T phtspdinat hr benoxy)-acetic
&i®henoxy- | - (R -2-(5-pyrazin-2-yl-2H [ 1,2, 4]

%?h?é@)%gl ﬁé@ﬂ&l ﬁf& ﬁé;l(l;)lﬂéﬂﬁgl&fﬁi'éaﬁbojﬁ%fﬁh ﬂgl&l%é'[ ? ﬁ}lagol 3-y1)-
pipepéint biyh- elhzyllo}lez phenoxy- et hanone, 25 1- {(R) 2-

H(I()Pzz 35 @BQM&PW%%MA&O%% flen]yvl]22l41[1t2r4]?fa91)l'§ YWl diperidin-1-yl)-

|per| 2- phenoxy-" et hanone
{21? F@Owth%ﬂonﬁyrldln 4-yl)y-2H [ 1,2,4] triazol-3-yl]
1p(Reri{si[B-(4- Mét}lyl ﬁﬁﬂﬁéﬁ—)& cagidanopten yll-2H- (R)Zil]ztrlazol 3-yl}-
{) ég Fjdﬁrzg 20 1, 2, 4] trlazol 3-yl]

REadnr b RO e hbsy- 30’ of hanone, 1. L(R)-2-

#83413; [élR)Dilﬂ‘(RiRhme}phmw»p@mdl[a 2Ly1P-18)-[ 1, Mhm@mg&-yu Jbenzoyl)-

b Ali H 1-yl }-2-phenoxy- ethanone, 6-
iI@ '[Q?%) 2 Phenoxy- acet yll%wﬁ_'( er| din-2-y

@ metwmrmu N-mpthyl 3454 phmwcgqybfplme@qln -2-yl]-1H-
?P@Z]tﬂaz%‘l (?,Dﬁ} b&Pamide, tyl)- pi

enoxy- ace -pi p y

1%%156{5&{5 ](M?thwrslpﬁr mffy]dF%LPlﬁﬁ Eﬁa QQJJHH@O
111-péﬁd1n{5yl){2 pIRroky-edrakbesoxy- acet yI ) pi peridi n-2-yl ]
15l £ ok nélxayéé%:'e@ Pipki RS 11,2 4)triazol-3-y1)-benzoy)-
{)i(I)R)idiBe{43ca(rlzoxédw pgdpyridin-4-yl)-[ 1,2, 4]

[ I

@5337 8@0132%]6? E’ggoogﬁo%geédﬁ{ 3 %@ @F fﬂgﬁ}éﬁg@ 3-yli-benzoyl)-
piperidine-4-carboxylic acid amide,
2-Phenoxy- 1-((R)-2-{5-[3-(thiazolidine-3-carbonyl)-phenyl]-2H-[ 1,2,4] triazol-3-yl }-
piperidin- 1-yl)-ethanone,
N-(2-Dimethylamino-ethyl)-N-methyl-3-{5-[(R)- 1-(2-phenoxy-acetyl)-piperidin-2-yl]-
1H-[1,2,4]triazol-3-yl }-benzamide,
2-Phenoxy- 1-((R)-2-{5-[3-(thiomorpholine-4-carbonyl)-phenyl]-2H-[ 1,2,4]triazol-3-yl }-
piperidin- 1-yl)-ethanone,
4-(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4] triazol-3-yl }-benzoyl)-
piperazine- 1-carboxylic acid ethyl ester,
N-(2-Hydroxy-ethyl)-3-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-
yl}-benzamide,
N-Methyl-3-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-N-(2-
pyridin-2-yl-ethyl)-benzamide,
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1- {(R-3-[3-(1H Benzoi m dazol -5-yl)-[ 1,2, 4]
oxadi azol -5-yl] -norpholin-4-yl}-2-phenoxy- ethanone,

wda200006012- [ 3- (1H Benzoi m dazol -5-yl)- [ 1, 2, B{T/EP2006/068745

oxadi azol -5-yl] -piperazin-1-43%- 2- phenoxy- 5
et hanone,

N- ((chﬁi@n@h)-ﬂ)%éfg Igromlp%{%ﬁ(ﬂ?ﬁ 15(%;phenoxy-agetgl)-pyperidin-2-yl]-1H-
@d]tﬁzmls%ﬂybénz&nﬁdedl hydro-indol - 2-one, 1- {(R) - 2-

di
? F{é&ﬁ%} 3P0 %ﬁ@’f}o&ggl‘l(g{lﬁa#&ﬁg L SARAETY Dbl oy 4
f)Benﬁlﬁp{p(eﬁ)h-n]: 4(2ar5’b11ﬁnﬁlxy acetyl)-piperidin-2-yl]-[
bR 3L h R o8- Hhb BN M ory RS- AF 2 Ariazol-3-v)-
pBHefidin( piypel-plkinesy-tthearbany| ) - phenyl ] -2H [ 1,2,4]

% éB 6{[?;3 ?leb}ﬁgeﬁégﬁz{deg@?%lg en ?ﬂ’f@ 4L|_i]1a{0(1 @\él?bfnzoyl) 1,3,8-

triazapire 5}11§ca®¢ dignfr- | yI ) 15 2- phenoxy- et hanone,
1—'(2({51@5 -(8pird@- Phtalan)- plperldme 4-carbonyl)-phenyl]-2H-[ 1,2 4]triazol-3-yl }-
?gli I\/f ’Pja’Jz |pera ne- 1- car bonyl) - phenyl ] -2H |
-y B]I? H§XW’ N8l Geri di n-
1-Ppk)oB- PhERIakys-E3- hﬁ@wdﬂn Ay pyrididifd=] carbonyl)-phenyl]-2H-
El'ﬁz];cf lﬁ%%g%;% B@%}lé{ &1)pe%ﬁénq>lng 2-yll -1 [ 1,2, 4]

pi perazi n-2-one, 20
(R RS 15 l\é@hwe)sullf@nvépwph@n@ﬂ qatRynyi)-genpH bk 2 dhtriazol-3-
?lt} )f)ll[)erﬁﬁﬂl@ r}ﬂ)dQ 'i‘)hgnd’plyletﬂzi'ﬂ'on[a 1,2,4]

SRS R e sl Ty s e ot
Bipdsidin-1- W])&Zpﬂlerl%xy-lﬁ}hanph@erl di n15

anone - = - .
F B3 R D AL SO DB ab e SEp gl 28 4 inzol- 3-y1)-
plp!eladmLL 3byd-phdmeny-etHanen®5 pi peri di ne-4-carboxylic
i%gg(@ll gé‘ "Pilgn(g)ér@cﬁyl) pﬁ)lBerldlg 2- yl% 111 Fl %ﬂt{lazlol 3 }ZH nicotinamide,
2P 30l 3-RHeponerseopl-pipepdinet i ha Mo widsek i cphgspmy) -acetamide,
Nnﬂ?:dﬁuo%‘ Phsnery i— S Zarc{:t@b plperlldln 2-vy1]- [% 24]oxa2fiiazol 3-yl}-

hi azol.i |ne carbonyl) phenyl ]
“é(Loarcet@HWi? pi peridin- 1-yl)-et hanone 30

N (ﬁﬂabfmﬁl{yl[&m N2 ghbiys - d‘deﬂyﬁtﬂ'ipéﬁcﬁn{%yl]ﬂ([R)Z-él].o;(aaraﬁdsﬂe}lyl}

Oxy - cet iperidin-2-yl]- 1H |
PP é@ "Tce ‘f benzam de, 2-Phenoxy- 1-((R)-2-{5-
N3(36 {3l (Bbrdr @hﬂhanney—elcatw—pmld)mmﬁyﬂl][ 1,22Rkriazolt3-31 }43henyl)-

le{d %%u zyl}- piperidin- 1-yl)-ethanone,
f R (2- Phenoxy- acet i peridin-2- %/
{5[[(B &%Plteﬂoéféwﬁiwﬂl}eﬁﬁéhgﬂiﬂlf H-[3g.4]triazol-3-yl}-phenyl)-

gbp@t #iipe- | - carboxylic acid ethyl ester,

NR&%“% BV Bond Srachbripriginghyi 11 3 rigogp ot
phié¢ngPedcedmiyd,} - benzam de,
N-(3-Fluoro-5-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-
phenyl)-acetamide,
N-(2-Fluoro-5-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-
phenyl)-acetamide,

N-(4-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[ 1,2,4] triazol-3-yl }-pyridin-2-yl)-
acetamide,

1-(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-phenyl)-
azetidin-2-one,

1-(3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4] triazol-3-yl }-phenyl)-
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N- Met hyl - 3- {5- |
(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl] -1H [ 1,2, 4]

WO 200aded018- yl } - N- (2- pyridi n-2-yl - et hyl ) - benzaP@TEP200€68745

2007/ 063012 PCT/ EP2006/ 068745 3332 N (2- Cyan o
-et hyl) N- cycl opropyl - 3-{5- [(R)-
Ryf(@(b%ﬁéx@lo%etyl) piperidin-2-yl] -1H [ 1,2, 4]
QJP'h@K@;l - Bio)i2-b zﬁﬁ4 '[( Q4io'§(adfa§8)3 IX|-) plperldln 1-yl]-ethanone,

% r{s i%@hfggﬁ}?aceésbpypl grrl 19; I2ny1% [¥ 2 4]oxad1 Eol 5- yI}AI:]enzonltrﬂe

pHeERYL{ pi(petrhdonsrarisarpi,2,1]dxediatol B~ (I(4B)pelidib1-yl}-2-phenoxy-
%tﬁ 4 Hydr oxy- pi peri di ne- 1-carbonyl)-phenyl] -2H |

"triazol -3-yl}- piperidin-
3- {§/1 [}R)Q 1 Rrdhoxgxyetchtyhepipsridin (23yl]{ 52,4 oxadiazol-5-yl }-benzonitrile,

ST i R B e U V. A

fbaneie. 2, 4- di one, 1- (2-15- [ 3- (Spiro (I -Phtal an)

1 JsthsLeaqﬂm M B)yl)- phemyihdiaztE3l yl fillin-1-y1}-2-ph
t?ll(ﬂg};ol[ 3(’ yl} ?&Bﬂl perylydlpln | -yl )la2 ph}é]r]{g%; einhar%,o}nep ooy

2 Phdloxy - 1- ((R) 2-{5-[3-(3-pyridin-4-yl-pyrrolidine-1
1R 2-Hphleowst pyribh -4F yIE[ P2.4]oxadiazol-3-yl]-piperidin- 1-yl}-2-phenoxy-
%@5@&%‘ -3-yl}-piperidin- I-yl)-ethanone, 1- ((R)-2-

3&1%)32{/@1( Prdhyslsomyf @mydth yhynyridin- dtiyhel 112, €larisbrapl-pB- pheipgriglin- 1-yl }-2-

plgéﬂ'oxgi eﬂhaﬁoﬂr& t I‘I azol 3-
plperi din- 1 phen et hanone, 15.1-

i’é Ri32-(¢-¢f- @dE?WORWWﬂ %dg ﬁ}é)xfdléé(?lt%h%l’)lp%ﬂéth}n]l} 2-phenoxy-
ctBhhdnel, 2, 4] triazol -3-yl}- piperidin-

Ft 5 8 A Pl ra ) L2 4kopaiirg - oHmneicin- 11>

pﬁdﬂo@cyttlﬁnéﬂlet riazol -3-yl}- piperidin-

% ﬂ(’gﬁregﬂgg%g% ? ﬂ%‘ b- ll%dlﬁ) @la% -3- %hp peﬁ_ld]él hlyl] -ethanone,

BOAY-= g{@ﬁ/)}z h3- ?_],g]ﬁrlg@l I>y)- pheny -[1, 24]oxad1azol yl]-piperidin-1-
‘}fei‘}ra{@nél (2- Phenoxy-acetyl)-piperidin-2-yl]- [1 2 4] o
e BB ES T B Bl oyt S a1
ethaldcbr&zol 3-yl}- phenyl)-acetam de, N (2-Fl uoro-b5-
ii(a%)( R i%](llngq%hmrr]l% %zr?? )yl)yL é% %g 1'219032’) }%]—Bf)hJeri_d[n—}—’y’iz}’—é—]phenoxy—
dthaeres- [ (R) - 1- (2- Phenoxy-acetyl ) - pi peridi n-2-yl]-1H]
{ {%%)Ai gg '(?%ﬁglefy?p%{ér}y'llgphefmlo)(adlﬁ’io@-@' ﬁp?g'eﬂﬁr -1 _yli:2y—Plllenoxy—

henoxy- acet erl
ethpporfe, 1,2, 4] tri azol - 3-yl }-phenyl )- i sobut yrani de,

N{(Kty Fl[ 8060t 3rodydpyrldin-2-y1)-[1,2,4] oxadiazol-3-yl]-piperidin- 1-yl}-2-phenoxy-
tﬁ JZ phe}ﬁloxyys%}getyl )y p|[per?d| n- 2- yli, -plpl—l- [ 1,},2,4]p Y
X6t -3-yl}- 30 phenyl)-acetani de, N (3-Fl uoro-5-

{BR)-2( R 5-M¢tRylphemonx-2- dG €1, 9 1) oxpdipsasli dili-p2reyidin -1 BH-2{phenoxy-
gthgnodfr]e’ triazol-3-yl}- phenyl)-acetam de,
2-Phenoxy-1-[(R)-2-(5-quinoxalin-2-yl-[ 1,2,4] oxadiazol-3-yl)-piperidin- 1-yl]-ethanone,
I-{(R)-2-[5-(3-Methanesulfonyl-phenyl)-[ 1,2,4] oxadiazol-3-yl]-piperidin- 1-yl }-2-
phenoxy-ethanone,

I-{(R)-2-[5-(6-Chloro-pyridin-3-yl)-[ 1,2,4] oxadiazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

I-[(R)-2-(5-Benzothiazol-6-yl-[ 1,2,4]oxadiazol-3-yl)-piperidin- 1-yl]-2-phenoxy-
ethanone,

2-Phenoxy-1-{(R)-2-[5-(2,4,5-trifluoro-phenyl)-[ 1,2,4] oxadiazol-3-yl]-piperidin-1-yl }-
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N-(2-Fluoro-5- {5- [
(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl] -1H [ 1,2, 4]

WO eooamedoiB- yl } - phenyl) -acet anm de, 35 PCT/EP2006/068745

N-(4-{5-[(R)-1-(2-Phenoxy-acet3d-)-piperidin-2-yl]-1H]

1,2,4]triazol-3-yl}-pyridin-2-yl)- acetamde, 1- (3-

?@am}fne( R) 1- (2- Phenoxy-acetyl)-piperidin-2-yl] -1H [

i—’P%eﬂ(]» i oi A Itliﬂtﬁﬂ@ﬂ])é{h)yi p%(ﬁhliﬁ}ylg [2201']|§xad;ﬂo(—§'yl] -piperidin-
14 05“1 henoxy-acetyl)-pi peridin [

Yk} Najqheaz ol - 3-y1 } - phenyl ) WO 2007/ 063012

PCTR)ERZ 90%h £ 8, 28Fthiaddd-ol-pywil-{ DR 4k ¥adia2e153-6li) griggsridin- 1-yl]-2-phenoxy-

gthPhenoxy - [ (R -2- (5-pyridazin-4-yl- [ 1,2, 4]

A'azoi - 3- yl) -piperidin- |-yl] -ethanone, 4- {3-

HFI)) 2- 15([28]=Pﬁmmboyldamét§sl+[)l 240 ez HryD-pibgridinf1-]-2; phenoxy-

ﬁ -5-yl }-benzonitrile, 1
2-yl)

§§ %%1[1%11§43hth351<§&r361|[22ﬁ] gvﬁa}dlaz%?re/hos@eﬂ@n 1-y1]-2-phenoxy-

ehhasyene, 3- {3- [(R)- 1-(2-Phenoxy-acetyl)

BTSSRI e Boheot xs pingisin 1912 phenosy-cthanone,
1 5¢R22-t5d onBenrzWawr&mﬂ)M] pxallja2oM}-ytxepkratiod - 33-2+ghenoxy-
t@h Cg{l di n- yI} 2- phenoxy et hanone, 1- {(R)-2-
E Am no- pyridin-3-y -][124] oxadi azol - 3-y q
ﬂ[@e%[ﬁh(hHinyllZ?mEd@ﬂ@éﬁm[ 2.8 cspdiazrdrPeyl]-pipefid @y 1-21}-2-phenoxy-
gtﬁalg&eHydroxy pyr| d| n-4-yl)- [ 1,2, 4] oxad| azoI 3-yl]

erid ]61} henoxy- et hano d
ﬂg‘( )22-}L§f(g§,é;@,1¢ o%pmqiazgyﬁy@l ?44])9|x§ 1a{01~_§ }Q] R]perldm 1-yl}-2-

pi@dixpeandny| ] - piperidin- |-yl}-2- phenoxy- et hanone

éiaéf %Pi bR Hsng: %eaﬁ”ﬁé%’rﬁc‘ﬂa%w T3 sFatsket o0

benzp[ R}loRazif-350ne( 2- Ami no- 5-chloro-pyrimdin -4- yI) -

ﬁﬁé{ é% (?ﬁﬂi@ﬁ%l[%§m§nd‘up 6P '[FQ ﬁ]ogadﬁékc}l 32y1] -piperidin-1-yl}-2-

anone
thfn(olwﬁﬁla(lsn%yr azin-2-yl-[ 1,2,4]

SR AL o bl AR At g2

?Lceﬁanﬁl oxadi azol - 3-yl ] -pi peridin-1- yl}-ethanone,

2-{Ahenoxy 6-Ahorp( Rhydrox]-pylidazietiryiz pll,2,4]bxycﬂiazpﬂ6ny1] -pipefidin-1-yl}-
% % ‘Eéx X di azoI 3-yl] -piperidin- |-yl}- ethanone,
P YZBF 1H— Benzoi m dazol -4-yl) - [ 1,2,4]

oxadi Rz bi(2- S’hthxy-mp@rplgcrmdm %fyl]]{ZQ;é%@mdwol 351}-1,4-dihydro-
g,glgggzgﬁllg 231d10 tR)-2- [5-(4- Acet yl -phenyl)- [ 1,2, 4]

xadi azol - 3-yl] -piperidin-1-yl}-2-phenoxy- ethanone
I-{(R)-2-[5- (6 Hydroxy pyridin-3-y)-[1, 24]oxad1azol 3-yl]“piperidin- 1-yl}-2-phenoxy-
ethanone,
7-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-5-yl}-3,4-dihydro- 1H-
quinoxalin-2-one,
I-{(R)-2-[5-(6-Amino-pyridin-2-yl)-[ 1,2,4] oxadiazol-3-yl]-piperidin-1-yl }-2-phenoxy-
ethanone,
6-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-5-yl }-nicotinonitrile,
5-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-5-yl }-pyridine-2-
carbonitrile,
4-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-5-yl}-1,2-dihydro-
indazol-3-one,
I-{(R)-2-[5-(2- Amino-pyridin-4-yl)-[ 1,2,4] oxadiazol-3-yl]-piperidin- 1-yl }-2-phenoxy-

ethanone,
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1- {(R)-2-[5-(6-Hydroxy-pyridin-2-yl)-[ 1,2, 4]
oxadi azol - 3-yl] -piperidin-1-yl}-2-phenoxy- ethanone,

WE001H630(R) - 2- [ 5- (5- Met hyl - pyrazin-2-yl)-[ 1, 2P@J/EP2006/068745

oxadi azol - 3 yI] p| peri di n- 1-y35- 2- phenoxy et hanone,

2- Phenoxy- 2- (5-qui noxal i n- 4]

& ER- &2 &1(6 éixdquxymmémdm A=yD-Eh3, f]M@dlh&i&wﬁl plpfrldln 1-y1}-2-
phéRoxg: E[@ngg%e Met hanesul fonyl phenyl)-[ 1, 2, 4]

%?%5 Etfl%)R} (%—)ﬁ’[hgn?)gr %%y rlblpf)r 1pé/’4 gﬁl] l%ﬁgga%%%gleé]yﬁ Cilenyl) 2,4-
d)])kl@dinoam024]3flg/zlol 3-gueperi di n-1-yl }-2- phenoxy et hanone,
%‘ )gggga 2;%%& 32 %%nrzl(g))%fhaecreIy@I ;I),]lpelhf(hml% ¥ %1 4éoxad1azole% H’ai I,‘phenyl)
inﬁhmhdmﬁ-ml-dlql(eR) 2- [5-(2,4,5- trlfl uor o- phenyl) [

Ab |
bERibes: (’59‘3“ %@f’éﬁ%‘%&%‘%@%@%@””ﬁ PRyl Agoadiazol-3-1)-
lepﬂ@lﬁo yD-3-pheqnory-ethanone,
I-934((8- [tR) iJ(QL%@ﬂ&thédetyDy 1péih<nn32 b, 2[4]axaala%1 5-yl}-phenyl)-
oxa - pi peri | n- i,l et hanone, 1- [y (R
PW%‘@ e?i‘keo 1 2, 3] thiadi azoI 5-yl- [ 1,2, 4]
0XAadB4ZR)- 1 323Hh):ne)mqmetyil)dpiperidliﬂy2—1/1] —[2,—2plﬂ|emdiayel—5yl}—phenyl)— 13-
?ﬁlg%ofﬁ%dazéﬂlz(ﬁ? 2-(5-[ 1,8] Napht hyr|d| n 2-yl -

oxa >3-yl)-pi peri di n- r‘a phenoxy
&t(hrdAd ) 1-12-Fhemyxy2acesl)- Elmemnfs?aplht[w ]@ixaldlazolyﬁ yl}fphenyl)
ﬂfﬂl%ﬂfdhdﬁ?&@ﬁ%@&le 3 yI ) p' perl din- I-yl'] -2-phenoxy-

P aenons o my ik it 4}10@%&%@5&1;19@?“%0@1} 2
ﬂher{o&ﬁ)etl&noﬁé’a (1H Benzotriazol - 5-yl) - 2, 4]

d a o erid I et hanon
PARAELIL i Pl ESETER o R
ahwﬂnazol 3-yl] -piperidin-1-yl}-2-phenoxy- ethanone,

i%%& %{[g E% Métle%l[ls Az ]]33 9?“[%% 22;'1!'] (Sj){a(ala&?ff 5 %Z}gﬁerldlw ) yl}- 2[phenoxy

éﬁ@@y et hanone, 6 {3- [(R- 1-(2- Phenoxy acetyl)

1 I Sl 5D ekhyl-2H - pyréz il 3-9p Q2R Ok Rerfl- 3- &engalyl}-2-

f{t]@)e o oney %F%%{) - gqu[ gﬁ} a3|—|— I 'm gg?gp s
XISF%WPP% n- 6- yI) - [ 1,2,4] oxad| azol - 3-yl ]

1ﬁ(m)e24[§h(ﬁl-Md:thylL2H%yra261 PhBAAXY4]ekhbnmohe, yINpipdridid- 1-yl }-2-

Phen ,oxy-acetyl) -piperidin-2-yl] - |

[ilgef)% eth(?maméizao 5-yl}-pyridin-2-yl) - acetamnm de,

I-{(R)- 2 [5-(3-Methyl-isoxazol-5-yl)-[1,2,4] oxadiazol-3-yl]-piperidin- 1-yl }-2-phenoxy-

ethanone,

and pharmaceutically acceptable salts and esters thereof.

Other particularly preferred compounds of formula (I) are those selected from the
group consisting of:
2-Methyl-5-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-3H-
pyrimidin-4-one,
I-{(R)-2-[3-(5-Methyl-isoxazol-3-yl)-[ 1,2,4] oxadiazol-5-yl] -piperidin-1-yl }-2-phenoxy-
ethanone,
2-Phenoxy-1-{(R)-2-[3-(1H-pyrazol-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-
ethanone,
I-{(R)-2-[3-(6-Amino-pyridin-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-
ethanone,
5-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-yl }- 1,3-dihydro-indol-

2-one,
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1- {(R)-2-[5-(6-Chl oro-3-hydroxy-pyridazin-4-yl)-[
1,2,4] oxadiazol-3-yl] -piperidin- |-yl}-

WQ@2pheenxy - et hanone, 25 PCT/EP2006/068745

6-{3-[(R)-1-(2-Phenoxy-acetyl-)3qi peridin-2-yl]-]

1, 2,4] oxadi azol -5-yl}-1,4-dihydro

éﬂ(]ﬁ)o HH(Ze\mping- Ryirlgm;4 yi) 2}{1 [ﬂg)Q,égtrlazol 3-yl]-piperidin-1-yl}-2-phenoxy-
tRak Siretydr oxy- pyri di n-3-yl ) - 1, 2,4] oxad|azol 3-yl]

AT R AC o ST

bﬁﬁﬁ[ﬁﬂ@km&aﬁkﬁmS 4-di hydro-I H 30 qui noxal i n-2-one,

- | 2, 4].

%— )igéi){fa iS %6 Q{E‘bne Eﬁct % Zﬁ trgazz)%?) h/dxpgllpérécilﬁgﬁgl}%’—phenoxy—
ghaf@e, [(R) 1 (2- Phenoxy acetyl) plperldln 2-yl] -

4 [ [

L {%l? 4D [2 )rﬁggy@%lggltng?§2& 'FS):"}’FI)E?IF 0["1%]45&1{212%)133 ylI¥ 1pér?’d111 I ﬁ)} -2-phenoxy-
@ ¥z ol - 5-yl }-pyridine-2 35 carbonltrlle 4- {3-
NCR) Fludrd- &{E’Jmm)ozcxz@@@ﬁoely)ace@mﬁpemﬁ -RylyI1H- [1 1 4]1nazo4]3 yl}-
o adi.azol 1, 2-di hydr o- indazol - 3-one, 1-

nypf§aﬂéﬁd do. pyridin-4-yl) - [ 1,2, 4]
d»{emu 21 6123y dxy- pyriped ey 1,2 ] gxalia pdleR pifypipeeidivanomp?-phenoxy-
7/ 063012 PCT/ EP2006/ 068745 -35 1-

%ﬁﬁ?- -[5-(6-Hydroxy-pyrimdin-4-yl)-[ 1,2,4]
axhphamerewdicylly acceritptde padisand psteristhezeofphenoxy- et hanone,
4-(3-13- [(R)- 1-(2-Phenoxy-acetyl) -piperidin-2-yl] -

[ 1 2114{il1 ¥ @ r@@lﬁ’ﬂed Pha |tﬂe &Jﬁ%ﬂﬂnﬁs v2echrerall FdMANOA) in this invention

4], triaz one,
T_aé/?e ﬁré%‘ﬁ%fp aé(f\élfcmo)nal %gpwtp (ﬂrﬁv@g é?\%Vathﬁ[S 1@1 *f capable of
oxaeisiohoh ack oy the-pahanygbmpeundrinckdzwml i di ne- 2, 4- di one,
1-((R -2-15- [3-(1, |-D oxo- Ik6-isothiazo|idin-2-y|)
-phenyl] - [ 1,2,4] oxadiazol-3-yl}- piperidin-
1-yl)-2-phenoxy- et hanone, 1-(3-13-[(R)-
1- (2- Phenoxy-acetyl) -piperidin-2-yl] - [ 1,2,4]
oxadi azol -5-yl } -phenyl) - 10 pyrrolidin-2-one,
1-(3-13-[ (R - 1-(2-Phenoxy-acetyl)-piperidin-2-yl] - [
1, 2, 4] oxadi azol -5-yl }-phenyl)-1, 3-
di hydro-i m dazol - 2-one, 3-(3-13-[(R)-
1- (2- Phenoxy-acetyl) -piperidin-2-yl] - [ 1,2,4]
oxadi azol -5-yl }-phenyl) - imdazolidine-2,4-dione, 15
1- {(R-2- [5-(1-Methyl-IH pyrazol-3-yl)- [ 1,2,4]
oxadi azol -3-yl] -piperidin- |-yl}-2- phenoxy-ethanone,
2- Phenoxy- |- {(R) -2- [5-(1H pyrazol-3-yl)- [ 1,2,4]
oxadi azol -3-yl] -piperidin- |-yl}-
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et hanone, 1- {(R)-2-[5-(5-Methyl-isoxazol-3-yl)-]
1, 2,4] oxadiazol -3-yl] -piperidin-1-yl}-2-phenoxy- 20
wetdhaneez 1- {(R)-2- PCT/EP2006/068745
[5-(2, 5-Di wethyl 2H pyrazol -3-31-)- [ 1, 2,4]
oxadi azol - 3-yl i peridin-1-yl}-2- phenoxy et hanone,
1- {(Be QLVFIglqtgﬁlgygﬁwia.tegpp B eeesy fonthe marpufactyre pf compounds of
forAdilAd Phs dfiikd abdsue ThicKlipFockssyohrpéise ABAMA% M-BHIPBNAABF formula
@ip égﬁg {(R) - SP?B Ngthyl-lggfazol 5- él) hﬁ%,2,4]
adi azol - 3-yl ] -plperldln- | -yl }-2-phenoxy- ethanone,
and pharmaceutically acceptable salts and esters
t hereof. Other particul arRy rBt erred compounds of
formula (1) are thosngeI frénnthe group
consi sting of: 30
2- Met hyl -5-{5-[ (R) - 1- (2- phgnhox¥: acet yl ) - pi peri di n- 2-yl

1-1 1,2,4] oxadiazol-3-yl}- p¥ri m di n- 4-one, 1-
{(R)-Z-[B-(S-N@thyl-isoxazol-3 yl) -1 1llR, 4]
oxadiazol 5-yl] -piperidin-l-yl}-2-phenoxy- et hanone,

3-(1FprrazoI-3-yI)- [ 1,2,4]
iaz din- | -yl}- 35 ethanone, 1-

{(R) 2- [3-(6-Am no- pyrldin-3- 1)- [ 1,2,4]

oxadi azol -5-yl] -piperidin-1-yf}-2-phenoxy- ethanone,

5-15- [(R) - 1-(2-PhenoxyR et -piperidin-2-yl] -1H]

1,2,4] triazol-3-yl}-1,3-di hydroQ ndol - 2-one, WO

2007/ 063012 PCT/ EP2006/ 0687 - 36 1- {(R-2-

[5-(2- Amino-pyridin-4-yl g7 ﬁ 4] triazol-3-yl]

- pi peridin-1-yl}-2-phenoxy- ethano @ 6-15- [(R) -

1- (2- Phenoxy-acetyl) - pi peri di n-2-yl] -1FL[ 1, 2,4]

F 3t pd
%E)%ﬁjzoﬂ{ ngfi %R A#j nlge%f/ ?1{1 % a%%aso(?ﬁ)%gﬁ Tn%qfla 41 22and Lis
halpgerol - 3-yl] - pi peri din- 1 yl }- 2- phenoxy- et hanone, 1-
{(R-2- [5-(1H Benzoi m dazol -5-yl)-2H [ 1,2, 4]
tri azphe Eeaathdn offdl dd&{ ofdin B0k fof A2 TPRGIROX Yom F& AN T8 mula (I1T) can
%éa[rflgé oyt ltréi%bﬁ%%}lsav&eé]tlgﬂo)wnﬁp rS%"r PSR s}ﬂ%;ﬁm t}}ﬁq._r Such reactions

danZcofpertien thyzted cadried dut fdiCexpin@iety) mxdres evtintiequnared fdr-mula (I) with
é %@erll %%do h?%rg% {Mgﬁﬁﬁx r(ﬁ%_/} ror %k@rn?}'?‘yey wﬁc{l a% ’agﬁ\%]c dheasltrﬁ:ro F]hé:reof a

compound of formula (IIT) in a solvent such as e.g. DMF at approprlate temperatures

1t1c1)h o ugd 0F§0(r 8 p

between 25°C and 120°C, optionally in the presence of diisopropylethylamine. Preferably,
L is CI. Alternatively, L can be an active ester. Such active esters as well as their use to form

amide bonds are well known to the person skilled in the art.

The present invention also relates to compounds of formula (I) as defined above,

when prepared by a process as described above.

The compounds of formula (I), (II) and (III) can be prepared by methods known in
the art or as described below or in analogy thereto. Unless otherwise indicated, Rl, RZ, RS,
R4, RS, R6, R’ and X are as described above.
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and pharmaceutically acceptable salts and esters
thereof. It will be appreciated that the conpounds of

wa@enenedotf ornmula (1) in this invention 15 mayP@BEP2006/068745

derivatised at functional grouj#s to provide

derivatives which are capable of conversion back to

t he papareuedrRidemmaulp aDviapde Py apaorroEatrlte the following general
Ret{gk2006/ 068745 -37 The invention further rel ates

to a process for the manufacture of conmpounds of
fornugﬁﬁgéhas defi ned above, which process conprises
reacti conpound of formula (Il) RA R5 R3 XR6 N

R7 H (II) 5wth a co und of forrmula (Il1l) L R2O

[11) whereiny R2, R3, R4, R5, R6, yR7, and
X ar eflned |n a f clainms 1- 22 and Lf1s
halog Peacti on conmpourd—of forrmulla (L) N Ar

with aico und of fornu a (ll'l) can 10 be caﬂile |
out undC @nditions weltl” known to the person skidlid N

in the art. Such reactions can conveniently be Y
carried out for exanple by m xing a conpound of 3
formula (I1) with e.g. an acid chloride of formula

(I'11) or alternatively with an activated ester thergof
a conmpound of forrmula (I1l) in a solvent such as e.q.
DMF at appropriate tenperatures between 25C and 12QC

iilxlonally in the presence of diisopropyl ethylam ne.
re
Ll

r abl 15 Lis d. natively, L can be_R»
Sugh active|estdrs as wel l==as—t hefr u$e
to“*or rbonds are N
|edYLN the art. The present

to the perso

nvgRt i on al so reNat ey” 7r’Ar
ﬂb cqmpounds of forrmula (1) as défNned above, mhgoc Y—N
prepayed Ry a process as descri bed above. The
formula (1), (Il)gand (I'11) can be 4
J et hods known in 20 the art gr as
descri bet¥bel ow or in anal ogy thereto. Unfass’® O S, NAc NMes
otherwi se indicated, Rl, R2, R3, R4, R5, hﬁ? and X
are as ddscribed above. WD 2007/ 063012
PCT/ EP2006/ 068745 -38

Compounds of general formula 1 are dissolved preferably in DMF and 1 equivalent

of activation reagent such as TBTU is added. The reaction is stirred at room temperature
for 10 min and the corresponding hydroxyamidine (compound 2) added to result in
compounds of general formula 3. The reaction mixture is heated to 80°C and stirred
overnight of treated under microwave conditions at 120°C for 15-30 minutes to result in 4.
After evaporation of the solvent and extracted from ethylactate/water the crude material is
treated with neat trifluoroacetic acid or 4N HCL in Dioxan to result in compounds of
general formula 5. The final product is obtained by treating these intermediates either with

phenoxyl chloride and derivatives thereof or its corresponding active esters.

The corresponding N-methylpiperazine derivatives were generated from the

piperazines as indicated in scheme 2.

Scheme 2
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Compounds of fornula (1), can be prepared according to
the follow ng general nethods. Schene 1 i~H X c¢x~yo

WG 20d7RbM12Y CNN Ar B Al Y OC O BOG O YEN 2 3 HCT/EP2006/068745

CNNACNNA r CNNAr  // "~ rN R®»4 OX =CH2, O, S

NAC, NMes Y =0, NH 6 5 Conpounds of geperal fornula

1 are dissolved preferably in DMVF and 1 eEuivaIent of

actNyati on reagent such as TBTU i s added.NJhe reaction

i[s stilrred at roomtenperature for 10 [m n &nd the
onding hydroxyan di ne_(conpound 2) agded yo

nds of general fornula =

rea tioani ture is heated to 80C and stifrred /
i gh N treated under mcrowave c { on =N
20C flor 15-30 mnutes to result in 4. 710 Affter

evapobfat i o1 0f the solvent and extracted froOn
ethylact ter the crude material is treatjpd With

neat trif oacetic acid or 4N HCL in D oxan
result in>>0npounds of general fornula 5. The
product is obtained by treating these internedi ates
either wwth phenoxyl chloride and derivativeg t her eof
or its torresponding active esters. The correSpondi ng
N- et hyl pi perazi ne derivatives were generated fromthe

15 piperazines as indicated jn %& ne chene A

20071 DR TSBeof 152008 DB YALE ST R 1N 730 gl ey an excessof
fNrihaldshjde arkd dxkalyticlanMdu@of\hcetic acid. The reaction mixture is stirred at room
temperature for 30 minutes and 1 equivalent of NaBH3CN added. The reaction is stirred at

room temperature for 16h and the product isolated by chromatography.

The carboxylic acid analogues were generated from the corresponding esters
through classical saponification with NaOH or LiOH or by catalytic debenzylation
procedures where the starting material is typically dissolved in methanol and an aqueous
solution of NaOH or LiOH is added. The reaction is stirred preferably for 2h at room
temperature and the product extracted form ethylacetate/water after acidification of the

reaction mixture.

The carboxyamide analogues were generated from the corresponding carboxylates
by preactivation with reagents such as TBTU in DMF. The reaction mixtures are usually

stirred at room temperature overnight.

The primary carboxyamide analogues were generated from the corresponding
carboxylates through coupling on Rink-resin and subsequent cleavage with TFA by
preactivating the starting material with reagents such as TBTU. The reaction mixture is
usually stirred at room temperature overnight. After excessive washing of the resins with
solvents such as DMF, methanol and methylenchloride the solid phase material is treated
with TFA at room temperature for 2h. After evaporation the product is isolated by

chromatography.

The amino derivatives were generated from the corresponding nitro analogues
through a Zink mediated reduction where the starting material is dissolved preferably in
ethanol and saturated aqueous ammonium chloride. An excess of zink powder is added,
the reaction briefly heated to reflux and then stirred at room temperature for 16h. The

product is isolated by extraction from ethylacetate/water and final chromatography
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OO 1 2 Conpounds of type 1 are dissolved preferably
in DMF and treated with an excess of fornmal dehyde and

wa@200al0y30iz anout of acetic acid. The reacti on POREP2086/068745

is stirred at room tenperatw® for 30 mnutes and 1

equi val ent of NaBH3CN added. The reaction is stirred
at SThoblowaelrgtidese-spipnangies neprbaveatpy adycireas were all generated

o R Bt 86rBY oG Q ABLING UaRN Y ivesTEers Bl bi deriRgtiwds are dissolved
anal ogues e nerated fromthe correspondin esterf
PYotigh “’cpﬁé‘?‘hﬂg © SABBRPPHIBGAPEH e tiyte %?tﬁsr gifonyl
thlodadsalr ydoc gana edo arezadidad . Thie reqatiogepittcasl avnese téhperature. The
s&g&%&ggamogga'akhk§ ﬁ%ﬁgqﬁlly di ssol ved i n net hano
BidVan agueous Y SOt B1Y"NaOH or LiOH is added. The
reaction is stirred preferably for 2h at room 10
t enpelhe bengopitdles werepgendiaet fom thecoegsiopdmg primary benzamides by
gtintleAr st @E Sl RWRL ndhd Eiflusfdadidcl dnfldi o fhodh ®emperature for
reaction m xture. The carboxyam de” anal ogues were

Rly d0h-f r om t he correspondi ng car boxyl ates by
preactivation with reagents such as TBTU in DMF. The
r eact Thén oi-xdmrsciatyeavaidabdd drinostids wed gateritedfilom Piperazine-1,2-
Eh%a Sk q}cuarc% lqye?{—glll%ﬂt:s er 5 ;:rt%el stelr Susd, bv%t eal[ﬂeg gcetyl chloride or
anal oglies Wer e generate Fom the "¢ortessondl Ag
vethybxlibaylebloride oudhFoo opdm tem paratRi aiollved by sepdnification as
gUPSEqLeL . Cl eavage with TFA by preactivating the
starting material with reagents such as TBTU. The
reaction mxture is usuyally stirred at room
t enpe g Lo copEreHTightavaikghlehydsppaaddipes Weisigrigated fioppthe
E(ﬁﬁésfiﬁndﬁ/h% RitrikO by et a8l d& 1o fEeqVilen FRIF Agd@kylamehe mono
LRI NN N LI WU
thapactain wixtt evgheaad to 8¢ Cifeoh atayl2inyThe product was isolated by

j.no derivatives were generated

?ﬁ%%g?%gg%gggég%%ﬁgwﬁgkhitro anal ogues through a Zink
nmedi at ed reduction where the starting material is
di ssolYeaopranaicapilly gvailable wafeppmidedys sexyrmidinesargie sensrated by
S3T0IA & AU CRAIbleflfen - ABuIRMGRE Forfde vﬁih@ec{iﬂmrts bfthaesiedpondin
25.thg gtion briefh% Eﬁgtggégo reflux an thgn g dg :
apinerR d Ht g (ERFANET (e Of of A giaPoFRRen g sRlyent ghe product is
exolcaddb ythgkicetaetwaer. The onuet hithins eteated Avidt leydradivek as described
&%ﬁ%l chr omat ogr aphy WO 2007/ 063012 PCT/ EP2006/ 068745
-40 The foll ow ng N-am des, -sulfonani des, -carbanates

and -ureas were all generated fromthe correspondi ng
am noTkenen -aeminesciglhervailahel-amirnysid okidy egmagiaes were generated

foas@k ¥6despBh &hehabiles ab BeslYhe b vE M8 GRE I QSREOEbABed from the
orides or activate esters

acetyl c¢hl a , | fonyl . )
ewf‘ég%égg ghlofacyuippuLtiss %ﬁt‘f‘é dgtpiung lﬁrﬁﬁ/lﬁ %@Zﬂd&% equivalents of
eegtife Tk reaoh herjes ahdicatediba28°Coiiratdd edisrodfee conditions usually
i sal.at.ed..by chronmat o . The.bepzonitril wer e
o Y p AL T A ARy o RS O R AT RS e MR LR ey,
tvapataten tof dfe redmtiohavlvemt. wi t h neat trifl uoroacetic

anhydri de at roomtenperature for

The aminoamidines were generated from the corresponding imidoethers by
addition of 1 equivalent of hydrazine monohydrate in methanol. The product was isolated
by precipitation when adding 1.25M HCl/methanol. The iminoethers were obtained from
the corresponding nitriles after suspending in methylenchloride and saturation with HCI
gas at 0°C for 30min. The reaction mixture was stirred for 16h at room temperature and
the product filtered off after addition of diethylether.
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preferably 16h. The non-commercially avail abl e
am noaci ds were generated from Pi perazine- 1,2- 10

wale@ankoxyl i c acid 1-tert-butyl ester 2-nethyl PEFERI00&Y6S745

coupling with either acetyl chiloride or
met hyl sul fonyl chloride in THE at room tenperature
f ol | wklie Bgn-seippisialycrreilable pigrileywere gpbsated Howethepheresponding
ﬁﬁaﬁﬂiﬂ?ﬁemadhlemaw@h lo Rk el e%eaEAGH NES/AWRE 8t room temperature
g % §> on1the corresponding nitriles by the
SRy rdﬁ 5 equi val ents of hydroxyl am ne nono 15
hydr ochl ori de and 2.5 equi vanents sodi um carbonate in
a m xSahemed® et hanol /water (7:3). The reaction
m xture was heated to 80C for usually 2h. The product
I sol ated by extXaction from ethyl acet ate/ waper.
e non-co al|y aVail abl g_sul f nanido
dr yaqbgﬁﬁéiime e Nkeg_by upding»of
4A-tyangpenzen- 1- sul fionyl hIoN(kﬁwMtkNZ eqU|vaIemis )r/Ar
th%ckpr espondi ng 20Bagige in THE at room tenper éﬂf
for 16h. After evaporation of the solvent the product
is 1extracted fromethyl acetate/ wat®&r. The crude 4
M LIgH2,ics N reated w th hydrazine as descri bed above,
b

The non-commercially avgilable 2-am nopyridi no
ated fromthe correspondi
The nitriles were

nitriles as described|aboye.
obtai ned fromthe 25
chl orocyanopyri di nes a er es V|ng i n DMF anE;ad |ng
2 equi val ents of the e.NFhe reaCtion m xt A
heated to 120C under i crgwave conditions usuall 7f/ '
30 min. The product was i6€aq d by extraction fron1 N~N
ethyl acetate/water after evppotlaii on of the reaction
sol vent. The am noam di nes wergzgenerated fromthe
correspondi ng i m doet hers ﬁy 0 addition of 1

equi val ent of hydrazi ne norfohydrate in nethanol. The
product was isolated by precipitation when adding

1. 25|\/F1H¢1hdrn®tr¢1aasoiutliﬂdqieini sahpmet Haosnpaends obtzaenargdfofmoln 1 can be

ryiA r ' ' :

HR&IGATdy e;% g Or i DML datnd I 1\%&1? of §&ﬁ9€%€f&g%{g rglellct:h %SCTBTU is added

nmet h sat u M|on\Mt . .
fod 9.1 meV%leaafladwswu@mﬂﬁé?Iﬁﬁé $he reagldort tyrecoeld tat0°C and an

é)&@ﬁ‘ JfaVBRE Rk U8R Nthe rbft€ioR ri@d/b!ﬁﬁf’:i?gé hed QGkr&f At MhBiBKt temperature

addi tion of diet ert WO 2007/ 063012
BCTrEs20h6Y 4§fe teFh SVAPSIRLIH) aF‘?lyenévﬁl?q SBfraction from

étlhylhctheﬁwytaf ehegemnde ahedriilr oniréaie] oahr esgoidieng of the corresponding
(#IH LY ISIIWPd?ata Zﬁ ¢ Hl%uag %‘[l ?}cl t?(p agl 1c§ 18 a%ae(% and the r%action heated to 120°C
UOF oace ri roomtenperature
pveemehem restlonn I@Ihlpomctse@fege@eml formuXa 4NAHRr evapo@tip of] the solvent
NN A Iribh M dth ethylactate/water neat trifluoroacetic acid or 4N HCL in Dioxan is

added to generate compounds of general formula 5. The final product is obtained by

hydr oxyam di nes were E:
a

5

treating these intermediates either with phenoxyacetyl chloride and derivatives thereof or

its corresponding active esters.
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BOC O BOOOBOON N1234 X=CH, 0b NNA ONN
NNA ONN R565 Furthernore, as outlined in

waehene308; conpounds of general formula 1 can BPEI/EP2006/068745

di ssol ved preferably in DMF ant2 -1 equi val ent of
activation reagent such as TBTU is added in addition
to 1 &hgmgdl ent of a base such as DI PEA. The reaction
is cooled to OC and an excess of hydrazi ne added. The
reacti KNS warnmed up and stixred at anbi ent

tenperjaturle 10 to meg@H infcompound 2. After

evapor aty Nt he—sotvent Xtrct i en—rom N Ar
et hyl actlat e/ wat er the crude miteryal Hs treated with J \ﬂ/
equivaléﬁ¥30f t he correspondi mdine in DMF. BOC N_ O
Catal yti c amount of acetic acid is @dded and the O
reacti om heated to 120C overnight to result in 3

conmpounds of general formula 4. After evaporation pf
the solvent and extraction from ethyl act ate/ water
neat trifluoroacetic acid or 4N HCL in Dioxan is 1
added to generate conpounds of general formula 5. Whe

final oduct is obtained by . treating these
i nt er mgd es either wth enpxyacetyl chlori
deri vat q eof <or—i t §_coy espondi g act |

esters. WO 2007963012 PCT/ A - 42- P
4 NH2CH L NNA (N~ CN OC BOG N BOG N
00 2®NNNNA NNA N1 N\_A O BOGE®
grurthernore, as outlined in scheme 4, conpound

be di ssql ved preferably in _aqueous ethanol and
iwled with & excess of hydrazﬁ%e hydr ochl ori de artt

Furthermore, as outlined in scheme 4, compound 1 can be dissolved preferably in
aqueous ethanol and treated with an excess of hydrazine hydrochloride and a base such as
sodium carbonate to result in compound 2. This intermediate can be coupled with 1
equivalent of pre-activated carboxylates or their corresponding acetyl chlorides in solvents
such as DMF to result in compounds with the general formula 3. Cyclisation to the
corresponding oxadiazole occurs under elevated temperature either using conventional or
microwave heating. Boc cleavage is usually performed using either neat TFA or 4N HCI in
Dioxan to result in compounds of general formula 5. The final product is obtained by
treating these intermediates either with phenoxyacetyl chloride and derivatives thereof or

its corresponding active esters.

The corresponding salts can be obtained by standard methods known to the person
skilled in the art, e.g. by dissolving the compound of formula(I) in a suitable solvent such
as e.g. dioxan or THF and adding an appropriate amount of the corresponding acid. The

products can usually be isolated by filtration or by chromatography.

The conversion of compounds of formula (I) into pharmaceutically acceptable
esters can be carried out e.g. by treatment of a suitable carboxy group present in the
molecule with a suitable alcohol using e.g. a condensating reagent such as benzotriazol-1-
yloxytris(dimethylamino)phosphonium hexafluorophosphate (BOP), N,N-
dicyclohexylcarbodiimide (DCC), N-(3-dimethylaminopropyl)-N’-ethylcarbodiimide
hydrochloride (EDCI) or O-(1,2-dihydro-2-oxo-1-pyridyl)-N,N,N,N-tetra-

methyluronium-tetrafluorborate (TPTU). Pharmaceutically acceptable esters can



5 sodi um carbonate to result in conpound 2. This
internmedi ate can be coupled with 1 equival ent of
w@e@acioiyat ed carboxyl ates or their corresponBCTIBP2006/068745

acetyl chlorides in solvents ABuch as DMF to result in
ROt Ly SRR of STHLE iarc Y BB TEL SR She molecule

Wethpesnmhht ecidj apitienaliyserrifnesesseirin ithmpreseore of emdwesating agent as

c cleavage is usually performed using

g%t E$Q%€§? TFA or 4N HC1 in 10 Dioxan to result in

compounds of general formula 5. The final product is

obt ai hedfabys ther @aepapjionieset deseriedwl fgtexamelesfibe coinpeunds of

RJ?EIQ[%M?&Se\Léﬂ as%hh]?t@hﬁi&hﬁg ?I‘(Qﬁlr chah ¥ ?)? taﬂ%r %Qérd tolahSlo gous

correspondi ng active este e cor pon I ng s%

@&thdd@ op becal diegltdthe snesmertsrset freth abeve. Riaoiie materiple are commercmlly

P [

S P Aot 7 Fre EePou B gPuSROLH PR opdn anatoay

Hereso.g. di oxan or THE and addi ng an appropriate annunt

of the corresponding acid. The products can usually

be isolated by filtration or by chromatography. The

conversi on of conpounds of formula (I) into

pharmaceutically acceptable esters can be carried out

e.g. by treatnent of a suitable carboxy group present

in the nolecule with a suitable alcohol using e.g. a

condensati ng reagent such as benzotriazol-1 20

yl oxytri s(di net hyl am no) phosphoni um

hexaf | uor ophosphate (BOP), N, N

di cycl ohexyl car bodi i m de (DCC),

N- ( 3-di net hyl am nopr opyl )-N - et hyl carbodi i m de

hydrochl ori de (EDCI) or

0- (1, 2-di hydro-2-oxo0-1-pyridyl)-N,N,N, N-tetra-

nmet hyl uroniumtetrafl uorb orate (TPTU)

Phar maceutical |y acceptable esters can WO 2007/ 063012

PCT/ EP2006/ 068745 -43 furthernore be prepared by

treatnment of a suitable hydroxy group present in the

nolecule with a suitable acid, optionally or if

necessary in the presence of a condensating agent as

descri bed above. Insofar as their preparation is not

described in the exanples, the conmpounds of 5 fornula

(1) as well as all internedi ate products can be

prepared according to anal ogous nethods or according

to the nethods set forth above. Starting materials are

commercially available, known in the art or can be

prepared by nmethods known in the art or in anal ogy

t hereto. WD 2007/ 063012 PCT/ EP2006/ 068745 -44 As

descri bed above, the novel conpounds of the present

i nvention have been found to inhibit liver carnitine

pal mtoyl transferase 1 (L-CPT1l) activity. The

conmpounds of the present invention can therefore be

used in the treatnment and/or prophyl axis of diseases

whi ch are nodul ated by L-CPT1 inhibitors, particularly

di seases which are related to 5 hyperglycem a and/ or

gl ucose tol erance di sorders. Such diseases include

e.g. diabetes and
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associ at ed pat hol ogi es, non insulin dependent diabetes
mellitus, obesity, hypertension, insulin resistance

wayndnene net abol i ¢ syndrone, hyperli pi dem a, PCT/EP2006/068745

hyperchol esterol em a, fatty 144+er di sease,
at heroscl erosis, congestive heart failure and rena
fai | upedesprbed ahpanithonoeherapeElsf st Heteat wyentepn have been found

RNAhRCRI c&dlitifeopmasbyll t@ﬁﬁfe@@m(mscpm)aacué& C[@lgln%kiﬁ)@unds of the
abl e

as defined above an tical
B VR Gt QBB PAREE Lot FF, BTSN 1Bl Lephylaxis of diseases
@firieh age smodviped nisis LaSPTe sdtibibad, phovelaflp! rdms&s aghich are related to

her abeut.i ca cLive, subst eci.al
{qqp iz élréﬁi/l of gla sevté)leéu tda sﬁ)(r:cgegs fsgch dﬁseases ¥nc?1%de &8 diabetes and

aﬂaekilatpd madpﬂgglesx |n$>noms1dus dapmslenhilphetas enalindel abbesiy,blyypertension,
b T}esis%cp' %rpdrréme Rt oG lsﬁ{erm@Sh%&gl p"}@@rﬂfa' G <%r¥ho_lesterolemia,

active substa for the treatnent or prop axl s

ftty limengipsapey PPCENFIBIOsy| (pagedive Brast et ardsepa) &ilyre.

di abet es and associ ated pat hol ogi es, non insulin

depe nmﬁ@mv&itaﬁﬁhe@fdfe hisb t¢lstes @RARIMYceubiyRbMPDSitiOfk comprising a

insulin re ce syndrpne net abol i c ndr one .
OB SRR U B o weiosr DR dcehiad by ghaor auvant.
di sease, atherosclerosis, congestive heart failure

and r Ehalnveatidnlikewiserenimaseh eympewfdsras descehgsbatioye far,use as

Fﬂéﬁarﬂeﬂﬁ{@aﬁl& 'a@tﬁkfersﬁi)ﬁﬁrﬁ%s tegbe%la L@drd Qﬁtléaﬁ a&ge substances for the
eutic and/ or Ic tr atnen di seases

thwnhglgl/ HoRIGPhYlays Bg,(ﬁ)lsea@s-p@lch ;Hrﬁirrtﬁdtuéqtgd by L-CPT]1 inhibitors,
patithlenly ad th¥rapeitidahgadthe rsmicwfoaﬂfytwauﬁmmhw/oacptrd)phylams of

t L. |
B p s bR el e PSS fad RTSEPEBamplggcs. non
innslin deped éqe niikbetes ndhllgb g tobssityeh ypet tassio blessﬂlhy(,aslstance syndrome,

H%&g»%hﬁg&'di)ﬂm ﬁgllyﬁéijhpgieﬁﬁf hy &Qﬁcﬁeﬁéépfe%s Iy J@Je?ﬁ%{;zis

em d, “hyperc em a
B v@rsclerogléa@égesavm apicfeileicasil sena tlgesst i ve heart 25
failure and renal failure, which nethod conprises

admi nlrﬁatrﬁmhéﬂg)r??fe&%mg&ﬁn@tﬁt died mlk}aﬁlonal@w@ t& @ ne kYRR the

I M e.l nven |0 al SO e aces
B el B hUrs iR B en Sh oh e maaiife B L-cpT1
ﬂm&h‘lmrs panjhidrigdoi e theaiamentndor dicphghesc wkitmen asfehyperglycemia,

g]%ggse%(gelglgngé/ dl%%f%gr-gldlaﬂ)g]% a]%Idta?s’o%Ia%e%g{ % oq(ryélgsr lggn Enos{llilll Iagpendent

thyb@tmgmylélem abesBp hgpcut%semt iseliraresistad fessyndeomge, metabolic syndrome,
g%&ﬁﬁﬁl@énﬁng}qﬁ%gfésé}ﬁ&nﬁaﬁam|li‘%91' (f'1§eﬂasé1 Q@lefdsa\fhldsfs congestive heart

dent I'abet es obesi t Y, pertenS|on

fa#g{ﬂ g rﬁléasl|f§{%ﬁd@1§ylﬁ8}h@ﬁé:o%{s%mlgls@y1ﬁ. p@ﬁ@’pound as defined

ynernd b piaAibain gy peIeNOl esterol emia, fatty |iver
di sease, atherosclerosis, congestlve heart failure

o e B TS PYEl DB Fho P SR oM e
fheegpanat arahionfropbydrcartentserftaf disaases wbichpeunipdulated /byl-CPT1
Hfhﬁﬁf}%é 23&%:91;1&62@{@@% rﬂ{)ﬁuﬁg ?12@/%? rotp\P@Elggcr ?éaq?lent of hgperglycemia,
glHePss 5@9@@6 peIAeis, wqwﬂ@@%@@dn@wmmem 69?1415 dependent

d4BetBd PRIy s26bdsk tHyﬁéHté}@f(‘)‘h Risu ity REEGhYEHAH A M & ke fic syndrome,
éolerance d sor i abet.es and.. associ at ed

SR g s RO AU P e A AB s BRE RS i qopgestive heart

filesd dng, remylpdhitrensi on, insulin resistance syndrone,
nmet abol i ¢ syndrone, hyperli pi dem a,

hyper ﬁf@in%&t?orn Al&)meﬁtes to the use of compounds as described above for the
preparation of medicaments for the therapeutic and/or prophylactic treatment of diseases

which are modulated by L-CPT1 inhibitors, particularly for the therapeutic and/or
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fatty liver disease, atherosclerosis, congestive heart
failure and renal failure. Such 5 nmedi canents conpri se

wa@2omenmound as descri bed above. Preventi on andPOI/EP2006/068745

treatment of hyperglycen a andtnon insulin dependent
di abetes nellitus is the preferred indication. The
prohylasticgreasment qidyaerghremnidgelycase tojeignefetisqrdergedighetgsiad

hReciasd bithblooRk, ﬂdﬁQnsﬂﬁm@Hﬁﬁiﬁt @fabétBemperniase Bl)esrcy, ertension,
i nvention. Bac %)ound i.nformati on on the éper or

sl e le D0, PO LRI RYPSt DA foge cholesterolemia,
Bittg tivendisedse, 3therosdi8idsd 3D naedlivd hed sfailuetandlrenal 20068, Sdch

l'iver and mnuscle
B R s R B  Blset onea T n poapze
or pGAPZA, respectively. These plasm ds were used to
tr ansP@rvmtmn Jpdbardrdagmenttrodihpper Xyganiviand ape srsubp depanidemt diabetes

afeliRls lghfeﬂ}gﬁﬂ@ﬁﬁ{dl&@loﬁf el ectroconpetent cells. High
copy nunber 15 clones were sel ected where necessary

using. 0.5 or. 1 ng/m Zeocin. Cultures for ac

meas UTRHHPY N NASEREIRYH PLardRr {orciast i e@ﬁﬂl\(ﬂmf the

yaapsuredkof aetpresdio m@@ttme Ba&éﬁro@ddﬁfmm)itloﬁbmdl& eefdrmed assays can
Xtragts re p d di srypt eIIs th .

g %)élélﬁ i 6{\é\{gi‘(son Bf aff_. 9 eegis.’? %}@pzég% d48f‘1) and a ké?r}re 2000, J Biol.

§hawsl75 AFX560- 10861t 1 | fugatl on, the cell -free extract s

were resuspended in cell breaking buffer (50 nM Tris,

PH7. 4p1u 0 lm KEd mdsid ép_f'f\)cDNT‘Ast B&d rA0CPTESPACE v&gfe Subcloned in

protease I nhibitor cocktail, before aliquoting

PHEERZPRY PQeAPZz‘@ tespesprelycthass pipsiakls “f?éf‘a‘éﬁﬁfi &9 tragﬁfﬁrgn & pastoris strain
Xp330tid elphiadpor@ion dfted p’eﬁrhtﬁtgl f, diectrdbdip&ett @Hs. High copy number
i(’12 ni t robe%ztm C ,aci d% 5 DTNB). SO cal Ig%&gl nﬁn'gi:ilt f divit
BBGRE® SFITE IS NELAN YEPBRs B n%rq tHe PR ot Hures Tor acivity
aeyducanents weee doeaddar hé hi meYP(lBﬁﬁ:dp]m (Hhadeast extract, 2% peptone, 2%

glﬁl:(gge} CWIIudQQfA‘H (e§9ra@[ ! g&)%ged Eﬁg%sor be%l?g?hﬂ%]gss beads or

-ni trobenzo acid
Hiengh Pfﬁsg Sleaeﬁﬁm&@n teoaenter pleast %tqeﬁ@tfﬂgﬁﬁw@f thezglhdree extracts were

Msﬂ—s_}g@ﬁf@léh in LR b?e%ﬁﬁ% blﬁ%lf RO, ped 41260 mvh ke, lm}?@EDTA) in the

assa used .
Plf?éeacaem lfqtiaa? }“é‘#l@fr c &t@lnbﬁ{;ée ali%ﬁrlﬁg b Gegng %50 C.
liver CPT1 isoformversus the nuscle CPT1 and CPT2
I sof o€R¥.acliviey wanmpeanncs] @i dpaegophotboremid @sdyl Ysing 5,5’-dithio-bis-

%Eftx&%?gi%%gﬁ)e gfaf%? ec?éeng]P@%r?gvﬁ%%entMT}f r[ﬁé{)gblje%ased on the
foginlabow 10§ at}é@tﬂeﬂln@ @rOQ‘n Gwsltdlat(éo@ oM)sangepadngag@sA ($uM) reduced
%Q@Jﬁ e@@ QJ%\B@) 3 %{r%%z%ﬁfagﬁfggﬁgltro‘o?ﬁzdm T (T)]Wicﬂ IﬂbQﬂrBé(pzﬂ 410 nm with

%awd%ﬂﬁ?a%ﬁcaﬂt F’%SFWHP% of 13604/ My CFhelTPeﬁh%Y hﬁ@@momaamdym mM KCI,
25 et BR, 9Hsal4t 5 {MIEIDEA. Tisiedssas mds@aﬁe mmsldeﬁugcatlbﬁ of selective

1ntl]1eb1Iors (r)? t?le lleer%fgpl 1séJtIo}rﬁ %lersBs t%%%guast(: 1 and C?[plt 2e 1soaflofms

The compounds according to formula (I) preferably have an IC50 value below 10
UM, preferably 10 nM to 10 uM, more preferably 10 nM to 5 uM. The following table

shows data for some examples.
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5 parenteral or topical admnistration. They can be
adm ni stered, for exanple, perorally, e.g. in the

wo eoomoedo11 abl et s, coated tablets, dragees, harBCEHRP2006/068745

soft gel ati ne capsul es, sol uti4ins, enul sions or
suspensions, rectally, e.g. in the forn1of

stpposttortes,—parenteratty,—e—g—Ftnthe—Fprm of
i njection solutions or suspgqﬁhqqﬁhﬁhmhnfus on
sol uti onExamplet opi cal |y rm of

oi ntnents, creams or 0|Is CXS%OHMﬂﬁnﬂ strat onis

preferred. 10 The prodyction of the pharmaceutica
preparations can be efflected in nner which wll
be fanmliarlto any person skillQ% n the art by
bringi ng the descri bed|conpounds of fornula | and/or

their pharmaceuti cally[acceptable salts, optionally in
conmbi nation with othen therape al ly val pabl e
subst ances,l0i nt o a gal eni cal ﬁ@ﬁgstration form
together wth suitable, non- tOXIC, i nert,

therapeuticalTy conpatible sol1d or Tiquid garrier
materials 15 and, if desired, 3% phar maceuti ca
adj uvants. 1'Bui tabl e canri er @& |s are npt only
i norganic carrier maternial s, but al so organ|{c carrier

materials. Thus, for exanple, Tactose, corn starch or
derivatives thereof, talc, stearic acid or its salts
can be used as carrier materials for tablets, coated

t abl efke campeyuals oafpdmivde lan dden their pbaregseuticely aggptablgisalts can be

GRUTL Bledi@ERRIsA S, ih e i%%tof gﬁﬁﬂdc&ﬁl&ﬁﬁ%ﬂ&@lﬁo&r Br e ttfal
exanpl e, 20 vegetable oils, waxes, fats and sem - sol |d

a

BHEN T2 ar ST %vgnscr&@e%n%eﬂga%he fdrainisiergd dopgaptde, perorally, e.g.

Rcthe Y@ 60k e isetfatddQalsiats) dr@gé%s fHa@hind fiwt\/@la@lhe czlqgules solutions,

reﬁglred in the casetﬁf sof tg? % terall 0 th
1005 8" BRPHT TR 5% 1 B ?fﬂvﬂ%ﬂga °F’8F1 P8 enterally, e.g- i the

fohutfiinrsticandhgiong 43 swpensidroror ik sinpbaptiomt, er fopically, e.g. in the

fb?hy&lo%tmceﬂ%r Qt%ﬁm ?P}fﬁsr brﬁﬁgﬁ{m@t@ﬁjtlcf lrefeir?ed Sui t abl e

carrier materia I'njection so Pons are, for

exanpl e, water, alcohols, polyols, glycerol and

veget ABf BrognfFton ofghephargicentical prepdratien sesan ke ffecsed in a manner

SHRAGHEIbe Pfdn@lﬁalatroea,nyfp@fsoﬁ X@ed 8, thoait lbiy%hngfn higé @)@a@s‘bd compounds

SLioapld bl ShaErar e A E s %6@ A Qbanation with

BGe! the2(Po6ricdg Vdlhable dvbspmegainad b @aisniaaledgliyisteatictheform together

i | i . . .
%ﬁﬁ"suﬁéﬁ“é tﬂ%h &8){1@ r}gef? th&{%ﬁ%d (:}&:62)4 %/q%?;lg Ar%fs%?esﬁoﬂlg)é? 2}8&?{&?{;%9 materials
@ll(bmlsed Qtﬂéﬂ Qh@@%@@llltyf@t #amnes. gl ycol s and  cel | ul ose

derivatives. Usual stabilizers, preservatives, wetting

and egulabld MG rRAEMIIS are GONSh HLEEIEYni® cArfBF A¥ieddls, but also organic
ents, salts for var

ﬁg%@m%@vﬁﬁr@s@g%ﬁ@gﬁ% se, %B §‘iagﬁhc%r erivatives Yhereof talc, stearic

50d ubit saretsn bewed Iaaﬂatrﬁelaﬁdteﬁals Korrtgblag: a:fa)taﬁ:daﬁhiets dragées and hard

%ﬂz%cl%n%g:gdsal]{l] ! N 1}181%%: c&{/réerr] tma(ier S f:(i)r sgftt 68!3}1 ctaP]seul%s (Slrr.rep (g%rn a;ample

yﬁgefablem;]ls,awaxes; dats mai senvik soh ya,nd\AhQle piotpiol s deegpeingd argthe mpture of the
1‘3' w% o B‘?erQRP rtolluL er, ﬁ)g?e gpgihtcgfe of soft gelatme

con |t|on e patlen
ﬁil&@tbi%ﬁarréeﬁ mpidplyfor the pyp E‘Elﬂ“s%f sojggons %rtdeﬁ'rw are, for

é)&lﬁ’l[ﬂ@ Gha¥drdpatlols, 80 EE meits;u gz& af8aéhe pay, Slhl@db'l@darﬁﬁfsfﬁaterlals for

%erctlgg g(lélg:ll‘,lg]il% %;ee r}lg{)e;ﬁfnpi I ’t‘%t 8% el of abouﬁ}(ﬂe@tl an(% Vegetable oils.
Buirebil cdenradri moateridde foe 3dp prgitoriessew, doi etxylm(pi[e, hhwardios daslened oils,

%Q)ges,t ﬂ&% and semi-liquid or liquid polyols. Suitable carrier materials for topical




preci se pharmacoki netic profile the conmpound could be
adm ni stered with one or several daily dosage units,
we@2@7/063011 to 3 dosage units. 15 The phar maceurPCTBEP2006/068745
preparations conveniently cont&in about 1-500 ny,
preferably -200 ng, .of a conpound of fornula I.
mpﬁr@wwaregbvm@é s~y thefiq qnid syp thgtie lyepsidsy. élyerr%enated oils,

hdjl\ﬁ@ Walx@ﬁ hd]l!ﬁd Har ik tiguhitl fattyT 1@ 0B &erokOPENERyleAOElycols and
?“8]@%? g limt its Scope I n any nmanner. WO

B %@)‘fﬁw%/ EP2006/ 068745 -48 Exanpl es Exanple 1
(R -1- {2- [3-(4-Methoxy-phenyl)- [ 1,2, 4]
oxadi Hzwil stab¥ilzdrs-prespevatigesnwittink hn @ ephbifyiog peenes, kanosency-

@@B g):l?\ygler{r%g)r%g?% m:‘\prﬂvm % a%eﬁlésﬁ >s/zfl s for \{aﬁ P% the osmotic pressure, buffer
tapeespsplly bibzepe eplarangs and reaskintpagente angémt@pm(éws ¢ S/nto

@&isﬁfera%fén_rﬁgﬁﬁgrngaceﬁ@a) a(ﬁﬁva%@s(? D- _P| pecolic Acid were
treated with 0.l muol [ D nethyl am no- ([ 1,2, 3]

L aehonddeeaithe R n e o ROl fﬂae %ﬂs ligggg depending

& tlsafiscagytodwicortr(IlAdPHEA)age and the 1ﬁ]ﬂ1nﬂt1bllydoﬁldttﬂ>m adehe patient and the

h%gf Il(Pnrun sQraP})ﬂ an%i wghéfg:ronlllrf? ’nl B:eel f%‘\cletp:a];to gae diggividélﬁl‘ljretqﬁiéements in
mh@tartmulagtcaser&i aétﬂt IPebents @ dpibr rsageeoffabeu 21069i 2000 Wrgeespecially
95(91‘{' lIQB SP)@ﬁl néHmésQﬁttork%ﬁmd&laﬂ{)@%&;ehéﬁ onbRPit of tillé disease and the
(R (4 et h hoxy -P 2, 1 di azol - L pI p

BieFiaF ﬁléarmaeelﬂaessynrpé eé%fr' %Pf{llé‘?"cnd Goutd e %%ﬂalarsteefwg one or several
aatyaids@de Unie. g e p td3 esiceuhmer treated at 80C for 16h

or brlefly heated to 120C under n1cromave condi tions

(10m

cxct r abb B ac st AR i P HREBl S5ED g ane preferabiy
hd@Ohu;DhecmnhanabﬂEbmu@MI 20 Step 3:

(R)-2-[3-(4-Met hoxy-phenyl)-[ 1,2,4] oxadiazol -5-yl]

- pi pe’ﬁ“héjfo‘ﬂ@wfrf g' Eﬁﬂaﬁﬁﬂe@%&%@ &) flustdidR JrRkRI fn@.l:ntfdnqmrﬁ'&% Rietail.
2 was treated neat trifluoroacetic acid (TFA) at

1B @fﬁre’t}&ﬁ’fﬁé?raflﬁtrlﬁtepé?d fonlimit s seapg IHARY BYBMSr at ed. The
crude product not further characterized. Step 4: 25
(R -1-{2-[3-(4- Met hoxy-phenyl )-[1, 2, 4] oxadi azol -5-yl ] -
pi peridin-1-yl}-2-phenoxy- ethanone Crude materia
fromstep 3 was dissolved in |Im DV and 0. | nmol

DI PEA. Either 0.l mmol phenoxyacetyl chloride were
added and the reaction stirred at roomtenperature
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for 30mn, or the correspondi ng phenoxyacetic acid
derivatives were pre-activated with 30 HATU DI PEA in

w®rB706301210m n and added to the crude materi al PET/BP2006/068745

step 3. The product was isol-a48d via preperative high
performance |iquid chromat o%r aphé (HPLC). MS5(1 SO :
394. 4 (MH) WO 2007/063012 006/ 068745 -49 The
foll owi ng conmpounds were prepared in analogy. Table 1
NMdimplexanpl e Conpound nanme Starting materials (found)
(R - 3 (2-{2-[3-(4-Met hoxy- Boc-D-Pipecolic Acid, N 2

ST b BT TStk PSR TR g

tbazard tril e Cyanophenoxy-acetyl chloride
(R -1-{2-[3-(4- Mt hoxy- Boc-D- Pipecolic Acid, N 3
g@gqyl) [ 1,2,4] oxadiazol-5-yl]- Hydroxy-4-methoxy-

pi peridi n-1-yl }-2-phenoxy- benzam di ne and
RphreHdydfoxypméia -me&%ymhsbylbm%hﬂbwbempyli pu{ezldme 1-carboxylic
bddd (de-Bigmatgehenyl ) Boc- D-Pi pecolic Acid, N [ 1,2, 4]
oxadi azol -5-yl] 4 Hydroxy-4-brono- benzam di ne 442 2

T B T T —
Adi2B] trM251014 § 2)} pﬁicﬁm-?)mdbmxyetphlen@dI-()imethyl ammonium

E%%?g m Wdﬁ)ngopgoénﬁd élmg {(l?ﬁj@ﬁ(i etﬁ}ﬁﬂnlneﬂlylforamlde

W@@al@émnc l’émg Iy (11@101 0 ]Zﬂ Id;mlr@y(b4gﬁ@th@yy})erg_zamldme were added

Bochr&icass Huir&d AGoEm t@n@eﬂa&rrfe Sor(ZbniYRt h@%@ﬁ& Ridls )nbt further

}E—J%aﬁro%(#-é met hoxy- 428.5 1, 2,4] oxadiazol-5-yl] -
Ff'ne and 4 piperi di n- 1- yl}-ethanone

Chl or ophenoxy- acetic acid Boc-D Pipecolic Acid, N
Sep 22- (4- Hydr oxymet hyl - Bphenoxy) - 1- { 2-[ 3- ( 4- net hoxy

m)qﬁ—?@fﬂr—ﬁg[ﬁgmﬁ(ﬂenyl)—[ 1,2,4]oxadiazol-5-yl]-piperidine- 1-carboxylic acid tert-
butyl ester

Crude material from step 1 was either treated at 80°C for 16h or briefly heated to 120°C
under microwave conditions (10min). The DMF was evaporated and the product extracted

from ethylacetate/water. The product was not further characterized.

Step 3:
(R)-2-[3-(4-Methoxy-phenyl)-[ 1,2,4]oxadiazol-5-yl]-piperidine trifluoroacetate

Crude material from step 2 was treated with neat trifluoroacetic acid (TFA) at room

temperature for 1h. The TFA was evaporated. The crude product not further characterized.

Step 4:
(R)-1-{2-[3-(4-Methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-

ethanone

Crude material from step 3 was dissolved in 1ml DMF and 0.lmmol DIPEA. Either
0.Immol phenoxyacetyl chloride were added and the reaction stirred at room temperature
for 30min, or the corresponding phenoxyacetic acid derivatives were pre-activated with
HATU/DIPEA in DMF for 10min and added to the crude material from step 3. The
product was isolated via preperative high performance liquid chromatography (HPLC).

MS(ISO): 394.4 (MH+)



7 benzam di ne and 4- 424.2 phenyl) -

oxadi az

PCT/ EP2006/ 068745 -

Startin

ol -5-yl] Hydr o xyme

g materials (found)

[ 1,2, 4]
th ylp h en o xy-acetic

Ty foflopmagentroang heawyyrared Bodalogri pecol ic Acid, N 8

{2-[3-(

4- et hoxy- phenyl ) - Hydr

oxy- 4- met hoxy- 428.5 |

wW@e@enein- 1- yl } - et hanone acid WO 2007/ 063012 PCT/EP2006/068745
50 M+ - Bxanpl e Conpound nane

Tae4] oxadi azol -5-yl] - benzam di ne and 3 pi peri din-
1- yl}-ethanone Chl orophenoxy- acetic acid
(R -Z-(A-Fluor o- phenoxy)-1- Bdc-D-Pipecolic Acid, N9
{2-[3-(4-nEthox¥-phenyI)- Hydrloxy- 4- met hoxy- 412.4 [| MH"
1Eamgle hCampaydil n8Mg| | - benzdnititing Masefiads pi peri di n-
. . (found)
1- yl}-ethanone Flu orophen oxy- acetic acid
(R-1-{2-[3-(4-Fluoro Boc D phenyl)-[1,2, '
4] oxadi afdl-3524P (3R ddetbbke AgiBhc-IR-Pipecolic Acid, N-
Hydr oxyt ﬂhédyw{’wzth}%aag&lds 382yRoxy-4-methoxy-
p2 peri din g henox and phenoxyacetyl chl oride | 419.5
et hanongPiPRYII: {2’1}[2307(‘%6 KRaneeBa b 38chl i ¢ Aci d,
N- sul f JBMizoﬁh!ﬁféw ) Hydroxy-4- r@ahapleenoigl.a{:etgu BRldtde
oxadiazpl-5-yl] 442 5 sulfonyl benzam dine and
pi perid 1-y } oxy phen hl or.i
et hanone n]%)R {%1 Qé‘lwetpﬁx%henox%&%g? %fcﬁf 86 ﬁc Aci d
N 12 aceplydnyd)pl lpzdliodadiazdlpHjl}- I-H;aﬂ*roxyélétnsthbt;armyl 4085
443. 5 piperidin- 1-yl}-2-phenoxy- benzamidine and 2-Phenoxy- '
propan-1-one propionic acid
R)-1-{2-[3-(4-B -phenyl
(R)-1-{1 _( romo-phenyl Boc-D-Pipecolic Acid, N-
[1,2,4]oxadiazol-5-yl]- .

4 o Hydroxy-4-bromo-benzamidine | 442.2
piperidin- 1-yl}-2-phenoxy- .

and phenoxyacetyl chloride
ethanone
(R)-2-(4-Hydroxy-phenoxy)- | Boc-D-Pipecolic Acid, N-

5 1-{2-[3-(4-methoxy-phenyl)- Hydroxy-4-methoxy- 410.5
[1,2,4]oxadiazol-5-yl]- benzamidine and 4-Hydroxy- '
piperidin- 1-yl }-ethanone phenoxyacetic acid
(R)-2-(4-Chloro-phenoxy)-1- | Boc-D-Pipecolic Acid, N-

6 {2-[3-(4-methoxy-phenyl)- Hydroxy-4-methoxy- 185
[1,2,4]oxadiazol-5-yl]- benzamidine and 4- '
piperidin-1-yl}-ethanone Chlorophenoxy-acetic acid

Boc-D-Pipecolic Acid, N-
(R)-2-(4-Hydroxymethyl-

Hydroxy-4-methoxy-
phenoxy)-1-{2-[3-(4-methoxy- -

7 ] benzamidine and 4- 424.2
phenyl)-[1,2,4]oxadiazol-5-yl]- ]

o Hydroxymethylphenoxy-acetic
piperidin- 1-yl }-ethanone 4
aci




[ 1,2,4] oxadi azol
phenoxyacet yl

[ 2- (3 pyrldln 4 yl

-3-yl}- benz

am di ne and

benzenesul f onam de chl ori de
w@ R)o7/863042 FI uor o- phenoxy) - 1 Boc- D- Pi pecol i ¢ AcPCI/ERE006/068745
13 I—Iydroxy—i()soni coti nam di ne and

3834 1241 —oxadtazot=5—yt)—phenoxyacetyt—chtorid
pi perid|ln-1-yl]-ethanone (R)-3-{5-[1-(2-Phenoxy- MH*
Boanipld| feaplouand Agind, 3- (N 14 (Rtatiik mqoenpéy i di n-2-yl ]+
Hydr oxytar bam i mi doyl )- 422.5| [ 1,2, 4] (found)
oxadiazpl-3-yl'}-benzoi ¢ benzof|c acid methyl ester and
aci d/ met (§)-2-¢ sic?ﬂo@tmﬁ? yy’)CBtWBdE:hIDCFlp&@h&/‘@md N-
2007/ 0638 P2006/ 068745
Gpnpound ?%E:}Tége YA et er i al%yc%’P@uﬁd”ﬁlfl:;fﬁmE? 4285
(R -1-{ 7{[34]0&ad\ila2crl€5—]zihenyl ) BdenbwPidpecoldile Acid, N
[ 1,2,4 é?fa 15 h acetic acid
Hydr oxyl gff) Afin e}nzam £ e adg Cl}o_lorop enoxy-acetic aci
pi perid|n-1-yl }-2-phenoxy and [phenoxyacetyl chloride
et hanong(RRY (4-1:11{020 I{hEHQW-)M tr d3C;§h]ér¥%;P€)COhC Acid, N-
Boc- D- P gzegz 4ﬁleﬁ§dx‘§' Hnylh- ﬁ%dr@%yaqlrﬁ@tﬁbxﬁ yl] 16
Hydr oxyt itro- Tﬁgm d| ne 4 4124
pi peri d{ ht 4%"}“112”3 Hbxy and |pifeaaRidieadid-chl ori de
et hanoneppB)idid- {-Ft}fethdndnPhenoxyFluBoph&rdRiypead dcil Aci d
N-17 acetyl)-piperidin-2-yl] Hydroxy-3-sul-fanpyl
443. 5 %)t {ﬁ][ g%zigl azol - 3 yli} - benzam di ne and
phenoxya % hedul f onan BR-BIipEdode Acid, N-
phenyl) [1,2,4]oxadiazol-5-yl]- .

10 T Hydroxy-4-fluoro-benzamidine | 382.5

piperidin- 1-yl}-2-phenoxy- .
hanone and phenoxyacetyl chloride
e
(R)-1-{2-[3-(4-Methane- ) ) )
Boc-D-Pipecolic Acid, N-
sulfonyl-phenyl)-
. Hydroxy-4-methane-
11 [1,2,4]oxadiazol-5-yl]- . 442.5
o sulfonylbenzamidine and
piperidin- 1-yl}-2-phenoxy- .
phenoxyacetyl chloride
ethanone
(R)-4-{5-[1-(2-Phenoxy- Boc-D-Pipecolic Acid, N-

1 acetyl)-piperidin-2-yl]- Hydroxy-4-sulfamoyl- 4435
[1,2,4]oxadiazol-3-yl}- benzamidine and phenoxyacetyl '
benzenesulfonamide chloride

R)-2-(4-Fl -ph -1-
(R)-2-( ] TlOI'O phenoxy) Boc-D-Pipecolic Acid, N-
[2-(3-pyridin-4-yl- . -
13 . Hydroxy-isonicotinamidine and | 383.4
[1,2,4]oxadiazol-5-yl)- )
o phenoxyacetyl chloride
piperidin- 1-yl]-ethanone
(R)-3-{5-[1-(2-Phenoxy- Boc-D-Pipecolic Acid, 3-(N-
14 acetyl)-piperidin-2-yl]- Hydroxycarbam-imidoyl)- 1035

[1,2,4]oxadiazol-3-yl}-benzoic

acid methyl ester

benzoic acid methyl ester and

phenoxyacetyl chloride




(R -2-P

pyrazin-
W@ 8ed7H630car boxam di ne and 5-yl)-pi peridin-
chl oride

- et hano

1-
[ 1,2,4] oxadiaz

henoxy-
2-yl -

ne phenoxyacetyl

[2-(3- Boc-D- Pipecol

c Acid, N 18

ol - Hydroxy-pyrazi ne-2-

| - yPGT/EP2006/068745

(R~
sul f ony
obeach pd
pi perid

:-{3-[4-(?vb| IJhUI I IIC'4
) - phenyl ] Hydr oxy-4- N
DCobpphhd 8dBe6 benzami
n- 1-yl)-2-phenoxychl g

0 NN [ Acn: ol
L= rTrpclurt v ALT U,

N
acetyl 19 [ 1,2, 4]
dStaeingnchtpivdnoxyacet yl
ride ethanone

MH"*
(found)

(R-1-{
pyridi nt
395.5

phenoxyf
Boc-D- P

Hydr oxyt
394.5

P-13-(6- Vet hoxXy- BOC- OF

BRY 343 Nifb- pnea j)az

Ef%ghgﬂ@Fr g%Q%yacetyl

ppentinel &t}rﬁphéﬁoxwm (o

dnhysroxymet hyl 21 |
3enzan1d|ne and phenoxy

Pipecolic Acid,
ol - Hydroxy-6- nmet hoxy-
2-Basiedtipevant dcideNand
I‘H]Hrefc' d8itro-benzamidine
xymet hyl henyl

g P&F“%’Séfgaqtﬁféio@eyl |
acet vyl

N ZU

409.5

pi peridjn
2007/ 06
Conpoun
(R-6-{b
acetyl )t
[ 1,2,4

and-nic
28—

yl }-2-phenoxy chl g
361)2113@2:%{?2\@)@9%@8&5

j[p@maox&lﬁféllﬂjﬁ materi al

B%Pﬁﬁéﬁndﬁﬁ(ﬁnoxg‘}n RRydrc

%y dr g
eth¥@stieazol - 3-yl }- ni co

bt i nic—acid nII\II act ar

ri de ethanone WO

VHHE I
%oc(slﬁdeB%)ohc E)él%m— €
Ril prory-dtaiaibenzadaifiie22
XhG3HhRn &Y E‘étﬁ%){}&rfde‘mg-

tinc aCI ester

409.5

=

(R-1-{p
23 phen

Fy r oxyr

LA dazgll -yl

Sxdglazol
aamﬁigqmoﬂnﬂzyﬂ 430. 5

[1,2,4]oxadiazol-3-yl}-

benzenesulfonamide

nhnnnvynr\nf vl chloride
oc—l?—_FPpcp cAcf%i ﬁ(_:l d. N
Hydroxy-3-sulfamoyl-

benzamidine and phenoxyacetyl

chloride

443.5

18

(R)-2-Phenoxy-1-[2-(3-
pyrazin-2-yl-[1,2,4]oxadiazol-
5-yl)-piperidin- 1-yl]-ethanone

Boc-D-Pipecolic Acid, N-
Hydroxy-pyrazine-2-
carboxamidine and

phenoxyacetyl chloride

366.5

19

(R)-1-(2-{3-[4-(Morpholine-4-
sulfonyl)-phenyl]-
[1,2,4]oxadiazol-5-yl}-
piperidin- 1-yl)-2-phenoxy-

ethanone

Boc-D-Pipecolic Acid, N-
Hydroxy-4-N-acetyl-
benzamidine and phenoxyacetyl

chloride

513.6

20

(R)-1-{2-[3-(6-Methoxy-
pyridin-3-yl)-[1,2,4]oxadiazol-
5-yl]-piperidin-1-yl}-2-

phenoxy-ethanone

Boc-D-Pipecolic Acid, N-
Hydroxy-6-methoxy-
nicotinamidine and

phenoxyacetyl chloride

395.5

21

(R)-1-{2-[3-(3-
Hydroxymethyl-phenyl)-
[1,2,4]oxadiazol-5-yl]-
piperidin- 1-yl}-2-phenoxy-

ethanone

Boc-D-Pipecolic Acid, N-
Hydroxy-3-hydroxymethyl
benzamidine and phenoxyacetyl

chloride

394.5




pi peridin-1-yl}-2-phenoxy- benzam di ne and

phenoxyacet yl
W@ R)o7MsIEL hyl -

et hanone chl ori

de

phenoxy acetyl) pi per| di n- 2- -52-

AL 7

4-{5-[1-(2- Boc-D- Pipecolic Aci dPCINERA06/068745

-
J

l_lyul UARYT ’-I- IICLIIyIDuI |a||uy|- IO NIB yl] '[ 1, 2,4]
oxadi azpl - 3-yl }- benzam di ne gnd phenoxyacetyl MH*
bienrngrie soibfnpnami demehl ori de Starting materials
(R) - 1-{P-[ 3- (6- Mbr phol i n-4 Bog- D- Pi pecolic Acid, N | (found)
I=pyrigin-3-yi ) Hydroxy-o6-norjphot i n-4-yt- 25 [ 1,2, 4]
oxadi azp tR)56>{54[145Q>h5no;tyL coti naBHchDlT&péB@ﬁc Abﬁn@xN-
pi perid %‘Q f p g Xy acetly )thl ori.de etdhalr)lone -
oo, phabilefafr Sy BochuiBseart i o1
trifluolf bh2tlendiazdlfopyl Hydr gxieatindGacid allyl ester and
trifluo 496. 4]
oxadi az Jﬁ{&g&@ﬁ%%ﬁ%% ég%%l in- |- %h}eﬂggﬁ 5 thlcﬂ;led%zam di ne
and phe 1oxyacet)3/ chl oride (R]?; - Phenoxy- 1-{ 2-[ 3- (4t
Boc- D- P| PR bi{2d3Adilamidagob -y i [fBasoP dtipacelit AgideNy! ) -
Hydr oxyt F}hér{yn)fqméi]%@dl%w 3219 derylllgm‘ﬂazol 1-yl-
o3adi az b am di'ne d phenoxyacet yl 430.5
pi peri d Hl_pfné:‘n} -2 RBHOX¥ 1 orli at&:@zamldme and phenoxyacetyl
(R) - 1- { Reth3nd¢e Chl oro Boc D phesmydr)de] 1, 2, 4]
oxadiazol -5 \I| 'I Bj nnr\nl Lc—Aci . N-28
Hydr oxyr 4s.chl ine 3
pi perid ﬁR N %ﬁlfpgﬂ{éﬁg}x and gﬁoé:ﬁ%xplgecg%lc ﬁc hNOI‘I de
ef Jw anonephi@o2@a7¢teIB-3Ie2idRCT/ ER Z@ﬁﬁb@ﬁ&mahyISG&nM‘ﬂ— 4575
yl]-[1,2,4]oxadiazol-3-yl}- benzamidine and phenoxyacetyl '
benzenesulfonamide chloride
(R)-1-{2-[3-(6-Morpholin-4- ) ) )
o Boc-D-Pipecolic Acid, N-
yl-pyridin-3-yl)- .
. Hydroxy-6-morpholin-4-yl-
25 [1,2,4]oxadiazol-5-yl]- T o 450.5
o nicotinamidine and phenoxy-
piperidin- 1-yl}-2-phenoxy- .
acetyl chloride
ethanone
Boc-D-Pipecolic Acid, N-
(R)-2-Phenoxy-1-{2-[3-(4-
. Hydroxy-4-
trifluoromethanesulfonyl- ;
26 ) trifluoromethanesulfonyl- 496.5
phenyl)-[1,2,4]oxadiazol-5-yl]- o
o benzamidine and phenoxyacetyl
piperidin- 1-yl }-ethanone .
chloride
(R)-2-Phenoxy-1-{2-[3-(4- Boc-D-Pipecolic Acid, N-

7 trifluoromethyl-phenyl)- Hydroxy-4-trifluoromethyl- 4325
[1,2,4]oxadiazol-5-yl]- benzamidine and phenoxyacetyl '
piperidin- 1-yl }-ethanone chloride
(R)-1-{2-[3-(4-Chloro- . . .

. Boc-D-Pipecolic Acid, N-
phenyl)-[1,2,4]oxadiazol-5-yl]- .
28 Hydroxy-4-chloro-benzamidine | 398.4

piperidin- 1-yl}-2-phenoxy-

ethanone

and phenoxyacetyl chloride




Exanpl e Conmpound nanme Starting materials (found)
(R -N-(4-{5-[1-(2-Phenoxy- Boc-D- Pi pecolic Acid,

[1,2,4]oxadiazol-3-yl}-

benzenesulfonamide

methyl-sulfamoyl]-benzamidine

and phenoxyacetyl chloride

woeon¢iacet yl ) - pi peridin-2-yl ] - PCT/EP2006/068745
Hydroxycarb am m doyl) 2- 29 [531 2, 4]
U)\aw aLJI'O ylj L' lIiIIuUIU ICLIIyI IJIICIIyIJ = 4895
trifluofonethyl-phenyl) - acetlam de and phenoxyacetyl| yg*
aeehgrie d€oaipoond demeBoc- D- Pi peciiitiag nRitgrédol i ¢ Aci d,
N- Hydr pxy- 3- met hanesul fonyl 30 [ 1,2, 4] (found)
oxadiazpr-5-yI'T 442°5  benzam|dine and phenoxyacetyl
pi perid [‘R)lNy 4}{525110@991@efmx5ahl qrBsieD-mpdranoneid, N-[4-(N-
(R-1-{P 1 é é( Boc- D-|R §)CO|I Ac:ldi I\|~i
nitro- pwg PIPPE} Po%yla- met hyil OXWia’E “gnERideYR-2 4
03%di azp[ }.54}dxhdid28-BylHienzam d’riﬂeomnheﬂiybphmmé]cet yI 489.5
pi perid L gﬁ y chl gr g r]g[g vl
(R -1-{R- f%'m% ﬁgltyﬁ Boc- D> ‘gtpglclzoelt ﬁglxyaﬁf y
nitro-pw@@}qn)l Plydr oxy- 4- met hox :Blrrﬂetro- 32 [ 1,2,4]
oxadiazpt=5-yt 14395 benzanmdime—and plll:‘lluxydbl:‘tyi
pi perid (R)lﬂ{b,}[g;ggphenoxy chl gride ethanone
(R) - N (R- Hydr ogﬁ et hyl ) - 4 Boc-|Bdeipdtpddotic AciddN- N-
n
(5-[1- (Mphmosaiipny g Hy dr|optyer 5 3- AL RN ior
pdperi d p} 24)dxhdiazdtS7y1p- o 442.5
o benzamidine and phenoxyacetyl
piperidin- 1-yl}-2-phenoxy- .
chloride
ethanone
R)-1-{2-[3-(4-Methyl-3-
(.) e3¢ ey Boc-D-Pipecolic Acid, N-
nitro-phenyl)- .
) Hydroxy-4-methyl-3-nitro-
31 [1,2,4]oxadiazol-5-yl]- - 423.5
o benzamidine and phenoxyacetyl
piperidin- 1-yl}-2-phenoxy- .
chloride
ethanone
(R)-1-{2-[3-(4-Methoxy-3- ) ) )
) Boc-D-Pipecolic Acid, N-
nitro-phenyl)- .
) Hydroxy-4-methoxy-3-nitro-
32 [1,2,4]oxadiazol-5-yl]- . 439.5
o benzamidine and phenoxyacetyl
piperidin- 1-yl}-2-phenoxy- .
chloride
ethanone
R)-N-(2-Hyd -ethyl)-4-
(R)-N-(2-Hydroxy-ethy) Boc-D-Pipecolic Acid, N-
{5-[1-(2-phenoxy-acetyl)-
o Hydroxy-4-(2-hydroxy-
33 piperidin-2-yl]- . 487.5
. ethylsulfamoyl)-benzamidine
[1,2,4]oxadiazol-3-yl}- .
. and phenoxyacetyl chloride
benzenesulfonamide
R)-N-(2-Methoxy-ethyl)-N-
(R)-N-A ethoxy-ethyl) Boc-D-Pipecolic Acid, N-
methyl-4- {5-[1-(2-phenoxy-
R Hydroxy-4-[(2-methoxy-ethyl)-
34 acetyl)-piperidin-2-yl]- 515.5




et hyl sul fanoyl ) - benzam di ne |

and phenoxyacetyl

chl ori de

1, 2, 4] oxadi azol -3-yl}

benzenesul f onam de
w@ R)o7Mk3022 Met hoxy- et hyl ) - N Boc- D- Pi pecol i ¢ Aci BICT/EBP2006/068745

nethyl 4- {5- [1 (2 phenoxy 3454 -
abclyl} IJI IJCIIUIII L yIJ' Hydl AY'4'[(2'IICthU)\y-Cthy=)'
515.5 pethyl-sul fanoyl] -benzam dine [ 1,2, 4] MH*
okadipde pCoByphhd andephenoxyac gt Sthrtiap noatéribds
benzenesul f onani de WD 2007/ 063012 PCT/ EP2006/ 068745 | (found)
54 VHF| Exanpl e Compound nang Starting material s
(fognd) (RRNhN\LDﬂnBtHSEMh{BﬁL[H(Z{fi IEdb-I()Zﬁp&@ﬁc Beidi pecol i c
Acid, 4|3 enoxy- acet 8i pi P
Disret hy| SOTPANOST RIS q7dms RyRframo Nohygrory- | 1
oxadi azpyH31 24 exddenzlabayti ne grigtnphrermeymdgthghoxyacetyl
benzenesyl fanal fgg GForlde h
(R)-N,NB%ZEF] TERT (5 BdeSBlhecolic Acid, 4 3b
phenoxyt acetyl) - pi peri di n- 2- ' o
Di et hyl 5 (RF BisbyRictiiyhgdp-dky2- 4993@-DyHtipecofic Acid, 4]
ik o R
5 - .
(R)-1-{p¥iid ?Qéﬂwdgﬁ% KA i}a Bod-USNEHPpEEa and PReperyangtyl
vl - pyri dbérzdnasu)foddtlidexy- 2- nor|phddride- 4-yl - 37 [ 1,2, 4
oxadiazpl-5-yl ] 450. 5 | sonicgtinam-dineand
pi perid -l-y%} y ﬁ% Xy phenoxyacetyl chloride
ethanonaHpR}i‘l%ﬁ% %7%fﬁ?%l[Sq&ﬁqgIqb&%g@g@MjN Aci d,
N (3,4 ﬂ—mtdemﬂaﬁydro-ZH Hyd Ig (%OX _Azl_morphoietraqydro-
37 [1,2,4]oxadiazol-5-yl]- 450.5
o isonicotinamidine and
piperidin- 1-yl}-2-phenoxy- .
phenoxyacetyl chloride
ethanone
(R)-2-Phenoxy-1-{2-[3- Boc-D-Pipecolic Acid, N-
(3,4,5,6-tetrahydro-2H- Hydroxy-3,4,5,6-tetrahydro-

38 [1,2']bipyridinyl-4'-yl)- 2H-[1,2']bipyridinyl-4'- 448.5
[1,2,4]oxadiazol-5-yl]- carboxamidine and
piperidin- 1-yl }-ethanone phenoxyacetyl chloride
(R)-2-Phenoxy-1-{2-[3-(2- Boc-D-Pipecolic Acid, N-

39 thiomorpholin-4-yl-pyridin-4- | Hydroxy-2-thiomorpholin-4-yl- 466.5
yD-[1,2,4]oxadiazol-5-yl]- isonicotinamidine and '
piperidin- 1-yl }-ethanone phenoxyacetyl chloride
(R)-1-{2-[3-(2-Diethylamino- | Boc-D-Pipecolic Acid, 2-

40 pyridin-4-yl)-[1,2,4]oxadiazol- | Diethylamino-N-hydroxy- 136.5
5-yl]-piperidin-1-yl}-2- isonicotin amidine and '
phenoxy-ethanone phenoxyacetyl chloride
(R)-4-{5-[1-(2-Phenoxy- . . .

o Boc-D-Pipecolic Acid, 4-(N-
acetyl)-piperidin-2-yl]- o
. Hydroxycarbamimidoyl)-
41 [1,2,4]oxadiazol-3-yl}- o T 437.5

. . pyridine-2-carboxylic acid ethyl

pyridine-2-carboxylic acid .
esterand phenoxyacetyl chloride

ethyl ester




38 [1,2'

448.5 |

] bi pyridinyl-4"-yl)-
1, 2,4] oxadi azol -5-yl]

w@e@ensin- 1- yl } - et hanone phenoxyacet yl

2H-[1,2'] bipyridinyl-4'-

car boxan di ne and

(R) - 2- Phenoxy- 1-{2-[ 3- (2- Boc-33-Pi pecolic Acid, N 39

chl or i PET/EP2006/068745

thl UTTU1 JhUI I 11= 4'yl - Pyti ui = 4'
Hydr oxyt 2-t hi onorpholin-4-yl- |466.5 yl)-[ 1, 2, 4] MH*
okadipde pCobpplhihd naimgoni cot i nani Slantia g arderials
pi peri d| n-1-yl } - et hanone phendxyacetyl chloride (found)
(R-1-{2-{3-(2-Dethylam no- Boc- D-Pipecolic Acid, 2
40 pyri dimy 4«3 (3-{b-(3.Aeh)- oxadi azol - o
Di ethylanino-h+¥¥§rong ésgIS BpoylpiPipecolic Acid, 6-(4-
- pi peri gPRSFAP 1 Y2IPHEShPE0Y n R 141)-N-
pHenoxy: el hdlondiapiengyyacet yl| chl’oride . . 491.5
(R -4-1b: [ 1k ﬁﬁﬁ?@_ ?( Boc- D- RilpEEamrRico@anidine end
acetyl)-Blperldl - -é ? Sgdroxwm@hb@mhﬁwdmyhkb 41 |
1,2, 4] psthanencol -3-yl} 437.5 |pyridine-2-carboxylic
actd—etnyt—pyridine=2=carboxyfic acid-esterand
phenoxy ﬂg@tlﬂ 2—$9Jé9flhﬁ|@azole'lj}l/—l e5dcen-PARBAO ACRBR012
PCT/ EP2D ﬂ%? 8745 -55 M+ Exanqle npound nampe

rti ngPHRt B2 4 Lerdemdiazol pydresy-gam@zehl abet y1 | 45, s
Boc- D- P| pgtiopiberidial dyl }@- ( 4- isonicotinamidine and '
pi peraz|n:1-yl)-pyridin-3-yl] |Acetyl piperazin lyl)-N
42 [ 1, 2?&?“%%‘&8%28?- 5-yl } 491Pf‘h€“XXW‘Q“A’Jl hitride
hydr oxyt ni coti nam di ne and pi pgeri di n-
1-yl) - 2t phehdiyiptiéridBhacetyy| dHBarDdipecetihandnd-
(R)-1-{Pa -1-§'ls hidezQlyz | -y - [BeGr D PBROGALL fip&tdif1- N
4431-pyri:Ilarﬁz?lydf)E FS?P 1,%14 oxadiaggl-y)R  pipérfdi 461.5
Hydr oxy} L3 %a@@zdﬁ—ylﬂ—p gamyl)-g yl)-benzamidine and phenoxy-
5-yl]-p| ppetiinm-bnyl } - 2- 1 soni|cRbdynandddne and

(R)-1-(2-{3-[4-(3H-Imidazol- | Boc-D-Pipecolic Acid, N-

45 4-yl)-phenyl]-[1,2,4]oxadiazol- | Hydroxy-4-(3H-imidazol-4-yl)- 4305
5-yl}-piperidin- 1-yl)-2- benzamidine and phenoxy- '
phenoxy-ethanone acetyl chloride

R)-1-(2-{3-[4-(2-Methyl-
F ) (21314 ey Boc-D-Pipecolic Acid, N-
imidazol-1-yl)-phenyl]- o
; Hydroxy-4-(2-methyl-imidazol-
46 [1,2,4]oxadiazol-5-yl}- . 444.5
o 1-yl)-benzamidine and
piperidin- 1-yl)-2-phenoxy- .
phenoxy-acetyl chloride
ethanone
(R)-2-Phenoxy-1-{2-[3-(2- Boc-D-Pipecolic Acid, N-

47 pyrazol-1-yl-pyridin-4-yl)- Hydroxy-2-pyrazol-1-yl- 1315
[1,2,4]oxadiazol-5-yl]- isonicotin amidine and '
piperidin- 1-yl }-ethanone phenoxy-acetyl chloride
(R)-4-(5-{5-[1-(2-Phenoxy- Boc-D-Pipecolic Acid, N-

48 acetyl)-piperidin-2-yl]- Hydroxy-6-(3-oxo-piperazin-1- 4635

[1,2,4]oxadiazol-3-yl}-pyridin-
2-yl)-piperazin-2-one

yD-nicotinamidine and

phenoxyacetyl chloride




phenoxy-
(R -1-(3-{5-[1-(2-Phenoxy- Boc-D Pi pecolic Acid, N 44

et hanone phenoxyacetyl

chl ori de

[1,2,4]oxadiazol-3-yl}-1,3-
dihydro-indol-2-one

1H-indole-5-carboxamidine

and phenoxyacetyl chloride

wa@erpb3pipi peri di n-2-yl]- Hydroxy- 3-(2- 0xo- pi pRCT/8P700d/068745
461.5 [ 1,2, 4] oxadlazol 3- y4$3phenyl)
yI )'bCII’aIII ul I'TCT allu IJIICIIU)\)I' I IJCI I ul = L UTIT aL,CL yl
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Hydr oxy} 4- (3Hi ni dazol -4-yl ) - [430.5 (found)
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R) - 1- oc- > Pi pecol,i Ci
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prQeri d hanoné phengxy- acetyl chl ori de 404.5
(R) - 4-( apl{Psrl - -2 PhERTWRY- Bod-Brisxpieding eidaci d, N 48
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41635 1241 —oxadi-azol-3-yl}-pyridin
yl ) - ni cpthnam dine & 1) - IS 2- ]
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Sar 1 nhoRherL PAACORMAL. (DeadbcRlBnmryady (2 (3[4
Boc-D-P B id 1H-tetrazo ¥ - phenyl ]t
Hydr oxyt a (1®2% et r azol - 5- yI) mnquafetﬂ@ ode
oxadi azpt-5-yl y- benzam dine gnd phenoxyacetyt (v HF)
pi perid ug 1{2”3(&Hmﬂﬁ@q3 chigride ' '
(R -1-{p- Fﬁ-] @ %} ga% 5- Bod-BycHpgipwsblic Andi 4, N 50
vy -1 1] ST OREHERRTOB: v | -| el one g@}—@;gnﬁazole 5-
AT, 5 pl had] ckhdiadelyd-y1i-2- phenox - carb an1d|ne and |4504
o trlﬂuoromethyl benzamidine
piperidin- 1-yl}-2-phenoxy-
and phenoxyacetyl chloride
ethanone
(R)-6-{5-[1-(2-Phenoxy- Boc-D-Pipecolic Acid, N-

53 acetyl)-piperidin-2-yl]- Hydroxy-2-o0x0-2,3-dihydro- 4193
[1,2,4]oxadiazol-3-yl}-1,3- 1H-indole-6-carboxamidine '
dihydro-indol-2-one and phenoxyacetyl chloride

Boc-D-Pipecolic Acid, N-
(R)-5-{5-[1-(2-Phenoxy- _
o Hydroxy-2-o0x0-2,3-dihydro-
acetyl)-piperidin-2-yl]- L.

54 ) 1H-benzoimidazole-5- 420.4

[1,2,4]oxadiazol-3-yl}-1,3- .
] o carboxamidine and
dihydro-benzoimidazol-2-one .
phenoxyacetyl chloride
(R)-5-{5-[1-(2-Phenoxy- Boc-D-Pipecolic Acid, N-
55 acetyl)-piperidin-2-yl]- Hydroxy-2-o0x0-2,3-dihydro- 4194
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eﬁokﬁgé%gl cf'ﬁg)%% and
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acetyl)
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420. 4

di_hydro
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acetyl )t
419. 4
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din-2-yl] [1-
| e- 5-

%OCtb%?g‘%ghnggﬁfz ine an

phetroxy et enlzo okl arolled 8-
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Xy-2- 0X0- di hydr o-
}ph:pngxyacetyl chlorlde
ydr o-i ndol - 2- one and

[®N

404.5

phenoxy
PCT/ EP2
Starting
(R-1-{2

5-yl

Hydr oxyt

omet Nyl -penzam dine p
WQX)yaq@I[yJuHhB@&bdﬁzolet
B S W or
pibeddi} 1-gKelipbamixy3- y
Eh g boxam di ne d|h
ace y chlorlde Boc- D- H
- 5- 1- (2- pi peri
bﬂ%{ dlhydro - 5
Bénz%ﬂﬂ}da%qaﬂ ?-Z -3-yl{}
ZOoi m one
[ﬁigk?aﬁﬁéﬁﬁk " Boc- D
pipraﬁdindl JH)}2- phén-ox!yiydr 0
t% %J oxadi azol - 3-yl
g- % r boxam di ne dih
acetyl chl ori de WD 2007
DORY-0684356-(1 3Divkr-  EX
}F%fﬁﬂh%'hé n“z%l?%?'ﬂ
3qyllz] 122, Ao xedizvsl

_5_

ethanone

pifeRemnz ptyr)tzaﬁﬂé@xa 405.

/063012

PRLS FRERAYALIMETE 1.
Boiox®tkoprephdlit-Agi)edN- N
éll)kr(ixy—nicotinamidine and
phenoxyacetyl chloride

498.5

59

(R)-N-(4-{5-[1-(2-Phenoxy-
acetyl)-piperidin-2-yl]-
[1,2,4]oxadiazol-3-yl}-pyridin-
2-yl)-acetamide

Boc-D-Pipecolic Acid, N-[4-(N-
Hydroxy-carbamimidoyl)-
pyridin-2-yl]-acetamide and
phenoxyacetyl chloride

422.5

60

(R)-1-{2-[3-(6-Benzyloxy-
pyridin-3-yl)-[1,2,4]oxadiazol-
5-yl]-piperidin-1-yl}-2-

phenoxy-ethanone

Boc-D-Pipecolic Acid, 6-
Benzyloxy-N-hydroxy-
nicotinamidine and

phenoxyacetyl chloride

470.8

61

(R)-5-{5-[1-(2-Phenoxy-
acetyl)-piperidin-2-yl]-
[1,2,4]oxadiazol-3-yl}-

nicotinic acid ethyl ester

Boc-D-Pipecolic Acid, 5-(N-
Hydroxy-carbamimidoyl)-
nicotinic acid ethyl ester and

phenoxyacetyl chloride

337.5

62

(R)-4-{5-[1-(2-Phenoxy-
acetyl)-piperidin-2-yl]-
[1,2,4]oxadiazol-3-yl}- 1H-
pyridin-2-one

Boc-D-Pipecolic Acid, N-
Hydroxy-2-oxo0-1,2-dihydro-
pyridine-4-carboxamidine and

phenoxyacetyl chloride

381.5
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car boxam di ne and et hanone
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5-yl) PCT/EP2006/068745
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doyl)- 422.5
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pyridi n- pyridi

-1 2, 4] oxadi azol -
apst- lleiﬁédoIiJ: Acid, N-

o8 See oL R Goro

pytridine-3-carboxamidine and

;[heé éfa.?étyl chlor jde s de an

5-yi}

[oX

381.5

2-yl)-a
(R)-1-{
pyq i di ng
470. 8

phenoxyt

cet am de phenoxyacetyl
D (RI32-PheBenyzy [D%y- Boc-
 Bhotyl-2H-fh, 24 d]‘ﬂw]laz%@cyl)az
5- yI] pl in-1-yl}
BPREABA é

YRrieheacet yiI| RI§

chloride
Berpdtiptcotic AeiddN-6 60

OArmirBeR&yhxdn Nty dr oxyr
ni coti nam dj ne and

PeFYREEIC acid

363.5

(R)-5-1
acetyl)t
[ 1,2,4
agFl ni cp
(R)-4-{
acetyl)t
381.5

b- [ I- (2- Phenoxy- Boc- D-
pean5m42 yl]- Fydro

e)lf\haélesuzl% Yebhs % "I}yl)e er

aci’d
bt 1, 14It@aﬂlréﬂyikp1peadmr D-

0 e ik R N

Pipecolic Acid, 5-(N 61
m&xﬁbnhpabntdbmlm‘ 337.
ni c cle(glé 2t l}ik f:ter
0 Alsfs 2SR e
Piepegoiding aﬁdl pdhendkyBeetic
&%kg-oxo- 1, 2-di hydr o-

O1

441.5

pyri di ng
phenoxy

PCT/ EP2
66

b- 4- car boxani di ne and

LR 124 (3t eneiy 2007/
DEBHIBB8I4F 1,2,4]triazol-3-

yl]-piperidin-1-yl}-2-phenoxy-

ethanone

|d|n 2-one
slg4Bapecolic Acid, N-

Amino-3,4-Dimethoxy-

benzamidine and phenoxyacetic

pyr

acid

423.5

67

(R)-1-{2-[5-(3,4-Dichloro-
phenyl)-2H-[1,2,4]triazol-3-
yl]-piperidin-1-yl}-2-

phenoxyethanone

Boc-D-Pipecolic Acid, N-
Amino-3,4-Dichloro-
benzamidine and phenoxyacetic

acid

4314

68

(R)-1-{2-[5-(4-Fluoro-
phenyl)-2H-[1,2,4]triazol-3-
yl]-piperidin-1-yl}-2-phenoxy-

ethanone

Boc-D-Pipecolic Acid, N-
Amino-4-Fluoro-benzamidine

and phenoxyacetic acid

381.5

69

(R)-2-Phenoxy-1-{2-[5-(3-
trifluoromethyl-phenyl)-2H-
[1,2,4]triazol-3-yl]-piperidin-
I-yl}-ethanone

Boc-D-Pipecolic Acid, N-
Amino-3-Trifluoromethyl-
benzamidine and phenoxyacetic

acid

431.5

70

(R)-1-{2-[5-(4-Methoxy-
phenyl)-2H-[1,2,4]triazol-3-
yl]-piperidin-1-yl}-2-phenoxy-

ethanone

Boc-D-Pipecolic Acid, N-
Amino-4-Methoxy-
benzamidine and phenoxyacetic

acid

393.5




-58 M+ Exanpl e Conpound nane Starting materials

[1,2,4]oxadiazol-3-yl}-

benzenesulfonamide

benzamidine and phenoxyacetyl

chloride

(found) (R)-5-{5-[1-(2-Phenoxy- Boc-D- Pipecolic Acid,
wWOR®3/0680€1 yI ) - pi peridin-2-yl] - Hydroxy- 6- 0xo- PCT/EP2006/068745
1, 6- d| hydro- 381 5 [ 1, 2, 4] -0%adi azoI 3-yl}- 1H
Pyl I UI II"O oAl UU)\aIII UI I'TCT allu Pyl I UI = L UTIT
phenoxyacetyl chloride (R)-2-|Phenoxy-1-[2-(5- MH*
Boanipld| feoplound Aeind, N 64 Starting materials
phenyl - PH[ 1, 2, 4] tri azol - 3-yl )|- Ani no- benzani di ne and| (found)
363.5  piperidin-T-yl]-ethanone phenoxyacetic acid
(R)-1-{ 7(&%1({2{53@%@0%@ ipl ilc Acid, N 65
Met hanes E%f@ry% lﬁ)hegg(ﬁ] 2H— Anti Brg-DPipesoic aaids it f ony |
AfL. 5 P 3-y1] |- RhRRL 3 Nifto-REDARIR Ne| 408.5
and phenpipgadiat 1-g1}-2pldnjoxg- phgnoxy- et hanone aci d
(R -1-{ Z_thg {3. 4- Di met hoxy- Bo&né-ﬂhleﬁ%’ﬁ’éfqt]@ agdi 4, N 6p
phenyl)-cz‘ ?1 2, 4]tri azoI 3- Amino- 3,4- Di rrethoxy
423. 5 ylé—rg er| di n-1 -yl }-2-pghenoxy- benzam di ne and
phenoxy atkr3d ﬂﬁ%‘r?diﬁémg’u d Boc-D-Pipecolic Acid, N-
(R 1 palcbn( BydrBhchhrn. Bog Myisaehige Acid, N 6F
phenyl ) t riazol - Ami ntg 4- Di chI oro | 4215
431. 4 ,/[ 241 ‘3le}1 CZ0N } - A AGIRS e brBeAine
phenoxy asdd nttiphesiexyet hanone |agidghenoxyacetic acid
(D\ ;I_I_r'—'\(/l Eluoro Boc- D
phenyl) | triazo] -3 Pi|pecc AN 68
prem ) Bt Ea sl azel 3 Piogechlindhdncl
i peri diriflubrginpthgl-plvarybx3Hand fpthmme&%meo&: acid 449.0
ethanoner { Ryr el S bfoBRtaRRpenghis |
Acid, N [3 Ia?%juoro?r%tp]enfj )~ el% 3 -
Tri f | uot érvek en%xietlsam[nel 2 @Jndtmeawacq%lcmd
- pirperi fim-—benzam di e and phenoxyacetic
1-yl'}-ethanone acid Boc-D-Pipecolic Acid, N-
(R)-6-{5-[1-(2-Phenoxy- . .
L Amino-2-0xo0-2,3-dihydro- 1H-
acetyl)-piperidin-2-yl]- 1H- . .
74 ] indole-6-carboxamidine 418.5
[1,2,4]triazol-3-yl}-1,3- . )
. . benzamidine and phenoxyacetic
dihydro-indol-2-one .
acid
Morpholine-3,4-dicarboxylic
1-{3-[3-(4-Methoxy-phenyl)- .
. acid 4-tert-butyl ester, N-
[1,2,4]oxadiazol-5-yl]-
75 ) Hydroxy-4-methoxy- 396.4
morpholin-4-yl}-2-phenoxy- o
benzamidine and phenoxyacetyl
ethanone ]
chloride
Morpholine-3,4-dicarboxylic
1-{3-[3-(4-Methanesulfonyl- ]
. acid 4-tert-butyl ester, N-
phenyl)-[1,2,4]oxadiazol-5-yl]-
76 ) Hydroxy-4-methanesulfonyl- 444.5
morpholin-4-yl}-2-phenoxy- o
benzamidine and phenoxyacetyl
ethanone ]
chloride
Morpholine-3,4-dicarboxylic
4-{5-[4-(2-Phenoxy-acetyl)- ]
. acid 4-tert-butyl ester, N-
morpholin-3-yl]-
77 Hydroxy-4-sulfamoyl- 445.5
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phenoxyacetic

-2H [ 1,2,4] triazol

ZA AL

-3- Am no- 4- Met hoxy- 393.5
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et hanone aci d WD -2007/ 063012
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Starting materials (found) MH*
(Randpld 2ChpoB8adintime- phenyl ) BdtafbnPinpeaddls ¢ Aci d, N
71 1,2,4] triazol-3-yl] 71 Anino-3-Nitro-benzani di ne| (found)
408-5 pi peridin-1-yl}-2-phenogXy and phenoxyacetic
acig et haBqBg 6{(R)1-Biokd- [ 1- (2- FMefmp@Mne BocdiaBoRgieo! i £
Acid, N 72 ace eri.di n- 2
i no- 3| Baspgielb 1P Fytiding. 2 +ierbhi v fhboi o
A dnet 194yﬂst1e2 4loendi aavl-Gi ip ac ldlom]mpmoeplucdm &yD-N- | 500.5
phenoxya 18CH.
Boc- D- P %ZOE gg’l)ai E%\f"%’é‘h rilf %ﬁg"r’g’lnﬂé?ﬁﬂ]aﬁuﬁme Pt on
Ani no- 4} amrc?— 3- 449.0 [ 1,2 menpwaaqtmch@r €]
—prperitim—triftuoronmethyt—= 'U nzamdine
1-yl '} - 2] phenoxy- et hanone and phﬁﬁgﬂbﬁﬁ&tﬂ,&di@%g)cyhc
Boc-D- P Ne(ﬁe{i[;él(%Pu@noNy acetyl)( 16t_b il ester. N-[4-(N
- {5-[ 1- gcze%’aﬁﬁ{dg}%&gz _dcid #-tert-butyl ester, N-[4-(N-
BOC Ani nb 2 é@ro 1H -Hydqco{cyc&rb%nﬂﬂmdoyl) 424.6
tri azol | BLyflaxadiaznl-3-Wirpyadie: g @ g] 1§ d
di hydr o bRgiohce@mfBe benzan1d|né”5 gh’n%ffg% t 1% acig
1- {3- [3- (4 Met hoxy phenyl ) - phenoxyacetyl chloride
Mo phOI ne—3,4-diecar UU)\yI —€ [ 12 '-rj oxattazol—=5- yI
- acid 4-tert-butyl ester, N 7§wgy 9ﬁ¥34r &%g
396. 4 =ﬂH3ﬂ6n€IﬂampmﬁhH@nﬂ;yl (;g%%ngyl ?nZEﬁyﬁlne
and. phengxyagetyly Johlubdg ~ | 2cid erbubil ester, &
80 Methanesulfonyl-N-amino- 4434
yl]-morpholin-4-yl}-2- .
benzamidine and phenoxyacetyl
phenoxy-ethanone .
chloride
Morpholine-3,4-dicarboxylic
2-Phenoxy-1-{3-[5-(3- )
. acid 4-tert-butyl ester, 3-
trifluoromethyl-phenyl)-2H- . .
81 ) ) Trifluoromethyl-N-amino- 4334
[1,2,4]triazol-3-yl]-morpholin- o
benzamidine and phenoxyacetyl
4-yl}-ethanone ]
chloride
(R)-Morpholine-3,4-
(R)-4-{5-[4-(2-Phenoxy- dicarboxylic acid 4-tert-butyl
8 acetyl)-morpholin-3-yl]- ester, N-Hydroxy-2-oxo-1,2- 3834
[1,2,4]oxadiazol-3-yl}-1H- dihydro-pyridine-4- '
pyridin-2-one carboxamidine and
phenoxyacetyl chloride
4-(2-tert- Butoxy-acetyl)-
1-{3-[3-(4-Methoxy-phenyl)- . . )
) thiomorpholine-3-carboxylic
[1,2,4]oxadiazol-5-yl]- ]
83 acid, N-Hydroxy-4-methoxy- 412.5

thiomorpholin-4-yl}-2-

phenoxy-ethanone

benzamidine and phenoxyacetyl

chloride
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and  1- )lp}Pezldﬁh%rVéﬁV-’% anone , ,4]oxa 1azol— —yll} nicotinic

3- met hanesudifimal ylpyitdoahadidee acid and aminoethanol

(R) 5 {E, [1 (’) Dhnnnvu nr\nf\/l\ (R) 5 I'—'\ r1 (’) Phenox Xy

pi peri di xad 0

P per ) S B dr vt e ks ) g 1

422. 4 3ydthylgy£5-Hi- hkp]zerma&yboxy a@tﬂbpmeﬁémh&bfﬂm de

piperidin- 1-yl)-2-phenoxy-

ethanone

[1,2,4]oxadiazol-3-yl}-nicotinic
acid and Pyrrolidin-3-ol

Pyl di e~ LG ¥id 9 i d_and b XA - 3 il-nicoti 480.6
D71 063053 S Mg 7an. | [Ba i i) nicotinic
Conpound [haeosdigzel #rylimat eri al “af(l‘ﬂ ek B MethOXY'ethYD
(R) - N Metolsdtim@mide [ 1- (2- (R) - 3- Lﬁre[hyl—'afrﬁné:’henoxy 219
phpnnyy-arptvl\-nlnprldln 2-yl]
acetyl) 4_ 1H[ 2,4
ety B A ol Pl e
999 phenoxy-acetyl)-piperidin-2-yl]- | acetyl)-piperidin-2-yl]- 4485
[1,2,4]oxadiazol-3-yl}- [1,2,4]oxadiazol-3-yl}-nicotinic '
nicotinamide acid and cyclopropylamine
R)-1-(2-{3-[5-(3-Hyd -
(R)-1-2-3-15-(G-Hydroxy- 1 by 5 (5.[1-(2-Phenoxy-
pyrrolidine- 1-carbonyl)-pyridin- L
. acetyl)-piperidin-2-yl]-
230 3-yl]-[1,2,4]oxadiazol-5-yl }- 478.5




5 %tl(ﬁrﬁysyéh)akene(?%?g@t)a%ooin éenz%eratl
MiehhH. d%(éM -tgmqs eadh) (azd thezlztzea{tedlwg

?Jll%wywﬁ’sqﬁirifieh VR RepadtinedBrCc 422. 4
e and net hyl am ne

(R -5-{5-[ 1-(2-Phenoxy 223

10

benzam de acid and net hyl am ne

1IN, N- Di et hyl
w@b@nosdpincet yl ) - pi perazi n-2-yl ]
oxadi azol -

EhenOX)é6

(4-Carb

aALbony] Iszﬁé‘ndx«”';v de

oxadlazol

- 4-{5-[1-(2- 3-
5-yl] -4-(2 220 [ 1,8,

ester benzam de
oxy- phenyl) -

[ 3-

acetyl)-pi perazine-1- 464.3
and di et hyl am ne -

(4- Carb oxy-phenyl)
[ 1,2, 4]
4] oxadi azol -3-yl}
carboxylic acid
[ 3-

PCT/EP2006/068745

é?'})ﬁhﬁél‘YdI]l(Mﬂ-fph 954" A@d#zol3-yl.b2nAmide

PRE9R06 4 ?5 %2 R G RRR O 2Ly Pl Uibencoic

acd mmxrqaltedesmlenecpﬁmnﬁbw inM@MF gnd3ddédizeCaytof Rink-Resin. The

€. The resin wg w;ishid

carboxylic acid

rt-butyl ester ‘benzam de
&@éh@?%@% Mﬁfggi |[o<1er |( gi n-2-yl]-

acetyl) -

pi peridin-2-yl]- 422.4

[ 1,2, 4]

thathllapol g @nyoundf hdveded] pepadi az ahal@zyy| } - ni coti ni c
ni coti nam de acid and net hyl am ne

with DMF,
en OXﬁq
Gz |f0132}y |T1he resulting

@?ligleg«I-Ethyl 5-{5-[1-(2- (R)-5-{5-[1-(2-Phenoxy 224
phenoxy acetyl) - plperldln 2-yl]-
acetyt)¥ plp(:‘lIUIIIAyIJ- 4365 71 1,241
oxadi azpl -3-yl}- [ 1,2,4] oxadi azol -3-yl}-nicotinic MH*
nExeotile afiiompoandi damnd et hyl am ne Starting materials
(R -N-Dj et hyl - 5-{5-[ 1- ( 2- (R)-5-{5-[1-(2- Phenoxy 225 | (found)
phenoxyt acetyl) - plperldln yIJ
acetyl){piperidin-2-yl]- [(RE3254]1-(2-Phenoxy-
oxadi azplR33ypil-(- PlleQO%’faC@Wb)dl d%gét%p qbg BI ni c
ot | nagigdagac dand doeidivba n st e 407.4
PCT/ EP2D 0687z4 . M-+ Exampl.é.4Cowugaeld3-plarhenzoic
Starting ﬁ‘é}(%% gqnéd acid and Rink resin
(R)-4-{5-[1-(2-Phenoxy-
(R)-4-{5-[1-(2-Phenoxy-acetyl)- o
D ) acetyl)-piperidin-2-yl]-
piperidin-2-yl]-[1,2,4]oxadiazol- .
233 . . [1,2,4]oxadiazol-3-yl}- 408.4
3-yl}-pyridine-2-carboxylic acid o T
. pyridine-2-carboxylic acid and
amide . .
Rink resin
(R)-3-{5-[1-(2-Phenoxy-
(R)-3-{5-[1-(2-Phenoxy-acetyl)- o
R ] acetyl)-piperidin-2-yl]- 1H-
234 piperidin-2-yl]-1H-[1,2,4]triazol- ] ] 406.4
. [1,2,4]triazol-3-yl}-benzoic
3-yl}-benzamide i ] ]
acid and Rink resin
4-{5-[4-(2-Ph -acetyl)-
4-{5-[4-(2-Phenoxy-acetyl)- 5-[4-(2-Phenoxy-acetyl)
. morpholin-3-yl]-
235 morpholin-3-yl]- ] ] 409.5
) ) [1,2,4]oxadiazol-3-yl}-benzoic
[1,2,4]oxadiazol-3-yl}-benzamide i ) )
acid and Rink resin




(found)

(R) - N-Di et hyl

- 464.5
3y|}

-5-{5-[1-(2-
1- (2- Phenoxy 226 phenoxy-acetyl)-piperidin-2-y|]
wa@e®rpbpipi peri di n-2-yl ]

oxadi azol - [ 1, 2, 4] oxaoB7azoI

(R)-5-{5-[

[ 1,2, 4]
3-yl}-nicotinic

PCT/EP2006/068745

III L,ULI T

JIII UC Olbl U allu ul Cl Ilyl a|||
P- Hydr oxy-et hyl ) -5-{5- (}§
Copipenod yiameet yl ) - acet
aiperidin-z-yl] [ 1,2,4

R)-5-{5-[ 1-(2-Phenoxy
IS)ar tin pradiedialz- 2- yl ] -
11 [ 1,2,4]

MH"*
(found)

oxadi az
oxadi az

oxadi az
oxadi azp

=3 yl} nicotinic
Dl - 3-yl }-ni coti nam de aci

D ANBt HdXyEhenpxy-jcend)- (R) -
3tﬂ1§mo£ olig- pﬁpnoxy acet

afl %451@51%%%@ %Z%@@.@e

-3-yll- acid and (2-I\/Et

d-@n- (@%’H&@kﬂﬁa&l@ﬁ)
Bl W2 y1
11.2,44dxadiazol-3yl}-benzoic

1d ]ana ﬁ Wefln

425.5

ni cotin

(R) - N-Cycl opropyl -

229 phe
acetyl)t

di az
nicotin
(R)-1-(
pyrroli

anide met hyl - am ne
5-{5-[1-(2- (F
N9X¥- [QC(QIBHethj &%Eylﬂ' n-
pl per | bn- 21 g
 Pipgragin 2-yf1°4:2 lﬂradd%a i
ﬂmﬁmm@ﬁmﬁu&nd cycl opr opy
P-{3-[5-(3-Hydroxy (R)-5-
di ne- 1- carbonyl ) -pyridin

OoXy-
RP= 8= qrbexy- phapybnoxy
{ b#]oxadiazol-5-yl]-4-(2-
2 PBPIOXYACY R RipEAFRE I-
leaoRrgic acid tert-butyl ester

%g%%%ﬂ§2 .Phenoxy-

408.3

yl'] 230
1,2, 4]
pi perid
e233anon
Exanpl e
eri di n-
of

3- yI] [ 1,2,4] oxadi az

SIS bR an ¢
o (Badodse | 1-(2-pne
oS

xadi azol

Pperldln 2
70l - 478.5 |
(R)- 5 {5 [1 (2-Phenoxy-

o0% BLa gy O

> byt er@diagply3-ylingcotinic
adid uhil RGNZGM de  34ng

408.5

(R -4-{5-[1-(2- Phenoxy-acetyl)-piperidin-2-yl]-[1, 2, 4]

oxadi azol

-3-yl }-benzoic

The resin was washed with DWVF,
each) and then treated with TFA/DCM (1:1) for 2h. The

resulting vyellow oil

HPLC.

was purifi

acid were treated with | eq
HATU DI PEA in DMF and added to | eq of Ri nk-Resin.
5 reaction was shaken overni ght at

The
room t enper at ure.
MeOH, DCM (3 tines

ed via preparative
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20

M5(1 SO : 407.5 (M+) The foll ow ng conpounds have been
prepared in anal ogy: 10 Table 5 M# Exanpl e Conpound

wo2002/0&8&082 t i ng materials (found) PCT/EP2006/068745

(R -3-{5-[1-(2-Phenoxy-acet yl-)8§-R) - 3- {5-[ 1- ( 2- Phenoxy
232 piperidin-2-yl] -[ 1,2,4] oxadi azol -

ExenRle¥39i peridin-2-yl] - 407.4 3-yl}-benzanide |

1, 2, 4] oxadiazol -3-yl}-benzoic acid and Rink resin

) t 42 {ﬁ(i J\H(lﬁoglﬁ@@ﬂ)(y} 2arixMlhzol-5- yl] -piperidin-1-yl}-2-phenoxy-
henoxy- pi peri di n-2-yl % -[ 1,2, f

[1-(2-
tgé lgiol acetyl)-piperidin-2-yl] 233 [ 1,2,4]
oxadi azol - 3-yl }- 408.4 3-yl}-pyridine-2-carboxylic
R O {2uhB-d3-Noyrot phien gy 24 2 8l dvandyalzole 5-ald + dpantdn - IRy R-phes 0xy-ethanone

b8y dlebhed f(%gﬁ'l@{@ﬁ YRk N Ch Bla 2l olobs (rRB8the
aseension yiuially rhﬂat?d {A fefluy ppd sfgesdafor 30min. Aftenfiliisfige the MeOH

Wade oﬁaféd%‘él' thSpddhctisagel QIMt@ct%detl%/lﬁﬂéta&@ Shafdr.
4-{5-[ 4- (2- Phenoxy-acetyl) - {5- [4

) 235 h I 3-yl
ﬁ@(ﬁfﬁ??ﬁ%@ﬁﬂ 409. 5 Emrll,ozm n3yil-
oxadi azol - 3-yl }-benzam de [ 1, 2, 4]

Bxanipla2dl - 3-yl } - benzoi c acid and Rink resin WO
2007/ 063012 PCT/ EP2006/ 068745 - 87 M+ Exanple

gi@r—rp—?%ﬂﬁj— ‘D%Eg %ﬁ%ﬁ}gﬂlgg% glﬁ;o?(ﬁg@k(ﬁ i;ﬂ?iﬂ@rldm 1-yl}-2-phenoxy-

tthappnoxy- acetyl ) 236 t hi onor pholin-3 yl]-
t hi onorpholin-3 yl]- 425.5 [ 1, 2, 4]

GX)aﬂJ{M@J(filN/lﬂr}) ReAAMTI del dxalliaZoK¥3-yl]-piperidin-1-yl}-2-phenoxy-ethanone

%r%d ‘_Wy ’ﬂ]ﬁ‘?@ﬂ?ff?z‘%cﬁ?lssa Tﬂf&a ﬁawi%awwgewﬁe)a%dﬁd The

9L182¢rrls]0mvwsdqr aflghegeq td refldx (i2d @87edplop8Prami. @ filtfatiof the MeOH
Jvagevﬁl)or%@dinﬂztﬁé ﬁroﬁngﬂ%ﬂt}:@ gﬁzte&[r)aétwnpe%ﬁgée&?é/ Yatef08. 3

MS(ISO): 379.5 (MH+)
Example 241

(R)-1-{2-[5-(3-Amino-phenyl)-2H-[1,2,4]triazol-3-yl]-piperidin-1-yl }-2-phenoxy-

ethanone

(R)-1-{2-[5-(3-Nitro-phenyl)-2H-[1,2,4]triazol-3-yl]-piperidin- 1-yl }-2-phenoxy-ethanone
were dissolved in 100ml MeOH. 50ml sat. NH4Cl and Zn-powder were added. The
suspension was briefly heated to reflux and stirred for 30min. After filtration the MeOH

was evaporated and the product isolated via extraction ethylacetate/water.

MS(ISO): 378.5 (MH+)



10

3-yl}-benzam de carboxylic acid tert-butyl
(R -5-{5-[1-(2-Phenoxy-acetyl) -
w@ R)o7H630%2 [ 1- ( 2- Phenoxy 238 pi peridi n-2-yl]
acetyl)-piperidi n--B9 ]
1, 2, 4] oxadi azol -

Ri nk resin

oxadi azol -
3-yl}-nicotinam de |

ester and

408. 5
3-yl}-nicotinic

BsieplaRd2 R nk resin WO 2007/ 063012 PCT/ EP2006/ 068745

88 Exanple 239 (R)-1- {2-

h
gﬁgﬁ}gn{gﬁ?ggm o)gy ¥de yl)r gi

Lamgs ol
were di ssolved in 100mL MeOH. 50nml sat.

[ 3-

5-yl] -plperldln 1-yl

pRAHInd2-§1 411241 o;?ad@zb:@m
Ni tro-phenyl) -

(3-Am n o-phenyl)- |

}-2- phenoxy ethanone 5

NH4C1 and

- [ PAT/RP2DP6/068745

?X}lphen yD)-

ZmadWRle 1 - (R Be 3adidec- plikngl) - (3 Us{ exsiiaan]- e - piperédih yl -yl }-2-phenoxy

L

ration

P€olleq-of acatdchduidaiat TR was

Gk de Hﬁﬁdlﬁé}b %‘fﬁiﬁtzls& "FHIPRA w°éP

orate

was - eva

enyl ) -

il

ethanone (R) -
[ 1,2,4] oxadiazol

MS(I8O)t 42 In5 AMMKH) - 2- phenoxy- et hanone
100m. MeCOH. 50mlL sat.

Ther SypRssigh el

Pfa hnbf

tratlon

4] oxadi azol -
- {2-

-5-yl]

wer e dissolved in

5-yl
[ 3-

pl

NHAC1 and Zn- powder were added.

t ﬁg %&/g@ﬁ ?@ger acetyl chloride,

evapdrenidad clipgpfomeic geid llphesies of ethuébogyaaaisap ﬂs?cneagsvnt

et hyl acet at e/ wat er.

M5( 1 SO) :

379.5 (MH) Exanple 241

dAi]ﬁeeIreactlgn was cooled to

edéié(@mléq mt@p reapgqr; g@;ed for 30min.
P Ip @dﬁ%ﬁs 1s<ﬁé%@<!l"§if 8xtFftod Grom eth%lactetade/water and subsequent

é@?«lﬁlwl oy agzrr%zazatbwgﬁ%&;

(4-Ni tro-phenyl)

Tled- {2- [5-(3-Am n o-phenyl)-2H [ 1,2, 4]

triazol-3-yl] -piperidin-1-yl}-2-phen oxy- ethanone 20

(R -1-{P- [5 (3-Nitro-phenyl)- 21, 2, 4[triazol -3-yI |-

I peridin-1-yl}-2-phenoxy-ethanone were dissolved in MH+

19oMmPlaeEPMPooRd NaRe. NHACL and SitpbRaEFialter e added.

) (found)

The sugspension was briefly heated to reflux and

stirred/for 30mn. After filtration the MeOH was

evapor af eR)- Eh@lﬁkﬁ»6¥5@ﬂmﬁyisoléRbd%Qﬂé%énﬁnaEthmWD-

et hyl acet akgf 1SO) : 378} 5 4f Matthz By -piperidin-

oD 0GBt P r R DE e r4s . | Lho A Ptz -l piperidin- | |

(R) - N ( BLL¢.8lqxadiagad-pHenmb s ac e tlyil)-2mhgeeryasthamengiapd |

2,4] pyagingigel - 3-yl }- phenyl) 1 acetyl chloride

(R)-N-(5-{5-[1-(2-Phenoxy- (R)-1-{2-[3-(6-Amino-pyridin-

a4 acetyl)—pipe'ridin—2—yl]— 3 3jy1)—'[1',2,4]oxadiazol—5—yl]— 1075
[1,2,4]oxadiazol-3-yl}-pyridin- | piperidin-1-yl}-2-phenoxy-
2-yl)-acetamide ethanone and acytyl chloride
(R)-N-(3-{5-[1-(2-Phenoxy- (R)-1-{2-[5-(3-Amino-phenyl)-

245 acetyl)- Riperidin -2-yl]-1H- 2H— [ ?,2‘,4] triazol-3-yl]- 10,5
[1,2,4]triazol-3-yl}-phenyl)- piperidin-1-yl}-2-phenoxy-
acetamide ethanone and acytyl chloride
(R)-N-(3-{5-[1-(2-Phenoxy- (R)-1-{2-[3-(3-Amino-phenyl)-

246 acetyl)-piperidin-2-yl]- [1,2,4]oxadiazol-5-yl]-piperidin- 457 4

[1,2,4]oxadiazol-3-yl}-phenyl)-

methanesulfonamide

1yl}-2 phenoxy-ethanone and

mesyl chloride




5

10

acet anm de | mmol

(R -1-{2-[3-(3- Am no- phenyl )-[1, 2, 4] oxadi azo
w@eordeinid- yl } - 2- phenoxy 5 et hanone were di sSBCTEP20061068745

THF. 2eq. of DI PEA were added.90Fhe reaction was cool ed

-5-yl ] -pi

to—06¢€:
dr opwi s
plE>adde
et hyl ac

teg—of—acetytchtoride
e and the reaction stiri
Gamposol ated by extract
et ade/ wat er and subseqy

T Al ol
'mE VWwAaS adauutcu

The

i I'T
ed for 30m n.
iSantif g mAterials
lent purification via

MH"*
(found)

prepara
f ol | owi
using e
cyor of
t he rea
Startin

(R -1-{P

ve HPCC N5(1TSO T 421

Wgamn(rzto{mplschammen q

r acet. ori de,

R R e eat A
Eh?,4] oRathihen 6 Niphettam

P A

(R) -
enyl) 24

5 (VHF) 10 The
J@Rﬁ’la{Qﬁlg (AR Bigsn yy
chl.ori
TG B it
|1 eyl ERpheniord-¢thaeone and
shidribaaé 1- (2- Phenoxy-

4574

acetyl)t
- pi peri
1-y|}-2
c2Bor i d
(R-1-{
acetyl )t

pi peri di n- ny
TR (34516 (2 hznqu] X4

eﬁgﬁaﬁg e and 4§
M

1- ( 2-Phé
barb@rhiodicfdi- a?ﬂ-yyés}er 3 yI)

1,2,4

oxadi azol - 5-y

i(ﬂR%iid[Z [3- (ﬁff}mmhl}ﬂn)yl)
A¢ €5 AN A8ia26183-YN] - piperidin-

o -
lﬂyﬁ—y2 phenoxy-ethanone acid
[allﬂl,eé’teﬁ]

463.5

oxadiazp
oxadi azp
2-yl)-a¢
(R).- N-(

(1|

acetyl)t
triazol

a%lﬁ?%& PyPhein -2

k@ snX aé [2*%;@8% ﬁhé’e;'(
Badebyl[-pipeddiph2yxy -
—[1 Sa{k &M.%n %ﬂxﬂdl) 24

er| |n-

ear m}ncacuiz@l ybestqr 1, 2, 4]

g{z{/‘ ]{g }(42%an%”8ﬁ‘%y1)
[1 2,4]oxadiazol-5-yl]-piperidin-

}-2- phen xy-ethanone and

\Evr%f%mcgﬁw Fvpistiy| ) -

463.5

piperid
acytyl

(R-1-{p
aptyl ) | P
- pi peri
lyl}-2
chl ori de

tIkPNL@e%'(IR?Z Phdndx 5 [
no e

el e ey |
il h2 4RETz04- 3yl LpBerd])-oxa

°”&%°%%%@§PB%% > pCTI EP)

2 PCT/ EP2

M- 1=yt }=2-phenoxy acetam de ettianone and

L(R?—‘IHQE[B%VAmino—phenyl)—
> cdbriszplp-sly ) |
lipgeoidind 1yl }2-phemxy) -

ok i 04

456.5

Exanpl e| Co
(R)-N-(
(R)-1-{
azsdtyl ) 1
- pi peri

npound nane Starting
4(%)51{E1h3(1£&@=|{95nb1x92

5 h Srok§- a&ﬂzl %1 RIRYD) 2
plperl -yl ] , 2
V- 1H¢5172 &]trlazol 3- yl}

materials (found)
(R)-1-{2-[5-(3-Amino-phenyl)-

%H [1,2,4]triazol-3-y1]-
oxadi azol -'5-yl ]
piperidin- I-yl}-2-phenoxy-

phenyl)-urea

ethanone and ethylisocyanate

449.5

Example 252

(R)-3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-benzonitrile

1.3 mmol (R)-3-{5-[ 1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[1,2,4]triazol-3-yl }-

benzamide were treated with neat trifluoroacetic anhydride at room temperature

overnight. The reaction was quenched with aqueous NaHCO; and product extracted with

ethylacetate twice. The organic layers were washed with water/NaCl, combined, dried over

Na2S04 and the solvent evaporated. The product was purified via preparative HPLC.

MS(ISO): 388.5 (MH+)

Example 253




[ 1,2,4] oxadiazol -3-yl}-phenyl)-

1-yl }-2-phenoxy-et hanone and nethane- sul f onam de
wore@yloehinri de (R)- (3-{5-[1-(2-Phenoxy- PCT/EP2006/068745

(R -1-{2- [3-(3-Anino-pheny|)-2m8

acetyl% Beridin-Z-yI] -¢¥ 1,2,4L oxadi azol - 5-yl ]

(Pp),—%é} B hqrgjgiyglcetp/ )apiperadin gk et ;_’Aﬂoxgdyqz?l_?pﬁ]éﬁl}q:gtmomtrﬂe

|yl }-2 phenoxy-ethanone acid carbamc acid allyl ester

8l15xin 2 9F §{5( R)2-Fién -5~ z[okry{>2p1 aemxzzyu [1,2,4]oxadiazol-3-yl}-

S b s i gt BRIl S anomy spnasrgpe over night. The

f qacmf wok quendifdl aith iqubps NhHOXadha poddudt sitfacrderith thylacetate
i me PRI 408 %@ﬁedem GRIPRTCE Birthea Ila 8% Rla2s04 and

‘(kR)soNel(l@Vngrpt:pd("thzmgd@g(cwas purified via preparative HPLC.

(R -1-{2-[5-(3- Am no- phenyl )- 250 acetyl)
éHED‘EbUH ) -1H 20 [ 1,2,4] triazol-3-yl] -

5[ 1,2,4] triazol-3-yl}-phenyl)-

plper|d|n 1-yl }-2-phenoxy- nethanesul f onam de et hanone

and mesyl chloride (R-1-Ethyl-3-(3-{5-[1-(2-

(R -1-{2-[5-(3-Am no- phenyl) 251

phenoxy-acetyl)-piperidin-2- 2H [1,2,4] triazol-3-yl]

449.5 yl] -1H [ 1,2,4] triazol-3-yl}-

pi peridin-1-yl}-2-phenoxy phenyl)-urea ethanone and

et hyl i socyanate Exanple 252 (R)-3- {5- [ 1-(2-Phen

oxy-acetyl)-piperidin-2-yl] -1H [ 1,2, 4]

triazol-3-yl}-benzonitrile 1.3 mol (R)-3-{5-]

1- (2- Phenoxy-acetyl)-piperidin-2-yl]-1H[1, 2,4]triazo

-3-yl} 5 benzanmi de were treated with neat

trifluoroacetic anhydride at roomtenperature

overnight. The reaction was quenched w th aqueous

NaHCO3 and product extracted with ethylacetate tw ce.

The organic |ayers were washed with water/ NaCl,

conbi ned, dried over Na2SO4 and the sol vent

evaporated. The product was purified via preparative

HPLC. M5(1SO: 388.5 (MH) 10 Exanple 253 WO

2007/ 063012 PCT/ EP2006/ 068745 91 (R)-5-15-]

1- (2- Phenoxy-acetyl)-piperidin-2-yl] -[ 1,2, 4]

oxadi azol - 3-yl }-nicotinonitrile 0.15mol of

5-{5-[1- (2- Phenoxy-acetyl)-piperidin-2-yl]-[1,2,4]

oxadi azol - 3-yl }- nicotinam de are treated with

trifluoracetic anhydride at room tenperature over

night. The reaction was quenched w th aqueous NaHCGO3

and product extracted with ethylacetate 5 twi ce. The

organi c |l ayers were washed wi th water/NaCl, conbined,

dried over Na2SO4 and the solvent evaporated. The

product was purified via preparative HPLC
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15

M5(1SO): 390.4 (MH) WO 2007/063012 PCT/ EP2006/ 068745
-92- Exanpl e 254 4- Acetyl - pi perazi ne- 1, 2-di carboxylic

wa@edod/odsotert - butyl ester 10nmol of Pi perazi ne-PCT/EP2006/068745
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63 N-Hydroxy-3-hydroxymethyl- 3-Hydroxymethyl-benzonitrile and
benzamidine hydroxylamine
264 N-Hydroxy-4-imidazol-1-yl- 4-Imidazol- 1-yl-benzonitrile and
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carboxamidine

hydroxylamine




285 phenyl)-acetam de and trifluoronethyl-phenyl]
-acet am de hydroxyl am ne 286
wd2@@eoz N- hydr oxy-3-nitro- PCT/EP2006/068745

4-Chl oro-3-nitro- benzoni tril e %nd benzam' di ne

hydl URY alli I'TT LOI I\I' l_lyul UARY~= ’-I- Pyti UI = I yl =
e R HI0] Cd; oul?&ﬂéﬁ@' trile and be”é?a?i'l fA&terials
hydroxylam ne 288 2,4-Di chl oro- N hyd rox -
2, 4- Di chl or o- benzom trile and benzami ,
r oxy| ArhilHEO-I8ydRexpAdr oxy- 3- ( 2- of&ﬁmrﬁe’r fréfiypre-ggthyl-
2- X Dtrflueesin@ihRt-benvhinidiRenzam dil BenanzHndHydfox3Rhine
hydroxylam ne N-Hydroxy-| H hpn7n| m-dazole-5 290
1H Benzp -5- ni ¢ (ljlox %48 \Lﬁ&
2007/ 0635]“}? %@1‘7%@’%90%;* s 1Heg 1 ?g] %%8' indole-6-
name St aindotgbo-wmberamidgne?291 carbonltrlle and hydroxylamine
6—N-Hyt+exy—earbam-m-doy—6—Cyrafto—nicotinic—acid
al lyl epter nicotinic acid allyl estgr, ngdilh dro-1H-
4zldroxy ANHREro29P2- e;bdhlsl—@ady&awpar bam m Y
8y ano} B acid ben201m1dazole—5 carbonitrile and
pyri di ne %Zé?gl?@&({j?' 'Ca5 Xgmé(flﬂf/l eshodrorlihmineest er and
hydr oxyl am ne 3- Fl uor o- 4 (N 4- Cyamno-3-f1 uoro-henzaic
aci d 29%%&0 carb benzo i thyl .
er an § YA %ﬂ %Q -est é—ré)xo—g,%—(gh%o—Pﬂ—mdole—S—
N- Hydr oxindbh- be&r:b@k;tmﬁﬁmal e-5 294 | carbonitrile and hydroxylamine
14 Benzotriazole-5-carbonitrile carboxam-dine
6- Benzy h dr 94 6- Benzyl ot inonj t.ri I
mgeot i na %F gé)gpf{f-n\é >- (N- Hydr oxyc %X?ﬁ%ne% éarboq ;rh N}
(5- Cyan Jcmoxmldmz yl)- pyridin-2-y Ih}/drOXﬂelmrm“n de
acetamge 2961 H=—(INHydt oxycat bami-doyt)—= Ay
(4- Cyandnpyi kP pgridtnk=3-PYr i di n- 2- Yiplidina et 488 fl&ile and
2283t am de T )
carboxamidine hydroxylamine
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e _reactl I’] WwWas stirre at r omteryperat ure
voettheghvermghe aprasen pimperauigad0Gml efshicshylether woigaHéesl and the

Vst fin 8 b OIRT filt@BHo @I RHe INAR WicViRGMHER an iNRicd Nin@ENRRERh €The resulting
t further aracterized.” Ex

was n F %‘ .
@mégﬁgw wWXH?&tsﬁ TRBhE Y ALY BATS
fesidink OFtos whc@kémemint 23n lenskieo] dh & srehted eithn mlHydrakinlmonohydrate

I 1
ng?b?caégognatg to result in an oily

eq. of benzyl alcohol re, .added.. The tio .
Hilop (e Ratizs S ol Rty PRI Y vlEd Py 80\l igp of 4N

N&H disssar. 80neldé diegh ydetbérywerAhddad ah8rihsishen spmotiuesd apagm
' ' MGt I / :
%\/B Ie%;(t))ﬁg fé?ffl %0 %M@&)Sbg% wfaE%'( %%F&e Qﬁ?f: §18& Ghafea/wat &Ethylether and dried
No ¢ vepay- hehredyet 2oy ponfgpedbyiMe  8nmol  of

6- Am no-nicotinonitrile were dissolved in THF. 2eq of
MPEO)WIes @dHed. The reaction mixture was coold to

OC and 1.0 eq of acetylchloride in THF added dropw se

ifﬂg 0, ! h? rCeO%’E:tOiu% SStEDIi'EDr rredar!: 1rn %Igo The pr OdUCt was
i SO zllltogcpgoy B et e oM et%yll &cet at e/ wat er .
M5(1 SO : 162.2 (MH) Exanple 331

Reklal@yano- pyri di n-2-yl)-acet ani de WO 2007/ 063012
PCT/ EP2006/ 068745 - 102 8nmol of

25

2- Am notisonicotinonitrile were di$solved in THF. 2eq
oExapEACREEUBAARME  The react i on| MaktigBatkEslscool d
0 OC anpd I.0 eq of acetyichtoride[in THE added

for 2h. The product

dr opw se4-RnsgotMentig@gti on stirred

hydrochloride

' ' 4-Fluoro-3-trifluoromethyl-
"3 150 AR Ot @S baGEL O HorrITHOTomEY
. benzonitrile and hydrazine
hydrochloride
314 N-Amino-4-methanesulfonyl- 4-Methanesulfonyl-benzonitril and
benzamidine hydrochloride hydrazine
315 N-Amino-3-trifluoromethyl- m-Trifluoromethyl-benzonitril and
benzamidine hydrochloride hydrazine
N-Amino-4-methyl-benzamidine o ]
316 . p-Tolunitril and hydrazine
hydrochloride
317 N-Amino-4-trifluoromethyl- p-Trifluoromethyl-benzonitril and
benzamidine hydrochloride hydrazine
318 N-Amino-4-methoxy-benzamidine 4-Methoxybenzonitrile and

hydrazine




et hyl acet at e/ wat er.

5 MS(1SO): 162.

2 (MH+) The

foll ow ng conpounds were generated in analogy to to

wez@mpbmil Mt Exarrpl e Compound nane St art i ngPCT/EP2006/068745

materials (found) {2 [3 (21N®thyl

DUb U'F

Hyd)

benzoi

pCbUIIb HLIU, N UCHLUIHIuat

g totl}{hn&ﬂﬂe332 [ 1,2,4] o
azole-5- 418.5 piperidinj

UI'J yl}'

%&kﬁ%ﬁnat@nﬁk]

1-yl}=2- phenoxy-

hi di ne and ethanone phenoxys:
- NoAmi 1d-Hpdifi efionkepzapiking pi
r hydrolhlétidoxadi azol - 5-yl |

i peri din-1- \/I 1 2- nhpnn\(\/-

hcet chl ori
e%@‘lloé‘)bﬁéil‘ﬂmr ge and

ApmgnN hydr oxy-

sonicotinam dine

Boc- D- |
bﬁmmdmézehyﬁowﬂpnd634 D hy

FPR&&%?399¥%W et i c acid’

P R BN ROREFRPongrifg and
lhedypzibenzam di ne

I'JCIIUIII 1 yl! L 'JIICIIU

R&Inl?o %4 (ilgnloé ﬁfnzgigm? H@m

errdin
¥h§dﬂpﬁ@ﬂ|nan1d|ne 381 4

\J

nhao PoX 1
y PHCHUAbeCLIb

))_%Yl ﬁﬁﬂo\f!)%eélgonltrﬂe and
Elycirazmﬂ]

D=3yt }=1Hand phenoxyacet)

F B 8Rgn oL bédalnddinéh E}%Md@i

nprnl ic Acid,_4-

——chtoride

"@BYJohitrile and hydrazme
aoxadiazol -

Vﬁfgé%w g an1d|ne

éﬁ@%?nﬁﬂ@%oxya
hydrochlorlde

.d 379 6

J

b gtlﬁﬁro@@ﬁi&nitﬁw‘ﬁﬂq{iﬁraﬁne

324

N-Amino-3-methylester-benzamidine

hydrochloride

3-Cyano-benzoic acid methyl ester

and hydrazine

325

N-Amino-2-o0xo0-2,3-dihydro- 1H-

indole-6-carboxamidine

2-0Ox0-2,3-dihydro-1H-indole-6-

carbonitrile and hydrazine

326

N-Amino-2-fluoro-benzamidine

2-Fluorobenzonitrile and hydrazine

hydrochloride
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WD 2007/ 063012 PCT/ EP2006/ 068745 - 103 M+ Exanple
Conpound nane Starting materials (found)

w®@2¢40340$3011 2- Phenoxy- acetyl ) - Boc- D Pi pecol i ¢ ARCTIEPR0§/068745

337 piperidin-2-yl]- Hydroxyedbbam doyl)- 407.7 [

1, 2, 4] oxadlazol 3-yl }- phenyl boronic acid and
BlanRiEBef oni ¢ acid phenoxyacetyl chloride
4-(2-OXxo0-2-{2-[3-(2-0x0-2,3 Boc-D-Pipecolic Acid, N

QJ A6 ridormidwdl alBA ytgr Hydr oxy- 2- oxo- 2, 3-di hydro- 338
, 2,4] oxadi azol - 5- yI] 443.7 1H i ndol e-

di -yl }-.
%ngg}%]nogéa(g] 8)?5%8 i 801& CVYC(EC dls%%‘?}gr}ﬁ %ﬁ—ﬂ'{ﬁ%e& .noq Cs2CO3 were added and
the(r2ackidn [stir-rédldeHOhmx yl-SeBatlylDrd?n jde cawldi accadytiat, ano 183 Of KI were added
%%gﬁ%lréac iort hg%técl td? Zih'. %hé( oxgg/\%sgﬂétéd . teQQééﬁog from

peridin-1-yl -oxo-e enzam di ne
aylaeiste fﬁ@}le cyanophenoxyacetlc acid
2- Met hyl - 5-{5-[ 1- (2- phenoxy- Boc-D-Pi pecolic Acid, 4,N

Bfg@lmgemdg ¢MHReri di n-2-yl]- Di hydroxy-2-nmethyl- 396.2
1,2, 4] oxad|azol 3-yl}-3H

E% 3g€e 5- car boxam di ne pyrimdi n-4-one and

%ﬂ%& etyl chloride 1-[(R)-2-(3-Furan-2-yl-

Boc- D Pi pecolic Acid, N 341 [ 1,2,4] oxadiazol-5-yl)-
Hyl elBenxytrfagelarp-Qub@B&ilg  pi peri di n-1-yl]-2- phenoxy-
carboxami di ne and et hanone phenoxyacetyl chloride

1-01{1&1%1 0123 ﬂ%léﬂllﬁﬁg&{zoﬁl’tg@%r% ]ieﬂﬁfé@ hd ﬁlat%i;/'aé’etlﬁ BNeid (4:1) and cooled

din- 2- ro i mdazo[ 1,2 342
é Dega of. %N(})_Z yarexdissy Ve% 1rywpt&; 'fz,pdeaddgd 1%‘? }pna)m The reaction was
%‘tﬁ[’e(ﬁlt Ro&mPéRpErair@ovdrnighl. The prdt@iiexe/was filtered off, washed with ether

and dried under vacuum. The intermediate was not further characterized.
Example 329
6-Benzyloxy-nicotinonitrile

20mmol of 6-Chloro-nicotinonitrile were dissolved in THF. 1.1 eq. of benzyl alcohol were
added. The reaction mixture was coold to 0°C and flushed with argon. 4eq of NaH were

added slowely. After 15min the product was isolated via extraction from ethylacetate/water.
MS(ISO): 211.5 (MH+)

Example 330

N-(5-Cyano-pyridin-2-yl)-acetamide

8mmol of 6- Amino-nicotinonitrile were dissolved in THF. 2eq of DIPEA were added. The
reaction mixture was coold to 0°C and 1.0 eq of acetylchloride in THF added dropwise and

the reaction stirred for 2h. The product was isolated by extraction from ethylacetate/water.
MS(ISO): 162.2 (MH+)
Example 331

N-(4-Cyano-pyridin-2-yl)-acetamide



and phenoxyacetyl
1-{(R)-2-[3-(4- Met hyl -
wd 2@;78¢30thi adi azol -5-yl) -
oxadi azol -5-yl] -

I peridin-1-yl}-2-phenoxy-
@rmbav;&éémgap-lmlwﬂn@@mé

P FER2A0SARE8 4B coold kO hodviifd 1.

Starting materials (found 1-{(R=-2-[3-(2,5-D pet hy
(e rPpER e e i2§; e P')inpww{lagz%ﬂ%t%{ Dy gxtraction from
etigincecyte2vaberdi met hyl - 2H 344 [ 1, 2, 4] oxadi azol - 5-yl ]

chl ori de

et hanone

Boc-D-Pipecolic Acid, N |

Hydr oxy- 4- et hyl

[ 1,2,3] thilé2li azol e-5- 386.2
car boxam di ne and et hanone

wayo drsedgnlip THE. 2eq of DIPEA were added.

P h@nFHIBOA T THIBdded dropwise

382.2 pyrazol e- 3-carboxam di ne and

g#ﬁg%iﬁgﬁgggﬁghg2-phenoxy phenoxyacet yl

noxy-I-{(R-2-[3-(1H Boc-D Pi pecolic
Acid, N 345 pyrazol-4-yl)-[ 1,2,4] oxadi azol -
car boxam di ne and 5-yl]
- pi peridin-1-yl}-ethanone phenoxyacetyl

| H pyrazol e- 4-

354. 2

chl ori de

chl ori de

Thé {dRpwitrd @n{fouldt hyte Boarafdd Ph pedody © téekanpldH
i soxazol -3-yl) Hydroxy-5-nethyl -isoxazol e-3- 346 |

Hydr oxy-

34 3P T/EPDYEIP68745

1,2,4] opxadiazol-5-yl] 369.2 [carboxam di ne and
piperidin-1-yl}-2-phenoxy phenoxyacetyl chloride MH+
RGN e COMPRERGRIIE. { (R) - 2- [ 3-¥ LN BAHPI pecol i ¢
! (found)
Acid, N
1-{2-[3-(2-Methyl-1H- Boc-D-Pipecolic Acid, N-
benzoimidazol-5-yl)- Hydroxy-2-methyl-1H-
332 [1,2,4]oxadiazol-5-yl]- benzoimidazole-5- 418.5
piperidin- 1-yl}-2-phenoxy- carboxamidine and
ethanone phenoxyacetyl chloride
1-{2-[3-(2- Amino-pyridin-4- Boc-D-Pipecolic Acid, 2-
1)-[1,2,4]oxadiazol-5-yl]- Amino-N-hydroxy-
33 | Y2 Aloxadiazol3 ] mOT TR 380.5
piperidin- 1-yl}-2-phenoxy- isonicotinamidine and
ethanone phenoxyacetic acid
1-{2-[3-(3-Hydroxy-phenyl)-
L3 ‘y xy-pheny Boc-D-Pipecolic Acid, 3-N-
[1,2,4]oxadiazol-5-yl]- ) o
334 o Dihydroxy-benzamidine and 380.5
piperidin- 1-yl}-2-phenoxy- .
phenoxyacetic acid
ethanone
4-{5-[1-(2-Phenoxy-acetyl)-
_{ [ ] ( * ¥ Boc-D-Pipecolic Acid, 2,N-
piperidin-2-yl]- ) .. .
335 . Dihydroxy-isonicotinamidine 381.4
[1,2,4]oxadiazol-3-yl}- 1H- )
. and phenoxyacetyl chloride
pyridin-2-one
1-{2-[3-(4-Hydroxy-phenyl)-
e3¢ ‘y xy-pheny) Boc-D-Pipecolic Acid, 4-N-
[1,2,4]oxadiazol-5-yl]- i .
336 o Dihydroxy-benzamidine and 379.6
piperidin- 1-yl}-2-phenoxy- .
phenoxyacetic acid
ethanone




347 pyrazol-3-yl)-[ 1,2,4] oxadiazol -
| H pyrazol e-3- 354.2
WO piop@éiodi n- 1-yl } - et hanone phenoxyacetyl

Hydr oxy-
car boxam di ne and 5-yl]
chl or PABEP2006/068745

5-{5-[(R)- 1- (2- Phenoxy- Boc-BBBpecolic Acid, 2,4, N

348 altT yl)'pl IJCIIdiII'Z'yl] = Tllhydl U)\y-pylillidiIIC'S'

398. 2 1,2,4] oxadiazol-3-yl}- 1H carboxam di ne anflyg.

pyxainiplel | Qendodndiname phenoxyaceStydting mboeriade

1-{(R) - 2-[ 3- (6- Ami no- Boc-D-Pipecol i ¢ Acid, 6 349 (found)

pyridint 3-yi)-{ 1,2, 4] oxadi azol - AmM no- N Nydr oxy-

380.5 b3yk][1-(pimenb@y-fcelyl}! } -[2BocaD@péddAGIADIANS- (AN

phenoxy et haHongr ﬁhenoxyacet yl I:J1_fIhAerori deb idoy])

1347( R) - 2P S a0 1, 2° Boc- D- [P PEESY AL D N 4077

al pyri di bt,B4jdxadiaeoli3-$}2, 4] oxgdicaglbbrdrtgidcid and

Hydr oxy1 i, . 1..2- 404. 2 .

al pyrid hgé - cg?'[klxlgég% di ne pi ppehrelngl}lqﬁ?eltylyﬁh]lor}df- phenox

and phenoxyacetyl chloride etlhanone WD 2007/063012

PCT/ EP208628887442-[3-(2050- M+ llf_x?]gpfg.e Ccﬁn‘gglﬁn _nane

Starti ngqpetgrialindgéteynd) Bac- 1y PipETs ¢id, N

acetyl) 5{% -i&(i‘-aRl)a- ]1dﬁ( 2-pi peri diHydroyy-P-Rioehdxyhydro- 1437

dr oxy . _’8. 2810 h@/dr 0 - 3511{—1— Foléh-carbox mi(H '

oxadi azpbipdrifint t 4H-ctRbkypenzo [| 1, 0xazi ne- - %%2

[ carboxani di ne and  benzo [ 1|, a1 ‘osoan pphegogypsetic acid

phenoxya %Ifzg?ln Ell’ﬁ oride 6-{5-[|(R)-1-(2-Phenoxy-

Boc- D- Pi pecolic Acid, N acetyl)-piperidin-2-yl] -

Hydr oxyt 2-(8x{8-[B;(4-Methpay-0 352 |[Bdc;R;Ripecolic Acid, N-

oxadi azphréigflirdabradlt RSP [flarbetadhefiapine-6- |

' piperidin- 1-yl}-2-oxo-ethoxy)- | benzamidine and 4- '

benzonitrile cyanophenoxyacetic acid
2-Methyl-5-{5-[1-(2-phenoxy- | Boc-D-Pipecolic Acid, 4,N-

340 acetyl)—pipe'ridin—2—yl]— Dih'yd'ro‘xy—2—methy1— B 396.2
[1,2,4]oxadiazol-3-yl}-3H- pyrimidine-5-carboxamidine
pyrimidin-4-one and phenoxyacetyl chloride
I-[(R)-2-(3-Furan-2-yl- Boc-D-Pipecolic Acid, N-

341 [ %,2,4'] (?Xadiazol—S—yl) - Hydroxy—fufan—} 3540
piperidin- 1-yl]-2-phenoxy- carboxamidine and
ethanone phenoxyacetyl chloride
1-[(R)-2-(3-Imidazo[ 1,2- . . .

o Boc-D-Pipecolic Acid, N-
a]pyridin-2-yl- o

. Hydroxy-imidazo[ 1,2-
342 [1,2,4]oxadiazol-5-yl)- . . 404.2
o a]pyridine-2-carboxamidine
piperidin- 1-yl]-2-phenoxy- .
and phenoxyacetyl chloride

ethanone
I-{(R)-2-[3-(4-Methyl- Boc-D-Pipecolic Acid, N-
[1,2,3]thiadiazol-5-yl)- Hydroxy-4-methyl-

343 [1,2,4]oxadiazol-5-yl]- [1,2,3]thiadiazole-5- 386.2
piperidin- 1-yl}-2-phenoxy- carboxamidine and
ethanone phenoxyacetyl chloride




di hydro-benzo[d] [ 1, 3] oxazin-

one phe

noxyacetyl chloride 1-

car boxam di ne and 2
((R-2-{3-[3-(1, 1- D oxo

w®om7MsWipecol ic Acid, 3-(1,1- 106-i sothi azol iBfETYEEEO})di/%SMS

Di oxo- 106 |soth|azoI|d|n 2 yUD4353 phenyl] -[ 1 2, 4]
U)\adi [c VA JI = J yl f ’-I-OO O P\:‘ ||yU| Ay~ UCIILaIII UI I'TCT allu
pi peri di n- yl ) - 2-phenoxyphenoxyacetyl chloride MH-+
d&hﬂﬁﬁﬂéC&ﬂﬁ@uﬁ&ﬂhﬁ&Q-1-(2-PheﬂhmymgannaﬁﬂPipecolic
Acid, N|354 acetyl)-piperidin-|2-yl]- (found)
Hydroxyt 3-(2-oxo-pyrrol rdin- 4473 [ 1, 2, 4]
oxadiaznh{3RyQH3qn@myﬁﬂahg,yI)-benzanidine and
pyrrolid phenoxyacet yl | Bds-BrRipecolic Acid, N-
L (3{5 FEFSW?LZ ¥ enoxy- Bog- @?cﬁbseﬁgtsl difnefif1 BH-
B442, 4 BHB2 dpehgiayeldfi-piér i di n- 2- ﬂ -carb 4 d 382.2
Di 0X0- i i Z)}gazo cprbgramidine an
oxadiazTF&%ES#ﬁgﬁﬂén9F§km%;dro&Mmhs yicihMsridend
i m dazol e&eRen2, 4- di one phenoxyacetyl chl ori de
A= S5T{{R=1(2-Phenoxy Boc-D-PrpecolicAcid, I
acetyl){ pi peridin-2-yl] = Hydr oXyo3p(Ep@%fc Acf, S hydr o
356 [ 1| 2;Phenoxati{del-{3-(IH}] - phen%y 47 5EiL o;}e% 2, 4]
£458201 1 45yb 3= DENZ M) BGia 614 & 2 354.2
tr4| azol gyré] d1 ﬁgﬁ R;gclelg lﬁz I@rbdiamlmﬂeand '
1- ( 3- FI péndl-pipgading Fl{aponggc- D- P id,
3-(2,5 B57 phenoxy-acetyl) - plp eaoﬁgfquhﬁnﬁ%
Di oxo-pyrrolidin-I-yl)-5- 479.2 yl] -[ 1,2,4]
oxadiazaﬂ{BRyRH3(5ﬂddththydr - di ne
phenyl ) 1 p¥ELA| ggape 2, 5-di one gﬁ%*ﬁﬁ%ﬂﬁ? i6 Asidy N-
chl oride WO 20 063012 PCT/ ER2006:b 86 8A4Eh y-isdGo W3+
Béénpl e| CofpladiarelreyBt arti ng nat erials (f ound) 369.2
piperidin- 1-yl}-2-phenoxy-
phenoxyacetyl chloride
ethanone
Boc-D-Pipecolic Acid, N-
2-Phenoxy-1-{(R)-2-[3-(1H-
. Hydroxy- 1H-pyrazole-3-
347 pyrazol-3-yl)-[1,2,4]oxadiazol- . 354.2
o carboxamidine and
5-yl]-piperidin-1-yl}-ethanone .
phenoxyacetyl chloride
5-{5-[(R)-1-(2-Phenoxy- Boc-D-Pipecolic Acid, 2,4,N-

348 acetyl)-piperidin-2-yl]- Trihydroxy-pyrimidine-5- 3082
[1,2,4]oxadiazol-3-yl}- 1H- carboxamidine and '
pyrimidine-2.4-dione phenoxyacetyl chloride
1-{(R)-2-[3-(6-Amino- Boc-D-Pipecolic Acid, 6-

349 pyridin-3-yl)-[1,2,4]oxadiazol- | Amino-N-hydroxy- 380.5
5-yl]-piperidin-1-yl}-2- nicotinamidine and '
phenoxy-ethanone phenoxyacetyl chloride
1-[(R)-2-(3-Imidazo[ 1,2- . . .

o Boc-D-Pipecolic Acid, N-
a]pyridin-6-yl- .
. Hydroxy-imidazo[ 1,2-
350 [1,2,4]oxadiazol-5-yl)- 404.2

piperidin- 1-yl]-2-phenoxy-

ethanone

a]pyridine-6-carboxamidine

and phenoxyacetyl chloride




5-{5-[(R)-1-(2-Phenoxy- Boc-D-Pipecolic Acid, N 358

acetyl)-
WAR00M06D110K0- 2, 3-di hydro-1H 418.5
[1,2,4]triazol

pi peridin-2-yl]-1H

-3-yl}-1,3- indad

p®&- 5- car boxam di ne and

PCT/EP2006/068745

dihydrortndot=2-one—phenoxyacetic—actd
1-{(R) -2-[5-(1H I ndazol - 5- Boc|- D-Pi pecolic Acid, N 35\npg4
VERaniite [ Cotpbphdinamel - 3-yl ] - AnStmomnghdtardds ol e- 5-
403.5 pi peridin-1-yl }-2-phenoxy- carboxanidine and | (found)
et hanong phenoxyacetic aci d
1-{(R) - 25[{2'[2&'(2% - 5-y: % E%@Hﬁp@@gb iAgidANEd, N
360 2H 1 cn XYy 1H, 1 ndo 402. 5
pi peri df Recly e?idf?lhﬁf - car bm%y(%ﬂf%rg a%%dglyﬁé%one
pdtdnoxy acetl aC| d YE‘ 2- [ [22H-Bkh B¢ hAbixariaz-6F - 435.2
Boc- D 1| BeeOITSURENG TRBL | oeos
5-yl ) - 2HbérdzoP1 4lokkadiazodne3- y! ] - .
A no- 3H Benzotri azol e-5- 402.|@henoxyacetyl chloride
prpertTdi ==yt j=2-phenoxy-——carpoxamdime—and ()
et hanongcphg ngqiweﬁo;am d BOCBJ%]BLHQ &Rt AcAchd, N
acetyl ) b- {5 52 pi peri di gfé - Phenoxy- 1H
BocAmi npa%t Blpgrlémd #lltr o- 14 [ HsBoXsare6r bt dADEFe. 5-
4332. 5 [1,2,2] khdiazdlaz gl 13-yl } - ﬂ{%eﬁz’:ﬁ{b}{l@ﬁ@ﬂkﬂﬁe Gand | 4352
di hydro| -;henzoi m d 22~ _0n nox etic,acid
Boc. D P{ RESRIT BORRET NOre R B TS STREPRY T~ 1H Boc
benzoi n damol - 5-y| )- 2H— Am' no- mmowbetmmme
benzotmdazote-5-—41+ 21, '-r] tt+azot- 3-y= ]
- pi peri di hhexar ql gnd 1-yl }-2-phenoxy- et hanong
phenoxyac gt(lg)g g i ml R R) - 2- [SBc(czDA?rpmhcAad 3-(1,1-
Boc-D- P é@@bﬁprmam@ﬂ@ 2|3<|1 64 Pyl di. 0-1A7 yar

. 1oxo 1 g 1S tl]nazohdm -2- dyl)
A8H3N0- 21 AR 1327$Jo§adlaz‘bl% ]t ol'- 483.3
i soni coti nari d Ee a:gﬁl HB’ri @nm@m and
phenoxy BT dms Y %@% 063%ngg54§§1%g@(§4&68745

ethanone
1-(3-{5-[(R)-1-(2-Phenoxy- Boc-D-Pipecolic Acid, N-

354 acetyl) —pipe‘ridin—2—y1] - Hydroxy-3- (%—?xo—pyrrolidin— 4473
[1,2,4]oxadiazol-3-yl}-phenyl)- | 1-yl)-benzamidine and
pyrrolidin-2-one phenoxyacetyl chloride
1-(3-{5-[(R)-1-(2-Phenoxy- Boc-D-Pipecolic Acid, 3-(2,4-

355 acetyl)- pipe'ridin -2-yl]- Dioxo—imidazoli('iir'l -1-yl)-N- 1625
[1,2,4]oxadiazol-3-yl}-phenyl)- | hydroxy-benzamidine and
imidazolidine-2,4-dione phenoxyacetyl chloride
4-(3-{5-[(R)-1-(2-Ph -

(3 [_( )_ _( cHoxy Boc-D-Pipecolic Acid, N-
acetyl)-piperidin-2-yl]- .
. Hydroxy-3-(5-0xo-1,5-dihydro-
356 [1,2,4]oxadiazol-3-yl}-phenyl)- ) . 447.5
) i [1,2,4]triazol-4-yl)-benzamidine
2,4-dihydro-[1,2,4]triazol-3- )
and phenoxyacetyl chloride
one
1-(3-Fluoro-5-{5-[(R)-1-(2- Boc-D-Pipecolic Acid, 3-(2,5-

357 phenoxy—acetyl?—piperidin—2— Dioxo-pyrrolidin-1-yl)-5- N 4790
yl]-[1,2,4]oxadiazol-3-yl}- fluoro-N-hydroxy-benzamidine
phenyl)-pyrrolidine-2,5-dione | and phenoxyacetyl chloride




107 M+ Exanpl e Conpound nane Starting materials
(found) Boc-D Pipecolic Acid, N
waewrpbds2 (3-{5--[(R) - 1-pi peridin-(2-2-yl]

1PPHEPIING/068745

BocAm no- 3- (5 Oxo- 4 5-di hydre-106365 [

J. L ’-I-Jl IaLUI'O ylj IJIICIIyI} [ 1, ,’-I-J U)\adi G.LUI'Z'YI)'
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6-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-4H-

benzo[1,4]

Step 1:

oxazin-3-one

2-Hydrazinocarbonyl-piperidine- 1-carboxylic acid tert-butyl ester

3g of (R)-Piperidine-1,2-dicarboxylic acid 1-tert-butyl ester were dissolved in 30 m1 DMF.
5g HATU and 2.2 ml DIPEA were added and the reaction mixture cooled to 0°C. 4 eq. of
Hydrazine-Monohydrate in 30 ml DMF were added and the reaction warmed to rt and

stirred for 1h. The crude product was extrated from ethylacetate/aq. NaHCO3.
MS(ISO): 244.3 (MH+)
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6-(5-Piperidin-2-yl- 1H-[1,2,4]triazol-3-yl)-4H-benzo[ 1,4] oxazin-3-one
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Example 391

(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[1,2,4]oxadiazol-3-yl }-phenoxy)-acetic

acid

The title compound was prepared in analogy to example 180 from (3-{5-[(R)-1-(2-

Phenoxy-acetyl)-piperidin-2-yl]-[1,2,4] oxadiazol-3-yl }-phenoxy)-acetic acid methylester.
MS: 436.5 (M-H+)

The following compounds were generated in analogy to example 194
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NBUL 8 R)-433:Pheh M ceryB¥RITREGIn* 2011 1H-[ 1,2, 4 triazol-3-y1}-pyridin-2-y1)-

acetamide

The title compound was generated in analogy to example 242 from 1-{2-[5-(2-Amino-

pyridin-4-yl)-2H-[ 1,2,4]triazol-3-yl]-piperidin- 1-yl }-2-phenoxy-ethanone and acetyl
chloride. MS421.5 (MH+)

Example 425

1-(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-phenyl)-

azetidin-2-

one

75mg of 1-{2-[5-(3-Amino-phenyl)-2H-[1,2,4]triazol-3-yl]-piperidin- 1-yl}-2-phenoxy-
ethanone were dissolved in MDF and 40ul DIPEA added. 34 mg of 3-Bromo-propionyl
chloride were added at 0°C and the reaction warmed up to rt and stirred for another
30min. The reaction mixture was heated to 120°C using microwave heating and the

product was isolated via preparative HPLC.
MS(ISO): 432.5 (MH+)

Example 426
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E?ﬁ(ét&?nawtl(lgﬁ ‘W%heﬁff’ﬂetpl lgprc uging p}lcrogg&taﬁ%heaéwé Tlg g@d}}ct was isolated

(iRprebalMvelIiI@xycar bam doyl ) - pi peri di ne-1-carboxylic
acid tert-butyl ester 15 3g of

B nopi peridine (14 mmol) were treated
ﬂﬁ%ﬁﬁbo%ﬁgfo&ﬁﬁ'ydra2|ne hydr ochl ori de and 35mmol
sodi um carbonate in a m xture of ethanol/water (7:3)
Bramplhéddfed to 50C overni ght. The sol vent was
evaporated and the crude extracted from

eiphyh &6 @[2’3@3- rlda-EhﬁM%/ﬂ GRMU T xa BMEE1- IRAS- i dr Bfin QWAT-ethanone

sodlun1su at e. ter evaporation a white solid was
%Ft ined in quanitative yield. 20 M5(1SO: 244.5 (MH)
"2: (R -

2-(5-Pyridazin-4-yl-[1, 2, 4] oxadi azol - 3-yl ) - pi peri di ne-
(R)e2u(Neld ydriogycadiathitleyli-phpatigine- lesarboxylic aniduért-blutyl ester
pyri dazi ne- 4-carboxylic acid, HATU and

%g§ ORY- Np%@-%-@aﬁ% E,Igf idfé %14 %‘ﬁTgli) %'v%?é Yl%gte? Nt oMol of hydrazine

stirred

ydeeilgdds adidasynol- smd;m mrh%ﬂe #at WWYP of gehagol/water (7:3) and

hé&itdd RytspbC esteiighte mae added: wEB%vaﬁ&@t%HléN(ﬂ wRsScih@at&eracted from

80C d t d ht
e be The 2 LR P athg oot APb Mier ATeFiaporation a

whitd eoljoneduwbtainasinnptinftativelyeitd.char act eri zed. Step 3:
30 (R 4-

ﬁrge 5404 gf | -[1, 2, 4] oxadi azol - 5-yl ) - pyri dazi ne
trifluor oac WD 2007/ 063012 PCT/ EP2006/ 068745 -

119 Crude naterlal fromstep 3 was treated with neat
¥em2at room tenperature for |h. The solvent was
evaporated. The crude product was not further

abar actsePyrzRdin-4-yl-[ 1,2,4] oxadiazol-3-yl)-piperidine- 1-carboxylic acid tert-butyl

ester

0.2mmol of pyridazine-4-carboxylic acid, HATU and Diisopropylethylamine were
dissolved in 1ml DMF and stirred for 15 min. 0.2mmol of (R)-2-(N-
Hydroxycarbamidoyl)-piperidine-1-carboxylic acid tert-butyl ester were added. The
reaction was heated to 80°C and stirred overnight. The DMF was evaporated and the crude

extracted from ethylacetate/water. The crude product was not further characterized.
Step 3:

(R) 4-(3-Piperidin-2-yl-[1,2,4] oxadiazol-5-yl)-pyridazine trifluoroacetate
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Step 4: 2-Phenoxy- |- [ (R -2- (5-pyridazin-4-yl- [
1,2,4] oxadiazol-3-yl) -piperidin- |I-yl] -ethanone 5

w@eadeeivet erial fromstep 3 was dissol ved in | PET/ERES06/068745

and 0.1 nmol DI PEA. Either O-lli®®l phenoxyacetyl

chl oride were added and the reaction stirred at room
tamsanatetipleiromoiter3dyas tregredt wigh aestr Bpahiiony temperature for 1h. The
RGN WMAERDbAatRC ITHe Gﬁlrdbg%du‘éﬁ&zamt@uﬂﬁ&’&ﬁia@éﬁk&ﬁ with
HATU DI PEA i n DVF for m n and added to the crude

rial fromstep 3. The product was isolated via
gaggerative hi gh performance |iquid chromat ography
(HPLC). 10 M5(1SO: 366.5 (MH) The foll ow ng
2-dtmpoemydl [(iDr 2 (enedadired-yi-hl.2Adbadinzele3-gh grpdreliat2 7yl Methanone
Exanpl e Conmpound nanme Starting materials (found)

gﬁ)dez {\érin/ %ro(ﬂi((y;fe%r? s{ &ss[oﬁv%)i ﬂ1 Fil %ﬁﬁoﬁﬁﬁ' 0. lmm?l DIPEA. Either
acet

- p1 peri - am do Perl di ne-
igm[lo Ph gnqg}ya@e)‘gﬂd:,hg)z@?/ vge_r?p(}deéaﬁngd & rgae gy ptiyred at room temperature

foRr3ontnt yi t}%s&ﬁfesp&&ﬁn 8 phén mbee@ﬁoa&naﬁv& W& pre-activated with

LRIAPIBELLE RO RTRL e&ée%; Iehe oy, material from step 3. The

prodazt wasAdsolhted piki,prépeddtox hdihapeoformancedaylig elpiopera gaphg-(HPLC).

429 3- yI] -piperidin- 1-yl}-2 carboxylic acid

Rﬁg g@ 381.3 3- Ami no-pyrazi ne-2-carboxylic
noxy et% non% aci d and phenoxyacetyl chloride

(R) 2- (N Hydroxycarb- 3-{3-[(R)-1-(2-Phenoxy-

(acetyl)-piperidin-2-yl] - am doyl) -piperidine- |

430 [ 1, 2,4] oxadi azol-5-yl} carboxylic acid

TRE folloWing codgiRinds 382 gBnerdte@)id BRNENZOIeRardpledi2and
benzonitrile phenoxyacetyl chloride WO 2007/063012

PCT7T EP2D06/ 068745 - 120 M [Exanpl e Conpound nane
Starting materials (found) 1 {él? 2-[5-(2-Hydroxy MH+
(E;z}a_mzpkf \pppld)pggq BaME tarting materlals (found)

(R)-2-(N Hydroxycarb-

4-13-[(R)-1-(2-Phenoxy-
{3-[(R)-1-( Xy amidoy])—piperidine-l'

acetyl)-piperidin-2-yl]- .
428 . carboxylic acid tert-butyl ester, | 389.3
[1,2,4]oxadiazol-5-yl}-

o 4-Cyanobenzoic acid and
benzonitrile

Phenoxyacetyl chloride

(R)-2-(N Hydroxycarb-

I-{(R)-2-[5-(3-Amino- . A,
. . amidoyl)-piperidine-1-
pyrazin-2-yl)-[1,2,4]oxadiazol- o
429 T carboxylic acid tert-butyl ester, 381.3
3-yl]-piperidin-1-yl}-2- . . .
3-Amino-pyrazine-2-carboxylic
phenoxy-ethanone . .
acid and phenoxyacetyl chloride

(R)-2-(N Hydroxycarb-

3-{3-[(R)-1-(2-Phenoxy-
{3-[(R)-1-( y amidoyl)-piperidine-1-

acetyl)-piperidin-2-yl]- o
430 ) carboxylic acid tert-butyl ester, | 389.3
[1,2,4]oxadiazol-5-yl}-

o 3-Cyanobenzoic acid and
benzonitrile

phenoxyacetyl chloride




pyri di n-

yl'} 2 (MH)

3-yl)-[1, 2, 4] oxadi azol -
379.4 431 carboxylic acid tert-butyl
WO piop@eeiod: n- |

ester, 3-yl]

phenoxy- et hanone phenoxyacet yli2€hl ori de

am doyl ) - pi peri di ne-| -

2- Hydr oxy- ni cot i NPCT/BPZ06/068745

AB2Anly
tert-bu

1 f ( D\ )
=y
pyridi nt

5—(5=Amno—R—2-(h
3-yl)-[1, 2, 4] oxadi azol
Compioped ndinn- 1-yl}-2
yl ester, 380.3 5- An

Hy-droxycarb=
am doyl ) - pi peri di ne-|
chsrpiog ylateriadci d

i no-nicotinic acid and

MH+
(found)

1-{(R)-
pyridi nt
433 3-y
t4X1t - bu
and phe
(R)-2-(
met hyl 1;

phenoxyt

et hanone phenoxyacetyl
P- [ 5- (2- Hydroxy (R)-2-(
4-1R))2{(3,(2; Hjdosadi azol

cﬁh PRy Cﬂu Q A dxaMlak o1
ester 2- Hyd

%d%yméﬁwgﬁdngrzphenoxy

IdHOX VAL Re
(R)--2 [ 5- (2pyr|d|n--

chioride
R0 I%M@ﬁdxl?carb—

aut s b Bl ' e

raaxhoxiysoaid @t i-itgl acrd

%—ﬁtywox?miwtin%and
mpygy@tﬂ)@k@de

3794
(M-H+)

(Ramd
ester,

- Hydr ox
2isonic
(Rp- 2- (
am doyl
oxadi az
3-yl]

Jyl)-plpEIIUIHE = cat
134 1, 2,4] oxadiazol -
VJH(RI)?M?J(S Aomjper i di n- |-

%ﬁp ;p ﬁgl i%ﬁ%ﬁ?%&

pradinel-¥11435 pyr |

Dhherfoal Reanbhe aci d tert
alperldln- I-yI} 2- 4-H

A~ A~

UUXYIIL acid lCll'UUlYI

%‘Rylﬂ— ﬁ?ﬁfd?oxycarb—

enox

ea%lﬁe 69%@@&%1 chlorid
2-dabodx4hidyskt @xtybutyl ester,

3 Bfod nicobinfe i,

M@moummpyﬂumknekz-

anavaranat s

D

380.3

Nnih A~y
IJIICIIU)\y

433

chl ori de

M|
CL ||a||u||c oal UU)\yI I € —a¢c

WD 2007/ 063012 PCT/ EF
1-{(R)-2-[5-(2-Hydroxy-

pyridin-4-yl)-[1,2,4]oxadiazol-
3-yl]-piperidin-1-yl}-2-

phenoxy-ethanone

1 U an IU |~JI ICTITIUAyalLtTly

289908 B AR xycarh2 e
amidoyl)-piperidine-1-
carboxylic acid tert-butyl ester,
2-Hydroxy-isonicotinic acid and

phenoxyacetyl chloride

381.2

434

I-{(R)-2-[5-(2-Hydroxy-6-
methyl-pyridin-4-yl)-
[1,2,4]oxadiazol-3-yl]-
piperidin- 1-yl}-2-phenoxy-

ethanone

(R)-2-(N Hydroxycarb-
amidoyl)-piperidine-1-
carboxylic acid tert-butyl ester,
2-Hydroxy-6-methyl-
isonicotinic acid and

phenoxyacetyl chloride

395.2

435

I-{(R)-2-[5-(4-Hydroxy-
pyridin-2-yl)-[1,2,4]oxadiazol-
3-yl]-piperidin-1-yl}-2-

phenoxy-ethanone

(R)-2-(N Hydroxycarb-
amidoyl)-piperidine-1-
carboxylic acid tert-butyl ester,
4-Hydroxy-pyridine-2-
carboxylic acid and

phenoxyacetyl chloride

381.2




M+ Exanpl e Conpound nane Starting materials (found)
(R)-2-(N Hydroxycarb 1-{(R)-2-[5-(2-Am no-5 (R

wa@ kdoanesopyri m di n-4-yl) -
tert-butyl

am doy

bl utyl

1)

- car boxyl i ¢ BCT/#P2006/068745
ester - 14B6 [ 1, 2 4]

1
UAAUTl dZ

[ [a) [ | Al D
DT = o= yIT] 19, £ IJI PTi I

III' J. ylj L IJIICIIU)\y

2- Am not 5-chl oro- pyri m di ne- gt hanone 4-carboxylic MH-+
alétath A d Cphgioory agetyl chl or i deStartiRy n2uridiHy dr oxycar b}
2- Phenoky- 1-[ (R) - 2- (5- ami doyl|) - pi peri di ne-1 437 (found)
pyrazi nf 4 yi= [ 1,2,4] oxadiazol- carboxytic acid
tert-butyl ester, 366. 2 (R)-2-(N Hydroxycarb-
3-yl)-p ﬂ;de)d?ﬁSK%Aqlmetiwanoneoag z1 ne- 2dcar oxylic
acid an chlelﬁ gﬁ@ﬂyﬁ) chl ori 1(1% PN M aroxycar b}
24 Pheno »(ﬁ 1§ 4 (R [| cytiyxdlic adidawot-butyl ester, 4152
91 -phbhyey °Xaéﬂﬁi‘%’/ D1 perlidigio b o3 fudidl |
oxadi azppipdriftin} 1-§BrDeKsoxg- aci t°p ster
431. 2 Eégerl din- |-yl}-et hano‘h@arhOX}[hSE agd@pd-r“ azol -
| -yl - ben20fe° aci d and phenoxngpemg( a@gwlcahqd;ﬁie
(R) -2- (N Hydroxycarb 2-Phenoxy- F%g
(R)arridayl)-piperidine-l- tetrla I- -phen 439
[ 1,2,4] oxadiazol-3-yl] car bo@? Qc(hé@%’ rqxé(i‘atr butyl
ester, 432’h2n0xypl PEO)LZH(H- | -yl }a—neitihﬁntpipbrlﬂm'EeI razol -
| - bepzoi c xyac t
(R)- D P{/f%gl{l%l ng ﬂljfx%)cﬁla (1) age/bc%(iylbc acu? J[’ert l?utyl ester, | 366.2
Benzoi m déyt)eplpdm@ah)kyldimldmyhé -Ryir prrd- icaebokylgaacksiosng i
acid tert-butyl ester, 440 | 15% bxREad de3- Y]
404.2 [1H Benzoi i dazol e-4- pi rlﬂd)f)9 91 i ! %enhenoxv
(R)-2-(N Hydroxycarb-
2-Phenoxy-1-{(R)-2-[5-(4- . Do
. amidoyl)-piperidine-1-
[1,2,4]triazol-1-yl-phenyl)- o
438 ) carboxylic acid tert-butyl ester, | 431.2
[1,2,4]oxadiazol-3-yl]- ] ]
o 4-[1,2,4] Triazol-1-yl-benzoic
piperidin- 1-yl }-ethanone . .
acid and phenoxyacetyl chloride
(R)-2-(N Hydroxycarb-
2-Phenoxy-1-{(R)-2-[5-(4- . Do
amidoyl)-piperidine-1-
tetrazol- 1-yl-phenyl)- o
439 ) carboxylic acid tert-butyl ester, | 432.2
[1,2,4]oxadiazol-3-yl]- o
o 4-Tetrazol- 1-yl-benzoic acid
piperidin- 1-yl }-ethanone .
and phenoxyacetyl chloride
R)-2-(N Hyd b-
-{(R)-2-[5-(1H- (-2 (R Hydroxyear
o amidoyl)-piperidine-1-
Benzoimidazol-4-yl)- T
. carboxylic acid tert-butyl ester,
440 [1,2,4]oxadiazol-3-yl]- o 404.2
o 1H-Benzoimidazole-4-
piperidin- 1-yl}-2-phenoxy- .
carboxylic acid and
ethanone ]
phenoxyacetyl chloride
(R)-2-(N Hydroxycarb-
1-{(R)-2-[5-(4- Acetyl-phenyl)- . o
. amidoyl)-piperidine-1-
[1,2,4]oxadiazol-3-yl]- .
441 carboxylic acid tert-butyl ester, | 406.2

piperidin- 1-yl}-2-phenoxy-

ethanone

4-Acetyl-benzoic acid and
phenoxyacetyl chloride




carboxylic acid and
(R)-2-(N Hydroxycarb- 1-{(R)-2-[5-(4-Acetyl
w@ Ro7p63b12, 4] oxadi azol -
441 piperidin-

et hanone

3-yl]

chl ori de
- phenyl)

phenoxyacet yl

am doyl)

- pi pePCTHEPI®O6/068745
1- yI} 2- phenoxyzkarboxyllc aC|d

+ + In
T U=0uU

yI CDLCI, 4UU L ClHaIUHC 4 HLCLyI'UCHLUIb
acid and phenoxyacetyl chlorijde WO 2007/063012 MH-+
FEXBhER2 D06 hpo8idd hame 122 M+ ExGumpine nCoerpdund nane
Starting materials (found) (R)-2-(N Hydroxycarb (found)
I-{(R-2-[5- (6- Aydroxy- am doy|l )-pi peridine-1t 442
pyridint2-yl)-[1,2,4] oxadiaonfoqaabggmhb@aﬁsld
tert-bu 1 2 3-yl]
6- Hydr ok ¥{8§¥?§568 enoxy-épﬁgﬁgﬁgq§gpﬁﬁk i c aci
and phen pxtydméZt yib-[ &, Bl4(])(vxad312011- {daR)oxPH{ &eid tertMad tighdster, 3810
(R~ 2- (N rb- yra2|n- xadi azol - :
ami doyl 3- p%?é%&ﬁ I= Pfl} 43 3-y 26 wgziro[x& ;gxrlﬂln%xf 1322
car boxy| Peerey-¢thaspne but y| est eqarbogsbc geid and
5- Met hy -pyraZ|ne 2- carboxyl|c]ﬂgh§ﬁﬁéﬁlqmngggne aci d
and phepoxyacetyl chloride (R) Hydr oxycar b-
q2-uino<alinPhenoxy--IZ--yI[(F R) am doyl )
- pi peri d 2. 4] oxqdi ﬁéé%aqﬁfgrywengox lic
pip h'{@}j 215‘&§‘1\4&tﬁy y
acid tef ty 416 2 mnﬂabﬂ@piperlldtmel-]
hano 1BYYQ%}F1n?oX1é1[|1#é1] QXaéié‘frZBbxyl e fé acn?% tylester, | 380.2
phenoxy ag%&]yﬁl shiari-gigo. 1- { (R|-278Y(3 AN '
Hydr oxy¢ a ?Iwé(?kj/%&}alaqgg?ul f onyl - pfeMethy-pyrazine-2-carboxylic
am doyl aé [ 445 [ 1, Zd %ﬁgh%% tor Ahdrid
carboxylic acid tert-butyl estler. 4: e§l nee
pi perid|n-1-yl}-2-phenoxy- 3- h@thanesulfonyl benzoi c
acid (R)-2-(N Hydroxycarb-
2-Phenoxy-1-[(R)-2-(5-
. . amidoyl)-piperidine-1-
quinoxalin-2-yl- o
444 . carboxylic acid tert-butyl ester, | 416.2
[1,2,4]oxadiazol-3-yl)- ) ) L
o Quinoxaline-2-carboxylic acid
piperidin- 1-yl]-ethanone .
and phenoxyacetyl chloride
I-{(R)-2-[5-(3- (R)-2-(N Hydroxycarb-
Methanesulfonyl-phenyl)- amidoyl)-piperidine-1-

445 [1,2,4]oxadiazol-3-yl]- carboxylic acid tert-butyl ester, | 442.2
piperidin-1-yl}-2-phenoxy- 3-Methanesulfonyl-benzoic acid
ethanone and phenoxyacetyl chloride

R)-2-(N Hyd b-
1-{(R)-2-[5-(6-Chloro- (R)-2-(N Hydroxycar
o ] amidoyl)-piperidine-1-
pyridin-3-yl)-[1,2,4]oxadiazol- o
446 T carboxylic acid tert-butyl ester, 399.1
3-yl]-piperidin-1-yl}-2- o
6-Chloro-nicotinic acid and
phenoxy-ethanone .
phenoxyacetyl chloride
) (R)-2-(N Hydroxycarb-
1-[(R)-2-(5-Benzothiazol-6-yl- ) S
. amidoyl)-piperidine-1-
[1,2,4]oxadiazol-3-yl)- o
447 carboxylic acid tert-butyl ester, | 421.2

piperidin- 1-yl]-2-phenoxy-

ethanone

Benzothiazole-6-carboxylic acid

and phenoxyacetyl chloride




et hanone and phenoxyacetyl chloride
1-{(R)-2-[5-(6-Chloro- (R)-2-(N Hydroxycarb-
w@ordeiniB-yl ) -[ 1, 2, 4] oxadi azol - am doyl ) - pi pePCTHEP®06/068745

446 3-yl] -piperidin- I-yI} 21@.’arboxyllc aci d
tert=buiyt—ester;—399+% 6=Chtoro-ntcotintc—actd—and
phenoxyt et hanone phenoxyacetyl| chloride (R)-2-(N MH-+
Hyschingity c @opotind palRe - 2- ( 5- Bgritating arodrids yl - (R) |
1,2, 4] pxadiazol -3-yl)- amidoyl) -piperidine- | 447 |(found)
piperid{n- -yl ] -2-phenoxy carboxylic acid tert-puty
ester, #21.2 Benzothiazole- 6- ((Rarjogxﬂyupo €drb-
et hanong2-Bhgdophbeddyate(3#h5chl or.i de1 E@O?/ 63012
PCT/ EP2DQGHQ68 fiSnyly. 123 MH+ Y& P name
St&¥rti ng_materi al s (found) (F)caﬂao(xbdld—lgmﬁ extyloaykester, | 418.2
trifl2- ibhotPenssy=I¥ipheny!l ) {|(R) s 2 [fﬁ,]-ogg_bgnz%ic acid
(R) am dJFip):n@ianIyl}CHtlﬁbﬁrolne 448 T ’i, 5, )
oxadi azpl -3-yl'] carboxylic aci cindenhen gpagatylebtoside
4182 piperidin=—t=yt}=etharone
2,4,5-Trifluoro-benzoic acid o) YRG!
chl or i de2-RhRpeR- [ Ry Dx§car bilfidotfiﬁriie {
2. Phenokii {fﬁthgr B-3.y1 - N
(449 f | upr one ﬁ % ]E)?rcf{l SRR oamdakgyd Jcid Wrtpbﬁtwﬁést’ee- 4332
449 [ 1 le A}l]qxﬁ@;azqiz%yll 3-yl] caqrg @{o K e
t ert - but ylpeA8inel-y1 )43 Bardne P pEr | i n%/el?l?y é]t“hé]r%che
6- Trifl por omst hyI ni cotl ni ¢ gaicdl ard@lwhemxgalmmride
chtoride J.L\r\)-L \u- \r\)- '(I\I rlyLuu;\yL,alu
-pi peridine-1- Benzo [1,2,3] t o_aZ v Ry karpam doyl
car boxy| ig(ReRd5t ert - butyl estle mRa} N Blydrouftar
Lo amldoyl) piperidine-1-
Benzo[ 1,2,3]thiadiazol-5-yl-
. carboxylic acid tert-butyl ester,
450 [1,2,4]oxadiazol-3-yl)- oo 422.2
o Benzo[1,2,3]thiadiazole-5-
piperidin- 1-yl]-2-phenoxy- .
carboxylic acid and
ethanone
phenoxyacetyl chloride
R)-2-(N Hyd b-
L-L(R)-2(5- (-2 (N Hydroxyear
. amidoyl)-piperidine-1-
[1,8]Naphthyridin-2-yl- o
. carboxylic acid tert-butyl ester,
451 [1,2,4]oxadiazol-3-yl)- . 416.2
.. [1,8]Naphthyridine-2-
piperidin- 1-yl]-2-phenoxy- o
carboxylic acid and
ethanone
phenoxyacetyl chloride
R)-2-(N Hyd b-
L-L(R)-2(5- (-2 (N Hydroxyear
. amidoyl)-piperidine-1-
[1,6]Naphthyridin-2-yl- o
. carboxylic acid tert-butyl ester,
452 [1,2,4]oxadiazol-3-yl)- . 416.2
o [1,6]Naphthyridine-2-
piperidin- 1-yl]-2-phenoxy- o
carboxylic acid and
ethanone ]
phenoxyacetyl chloride




450 [ 1, 2, 4] oxadi azol

-3-yl) 42

2.2 piperidin- [-yl]

- 2- phenoxy- Benno[ 1,2,3] thiadiazol e-5 ethanone

w@ 200008301 ¢ aci d and phenoxyacetyl

1-[(R-2-(5- (R-2- (N Hydroxyde plperldlne I- [

chl ori de PCT/EP2006/068745

L, 8] I\Id.Jht hyllul = L yl' aIIIUUyI} oAl UU)\yI | I ablu
tert-butyl ester, 451 [1,2,4] |oxadiazol-3-yl)- [ 1,8]| Mux+
Nésaint iy  Cdimpeud nplinperi di n- | -\Stdrting npheiadxy et hanone
416.2 tarboxylic acid and phdnoxyacetyl chioride (found)
I-T(R-2-(5- (R -2-(N Hydroxycgarb- -piperidine-T- |
1,6] Naphthyridin-2-yl- am doyI(R)cza(N)q;pym}dX@c@m d
tert-bu )H[(lé)s?-éﬁ Clmll{i}’i} 4] oxa g;ol- }X/V) [ 1, 6]
Napht hyf [plg ﬂfoxgdlaiﬁlﬂﬁﬁb din- 1- ° BW@H& &t hanone
MMB3. 2 carboxylic _acid and phemamca@hxt adid eint- kmtybkestéﬂo 416.2
2007/ 06 BDPSIHAT) EH2H0RIVEE7 45 14nel\41—|+
Cm carb [E% %\?
Conmpoungethan@neSt arti ng nmateri al
Hydroxycarb 1-[(R)-2-(5-Cinnol |Hhﬁn0?§6{aCf(tFi)Ch orgde? 4]
oxadiazpt=3-yt)=—antdoyl)—prperirdime=—1—453
pi perid|{n- |-yl] -2-phenoxy- daRhox dASdvehrb-
t ert - but y1{(Rs245- (IHELBE:nZotr'mtdSiana(lRZ, WHy 7Y
Ci nnol i 1§ é f:lafj %%g %ﬁ) acjfl andMigREBiRFEidEey |-
c4fdor i de -5 bk ;z:ar b-| carboxylic acid tert-butyl ester, | 405.2
1-{(R) - 7P{P5111 | pienogyol ( -yl .- 4 .
oxadi az Jlethgn(yﬂe] - amidoyl) -pi %“%aﬁﬁgémz{o}é'i’gﬂl]boxyhc
pi perid|n- 1-yl } 2- phenoxy car m:@dndmlauodyat@yltchbmcw
ester—#05—2 et hanone—1tH-Benzotriazolte-5-car UU)\yI —€
R)-2-(N Hyd b-
1-{(R)-2-[5-(1H- (R)-2-(N Hydroxycar
o amidoyl)-piperidine-1-
Benzoimidazol-5-yl)- o
. carboxylic acid tert-butyl ester,
455 [1,2,4]oxadiazol-3-yl]- o 404.2
o 1H-Benzoimidazole-5-
piperidin- 1-yl}-2-phenoxy- .
carboxylic acid and
ethanone ]
phenoxyacetyl chloride
. (R)-2-(N Hydroxycarb-
1-{(R)-2-[5-(3,6-Dichloro- ) S
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6- Amino-N-hydroxy-nicotinamidine
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2-0x0-1,2,3,4-tetrahydro-
quinazoline-7-carbonitrile and
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3-(1,1-Dioxo-1U6-isothiazolidin-2-
yl)-N-hydroxy-benzamidine

3-(1,1-Dioxo-1U6-isothiazolidin-2-

yl)-benzonitrile and hydroxylamine
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N-Hydroxy-3-(2-oxo-pyrrolidin-1-

yl)-benzamidine

3-(2-Oxo-pyrrolidin-1-yl)-

benzonitrile and hydroxylamine
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3-(2,4-Dioxo-imidazolidin-1-yl)-N-

hydroxy-benzamidine

3-(2,4-Dioxo-imidazolidin-1-yl)-

benzonitrile and hydroxylamine
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N-Hydroxy-3-(5-oxo-1,5-dihydro-
[1,2,4]triazol-4-yl)-benzamidine

3-(5-Oxo0-1,5-dihydro-
[1,2,4]triazol-4-yl)-benzonitrile and

hydroxylamine




N- Hydr oxy- 3- oxo- 3, 4- di hydr o- 2H 3- Oxo- 3, 4-di hydr o- 2H

513 benzo [ 1,4] oxazine-6-carbonitrile
W@x@zi0688156- car boxani di ne and hydroxyl am ne
N- Hydr oxy- 2- oxo- 1, 4- di hydr o- 2&832 xo -
514 b en zo |

2H -

d [ 1, 3]

benzo[ 1, 4]

PCT/EP2006/068745
1,4- dih ydro
Xxazin e- 6- b en zo

[heifollpwing @mpayndaweie génereted@a%éwaﬁ@ gxanepledthonitril e

and hydr

oxyl ami ne N Hydr oxy-2- oxo-

1,2, 3, 4

o

tetra(%%roz oxo- 1,2,3,4-t(
{Hermeddaly ByRani di ne qui naz

et rahydro 515
aﬁraﬁténam&tgr%m trile

and hy
3- (1, 1-

¥

hydr oxy

droxylam ne 516

DNoA@npldla -Os0L Bi ARl rbdiH- 2-
%Xﬂ»&- 61.sathiazolidin-2

ya} 6%#25&? i"He yl ) -benzq

hwhndﬂ06¢7 N-Hydroxy 3 (2-

2-0Ox0-2,3-dihydro-1H-indole-5-

DBAbbh#GleARE hydrazine
DX 0- pyrrolidin-I

RN_(9_MN\, al | hao A
o- | £ \J/\J [JyIIUIIUIII I yl} yl} UCIH G.IIIUIIIC
benzoni 1 k& ang sam ”e 518 1H-Indazole-5-carbonitrile and
35712, 4- JNIOXO 11?6;1 azo%aﬁ?n- ) M n ‘azo e-5-carbonitrile an
3- (2, 4- }%k@xqmﬁi@ﬁiﬂdﬂrthwrldﬁw ) hy 8y&Rginpenzam di ne
pbenzoni {11 e and hydroxytam ne _
N- Hydr oKy Amlirko- QHOhﬂiofé gli hydro 3- (54 @Brdof- Scatbbiidfie and
512 1,2 4J ri az j@ﬁ<% Fe zamdine [ 1,2, 4]
triazol-ﬁJ'Pﬁmnlgﬁ fpirdeand [ [ BYyHRERG1 ami ne WO
20077068012 PCT/ EP2006/ 068745 - 1\3 The folTow ng
%C:Qgpoun 08! - Aeriieo-gHRBererb erdhzale€or di ng | tH-BotanpliazoldIRcarbonitrile
npl e |.at arting {.al.
N A nol Db AR SARR VA et
2- Oxo0- 2| 3-di hydr o- 1H-i ndol e-5- 520 '
i ndol e- pNcamboari-A8-dilytrochi-or i ¢é-@er-Bdrdihydrpelhnd
hydr azi NBen AN ie-SHealA@AMife 5- | benzoimidazole-5-carbonitrile and
1H I ndagol e-5-carbonitrile and 521 carboxam di ne
hydr och| BY§'@eNIAYeE azi ne N- Ani no- 1HMYH3ENe- 5-
1HTndole-5-carbonitrilTe and bZ2Z2 Carboxam di ne
hydr och| o Aghén dyNdHgdioxe-2-iNethyl-nB- 11+ Benzot ri azol e- 5-
1HBenzptriazol e 5 carhonitrile 523-Methyl-1H-benzoimidazole-3-
5 enzoimidazole-5<carboxamidine o ]
carbonitrile and hydrazine
hydrochloride
56 N-Amino-2-Amino- 2-Amino-isonicotinonitrile and
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527 [1,3,4]oxadiazol-2-yl)-benzamidine [1,3,4]oxadiazol-2-yl)-benzonitrile
hydrochloride and hydrazine
58 N-Amino-3-[1,3,4]Oxadiazol-2-yl- 3-[1,3,4]Oxadiazol-2-yl-
benzamidine hydrochloride benzonitrile and hydrazine
529 N-Amino-3-Carbamidoyl- 3-Cyano-phenylboronic acid and
phenylboronic acid hydrochloride hydrazine
530 N-Amino-2-fluoro-benzamidine 2-Fluorobenzonitrile and hydrazine

hydrochloride
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AP Pgn@ﬁﬁiomzuqq 6&@r%ﬁgwn}tr1§cg?rgrﬁl§§glved in 30 ml THF. 1.5eq of DIPEA

were added and the reaction mixture cooled to 0°C. 1.2 eq of acetylchloride were added

ester

dropwise, the reaction warmed up to rt and stirred for additional 30 min. The solvent was
evaporated and the product isolated via extraction from ethylacetate and saturated
NaHCOs solution.

MS(ISO): 179.2 (MH+)
Example 536
N-(3-Cyano-5-fluoro-phenyl)-acetamide

The title compound was prepared in analogy to example 535 from 3-Amino-5-Fluoro-
benzonitril. MS(ISO): 179.2 (MH+)

Example 537
N-(3-Cyano-4-fluoro-phenyl)-acetamide

The title compound was prepared in analogy to example 535 from 5-Amino-2-Fluoro-
benzonitril. MS(ISO): 179.2 (MH+)

Example 538

3-0Ox0-3,4-dihydro-2H-benzo[ 1,4] oxazine-6-carbonitrile
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10 mmol of 3- Ami no-4-fl uoro-benzonitrile were
dissolved in 30 mM THF. 1.Seq of DIPEA 5 were added

W@na7068917 eacti on m xture cooled to OC. 1.2 egrP@If/EP2006/068745

acetyl chloride were added drep®se, the reaction
warmed up to rt and stirred for additional 30 mn. The

Sbmyegiof %déydrevzaéon@wl@@zaw@rﬂp eergdiswlived in £IVIE ebeq pHCs2CO3 were
%eﬁ%ﬁ' tB8 réarcaml Qtifyd ac At Rt a5, $at éélr&te%ﬁlyletate were added

({gt !b?g%gog Ip’lp)iﬁ%ﬁe I} %‘ﬁ&‘? ;\QE)H%EQO 5n%lgxﬂlgﬁgel‘tnilqd|laée was isolated via

earmpaoin diroas efilyapaitedvaitdr. el ogynicolgxanak escpdatefir o dried over

é;%g%zp gA-ngﬁ .[/:elv%%rri%_l?% ﬁé/resul tine fs?lhdg/rs gs re@ssollvej(? Mgeyﬁ- énd sat. NH4Cl
Thb. Big ¢fe’c porpdarnecraaddqslr aplathe duspensinalsogyd nortdradipl Ehe solid was
§§é6§ 'E)ﬁrﬂné tﬁmo%n?c 1&@ %(f%)org)c@@ Zﬁg#rlﬁéelta{te wWYBLA Q?Land]tﬁg O?gamc layer

benzo 4
v ﬁ@thesae N OB Thecorgiio Boo weaeRpated again - dried over Na2S04 and

RGN EER2A060 OBGHdht browkBSlid2M 8 Pf5.2 (MH+)

4- Fydroxy 3-nitrobenzonitrile were dissolved in DW.
% L €ed gé Cs2CC8 were added and the reaction stirred
fIPRIP8? 15 min. 1.5 eq of ethyl brono acetate were
added and the reaction m xture heated to 50C for 2h.
THixor hitalimpldo-2te bevers [ 416 bB xednerbacartetitridct i on from
et hyl acetate/water. The organic |ayer was separated

Q@Qm‘flf)l 86l 40X8in o023 mgl%%meﬁf I- ﬁEnz%ﬁﬁHR:r @Eﬂeoﬁlsstow%d in THF 1.2 eq. of
resulting solid was re |ssolve In and sat .

PiPRA wege gddgd amd Bhuirartioeceolsdded Qné Seheot sel}%éh&refermate were
sddedr&@dpwise bhd figd redtrionWerns&@l todrt\wad stifelitfer cbthéf 15amid. The crude

] 450G B KRR S B R 53 B  aryn o

tregapargc laygrethewalyeistepar anpaaggaind the dridedalenarp Na@B8®e. 2.5 ml of

%@?II %@%?@ﬁ rgcf'%)%l_'%cﬂg% lnﬂxﬁré eglﬁg%cgfo W%X'fl% J)l%amc layer was extracted

with -Wﬂtﬁymdoﬂ@wl‘ﬁ@ﬁ‘z‘ GG sefpaztatg} apk sgdused gesplimgoni & pelloav oil. Crude

0Pk aOf ot4o AR B RV OXy et hyl - benzonitrile were
di ssolved in THF. 1.2 eq. of DI PEA were added and the
eactlg cooled to OC. 3.5eq of ethyl chloroformate
Yed dropwi se and the reaction warned to rt and
stirred for another 15mn. The crude 15 material was
2xXxoat Bd-feonhydrbydulireceliad-2-carbdngate. NaHCO3. After
separation, and drying of the organic |ayer the

59 n\fﬁ&tof‘ﬁaﬁltﬁ)\/@laﬁ]f'o% %gn%ihgﬁ ogﬁiﬁr g@%v%ﬂs (!ﬁpsowéd in THF. 2.2 eq of

t ol uene . Mﬁte a reacti on
Pﬂ&% mere afdet eed th%feaqtppn mw@u@rfg)aiﬁddoma%% Swasof ethyl chloroforamte
Q¥tel agded dropibe V!iﬂ'de Eheal’ﬂé’achbﬁ QIrEANit6r |1§y ﬁ'fln segRf adx@@ction from

etﬂdlacr:e?gcg):sgthraﬁ% eVIaIr)]or%tlg %\évo?éalmc layer a%ght brown solid resulted.
This was taken up in MeOH/sat. NH4C1 (1:1). 6g of Zn was added and the suspension
stirred at rt for 4h. The solid was filtered off, the methanol reduced and the product

isolated via extraction with ethylacetate. After evaporation a light yellow solid resulted.
MS(ISO): 174.2 (MH+)

Example 541
3-(5-Oxo-1,5-dihydro-[1,2,4]triazol-4-yl)-benzonitrile

2 g of 3-Aminobenzonitril were dissolved in 20 ml MeOH. 1.8 ml of trimethyl

orthoformate, hydrazinecarboxylic acid methyl ester and cat. para-toluenesulfonic acid
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material was not further characterized. 20 Exanpl e 540
2- xo-1, 2, 3, 4-tetrahydr o- qui nazol i ne-7-carbonitrile

wQ@Zoomoedo1nf 2- Ni t ro- 4-chl or o- benzyl am ne hydr op¢il/BP100€068745

were dissolved in THF. 2.2 eq1686- DI PEA wer e added and
the reaction m xture cooled to 0OC 5 eq. of ethyl

whleadded ridgtreactige i xEge was hﬁa@ﬂmoééﬁﬁu 3hn&he agpensgm was cooled to
ﬁtdnﬁl@ﬂﬂzo@ Na/tménsauu&ﬁ bRfe @dgiea a@ti RO rdadc@A ARxture stirred at rt for 2h.
ace sat . Hé:(B nd evaporation e . :
g\%aé%n‘?’aé qdﬁsfﬁ?ncgﬁwei@%e Jwts&ao $4ring aﬂgltglf;ﬁ) %53;.0)- tlj%ﬁ resulfig suspension
tvak@lnereoff an VR sader vkl M(190): 1692 0MHZ) was added
and the suspension stirred at rt for 4h. The solid
mﬁaﬂ '53 red of f, the nmethanol reduced and the product
I'SO via extraction with ethylacetate. After
evaporation ight yellow solid resulted. MS(1SO):
112142131@W1}u®@0@%wp%b5m@n3r14% Oxo- 1, 5-di hydro-|
1,2,4] triazol-4-yl)-benzonitrile 2 g of 3- Amn
;D%e@fzgut h)’lrﬁl 1hbbeﬂ&ﬁﬁfﬁr1ﬁbv§1§:0dh‘s@ﬁ)@v§ﬂrln2@ Ml I%IBQTL add 8.9m1 &f Chloro- acetyl
ri met hy of or.mat e razi necar
bRt adtef THdeRHPT mxnit POF SURECH T Gan - Gort] SBEBU were added
20D HOEI00Gh RETEP20G64 G687 4& 40h. IR prexeutaddedxtrabizel with DCM.

Mabg g\g § was heated to 65C for 3h. The
per?5| on ooled to rt and 9 m of NaOwe

solution were added and the reaction m xture stirred
Examplepdd 2h. Water was added and the pH adjusted to
1 using aq. HC1(25% . The resulting suspension was

Bich hem@do-afb- @ﬁﬁaﬂﬂidﬁﬁz Bénz¥ageem MS(1 SO : 187.2
(M) 5 Exanpl e 542 3-(2, 4- Di oxo- |mdazoI|d| n-

Yy enzo nitril 3- ni
LB e P Wﬁie%%z%ﬁ Wi a7 B BERE Res el Sgmp. 13 mlof 3
Chlmg@mqlaaedddﬂﬁbnyﬁhldoné‘aomr@ nddedx bud ehevasacgdn rmexthratstirred at rt
2 d e i
{)ée){{l rte "El%el 3 rg?ﬂc}@ lasr T ?% (Ergheﬂ E?J%q:rudaentg J\%\)Agl B&it HY4 1.5 m1 DBU
@d@a@h@waﬁﬁlqmr@@me Wa&)stws(dl o) ovezughg RGMeyaspdgagaed the organic
lﬁ%e %&s?xecﬂ-'\@ﬂp)(@ter The (3r zkl)mc layertwasI sep]z-lrated fdréed K\rfrf]:r Na2S0O4 and
1 SO enzonitril e g o -
preRAb: Mﬁfso(\g/\)egg%@@g Jved in 10 M DCM and 2.2 m of
DIPEA. 1.3 m of 3- Chloro-prop ane-I-sulfonyl

Ekdropledéd wer e added and the reaction m xture stirred
at rt 15 overnight. The organic |ayer was evaporated,

§hs G rélﬁﬁﬁl’jeﬁ&aéﬁo%l and 1.5 ni DBU added. The

reaction m xtur stirred at rt overni ght. DCM was
added and the organic phase washed with water. The

QA ﬁﬁemnap@%zomﬁ@l weisahisselaer indd reHDYUEn dnb9 sbef PHREA. The reaction
BNRRRY AhedooldBld JY 1and32 1l GiMHEhIoEXBUBL@ &@ddride added. The reaction

mixture was stirred at rt for 1h. 5 ml of DBU were added and the reaction mixture stirred
at rt overnight. DCM was added and the organic phase washed with IN HCL and water.
The organic layer was separated, dried over Na2SO4 and evaporated. MS(ISO): 187.2
(MH+)

Example 545
6-Chloro-3-hydroxy-pyridazine-4-carboxylic acid

2 mmol of 3,6-Dichloropyridazine-4-carboxylic acid are treated with 8 ml of aqueous 2N
NaOH and refluxed for 1h. The reaction mixture was acidified to pH=1. The resulting
white solid was filtered off and dried under vacuum. MS(ISO): 173.2 (M-H+)
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20 3-(2-Oxo-pyrrolidin- 1-yl)-benzonitrile 2 g of 3-
Am n obenzonitril were dissolved in 20 Ml DMF and 4.4

workooofeIDIPEA. The reaction mixture was cool edPCDEBIB06/068745

and 2 m of 4-chloro-butyryl -dBferi de added. The
reaction mxture was stirred at rt for Ih. 5 nm of
BBunmeddt added and the reaction mixture stirred at rt
over ni ght. DCM was added and t he organi c phase washed

Ri(5IDAN, d@a@I [NaUsfriazelo4-Thoeardlaniie | ayer was
separat ed, ed over Na2SO4 and evaporated. M5(I1SO):

B8 et SV SRR %t s Pty 20 424 MD ol of

O‘Em@hﬁloﬂhofdrmﬁamyrlﬁdmwem@thﬁr bedrakinocaboxylae eand 50 mg of p-

Foﬁ@eﬁﬁteﬁﬁf cI zﬂ:l@ \x}g}e ﬁde@qﬂ?@% g{Nlons Jd\ﬁ%t_é: 31%9 4§ﬁr_é¥§‘%d 37mmol of

reaction mxture was acl

aqdeume@mInanﬁlgte whiict addsg| and stersedk fart addétdonsd ﬂhaﬂged?fg@dc layer was
Hadesd MRcwEr whBld 8@ Thel o3utfor WhitididiMéd ZPPH/O6230Qi@e resulting solid

006/ 0687
b tf(rsf @é&o fesBlt ﬁ?@alaOf i oni%ﬁ{trngggé) 2012 Msélizoi ¢ aci d
13 mmol of nethyl-3-am nobenzoate were di ssolved in 20
BkarMel©B47 12 nmol of trimethylorthoformate, 12 mol
met hyl hydrazi nocar boxyl ate and 50 ng of p- 5

1l The suspensi on was
%gg?@gﬁgbjl g%ﬁ&tl(gﬁ&%y\%%& %%gf sodi um et hanol at e

were added and stirred for additional 2h. The organic
lagerohpisthehrebabatreattarer divaalvetite 0 mhdigwny{qpef chloroacetyl

%@yaﬁ@ﬂe dirdhré @aldddo TRE reaktidR tnixhife VRS ushkﬂeal ga $@fdrd1h and then heated to

i& {:ére)s an fégfltlgnﬁw)heéggcﬁﬁpewassﬁofg tor éjeq of DBU added and again

Sir(ad], aét-rszermghmeham]Iverdl waskvyporatbénaditlee @adéextthtediybm DCM. The

%ﬁ:dg tnl?e}ﬂer'iael' sﬁﬁ}gé qﬁltﬁ WF ﬁ\fe(yﬁ Sa‘?lﬁl b4 ?‘H df%h%%\?aéﬁll d)vere added. The
oxan. Ieq or oacet yana wer e
ﬂﬂaetiqrem@ttnwaﬁ sirrad et waer ihi. Aftede\apomtwﬁ of therpramid layaethe ageuous

B%E %s hAdifitd Q@pho-rl A @d géshltﬁf%hlgg‘solﬁ%s @R &f‘ aﬂ’@§rled under

cooled to rt, 2eq of DBU added "and again stirred
Y%CUB%Mﬁ(&}Q) 2¥e(Molilyent was evaporated and the cr ude
extrated fromDCM The 15 crude material was di ssol ved

Exanz@les#s MeOH and 4 m of 4N NaOH were added. The
reaction mxture was stirred at rt for 20h. After

g\é?gﬁ?l%% q?6 9 igl’:STt%la%éa%L&ml f‘ﬁ 6 heh 8 2 V\ﬁguous phase was

ied e resulting |te SO|Id mas

filtered off and dri ed under vacuum I 219.

Loyl e anegvé 3suBingbergoate were Diggkyed ik @Wand 3 ml of TEA
Ldreadiaz ghi @f rB’ nl¥topr 2Qi1on 'cﬁlloiliae 'W&ls Qfded slowl under argon

: di ssol DOM. s
nob enzoalte were i ssol ved

%mrﬁsya?re Tﬁa& reafdiga dnixqurg Wap stgedat dhp vy baﬁlgn‘@%sti?# m{& HCL The
chhoicilger was epaciceld dsledwvyr NaRBD4 @rdgeduced under vacuum. The resulting
crude was taken up in 16 ml DMF and 2.4 ml of DBU added. The reaction mixture was
stirred at rt for 2h and washed with 1N HCI. The crude material was dissolved in 20 ml
MeOH and 4 ml of 2N NaOH were added. The reaction mixture was stirred at rt for 72h
and acidified with HCI to pH=1. The resulting white solid was filtered off and dried under

vacuum. MS(ISO): 241.3 (M-H+)
Example 549

3-(2-Ox0-2,3-dihydro-imidazol- 1-yl)-benzoic acid



10

15

20

25

at nosphere. The reaction m xture was stirred at rt
overni ght and washed with IN HCL. The organic |ayer

woR®7863082 at ed, dried over Na2SO4 and reduced BEEP2006/068745

vacuum The resulting 25 crudé38as taken up in 16 n1
DMF and 2.4 nl of DBU added. The reaction m xture
§2 Mm@l pf gthyl-8-anppobnzaste Weeeshisw ! vedtin 20 mlHREgM amie2 ml QGEEA added.

TRé QédcAbn WaRtudk SRRI bBRkdI 8 KOafd 1.IVBPDiPAGsgAn Mer®faddd slowly. The
NaOH were added. The reaction mxtﬁrg)was stirre

RECHGY TISHTE Qi AGTGF 1B vith WIEEd: it adipgal 1 under argon
ﬁtﬁmsbhére.grhﬁﬁeaceioaohixdlrwa\&s f)bdntee roﬁdceo:irfd tha dr ghhicdayeu Beparated, dried

85 03 P ot WL TG e BRISP R ke g 30 mi DCM
znomomg@1’2@@%&@@@@@@@8&&@1%&&3@@@@9 Thefreaction mixture was
Q&rﬁd fof 3R RO g‘g@ ??Qa{ne%w&ewg' ﬁa%ﬁéd’ %h'sgt %%Hﬁo %thd and dried

e'reaction mxture was cool e

ovex Mzﬁoé ,Mtermvwgig@h ofbe solxergdhe gqs%mpg cruplganaterial was purified via
Kﬁ@agél Qﬁrdﬁhzitb g&ﬁphd;v\@@o Wﬁg&&ﬂe podulct dBkk (ﬁisbfv"e@% 5@l MBOH and 2 ml

er ar at nospher act.

2 gt o en i B e g | Farpptid ted with HCI to
pHpdnat éd; resirliiegwhitovdid eS0T AN 18@H1262d (MAHe)
vacuum The crude material was taken up in 30 ml DCM
Eﬁﬂg"e@e§ (21 of am noacet al dehyde di net hyl acetal were

?’ e reaction mxture was stirred for 3h at rt.
The organic_ | ayer was washed with sat. NaHCG3,
ddparldioser imitzelidiad -Yiybenzoigsba. After evaporation of
the solvent the resulting crude material was purified
v3 rmmdéli @@k@@l—?){éhﬁ@é@l@@itamw g@gﬂvdagmozo i @®qNIadCt.7 ml of ethyl
were di ss [ n
Boeatto R Bsd dhefiese o Ritreay st ybiri o B Bhe solvent was
a\(apdraft@deahdvﬂle resttih gtcou depghleh wgnid 30hel acemmkt 30hgl gt BCI (25%) were

g&l(egqlgﬁ Bieatg{i el 3\@( fo 28 Il % evﬁ%ggab%n(d\iﬁtllfgg Eﬁé@ n@ele th%ﬁrgsultm g solid

0X0-1 m dazo enzoic a
whs Weared P vashedhoishe m@éd\d@ﬁ@uad@%ﬁm M&(130) @19@¢M H+)
and 1.7 m of ethyl 15 isocyanatoacetate added. The
EQagpledn] M xture was stirred at rt for |'h. The sol vent
was evaporat ed and the resulting crude taken up in 50

wer e,. added and

RO s e Brodgt e F 2aabBntinan of thne
organic | ayer the resulting solid was filtered off,
Bdghed! of Nth@Deyﬁand H-dgdydom @B barao Lo xvB(e+ GCrboxamidine were
aé%lged(lMﬁd&lll] g%%o Sia- g%ﬁ g ammo ium formiate and 0.05 eq. of Pd/C (10%)
tyggrétzqdﬁ@d fule s g}egg%‘éwpdpﬁglrg h?atﬁ{irécp regfux overnight. The reaction mixture was

Dbyl %Y, 30 RY @o 6°@fa1ﬂ1 M%@a@ﬁh&ﬁmsln M PRADHE28%% ¢ The resulting

SRR b sbeaiin 0w SR RRAN TN vere

added and the reaction mxture heated to refl ux
overni ght. The reaction m xture was concentr at ed,
cooled to OC and the pH adjusted to 8 using agq. NaCH
(28% . The resulting 25 solid was filtered off and
washed with water. M5(1SO: 192.2 (M H+)



WD 2007/ 063012 PCT/ EP2006/ 068745

139 The fol |l ow ng

i ntermedi ate conpounds were generated in anal ogy to

mat eri al
N-

the
1H Benz

droxy-imdazo [ 1, 2-

wexampb®1b51 Exanpl e I nternedi ate name Start i PQI/EP2006/068745

552 Imdazo [ 1, 2-a} 1B9ri di ne- 6-

XY - . car boxam di ne a] p yridine-
Wingdateraediate copypgpdsy waleeedt a6 i detedydo sxgaple 551
i M dazol e-5-car boxam di ne Ncarboxam di nhe 554

Ni cotin
g len

am di ne N- Hydr oxy- ni coti nam
o HGIMGAE% 838F e- 4- N Hydr ox)

i 555
: %ﬁ?@ﬂ%mﬁ@flﬁm -

car boxa
- Hydr ox

N&&r box
Pyrimd

M di ne | soxazol e- 4- car boxam
y 1rh filaogh 2ne pPridib&%- Thi opheng
anigine. - Hydr oxy- pyri m di n¢
FEPS I BSx ani di ne” Ncar box:

dir ne
2 N2HG/ar x> auid b [ig2-

;_ﬁfpaflralﬁgle— 6-carboxamidine

- Hydr ox
4- \Net hy
-Hydr ox
Ncar box

y- 4- met hyl - oxazol e-5- 557
- zol e-5-carbo

I BE S oty
an di ne - Hydr oxy-2- net hyl

[}
J

xam di ne N¢
argw%z?f% :

&-Hostany dithéenzoimidazole-5-
L BbRAKAMHA! ne
b5

2- Met hy
194- di

-i soni coti nam di ne N soni c{
nNjgptigamidipe - N- Hydr oxy- 2- 0

bt i nam di ne 2- Oxo -

Ol ydroxy Hijent rapyidine

560 ben
oxazi ne
25350x0- 1
t et rahy

ro[ d] [ I, 3] oxazimne-6- bemny
 8,5- DM dIpyagixdidle 4car boxam ¢
2,%,4-L§trahydro- N- Hydr oxy
P8P GHA"NE2S! i ne- 6- qui nazol

rofdf [ 1,3]
IINYBlydroxy-3,5-dimethyl-

-2- - 1,2, 3,4. 561
R R i

car boxa
3-(2, 4-

dro
140 Ej

M di ne 562 3-(2,4-Di oxo-1m ¢
Di oxo-imdazolidin- 1-yl)- |
I 0RRSTE-GRRE* A B0 7/ 0630

xanpl e | nternedi ate name Star

Jazol 1 din- 1-yl)-
b &R EydrakiyriBiophene-2-

Lg%ljgglﬂnll?ﬁ 06/ 068745

N-(3-Ca

Q%%tam

' bami doyl - 4-f| uoro- phenyl ) |
16, BN QXY SARRRTLIRNL) - phed

-carboxami

ing material
\- 4-Fluoro;31éN 563
W-Hydroxgearvaimidiae-2-

carboxamidine

557

4-Methyl-oxazole-5-carboxamidine

N-Hydroxy-4-methyl-oxazole-5-

carboxamidine

558

Pyrazine-2-carboxamidine

N-Hydroxy-pyrazine-2-

carboxamidine

559

2-Methyl-isonicotinamidine

N-Hydroxy-2-methyl-

isonicotinamidine

560

2-0Oxo0-1,4-dihydro-2H-
benzo[d][1,3]oxazine-6-

carboxamidine

N-Hydroxy-2-oxo-1,4-dihydro-2H-
benzo[d][1,3]oxazine-6-

carboxamidine

561

2-0x0-1,2,3,4-tetrahydro-

quinazoline-6-carboxamidine

N-Hydroxy-2-oxo-1,2,3,4-
tetrahydro-quinazoline-6-

carboxamidine

562

3-(2,4-Dioxo-imidazolidin-1-yl)-

benzamidine

3-(2,4-Dioxo-imidazolidin-1-yl)-
N-hydroxy-benzamidine




N- ( 3- Car bam doyl - 5-f | uor o- phenyl) N-[5-Fl uoro-3-(N 564
acet am de hydr oxycar bam doyl) -phenyl] acet am de
woe@3n&Gaban doyl - 6-f1 uoro- phenyl ) N-[ 6- Fl uor oPGFER0BEE68745

acet am de hydr oxycar bam doyI } 14@)henyl ]

laYalw il aVala)

acet am de WO

L
ZUUTT U0

CR&

can e

DUJ.L I"\/II I:I"LUUUI UUOI’-I'J

. | aRbeiifoRsAL NI ng the fol | (

ranuf actured in a conventl

I:}\allpl T I'\ I_I I UL

"S‘ca?tgn Rgfeedi ents

I ngr edi
(1) 10.
np343. 5
K30 12.
17.0 ny

ents Per tablet Kernel:

D [
lr}gpjﬁg %%@II] 4(I¥I ous%z%ﬁg?
bageipnlige 0 ny Sodl um st arch
Magnesi um stearate 1.5 ng

nner .
Cofpe

und of formul a
E-Eorebdds 23. 5

MY h &}oQ?rdiE:)anH@Mylﬁ-@ﬁ@nyl]—

g %a ate 12.5 ng

I ght)
nmet hyl
6800 O.
(yel | ow
The act

120.0 ng 350.0 rTg FllmC0<
cel lulose 3.5 Pol
3N @ar@awgdwkér%wioaﬁhﬁ@ﬂk 6
aétdmidg 1.6 ng Titan dioxi
ve |ngred|ent IS sieved an(

HYC (Ker nel
At

Hydr oxypr opyl
yeffhlvene 3gIN¢col

D g

il a‘PﬁUB@lSIICWI th

M CTOCT
granul a

Hcol a

ker nel s

st dl I IILALS LBI I UI (OS] 5] dllu lIIB
ed with a solution of poly
TNe(3g€anpaimad ayl-6sfluarp-sphenyld-t

mxXture TS

lect PME}E@LS;(@LDH in
1 U S
@as F&‘@EWIFBIIQ/ PBeyll-

chwggagesi unst earate and

or 350 ng respecti

are |l ac
afe—

qlloror*l wi-th an agueous sol yt

ateyamitlee kernel s

I nn / sl s nensi on

of the above nentioned filmcoat.
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el A CA R R A= R A

WD 2007/ 063012

Capsul es cont ai ni ng

the followi ng ingredients can be manufactured in a

conventi onal

manner .




I ngredi ents Per capsule Conpound of formula (1) 25.0

nmg Lactose 150.0 ng Muaize starch 20.0 ng Talc 5.0
worno7/663Dne conponents are sieved and m xed andPdT/EPmd6/068745

into capsul es of size 2. Exanplie-C Injection solutions

can have the follow ng conposition: Conpound of

Eviniea (1) 3.0 ng Pol yet hyl ene @ ycol 400 150.0 ny

Acetic Acid g.s. ad pH 5.0 Water for injection

sol ut FigAgoadd labktsitont&nihl ?Qh@ﬁ)‘llbvfﬁh d iRgle@RhB”thn b8 manufactured in a

di ssol.ved in a m xture of Polyethyl ene dycol 400 and

pAYERtoRAMaNALact i on (part). The pH is adjusted to 5.0

by Acetic Acid. The volune is adjusted to 1.0 m by

hduedi¢nsn of the residual anmount of water .Pefkablatol uti on

is filtered, filled into vials wusing an appropriate

-pge and sterilized. WO 2007/063012

PCT/ EP2006/ 068745 - 143 Exanple D Soft gel atin

tapeared obesmdiafilhg the fol | owi ng i ngredi etft&mgan 2680 mg

Vafdtashlinedelivlo® conventional manner: Capisiihg  43.5mg

ontents Conpound of formula (I) 5.0 ng Y ow wax
ga ° 8 Ydr ogenat ed Soya bean oil 8.0 &L‘gﬂgl al | OOmg

ngddmgaeﬁﬁ%ﬁ ed plant oils 34.0 ng Soya bealeoStngllOl@Omg

' psul e contents 165 0 |
ggdﬁgal'\fgtg@eigg&l&g% 0 ng dycerol %SZG?f%1 Kar?grgng
BRegesrmytepidtsy matter) Titan di oxi de 0.4 mIgr on 45mg

%rggwggj,gw 1.1 ng 5 The active ingredi e 350.0 mg
JSS(§)|Ve inawarmnelting of the other ingredients
mxture is filled into soft gelatin capsul es

Hiydapppopyi ratdyksdelaloseThe filled soft gel ati3s sapsul 29 mg

Polyethylene glycol 6000 0.8 mg 1.6 mg
Talc 1.3 mg 2.6 mg
Iron oxyde (yellow) 0.8 mg 1.6 mg
Titan dioxide 0.8 mg 1.6 mg

The active ingredient is sieved and mixed with microcristalline cellulose and the
mixture is granulated with a solution of polyvinylpyrrolidon in water. The granulate is
mixed with sodium starch glycolate and magesiumstearate and compressed to yield kernels
of 120 or 350 mg respectively. The kernels are lacquered with an aqueous solution /

suspension of the above mentioned film coat.



are treated according to the usual procedures. WO
2007/ 063012 PCT/ EP2006/ 068745 - 144- Exanple E Sachets
wae@onvasioing the foll owi ng i ngredi ents can be PCT/EP2006/068745

manuf actured in a conventionall42 manner: Conpound of

E&&m@%@ (1) 50.0 ng Lactose, fine powder 1015.0 ng
crocristalline cellulose (AVICEL PH 102) 1400.0 ng

Sodi um car boxynet hyl cellul ose 14.0 ny

Pol yviagsupy cofhingimthg fdDwing b graglientaepndsinamtfeciiigd en a

&gngn%audﬁbﬁgg&!ng additives 1.0 ng 5 The active

Ingredient is mxed with |lactose, mcrocristalline
GRkddiase and sodium carboxymethyl cellul ose andper capsule
granulated with a m xture of polyvinyl pyrrolidon Tn
water. The granulate is m xed with magnesi unstearate
gnaponed pf pyoytd by additives and filled into sachéb§.mg
% 2007/ 063012 PCT/ EP2006/ 068745 - 145 C ai ns: ]1 0.0
#¥6unds of formula (1) R4 R5 R3 X R6 N R7 R2 10P0me
Malze shh@f ein 5 X is C(R8RI), NR10, 0, S, S(O, S(02)0mg
Rl is phenyl optionally substituted with 1 to 3
d@bstituents selected fromthe group consisting of50mg
hal ogen, hydroxy, |ower-al kyl, hydroxy- |ower- alkyl,
fluoro-lower- alkyl, lower-alkoxy and CN;, R2 is

drogen or |ower-al kyl, 10 nd R4 i ndependently
Ez%ﬁﬁ ERH?“SFH%Fw%ﬁ%?nh§&¥8ééﬂé§ﬂ@§186@%?“ﬁﬁwgﬁyﬁ kyl or
| ower - al koxy, or R3 and R4 together are =0 to forma
carbonyl group together with the
Example C

Injection solutions can have the following composition:

Compound of formula (I) 3.0mg
Polyethylene Glycol 400 150.0 mg
Acetic Acid g.s.ad pH 5.0
Water for injection solutions ad 1.0 ml

The active ingredient is dissolved in a mixture of Polyethylene Glycol 400 and water
for injection (part). The pH is adjusted to 5.0 by Acetic Acid. The volume is adjusted to 1.0
ml by addition of the residual amount of water. The solution is filtered, filled into vials

using an appropriate overage and sterilized.



carbon atomto which they are attached; R5 and R6
i ndependently from each other are hydrogen, hal ogen,

wo omenezmikyl or | ower- al koxy, or R5 and R6 t OPEL/RR1006/068745

are =0 to forma carbonyl greug3together with the 15
carbon atomto which they are attached; R~ is an
bxaplarbl yl or triazolyl, which oxadi azol yl or
triazolyl is substituted with R11 and optionally
subst §éfupestindadpbulR @ntﬁ&n%lﬂld: BRowindaepasdieits kyn b& Mahufactured in a
each oth r are hydrogen, hal ogen, hydroxy,
FRWEP UK 20T oier - al koxy; or 20 R8 and R9 are bound
together and -R8-R9- is -(CH2)2 7- to forma ring
Copgraflhemtenits h  t he carbon atomto which they are
attached; R10 is hydrogen, |ower-alkyl,
tgm@gugggyﬁnﬁﬁhgqpyl or lower- alkyl- sulfonyl; Rllshsy,
or a heteroaryl selected fromthe group
g?%ng of pyridinyl, pyrazinyl, 25 pyrinidinyl, 80mg
Eu@t édgnQQQMJQﬁadlazolyl indazolyl, 8.0 mg
ro be 2|n%d 70l - 2" WD 2007/ 063012 40
%&%@ 4%1 i 146 one, 1,3- dihydro- indol-3+0mg
&mabemmnﬂtrlazolyl i m dazopyri di nyl, 110.0 mg
tetrazol epyridi nyl, benzi m dazol
3&%2&858§%gm%b§%gmlkklndoI 5-yl, pyr|n1d|n 4- one]%BOIng
f@hﬁhymmukhladlazolyl pyrazol yl , isoxazolyl,

O¥fhiim di ne- 2, 4- di one, benzooxazin-3-one, 1,4- 75.0 mg
hydr enzooxazi n-2- one, indolyl, thiophenyl, 5
%%Q?Bﬂg? ° benzooxazi n- 2- one, 32.0 mg

RadolBhydr 0- qui nazol i n-2-one, pyridazinyl, 8.0mg(dry matter)

ﬂg ?xallnyl benzot hi azol yl , benzot hi adi azol ylI ,
yrldlnyl ci nnol i nyl, 1 4-

thpdﬂ@ydunmoxaline-2,3-dione and 1.1 mg

1, 2-di hydro-i ndazol - 3-one, which aryl or heteroaryl

is optionally substituted with 1 to 3 substituents

sel ecTejjaqtiveg i aretienyiodipsol ed i p S gnJting ofibe ofiek jngredients and the

Pt Y fl1EY fed doft &t é&iSMIles' ﬁropﬁ'afé@i%; THeAIRATBHK loeldfin capsules

| ower - gl kox omer- al kyl ,
bR s ine Y B ER i ony. hal ayen. S(02) RI3,
C(O R14, NO2, NR15R16 i m dazolyl, pyrazolyl,
tetrazolyl, pyrrolyl, phenyl- Iomer- al koxy, [ 1,3, 4]
oxadi azol - 2- one, oxadi azolyl, triazolyl and

i soxazol yl, which imdazolyl is optionally substituted
with | ower-al kyl, and which phenyl- |ower- al koxy is
optionally substituted wi th hydroxy, hal ogen,

| ower - al kyl, 15 | ower-al koxy or fluoro-I|ower-alkyl,
and which pyrazolyl is optionally substituted wth

| ower - al kyl , and whi ch isoxazolyl is optionally
substituted with |lower-alkyl; R12 is hydrogen or

| ower-al kyl; R13 is |ower-al kyl, NRL7R18 or
fluoro-lower- alkyl; R14 is OH NRL9R20, | ower-al koxy,
| ower - al kenyl - oxy or |ower-alkyl; 20 R15 and R16

i ndependently from each other are hydrogen,

| ower - al kyl, | ower-al kyl -

0.4 mg



carbonyl, |ower- alkyl- SO, |ower- alkenyl -
oxy-car bonyl, NH2-carbonyl, |ower-alkyl- NH carbonyl,
w@ bwee3o1al kyl ) 2N-carbonyl or phenyl - | ower - al RgT/EP2006/068745

whi ch phenyl - |ower-al kyl is-dapdionally substituted
wi th hydroxy, hal ogen, |ower-alkyl, |ower- alkoxy or
Exareple ¥’40\A/er-alkyl; or 25 NR15R16 is a heterocyclyl
sel ected fromthe group consisting of norpholinyl,
t hi onBdcpBE b mtinin glthd f6licaw Mg tnlt<aiant Pd@IBetydnufactured in a conventional
glgerldlnyl pi peri di n-2-one, piperazin-2-one,

¥4: 3- aza- bi cycl o[ 3. 2. 11octyl, piperazinyl,
pyrrolidinyl, 1,1- dioxo- |soth|azolidinyl,
ﬁymmohh@bﬁﬁmm@hdb i m dazol i di ne-2, 4-dione, 2,4 30 50.0mg
Q&Q&gd@% é@dgjlw azol -3-one, pyrrolidine-2,5-dio 15.0 mg

azeti 2-one and 1, 3- dlhﬁdro i m dazol - 2-one, i ch
freﬁré%ﬁlbn«'yfelhu&os%@ymli’lﬁl Ybstituted with hydrok{p0.0mg
senem-alttokymethyl @malosal kyl - carbonyl; R17 and R18  140mg

dependen m each other are hydrogen,
Fg&%&Y@V%Q é%h oxy- | ower- alkyl, |ower- al koxyJ0-0mg

Mageesiurastbarhte or 35 NRL7R18 i s norpholinyl; W 10.0 mg
§89;1063%%% -PCT/ EP2006/ 068745 - 147 R 19 and R20
I'n Iy from each other are hydrogen,

Iomer al kyl, cycl oal kyl, hydroxy- |ower-al kyl, |ower-

al koxype !1&1\0@ i gr&iléﬁflls m(ﬁe@%{h la@tb@/ hﬁcrgl:\l'istzhﬁﬂ\?&'ﬂuﬂsgyﬂd sodium
pyridinyl - | ower - al or cyano- | ower-al kyl;

SRR th Y C%llq%%ie@flé@mu%te%mﬂé B eiyture %ﬁqlh\énﬁmwldon in water.
TRO Siaftilaftds ﬁflxdmﬁlﬂhﬁiagﬁk}éiumstéhy&té @hdl eieMavouring additives and filled into
xa- 3-aza-bicyclo[3.2.11octyl, piperidinyl,
ﬁFﬁ @Fazinyl, piperazin-2- one, thiazolidinyl.
thlonDrphollnyI 1,3,8-triaza-spiro[4,5]
decane-2,4-dione and
spi ro(1- phtal an) - pi peri di ne-4-yl, which heterocyclyl
is optionally substituted with hydroxy,
| ower - al kyl -S(02), |ower-alkyl, |ower- alkyl-carbonyl,
car boxy, carbanoyl, 10 | ower-al koxy-carbonyl, cyano,
phenyl, pyridinyl or |ower-al koxy; and
pharmaceutically acceptable salts and esters thereof.
2. Conpounds according to claim1l, wherein X is
C(RBR9), NR10O, O, S, S(O, S(02); RL is phenyl
optionally substituted with 1 to 3 substituents
sel ected fromthe group 15 consisting of hal ogen,
hydr oxy, |ower-al kyl, hydroxy- |ower- alkyl,
fluoro-lower- alkyl, |lower-alkoxy and CN; R2 is
hydrogen or |ower-al kyl; R3 and R4 independently from
each ot her are hydrogen, hal ogen, |ower-alkyl or
| ower - al koxy, or R3 and R4 together are =0 to forma
carbonyl group together with the

1.0mg
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20

25

20 carbon atomto which they are attached; R5 and R6
i ndependently from each other are hydrogen, hal ogen,

wo owenemikyl or | ower- al koxy, or R5 and R6 t OBEL/BB1006/068745

are =0 to forma carbonyl greup5together with the
carbon atomto which they are attached; R7 is an
oxadi azol yl or triazolyl, whElngxadi azolyl or
triazolyl is substituted with R11 25 and optionally
subst i t ut edomipbtin®led:fofuiay RO i ndependently from
each ot her are hydrogen, hal ogen, hydroxy,

| oner -al kyl, | ower-al koxy; 5 R8 and R9 are bound

t oget her and - R8- RO- |s ( 27- to forma ring
together with 30 th®2 on
attached; R10 is hydrogen, |o

I

to which they are
r-al kyl,

| owner - aIkyI car bonyl or ﬁbkyl sul fonyl; WO

2007/ 063012 PCT/ EP2006/ 068145 148 R11 is aryI or a

het eroaryl sel ected fR (group consi sting of

pyridinyl, pyrazinyl, pyrim®inyl, pyridinyl-2-one,

oxadiazolyl, |ndazonI 3-di hydr o- benzi m dazol - 2-

one, 1, 3- dihydro- nde-Z one, benztriazolyl,

i mi dazopyri di nyl, (1)

triazol epyridinyl,tetrazol epyridi nyl and

kapeigm dazol yl, which aryl or heteroaryl is 5

optionally substituted with 1 to 3 substituents

Rych ol BaavE sy S BHTBP6 ower - alkyl

| oner - al koxy, halogen, S(02)R13, C(O R14, NC2,
RR15Rit@henyldgpgionally, supstitatediwith, | togt sudstatughts sep19qt¢(bﬂ'rym the group

opti o] S B I M ARSI Afrorotoner

phenyflkylp r&&@éxvl §N@pt|onally substltuted with

hydr oxy, hal ogen, 10 | ower-al kyl, | ower-al koxy or

RF uor pHyamsen oaldwer-alkyR12 is hydrogen or | ower-al kyl ;

R13 is | ower-al kyl, NR17R18 or quoro Iomer- aIkyI

oxy d%llgdg%eéﬁlﬁatgrzp ees(é h th%I ﬁll(r%)flgr 2 ene?ac orge ;}ﬁeyl or lower-
hydr oglenxy, IooReanchR‘kt;olg@thblowe F(hilOkfytm ﬂ&aﬂv@nbkmyup tdgother with the

al kyl §8¥ e hr'i"t ¥l areRpy; car bonyl,
NH2 - cg¥bon§0 owe r ng Y aﬁi+carbonyl (Iomer- al kyl)

2N-car bonyl or enyI-Iomer al kyl , whi ch pheny
Rotret Rainggpendgntbyiros sah 9th§w§#lmimg% hafaggn. H%?ro%@yyl or lower-

hal Ogﬁlﬁoxﬂr OWRI arad R@’ﬂo,getﬁl@ﬁ/\ﬁé adokfoxy a@hrbonyl group together with the
fl uoro- omeg { %h gw E?E 6 is a heterocyclyl
sel ect%8°F FOM thENIED Bify ASHAR T ng of mor phol i nyl |
thlonDrphollnyI 1, 1- di oxo-t hi onor phol i nyl,
B| per 1s@mrw&hd1a;pn1]d@tr |t1daznly2, -vgne oxadiazelyhai tmaZolyinesubstltuted with R
8- oxaz 3y QFBH§WﬂJ h§ &ﬂR@ctyl pi perazi nyl and

i’ch het

pyrro? erocyclyl i's optionally

sybstl uted with hydroxy- |ower- alkyl or |owe
Ri ?(I}/dr @ﬁg&ﬁ%}pntly from each other are hydro gen, halogen, hydroxy, lower-alkyl,

lower-alkoxy; or

R® and R’ are bound to gether and R:-R’-is -(CH3)2.7- to form aring together with

the carbon atom to which they are attached;
R ishydrogen, lower-alkyl, lower-alkyl-carbonyl or lower-alkyl-sulfonyl;

R is aryl or a heteroaryl selected from the group consisting of pyridinyl, pyrazinyl,
pyrimidinyl, pyridinyl-2-one, oxadiazolyl, indazolyl, 1,3-dihydro-benzimidazol-2-
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25 R17 and R18 independently from each other are
hydr ogen, | ower-al kyl, hydroxy- |ower- alkyl, |ower-

w@bdoong3011 ower - al kyl; or NRL17R18 i s norphol i nRCT/ERDI6/068745

and R20 i ndependently from eadh6ether are hydrogen,
| ower - al kyl, cycl oal kyl, hydroxy- 30 | ower-al kyl or

| ower one|lidosifpydriogingel: 2-gnkyHien ztsinzlRdy DRgazapsriginyl,

het er agay@k?;mcﬁﬁhe@&a%megwﬁhmh@e&ﬁrﬁw@zﬁsﬂn210%12@dmfydro 1H-indol-
nor ph rolidin

8- oxa Q\}/“‘a‘méﬁhgy‘[: PBY @fﬁngill] thé%f’tl%iPlyl WRTERYhdtospendyldyyimidine-2.4-
I s optioasaehyooxatihsy- bﬁthlSlddﬂwdﬂ@ hando @rayine-one, 1ndoly1 thlophenyl

sal | SO RISLLEM AT O LIRS Al AT RRARG.
PCT/ E@ﬁ@@@d@@gba@zothlazplg Bnz@bmdouniys naphtbyuddingl, cionelyyl, 1,4-

of Cl ulngxal org Hf(‘)n&nﬁ ¥ 29&13?(#0 dm@epztoﬂ @r@'Jel Which aryl or

substlt ed W th ]ﬁ‘g I"'ogen, i/ roxy- | ower -
al kyl %}fsm@w ispptics érétusﬁédﬁﬂu 3 fl&)sawnﬁfselé%@ frgmthe group

- 3, wﬁ[sah@oﬂbmﬁambpﬁydmxﬁ B(@@DPQﬁM& iﬂ&%i}fﬂk , d&a®bamoyl-
IS

any of cla d

Compolis aﬁ@é&rca?wg hf/%ﬁi@%eff R 199 M o etk

|s hyHﬂog&mS«)ﬁR 3 BIRIH MO ARG, ngidazolgpyratolgl @ireolyl,

t o an yr\‘\@?lr Eh&#‘?fb\ife‘? agyo‘;(&ﬂgejnﬂox%gazgp Epo% n&&dﬁ%&l@% ﬁjls[}glyl and
Conpolspghzo byt e dvid lﬁgdm%mpp@tbn@mwuhstltmted vath Iatver-alkyl, Red which

is hy [
. 991‘1 T Ebg}/err] %%?XWMB% %%ﬁ@@dﬂﬁtﬁ I:?}_/(f_?'ﬂyy ﬁfalo%&@ 1dWer-alkyl,

N~ RLIpworRipxKes flyerogloperaliyl, M Vrblcmpwzraﬁzolbd is RNy Substituted
\R11 with lowdd AN an@rwhiktelsexazoRlit opfieh MY 3ubdtieutds with lower-alkyl;
defined in claim1l. 11. Conpounds according to any of

lai ns,1- 10 ﬁr\l\lperelﬁiﬁ7 is ,N~NRL1 N\ />R11 01

12/ 1SIQ Rfo(%@n ower-a

R”  islower-alkyl, NR'R" or fluoro-lower-alkyl;
R is OH, NR"R*, lower-alkoxy, lower-alkenyl-oxy or lower-alkyl;

R" and R" independently from each other are hydrogen, lower-alkyl, lower-alkyl-
carbonyl, lower-alkyl-SO,, lower-alkenyl-oxy-carbonyl, NH,-carbonyl, lower-alkyl-
NH-carbonyl, (lower-alkyl),N-carbonyl or phenyl-lower-alkyl, which phenyl-
lower-alkyl is optionally substituted with hydroxy, halogen, lower-alkyl, lower-

alkoxy or fluoro-lower-alkyl; or

NR“R" is a heterocyclyl selected from the group consisting of morpholinyl,
thiomorpholinyl, 1,1-dioxo-thiomorpholinyl, piperidinyl, piperidin-2-one,
piperazin-2-one, §-oxa-3-aza-bicyclo[3.2.1]octyl, piperazinyl, pyrrolidinyl, 1,1-
dioxo-isothiazolidinyl, pyrrolidin-2-one, imidazolidine-2,4-dione, 2,4-
dihydro[1,2,4]triazol-3-one, pyrrolidine-2,5-dione, azetidin-2-one and 1,3-
dihydro-imidazol-2-one, which heterocyclyl is optionally substituted with hydroxy-

lower-alkyl or lower-alkyl-carbonyl;

R'” and R'® independently from each other are hydrogen, lower-alkyl, hydroxy-lower-alkyl,

lower-alkoxy-lower-alkyl; or

NR''R' is morpholinyl;
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15 wherein R11 and R12 are as defined in claim1. 12.
Conpounds according to any of clains 1- 10, wherein R7

wo 3007hkI1ZL  NO wherein R11 is as defined in clBCTER008MIS745

2007/ 063012 PCT/ EP2006/ 068745 147-150 13. Conpounds

cordi,ng to any of claims 1 - 12, wherein Xis
&%RSF‘@ ingppem deilpirom eagihether #ekgdroron. deawerralylapveloakyl, hydroxy-
def i nRRkelANG], #dwerlalk ‘10@%9% @fcgpﬁ NOG w2 afk dinyl-
cI ai uﬁl wher O}g Xi SO% %mo V\he?béF%ﬁ Y
%“@ﬁ& & QpRo- %Wf‘&eaﬁlfynlr in cI a. m1l. 5 15.

Corrpounds according to any of clains 1 - 14, vvherei n

R8 is © 16, ccor di n

cl ai nBNﬁlgHZ i% he%%cpfcélpllﬁs%ggteg rf‘rOﬁn gle dgé QUP O%f]?gn %:O%, moH)hghnyl
accor pimgjidimyl abrpxaoB-agh-diqyslofi3.2. I]mtyl phigar sl Fplp)era:snyl piperazin-2-
I_']ydr 091\?\6;: thlaﬂtﬁldln qu%H{bqgh(ﬂfh rlcﬂ g]gflatzg %8[405‘] d&dagb Pﬁ&l dc_:hone and

) er el n IS a heter sel ect
fr om tHHE b—rp I)@d;ﬁgt?r lp‘?‘ré ngw}}j&‘l} h%fPWYClYIWI%{ﬂnﬁ&]’Y substltuted with

pyri thbx 'I(Q)Vfﬁvall%@—S(@gaK)WeVJalkyﬂ- 1d3ver-alk 1 carbonyl, carboxy, carbamoyl,
dlhd{? ﬂﬁZlmd ol - éﬁ‘f%—lr kﬂgﬂ 0|ndol
one, BENWZPri°A%6H Pnélnﬂyanﬁ iy BAZOP YO Wﬁrcﬁ%"ﬁ‘ﬁenyl

or heteroaryl is optionally substituted with 1 to
subpliarmaenttsalfyedcegitadde faltoamd heteryitlougofconsi st i ng of
| oner - al kyl, hydroxy- |ower- alkyl, fluoro-

| ower 5 al ky, e 02) R13, C(O R14,
NO2, %\'IMSRg%mF%M\@%ZORJQ@ tgglr%aﬂzqg Q]rer%\'%let razol yl ,

yrroly d enyl -1 ower alkoxy, whi ch |mdazolyl 'S
%’ptl oﬁ&F(inlRaJié\Ig{}b@t$tS&@é§(Qﬂ)t h | ower-al kyl, wherein

R13 R14 R15 and R16 are as defined in claiml. 19.
EbnpolsqﬂSnﬁtb@QBﬁﬁHyg;ubmtﬂﬂe& with Icload b stituentd Selectdrefi@inrthe group
R11 is eroa el ected fromt r ou
consi SURRGREP Bedta AFHSHETN i e TGk 6 PRASG, Gt oner-
1, 3- @Ilkhly@mrﬂa}kenzandGHzol - one, 1, 3-

di hydr o-i ndol - 2- one, benztriazolyl and

Renzi mhq,@gd%lﬂylor lowdlafi:phenyl or heteroaryl is
optionally substltuteg wth 1 to 2 substituents

ed f 20 th t
ﬁgﬂbdrclé qnégéq%@gqﬁ%y{r?n%ﬁ lb@‘@ﬁr arg%; | a, oi?gﬂpig\parylkyl or lower-
wher ealkoR1 4r R1ind Rﬁt@g&h& ae eO‘:\@ fdah |ar¢eﬂ>om;al Gbayp gdther with the

20. Co ounds or di f clains 1 - 19,

wher efaﬁ .aLtomf’j1 ‘&lfh gleg'cg)l <yt ac (P 1H | ndazol -6-yl, 1, 3-

di hydr o-i ndol - 2- one- 6-yl, 1 3-

Bi myﬁRomﬂepﬁpdﬁmﬂmQ@ea@ o‘@n@are@y@ﬂo,gen halogen, lower-alkyl or lower-

1, 3- dijRygy 8¢ Rﬁgrﬁi RQto &ﬁeﬁaﬁ Lo t%"i’bﬁﬁ @%Qltbrohﬂzé?l)uétd{g‘sther with the
1H Benzoi'm dazol - i n- 25 2-ohe-4-yl,

4- FI ugHBObAERYIC, W@Cﬁlﬁhemanﬁo%téﬁ%%w phenyl ,

1H Benzoi m dazol -5-yl, 3 benzam de, 5-ni coti nani de,

R? (N- Beatoandidslylph eiydolydrwideH dkadbizbghestihiandniubsiituted with R

ggenyl%d%]19],[%1011%rﬁrg)uobsp{éllrsE %)gdj ng to any of clains 1-

R® and R’ independently from each other are hydrogen, halogen, hydroxy, lower-alkyl,

lower-alkoxy; or

R® and R’ are bound to gether and R:-R’-is -(CH3)2.7- to form aring together with

the carbon atom to which they are attached;

R ishydrogen, lower-alkyl, lower-alkyl-carbonyl or lower-alkyl-sulfonyl;
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heteroaryl selected fromthe group consisting of
2- 0X0- 2, 3-di hydro- 1Hi ndol -5-yl, 30 pyri m di n-4-one,

wo eoanydoi2 t hi adi azol yl, pyrazolyl, isoxazolyl,PCT/EP2006/068745

pyri m di ne-2, 4-di one, benzoexa&in-3-one, 1,4- dihydro

- henzooxazi n-2- one, indolyl, thiophenyl, oxazolyl '
Benzotxed ionaerrarylaelactedifrhgidihe erayup seasiginanlpyrigingl, pyrazinyl,
pyrid ﬁﬁrﬁidinyl,%ﬂﬂi@@-@dﬁél oxadRLBBRLB8R], M |3-dihydro-benzimidazol-2-
benzo |32£3 o“yld na htﬁ%{ldln%|, cl,nollngj,

1, 4GP droTUATRORAP, Riene Peazigutaly. dpidazopyridinyl

1, 2- dirhuydiepyridiglgzetkaz3teppédinvhindbephiatiydzodil, wittleagbhsiteteroaryl is
i's opti.onall 007/ 012 /| EP2006 874 - 151 . .
Sunst PRONE AR SR 10 nSp P CR AR T il nssing of
gr ouplosensikst, ihydroo§-1dvyearadlxyt, luRE M) wer-allgdrlbweix glkoxyo el gen,

al koXg('O ﬁBPCW 4, N(Bz(,)m“ 1(‘?}irﬁﬁ?ﬁi’olglg%ﬁg%lgatggragblﬁl pyrrolyl, and

oxadi azofl - 2- one oxadi azol yl, tri a; ) )
i soxaRlnyl-lowgkialiipxpyhislh Hmdaz(&yldw?tmaﬁy sbstitided wigh dqyver-alkyl
Wi th bWk ich dhKyi-loR&daléhyG o pissneds hstitdtsd @A hgdakl Yhalogen,

substjtuted with | ower-alkyl. 5 22 Conpounds
accoriﬂ“ﬁ@'a‘ﬂ@m‘h Tt Oé(P’z?irﬂBer-'IOWf'ay@f]er ein R11 is
phenyl or a heteroaryl selected fromthe group

BOnsi sthiydwpeet oplowediatiyl;, 1, 3- di hydro-in dol -2- one,
1H benzi m dazolyl, 3H pyrim din-4-one, 1H pyrazolyl,
Rsoxa; he 4 in- 3-one, which
Bhenyfsq%‘}réérh@t%g’rlggt )BI rbiq'gﬁléf)ot %Oﬁﬁﬁyﬂsubstitut ed with 1
to 3 substituents selected fromthe group consisting
Bt 1 ot aNRy R loysr-alkpxy palopgealkemd-R®L5R16 wher ei n
R14 and 10 R15 are as defined in claim1l. 23.

Rbnpa Ritis dagadesilygoineactnythef arelhgdroed, loviat allglo@kinalkyl-

gil' ﬁelt ?ﬂ;ﬁéﬁ%?é’é%%:@?ﬁ iorf\lfgg—%)ﬁéegglg(?ngégawonyl, NH,-carbonyl, lower-alkyl-
6- anmi Nél-parboalylnd@wertglkyl) . B-cadbdnptipopliangblowzs-ahe], which phenyl-

2- am NQ- i ficn- 4= ; XA b &3 ] §
penzi b dasapt 6yt b TRgRE T B g LA g over

2- hy dlssy pyfliogphoweryalkylijos 24, Conpounds according to

any of clainms 1 - 23, wherein Rl12 is hydrogen. 25.

Conpo @accordi ng t n f claims 1 - 24, erein..

raa s SRS SRy ety by oot S sibe Pomampe
cl ai méhidmerphblinyihe i efioxoRbdorh srpNBLifR2RipenidiaylepipefRlia - Ande,
R20 a . def | in ' v i -
o anp PSR SoHE okl Ese bilchor 2 Mo BT BAEE R AR EE Wi,
20 28whichigteueryslybic optidially sulostiawipd fithdiydiang-lawer-g@igyl or lower-
wher ejRyRLph @@ R16 independently from each other are
hydr ogen, | ower-al kyl, |ower-al kyl -carbonyl, | ower-

I.kyl - $02, | ower- al kanyl - oxy-carbonyl or | ower-
i Wﬂ-ﬁ\n—@éﬁ?%‘gg’yw fiem el aRepie ygrogﬁ%ﬂ%?fﬁc@}%ﬁﬁlwdroxy-bwer-alkyL
sel ectosdrfatkory-idveergiiodgprconsi sti ng of norphol i nyl,
t hi onor pholinyl, 1,1- dioxo-thionorpholinyl,

piperidinxl, pi peri di n-2-one, piperazin-2-one,

pi per BR'WYT isarpR&limyir r ol i di nyl, which heterocyclyl is
optionally substituted with hydro xy- |ower- alkyl or

kUVXﬁH'RZGinlﬂ%én‘a@ﬁt%Qﬂ&ln-ea&?oth@?ﬁ@%@@%&:ﬁq&@&‘jﬁﬁﬁ, dyRlo@MRYI1, hydroxy-
1 - 28, wh y

of clalns , erein RL5 _an 6 1 ndependént|

f r om ok 2BYher lopalkowy- gk 2lybRer - al kyl - car bonyl or
| ower - al kyl - 502.

NR"R? is a heterocyclyl selected from the group consisting of morpholinyl,
pyrrolidinyl and 8-oxa-3-aza-bicyclo[3.2.1]octyl, which heterocyclyl is optionally
substituted with hydroxy or lower-alkyl-S(O»);

and pharmaceutically acceptable salts and esters thereof.
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15

30. Conpounds according to any of clains 1 - 27,
wherein NR15R16 is a 30 heterocyclyl selected fromthe

w@emapewonsi sting of 1, 1-di oxo-i sothi azol i di nyPCT/EP2006/068745

pyrrolidin-2- one, imdazolidilag-2, 4-dione,

2,4-di hydro[ 1, 2, éitrlazol 3-one

pyrrobi di neompaurissseordingteppphdamsrde ZmdereiBR' is phenyl
IbtdHANY s BREAZPitE hali3én, h yﬁfﬁz }2@&@@%%} Mikyl 6 CN.
optionally substltuted wi 't h ro xy- |lower- alkyl or

| ower - al ky -carbo WO 2007/0 012 P P200§(/( 06

- 152431, &C%Pc?é&g&i) ABY P 5 Ay 1o cgr ES’ECH%QESP% Fi-
wherein R17 and Ri g |ndependently fron1each other are
hydr oien ofompuendsaickyrdingdp ahfRafERdigsi Is- 4rwhptead Rhiglhydrogen.
32. Conpounds according to any of claims 1 - 31,

wher egn Rl@oﬁﬁguﬁ?soacb&qgéqa qgfl‘Bf Malﬁfsqm ﬁ%’@reﬂ{ Ref n3lR gen.
hydrogen | ower - al ky , cycloa , y roxy- | ower-

al kyl ower kox - | ower - k NR19R20 i

het er Zrcycl {}ngev aEPH gD fR¥ oL a{? %oqaﬂhgﬁ“hﬁ Sihydrogen.
mor phol i nyl or pyrrolidinyl, which heterocyclyl IS

opti odal | yCembstindsuices dimgtth ahy df @xiynsdF 7, wherein R’ is hydrogen.
| ower - al kyl - S(02) . 33. Conmpounds accordlng to any of

Clalg%npoundé accor %%8 3°§ﬁ€ Bﬁgnﬁﬁenéq%g&gg%nmh§&ngmL

wherein R19 and R20 independently from each other are
(1 owetld- al kgmpoonds aceriding tajary pf clagmprli - wfecein Bwsr -

al kyl or cyan o-lower- alkyl; or NRI9R20 is a

het er ogyzl yl eched fromth group consi sting of

eridinyl, 3?%@? nyly pi n- 2- one,
ﬁﬁﬁz idin oI|n I /1 ﬁrl
spi no[ %ecane N 4 di one ang >i_
spiNe -phtalan) pi &% i di n 1Zl/yl whi ch hetM yc
is 15 optionally su stltubed Wit h hydr oxy,

| ower - ky S(02), | IkyI | ower - al kyl carbonyl
car boxy,jcaf\ba yl o Xy- car bonyl, cyano,
phenyl , >6 or mewg Ibey 35. Cbnpounds
accordlng any of; claldﬂ 1 - 34, which are R-isoners
and which are characterlsed by formula (la) R4 R5 R3
R 20 wherein Rl, R2, R3, R4, R5,
r@geremRaﬁadi% 82y éﬂﬁasﬂrh@amr cany of claims 1 - 34.
36. Compounds according to any of clains 1 - 35,
sel ectkd fCompdedsgreordingaonsy sf dlagnsdf— (Rwhedeid RZis[  3-
(4- Met hoxy-phenyl) - [ 1,2,4] oxadiazol -5-yl]

-;2{Tiridin-l-yl}- -phﬁnoxy-
N - 11
=S R )—R

12/
or R

2

. pll 12 . )
wherein R and R~ are as defined in claim 1.

12. Compounds according to any of claims 1 — 10, wherein R’ is
7S/N
| D—R"
N\TD

2

. 11 . . .
wherein R is as defined in claim 1.
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et hanone, 25 (R)-3-(2-
]

{2-[3-(4- Met hoxy- phenyl ) [
1, 2, 4] oxadi azol -5-yl ] - pi peri di

in-1-yl}-2-0xo0-ethoxy)

whemzoeiotz i le, (R - 1-{2- [ 3- (4-Methoxy-phengdEP20p6/068745

1, 2,4] oxadi azol -5-yl] -piperilfdn-1-yl}-2- phenoxy-

propan | -one, WO 2007/063012 PCT/ EP2006/ 068745 - 153 , 0
(R)-1132- [@Olpgom(ijsr?@cq;ﬁmyp jpny of claims 1 - 12, wherein Xis C(R'R"), NR™,
Dlord, 4hexatRaRObn &R dke & Rehedincldiny].} - 2- phenoxy-

et hanone, (R) - 2- (4 Hydr oxy- phenoxy) - 1- {2-

EJISp(efr Jge t h@ %1;@ s}l?g%%ﬂbg]tg ahy l)f 821%%%' 1a21%| W}?él)é{n]X_is C(R*R’) or
NR) zméﬂmth6?@n@ﬂéﬁﬂ¢y$ddh¢&n{amﬁnlnEthoxy phenyl )-[1
2 4] oxadlazol 5-yl]-piperidin- 1-yl}-ethanone, (R

(4 net oxy glﬁégﬁlﬁ(;ya!cccﬁ'aﬁféQESBAi\y 81)1(%1 dllﬁﬁzlo[liﬁ thr]eln R%is hydrogen.

plper|d|n -yl }-ethanone, (R)- 3- Chloro henoxy)-l-
{2 [ 314-4- nePMBRYLSHEFRIHEtO fnzofzﬁ aigusddi ldz whensinR ] is hydrogen.
-pi peridin- 10 1-yl}-ethanone,

(R - 211.4- FCo@pouphereoid)rglo afRof ¢l@in(s4- -, hawgmpRE iyt ydrogen.

[ 1,2,4] oxadiazol-5-yl] -piperidin- 1-yl}-ethanone,

(())21 dllazf)iz gl)l%Pf)un(i:s alégcgrﬁ d‘!%qg %M%} clémgshlg @Lwhere%nhR 1S r{phenyl ora
hgeroaryl selectedy from the group consisting of pyr1d1ny1 pyrazmyl pyridinyl-2-one,

ﬁllia)azohﬂF ?3Ié%h>(dilo M%ﬁﬂﬂln@azépbfo% 1,3-R0RRAYd }n ({01-—'2201ﬂ*1 BBHiB81y and

]- din-1 - - enoxy- et han
?%eraldfsolylf &vh{@ PbRRA @;zyetsré@fxl 5 Omwﬁéﬂy mbﬁtltzteﬂ yith 1o 2
&Jtﬁtlt‘h}:ngka&t&i Bbmch¥ lo} O'u hen Zieiese 16 weradlk { eh ydroxy-lower-alkyl, fluoro-

Fl 12- rs¥ ks
e A0 e S S et @é}l.{ GO R NN BTHL ibidani
PRpz@yl 5‘@2‘91Y12Pﬁhﬂyilom lﬂmﬂib’l* 10)W€P+aﬂ<©lxyad?‘/m€1?m!’1ﬂ§120[lﬂ iQqptjonally
iid me S
%@?@%ﬁ)\k}t}gl S n?ﬁ? mi[ef;eiﬁg }{ R ékg% LEN «ffﬁ‘)ea]'n cl‘fagn 1.
-pi peridin- |-yl}-2-phenoxy-ethanone, R 1-.{2ﬁ.
[3- (41Nt rGO@p@WS)a.ccc[r dmggo any ekeleimsol Wyﬁl]eln is phenyl or a
h&bﬂ%‘ﬁf}ﬂ géléhé&%&%ﬁge %ﬁﬂ‘é&ﬁ(ﬁﬁfn@@ﬁ%’ﬁdm 2B 1d1n -2-one, 1ndazoly1 1,3-
eno eri

AR HOaOGI B s el G PR G one %ﬁyzt@aﬁ%élﬁgibenvlmdazolﬂ
Rich Phpyylaz IhBterayﬂll-ls (ﬁptibnallyﬂriubstltuted with 1to 2 substltuents selected from
?@adf%z%lyglstl ?)f Iﬁ)u(ﬁ Y\J/ Iz a]l%;g/ly}ja]lo&f]: ﬁa(?ﬁ{]‘e?ndll(lgﬁ gvﬁereln R RP

mxhﬂlaﬁumeﬁyﬁ}mpﬂ@erldln -yl)-2- phenoxy- ethanone,

20. Compounds according to any of claims 1 - 19, wherein R'' is 1H-Indazol-5-
yl, 1H-Indazol-6-yl, 1,3-dihydro-indol-2-one-6-yl, 1,3-dihydro-benzoimidazol-2-one-5-yl,
1,3-dihydro-indol-2-one-5-yl, 1H-Benzotriazol-5-yl, IH-Benzoimidazol-5-yl, 1H-pyridin-
2-one-4-yl, 4-Fluoro-phenyl, 3-trifluoromethyl-phenyl, 1H-Benzoimidazol-5-yl, 3-
benzamide, 5-nicotinamide, 3-(N-acetamide)-phenyl or 3-(N-methanesulfonamide)-

phenyl.

21. Compounds according to any of claims 1 — 17, wherein R'' is phenyl or a
heteroaryl selected from the group consisting of 2-oxo0-2,3-dihydro-1H-indol-5-yl,
pyrimidin-4-one, furanyl, thiadiazolyl, pyrazolyl, isoxazolyl, pyrimidine-2,4-dione,
benzooxazin-3-one, 1,4-dihydro-benzooxazin-2-one, indolyl, thiophenyl, oxazolyl,
benzooxazin-2-one, 3,4-dihydro-quinazolin-2-one, pyridazinyl, quinoxalinyl,
benzothiazolyl, benzothiadiazolyl, naphthyridinyl, cinnolinyl, 1,4-dihydro-quinoxaline-
2,3-dione and 1,2-dihydro-indazol-3-one, which phenyl or heteroaryl is optionally
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30 (R -1-{2-[3-(6-Methoxy-pyridin-3-yl)-[
1, 2, 4] oxadi azol -5-yl ] - pi peridin-1-yl}-2-phenoxy-

wetdaneoe (R)-1- {2-[3-(3-Hydroxynet hyl - phenyPQF/EP2006/068745

1, 2, 4] oxadi azol -5-yl] -piperilfin-1- yI} 2- phenoxy-

ethanone (R -6-{5-[1-(2-Phenoxy-acetyl)

subisplastgcvish 21 B pulpstituenay sclsgigd |fra>zlbthﬁ$rw1} cqiisistpg af feydroxy, B(OH).,
&bk 10|\xbéf alkdRy, @8ibafno KB)Wer—’hIko{( cy:ﬂno'f‘[l 3 4]oxad1azol 2 one

4- 1 m dazql - phen oxad

’ﬁdt?éP%g Uﬁa@}w dbo QMk@l&’eﬁﬂ%&?ﬁ{és OH“fQ)“ 'ﬁ%‘r dwith lower-
ilkyl, @ndlwhﬁh foRm@kY 1seupeioy hl)y ibpétntedi withiPloylet-alkyl. 1, 2, 4]

oxadi azol - 3-yl }- benzenesul f onam de, WO 2007/063012

PCT/ E5)22006691%§Z€'ﬁ§ds accélrgé}l Ig(tg)an?/ %f ClilFﬁ 1[ ?’7 whereln R is phenyl or a

(6- Morphol i
bstaupiaryz @ftle%edyﬂr?m-tm g@np @pmmstlngyllf })ylzdmplh éﬁdklyy@p Had@nkeone, 1H-

bEzRrdRNAPOIY -phrindidin -4-one, 1H P/razolyl isoxazolyl and 4H-benzo[ 1,4]oxazin-
-(4-trif]uoronethanesul f

51)9581 whigh pgelwl pr hetg‘o&@@l }sdqpﬂo&alw S}lbgttﬁéﬁdﬁ@ i @ 3 Substituents selected
{rBr tBe @hﬁi’p%)ds@nt{g?oﬂl@wér%ﬂkﬁl K yduenyOREb fanl an@eRYR ' ; WHer@in R and
koxadl oI ¥ Lbﬁlperidin-l-yl}- et hanone, (R)-1-
?% 'o? 8™ ptienyl Y- [ 1,2,4] oxadiazol -5-yl]
plperldln 1 yl }-2-phenoxy- ethanone, (R)-N(4-15-
[ 1- ( 22Phenosppaeedsycyorgingdp iagy at Qalms]l ~17, v@er;mm]{ is 2-methyl-3H-

B9l s ¥idetRal-idazol-3- yl, 1H-pyrazol-3-yl, 6- amlno idin-3-vyl, 1,3-
f 1 uor onet hyl - ¥| Z-acef lggl s p%. .

@@yﬂ@rwéﬁb%mnﬁomm%gﬂyw -4 yl[ 4H- bznaq[lé'i@@@@zﬁons Wi
b@izRRTdagh 115yl 3Y N} acktaniBONP KMo RS- ﬁm@n@r 2- h?droxﬂ.pm&m 4-
[3-(4-N@thyr 3-nitro-phenyl)- [ 1,2,4] oxadiazol - F

-pipe di n~1- heno et h

B PS5 TSR BASOSEs 5L DROBRS 1B, yhoeip s hchogen
oxadi azol - 5- yI] plper|d|n | -yl }-2- phenoxy- ethanone

(R) - N2§.2- Hyompgyn dstaggdrjlinggo afipof ¢laims 1 - 24, wherein R" is lower- alkyl.
1- (2- phenoxy-acetyl)-piperidin-2-yl] - [ 1,2,4]

oxadi gz ol @om}ﬂb&m&%é&ﬁﬁ%&ib faﬁﬁ @f@lgﬁls 1 25 wherein R'* is NRR*,
(R) - N-(2- Met hoxy- et

vhersingR e gag X aaé%flﬁ/‘]k)t%ﬁ Heslpig k- 2 yI ] - 20 [ 1,2, 4]

oxadi azol - 3- yI} benzenesul f onam de,

(R - 2N Di @etpytinds-acd@ding to any of claims 1 - 25, wherein R' is lower-alkyl.
[ 1- (2- phenoxy- acetyl) - piperidin-?-yl] - [ 1,2, 4]

oxadi 0| é u (Rea oqrﬁﬁl l{l) aff mlgﬁ‘ts 1 - 27, wherein R" and R'®

(R) - st hyt - 4-

{nﬂﬁp@dﬁh@hfmm@élepmey ayihydrdgan lomeryalkyl, lopveralkylsgarbonyl, lower-
MAIS@Z W weB-aWah y1- DELESRSES T BRALMSH- NH-carbonyl; or NR'R' is a
heterocyclyl selected from the group consisting of morpholinyl, thiomorpholinyl, 1,1-
dioxo-thiomorpholinyl, piperidinyl, piperidin-2-one, piperazin-2-one, piperazinyl and
pyrrolidinyl, which heterocyclyl is optionally substituted with hydroxy-lower-alkyl or

lower-alkyl-carbonyl.

29. Compounds according to any of claims 1 - 28, wherein R and R'

independently from each other are hydrogen, lower-alkyl-carbonyl or lower-alkyl-SO».

30. Compounds according to any of claims 1 - 27, wherein NR"“R'isa
heterocyclyl selected from the group consisting of 1,1-dioxo-isothiazolidinyl, pyrrolidin-2-
one, imidazolidine-2,4-dione, 2,4-dihydro[ 1,2,4]triazol-3-one, pyrrolidine-2,5-dione,
azetidin-2-one and 1,3-dihydro-imidazol-2-one, which heterocyclyl is optionally
substituted with hydroxy-lower-alkyl or lower-alkyl-carbonyl.
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25 (R -1-{2-[3-(2-Morpholin-4-yl-pyridin-4-yl)-[
1, 2, 4] oxadi azol -5-yl ] -pi peridin-1-yl}-2-

w@b@nosdpiet hanone, (R)-2-Phenoxy- 1- PCT/EP2006/068745

{2 [3-(3,4,5,6-tetrahydro-2H-[152-
, 2 ]blpyrldlnyl 4'-yl)-[ 1,2,4 oxadlazol 5- yl}
p| pedl-di nCamppundsiaseargineg to ary obelpRsrmdp. WhereiR” and R
[n3epetrdehil PHOmMPAGh biteft aié! IyR)J, dgk:ﬁl bR 1047veyja)ky1 lor NR2TRIY 1s)mori)hohnyl.

oxadlazol 5-yl] - 30 piperidin-1-yl} - et hanone,

bendr B or - oGP AR R S Tofoinl LByl R ant &

{nRep @’hd]:ﬁt—ly frofhrea€l2 o thlee m@Xyyd eopeh yib fver gk decyictbaliyR hydjoxy-1dwer-alkyl,
'\Aﬁt %11@9? %il/e? fglLy )ﬁiﬁw régadﬁé?&ogyclﬁ @Jl&:?@&y ﬂr&% tRE él%up consisting of

mrmlmlmmwmhsmmmcmhwmcwﬁ jschtioBaly Jubftituedayixltroxy or

1oaégbm§lgujzplperldln | - yl)-2-phenoxy-ethanone, (R)-
% | m dazol - 1-yl- pyrldln 4- yI) [ 1 2, 4]

oxadl I peri di n- 0X pon

(R -1543- @@% ban R etraiey Satet G ol APy Apd R are
hydkpZend] oxadi azol - 3-yl }-phenyl) WO 2007/ 063012

PCT/ EP2006/ 068745 - 155 pi peridin-2-one, (R)-1-(2-

{3- [ é’éI ( 3@!}%?%& accor n)r% t8 gﬁg?% cllilms[l ]Slowgfltrg R' and R®

oxadi aZol anone
[ppendeptly frgm qagh ()Qmﬁ/@ﬁef{%wqrﬁl@ﬁzl&lowqr glkyl, gkmwl-]lowerf alkyl or

éra%o ﬂ)w&Xﬁﬂ%la@Iq{IRgRgol ida Hét@l%rcygjll@eleéted’ fr))m tRe group consisting of
henox hanone R) - 2- Phenox

Pl@e](l 1np51), pg)f{ﬂzmyl yppeﬁ%,zgq rq»pe4th§,ar2))ﬁdlpyllthzoqg])rphohnyl 1,3,8-triaza-
il ardekcarfe- Y1 diord ap@rsp o (1= phtadth }-palehidmeneyl, (WRich4re(d@ocyclyl is

T 7 RO SR B ST E e g o s

¢dRpeRs Birbmoryl; bweRalkdxy-darpdiylt @hnazdlen d; pyridimpH enidwer {alkoxy.
1, 2, 4] oxadi azol -5-yl }-piperidin-I- yl)-ethanone,

(R) - 135 { 2- C&ﬁpéﬂ-ﬁ'&sl a@g(ﬁﬁfﬂ té aﬂir ))f clhimk, 12, ﬁl which are R-isomers and

oxadi azol peri d 2 phenoxy- et hanone,
phichpre q@ra%eslsecm fq#alaliaoq a>6 yI) 1,2, 4]

oxadi azol - 5-yl ] plper|d|n 1- gl} - phenoxy- 15

et hanone, (R)- 1- {2

[ 3-(4- Fl uoro- 3- trlf @enyl)- [ 1,2,4]
oxadi azol - 5-yl ] i n- } 2- phenoxy- et hanone,
(R) 6-{5-[ 1-(2- Phenoxy cet J piperidin-2-yl] - |

)
2, 4] oxadi azol - 3- yI} dlhfﬂro i ndol - 2-one,

O
1.~
: (1a)

wherein Rl, RZ, RS, R4, RS, R6, R’ and X are as defined in any of claims 1 - 34,

36. Compounds according to any of claims 1 - 35, selected from the group
consisting of
(R)-1-{2-[3-(4-Methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-
ethanone,
(R)-3-(2-{2-[3-(4-Methoxy-phenyl)[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-oxo-ethoxy)
benzonitrile,
(R)-1-{2-[3-(4-Methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-

propan-1-one,
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20 (R -5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-]
1, 2,4] oxadiazol-3-yl}-1, 3-di hydro-

whenwzoswirazol - 2-one, (R)-5- {5-] PCT/EP2006/068745

1-(2- Phenoxy acetyl) plper|d|ﬂ52 yI] [ 1, 2, 4]

oxadi azol - dlhgdro (R - {2
fR)31 {%iﬁié@w@pml@%lpﬂs ﬁiqxadlagolﬁ 21] zp]lpeésdamlaﬂbﬁ Jp@lcwqy
etAhigfe di n-1-yl } - 2- phenoxy 25 ethanone (R- I- {2- |

a}) é)i%ﬁ_g%g S 6?1%% p]n Z% ﬁ’( )§4 ng{l g[ﬂggﬂ ﬁﬁ? %I 4& Oxadlaszbig-]yl] -

ﬁmeﬁd@S}&Hcﬂ&mbna oxo-t hi onor phol i n-4-yl)-pyridin-3-yl

llR) é)(gr 5:%6 gf)%;ﬁgk AR eaRR L }f’d&?eﬁeﬁ@‘[ J 2:4joxadiazol-5-y1]-piperidin-
EﬁFMEm@xy acetyl) plperldln -yl]-[1, 2, 4] oxadi azol -

l en n oxadalazo
Fkgyt %4%5%@(%1% ﬁnl d@%ﬁga{ﬁ Eiﬁ(zt ﬁl@ho%y ]p{18 yl)-[1,2,4]oxadiazol-5-yl]-

B%ﬁ@@&sz”ﬁ”VWPneplperldln 1-yl}- 2 phenoxy et hanone,
(18)-2-334Cndrd- ﬁl%n@fb@ﬂpwfﬁgﬁhﬂﬁoxy phenyl)-[1,2,4]oxadiazol-5-yl]-piperidin-

e |d|n 2-yl]1-11,2,4] oxadi azol -3-yl}-nicotinic
ééh}cﬁ% 35 ester, (R)-4- {5-
[Rl)—z zmmmmemmfo yiI 12 iBpt4pmettiony Phyh §)-{ 1,2, 4Iaxadidkol-5-yl] -piperidin-

q& %ﬁj o3-yl'}-1Hpyridin-2- one, (R-5- {5 |

E eno acetyl) pi peridin 2-¥I - [‘1,2,4L
EB()aH1{%ri61(4 yarp=phep gy i, 544ip>@dt§msl; -YI](]R)lpeZLdPhénsé y=phenoxy-
&gaﬁéﬁghenyl 2H [ 1d2 4] ]
i perjdin ef.hanone

B0 T Sexo1 3 sy Emalonnd a1 2hoBe R 31 piperidin-1-yi)-2-
plenlo4y-Mitahangsul f onyl - phenyl) -2H [ 1,2, 4]

[ |-+ 35 - i di.n Y X hanone,
E@)ﬁg[lﬁ%)ﬂh{f’n%’& {y hPsridinZy %1] i%%n@ el %ﬂ% 1Y I
benzazeh H@raphife.- plper|d|n 1-yl}-2- phenoxy ethanone

Cc
r8]12 J(ZIL %&rg p§1§?§x)yﬂ1 @ oL ﬁw@%@y 1%[% a%r:‘g[)gad%a Rg 5! fﬁl)a%‘g.':mﬁn 1-y1]-
aIQQ!K‘FIuoro phenyl) - ZFL [ 1,2,4] triazol-3-yl]

H@' ];lQSJ[ i D-Pheyddy zﬁ:e%e%lﬁé(ﬂdm%ﬂ ) QQL] o;(aB)azgl' f BOKRYo0id acid methyl
i [5-(3-trifluoronet phenyl) [ 1,
$?hzol 3-yl] plperldln |- 10 yI} ethanone (R) 1-

(R 1{{31{ 843 -Matrbeptien ping 2 4) o Akdiazpl- 3-yB; pperidin-dzgh-2Pheh xy-ethanone,
@I Fgﬁ I([g I(?\I']\ilifrgl ;}hﬁ:%}/]l@ I'E? quﬁ)tad%t gfi £0f tpiPe(r@i]i'l léﬂi |2] phenoxy-ethanone,
cP@. Pl bi(A-Phendy-epyhepipsydin &t i ib,ﬁéll oxadiazol-3-Y1J-

benzenesulfonamide,
(R)-2-Phenoxy-1-[2-(3-pyrazin-2-yl-[1,2,4]oxadiazol-5-yl)-piperidin- 1-yl]-ethanone,
(R)-1-(2-{3-[4-(Morpholine-4-sulfonyl)-phenyl]-[1,2,4] oxadiazol-5-yl }-piperidin- 1-yl)-2-

phenoxy-ethanone,

(R)-1-{2-[3-(6-Methoxy-pyridin-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-

ethanone,

(R)-1-{2-[3-(3-Hydroxymethyl-phenyl)-[ 1,2,4]oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-

ethanone,

(R)-6-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-nicotinic acid allyl
ester,

(R)-1-{2-[3-(4-Imidazol-1-yl-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-
ethanone,

(R)-N-Methyl-4- {5-[ 1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-

benzenesulfonamide,
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(R -3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H[1,2

wQ 4jovioemrpl - 3-yl }-benzoic acid nethyl ester, P®/ER2006/068745

{2 [ 5- (4-Fl uoro- 3- trlfluoronﬂﬁclhyl phenyl) 2H |

1 1]értrlazo 3-yl] -piperidin X
Qi)phé by O-Meorphehe 4 le)ymgm $5D-[ 12 ]oxadlazol 5-yl]-piperidin-1-yl}-2-
BhdndxP J@gﬁ@gye acetyl) - pi peri din- 2 yl] -1H [ 1,2, 4]

@ £ g’?‘ﬂ" Lk T P e s g5
piporiginel -yh-efhanlohe 2- phenoxy- et hanone,

é@ ﬁ%gé%?ylybf E?F?%JH Itl’fl m%ﬁli{‘éﬁ yg) %]]ﬁgﬂgJ))(cadlazeotl RalRiperidin- 1-y1)-

gtganone,

fRLB:1b: 331@ ORISR 361 ) o SRARBOL] b -Ppittdin [ilyPo4iRsas.

benzenesul f onam de,
?@alll@eél 1- Di oxo-t hi onorphol i n-4-yl)-pyridin-3-yl] -
IR)2N4H- {5X[61d02&1121€ﬁn0§y }zﬂ:e}tyl) -piperidin-2-yl]-[1,2,4]oxadiazol-3-yl }-2-

hol | é‘% ghen xy-et hanone, N (4- {5- [4-
@{‘féﬁ%‘ﬂ% %11 Y)rac QRgf Bholin-3-yl] -[ 1,2, 4]
Xath{21 8(3-34sthineeylfordi-phay)-) 1,2.4pxediaml-deyl]-ppetidint B-yl}-2-
Eﬂ,'?en%%llgﬁ%ggﬁfsul fonyl - phenyl)-2H [ 1,2, 4]

raz nmor phol i n- 4- gil 2- henoxy et hanone
R phdr by - Methylgh nfte. plerbr I drbioseriuioySoybhBipgrising iyl Jf2-phenoxy-
dthdndte, tri azol -3-yl] -nor phol i n-4-vyl } et hanone, (R

B T e B Sty T SRlRa i St ogiin-1-y1)-2-
pRenjody-eraivbidioXy - phenyl) [ 1,2,4] oxadl azol 5-yl]
_]%)h%lg(rplrzg%g%% gﬂ@@% ]{5 ﬁl ?5 E%Ihcxcly)a%%t?@ [ﬁp% d1n 2-y1]-[1,2,4] oxadiazol-3-
yi}dvdnamostu-lﬁ@nym}de-t hi onor phol i n-4-y

e B S 8???@@5 ﬁ%ﬁﬁ/ﬁ’ G2 vy

ol %4]4?]7(3@5% 13a.‘21blbf>132~69133}1 Op¥A nesul fonam de, 2-Phenoxy-

(RER: N@)lﬁﬁéfﬁy‘liuq'ﬂ[ﬁy(b Iﬂheﬁogy ﬂ&etyl) plperldln 2-yl]-[1,2 4]oxad1azol 3-yl}-
gxadlaz i onor phol i n-4-yl] - et hanone,

GLzeacsp ri\?él?lﬂ‘&xy phenyl)-[ 1,2, 4] oxadi azol - 5- yI ]
(R)- NeY-Axethyli4-\(5-J 1 ZE@hemmoyyacettybampﬂedm 5yl]-[1,2,4]oxadiazol-3-yl}-

( Phenoxy acetyl)-piperazin-2-yl]-[1, 2, 4]
%nzgnésurfﬁgl}aéﬂla yridin-2-yl)- acetamde, 1- {2- [ 3-

(R- 1ﬁ21ﬂérza+Mqrp;aphwrylmymdm w;) [, 2[4]39xahanz]ol 5-yll-piperidin-1-yl}-2-
haZz@angay! ] - piperazin-1-yl}-2-phenoxy- ethanone,

N-Di ethyl -4- 15- S )
Eli): P hpraoky2-bé63-40y0- tsirplaydsoi2hL-pL.y Ihipyridinyl-4- vl [1,2,4] oxadiazol-5-
Axpeteieia] -1 34 Yéthanone,
(R)-2-Phenoxy-1- {2-[3-(2-thiomorpholin-4-yl-pyridin-4-yl)-[ 1,2,4] oxadiazol-5-yl]-
piperidin- 1-yl }-ethanone,
(R)-1-{2-[3-(2-Diethylamino-pyridin-4-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }- 2-
phenoxy-ethanone,
(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-
carboxylic acid ethyl ester,
(R)-1-(2-{3-[6-(4- Acetyl-piperazin-1-yl)-pyridin-3-yl]-[ 1,2,4] oxadiazol-5-yl }-piperidin- 1-
yD)-2-phenoxy-ethanone,
(R)-1-{2-[3-(2-Imidazol-1-yl-pyridin-4-yl)-[ 1,2,4]oxadiazol-5-yl]-piperidin- 1-yl }-2-
phenoxy-ethanone,
(R)-1-(3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-phenyl)-
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10 benzenesul fonam de, N, N-Di nethyl -4- 15-
[ 1- (2- phenoxy-acetyl)-pi perazin-2-yl] - [ 1,2,4]

wozadiesvol - 3-yl } - benzenesul f onam de, 4- {5- [BET/EP2006/068745

(2- Phenoxy-acetyl) -piperazind3yl] - [ 1,2, 4]
oxadi azol - 3-yl } - benzenesul f onam de, 1- {2-
piperidinvsPA&nesul f onyl - phenyl )- [ 1,2, 4]

gx)aﬂi(M@J[ﬁféSMLﬂnld@doﬂlﬂfﬁ)ZFbkn%d]y 1132, zﬂomﬁmm ylflélferldm 1-y1)-2-

et hanon henoxy pyr|d|n 4-yl
BG4 B1an8YG| ) pi perazi n- | - -et hanone, 1- {2-

(B~ 142, {HD(@Mﬂhsﬂ—mhémoll - yl) bhehyﬂ (]2, tpoaatliaabdls-B}-pippridin- 1-yl)-

| }-2- phenoxy et hanone, 2-Phenoxy- |-
gﬁl e AU R

P REIYBLI-) - J3-pkach vl pyedin-g-ShAdiresadiang-5-yi]-piperidin-1-
1 R0eABNY. - | - [2 (3-pyridin-2-yi-[1,2, 4]oxad|azol 5-yl) -

perazin t hanone,. 1- {2-[3 q4 Nitro P henyl ) - |
E >4 @ {&[é&@i’i@pogf %ge‘ﬂyl) plperldln 2-yl]-[1,2,4]oxadiazol-3-yl }-pyridin-2-yl)-

E@bﬂ@hﬁZbﬁcl yl }-2- phenoxy- et hanone, 1- {2-

% %S’Pgl}t hofﬁl?y%/ J&?Hﬁéﬁt@/@ -3 é%)hél?%l;;{@][l Zﬂdl adzlazolg )X E)lperldm 1-

yi3e(tGnhbe,phol i n-4-yl -pyridin-3-yl)- [ 1,2, 4]
Qﬁzg é@j}? élﬁ ﬂﬁhllzolfs" ﬁ)eEg?,4jbxahla¥AI}5' a- p?préndm 1-yl}-2-phenoxy-
ftaQ@K%brpholln 4- yl-pyridin-3-yl)- [ 1,2,4]

J Z X
sfx)aﬂié@%@ éiﬁ Mh}l 0”3253)%%% ﬁ];,b a%mg(%i? %1 pﬁ{ﬁ%ﬁm iﬂf}%ﬁ@ﬂ&(y

B Iﬁéol 5- yI] - pi perazin-1-yl}-2- phenoxy ethanone
39- L- {2-{[2-(4-[%(&4 -3Dir#luloydraeth plopenen yl1)2;4] bxadizzo# b-yl]-piperidin- 1-yl }-2-
o§ad| 81 - '] -piperazin-1-yl}-2-phenoxy- ethanone,
RIS P2 Mor phol i ne- 4-sul fonyl ) -phenyi] - [ 1,2, 4]
OXja6H{ 2 bi(2-Fhgh§xypicpgh)agiperidih -3¢ 1) -{ 2.2, 4pdved eyl yHahdddydro-indol-
bt thyI 4- 15- [ 1- (2 phenoxy acetyl) - plpera2|n 2-yl]

5 oxadi azol - - 35 benzenesul fona
(\R)(%{Miﬁ Ry etyhacetyl)- mpwé(ilma vil41, 2{4$oxap1azol 3- yl} 1 3 dihydro-
ﬂe&%nﬁh@i&)@lo@cet yl)-piperazin-2-yl] - [ 1,2, 4]

?‘%} €' 45 i:%(%i’ benz ”@%%'@ Z% %ii@ﬂi@@%l@ow]ﬂ} 1,3-dihydro-indol-

2finper azi n- 1- yI} 2 phenoxy et hanone, N-(4-15-

S R e N

G&EM@FQOO6/O68745 - 158 phenyl) acet am de,
R P d3 Q?H Fi%@%%dé’z%?tsyyl? [P, @?ﬁ{x%hibl%“ | blﬂe}ldgﬁ' #1y11-2-phenoxy-

oxadi azol - benzoi ¢ "aci d

gthanegier 4. N@thyl 3-nitro phenyl) [ 1,2,4]

adi( 228651 Y Diox@itpiemadspivli-¥lyvh=pArihe 30Xy 1, Bl fxadiagn]-5-yl -
piperidin- 1-yl)-2-phenoxy-ethanone,
(R)-N-(4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-pyridin-2-yl)-
acetamide,

(R)-1-{2-[3-(6-Benzyloxy-pyridin-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-nicotinic acid ethyl
ester,

(R)-4-{5-[4-(2-Phenoxy-acetyl)-morpholin-3-yl]-[1,2,4]oxadiazol-3-yl }- 1H-pyridin-2-
one,

(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }- 1H-pyridin-2-one,
(R)-2-Phenoxy-1-[2-(5-phenyl-2H-[1,2,4]triazol-3-yl)-piperidin- 1-yl]-ethanone,
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5 1- {2-[3-(4-Meth oxy-3-nitro -phenyl)-[ 1,2, 4]
oxadi azol -5-yl] -piperazin-1-yl}-2-phenoxy- ethanone,

wda 200763082 (4- Chl oro-3-nitro -phenyl)-[ 1,2, 4] PCT/EP2006/068745

oxadlazol 5-yl] -piperazin-1-yb§-2-phenoxy- ethanone,

h ty
R o147 (St hMenbIessiiyhy-pbembrd- A idzol %ﬁﬁéﬂge@@%éyl
Ege elhahoné,2- Phenoxy-acetyl ) -piperazin-2-yl]
)h§/

i éi{fgﬂ 8‘20' (EWYCBJ{; gﬁf 211—@ PS 4]2tr1azol %ng(ﬁl lpgp%rldm yl}—2—phenoxy—

@ﬁaﬁdﬁplperldln 1-yl -phenyl)- [ 1,2,4] oxadiazol -5-yl]
(8- R a8 o BRURDRI:0 Py dineds gl paitip- vy

P Ip@ﬂﬁhmnmﬁfyl} 2- phenoxy- et hanone, 1-(2- {3- [4-

(R)- Meb fpy '(4'flﬂldilazp%n§1) YU, Pfﬂﬁﬁé&ol 3_3[1] %}pgmél]n L-yl}-2-phenoxy-

oxadlazol - pi per azi n- phenoxy- ef hanone,
gthpmones 3. [4 (3H—Im dazol - 4 yI) phenyl] -[ 1,2, 4]
GX)aDJPaél%xyﬁ Yl }5- m Pl bimredry) bherdd PDIg a4 t200l-3- yl]-piperidin-1-

- [ 1- (2-P t
%&@f’gﬁnzyu | 524]( enoxy-acetyl)

Xath{2d pl(4-3Msthdxypyhang]) 2E2-{ Y2 4] t-rlapmlpie ylaziiperRHio eyl }-2-phenoxy-
§Bandne3- (6 In1dazo| 1-yl - pyrldln -yl) - [ 1,2,4]

oxad|a20l erazin-1-y henoxy- ethanone
0 - 1-{2-05-(3 Q\Iltro phenylg) 2H-[1,2 4]tr1azol 3 ylf piperidin-1-yl}-2- phenoxy

tfafdtreAcet yl - pi perazin-1-yl)-pyridin-3-yl'] -[ 1,2,4]
|)- 2- t.h
P SN G AT A R
oxadi ez@l - 5-yl] -piperazin-1-yl}- ethanone,
5P 21 {2- [..3-
O T bt raisdaramrgr a1 1.2 igeof1-piperidin- i)
oyadiazedthdropke] - pi perazin- 30 1-yl}-ethanone, 1-

g ®r635(% (b’%@{ﬂ?w J&e‘éfl)ylgl]za‘)f([lh% m "%V %h] tﬂiaﬁyl—é%%g— 13-dinydro-indol-

Xadi azol phenoxy-
2-OPRenoxy- 1-

{213 3- (@Méthbféﬂ?ﬁ@ﬁ@l-ﬂ 12, AoXhdifo1-5W IR nfbr i olinl 433,, g22 ﬂﬂlenoxy
i azol - 5-yl pi perazi n- 1l-yl}-ethanone,
?gaT%“¥3 Hydr oxymet hyl - pyrrolidin-1-yl)-pyridin-3- yI]
1{{31 32 4 Nleth xagi Baoll-pheyyl }-{ 1, phpeadiaral-5-yl]-morpholin-4-yl }-2-phenoxy-
Y %12 phenoxy- et hanone, (R)-1- {2-
N@thoxy pyridin-3-yl)- [ 1,2,4] oxadi azol-5-yl]
5!
415 ér(3Ahen axyyadetyD- ploeptmlip-3-gtl HAZot exadiapl-34yl }-henzefes@fonamide,
rrphoeli :

oxag@a[!gq’ 1t IZZ)%OthloﬁYJr]bgézllﬁlnﬁ :EIY) y%)irldnﬁ \M]B/lg B i4b0é<§%1f2201 5-yl}
et obB Xy- ethanone

N—(4— {5-[4-(2-Phenoxy-acetyl)-morpholin-3-yl]-[ 1,2,4]oxadiazol-3-yl }- pyridin-2-yl)-
acetamide,

1-{3-[5-(4-Methanesulfonyl-phenyl)-2H-[1,2,4]triazol-3-yl]-morpholin-4-yl }-2-phenoxy-
ethanone,

2-Phenoxy-1-{3-[5-(3-trifluoromethyl-phenyl)-2H-[1,2,4] triazol-3-yl]-morpholin-4-yl }-
ethanone,

(R)-4-{5-[4-(2-Phenoxy-acetyl)-morpholin-3-yl]-[1,2,4]oxadiazol-3-yl }- 1H-pyridin-2-
one,

1-{3-[3-(4-Methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-thiomorpholin-4-yl }-2-phenoxy-
ethanone,

1-{3-[3-(4-Methanesulfonyl-phenyl)-[ 1,2,4] oxadiazol-5-yl]-thiomorpholin-4-yl }-2-

phenoxy-ethanone,
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- 159 phenoxy-et hanone, (R)-N-(4-15-
[ 1- (2- Phenoxy-acetyl)-piperazin-2-yl] - [ 1,2,4]

wo@x@dioesoot - 3-yl }-2- trifluoronethyl-phenyl) - acECEHRPIIEG/068745

(R - 1- {2 [3 (4- Met hyl - 3- nlﬂﬁb phenyl)- [ 1,2,4]
oxadi azol - ? erazin- 1- enoxy- 5
éﬁﬁéﬂdﬁé’he{lw aCfty ¥ orpstp(h@hw&ﬂid[l 5%@@1@%&1}1 )- [
BenZeddsuBs@dthiagol - 5-yl'] - pi perazin-1-yl}-2- phenoxy-

R0 g%@;éﬁmé?@-ﬁ- Fl;%#@%’?@i%‘qi-'j—ﬁz-éf@él'_n'ﬁ?p e 1311 Lethanone,

MM@X&-Méthampmnyl)O[ 1(F)oxadi@zo]-3-yl]-piperazin- 1-yl }-2-phenoxy-ethanone,

&4%5( é*t {2 ﬁﬁ‘ﬁ%'x% %cé{#/]% @POJL%%{J% a}l]é h122 ﬂi(o%&%koﬁ ?%1% %yylhl}n i’ y1)-

ﬁ(@ta(fmdﬁydr oxynet hyI pyrrolidin-1-yl)-pyridin-3-yl] -

i— {@ [§J(2Qﬁﬁ@dz@12‘]?ly1 ?%M&l}l 4- ﬂ)q?ﬁaﬁbfhdlaml 5-yl]-piperazin-1-yl}- 2 phenoxy-
yl') - 2- phenoxy-'et hanone {3-

ft@aIEQPeAcetyl pi per azi n- 1- yI) pyridin-3-yl] -[ 1,2,4]

dematzlél 455yl ¥ 2 pheesazidatyll= p1i)5r(azm %{ yl]- [[1 ,2,4]oxadiazol-3-yl}-

enoxy - et hanone, (R)
%%Zﬁn%ﬁ Scetyl) pi perazin-2-yl] -[ 1,2, 4]

diadviawt yl-3- {W }1- (@retrepnlo)y-aeat @) -pipiederith§ di JoClhl, éfoixadiazol ) 1 }-

Ben20| m dazol - 5- yI) [ 1,2, 4]
%?(na{atl?eglz%?n | perazin-1-yl}- henox;j/ 1et hanone,
y

$q5-[1-(2- Phenoxy acet ) -piperazin-2-yl]-[1,2 4]oxad1azol }-benzenesulfonamide,

(J?i 13- (ﬂ%ﬁé@aﬁ&ﬁﬁ&%ﬂ%ﬁ%ﬁﬁﬁ%pb ztﬁmih])azdlls 3?21] 131;%@2% qZﬂ)} 2Phenoxy-
per azi n- 2- phenoxy- et hano (R -
f@ 1%‘%‘1 | ndazol - 5 yI )- [ 1,2,4] oxadi azoI 5-yl ]

2 hpesazi-N2-13-yhlidia- @bﬁﬂ%&l}oxedib]ﬂﬂ(jnﬁ) ‘pidraeahil ot)-eRanone,
Y 26&@&?%%%@%%?? Eaa RAfrbuP R T Lpheids.
bazaiem dazol - 2- one,

'P(thc{)%r [- Q% @rd&%n% ?r fslhﬁ @Eﬁ&i%ﬂsﬂﬂﬁp}ﬂe}&wﬁ-iﬁhi-&hé*ﬁ&ﬂe,

P@éﬁ@&th (§rlp)’1”—@mp3‘réhb1x AAES- Y dinseritoRiYllecthanone
(RQ(F (4MtroL@reﬁ§bJﬁllQr@om%M1 5'yl]Lp1§er321ﬂ]1 yl} 2 henoxy-ethanone,

(g 3763 b PR ) i?%ﬂiazszl B T2 B henony

ekagbrazol - 5-yl ] - pi perazin-1-yl}-2-phenoxy 30

_?—B?gg ggg\/l(ﬁl(pﬁ)oh{l] { ,y%l?jif]( % y%hﬁ%%]yox%;l ok |5) yl]- p1perazin—1—y1}—2—
pendixgediangng| } - 1H- pyri di n-2-one, 1- {4-Acetyl-2- |

3 {2&3(??{1&&%%119 megylla)nghno)tz }}4) @t %Jé]ﬁgﬁggmzs%n B R\éhlzm 12

Ph%’-oxifﬁﬂ}?ﬁt)ﬁeanesul fonyl -phenyl) - [ 1,2, 4]

X 24Ba3FHydoynleth i fheh AZi[ 02,4 old}az@k 5-98-piperazin- 1-y1}-2-phenoxy-
gttﬂgr?gney et hanone,

1-{2-[3-(4-Diethylamino-phenyl)-[1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }-2-phenoxy-
ethanone,

1-(2-{3-[4-(Morpholine-4-sulfonyl)-phenyl]-[ 1,2,4]oxadiazol-5-yl }-piperazin-1-yl)-2-
phenoxy-ethanone,

N-Methyl-4-{5-[1-(2-phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-
benzenesulfonamide,

N-(2-Methoxy-ethyl)-N-methyl-4-{5-[ 1-(2-phenoxy-acetyl)-piperazin-2-yl]-
[1,2,4]oxadiazol-3-yl}-benzenesulfonamide,

1-{2-[3-(4-Chloro-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }-2-phenoxy-ethanone,
N-(4-{5-[1-(2-Phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-2-trifluoromethyl-
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4- {5- [4-Acetyl- |- (2-phenoxy-acetyl)
-pi perazin-2-yl] - [ 1,2,4] oxadiazol-3-yl}-

whenwzeesdsul f onam de, 1-[4- Acetyl -2-(3-pyridi n-BeyEP{006/068745

1, 2, 4] oxadi azol -5-yl) - pi peradabd- 1-yl ]
- 2- phenoxy et hanone, 1 {4- Met hanesul f onyl - 2-
P@@l(yll) #eEREYS- phenyl )- [ 1,2, 4] oxadi azol -5-yl]

8501 @ Rnd ) VB @9@71 %ﬁ&@ 12 RGTHEBR 006 B6B T Scidallyl eser.
an
2 NS b arg Pyt (32 dosbipact 5 dginerpgp{ ¥ 2 phenony:

ethapareazi n- 1-yl } - 2- phenoxy- et hanone, (R)-2-Phenoxy-1-

§ %2 &b 34(]\%6&1 %&}t b gﬁ%g :1[)%%1;% EPB gM }llag{; ak% #ﬁe;?e‘r%]l 211}—2—phenoxy—

{atbalqmel;l uoro-3-trifluoromnethyl - phenyl)-2H [ 1, 2 4]
§ éQ 43¢ gh C:hlbﬁ'ob ancPﬁB@r@l)nFllz éﬁo}kad?lazo@%eﬁ{)isgg)'egizgf]am—%}m}e}pﬂénoxy—

Met hanesul f ony phenyl
?tP?%PZkS’I’ 3 yl] -piperazin-1-yl}-2-phenoxy- ethanone, 10

ZFRH&BOIX{& - {zzpﬁ&ro@awylﬁlpﬁwmtzhy]-f Rbemshdrzdtd-Ji}-Bedzoic acid
[ - pi perazin-1-yl}- ethanone, 2-Phenoxy-1-
%"f}tyg sgetol yl-2H [ 1,2,4] triazol-3-yl)-piperazin-
#-{§[1- (2 dthleaoonaetyl)2piPh@mnx3-yl] 41, 44Qeoxadiazol-3-yl }-pyridine-2-carboxylic
gc?d(:t‘ﬂi Jsefrl uor onet hyl - phenyl) 2H [ 1,2, 4]
3 m%/} pi perazin-1-yl}- et hanone -
Fé’h(mowei ;&r(-i&mmyll 5 313 phamy 2| 1. Apdiats- %ylym}perazm 1-y1}-
Bhps{cazi n- 1-yl } - 2- phenoxy- et hanone, 1-
o enyl) : :
L AT P por—
¢tBahdre( 4- Fl uor o- phenyl) 2H[ 1,2, 4]
E—éb—a{?—gél-((%—l% %yl&g?ﬁ y dﬂ)lﬁy‘f‘gﬂ]zﬂp?ﬁ%% zﬁl% AP erazihi- 1-y1)-2-
phénmxpletidnyghd, - pi per a2| n-1-yl}-2- phenoxy et hanone, 20
i‘ (2i{§ [4[(§H ﬁdﬁ’zo@ﬂg}?a? y%hﬁ]r%/h])oxa(ﬁﬁoéﬁ ));k} é tp%}azm 1- yl) -2-phenoxy-
ftbalpcal%z Fl uor o- phenyl ) - 2H[ 1, 2, 4]
hf(Sélgi[h <(3:-BHehoB)- &%fﬂ)z{) ?er:hzﬁ‘ll-i ¥1'<} [Hmam%hm}ﬂpyrldlﬂ-z yl)-
é ]%% 3 Fl uor o- pheny
WERZ8r <821 | - pi perazi n-1-yl } - 2- phenoxy et hanone, 4-
{82-[B4 6Netidizbl-1-y{-pyrdiard xYy -[aCef] ykadiqab betyzpiperdziyt - yl-2f phenoxy-
noi'r]e oxadi azol - 3-yl } - benzam de, 25
B9 5 [3- (1H I ndazol -5y1)-[ 1.2, 4]
bx3dBdedi-Sepil-pipsranist-thyl)- pyrpbndzylh-[ 1.2y c}xaglapcbieiwl;}wlperazm 1-yl)-

@?ﬂg%hgﬁnel {2 [3 (4 Fl uor o- phenyl) [ , 2, 4]

%T pi per azj n- -y 5}
pFBRBXNY- kt{%égfé @yrr()h} ygphgwl) (1, 24]oxad1azo yl]- plperazm 1-yl}-
tdhaddichyl - 1- (2- phenoxy-acetyl ) - pi pera2| n-2-yl] - [

% P%en Xy- i(?g [? %2 trléu(}/rohlegﬁanesu?f%ngl phe 8 [lr}?éﬂ !))_cazd_iaozgle—’j—yl] -piperazin-
1-yl}-ethanone,

1-{2-[3-(2-Morpholin-4-yl-pyridin-4-yl)-[ 1,2,4] oxadiazol-5-yl]-piperazin-1-yl }-2-
phenoxy-ethanone,

2-Phenoxy- 1-{2-[3-(2-thiomorpholin-4-yl-pyridin-4-yl)-[ 1,2,4] oxadiazol-5-yl]-piperazin-
1-yl}-ethanone,

1-(2-{3-[6-(3-Hydroxymethyl-pyrrolidin- 1-yl)-pyridin-3-yl]-[ 1,2,4] oxadiazol-5-yl }-
piperazin- 1-yl)-2-phenoxy-ethanone,

(R)-1-{2-[3-(6-Methoxy-pyridin-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }-2-phenoxy-
ethanone,

(R)-1-{2-[3-(6-Morpholin-4-yl-pyridin-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }-2-



10

15

20

25

30

35

(R) - 5-15-
[ 4- Met hyl - 1- (2- phenoxy-acetyl)-pi perazin-2-yl] - |

wd 2@74¢300xadi azol - 3-yl }-1, 3- PCT/EP2006/068745

di hydr o- benzoi m dazol - 2-one, -(1B- 1- {2-
[3- (1H Benzoi m dazol -5-yl)- [ 1,2,4] oxadi azol -5-yl]
PhenexyK{hanp®er azi n- 1-yi } - 2- phenoxy- et hanone, 35

(B N1 3= ﬁl&@(mﬁnaﬁﬂa@tyl?@z;ﬁkaz% AR [112 04(11d1a201 3-yl}-2-
0 dlazo I met pi perazin-1-yl
B, b S Ryide
(R~ M2 3!4(4—2V4cft5y1(33ntt1‘d phemyb)elned, Apkaditeiph ylt-Bidefazin- Py} 2-phenoxy-
thlﬂﬁpl 3-yl] -piperazin-1-yl}- 2- phenoxy et hanone,
? g - [5-(4-Met hoxy- phenyl) - 1, 2, 4]
B &l

34wqthy143 ristchphenyDples Aﬂ.onacma -l wperazm 1-y1}-2-phenoxy-
&9935&63012 PCT/ EP2006/ 068745 - 161
et hanone - Fl uor o- pheny

AR A TR et e L R R |8
Fllikem yytenbagone, (R)-1- {2-

l% gg&%%‘l??ﬁs l fon{ﬁﬁhgﬁ%ﬁ] él@#]kxadgaiol]_ﬁ yl}-piperazin-1-yl)-2-

phéno2yjettmnons;- et hanone, (R)-4-15- [4-Methyl -

gﬂ)( g é@-‘??-@@-;g?{-}ﬂgi )éjn% 1%91%3}%5 ﬁ—;)r}')l—%glidé{_r—l'j—)[l]—E‘I,g,Afgxadiazol—S—yl}—
piRpraging B.yh=2- phengisyejhianone, ’
@R)( 17—'(@]}@3@)(51 A@@@II }Slp)erd%irp?fyﬁzlbﬁidgﬁ BBL)}I] f L) dxadiaZol4-y1}-piperazin-1-

azol enyl)-acetamd
{7152)2 Racpgxy-gthp St Bﬁ”ﬁ%t hyl - 1 (2- phenoxy acetyl) pi perazin-2
¢B)-IN=(BHSE 11 - 2 Bl dnboikpacdtyl B-pypetazin-2- yl] [1,2,4]oxadiazol-3-yl}-phenyl)-
gcefafys%gg%oglalngéul fonam de, (R)-4-15-[4-Methyl -

?yl) pi per azin- 2- yI] -1H [ 1, 2, 4]
(Ri- 401 3-31K} Benzbiend@mwil-dey))-[ 1,2,4] oxadiazol-5-yl]-piperazin-1-yl }-2-phenoxy-

ét&nodhe{5 [1 (2 Phenoxy acetyl) pi peridin-2-yl]-[1,2,4]

oxadi azol - Z0oi C aci

(R 1-32-{ B[ H- %@zwﬁ@ﬁ@x%ylaﬂé@ﬂwxa&ﬁa@lrﬁ -ollriiperpzip-If gl }-2-pfjenoxy-
axagbzol - 3-yl } - ben20| c acid,

@ bg?{[g' (iﬂlzﬁéﬁ gﬁ)zm? ﬁﬁ&%@%gp}oﬁ ylj;pwe}razm Aot} Ziphenoxy-

ethaldone}(yﬂ)ochldhdel:l u oro - 4-

t |
LIS B I il s
@thﬁld@wQa@@t,yl) -piperidin-2-yl] - [ 1,2, 4]
?éafj' @4@'[6%1¥|1%1098 ThiShep s1in2 8. yﬁaﬂ}pf?ﬁ(ﬂ/b'@ F‘PZ Q}oxadlazo[l 5-yl}-

enoxy-acetyl) -'pi peri

Riporazin - by H - BB ox%- egha}wwhycapﬁéog Ccarboxylic acid,
(Is)iiﬁ{[@'([%l‘il(ra ﬂ?ﬂ&ﬁﬂ@[y 2 agetaplaloP5-§B riipkraziR-1yY1}- 21[l‘fl'ehéxﬁethanone,

GO L3 E Biakns g ULl g T paoThriegy  p2ahenony-

ethawbm:zol 3-yl}- ben20| c acid, 25

@){g{é% %ﬁ%?(%f@%??%é%e?ﬁf%ge}azgp Q%O 1I i]A]%XX&lllZO[l Y ﬁ} ﬁ-l -pyridin-2-one,
1-{4- Acetyl-2-[3- 4 methoxy-phenyl)-[1,2,4]oxadiazol-5-yl]-piperazin- 1-yl }-2-phenoxy-
ethanone,

1- {4- Acetyl-2-[3-(4-methanesulfonyl-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }- 2-
phenoxy-ethanone,

4-{5-[4-Acetyl-1-(2-phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-
benzenesulfonamide,

1-[4- Acetyl-2-(3-pyridin-4-yl-[ 1,2,4] oxadiazol-5-yl)-piperazin-1-yl]-2-phenoxy-ethanone,
1- {4-Methanesulfonyl-2-[3-(4-methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperazin- 1-yl }-2-
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4- {5- [4- (2-Phenoxy-acetyl) -thionorpholin-3-yl] - [
1, 2, 4] oxadi azol -3-yl }-benzam de, 4- {5- [4-

W@ 200Pledooxy- acetyl) -thionorpholin-3-yl] - [ 1PCr/#RP2006/068745

oxadi azol - 4- yI} benzam de, -160-

3-{5-[4-Acetyl -1-(2-phenoxy-acetyl)-piperazin-2-yl]-[1
Ph@M¥Y§QﬁﬁP&%oI 3-yl }-benzoi ¢ acid,
Rt ﬁ (b 454%@4411)/&01 p‘h(eRYlngElD PXY4 RE S0y |3) yip %@@faaﬁﬂ nyB=phedoky-

é oxadlazo benzoi c acid
PRGNS 5[ 4- Met hyl - | - (2- phenoxy- acet yl ) - pi per azi n- 2-yl
]R)lH—Pﬂlén@gyﬂj {2- [ﬁZbkr&fB}thl}rleﬁﬁlhpbqul)—ﬂdi [d,2,4]triazol-3-yl]-piperazin-1-
§ ﬂmng [1-(2- Phenoxy acetyl)

peri P'n-2- -[1,2,4] oxadiazol -3-yl}-nicotinic

écdfidiS (44Fluqrp- gl {r8lu OF@ne@%PWl)r%{Mé%frrm@ﬂy}yﬂ =Ppes g 1-y1}-2-

phe[no;y%ﬂflalloge(adl azoI 5-yl}-piperidin- |-yl) -2-
noxy- et han

E’ﬁ% (13- ((“N%@alll%u}(f%nW&F@Q/2Hy[rlv?o4]"rd'fizﬁé31yl]c%%ﬁl§?r5 Yitfephenoxy-
yth]mcﬁnbﬂ 4] oxadl azol -5-yl }-

%_rl(lﬁgfle{]r{él[é/ &% tI'{I]% ohrte)rql%)i}/y }1 i)ngﬁy[ laZ?Q{r)lzaIZ))l 3-yl]-piperazin-1-yl}-
etpalpcmel, di n- 2- yI] - , 2, 4] oxadi azol - 3-yl}- benzam de,

{
F%)hgré(l)r\# ai L@—)Z{g §F/)I ol)ﬁ ?H hzzl tflgzoﬁ)geﬁpg%f) %ﬁﬁ} }/y%thanone

2007 oe3b12 [PCHEg0BTos Phg Y- 2H e, %ﬁmﬁi dwll-piperazin-1-yl}-
ét&ﬁ(mel\r Di et hyI 4- 15-

ﬁ)i}%&g ég(ﬁet OW ?ﬁg L ﬁnilgﬁ-'lgéﬁ {r?a%ll ﬁ_yéﬂ!ﬁgﬁra@n 112251}% phenoxy-ethanone,

42 3-( plreinaxyphaa el \2iH)- EDB ppﬁaﬁﬂm A-plpkrazin-1-41)22- ﬁhenoxy ethanone,

?)@ 25%%%@0&9 yph}ggéli 2?59 F rlaid)l RRQ] N q{acz Op! ]3_/’?}2%/ R?enoxy ethanone,
OX2dPd3 gt PBagthdxy- ﬂﬁmyhfafﬂél 2,@R)r1ab¢l(32ylﬂ-lp@he@a@n—ét§Iih]y¢]2—)phenoxy—

etﬂanc{ [ 1- (2 phenoxy acetyl) piperidin-2-yl] - [
" oxad ﬁ enzam de, 10 (R) -N-(2-Meth
&D@ [ét(ﬁylrlylchloro phenyl) -2H-[1,2,4]triazol-3-yl]-piperazin- 1-yl}-2-phenoxy-

ethap@ichyl - 4-{5-[ 1- (2- phenoxy-acetyl ) -pi peridin-2-yl]-
2,.4]_ oxadi.azo t
2 BB B e
bX{2dbda2 dludoyihenylpitiz fn2, dRriafdR)3- W - Depleraxiai- byl - B-phdrioxy-ethanone,
z - € |
L BIRETY S6EL XL BB 2 Mk ool bencami
(R D-{plharibhyindaast-ji) -[pi2pdesadiaropS w1 4-methyl-pinesjzin- 1 1) 2-phenoxy-
gﬁ{g&zol 3-yl}- benzam de, (R -N QICI opr opyl - 3- 15-
L& iﬂ henoxy- acet yl ;ﬁgperld n-2-yl] - %1,2,4]‘
attilaz &1(4-314arp-phseHyh i dE0xagBzqIR) yl&r"(l@-e HPpRiAzEY Fryd ly2-
pﬁa{o&y{eﬂmﬁan@henoxy acetyl)-piperidin-2-yl]1-[ 1,2,4]

{ Meth 1-1-(2-phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4] oxadiazol-3-y1}-1,3-
%agi § {2 Y P y-acetyl)-pip y M
dihydro-indol-2-one,

(R)-5-{5-[4-Methyl- 1-(2-phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-1,3-
dihydro-benzoimidazol-2-one,

(R)-1-{2-[3-(1H-Benzoimidazol-5-yl)-[ 1,2,4] oxadiazol-5-yl]-4-methyl-piperazin-1-yl }- 2-
phenoxy-ethanone,

(R)-1-{2-[3-(1H-Benzotriazol-5-yl)-[ 1,2,4] oxadiazol-5-yl]-4-methyl-piperazin- 1-yl }-2-
phenoxy-ethanone,

(R)-1-{4-Methyl-2-[5-(3-trifluoromethyl-phenyl)-2H-[ 1,2,4] triazol-3-yl] -piperazin- 1-yl }-
2-phenoxy-ethanone,

(R)-1-{2-[5-(4-Methoxy-phenyl)-2H-[ 1,2,4]triazol-3-yl]-4-methyl-piperazin- 1-yl }-2-
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yl }-benzam de, (R)-N(2-Methoxy-ethyl)-N nethyl-3- 15-
[ 1-(2-phenoxy-acetyl)-piperidin-2-yl] - [ 1,2,4]

wo@xadioesool - 3-yl } - benzam de, (R)-1-(2- {3- PCT/EP2006/068745

[ 3- (Mor phol i ne-4-carbonyl)-phaayt] -[ 1,2, 4]

oxadiazoI-S-yI}-piperidin- l-yl)- 25

phemesrsyangbtanone, (R)-1-(2- {3-

[1% (inrﬂidﬂ%m&ﬁhéﬂﬂ? GHnEr2 4]'tﬁ§zrolllgf5bﬂ J-rRABAYYiperazih-1-yl}-2-
adi azol -5-yl }- plperld

G s RERSay. et nanone. (8 N'N-Diethyl -3- {5- [ 1-

(R phandxy-Mearindsylforpil-paen ydj-AHZ-1yA 4] tridzolk 3-21]44-methyl-piperazin- 1 -
§%5 gk %h Eg benzam de, 30
? % enoxy acetyl)-piperidin-2-yl]-]
R)24- 4? [M@hﬂzbﬁ Bhw(}’ié’ﬁ?‘?tb’éTmI@e-rQZ—ln@aylbéﬂyﬂh LA aazgl-3-yl}-benzoic
gg&hﬁgﬁﬂkg&, (R) 4- {5 [ 1- (2 Phenoxy- acet yl)
erl
RS  (iabigtd o hrahasvabeetsay pigssprine 4l Wi-[1 241 riazol 341}
phemwyceanmide, (R)-4-{5-[ 1- (2-Phenoxy-acetyl)

S [1.2 4 o .
B8R Or iyl asspinihEihecd-pinpigging? vl Wi 2 Altrinzol-3-y1-
ph&ybaMBﬂmnaﬁﬂbnﬁnﬁﬁ [ 1- (2-Phenoxy-acetyl)
Q@ BRs) M%;ﬁi/llyi} 1o Sghén(fk éz‘tld) Pipsragin 2-yll-1H- .2 d]triazol-3-y1)-
¢r@mweam de, (R-1-(2- {3-
(R-4Y8 IPJQQJP'h&%)&/ é‘c@fyboﬁlﬁér)idlﬁﬂ ?r [‘I‘Q‘h%cy)lahlazgl 3-yB-¥thzoic acid,

a per.l enoxy-e
0 208 PuantndwlaPebavosidiasis 112 Hegdirgt % fbenigae acid.
(R 635%{@%@5@&%@6&&[) Pipétidihidiingd,2,4]oxadiazol-3- yl} nicotinic acid,

RSOttty byt et o1 -benzoi

{®).- 5- 15- [ 1- (2-Phenoxy-acetyl) -piperidin-2-yl] - [
g%)zﬁs% é?)f%qih@&&!y é%e%/i)}plBé(ﬁdlg'f]ﬁ] %1 2%‘%)&9&1}1‘ & yﬂcﬂﬂldme 2-

¢aPONiRBEHy | - 3- { 5- [ 1- (2- phenoxy- acetyl ) - pi peri di n- 2-yl

gR)lJnL{lez Phtfb820btyB=pi Féﬂdlh@ﬁw dey oyaaNla%lDB @I}twrrdﬂre 2-
éz phenoxy-acetyl) -piperazin-2-yl]
iaféo IcgQ4di azol - 3-yl }- benzami de, 1- (2- {3-

[R)-3-NB{ pridiFheee4~ watybepiperidipte iy IH-f 1,2,4Tkri2z04]3-yl }-benzoic acid,
g—ﬁg—ﬁ%3%%&6&%%%%%%&%0@@: %:yﬁll[é ,:2,21{] o%a?ﬁazol—?)—yl }-benzoic acid,
@;_{Sﬁﬁéathyng)ge@oy}tﬂ) mprmie}haz?p m Q{I}ZLA]]oxadlLiazg;l 3- y]ﬂ,}]—benzmc acid,
@)@ghQQQJheﬁo W-dceRH0 Mg?hollﬁ R 1] II\II Ma EWihiaP61-1-9n-Henzamide,

henoxy-"acet ridin-
O dﬂz{%dﬁhesow }CCtYi)i mﬁfmoa% 3- 3(1]?})(1 h“i&t?ﬁwazols‘l Yiidhengamide,
3~{5%4%@@1}’(2%¥1W{9—aceﬂylppfpleﬂllzﬂl 2-¥H1,2,4]bxddiZzofB-y1 }-benzoic acid,
e )ig cf4a1§ce yl- ? (& }}henoxy ace?y%t plperazgl 2-yl]-[1,2,4]oxadiazol-3-yl }-benzoic acid,
(R)-4-{5-[4-Methyl- 1-(2-phenoxy-acetyl)-piperazin-2-yl]- 1H-[ 1,2,4]triazol-3-yl }-benzoic
acid,
(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-nicotinic acid,
1-(2-{3-[4-(Morpholine-4-carbonyl)-phenyl]-[ 1,2,4]oxadiazol-5-yl }-piperidin- 1-yl)-2-
phenoxy-ethanone,
(R)-1-(2-{3-[4-(3-Hydroxy-pyrrolidine-1-carbonyl)-phenyl]-[ 1,2,4] oxadiazol-5-yl }-
piperidin- 1-yl)-2-phenoxy-ethanone,
(R)-N,N-Diethyl-4-{5-[ 1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-
benzamide,
(R)-N-Methyl-4- {5-[ 1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-
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(R -N-D ethyl-5- {5- [
1- (2- phenoxy-acetyl)-piperidin-2-yl] - [ 1,2,4]

we@x@dioesoot - 3-yl } - nicotinam de, (R) - N D et hyl PEFEPDH06/{68745

1- (2- phenoxy-acetyl)-piperidiné2-yl] - [ 1, 2,4]
oxadi azol - 3-yl }- nicotinam de, 20
?‘F@Z&N—Ktez Hydr oxy-ethyl) -5-{5-[1-(2-phenoxy-acetyl)
cB@I NGNJDih{ét}%d W - [ﬁ](22plfkhoﬁ%@é8tﬁ¥91p'eﬁdm 2-y1]-[1,2,4]oxadiazol-3-yl}-
ér{ ot i nam de, N- (2- Met h oxy-ethyl) -N-nethyl -

B (2- phenoxy acetyl) -piperidin-2-yl]- [ 1,2,4]
ammmpm 3591 KtheMXymmyﬁq;lpcﬁrR)mm—ﬂ‘Nl,@ﬂn @{ayliaz&—?)—gzﬂ-

égmphenoxy acetyl)-piperidin-2-yl] - [ 2, 4]
oxa 'azol - 25 nicotinamde, (R)-1-

{3
(Bo- NSCWQW {0 lo{3-phanexy- Ec@ﬂbmfyid)n @yyl] b, hdBxgdipzol-3-yl}-
[)enlzag“fel oxadi azol - 5- yI } pi peri di n-

phenoxy- et hano ER) -4- {5- [ 1- .
(&) Bh@n‘é)@ﬁoé}é éﬁy ))4 _{%{ b@ PASTHYY- Wpt]yl) plPerpuj_r&ql] [1,2,4]oxadiazol-3-
oyadhazdle3- yl } - benzam de, (R) -3- {5-

E)]i) ﬁh@;@é}f@%%%f b Hzﬁﬁﬁ&féh % gb%fgthox acet’y?) pll)erldm 2-yl]-

(1R).4bxfdbiaidl-3 21-Phenoxnye,acet yl ) - pi peridin-2-yl]-[

Q}% g%e?éf@ {gz[‘?'(g%ﬂ%h})xﬁ{&{ﬂ)' PPeRainAYRPIY 4 5xfifd-H1-3-y1)-
benzampjeenoxy- acet yl ) - pi peridin-2-yl] -1H [ 1,2, 4]

EI? HZI‘@JDlﬁ’leMlyl 3b{§"[)213(m[q{%noxy/lace{ﬁ) p{p@i‘ldm 2- y£ [1,2,4]oxadiazol-3-yl}-

enoxy-acetyl nor phol i
Xetd | - 3-yl }-benzanmi de,

@RYLS- Etﬁyléi{?—'ﬂ enppYeragtaceiyht fipaiain 2hal [ n23] ylatiakdl, 2 yB
ﬁxadl adieo 3yl}-benzam de, 35

(2- Phenoxy-acetyl)-piperazin-2-yl]-[1,2,4]
@aﬂr@@jpr@pﬂ{}{%@nﬁhph@@xy aBetyl) Papdridin-2-yl]-[1,2,4] oxadiazol-3-yl }-
ﬁ)&zgfﬁ?&oxy acetyl) - pi peri di n- 2- yI] - [ 1,2,4]
oxadi azol éﬂn{m coti nam de, (R)- {2
(R)- ]Ng(ZpHyc}fQXbﬁ Yr3-45-f1-42- ph@}oxg)@ggqyazmpcrghwqyl] [1,2,4]oxadiazol-3-
E, ibegsdntit@- 1-yl } - 2- phenoxy- et hanone, (R)-1- {2-

‘Se@ﬁ{éf ihoxl, ﬁﬁ}ﬂ)z& ptﬁéthé-&é {\%sbl%@%}ﬁ%%%ﬁty% iperidin-2-y1-

Bqnﬁaa@amo@ﬁmanzamldm et hanone, (R)- 1- {2

S AR el oh - B0 A 2B gt g ppiperidin- 13-
Fl)h(ilzomhweacetyl) piperidin-2-yl] - [ 1, 2 4]
Fl%)aﬂ-é@- @J[3-%3Mi§dr&aﬁy§%fkalld1& ?%Qﬁb%ﬂ&ﬁ%heﬁﬁ?{ i]\_,IZ,%]/‘lo;‘r)j%éfazol—S—yl}—

enoxy-acet
B%%ihézbb’bsz Q]P‘}n-oﬁiﬁéﬁwn)me acetami de, (R)-N-(5- {5-
(R~ NZNEh@tnsjw {8¢ Bi(yiphelmyg/ace@l)nplgeﬂdlh 2ylf- [1221] éadiazol-3-yl}-
xadi a -3-yl}-pyridin acetam de, 10
?‘ﬁ)zamlf% {5-] 1- (2- Phenoxy- acetyl) pi peridin-2-yl]-1H]
R)24-43 t-(2Pben eyydcptyph@ipgtidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-pyridine-2-

carboxylic acid methylamide,

(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-
carboxylic acid dimethylamide,

(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-
carboxylic acid ethylamide,

(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-
carboxylic acid diethylamide,

(R)-1-(2-{3-[2-(Morpholine-4-carbonyl)-pyridin-4-yl]-[ 1,2,4] oxadiazol-5-yl }-piperidin-1-
yD)-2-phenoxy-ethanone,
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acetam de, (R)-N-(3-15-
[ 1- (2- Phenoxy-acetyl)-piperidin-2-yl] - [ 1,2,4]

we@xadioesoot - 3- yl } - phenyl ) - met hanesul f onan de, PCT/EP2006/068745

(R -N-(4-15- [1-(2-Phenoxy-acdbyt)-piperidin-2-yl] - |
1,2, 4] oxadiazol -3-yl}-phen I 15
@rhé%é3§&1(§%@h@@églfq@§) _pyrr>o/h ine- I-carbonyl)-pyridin-4-yl]-

(13, ﬁﬁmﬁdaaio@ fl @Q:)é}ﬁdﬁ{liﬁyl’)LQ ﬁemrylefdhaﬁmaeyl 1-1 1 2, 4]
glé)agj {? ﬁ) (2 ?Phg xyp zﬂ:%tnyY) 1per151n %nyl? [1 aCI]oxaalazgl 3-y tpeyrmdlne 2-

Cab{OAIE deil 2ndthgaaide; acet yl ) - pi peridin-2-yl]-[1, 2, 4]
E’@)@ﬁ}lﬂ_%%'ﬂ& X1z BNSIY DAy SRR i RS- Sy A Y] 2 8REE501-29)-

b&rzp@idel - (2- Phenoxy-acetyl ) - pi peridin-2-yl]-1H[1, 2, 4]
IRINERth P 23T PREBKEA 6yt r

sk P L op B USRS £ ool
besizp@idedi n-2-yl] -1H [ 1,2,4] triazol-3-yl}-

phenyd[- (Mcﬁﬁhohne 4-carbonyl)-phenyl]-[1,2,4]oxadiazol-5-yl }-piperazin- 1-yl)-2-

2- Phenoxy-acetyl)-piperidin-2-yl]-1H[1,2
Ig}h%ntolx?/%% éyl }-benzonitrile, and 25

NRMetiny{-8- PA[1((2-Pive noyx yeead e pipe)azipi- atli [di 23] 2xadidzo]-3;y2}-Ugnzamide,
BURLTENL S 7 AEALOPILAT o0 RS IES bl
a@@@liifdlilﬁg to any of cl al rrs 1 - 36, selected fromthe
E()ONpEth 04135 IJ(QLQ)h@ﬁox(yFé)cet%rr) [{lgérlc[lg’ 2§§|1!'J'[l Qd;@;@hraéolyé Y-

oxadi azol “piperidin-1- phenoxy-

iSouRmidEne, (R)- 1- {2 [3 (1H | ndazol - 6 yl)- [ 1,2, 4]
AN Rzt yl-3= {Fl |1 - 2ppHeab k@ hdet i y-plperidmph et oX Y2 4]ekdanong, yl }-
ﬁﬁé‘[—i6-n{11§é[ 1- (2- Phenoxy-acetyl)-piperidin-2-yl] - |
¥ 6%adi azol - 3-yl }-1, 3-di hydro-i ndol - 2-one, 35
() Nsbiesn]- - (6 -1 RReptexyxwaeet i -pipeiipar 2-g1] A-12:4lbkadiazol-3-yl }-
%Icgm{fz] éadl azol - 3-yl }-1, 3-di hydr o-

enzol m dazol - 2- one

(R B-@ridpdieyy-sdedyd-3- Ll ﬁ)%ph@éqawsw]) -pipgridin-2-yj-[1,2,4] oxadiazol-3-
? X3Giodaamidy; Yl } - 1, 3-di hydro-indol - 2-one, (R) - {2-
B

S A A e o%% | Sipidin -2y
BQ'AERR&@M%ﬁM&otmamﬁE et hanone, {2-

ré per}/c?eﬂ%ﬁylrﬁ fsaglot) gﬁéél)?%/(y aLeEt%igr?P oﬁém?{ 113-6%4}'%)&11&01 3-yl)-

fgo(iizarPldenoxy- acet yl ) - norpholin-3-yl] -[ 1,2, 4]
GX)QF-'(@-Z{@J[S-%?,MJI)}drév& PotEd 1Rk 2cardoRYPE-pyridin-3-yl]-[ 1,2,4] oxadiazol-5-y1}-
piperidin- 1-yl)-2-phenoxy-ethanone,
(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-benzamide,
(R)-3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-benzamide,
(R)-4-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-pyridine-2-
carboxylic acid amide,

(R)-3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4] triazol-3-yl }-benzamide,
4-{5-[4-(2-Phenoxy-acetyl)-morpholin-3-yl]-[ 1,2,4] oxadiazol-3-yl }-benzamide,
4-{5-[4-(2-Phenoxy-acetyl)-thiomorpholin-3 yl]-[ 1,2,4] oxadiazol-3yl }-benzamide,
4-{5-[1-(2-Phenoxy-acetyl)-piperazin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-benzamide,
5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-nicotinamide,
(R)-1-{2-[3-(3- Amino-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

(R)-1-{2-[3-(4- Amino-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
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(R -1- {2- [5-(4-Fluoro-phenyl)-2H [ 1,2, 4]
triazol-3-yl] -piperidin-1-yl}-2-phenoxy- ethanone,

w@ Ro7o@oPhenoxy-1- {2- [5- (3-trifluoromet hyl - ptTEERP10)6/068745

-2H [ 1,2,4] triazol-3-yl] -pbperidin-1-
yl}-et hanone 10
@h}inope{z [ 3- (1H Benzoi m dazol - 5-yl)-[1, 2, 4] oxadi azol -5

|1+ pi[ peBaghidoIphehyh 2P NENANYiazoR 13 d(nR)-yB-43h
éBO ?i F[>ﬁ§noxy1 gi%t y%; pi Eerl}gl %ZZ bﬂlgﬁﬁn yﬁ} phenoxy-

3Y4"¥zol - 3-yl } - benzam de, 5- {5-
(RN 3P{Se[rie(}<2yP}mekyLla¢etjzli) Jpareridim2-34]y[ 1] 2,4] okadiazd]-8} yl }-phenyl)-
%gé la -3-yl }-nicotinam de, (R) N-(3-15- |
enoqu acetyl)-piperidin-2-yl] -1H 1,2, 41
tR-Nz @ 531y (2 Plpthemy-agetyl - @mclétraaayﬂe[l atlgx{H Z-ON3(38 ph&yl)-
hcetantide Phenoxy- acetyl) pi perl di n-2-yl] 1H- [ 1, 2, 4]
triazo met hanesul f onam d

ﬂ%?aNn@c@u&lréi’he;méx aesYpinsT 4 £ lakel: /é@@#l%@ﬁ@%ﬁ?ﬂdm 2-yD)-
&&tang@gpounds accordi ng t o any of clains 1 -

30-RoioRke %@”ﬁﬁfnﬁé - teIyh; 115’%13141%%%1( R Znchy

oocgmhnidz,ol - 5-yl] -pi peridin-1-yl}-2- phenoxy-ethanone,

m@{gﬁ e SRt L

)13@1 €3- ( 3- Hydr oxy- phenyl) [ 1,2,4]
15('2ypﬂenoﬁy B@tﬁj/lg-'pfbeilldﬁl by B@g’l@&ydlaz%qh%nfﬁﬁenyl)—

Phenoxy- acetyl ) -piperidin-2
%R:ﬁn%ll BI 3-yl}-1Hpyridin-2-one, 1- {(R -2-

((3|-{5'l)[ o 2Phephrgrackdyt) - pipdridin 4 yipx 8di4daaldia2ely3-lyl }-phenyl)-carbamic
§cD Eﬁ ql n-1-yl }-2- phenoxy- ethanone, 30
Phenoxy acetyl)-piperidin-2-yl]-[1, 2, 4]
(BOad‘il éiéﬂ%&%bl}loypfkm:ny’l)bplp@nﬂm Zaglid].2 M@Xaﬂla@be»-zl}-phenyl)-Carbamic

1R Hﬁ'estf:rs (2-oxo0- 2, 3-di hydro-1Hindol -5-yl)- [ 1,2,4]
oxadiazo

¥ (3didnk 11(1;P1}m@f<ﬁé$€wl) Dansrighi-enilr Bl-[4.2¢43triagoRy-yh-phenyl)-
IRtHapcdMibohatephenyl ) - [ 1, 2, 4] oxadi azol -5-yl ]

1-yl}- th - b itrile, 35
LB S SR BB 48 0
phdnyD;ked] oxadi azol -3-yl}-3H pyrim din-4-one,
@}()a%ﬁéé (é ?h%#% ac%té/}sl %F)er}qll% 2I4 %rl] 112—1 H/12 4](;cr1az 35%1}]—8%%zonitrﬂe, and
R § F{@ .[13—.(2 g’hbm)dfaa;cg[ylﬁplger@mﬂ yIdH[ h224 g'xadEazgl Q-yh}]nicotinonitrile,

P REQALRicHl 23) ac%_lﬂ%%lé iR Htérs'tl?erw}e noxy et hanone,
WD 2007/ 06301 [ EP2006/ 068745 -

37. Compounds according to any of claims 1 - 36, selected from the group
consisting of
(R)-1-{2-[3-(1H-Indazol-5-yl)-[ 1,2,4]oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,
(R)-1-{2-[3-(1H-Indazol-6-yl)-[ 1,2,4]oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,
(R)-6-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-1,3-dihydro-indol-
2-one,
(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }- 1,3-dihydro-
benzoimidazol-2-one,
(R)-5-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }- 1,3-dihydro-indol-
2-one,
(R)-1-{2-[3-(1H-Benzotriazol-5-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin- 1-yl }-2-phenoxy-
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1- {(R-2- [3-(4-Methyl- [ 1,2,3] thiadiazol-5-yl)- |
1,2,4] oxadiazol-5-yl] -piperidin- |-yl}-2-

w@b@nosdpiet hanone, 1- {(R)-2- PCT/EP2006/068745
[3-(2,5-D et hyl - 2H pyrazol -3-1¢5)- [ 1, 2, 4]
oxadiazoI-S-yI] -piperidin- |-yl}-2- phenoxy-ethanone,
gthanone,

?aﬁhqm;mh fﬁeﬁl%mﬁdh%i (s%h‘; pyz, a]?oszhdlézows)yﬂ Biptridl0x38L Aphenoxy-
]-piperidin-1-yl}y-" ethanone, 1-

I
?t Pé)‘o%’ [ 3- (5- Met hyl -i soxazol -3-yl)-[ 1 2, 4]
(R)adh{aml(Q%yhdxym@eﬁmdfmro]insﬂ—}/ﬂQinmemm&zole&ly&nﬂm@yridin—}
Z(Ehenoxy {(R-2- [3- (1FprrazoI 3-yl)- [ 1,2,4]
oxadi azol - 5 yl] -piperidin- |-yl}- 10 et hanone 5- {5-
R)R) {2-15(2-HRivenplyndeetiyl )2, 4]@11@& Bebil hpipewidlin- 1}’[} 2t plRenjxy-

Ifaczol 3-yl}- 1H-pyr|md|ne 2, 4 di one, 1- {(R) 2-
oxadi azol -

PI&FP?W 11?2}[% (%Irgﬁl}éﬁ@wyﬂlybphg}y@n@{ 18, 4jltr1azol 3 yl]]plperldln 1-
IGB)haaoﬁé | m dazo[ 1,2-a]pyridin-6-yl- [ 1,2, 4]

@3""? A0S BB Ot i %Zﬂfa?pﬁra?l@ FpEEphenoxy

dth2nele, oxadi azol - 3-yl }-4H benzo[ 1, 4] oxazin-3-one,

(R, M 5 Beda ARl AL VLY ) 29‘%%885&%%% Miehgimgiae.
oxad il h2Phenexy-acetyORpiperidig-2-y3-[( 2,41 pxadiagrlp3-yl }-nicotinamide,
{rONL (%O{sh 16(2201>ﬁé#1'052y %cé(h pﬁﬁ%}ﬂ b y'l] [H1{1% Ariazol-3-yl}-phenyl)-

oxadi azol - - piperid 2- phenoxy- et hanone,
jeetagnide;, a[n(iR) 1 (2- Phenoxy acetyl) -piperidin-2-yl] -
[R)YINZ34{5-[ax@dPieshoky-3cetyl}-pRieeiait-2-yi] - Py [N @l4] ehiaRol23-91}ephenyl)-

25 1- 1- (2- Phenoxy-acetyl) -piperidin-2-yl]
meh"‘i}gséﬂ&?a%fé?d. azol 3-yl }-phenyl ) -

amd plarolabalitivellyacderdilda ealts 4n 8stdrs e &f-
1- (2- Phenoxy-acetyl) -piperidin-2-yl] - [ 1,2,4]

oxadi (S;‘E?ZOl éo%b})ul?&%é’érhmg% %ny gF Y8159 35 sefecttld from the group

triaz one

consystipy off - ( 2- phenoxy acetyl)-piperidin-2-yl] -[ 1,2,4]
l(234ath 1= 1FB®epRABMYd o PYK ) qI1i201] 0Rad2a70t-8iyNEiperidin- 1-y1 }-2-

X l?a,n 1- (% Pheﬁoxy ace?yl ;ﬂ)gﬂ. per]l di nZ2 yl}xpJ 1?lflfif-l[m y}

lihf‘élozfg 089% - 3-yI}- 1, 3- di hydro-i ndol - 2-one, 1-

{8218 52{Arﬂ.1hiolmdﬂzmkl-y5)— Blll 2.4kadifzol,52yl#piperidin- 1-yl}-2-phenoxy-

%&15 gl -3-yl] -piperidi n yI} 2 phenoxy et hanone, 35
-2-[5-( 1H I ndol - i/ 1, 2, 4]

1-r{{ Rz 31 3-33H droxypyi- pleaniyl A 21 ]9K%daazobﬁefﬂomperedlhalnwd@ phenoxy-

¢ R o [5 (3H— Benzotri azol - yI) 2H-[ 1, 2, 4]

triazol - %’ |per|d|n1y2} E) XYy -
4 {5-[(R)-1- (2 henoxy acetyl)-piperidin-2-yl]-[ 24]oxad1azol 3-yl}-1H-pyridin-2-one,

1-{(R)-2-[3-(4-Hydroxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-
ethanone,

3-{5-[1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-phenylboronic acid,
4-(2-0xo0-2-{(R)-2-[3-(2-0x0-2,3-dihydro-1H-indol-5-yl)-[ 1,2,4]oxadiazol-5-yl] -
piperidin- 1-yl }-ethoxy)-benzonitrile,

4-(2-{(R)-2-[3-(4-Methoxy-phenyl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-oxo-ethoxy)-
benzonitrile,

2-Methyl-5-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-3H-
pyrimidin-4-one,

I-[(R)-2-(3-Furan-2-yl-[1,2,4]oxadiazol-5-yl)-piperidin- 1-yl]-2-phenoxy-ethanone,
I-[(R)-2-(3-Imidazo[ 1,2-a] pyridin-2-yl-[ 1,2,4] oxadiazol-5-yl)-piperidin-1-yl]-2-phenoxy-

ethanone,
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et hanone, 5-15-[(R)-
1- (2- Phenoxy-acetyl)-piperidin-2-yl] -1H][ 1, 2, 4]

W0 eooamedoiB- yl } - 1, 3-di hydr o- benzoi m dazol - 2- OnH:T/m006/068745

2007/ 063012 PCT/ EP2006/ 068745 166 167 |- {(R)

E éﬁ Met h | H- benzoi m dazol - ﬁl )-2H

Ry i3 34%qthylpulp?eﬂﬂua¢1aqu 5yyl}[ 241%@1,1@;@1 Seylﬂ@mm@m 1-yl}-2-
ihen{o& Retignohd- (2- Am no- pyridi n-4-yl)-2H [ 1 2, 4]

(&P B PhR e koo a%@%ﬁf%ﬂg%%? Lo SR P inclov 2

ﬁhéhoéwefhaamd: 3-yl }-phenyl) - 3H , 3, 4]

A 350]- {é{)%%ﬁ )ﬂgqf 2)5fil_yl)[ ll%égoi%dl%zolé Lyy-pigeyigin-1-v1)-

etpalpmren, d| n- |-yl}-2- phenoxy- et hanone,

- h)1pl | .

?l{gg)o% 1 Q?ﬂ\ﬁ’&ﬁ 2}% a%gr OXI) gigczﬂgidd%zar? Wl dipdiidih 4 733! fhenoxy-

gthamoryeg R) 1 (2 Phenoxy- acetyl)-piperidin-2-yl]-1H[1,2

246,82 Pl(R8-{ 3¢ ftgmap[s yb-fAl2, qmzdlmﬁsqm]epl dridih- (-R)-
(5-1mdazo | pyridin-6 5

ethpnans; . 3 yl) -pi perl d| n- 1-yl] 2 phenoxy et hanone

1-{5{(R) 122 P[hEncﬁ;@—a’kﬂiybOpipmﬁdidiZ’-lyﬂ%—[j{,Qm Rtddiazoli3-81}41H-pyrimidine-2,4-

ﬁ“l zoI 3 yI] -piperidin-1-yl}-2 phenoxy 15 et hanone,

5- (1H Benzoi m dazol - -2H | 2,4
ﬂf{[lé)ZZﬂ[Z» 36y4n]nnomyp1ém diyh- ﬂlw&#]}oxzdlpmwlrplp@tlﬁmnbry ;2-phenoxy-
gthgll;@{éoxy I- [ (R- 2(5 pyri din-3-yl - 2H [ 1, 2, 4]

triazol I;'oﬁgo_ericzl_i ﬁﬂa - et hanone
HR- %<{5éme@zs 1 ﬁkwghn pabkhadloxadigrgl- Szwtplpfﬂﬁﬂkt]l yll-2-phenoxy-
t:thhm 3-yl] -piperidin- |-yl1}-2 20 phenoxy- et hanone,

- = - R) - 2- (.5-t hi - 1.2

BRI o o e e Q@Tﬁé Ainatitrol sty
benzp[ (ARpxaz2a-3fdrepyri m di n- 2-yl - 1, 2, 4]

1 -2-

PR RO ot Ly 1 ?@‘iﬁ%?ﬁzglz%|yf}‘ﬂ-|d]ﬁ*ydf°-
@ZQE(H[HJ?}@X@%%O@ phenoxy- et hanone,
?—(H@)GJZLQ?Q[SJU h(lﬂibx&(\éﬁéwlazallaﬁley«) %ﬁ'rgyﬂ] +[3, 24 1bkdBEBl-531)-

Pé %lémpféiﬁr?oplb%?ﬁw} agtpl?g Fogez 4] triazol-3-yl]
1 BB T(R- DA 2Pk 0,3~ RBBNONKperidih ANQNE,2, Ao xa(dRp - 2-y1}-phenyl) -
£)5rcghd1n D| f I uor o- phenyl)-2H [ 1,2,4] triazol-3-yl]

yl }-2- phenoxy- ethanone, 30 1- {(R) -2-
[153({2{ B&)t hy12=Prhyn<p>¢r avedd)ypiperddin-7-yil[2,24] oxadizaglob-8-pHehy)) -
iRidRESdtHe A-dyde; 2- phenoxy- et hanone,
4-(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4]oxadiazol-3-yl }-phenyl)-2,4-
dihydro-[1,2,4]triazol-3-one,
1-(3-Fluoro-5-{5-[(R)- 1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-
phenyl)-pyrrolidine-2,5-dione,
5-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-yl }- 1,3-dihydro-indol-
2-one,
I-{(R)-2-[5-(1H-Indazol-5-yl)-2H-[1,2,4]triazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,
I-{(R)-2-[5-(1H-Indol-5-yl)-2H-[ 1,2,4] triazol-3-yl] -piperidin-1-yl }-2-phenoxy-ethanone,
I-{(R)-2-[5-(3H-Benzotriazol-5-yl)-2H-[ 1,2,4] triazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,
5-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-yl }- 1,3-dihydro-

benzoimidazol-2-one,
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1- {(R)-2- [5-(3-Fluoro-phenyl)-2H [ 1,2, 4]
triazol -3-yl] -piperidin-1-yl}-2-phenoxy- ethanone, 1-

wq ¢Ry~&301f 5- (3, 4- Di fl uor o- phenyl ) -2H [ 1, 2, 4] PCT/EP2006/068745

triazol -3-yl] -piperidin-1-yl}162-phenoxy- 35 ethanone,

R (2- Pheno acet vyl ridin-2-y
1{@%4; S dah lslwbpnzfoylmwﬁ%?ya D h 2l popt 3 Vi heridin- 1-y1)-2-

kedra@bge, /- _
T LTS SR e
W27/ 063012 PCT/ EP2006/ 068745 - 168 1-(3-15- [(R)-
N R N Y e
[l(wmat[haze(lzrm no pyridin-4-yl)-| 1 2, 4]
M?@U ??9'(3?1? AoxdmiRhel o}’l :ﬂr)]héaz OPHZUP{‘Q%?Q%I 3%114]]%591”& 1-y1}-2-

1H- Benz
B £81aN80§| | - nor phol i n- 4-yl } - 2- phenoxy- et hanone,

3-5{(Rp- Iﬁl‘en{))%f zﬂck{'}“l)Bﬁl@éﬁdhmZiﬂqu Pt Y W)triakol B-A}-phenylboronic acid,

BITURY D Pdn oy SeBRoRpedba B PEr AR %zoﬁyﬁ?ﬂ?f”e
terizpfl,4Joxadii-z@le; 3-yl } - 1, 3- di hydr o- |ndoI 10 2-one, 1-
R sy 0 BB Bl 8o 1 aﬂ-z-
P@ﬁnO{(Yrﬂﬂ{a(lR)lel (2- Phenoxy-acetyl)-piperidin-2-yl] - |

.2zl 5 .
b @ﬁ%égml T Y‘Z’ld%“sh[@hf@%%ﬁ‘ﬂa‘?a%ﬁ” g E%Iﬁ%/m]i e

Ft al2‘?J¥ef124]tr|azol 3-yl}- piperidin- 1-yl)- ethanone

1- {(R)Rl {8+ 1{15Benk3m{iMpiop 5oy DE- [4: z;zqﬁmﬁyl%)ﬁ]p@gaydlh I @A2-phenoxy-
4] triazol-3-yl}-piperidin- |-
%Oéi‘i:caxy et hanone, 1- ((R)-2- {5-
P-Phedordyet-hiR)- 23(i}pylactmr&ymmammjma)zepmﬁyplpen@m jl]-ethanone,

i { );"i ég é%gﬁgl)'[(li/eﬁle}%{ ﬁ%%%%og 4%/}??? fljlsf'?]{]aszol 3-yl]-piperidin-1-yl}-2-

Rhf(I@XPﬁﬁW@R?e acetyl) piperidin-2-yll -1H [ 1,2, 4]
théﬁ@;l - Bio)i2-be 3{1 2 91 par@2 ﬂt@az@pgayl)'-\blperldm 1-yl]-ethanone,

é@jg&g%gfﬁé%i% P?irélé‘ll P‘;y}ﬁll %er[i g ihiazr3-yh -piperjdin- 1 yllygthanone,

L+{{RzDI[ 534 Width Plehaast 31 l)- 225 [ 1.2,4(t(iol B~ yl{-piperidin- 1-y1}-2-phenoxy-
gtﬁ'i'“ Acet yl - pi per azi ne-1-car bonyl) -phenyl] -2H |

, 2,47 triazol -3-yl}- piperidin-
immnlel)o)gf- bb@ ek (5-eyhanehel-2H-[1,2,4] triazol-3-yl)-piperidin-1-yl] -ethanone,

1-{(R)-2-[5-(2-Fluoro-phenyl)-2H-[1,2,4]triazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

I-{(R)-2-[5-(3,5-Difluoro-phenyl)-2H-[ 1,2,4] triazol-3-yl] -piperidin-1-yl }-2-phenoxy-
ethanone,

I-{(R)-2-[5-(2-Methyl-pyridin-4-yl)-2H-[ 1,2,4]triazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

1-{(R)-2-[5-(3-Fluoro-phenyl)-2H-[1,2,4]triazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

I-{(R)-2-[5-(3,4-Difluoro-phenyl)-2H-[ 1,2,4] triazol- 3-yl] -piperidin-1-yl }-2-phenoxy-
ethanone,

6-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-yl }- 1,4-dihydro-
benzo[d][1,3]oxazin-2-one,

7-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-yl }-3,4-dihydro- 1H-

quinazolin-2-one,
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1-(3-15-[(R) - 1-(2-Phenoxy-acetyl)-piperidin-2-yll
-1H[ 1,2,4] triazol-3-yl}-benzoyl)-

W(piz(p)em'moime- 4-carboxylic acid, 1-(3-15-[(R)- PCT/EP2006/068745

1- (2- Phenoxy- acetyl) pi peridiné@-yll-1H[ 1,2, 4]

triazol -3-yl }-benzoyl)- 30 piperidine-4- carbox
&d PdSdRdE(2 fhpﬁ@fy@gytyl)iplp@pgmzz g-1H-[1,2,4]triazol- 3 yl} phenyl)-
{n%dﬁidudﬁieOiMhm 3-car bonyl ) - phenyl] -2H [ 1,2,4]

A8 B bR Tl U M3 oo 2 phenony

¢thR)onk; ( 2- phenoxy acetyl)-piperidin-2-yl] - 1H]

B OGRh oy A R s B oo Sl g gl g phenony
ttbaydre; 2H-[ 1, 2, 4] tri azol - 3-yl }- plperldin
i {%}2 (EB Q@ﬁ%zmﬂufﬂ%oig 1)(—ﬁ)2 4]oxad1flzol 5- H tperamzn l]yl} 2-phenoxy-

Phenoxy-acety errdin
? RYABY - 3-yl } - benzoyl ) - pi perazi ne-1-carboxylic acid

SUBIR S @IPheAb 2eck Bt BBV i) 324 Sxadazol 3-y1)-1,3-diydro-indol-
%é)xl )((egl(pheﬁoxg ggtg?]lg erily%h[n 24ﬂya] ey Y[} g ]ro indo

Pi"&zol - 3 WO 2007/ 063012 PCT/ EP2006/ 068745 - 169
VA {IR b2 2-a2A Adhein o- Y iddlat-Hypll )~ BL 2,4] oxadiazol-5-yl] - piperazin- 1-yl}-2-phenoxy-
%tﬁl[l -1- (2- phenoxy-acetyl ) - pi peri di n 2-yl] -1H]
,%, ‘triazol-3-yl}-N-(2- pyridin-2-yl-ethyl)
Chen k& 1d€-Phenoxy @petil) e iy -P-yl- E&%ﬂbﬁﬁ@p&qlﬁsﬂ} -pBenoxy)-acetic
L&l(@ 1-(2- phenoxy acetyl) piperidin-2-yl] -1H 5 |
2,4] triazol enzam de,

% Fhoo e 6i)- %fé‘g{%ylpﬁlché? .1cﬁafbozw§>r1rhen11|k2{ﬂ(i Bdlyiazol-3-y1}-
Ebﬁdl@L}§})sﬂtﬂanbﬂ820y|) 4- . (R -2 1
n n e = ~ 2T - . g
PPt SRIBOM bl MR shpiperidin-1-yD-
thmzﬂc}xyterthamle 3-yl}- piperidin-
LI A AR o) s B
nipgridint -yl Zophepoyy-rthsaandyl ) - 1, 3, 8- triaza-spiro [4.5]

923588 R)- - dlirdRfoxylacelyd- ﬁ-@erlcﬁm& yl 5@1 [92 @jztrlafdﬁ?aaifl?-'%nzoyl)
- pi peri di ne-4-carbonyl’) -phenyl]
P&F #8r<"80¢1 }- piperidin- 1-yl)-2- phenoxy ethanone

R- PhRR Y- J:ﬂ(}d)RN RethSHB35-BRPYD-hendheyydcemr ipbridlh syl]- 1H-

Eﬁfﬁﬁﬁn%/llkaﬁgﬁn% LﬁcfH;ol égrl di n-1-yl)-ethanone, 1-

(((B)-2{5{5~(4-Acetyl-piperazine-1-carbonyl)-phenyl]-2H-[1,2,4] triazol-3-yl }-

Léel(l&rl\/pfyg@ &JO&g@M{angM‘grol I di ne-1-carbonyl) - phenyl ]

Y- {éﬂb@rﬂﬂ?ﬁh@%wmﬂbh@ﬁ@fx@m&%ﬂ%@ 2 4ltripgap-g)-benzoyl)-
poelidmbdDaBoEtib axy - pyrrol I di ne 1-car bonyl ) - phenyl ]

i ? {% [éR)piHle}% g%h%fyg%ﬁgp &wir pr 13%Lﬂ;zl,z,zumazol-3-y1}-benzoy1)-

{)ﬁmel[l&ne(@arﬁe;&yﬂdda@dyﬂw rolidi ne-1-carbonyl)-phenyl ]

%%"ﬁll_egxo A ?E@ ){75 E%ﬁthla%owh}le 3péap§ yﬂl I%enyl] 2H-[1,2,4]triazol-3-yl}-

piperidin-1- yl) -ethanone,

N-(2-Dimethylamino-ethyl)-N-methyl-3-{5-[(R)- 1-(2-phenoxy-acetyl)-piperidin-2-yl]-

1H-[1,2,4]triazol-3-yl }-benzamide,

2-Phenoxy-1-((R)-2- {5-[3-(thiomorpholine-4-carbonyl)-phenyl]-2H-[ 1,2,4] triazol-3-yl }-

piperidin- 1-yl)-ethanone,

4-(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4] triazol-3-yl }-benzoyl)-

piperazine- 1-carboxylic acid ethyl ester,

N-(2-Hydroxy-ethyl)-3-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]- 1H-[ 1,2,4]triazol-3-
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5-15+R) - 1-(2-Phenoxy-acetyl)-piperidin-2-yl] -1H]
1,2,4] triazol-3-yl}-nicotinamde, 2- (3- {5 |

wd2qo208%enoxy- acetyl ) - pi peridin-2-yl] -[ 1,2, 4PCT/EP2006/068745

oxadi azol - 3-yl } - phenoxy) - acetda9de, N (3-Fl uoro-5-

{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl] -[ 1,2, 4]

phdanzeayie.3-yl } 25 phenyl)-acetanide, N (2-Fl uoro-5-
Me(HR)-315([2RRNED RN 8GERAL B&Ainh -9 A1 1,2 A1 trikzcd- 341 )-N-(2-

giacgﬂﬁ 31{5 [%YE%:Z@%@%? ac%)i gl% de, |\|§]3 g [’( L) - 34;7 R

Ryrgan %hglrf'é]%} 51; piperidin-2-yll -1H [ 1,2, 4]

NF (222 @dro3et i1} -No beiyrd p yl1B- (5] (BN-aRi HphendRy-acetyl)-piperidin-2-yl]- 1H-

méﬁlﬁl'ﬁmﬁgz}h ?42 P(Elenoxy acetyl)-piperidin-2-yl]-1H[

phenyl ) - i sobutyram de,
N(B4S5H(Rio 02 S’-he]{l@xy z[cetyl) piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-benzoyl)-4-

I i peridin-2-yl 1H 1 2 4
?lﬁng%gfp%n@hﬁ%@&‘%b%%ﬁ%é ;cgt gm de, N-()?i ]FI uor o [ Zé] 1)
y

&TQ§R>12({§léﬁéﬁb$éy0?afc@P9m ing;i p‘é‘FlPQﬂYH phepyil-ZH+H1, 2{4]t11a201
g bﬁal(ﬁl.tgl-)yd hen%§ yRHRRAYhe,- acet am de, N-(2-Fl uoro-5-

3 (0013 pebonoy aceL il -pLpsil ¢ 5: g@@%mw 135

fha(zi—sﬁh@[ﬁd)}&ecametzw()lon@ peridin-2-yl] -1H 1, 2, 4]

e P - O s B 2

pipeadiphke b phayexyfethapppari di n-2-yl] -1H [ 1, 2, 4]
QrP'h@E@Jlg B}z FP@%‘Y?& Tyrlé%eét Sfﬁbﬁrcal(ﬁﬁkel cgcrb()ﬁ 1:}%‘henyl] -2H-

enox¥ acety eridin-2-yl]
p

EH%EHPZO@W wﬁ@ﬁgﬂ y{)pfgthmnrﬂm ne- 2, 5- d| one, 5
2+ Renqzy 3.3 MEh arksh BorBy-Hiydakdine 4- oakbc{n]yl)zpwn@mam@z 0ljtriazol-3-

d 4-
et T %03?10 AP S AP
O ER- 2%2{5)4[356@#}Eﬁ@m¥1pmrbhdﬂne—l &ubonyl)-phenyl]-2H-[1,2,4]triazol-3-yl }-

i)@ddl% {?D( ﬁﬂo& e%‘hg én 2- yl) [ 1,2,4]

I azo er| i'n-1- - 2- phenoxy- et hanone,
B((R)32- {Mﬁ%)(( szwmr@hémétlyparbowlbehﬂmllnﬂi [y 12}4] triagol-3-yl}-
E 8nd]]n XY dz oX ngahoH@nzomtrl | 94 10 1- {(Rl) 2-
| di 0
1L Y ot L IR 2041 s
RB3{{S-[ AT RhrepyLy- @bet’}flﬁpipbl)ldmﬁ 34],]2[,1 214] Omwzalz@iyi}Sp}}Hnbxy) acetamlde

NELPB b R T2 RS aceSh PSR- U Fiagingot -

plmrxyéracciiamld.e yl }- 2- phenoxy- 15 ethanone, 1- {(R)-2-
NS(Z(?iqujg §§3f I]@) [ﬂ%ﬁ E%lancgég{] cgﬂyﬁ y;ﬁﬁ)é’ljlam iyﬂ- [122ﬂoxad1azol 3-yl}-

oxadi azol
phenyl)- acetamlde

N-(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-phenyl)-
propionamide,
N-(3-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-phenyl)-
isobutyramide,
N-(4-Fluoro-3-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-
phenyl)-acetamide,
N-(3-Fluoro-5-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-
phenyl)-acetamide,
N-(2-Fluoro-5-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-1H-[1,2,4]triazol-3-yl }-
phenyl)-acetamide,

N-(4-{5-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-1H-[ 1,2,4] triazol-3-yl }-pyridin-2-yl)-

acetamide,
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phenoxy- et hanone, 1- {(R)-2-
[ 5-(4- Hydroxy-pyridin-2-yl)- [ 1,2,4] oxadiazol -3-yl]

WO piop@eeiodi n- 1-yl } - 2- phenoxy- et hanone, 20 1- {P®/ER2006/068745

[ 5-(2- Anlno 5-chl or o- pyr|n1d|ﬂ7@ yI) [ 1,2, 4]
oxadi azol - '] -piperidin- henox - et hanone,

b-(Prar by 1- (2 ewxmacewl)pgﬂp@rzcﬂln 2zyl>H 1q F}ng |tgipzol-3-yl}-phenyl)-
g%agma;@hes yl) - plper|d|n -yl] -ethanone,
R , triazql -
E N0 oy Beifiphe %ar%&liT 5t o BT viaphens-
yirr}oleinlnﬁaﬂdnﬁonQS

oxa | azyo?/ [@){#@ B?rruéarzm((jﬂr}/tl ﬂ 51 oxad%aﬁéll 3- ﬁ@ piper dn[ ]I ﬁ] et]hanone,
4-B(Rp- 24{35’11(%(1% &wt)opmmazd yU[y L) oxefdiazo25-41}-benzonitrile,

9: )?@?)' R 9 é3— 5il_n% fﬁéﬁ? Q' Elé = y?/dxhdlﬁzcﬁ @ﬂg?}’pmﬁiﬂ“ ARPOE phenoxy-

Acet yl™-
pharrEzol - 3-yl | plperldln 1-yl } - 2- phenoxy- 30

gl{Bi’[(I@ﬁ@(%Phelﬁ&)@)acg )opif Eridik dr- ga(xipm@ﬁumzar §h)=Henzonitrile,

GifRirore i prg Dty B E gézéz% HE SRR -y1-2-phenony:
ah&mﬁk oxadi azol - 3-yl] -piperidin-1-yl}-2-phenoxy-

St{ E§ >§5 :ﬁ‘fl(l&)p}ﬁld -3- dlu) h 2 éé]loxadlﬁzoll?) )(1]1 pg)eﬁlfglxla ZgPenoxy
ﬂ32@¢®&[m peridin-1-yl]-ethanone, -

{(R-215 fézlfﬁyd&@)hﬁﬁﬁﬁﬁl '4239311’1 2@'}%5{ a}ol[s $] %igtridin- 1-yl}-2-phenoxy-

oxa i azol pl peri phehoxy- et hanone,
gthanqng) - - [5 (6 Chl or o- pyrldln 3 yl)-[ 1,2, 4]

o erhi- 27 812 31 ydlr dxy- R inieeli y1 Py ibr-31y})= 25 M@ﬁmwzolstﬁ]apq)eﬁdm 1-yl}-2-
2007/063012 BCT/ EP2006/ 068745 - 171 | -

PREPOXYEHROBRN 7 ot hi azol - 6-y1- [ 1,2, 4]
Ox{ERI- 3%2[@4(4 34}Kdlr<)xypp§p&hmd'ryi}-[ 1,241 qxadﬁchilfi’emld})pj!perﬂlil’r}QMh 2 phenoxy-

%hgnﬁﬁzxy (R) 2- [5-(2,4,5-trifluoro-phenyl)- [
oxadlazol 3-yl] peridin et hanone, 5

P-{ AR drd Xy 21AminR) >-chipm- pmmﬂm%wékbh%ﬂﬁmadlpwh%ylﬂrpaaeyud}n- 1-y1}-2-
Eﬁémg éhg%@géazol 3-yl]- plper|d|n 1- yI} et hanone, 1-

@8?‘%{%1 [ékgyf ?gl f)kﬁﬁaﬁl@r% é{ %' W lazoi%pﬂéﬁg’}wd yﬁ etJmnone

etfhanodel - (R)[L-B-( 211, 54[tr13.zc8]1 Mﬁhkﬂyﬂﬂ Qidne2rdydzel-3-yl]-piperidin-1-
H}eﬂﬁ% oxad|azol 3-yl)-piperidin- |-yl] -2- phenoxy 10

1-[ (R -2-(5-[ 1,6] Na hthyr|d|n 2-yl-[
Pheﬁt}xyeké(di)a%bfﬁ {Bteptayolp] pbphfdlyb [ILZ%]bkadeLObBarthweﬂdm 1-yl}-

ethanone,

I-{(R)-2-[5-(1H-Benzoimidazol-4-yl)-[ 1,2,4]oxadiazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

I-{(R)-2-[5-(4- Acetyl-phenyl)-[ 1,2,4]oxadiazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

I-{(R)-2-[5-(6-Hydroxy-pyridin-2-yl)-[ 1,2,4]oxadiazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

I-{(R)-2-[5-(5-Methyl-pyrazin-2-yl)-[ 1,2,4]oxadiazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,

2-Phenoxy-1-[(R)-2-(5-quinoxalin-2-yl-[ 1,2,4] oxadiazol-3-yl)-piperidin- 1-yl]-ethanone,
I-{(R)-2-[5-(3-Methanesulfonyl-phenyl)-[ 1,2,4] oxadiazol-3-yl]-piperidin- 1-yl }-2-
phenoxy-ethanone,

I-{(R)-2-[5-(6-Chloro-pyridin-3-yl)-[ 1,2,4] oxadiazol-3-yl]-piperidin- 1-yl }-2-phenoxy-

ethanone,
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et hanone, 1-[(R)-2-(5-C nnolin-4-yl-[ 1,2,4]
oxadi azol - 3-yl)-piperidin- |-yl] -2-phenoxy-ethanone,
wda200006012- [5- (1H Benzotriazol-5-yl)- [ 1,2, 4PCT/EP2006/068745
]

oxadi azol - 3-yl
et hanone, 1H Benzoi ni dazol

i-[Ra3- (&B@azﬁé@ml:ﬁ ylrl%l 2 fiopediazgi-d=yb- mppmsimphér}}z%@lgenoxy
@thalga%ni 1ro{(R) -2- [ 5-

S R T IR T et Uz Abhktisydethaingidn- 11>
2&Baderde3- [ (R) - 1- ( 2- Phenoxy-acetyl ) -pi peridin-2-yl]-[

%P%F? y- fz(?%%a%gﬁ tﬁflgg)zré'%thg/ nzgylpllé) ?fl})] [g)éalﬁyx 1afog§27] piperidin-

bybeitbasine3- y| ] - pi peridin- |-yl}-2- phenoxy- et hanone
EI@) 225 E{eﬁﬁ)n &}12-1&3&%[15%3{1 QQL?%%h)azo Ps} ?ﬁrﬂqgérﬂﬁ@'ly)h]] 2-phenoxy-

- pi peri di n- 1-\I'} - 2- phenoxy- 15

oxa pyri
gbanenf de, 1-
{([Eﬁy 21(5591 eﬁw@ﬂmﬁml&zhy{qu Qmoi@wa{zaayy{) Pipdtidin{1-1] 2. fHenoxy-
o adi azol -3-yl] -piperidin- |-yl}- 2-phenoxy-ethanone,

f?n?(FQ 1- (2- Phenoxy-acetyl )-pi peridin-2-yl] -]
1, [(2R)4¥ (D adi lethﬁtdﬁh P-5[4:2¢1] byedlizael- 3-yl)-piperidin- 1-yl]-2-phenoxy-
aline-2,3-dione, 30 1- {(R-2-
? Hydr oxy-pyridin-3-yl)- [ 1,2,4] oxadi azol -3-yl]
[R;)e%(ﬁiﬂmllolyll 3- ylz[bhéhnwmmt%ﬂh@mr idin-134]--pRpnoxy-ethanone,

EW?Q@HYB&%@&M&& ﬁklﬁ’gﬁ?‘il]@xa%laﬂ)ﬂ-?) yll-thp e’mﬂﬂl 1 yl} 2-phenoxy-

oxa i azol I'H qui noxal'i n-
gthpyong. [5(6 Amno pyr|d|n2yl) [ 1,2,4]

OX - M&I(iﬁ Beln]zomﬁumn 5Ainf 12 %] oxkadia pNS@X ipedidin- 1-yl }-2-phenoxy-
hanone, [(R - 1-(2-Phenoxy-acetyl)
%F“b"é‘r“’rd. n- 2- yI ] - [ 1,2, 4]
OXERN- 24 B1(3.6-Trich loni-pwtidazon ittyd i [ 162,4] 05adi§I-3f I Rpiperidin- 1-yl }-2-

%&&% g géxeacetyl) -piperidin-2-yl] - [ 1,2, 4]
pyridine-2- carbonitrile, 4-13- iéF@-
Q {@:E(Réh éﬁ%@%@@ftafpt)yl)pplp@mdlar?nylirwﬂ]élloy[adnazszl apl}-

@kan ygl(-}rrel - di hydro WO 2007/ 063012
P?I‘% @%% 068745

IBW‘T‘Z&Hw5 oy W)M i i }j ﬁfoxasbaa%a% 9 -Fgrép-e;vll%}n-[l-yl y-2-

pmmﬁ@ywdmnoﬂeyl} 2- phenoxy ethanone -

(gzj 32 &(ﬁ?? 1( & ﬁ!’_%/ %o%)/( pe i %Ej P r]Pen'dln ? }yY]Z %4] o’xadlagol 5-yl}-pyridin-2-yl)-
gh&mmﬁy ethanone 4-(3-13- [(R) 1- (2- Phenoxy- acet yl )
lg lﬁbeé '[§| (B ol 3- hy(ﬁro;(y %yrlﬂazﬂf( Qcyl)aﬁoi 4]%)&{&1}120@ @eﬁ}’ &) peridin-1-yl}-
2-phenoxy-ethanone,
6-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[1,2,4] oxadiazol-5-yl }-1,4-dihydro-
quinoxaline-2,3-dione,
I-{(R)-2-[5-(6-Hydroxy-pyridin-3-yl)-[ 1,2,4]oxadiazol-3-yl]-piperidin- 1-yl }-2-phenoxy-
ethanone,
7-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-5-yl}-3,4-dihydro- 1H-
quinoxalin-2-one,
I-{(R)-2-[5-(6-Amino-pyridin-2-yl)-[ 1,2,4] oxadiazol-3-yl]-piperidin-1-yl }-2-phenoxy-
ethanone,
6-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[1,2,4] oxadiazol-5-yl }-nicotinonitrile,
5-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-5-yl }-pyridine-2-
carbonitrile,
4-{3-[(R)-1-(2-Phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-5-yl}-1,2-dihydro-
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di hydro-[ 1,2,4] triazol-3-one, 1-(3-13- [(R -
1- (2- Phenoxy-acetyl) -piperidin-2-yl] - [ 1,2,4]

we@x@dioesoot - 5- yl } - phenyl ) - im dazolidi ne-2, 4- dPONEP202&068745

1-((R)-2-15- [3-(1, |-Di oxo- -lIkB-i sot hi azolidin-2-yl)
-phenyl] - [ 1,2,4] oxadiazol -3-yl}- piperidin-
mdgrol=30henoxy- et hanone, 1-(3-13-[(R)-
L{(% Elngfagwmgq;yyﬂdln 4@1)0[31@ @l]o&ac?lazdm yl]- &npknauﬂl yl}-2-phenoxy-
|

ﬁ azol - enyl) prr0|d|n20
qthpaenes. [(R) 1 (2 Phenoxy- acet yl ) - pi perldln 2-yl] - [
L, {®RA)-[Sx6diaizoty- Byrithidiphey| ),2 4} 03adidl-3-yl]-piperidin- 1-y1}-2-
dhh dr%thl m dazol 2-one, 3-(3-13-[(R) -
bive nox acetyl) -piperidin-2-yl] - [ 1,2,4]
éa(édBéﬂ&) 1523Hh]en@tyeawty)) pipemdid ez plll i[ d 2o dirzdi- BiyH; pheayl)-2,4-

02[1:%@]-&(1 ?/@t(mél | H pyrazol - 3- yI) [ 1,2,4]

azo pi peridin-1- yIZ} phenoxy- et hanone,
enoxy-acetyl)-piperidin-2-y oxadiazol-5-yl}-p en
Ms (3-[(R)-1-(2- P tyl)- idi 1T-[1.2,4]oxadtazol-5-yl -phenyl)-

;ﬁluﬁb]ﬁﬂllgmé iﬁ,{dﬁ(ﬁ%@- 2-[5- (1H- pyr azol 3- yI )-[1, 2, 4] oxadi az
&(@% ][sgg ((E?@p'ﬁ%&@ il&%%ﬂth yf) ?heilyg 2 4loxadiazol-3-yl}-
pipaddiaz blyh 3-phdnoxpiefanbaié,n- 1- yl } - 2- phenoxy- et hanone,
1 )g3%§jf %ﬁzi éb %}%&ox& %@8{}}% dﬁﬁ&ﬁ#@g%g ) SxMido1-5-yiy: ety -
pﬁé@i@(lyle(tl‘manone 1-

3%(1&)511:%5 P'}{%ﬁ&w ac%!ﬁ)gylba%&h 23y1; Bl 2%1] dxaiadbl-5-yl}-phenyl)-1,3-

oxa 1 azol é pi peri phenoxy- et hanone,
ydrp-ingidpgol 2-918. (3. Met hyl - |soxazol 5-yl)-[ 1,2, 4]

@xaqsqzloj 1323Phkn o3t geefyl)dpiperldiyl 3 f/? { paenexyliazet hanosenyl)-
30. anglflpn % ceutically acceptable salts and esters

g ounds according to any of claims 1 -
BH(R)s2l[ 8¢ 1-ddethylotHl tplymzgl dyp - [ IchHskstiazoty 30fl] - piperidin- 1-yl}-2-

éﬁ tx —\é haﬁo&é [(R)-
heno acet -piperidin-2-yll-[ 1,2, 4]
o LA TS ST AP L i 3-31] biperidin- 1-y1)-

é&lﬁﬁm?e [ 3- (5- Met hyl -i soxazol - 3- yI) [ 1,2,4]

;ﬁﬁeﬁig)ﬁ i{[é/tlhﬂ( pé) Iarz)eré [yfgr}(l %ﬁéj Brigﬁx 1))er1c{1n1 ?%phenoxy

ekagbrezol - 5-yl] - piperidin- yI }- et hanone 1-

L2 i%k%g(ﬁﬂ% ri%f%/r&zolr%% 3{}15 b aé}]agbf% W piperidin-1-y1}-2-
POOLKPEB8MaNRCT/ EP2006/ 068745 - 173 et hanone,
I-{(R)-2-[5-(5-Methyl-2H-pyrazol-3-yl)-[ 1,2,4] oxadiazol-3-yl]-piperidin-1-yl }-2-
phenoxy-ethanone, and

I-{(R)-2-[5-(3-Methyl-isoxazol-5-yl)-[ 1,2,4] oxadiazol-3-yl]-piperidin-1-yl }-2-phenoxy-
ethanone,

and pharmaceutically acceptable salts and esters thereof.

39. Compounds according to any of claims 1 - 35, selected from the group
consisting of
2-Methyl-5-{5-[(R)-1-(2-phenoxy-acetyl)-piperidin-2-yl]-[ 1,2,4] oxadiazol-3-yl }-3H-
pyrimidin-4-one,
I-{(R)-2-[3-(5-Methyl-isoxazol-3-yl)-[ 1,2,4] oxadiazol-5-yl] -piperidin-1-yl }-2-phenoxy-
ethanone,
2-Phenoxy-1-{(R)-2-[3-(1H-pyrazol-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-
ethanone,
I-{(R)-2-[3-(6-Amino-pyridin-3-yl)-[ 1,2,4] oxadiazol-5-yl]-piperidin-1-yl }-2-phenoxy-
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5-15- [(R) - 1-(2-Phenoxy-acetyl)-piperidin-2-yl] -1H]
1,2,4] triazol-3-yl}-1,3-di hydro-indol - 2-one, 1-

wQ ¢Ry~0&301f 5- (2- Ami no-pyridin-4-yl)-2H [ 1, 2, 4PCT/EP2006/068745

triazol-3-yl] -piperidin-1-yF}72-phenoxy- 5 ethanone,

6-15- [(R)- 1-(2-Phenoxy-acetyl)-piperidin-2-yl] -1H][
gthanofie, t rj azol - 3-yl }-4H benzo[ 1,4] oxazin-3-one, 1-

5({53)[(1% 12 %@n&&a&@ry[) dghpé&hdln& ylthZH 2 W thiazdl4lyl}-1,3- dlh\t/)dro indol-

érlazo -3-yl] -piperi phenoxy- et hanone,
ONE{R)-2- [5- (1H-Ben20|mdazol 5-yl)-2H [ 1,2, 4]

IH{(Ia)ZDJ[5«32—)An]11n0qiypiﬁiﬂ—diyh)—-21H5{|1}2-,4@trﬁlheh@W-pi@éﬂﬂﬁﬂdﬂﬁ,}—2—phen0xy—
2- Fl uor o- 5-

%%QT?wﬁ-l (2- phenoxy-acetyl)-piperidin-2-yl] -1H]

6-{3;[4R)-1+(2-&hohox3-acklyl) - phemdih )2- st dHa i, bl,é]trlamv&ﬁﬂ} 4H-

g&ﬁ%[gqokgm{g droxy pyrldln 4- yI) [ 1 2 4]

oxadl azo - pi peridin-1- y‘é
&tiBnénhe: wmnsrpafrlﬁabéu@)i Sty treaéakéﬂﬂeplﬁ%wdl@ lapd 2-phenoxy-
esh&dife, t hereof . 40. A process for the manufacture of

f_f I f [ f..cl
9RO TS Bl PPt S 3 D P Y TR phenony
éthnmardea (II) RA RS R3XR NRY H(II) 20 with a

f | .
SEEBHN B UL A oo M A ot
H@ﬁbﬁe@anH@hyn@f clainms 1- 39 and L is halogen. 41.
CQnm0bLRsis 0 45&195@ PFidi®- 43y [ P 4fd:@H#ABo11-5 ! ?p%eriﬁ*min P-31)-2-phenoxy-

manuf act ur 25 priocess according to claim
@@an@%hrnaceutlcal conposi tions conprising a conpound

AL P GHAgetRalRNdEceftable bads ABd dsters Jerédtd a
pharmaceutically acceptable carrier and/or adjuvant.

V\D 20%(? / 06%%}&6? qyf Elp%g?anq{fg:? %g 50?183‘117rf1ds%% for%ﬁ?&y agéeﬁned n

accor
@Mmf@@m@ il e ?Qg;whmb process comprises reacting a compound of formula (1)

R R

with a compound of formula (III)

R (.

wherein Rl, RZ, RS, R4, RS, R6, R7, and X are as defined in any of claims 1- 39 and L s
halogen.

41. Compounds according to any of claims 1 - 39, when manufactured by a

process according to claim 40.

42, Pharmaceutical compositions comprising a compound according to any of

claims 1 - 39 and a pharmaceutically acceptable carrier and/or adjuvant.
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substances. 44. Conpounds according to any of clains 1
- 39 for use as therapeutic active substances for the
wo e@anem®nt and/ or prophyl axi s of di seases whi CPCHER2006/068745

nodul ated by L 5 CPT1 inhibitd74: 45. A nethod for the
therapeutlc and/ or prophyl actic treatnent of diseases

whi ch%ar e Goanpardacesrdinecpy pheipistlor3, fopaseras ghfrapaufic active
fustahB&. t herapeutic and/ or prophylactic treatnment of
hyper gl ycem a, gl ucose tolerance disorders, di abet es

and soc'ated thoI ns ependent ) )
i abetbs rerTPoyE sgudieyS sny BERERd ot oL bRt sapute actve

mﬁsiastarfcethsymdmm andvet albxphiyxs i dl’seu’ms which are modulated by L~
¥@?1hh9hﬁ?”’a’ hyperchol esterolem a, fatty |iver
| Sease herosclerosis, congestive heart failure and
renal failure, which nethod conprises admnistering a
conpotihd abemtrhipr the BRsRPeticIngy orspraphylgBic st any ﬁgﬁlseases
RBicAGre ﬁ%dﬁlﬁ’ceﬂwy L-¢6T1 Thfbikss, [ﬁt’tléﬁmpd}% tﬁ&ﬁgéu‘ilic Al d/or

cl ai for the th nd/ or
W@B»ﬁ%ﬁgfctmaémﬁme%f%?fﬁ‘gyS?m@r e Olgmheh laqreerﬁo%}%r%w&d
hss&ﬁ’ﬂ’c&d padhbligtes, rrﬁm iAdulinTdepentdent dfabé:temnemndﬁ ob@ﬁ@,fl@pﬁgensmn
1nsu pth}/qs {apces gso e mei%agnoglcrl,s]yld}g ! hher aﬁl 1 errllla hc}%)ercgolesterolemla

el

faotlyélrvarmEa@h sihetselsrosdi @bgestize hemit fadsmdat@ii failure, which method
1eQ Qi R fvist 4 dhdORP b afll, BPALIES ™39 dblaRrman bei

e L B AR iy Srdrrman being

HEAEBSI-i syndrome, hyperli piden a,

hyperchol esterolema, 20 fatty |iver disease,

at her ggcl emeslhs%,of e@ﬁg@@ﬁds\aecd}aﬁr tto by biUdlzﬁm@ nd 3oevthe therapeutic

f S _acc

il Spn s PG ER T g ERR %(#Fgﬁlre WalsdahBaf Phyfors.

the therapeutic and/ or prophylactic treatnent of

di seadds whichseaf eompoendsacedding to aqpPaficlaimilbi Pdesthe therapeutic

4191/ orl] f")‘r%lpﬁ?ﬁctﬁftréﬁ%ﬁ%qil &%@/9&91' n%u&d%e Yrafle (ﬁg(ﬁ’ﬂgﬁ dhabetes and

reparation di canents for th
@ﬁﬁ%‘%l%tﬁ% a@qhel%wa/w ipropripparicnt diapelgt melifusppbesity, hypertension,

ot Hsi¥eaoe gndrghédleasadielspiaoge, Wﬂfp@@n@a all@ﬁbl%&erolemla
g¥@ ass glateg?ﬁ)tgologlesést Péﬂlkn geg ..
SiREBsnd e aeiongestits Rear{ Burend PR ok

resi stance syndrone, netabolic syndrone,
hyper #8.pi d€ms ase dfiypapoinolsestednligeonay of dditg 11-i39dor the preparation

gf;] @g(ﬁgﬁni:lﬁ% g)? lrtfaer‘gllepa%)gét'é%an#ﬁg&?ﬁﬁﬁé(&lcmeeq{rﬁent okl sHsEs which are

rena €. . vention
merslataderydr-6 Pdé finhibidors.
49. The use of compounds according to any of claims 1 - 39 for the preparation

of medicaments for the therapeutic and/or prophylactic treatment of hyperglycemia,

glucose tolerance disorders, diabetes and associated pathologies, non insulin dependent
diabetes mellitus, obesity, hypertension, insulin resistance syndrome, metabolic syndrome,
hyperlipidemia, hypercholesterolemia, fatty liver disease, atherosclerosis, congestive heart

failure and renal failure.

50. The invention as hereinbefore defined.
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